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AHTUTEJIA, AKTUBHUPYEMbBIE AHTUTEJIA, BUCIIELTUOGUYECKUE AHTUTEJIA U
BUCIIEITUOUYECKHUE AKTUBHUPYEMbBIE AHTHUTEJIA U CTIOCOBBI UX
ITPUMEHEHHWA

ITEPEKPECTHA CCBIJIKA HA POACTBEHHVIO 3A5BKY

[0001] Hacrosimas 3asiBKa MCIIpalIMBaeT NPUOPUTET MO npenBapurenbHoil 3asBke CIIIA Ne
62/572 468, monanHou 14 oktsa0ps 2017 r.; mpenBaputenbHoil 3asiBke CIIIA Ne 62/577 140,
nonaHHoi 25 oktsaOpst 2017 r.; nmpensapurenbHoi 3asBke CIIIA Ne 62/613 358, monmanHO# 3
ssuBapsi 2018 r.; npensapurenpHoii 3asiBke CIIA Ne 62/666 065, momanHo 2 mast 2018 r.; u
npeasaputenpHor 3asiBke CLIIA Ne 62/731 622, nogannoit 14 centsiops 2018 r., conep:kanue
KQXXJIOM M3 KOTOPBIX BKJFOUEHO B HACTOSIIIUN HOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH CBOEH

MIOJIHOTE.
OBJIACTh TEXHUKHU

[0002] B naHHOM OOKYMEHTE MpPEACTABICHBI AHTHUTENA, AKTUBHpyeMble aHTHTena (AA),
oucnermduueckrne anTurena u oucnennpuyeckue aktusupyemole anturena (BAA). Takxe B
JAaHHOM JIOKYMEHTE IIPEICTaBJIEHbl CIOCOOBI TOJYy4YE€HUS M CHOCOOBI NMPUMEHEHHS TaKHX

anturen, AA, oucneundryueckux antuten u BAA.
CCBIJIKA HA IIEPEYEHB ITOCJIEJJOBATEJILHOCTEM

[0003] «IlepeueHr moOCIEAOBATEIBHOCTE», TMPENCTABICHHBIH B  JJIEKTPOHHOM  BHIE
OZIHOBPEMEHHO C JaHHBIM JOKYMEHTOM B COOTBeTCTBHM cO ctaThell 37 Konekca ®@enepasibHbIX
3akonoB CIIA (C.F.R.)) § 1.821 B mamunountaemori popme (CRF) nmocpenctsom EFS-Web B
Bune daitna ¢ umenem CYTX-045-US SEQ LIST 10-12-18 ST25.txt, BKJIOYEH B HaHHbIN
JIOKYMEHT TMOCPENCTBOM CCBUIKH. JJIEKTPOHHAs! KOIHUS MEepPEedHsl MOCIeNOBaTeNIbHOCTEH Oblia

co3nana 12.10.18, pasmep Ha mucke cocraisieT 440 KuaoOaur.
YPOBEHb TEXHUKU

[0004] Tepamusi Ha OCHOBE aHTUTEN JAOKa3ana CBOK 3((EKTHBHOCTH MJIS JICYEHHs psifa
3a00JIeBaHUI, HO B HEKOTOPBIX CIIy4asX TOKCHYHOCTH HM3-3a OOIIUPHOHN 3KCIPECCHUH MUIIECHU
OTPAHMYMBAET UX TEPANEBTHUECKYIO 3((PeKTUBHOCTb. KpoMe TOro, OCHOBaHHBbIE HA aHTHUTENAX
TepareBTHUECKUE CPEICTBA MPOAEMOHCTPUPOBAIU IPYIHe OTPaHHUYEHUs, TaKue Kak ObICTpoe

BBIBCACHUE U3 KPOBOTOKA MMOCJIC BBEACHU.
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[0005] B oOnacTé HU3KOMOJIEKYJSIPHOH Tepamum Obutd pa3paboOTaHbl CTPATErHd ISt
oOecriedeHnsl MPOJIEKAPCTB AKTUBHOTO XMMHUYECKOTO BEIeCTBAa. Takue MpoJjieKapcTBa BBOIST B
OTHOCHUTEJIbHO HEAaKTHBHOH (WM 3HAYUTENbHO MeHee akTHBHOI) ¢opme. Ilocne BBemeHus
NPOJIEKAPCTBO 1IN VIVO MeTabONM3MpYyeTCs B AaKTUBHOE COENUHEHUe. Takue CTpaTerud B
OTHOLICHUH MPOJIEKAPCTB MOTYT OOECHEeYUTh MOBBILICHHYIO CEIEKTUBHOCTH JIEKAPCTBEHHOIO
CPEICTBa B OTHOIIEHUH €ro MPEAIoIaraeMo el U YMEHbIIUTh NoO04HbIe 3P deKTsI.

[0006] CoOTBETCTBEHHO, B [AHHOW OOJACTH CYINECTBYET IIOCTOSIHHAST MOTPEOHOCTh B
OCHOBAHHBIX HAa aHTUTEJIAX TEPANIEBTUYECKUX CPEICTBAX B OTHOLICHUH AHTUTEJ, IMUTHPYOLIUX

JKeJaTeIbHble XapaKTePUCTUKU HU3KOMOJIEKYJISIPHOTO IIPOJIeKapCTBa.
CYIIHOCTDb U3OBPETEHUA

[0007] B npaHHOM JOKyMEHTE TMPEACTaBIEHBbI aHTHUTENa, Oucnenudpuveckre aHTUTENa,
aKTUBUpPYEMble aHTHTENa U Oucneun(puveckue axkTUBHPYeMble AaHTUTENa, CIocoObl HX
NOJIY4EHHUS U crtocoObl MX npuMeHeHust. OHHM HaxOIST NPUMEHEHNE B TePaIui U JHATHOCTHKE.
AXTHUBUpYEMBbIE aHTHTENAa M Oucneunu(puyeckue akTUBHPYEMble AaHTUTENA [0 HACTOALIEMY
N300pPETEHNIO MOTYT OBITh HCIOJB30BAHBI JUIsI YMEHBIIECHUS IMOBPEXIEHUs 3JOPOBOH TKaHH,
OOBIYHO BBI3BAHHOTO CBSI3BIBAHHEM AHTHUTEI C UX MHUIIEHSIMH Ha 340POBOM TKAHU TakK K€, KaK U
Ha OOJIbHON TKaHU.
[0008] CooTBETCTBEHHO, B OJHOM acCMEKTe B HACTOALIEM JOKYMEHTE IPeACTaBJIECHbI
oucnenuduueckrne aktuupyembsle anturena (BAA), npuuem ykasanubsle BAA npu aktuBaiuu
crieu(UIeCKy CBSI3BIBAIOTCS C ABYMSI MUIIEHSIMU U UMEET CIEAYIOLIYIO CTPYKTYPY:

a) antureno IgG (ABI1), kotopoe crnenuduueckd CBS3BIBAETCS C MEPBOM MHIIEHBIO,

npuueMm AB1 conepxur:

a. nse Tsokenble nenu (AB1 HC) u ase nerkue neru (AB1 LC);

b. mepssiii Mackupyrouuii pparment (MM1), cBSI3aHHBIN C IEPBBIM PACILEILUIIEMbIM
¢parmentom (CM1) ¢ oOpasoBanuem koHcTpykimu MMI1-CMI1, mpu sToM
KapOOKCHJIBbHBIH ~ KOHeL KOHCTpykumn MMI1-CM1 cBsi3aH € KaXJIbIM
aMUHOKOHLIOM Kax 11011 ierkoil uenu AB1, mpuuem

c. MMI unarubupyer cesa3eianue AB1 ¢ ero Muinesoro; u

d. CMI mpencraBnsier coO0il moNUNenTua, KOTOPbIH (PYHKLUHOHHPYET B KadeCTBE
cyOcTpara st IepBOH MPOTEa3bl,

b) mBa scFv (AB2), KakIblif U3 KOTOPBIX CIIEHU(UIESCKH CBSI3bIBAETCSI CO BTOPOH MUIIEHBIO,

npuueM kaxaoe AB2 conepxur:



PCT/US2018/055717 3 WO 2019/075405

a. BapualenpbHYI0 OOJaCTh JIETKOH LEMH, CBSI3aHHYK C BapHaOeNnbHOW O0JacThiO
TSDKEJIOW LIeMH, TPH 3TOM KapOOKCHIIBbHBIM KOHel Kaxaoro AB2 cBsizaH ¢
aMUHOKOHLIOM KaXKAOW U3 Tspkenbix 1eneii AB1; u

b. BTOpoii  Mackupyroomuii  pparment (MM2), cBs3aHHBII CO  BTOPBIM
pacierisiembiM (parmeHToM (CM2) ¢ obpasoBanriem KoHCTpykimu MM2-CM2,
npuueM  KapOOKCHIIBHBIN ~ KOHen  KOHCTpykimu MM2-CM2  cBsizaH ¢
AMHHOKOHLIOM Kaxkaoro AB2, npu sTom

c. MM2 unrubupyer cBszbiBanne AB2 ¢ ero MuIieHo1o; u

d. CM2 mpencrasnsier coOOl MOJUNENTUA, KOTOPbIH (PYHKLUUOHHPYET B Ka4eCTBE
cyOcTpara jist BTOpPOI mpoTeassl,

¢) unpudeM BAA nmMeeT no MeHblIeH Mepe OHY U3 CIEAYIOLINX XapaKTePUCTHUK:

a. MM2 conep:kUT aMHHOKHUCIIOTHYIO nocienoBareapHocTs SEQ ID NO: 12;

b. MMI conep>XKuUT aMHHOKHCIIOTHYIO TIOCJIE€OBATEIbHOCTD, BBIOPAHHYIO U3
TPYIIIBI, COCTOSIIEH 13 TIOCIeIOBATEIbHOCTEH, IPEACTABIEHHBIX B Tabmuie 7;

c. AB2 conmepxkut BapuabenbHBIN JOMEH TSDKENON Leny, kKak ykazano B SEQ ID
NO: 2 uwnu SEQ ID NO: 3, wn BapuabenbHbIN JOMEH JIETKON IENH, KaK YKa3aHO
B SEQ ID NO: 1 wim SEQ ID NO: 4; u

d. ABI1 conepxxur Fc-o6mactb, comep:kailyo aMHHOKUCIOTHYIO 3aMEHY 10
MEHbBLIEH Mepe B OJTHOM U3 aMUHOKHUCJIOTHBIX nojioxxeHun L.234, L235, N297 u
P331 (mymepauus B coorBerctBuu ¢ nHaekcoMm EU cornacuo Kabary) takum
obpaszom, uto BAA nmMeer noHmwkeHHY0 3PPEKTOPHYIO (PYHKIHIO.

[0009] B HekoTOpbIX BapuaHTax oOcCyllecTBieHUss BAA, mpencraBieHHble B HACTOSIIEM
JIOKYMEHTE, COAepIKaT:
bucnemuduueckoe aktusupyemoe antureso (BAA), npuuem ykazanHoe BAA npu
AKTHBALMH CHEIU(UIECKU CBA3BIBACTCS C IBYMSI MUIIEHSIMH U UMEET CJIEAYIOIIYIO
CTPYKTYpY:

a. anrureno IgG (AB1), koTopoe crieruduuecku CBS3bIBAETCS C IEPBOH MHUIIEHBIO,
npudeMm AB1 conepxxut nse tsoxenbie nenu (AB1 HC) u nee nerkue neru (AB1
LC); u mpu 5Tom AB1 cBsi3aH ¢ nepBbIM MacKupyromuM ¢pparmentom (MM1),
CBSI3aHHBIM C MEPBBIM pacinerusieMbiM GpparmernTom (CM1) ¢ oOpazoBanuem
koHCTpyKImH MM 1-CM1, npudeM kapOOKCHIIbHBINA KOHEL KOHCTPYKIMu MM -
CMI cBsi3aH ¢ KaX/bIM aMMHOKOHLIOM KakaoH jierkoit nenu AB1, npu stom

MM1 unrubupyer cesspiBanne AB1 ¢ ero mumensto; u
CM1 npencrasiusier coOOM MONUNENTHA, KOTOPbIH (YHKIIHOHUPYET B

KauecTBe cyOcTpara Ajisl epBOi MpoTeassl,
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b. nBa scFv (kaxnaeii AB2), Kakaplii 13 KOTOPBIX CIIEM(PUIECKH CBA3BIBAETCS CO
BTOPOI MHUIIEHBIO, TpU4YeM Kaxbiii AB2 conmep:kuT BapradenbHy0 001acTh
JIETKOU LIETTH, CBSI3aHHYIO C BapuaOebHON 00IaCThIO TSKEION LT , PH STOM
KapOOKCUJIbHBIN KOHEI] Kax10ro AB2 cBsi3aH ¢ aMUHOKOHIIOM KaX /101 U3
Tspkenbix neneit AB1; u npuuem kaxabiit AB2 cBsizaH CO BTOPBIM MaCKUPYIOLIUM
¢dparmenrom (MM2), CBSI3aHHBIM CO BTOPBIM paclIeIUIIeMbIM (pparmMeHToM
(CM2), ¢ obpazoBanueM koHCTPYKIHKM MM2-CM2, nipu 5TOM KapOOKCHITbHBIN
KOHel Kakaoh KOHCTpyKunn MM2-CM2 cBsi3aH ¢ aMUHOKOHLIOM Kaxkaoro AB2,
pU4YeM
MM2 unrubupyer cpsizpiBanne AB2 ¢ ero MumeHsto; u
CM2 npexacrainsieT OO0 MOJMIENTHI, KOTOPBIA (YHKIIHOHUPYET B
Ka4yecTBe cyOcTpara sl BTOPOH MpoTeassl,
u puiaeM BAA umeeT o MeHble Mepe OHY U3 CIEAYIOINX XapaKTEPUCTHK:
1.  MM2 conepKuT aMUHOKHCIOTHYIO nochenoBarebHocTh SEQ ID NO: 12;
ii.  MMI conep:XKUT aMHHOKHCIIOTHYIO ITOCJIEI0BATEIbHOCTD, BEIOPAHHYIO U3
TPYIIIBI, COCTOSIIEH 13 TIOCIeNOBATEIBHOCTEH, IPEACTABIEHHBIX B TabuIe 7;
iii.  AB2 comep:xut BapuabeNbHbII TOMEH TSKENOH ey, kak ykazaHo B SEQ ID
NO: 2 uwnu SEQ ID NO: 3, un BapuabesbHbIN JOMEH JIETKOH e , KaK YKa3aHO
B SEQ ID NO: 1 wiiu SEQ ID NO: 4; u
iv.  ABI1 conepsxur Fc-00nactb, conepkamyo aMHHOKUCIIOTHYIO 3aMEHY 110
MEHbIIEH Mepe B OJTHOM M3 aMUHOKHUCJIOTHBIX nostoxkeHuit 1.234, 1.235, N297 u
P331 (mymeparus B coorBercTBuu ¢ nHAekcoMm EU cornmacno Kabaty) takum
obpazom, uto BAA nmeeT noHmwkeHHY0 3G (HEeKTOpHYIO0 QYHKIHIO.
[0010] B HekoTOpbIX BapuaHTax oOcCyluecTBiieHUss BAA comep:xur BapuaOebHbIA IOMEH
Tsokesion nenu, kak ykazaHo B SEQ ID NO: 2 wnun SEQ ID NO: 3, u BapuaOeNnbHbII JOMEH
nerkoi neny, kak ykasaHo B SEQ ID NO: 1 uwmu SEQ ID NO: 4. B HekoTOpBIX BapuaHTax
ocyiectsieHus: AB1 cBsi3biBaeT onyxoseByro MulleHb, a AB2 cBsi3biBaeT MUILIEHb HMMYHHOT'O
spdexkropa. B HekoTOphIXx BapumaHTax ocymecTBieHuss BAA mpencraBisier  coOoi
npusnekaromee T-kiaerku (TCB) oucnenuduueckoe AA (TCBAA). B HekoTOpbIX BapuaHTax
ocymecteieHus AB1 cesseiBaeT EGFR u AB2 csaspiBaer CD3. B HekoTOpBIX BapuaHTax
ocymectieHHst MM comep:KUT aMHHOKHCIOTHYIO IOCJIEIOBATENbHOCTb, BBIOPAHHYIO H3
IPYIIBI, COCTOSIENH U3 MOCJIEAOBATEIbHOCTEH, MPEACTABISHHBIX B Ta0nume 7. B HEKOTOpPBIX
BapuaHTax ocyuiectBieHuss MMI1  comepKUT aMHUHOKMCIOTHYIO — IOCJE€IOBATENbHOCTD,
BbIOpaHHyr0 u3 rpynmsl, coctosmed n3 SEQ ID NO: 85 u SEQ ID NO: 78. B HekoTOpBIX

BapuaHTax ocyuectsienuss MMI1 cogepxxutr SEQ ID NO: 78. B HekOTOpbIX BapuUaHTax
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ocyuiecTBiaeHuss MM2 conep:kUT aMUHOKUCIIOTHYIO mnocienosarenbHocTe SEQ ID NO: 12, B
HEKOTOPBIX BapuaHTax ocyuiectsieHuss CM coaepkKUT aMUHOKUCIIOTHYIO MOCJIEN0BATEIbHOCTD
SEQ ID NO: 14. B HexkoTOpbIX BapuaHTax ocyuectsiaeHuss CM cOnep>KUT aMUHOKHCIOTHYIO
nocnenosarenbHocTs SEQ ID NO: 17. B HexoTopbIx BapuaHTax ocyiiectsieHuss CM Takoro
CM copmepxar aMHHOKHCIOTHYIO mocienoBarenbHocTe SEQ ID NO: 16, B HekoTopbIX
BapuaHTax ocyuectsieHuss CMI1  cogepkUT aMHHOKHCIOTHYIO — IIOCJIEAOBATENIbHOCTD,
BbIOpaHHy0 u3 rpynmbsl, copepxameid SEQ ID NO: 14 u SEQ ID NO: 16. B HekoTOpbIX
BapuaHtax ocymectsieHuss CM2 comepXMT aMUHOKHCJIOTHYIO — IOCIEIOBATEIbHOCTD,
BbIOpaHHy0 u3 rpymmbl, coaepxkameidr SEQ ID NO: 14 u SEQ ID NO: 17. B HekoTOpbIX
BapHaHTax OCYLIECTBJEHMs] B JaHHOM JoKyMeHTe mnpexacrasieHo BAA CI106, copepxkaiee
CTPYKTYPY U MOCJIENOBATEIbHOCTh B COOTBETCTBHU ¢ YKa3aHHBIM B Tabmuie 11 u mpumepe 1. B
HEKOTOPBIX BapUaHTaX OCYILIECTBJEHUS B JaHHOM JOKyMeHTe mnpencraBieHo BAA CI107,
cozepIKaliee CTPYKTYpy H MOCIEN0BATEIbHOCTh B COOTBETCTBUU C YKa3aHHBIM B Tabmune 11 u
npumMepe 1. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs B JaHHOM JIOKYMEHTeE IpencTaBieHo BAA
CI079, comep:xainee CTPYKTYPY U TOCIENOBATEIPHOCTb B COOTBETCTBUY C YKA3aHHBIM B Ta0JIHIIE
11 n mpumepe 1. B HEKOTOPBIX BapHAaHTaxX OCYLIECTBJICHUs B JAHHOM JOKYMEHTE MPEACTABICHO
BAA CI090, conepkaiiiee CTPYKTYpPy U MOCIEAOBATENIBHOCTh B COOTBETCTBUU C YKA3aHHBIM B
tabmune 11 u npumepe 1. B HEKOTOpBIX BapMaHTax OCYINECTBJICEHHS B JAHHOM IOKYMEHTE
npencrasieHo BAA CI135, conepkaiiee CTpyKTypy U MOCIEAOBATENBHOCTh B COOTBETCTBUU C
ykasaHHbIM B Tabnune 11 u mpumepe 1. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHHS B JaHHOM
nokymenre mnpexacrasieHo BAA CI136, coxepxainee CTPYKTypy M MOCIENOBATEIbHOCTh B
COOTBETCTBUM C YyKa3aHHbIM B Tabmunme 11 u mpumepe 1. B HEKOTOpbIX BapuaHTax
ocyumiecTBiaeHuss AB1 comepKUT aMUHOKUCIOTHBIE 3aMEHbl 1O MEHbLIEH Mepe B JBYX
nosoxeHusax aMuHokucnoT L.234, L235 u P331. B HekoTOphIX BapuaHTax ocyuectsieHus AB1
COAEP)KUT aMUHOKUCIJIOTHBIE 3aMEHbl B MOJOXKEeHUsX aMuHOkucior L234, 1235 u P331. B
HEKOTOPBIX BapuaHTax ocyumecTtBieHuss AB1 comepuT aMUHOKHCIOTHBIE 3aMeHbl L234F,
L235E u P331S. B Hekoropbx BapuaHtax ocymectBieHuss AB1 conmepxut obmacts Fc,
COAEpPKAIIYI0 AMHHOKHCJIOTHYIO 3aMeHy B mnoyiockeHMHu N297. B HEkOTOpBIX BapuaHTax
ocymectBieHuss AB1 comepxut amunokucnotrasle 3amerbl L234F, L.235E, P331S u N297Q. B
HEKOTOPBIX BapHaHTaX OCyLIeCTBIeHHs Tsukenas nenb AB1 comepskut mobyro u3 SEQ ID NO:
69, SEQ ID NO: 70, SEQ ID NO: 71, SEQ ID NO: 72, SEQ ID NO: 73, SEQ ID NO: 74, SEQ
ID NO: 75 u SEQ ID NO: 76, npuseneHssie B Tabuie 0.

[0011] B npyrom acmekre Hacrosilee H300peTeHHe OTHOCHTCA K Oucnenuduyueckomy

akTuBUpyeMomy antuteny (BAA), conepxaiiemy:
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a) anrureno IgG (AB1), koTopoe crienuduuecku CBS3bIBACTCS C IEPBOH MHUIIEHBIO,
npudeM AB1 conepxurt:
1. nBe Tsoxensle nenu (AB1 HC) u aBe nerkue ueru (AB1 LC); u
ii. mepBbIit Mackupyromui pparment (MM1), cBA3aHHBIN € IEPBBIM PACIIEILUIIEMbIM
dparmenrom (CM1) ¢ obpazoBanuem koHcTpykunu MM1-CM1, npu atom
KapOOKCHIIbHBIHN KOHeLl KOHCTPYKUu MM 1-CM1 cBsi3aH ¢ KaKAbIM
AMUHOKOHLIOM Kaxk110i1 Jierkoii uernu AB1, mpuuem
MM unrubupyer ceszpiBanue AB1 ¢ ero MUIIEHBIO; U
CMI1 npencraisier coOO# MOJUIENTHA, KOTOPbIA (PYHKLIHOHUPYET B
Ka4yecTBe cyOcTpaTa UIsl MepBOM MPOTEasbl,
b) nBa scFv (AB2), kbl 13 KOTOPBIX CHEH(PUIECKH CBA3BIBAETCS CO BTOPOH
MUILIEHBIO, pryeM Kakaoe AB2 comepskur:
1. BapmabenpbHYIO 00JACTh TSDKENOH ey, CBA3aHHYIO ¢ BapuabeIbHOH 00IaCThO
JIETKOH LIeny, IPU 3TOM KapOOKCHIIbHBIN KOHel Kaknoro AB2 cBsizaH ¢
AMUHOKOHIIOM Ka)KIOW U3 TspKeNbiX neneit AB1; u
ii. BTOpOI Mackupyroumii pparment (MM2), cBsI3aHHBII CO BTOPHIM
paciersieMsM pparmenToM (CM2) ¢ oOpazoBaruem KoHCTpykmu MM2-CM2,
npudeM KapOOKCHIIbHBIN KOHell KOHCTpyKIn MM2-CM2 cBsizaH ¢
aMHHOKOHLIOM kaxkporo AB2, npu sTom
MM2 unrubupyer cpsspiBanue AB2 ¢ ero MuieHsto; u
CM2 npencrasisier coO0i MOIUMENTHA, KOTOPBIH PYHKIIMOHUPYET B
KauecTBe cyOcTpara AJst BTOPOH IpOTeasbl,
u npuueM AB1 conepxxut Fc-06mactpb, conepraiiyro aMHHOKUCIOTHYIO 3aMEHY 10 MEHbLIEH
Mepe B OJJHOM M3 aMUHOKHCJIOTHBIX noJioxkernid 1234, 1235, N297 u P33 1 (Hymeparnust B
cootBercTBUU ¢ uHAekcoM EU cornacHo Kabary) Takum obpasom, uto BAA nmeer
NOHMKEHHYIO 3P (PeKTOPHYIO PYHKLHIO. B HEKOTOPBIX BapHaHTax OCyIiecTBIeHHs 00macTb Fc
COZICPKUT aMUHOKHCIIOTHBIE 3aMEHBI [T0 MEHBLIEH Mepe B aMUHOKHUCIIOTHBIX NosoxkeHusx 1234,
L235, N297 u P331 (aymepauust B coorBercTBuu ¢ nHAekcoM EU cornacHo Kabary) Takum
obpasom, uto BAA nmeer noHmwkeHHY0 3G hekTopHY0 QYHKIHI0. B HEKOTOPBIX BapuaHTax
ocyuiecTBIeHust obnactb Fc comepkuT aMUHOKHCIIOTHBIE 3aMEHBI 110 MEHBIIEH Mepe B
AMHHOKHUCJIOTHBIX NoJiokeHusix 1234, L235 u P331 (Hymepauusi B COOTBETCTBUH C HHIEKCOM
EU cornacuo Kabary) Takum oOpaszom, uro BAA nmeer noHmxeHHy0 3QPEKTOPHYIO PYHKIIHUIO.
B HeKOTOpPBIX BapHaHTax OCYIIECTBICHUS MePBasi MUIIEHb BBIOMPAETCS U3 TPYIIIbIL, COCTOSIIIEH
U3 MHUIIEHEH, IPeACTaBICHHBIX B TabuIe 9, a BTOpasi MUIIEHb BHIOUPAETCS U3 TPYIIIIBI,

COCTOSLIEH U3 MUILIEHEH, MPEACTaBICHHBIX B TabuLe 9.
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[0012]

B HexoTOpbIX BapuaHTax ocyiuecTBieHuss BAA, mnpencraBieHHble B HACTOSIIIEM

TIOKYMEHTE, COIepIKAT:

a) Oucneruduueckoe aktusupyemoe anruresio (BAA), conepxainee:

1) antureno IgG (AB1), xotopoe crneundpuyecku CBA3BIBAETCS C NEPBOM MMIIEHBIO,

npuuem AB1 conepxut ne Tsoxensie nenu (AB1 HC) u nse nerkue uenu (AB1 LC);
u nipu 5ToM AB1 cBsizaH ¢ mepBbIM MackupyromuM ¢pparmenrom (MM1), cBsi3aHHBIM
c mepBbIM paciierisieMbiM pparmentoMm (CM1) ¢ oOpa3oBaHMeM KOHCTPYKLIUU
MMI1-CM1, npuyem KapOOKCHIIBHBIN KOHEL KOHCTpyKuuu MMI1-CMI1 cBsizan ¢
KQKIbIM aMUHOKOHIIOM Kaxaou jierkoit uenu AB 1, mpu sTom

MMI1 unrubupyer cesizpiBanue AB1 ¢ ero mulneHsto; u

CMI1 npexacrapnsieT OO0 MOJMUMENTHI, KOTOPBIA (YHKIIHOHUPYET B

KauecTBe CyOcTpaTa AJisl MepBOi MpOTeassl,

il) mBa scFv (kaxnpiii AB2), xaknplli U3 KOTOPBIX CHeNM(UIECKH CBS3BIBAETCS CO

BTOPOl MUINEHBIO, TNpudeM Kaxabii AB2 comepxkutr BapuabenbHyH0 00JacTh
TSDKEJIOW LIETH, CBS3aHHYI0 C BapuaOenbHON OOJMAcThIO JIETKOW LEenH, MPH 3TOM
KapOOKCUJTbHBIN KOHEI[ Kaxx1oro AB2 CBsi3aH ¢ aMHHOKOHIIOM KQKIOUW M3 TSIKEJIBIX
neneli AB1; u npudem kaxapiii AB2 cBs3aH cO BTOPBIM MaCKUPYIOIIUM (parMeHTOM
(MM2), cBsi3aHHBIM CO BTOPBIM pacuierusieMbiM  (pparmentom  (CM2), ¢
obOpazoBaHueM KOHCTpYKIUU MM2-CM2, nipu 5TOM KapOOKCHIIbHBIN KOHEIL KaXKI0H
KOHCTpYKIMu MM2-CM2 ¢BsizaH ¢ aMMHOKOHIIOM Kaxkioro AB2, mpuuem

MM2 unrubupyer cssizpianne AB2 ¢ ero MuieHsto; u

CM2 npencrasisier coO0H MOIUIENTHA, KOTOPBIH PYHKIIMOHUPYET B

KauecTBe cyOcTpara AJst BTOPOH IpoTeasbl,

u npuueM AB1 conepxxut Fc-06mactb, cogeprkaliyro aMMHOKHUCIOTHYIO 3aMEHY 10 MEHbIIEeH

Mepe B OJJHOM M3 aMUHOKHCJIOTHBIX noJjioxkernid 1234, 1235, N297 u P33 1 (nymeparust B

cootBercTBUU ¢ uHAekcoM EU cornmacno Kabary) Takum obpasom, uro BAA nmeer

NOHMKEHHYIO 3P PeKTOpHYIO PYHKINIO. B HEKOTOPBIX BapHaHTax OCyIIecTBIeHUs o0nacTh Fe

COAEPKUT aMUHOKHUCJIOTHBIE 3aMEHBI 10 MEHbLIEH Mepe B aMUHOKHUCJIOTHBIX MONOKeHusx 1234,

L235, N297 u P331 (mymepanus B coorBerctBuu ¢ nHAekcoM EU cormacHo Kabarty) Takum

obpasom, uto BAA nmeer noHmwkeHHYO 3¢ hekTopHY0 QYHKIHI0. B HEKOTOPBIX BapHaHTax

ocyIecTBiieHus1 001acTh FC Comep:KUT aMIMHOKHUCIIOTHBIE 3aMEHBI TI0 MEHBIIISH Mepe B

AMHHOKHUCJIOTHBIX NoJiokeHusix 1234, L235 n P331 (Hymepauusi B COOTBETCTBUH C HHIEKCOM

EU cornacuo Kabary) Takum oOpaszom, uto BAA nmeer noHmkeHHY0 3G (HEeKTOpHYIO PYHKLIHUIO.

B HeKOTOpPBIX BapUaHTax OCYIIECTBJICHUS NepBasi MUIIEHb BHIOUPAETCS M3 TPYIIIbI, COCTOSALIEH
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U3 MHUIIEHEH, IPeACTaBICHHBIX B TabuIe 9, a BTopasi MUIIEHb BHIOUPAETCS U3 TPYIIIIBI,
COCTOSAIIEH U3 MUIIEHEH, MPEACTaBICHHBIX B TabiHe 9.

[0013] B npyrom acmekre HacTosiee H300peTeHHe OTHOCUTCS K aKTUBHUPYEMOMY aHTHUTEIY
(AA), comepxxamemy: (a) antuteno (AB), kotopoe cnieunduuecky CBS3BIBAETCS C PELIETITOPOM
snuaepmaibHoro ¢akropa pocra (EGFR), npuyem AB mpencrasisier coboit antureno IgGl u
npu 3ToM obnactb Fc AB comep:kuT aMUHOKHCIIOTHYIO 3aMEHY 10 MEHbIIEeH Mepe B OIHOM M3
AMUHOKHUCJIOTHBIX mojioxkeHuit 1234, 1235 u P33 1 (Hymepanus B COOTBETCTBUH ¢ uHAeKkcoM EU
cormacHo Kabaty) Takum oOpaszom, uto AA mMeeT CHUXEHHYIO dddekropuyro GpyHkuuio; (b)
mackupyromuii pparment (MM), cBszannblii ¢ AB, npuuem MM CHWXKaer Wiud UHTHOUpYyeT
cesasbiBaHne AB ¢ EGFR, kxorma AA HaxomuTcs B HEpPaCIEIUICHHOM COCTOSHHM, H (C)
pacmerisiembiii  ¢pparmeHt (CM), ceszansbii ¢ AB, mpu stom CM mnpencrasisier coboi
MOJIUTIENITH/I, KOTOPbIH (PYHKIMOHUPYET B KauecTBe cyOcTparta Uil mpoTeasbl. B HEKOTOpPBIX
BapHUAHTAaX OCYLIECTBIICHHMs] aMHHOKHCIOTHAS 3aMeHa NPEnCcTaBysieT coOol 000 OaMH WM
Heckonbko u3 L234F, L235E u P331S. B HekoTopbIx BapuaHTax ocyuiecTBieHust AB comepxxur
AMHUHOKHCIJIOTHBIE 3aMEHBI [0 MEHBILIEH Mepe B ABYX MOJIOKEHUSAX aMMHOKHUCIOT L234, 1235 n
P331. B HekOTOpbIX BapuaHTax OCYLIeCTBIeHUs AB cOIEp>KUT aMHHOKUCJIOTHBIE 3aMEHbl B
NOJIOKEHUAX amMuHOKuCHoT 1234, L.235 u P331. B HexkoTOpbIX BapuaHTax ocyliecTsieHuss AB
COZIEP’)KUT aMMHOKMUCIOTHbIe 3ameHbl L[234F, L235E u P331S. B HexkoTOpbIX BapuaHTax
ocymecteieHust AB copmepxkut obnacte Fc, comepskainyro aMHUHOKHCIOTHYIO 3aMEHy B
nosoxkeHnu N297. B HEKOTOpBIX BapuaHTax peanuzauuu obnacte Fc conmepkur myTanuio
N297Q. B HekoTOpbIX BapHaHTax OCYILECTBJIeHUs AB cOmepXKUT aMUHOKHMCIIOTHBIE 3aMEHbI
L234F, L235E, P331S u N297Q. B HexkoTOphIX BapuaHTax ocylnecTBieHuss MM comepur
AMHHOKHUCJIOTHYIO ~ TOCJIEIOBATENIbHOCTb,  BBIOPAHHYIO W3  TPYNNbL,  COCTOSIIEH W3
NOCJIEIOBATEIbHOCTEH, TMpPEACTaBIeHHbIX B Tabmume 7. B HexoTOpBIX BapuaHTax
ocyuiecTBieHuss MM comep>KUT aMMHOKHCIOTHYO mnocnenoBarenbHocTe SEQ ID NO: 78. B
HEKOTOPBIX BapUaHTax ocyliecTBieHuss MM conep:kUT aMUHOKHCIOTHYIO MOCJIEe0BATENbHOCTD
SEQ ID NO: 85. B HexoTtopsIx BapuaHTax ocyiuectsieHuss CM comepKUT aMHUHOKHUCIOTHYIO
NOCJIEIOBATEIbHOCTh, BBIOPAHHYIO M3 TPYIIBL, COCTOSIIEH U3 MOCIeNOBATEIbHOCTEH,
npencTaBieHHbIX B Tabnuue 4; B HekoTopeIx BapuwaHTax ocymectieHHs CM conmep:KuT
aMUHOKHUCJIOTHYHO mnocienoBatenbHOocTe SEQ ID NO: 14, B HekoTOpbIX BapuaHTax
ocymectBiaeHuss CM comepKuT aMHUHOKHUCIOTHYI0 nocienosatenbHocTh SEQ ID NO: 16. B
HEKOTOPBIX BapHaHTaX OCyIlecTBIeHs] AA mpencrapisieT codoit uacte BAA.

[0014] B nopyrom acmekTe HacTosiee U300pETeHHE OTHOCHUTCS K aKTUBHPYEMOMY AHTHUTEINY
(AA), comepxamemMy: (a) aHTUTEJIO WJIM €r0 aHTUTCHCBs3bIBArOLINI (parmeHT (AB), KOTOpPBIit

cnenu(puUeckn CBSI3bIBAETCS € penentopoM snuaepmaibHoro (akropa pocra (EGFR); (b)
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mackupyroumuii pparment (MM), cBs3annblil ¢ AB, mpudem MM yMeHbIIaeT WM HHTHOUPYET
ceszpiBaHue AB ¢ EGFR, xorma AA HaxoauTcs B HEPACLIEIUIEHHOM COCTOSIHUH, U MPU 3TOM
MM conepXKUT aMUHOKHCIIOTHYEO TIOCIIEIOBATEIbHOCTD, BHIOPAHHYIO M3 IPYIIIBI, COCTOSIIEH 13
NIOCJIeIOBATEIbHOCTEH, NPEACTaBICHHBIX B Tabnuue 7; u (¢) pacieruisieMblii pparmeHt (CM),
cesi3aHHbI ¢ AB, npuuem CM mpencrasiisier coOOH MONUNENTH, KOTOPBIH (YHKIIMOHUPYET B
KauecTBe cyOcTpaTta Ui MpoTeasbl. B HEKOTOpBIX BapwaHTax ocyuectsieHus MM comepkut
aMUHOKHCIIOTHYI0 mocnenoBatenbHOcTh SEQ 1D NO: 78, B HekoTOpbIX BapHaHTax
ocymectsieHus: CM conepskuT cyOCTpaT, paciieruiseMblii cepuHOBOM npoTeason wim MMP. B
HEKOTOPBIX BapuaHTax ocyuiectieHuss CM coaepKUT aMUHOKHUCIIOTHYIO TMOCIEI0BaTEIbHOCTD,
BbIOpaHHyt0 u3 rpymmel, cocrosimeii 3 SEQ ID NO: 18-56. B HekoTOphIX BapHaHTax
ocymectBiaeHuss CM comepuUT aMHUHOKHUCIOTHYIO mnocnenoatenbHocTh SEQ ID NO: 14. B
HEKOTOPBIX BapuaHTax ocyuiectsieHus CM coaepXUT aMUHOKHCIIOTHYIO MOCJIE0BATEIbHOCTh
SEQ ID NO: 16. B HexoTOphIX BapHaHTax OCYLIECTBIEHHs AA MpencraBisieT cOOOH 4acThb
BAA.

[0015] B nmpyrom acmekTe Hacrosiiee U300pPETEHHE OTHOCHUTCS K aKTUBHPYEMOMY AHTHUTEIY
(AA), copepxaremy:

[0016] (a) aHTHUTENO WJM €ro aHTUTreHCBs3bBaomui  (Qparmentr (AB), xortopwIii
cneun(puvecku CBs3bIBaeTCs ¢ oncwioH-ueneto  CD3, npudeM aHTHTENO  COAEPIKUT
BapuadeIbHBIA JOMEH TsDKeNol wemnu, kak ykazaHo B SEQ ID NO: 2 unmu SEQ ID NO: 3, um
COZIEp>KUT BapuabeNbHbIN JOMeH Jierkoi nemnu, kak ykazaHo B SEQ ID NO: 1 umu SEQ ID NO:
4; (b) mackupyrommuii ¢pparment (MM), cBs3anHblii ¢ AB, mpuuem MM yMmeHbIIaeT uiu
uHrubupyer cesspiBanne AB ¢ CD3, korna AA HaxXOOUTCsS B HEPACIUEIUIEHHOM COCTOSIHUHU, U
(¢) pacueruisiembrii gpparment (CM), ceszanHblii ¢ AB, mpu stom CM mnpexacraBnser coboit
NIOJIUIIETITH/I, KOTOPBIA (PYHKIIMOHUPYET B KadecTBe CyOcTpara IUIsl MpoTea3bl. B HEKOTOpbIX
BapHaHTax OCyIIECTBICHUs] AB comep:KuT BaprabeabHbIH TOMEH TSKEJON LIeNH, KaK yKa3aHo B
SEQ ID NO: 2. B HeKOTOpBIX BapuaHTax OCylecTBIeHus: AB conmep:kut BapuabenbHbINd JOMEH
Tsbkesol neny, kak ykazaHo B SEQ ID NO: 3. B HekoTOpbIX BapuaHTax ocyuiecTieHuss AB
conepKUT BapuabebHbIN JOMeH Jierkod nemny, kak ykazaHo B SEQ ID NO: 1. B HekoTopbix
BapHuaHTax ocyuectsieHnss AB comep:kut BapnabenbHBIN JOMEH JIETKOH IenH, KaKk YKa3aHo B
SEQ ID NO: 4. B HeKOTOpBIX BapuaHTax OCylIlecTBIeHHs] AB conmep:kut BapuabenbHbIH JOMEH
TsoKeIon meru, kak ykazaHo B SEQ ID NO: 2, u BapuabenbHBI JTOMEH JIETKOH LENH, Kak
ykazano B SEQ ID NO: 1. B HexkoTopbIx BapuaHTax ocyuiecTBieHus AB copepxut
BapuabeNnbHBIA TOMEH TskeNod 1enu, kak ykazaHo B SEQ ID NO: 3, u BapnabenbHbIl JOMEH
nerkoi uemnu, kak ykaszaHo B SEQ ID NO: 1. B HexkoTOprIx BapuaHTax ocyuiecTieHus AB

CONEpKUT BapualeNbHBIH ITOMEH Tsbkenol wenu, kak ykazaHo B SEQ ID NO: 2, u
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BapuabenbHBIA AOMeH Jierkod nend, kak ykazano B SEQ ID NO: 4. B HekoTOpBIX BapuaHTax
ocymectsiieHus1 AB conmep:kut BapuaOeNbHBIN JOMEH TsDKeNol menu, kak ykasaHo B SEQ ID
NO: 3, u BapuaOenbHbI TOMeH Jierkod 1enu, kak ykasaHo B SEQ ID NO: 4. B HexkoTOpBIX
BapuUaHTax ocyiiecTBieHuss MM conepKut mo0yro OHY U3 MOCIEN0BATENbBHOCTEH, YKa3aHHbBIX
B Tabmuue 3. B HekoTopeix BapuaHTax ocymectieHus CM copepxur moOyr OxHY u3
HIOCJIEI0BATEIbHOCTEH, YKa3aHHBIX B Tabmune 4. B HEKOTOpBIX BapuaHTax OCyIiecTBieHus AA
npenacTasisier co0oi yacte BAA.

[0017] B nmpyrom acmekTe HacTosiee U300pPETeHHE OTHOCHUTCS K AKTUBHPYEMOMY aHTHUTEIY
(AA), conmepskamemy: (a) aHTUTENIO WM €r0 aHTUTeHCBsI3bIBAIOLINI (pparmeHT (AB), koTOpBIit
cneunuvecku cpsizpiBaeTcsi ¢ sncwioH-uensto CD3; (b) mackupyromuii pparment (MM),
cBsizaHHBIN ¢ AB, mpuuem MM ymenbmaer uinn HHruOupyer cesspiBanue AB ¢ CD3, korma AA
HaXOAMUTCA B HEPACLIEIUIEHHOM COCTOSIHUM, INpu 3ToM MM coaepKUT aMHUHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 12; u (b) pacmennsiemsrii ¢pparment (CM), csa3anHbIi ¢ AB,
npudeM CM mpencraBiser coOOH MONUNENTHA, KOTOPbIH (YHKUMOHHPYET B Ka4decTBE
cyOcTpara st mpotea3pl. B HekoTopbIx BapwaHTax ocymectBieHus CM conmepur olyro
OIHY W3 TIOCIENOBATENIbHOCTEH, YKa3aHHbIX B Tabmuie 4. B HekoTopbIX BapuaHTax
ocymectsiieHus: CM conepkuT cyOCcTpaT, paciuerisieMblii CepuHOBOH nporeasoit uian MMP. B
HEKOTOPBIX BapuaHTax ocyuiecTsieHuss CM coaepKUT aMUHOKUCIOTHYIO TMOCIEI0BATEIbHOCTD,
BbIOpaHHyl0 u3 rpynmbl, coctosimelt n3 SEQ ID NO: 18-56. B HekoTOphIX BapHaHTax
OCYLIECTBIIEHHS ITpOTeas3a npeacrasiser codoit MMP. B HEKOTOpBIX BapHaHTaX OCYLIECTBIIECHHS
npoTeasa NpeacTaBisieT coO0H CepUHOBYIO MPoTeasy. B HEKOTOPBHIX BapHAaHTAaX OCYINECTBICHUS
AA mnpencrasnsier coboii uacte BAA.

[0018] B nmpyrom acmekTe HacTosiee U300pPETEHHE OTHOCHUTCS K AaKTUBHPYEMOMY aHTHUTEIY
(AA), conmepxamnemy: (a) antureno (AB), koTopoe crenuPUUECKH CBS3BIBAETCS ¢ MUIIEHBIO,
npUYeM aHTHUTENO npexacrtarBisier coboil antuteno IgGl m npu stom obnacte Fc anTuTena
COZIEP’)KUT AMHUHOKHCJIOTHYKO 3aMEHy [0 MEHblIell Mepe B OJHOM U3 aMUHOKHCIOTHBIX
nonoxenni 1L.234, L235 u P331 (mymepauus B cootBerctBuu ¢ uanekcom EU cornmacno Kabary)
TakuM oOpa3oM, uTo AA uMmeeT CHIDKEHHYIO 3(dekropryro ¢yHkumio; (b) MacKupyrouIuii
¢dparment (MM), cBsizanHbIl ¢ AB, mpruuem MM CHIKaeT Uil MHTHOUPYeT CBsizbiBaHuEe AB ¢
MUIIEHBIO, KOraa AA HaXOAWTCS B HEPACIIEIUIEHHOM COCTOSHHM, M (C) pacIIerJisieMblil
¢dparment (CM), cBszannbiii ¢ AB, ipu stom CM npencrasisier coOOH MOUITENTHA, KOTOPBIN
(YHKLUMOHHMPYET B KauecTBe CyOcTpaTa i mpoTeas3bl. B HEKOTOPBIX BapUaHTAX OCYIIECTBIICHUS
obnacte FC comepXUT aMHMHOKHCIOTHBIE 3aMeHbl MO MeEHbIIEHl Mepe B aMHUHOKHCIOTHBIX
nonoxenusax 1234, 1235, N297 u P331 (nymepauus B coorBercTBuu ¢ uaaekcom EU cormacHo

Kabary) Takum oOpas3oMm, 4to AA umeeT NOHWKEHHYIO 3h(ekTopHy0 PyHKUMI0. B HEKOTOPBIX
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BAapUAHTaxX OCYLIECTBJIEHWs MHIIEHb BbIOpaHA U3 TPYIIBL, COCTOSIIEH W3 MUIIEHEH,
NPEACTaBJICHHBIX B Tabmuie 9. B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS AA mNpencTaBisieT
co0oii yacte BAA.

[0019] B npyrom acmekTe B HACTOSIIEM JOKYMEHTE MPEACTaBJIEHO AHTUTENIO WU €ro
AHTUTEHCBS3BIBAIOINUI (pparmMeHT (AB), KOTOpbIil creLu(pUUEecKH CBSI3BIBAETCS C SICHIIOH-
nenbto CD3, npuyeM aHTHTENO COAEPKUT BapHaOeNbHbIN JOMEH TSDKEJOH LeNH, KaK YKa3aHo B
SEQ ID NO: 2 unmu SEQ ID NO: 3, unu BapuaOesibHbIN JOMEH JIETKOH 1ernH, Kak yka3aHo B SEQ
ID NO: 1 unmu SEQ ID NO: 4. B HEeKOTOpPbIX BapHaHTaX OCYIIECTBJIEHUS] AaHTUTENIO COJEPKUT
BapualesbHBIA JOMEH Tskeson meru, kak ykazaHo B SEQ ID NO: 2 uian SEQ ID NO: 3, u
BapuabenbHBIA TOMeH Jierkoi nenw, kak ykazano B SEQ ID NO: 1 wimm SEQ ID NO: 4. B
HEKOTOPBIX BapHaHTax OCyllecTBICHUs AB conmep:kuT BapuaOenbHbI TOMEH TSDKENOW IerH,
kak ykazaHo B SEQ ID NO: 2. B HexoTOprIx BapuaHTax ocyuiecTBieHus AB coxpepxxur
BapuabeNbHBIA TOMEH TsDKeNnol 1ernH, kak ykazaHo B SEQ ID NO: 3. B HekoTOpbIX BapuaHTax
ocymectsiieHus: AB comep:kuT BapuaOeNbHbIN JOMEH JIerkol 1emnu, kak ykazano B SEQ ID NO:
1. B HEKOTOpBIX BapuaHTax OCyllecTBieHUs: AB conepskut BapuabeNbHbIi JOMEH JIETKOH LeMH,
kak ykazaHo B SEQ ID NO: 4. B HexoTOprIx BapuaHTax ocyuiectBieHus AB coxpepxxur
BapuadeIbHBIA JOMEH TshKeNon mnernu, kak ykaszaHo B SEQ ID NO: 2, u BapuabenbHbIi JOMEH
nerkoi nemnu, kak ykaszaHo B SEQ ID NO: 1. B HexoTOprIx BapuaHTax ocyuiecTieHus AB
CONEpKUT BapualeNbHbI JOMEH Tspkeno uenw, kak ykazaHo B SEQ ID NO: 3, wu
BapuabenbHBINA AOMeH Jerkod nend, kak ykazaHo B SEQ ID NO: 1. B HekoTOpBIX BapuaHTax
ocyuiectieHusi AB conep:kuT BapuabenbHbI AOMEH TsDKeIOoW Lemnd, kKak ykazaHo B SEQ ID
NO: 3, u BapuabenbHbIl TOMeH Jierkoi wemny, kak ykazano B SEQ ID NO: 4. B HekoTOpbIX
BapHaHTax OCyIIecTBIeHUs1 AB comep:kuT BaprabenbHbIH JOMEH TSDKENION LenH, KaK yKa3aHo B
SEQ ID NO: 2, u BapuabenbHbIii JOMeH Jierkod menu, kak ykazaHo B SEQ ID NO: 4. B
HEKOTOPBbIX BapUAHTaX OCYLIECTBJCHMS AHTUTENIO MpeACTaBisier coboi Oucneumdpuyueckoe
aHTHUTENO. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS aHTUTENO MpencTasyisieT coboi scFv. B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS AHTHUTEJO NpeacraBisier coboil antureno I1gGl. B
HEKOTOPBIX BapUAHTaX OCYILECTBJIEHMsI aHTUTEJO SIBJISIETCA YacTblo AA WM SBISETCS 4aCThIO
BAA.

[0020] B npyrom acmekTe B HACTOSIIEM MOKYMEHTE MPEACTABIEHO AaHTHUTENO, KOTOPOE
cneungudecku cpsspiBaercst ¢ EGFR mnu CD3 (AB), mpudeM aHTHTENO SIBISIETCS aHTHTEIOM
IgG1l wnu scFv, cBszanHbIM C¢ oOmacteio Fc, mpu »ToM aHTHTENO comepkut odnacte Fc,
COZIEp’KaLyl0 aMMHOKHMCIOTHYIO 3aMEHy [0 MeHblel Mepe B OJHOM U3 aMUHOKHCIOTHBIX
nonoxennii 1234, 1235 u P331 (mymepauus B cootBercteuu ¢ uagaekcom EU cornmacuo Kabarty)

TakuM 00pa3oM, YTO aHTUTENO MMEeT MOHWKEHHYI 3(dexropHyro QyHKIM0. B HexkoTophix
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BapHUAHTAaX OCYLIECTBIICHHMs] AMHHOKHCIOTHAs 3aMeHa INpENCTaBysieT coOOH 000N OaMH WM
Heckonbko u3 L234F, L235E u P331S. B HekoTOpbIX BapuaHTax OCYLIECTBJIEHUS aHTHUTEJO
CONEPKUT AMUHOKHUCJIOTHBIE 3aMEHbl IO MEHBIIEH Mepe B JBYX IOJIOKEHHUSIX aMHUHOKHCIJIOT
L234, L235 u P331. B HEKOTOpBIX BapUaHTaxX OCYLIECTBJIEHUS AHTUTEIO COACPIKUT
AMUHOKHCJIOTHBIE 3aMEHbI B MOJOXEHUsX aMuHOkucnoT L234, 1235 u P331. B HekoTOpbIX
BAPUAHTAX OCYLIECTBJEHUS AHTUTEJIO COJEPKUT aMUHOKUCIOTHbIe 3aMeHbl L234F, L235E u
P331S. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHHs] AHTUTENO coaepxkutr obmacte Fc,
COAEpKAaIlyl0 AMHUHOKHUCJIOTHYIO 3aMeHy B mnoyiockeHuu N297. B HEKkOTOphIX BapuaHTax
peammzanuu obnacts Fc cogepskut myrauuio N297Q. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
AHTUTEJIO coaepKUT aMmuHOKUCIOTHBIE 3aMenbl L234F, L235E, P331S u N297Q. B HekoTOpbIX
BapHAHTaX OCYIIECTBJICHUsI TsDKeNas 1ernb anturena cogep:xur modyro u3 SEQ ID NO: 69, SEQ
ID NO: 70, SEQ ID NO: 71, SEQ ID NO: 72, SEQ ID NO: 73, SEQ ID NO: 74, SEQ ID NO: 75
u SEQ ID NO: 76, npusenenHble B Tabmuie 6. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIICHHUS
BapuadebHBIA JOMEH TsDKeNoN 1enu antuTena conep:kut ooy n3 SEQ ID NO: 2 unmu SEQ
ID NO: 3 wmu B koTOpoM BapuadespbHbIN ToMeH jierkoit nenu AB conepxkut moboit uz SEQ ID
NO: 1 wnmu SEQ ID NO: 4. B HEKOTOpBIX BapMaHTaX OCYLIECTBJIEHHUs AHTUTENO sIBJISETCS
qacTbio AA Ui siBisieTcs 4acTbio BAA.

[0021] B mpyrom acmekTe B HACTOSIIIEM JOKYMEHTE TaK)Ke MPEeICTaBJIeHbI (hapMalleBTHYECKHE
KOMIIO3UIMH, coaepamue Jroboe u3 omnucaHHblx Bbime BAA, AA u aHTUTeNl W,
HeoOs13aTeNIbHO, HOCUTENb. B pyrom acrekre B HACTOAIIEM OKYMEHTE TAKXKe IPECTABIICHbI
(apMarieBTHUECKHEe KOMIIO3ULIUH, CoAepskamue Jrodoe M3 OmucaHHbIX Bbiie BAA, AA u
aHTUTENl U HOCUTENb. B HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUS KOMIIO3ULUS COAEPIKUT
JOTIOJIHUTEIbHBIA AreHT, HAmpuMep JOTOJHUTENbHBIM areHT MOXeT MPEeACTaBiIsATh COOOH
TEeparneBTUUECKUI areHT.

[0022] B npyrom acrekre B HAacTOSIIIEM AOKYMEHTE TakkKe IPeICTaBJIeHbl BblAEJIEHHBIE
MOJIEKYJIbl HYKJIEMHOBOH KHCJIOTBI, KOIUpyoImue Jrodoe U3 omucaHHbIX Bbiie BAA, AA u
antuTen. Takke NpPenoCTaBleHBl BEKTOPBI, COAEpIKAIUE MPEACTABICHHYIO HYKJIEHHOBYIO
KHCJIOTY. B HEKOTOpBIX BapHaHTaxX OCYILIECTBJICHHUs BEKTOP COJAEP:KUT IMOCIENO0BATEIBHOCTD
HYKJIEMHOBON KUCNIOTbl pLW289. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHUS] BEKTOP COAEPKUT
MOCJIEeIOBATEIbHOCTD  HYKJIEMHOBOM  KUCIOTBI  pLW246. B HEKOTOpBIX  BapHaHTax
OCYILECTBJIEHUs] BEKTOP COAEP>KUT MOCJIEN0BATEIbHOCTh HYKJIEHMHOBOW kuciaotel pLW307. B
HEKOTOPBIX BAaPUAHTaX OCYLIECTBJICHUS BEKTOP COMAEP>KUT MOCIEAOBATENBHOCTb HYKJIEMHOBOU
kucaotel pLW291. B HekOTOpBIX BapuaHTax OCYILIECTBJIEHHs BEKTOpP  COAEPKUT
MOCJIEIOBATEIbHOCTD  HYKJIEMHOBOM  KUCIOTBI  pLW352. B HEKOTOpBIX  BapHUaHTax

OCYILECTBJIEHUsI BEKTOP COAEP>KUT MOCJIEN0BATEIbHOCTh HYKJIEMHOBOW KucCiaoTel pLW246. B
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HEKOTOPBIX BapMaHTaX OCYLIECTBJIEHUS BEKTOP COAEPKUT MOCIENOBATENbHOCTh HYKJIEHHOBOM
KuCI0Tel pPLW353.

[0023] B npyrom acmekte B JAHHOM JOKYMEHTE TaKXKe MpEACTaBJeHa KJIETKa, COJep Kaliias
m000#1 U3 BEKTOPOB, ONMHCAHHBIX BBIIIE. B HEKOTOPBHIX BapMaHTaX OCYIIECTBIIEHHS B JAHHOM
JOKYMEHTE IpEACTaBJIeHa KieTKa, coaepskamas pLW289 u pLW246. B HeKOTOpBIX BapuaHTax
OCYILECTBJICHHUS B JAaHHOM JOKYMEHTE IpelCcTaBleHa KieTka, coaepskamas pLW307 u pLW291.
B HexkOoTOpBIX BapHaHTaxX OCYLIECTBICHHs B JAaHHOM JOKYMEHTE IPENCTaBiIeHA KJIETKa,
copepxkamass pLW352 u pLW246. B HexkOTOpbIX BapHUaHTax OCYINECTBJICHUs B JaHHOM
JTOKYMEHTE MpeACTaBlieHa KJeTka, coaepskamas pLW353 u pLW246.

[0024] B npyroMm acmekTe B HACTOSALIEM JOKYMEHTE IPEACTAaBJICHbI CIIOCOOBI MOJYYEHHUS
NIPeICTaBJIeHHbIX Bblille aHTuTeN, AA unu BAA nyreMm KyJbTUBHPOBAaHUS KJIETKU B YCIOBUSX,
KOTOpble MNpPUBOASAT K OJKcrpeccun aHturena, AA unu BAA, mpuueM KieTka COAEPKUT
COOTBETCTBYIOIYIO MOJIEKYJy HYKJIEHHOBOH KHCIOTBHI WJIM BEKTOpBI, NpPENOCTaBIEHHbIE B
JAHHOM JIOKYMEHTE.

[0025] B pgpyrom acmekTe B HACTOSIIEM JOKYMEHTE TMpeljiaraercsi Crocod JiedeHus,
oOJieryeHusl CUMITOMA WJIM 33J€P’KKH IPOTPECCUPOBAHUS paccTpoiicTBa MM 3a00JeBaHMS,
BKJIFOUAIO LU BBEJICHUE TeparneBTHUECKU 3¢ dexTHBHOrO KOJINUECTBA
antuten’/ AA/BAA/papMarieBTHUECKUX KOMITO3ULINN, ONMCAHHBIX BBILIE, HYKOAOLEMYCsl B
3TOM CcyObekTy. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHHs PACCTPONCTBO WM 3a00JieBaHUE
BKJIFOUaeT B ceOs 3aboneBaHue kieTok, skcrnpeccupyromux EGFR. B HekoTOpbhIx BapuaHTax
OCYIIECTBJICHHs HapylleHue win 3aboyieBaHue NpencraBisieT coboil pak. B HekoTopbIx
BapUAHTaX  OCYLIECTBJIIEHMs paK MpeicTaBisseT co0OM  pak  aHAJIbHOTO  KaHaua,
0a3abHOKJIETOYHBIN pakK, pak TOJOBHOIO MO3ra, paKk MOYEBOrO My3bIps, PaK KOCTH, pak
MOJIOYHOM >KeJne3bl, pak IIeHKH MaTKH, XOJIAHTMOKApLIMHOMY, KOJIOPEKTaJbHBIH pak, pak
SHIOMETPUS, PaK MHUILIEBOJA, PAK JKEIUHOTO My3bIPsi, PaK *KeNyAKa, TIHOONIACTOMY, paK rOJIOBBI
U IIed, paKk IeYeHH, pakKk Jerkux, paK SIMYHUKOB, paK IOKENyIOYHON JKeNe3bl, pak
IIPEACTaTeNbHO Kee3bl, pak MOYKH, CAPKOMY, PaK TOHKON KHIIKH, paKk KOXH, paK siMuka, pak
IIUTOBUHOMN JKeJe3bl WM pak MaTKU. B HEKOTOpBIX BapuaHTax OCYILECTBJIEHMs] pacCTPOIHCTBO
npeacrasisier coboit amMdomy, Hampumep JUMQOMY, ACCOLMHUPOBAHHYID C BHPYCOM
OmmretiHa-bapp, B-knerounyro  gumpomy, T-xnerounyro  smmpomy  XOIKKMHA U
HEXOJUKKUHCKYIO THM(poMy. B HEKOTOPBIX BapHaHTax OCYILIECTBICHHS PaK MPENCTABISAET COOOH
IUTOCKOKJIETOYHBIN pak. B HEKOTOpPhIX BapHaHTaX OCYLIECTBICHHS pakK IMPENCTaBISET COOOM
IUIOCKOKJIETOYHBIM pak TOJOBbl M IIeU. B HEKOTOpbIX BapHaHTaX OCYILECTBIEHHUS pak
NpeACTaBisieT COOON MUIOCKOKIETOUHBIH pak KOKU. B HEKOTOpPHIX BapuaHTaX OCYLIECTBIICHHS

pak mpencTtaBiseT COOOH IUIOCKOKJIETOUHBIH pak NHIIeBojJa. B HEKOTOPBIX BapuUaHTax
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OCYILIECTBIIEHHSI PAaK MPEACTABISIET COOOH MIIOCKOKIJIETOYHBIN pak rOJIOBBI U €. B HEKOTOPBIX
BapUAHTAX OCYIIECTBJICHUS PAK MPEICTABISIET COOOH IIIOCKOKJIETOYHBIN paK JIETKOTO.

[0026] B pmpyrom acmekTe B HACTOSILIEM JOKYMEHTE IMpenjiaraercsi Cocod MHruOMpOBaHUS
aHruoreHes3a y CyObeKkTa, BKIIIOYAIOUIUI BBEEHUE TepaneBTHUECKH 3(PPEKTUBHOIO KOJINYECTBA
OomucaHHbIX  Bblme  aHTHUTE/AA/BAA/papmaueBTHUECKMX  KOMIO3ULIMH  CyOBeKTy,
HY’)KIAIoLIeMycsl B 5TOM. B HEKOTOpPBIX BapHaHTax OCYLIECTBJIEHHs CIIOCOO BKJIOYAET BBEIECHHUE
JOTIOTHUTEIPHOTO areHTa. B HEeKOTOpPBIX BapHaHTaX OCYLIECTBJIEHHs AOTOJIHHUTEIbHBIN areHT
NPEACTaBJIsIET COOOH TepareBTUYECKHIA areHT.

[0027] B ppyrom acmekTe B HACTOSIIEM IOKYMEHTE MpeacTaBjeH CHoco0 YMEHbIISHHUs
MOBPEXKACHUSI 30POBOM TKAHU, BBI3BAHHOIO CBSA3BIBAHMEM AHTUTENA C €ro MHUIICHbIO Ha
3I0pPOBOM TKaHHU TaK kK€, KaK M Ha OOJIbHOI TKaHM (HampuMep, pakoBOH TKaHM), IPHUEM CIIOCO0
BKJIFOUAET BBEACHUE CYOBEKTY, HyKnaromemycs B 5ToM, AA nin BAA, unn papmaneBruaeckoit
KoMmo3uuy, coaepxxameii AA unu BAA, npu stom ykasanHele AA unu BAA npencrasisior
coboii AA nimn BAA mno mo0GoMy M3 BapHaHTOB OCYIIECTBIICHHS, NMPEICTABJIEHHBIX B JAHHOM
JOKYMEHTE.

[0028] B npyroMm acmekTe B HACTOSIIEM IOKYMEHTE MPENJiaraercsi Crocod yiIydlIeHHs
NEPEHOCUMOCTH JIEUEHUs] aHTUTEJIAMH, BKJIFOUAIOLINI BBEICHHUE CYOBEKTY, HYKIAIOIIEMYyCs B
sToM (Hampumep, CyOBekTy, crpanaromemy pakom), AA wimm BAA wim dapmaneBTUIeCKOM
xoMmno3uuuy, cogepxamied AA unu BAA, npudem ykazanuole AA unu BAA npexncrasnser
coboii AA nmu BAA no mo6GoMy U3 BapHaHTOB OCYLIECTBIIEHHs, NMPEACTABICHHBIX B JaHHOM
JOKYMEHTE.

[0029] B mpyrom acmekTte B HaCTOSIIEM AOKYMEHTE IpencTaBiieH crocod pekpyruposanust T-
KJIETOK B OMYXOJIEBYIO TKaHb, BKJIIOYAIOIIUN BBEACHUE CYOBEKTY, HY)KIAOIEMYCs B 3TOM, AA
wii BAA win dapmaneBTuyeckold KOMIO3WIMHU, comepxameii AA win BAA, npuuem
ykasaHHble AA wiu BAA mpexacraBmstor coboit AA miu BAA mo nmoOoMy U3 BapHaHTOB
OCYILECTBJIEHUS], IPEACTABIEHHBIX B JAHHOM TJOKYMEHTE.

[0030] B pmpyrom acrekte B HacTOsLIEM AOKYMEHTe IpefcTaBieHo aHTtureno, AA, BAA unu
dapmaneBTHUECKAs] KOMITO3ULHS T10 JIIOOOMY M3 BAPHAHTOB OCYIIECTBIICHHUS, IPEACTABICHHBIX B
HACTOSALIEM JOKYMEHTe, [UIsl TPUMEHEHUs B KauecTBE JIEKapCTBEHHOIO CpEACTBa.
JlekapCTBEHHOE CPENCTBO MOXET OBITh HMCIOJB30BAHO B CHOCOOE YMEHBIIECHHUS MOBPEKICHUS
310POBOM TKaHH, BBI3BAHHOTO CBS3bIBAHHEM aHTHUTEJA C €r0 MHUIIEHBIO Ha 3/10POBOIl TKaHU Tak
Ke, Kak U Ha OOJbHOHN TKaHU. JIeKapCTBEHHOE CPEACTBO MOXKET OBITh HCIOJBb30BAHO IS
yJIy4lI€HUs] IEPEHOCUMOCTH JIEUeHHs] AaHTUTENaMU.

[0031] B pmpyrom acnekTe B HacTOALIEM AOKYMEHTE IpeACTaBieHO aHTureno, AA, BAA umu

(I)apMaI_IeBTI/ILIeCKaﬂ KOMITIO3HUIMA 10 .]'II-O6OMy U3 BApUAHTOB OCYLICCTBJICHUS, IIPEACTABIICHHBIX B
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HACTOSIIEM JTOKYMEHTE, Ul MCIIOJIb30BAHUS B CIIOCOOe JieueHus, ocnabieHnss CUMIITOMA TN
3alIepXKKU TPOrPECCHPOBAHUS PACCTPONCTBA MM 3a00JI€BAaHUs, MPUYEM pPACCTPONCTBO WU
3a0osieBaHNe BKIIIOYAET B ce0s1 3aboneBaHue KIeTok, skcnpeccupyrommux EGFR.

[0032] B mpyrom acnekTe B HacTOALIEM AOKYMEHTE IpeACTaBieHO aHTtureno, AA, BAA umu
(dapmaneBTHYECKAs KOMIIO3ULUS 1O JIFOOOMY U3 BAPUAHTOB OCYIIECTBIICHHUS, TIPEICTABICHHBIX B
HACTOSIIEM HOKYMEHTE, JUIs IPUMEHEHUs B CIIoco0e JIeUeHHs paka;, NpudeM HeoOs3aTeNbHO pak
npencTaBisieT coOOH pak aHAJIbHOIO KaHania, 0a3aJbHOKIETOYHBIH pak, pak rOJOBHOTO MO3Ta,
paK MOYEBOrO TMy3bIps, paK MOJIOYHOM JKeJe3bl, pak KOCTH, pak INeWKH MaTKy,
XOJIAHTMOKapPILTHOMY, KOJIOPEKTaJlbHbIN pakK, pak SHAOMETPHs, pak MHUINEBOJAA, PaK >KETYHOTrO
My3bIpsl, PaK SKEyJAKa, TIMOONIACTOMY, paK TOJIOBbl U INEH, PAK IEYEHH, pPaK JIETKUX, pPak
SIMYHUKOB, PaK MOJDKENyJOYHOM jKeNe3bl, paKk MpencTaTeNIbHOMN skejes3bl, pak MOYKH, CAapKOMY,
paK TOHKOHM KHIIKH, MJIOCKOKJIETOUHBIM pak, pak KOXH, pak SMYKa, paK LIUTOBUIHON >KeJe3bl
M pak MaTku. IIpuMeHeHre MOXKeT BKJIIOUaTh PEKPYTUHT T-KJIETOK K OMyXO0JIeBON TKaHU.
[0033] B pmpyrom acrnekTe B HacTOsLIEM AOKYMEHTE IpeAcCTaBiieHO aHTuteno, AA, BAA unu
bapmaneBTHUECKAsT KOMITO3ULHSA 110 JJIOOOMY M3 BAPUAHTOB OCYILECTBIICHUS, MPEICTABICHHBIX B
HACTOSIIEM JOKYMEHTE, MJIsi TPHUMEHEHHs B crocobe, BKIOYAOMEM WHIHOMPOBAHUE
aHTMOreHesa.

[0034] AwntuTeno, AA, BAA unn dapmaneBTiHueckass KOMIO3ULHS 10 JIOOOMY U3 BapHAHTOB
OCYLIECTBIICHHSI, NPEICTABJIEHHBIX B HACTOSINEM JOKYMEHTE, MOTYT OBbITh HCIIOJIb30BaHBI B
crioco0e JIeYeHHUs], BKJIIOYAIOLIEM BBEIEHUE JOTOJHUTEIBHOIO areHTa; NMpuueM HeoOs3aTebHO

JOTIOJHUTENBHBIN areHT HeoOsA3aTeNbHO MPECTaBIsAeT COO0H TepaneBTUUECKUI areHT.
KPATKOE OITMCAHUE I'PAGUYECKHUX MATEPHUAJIOB

[0035] Ha ¢ur. 1A nokazaHo, 4TO BKJIHOYeHHe Mackupyromero nentuaa CD3 h20GGe B
EGFR wmackupoBano 3HaunTenbHO cCHMkeHHOe cBsizbiBanue CI106 u CI107 BAA ¢ knerkamu
Jurkat no cpaBrenuro ¢ CIO11. Takke OUEBUIHBIM SIBJIIETCS] CHUKEHHE CBSI3bIBAHUS C KJIETKAMHU
HT29-luc2 EGFR+ y CI106 u CI107 otHOcurensno CIO11 (¢ur. 1B).

[0036] Ha ¢ur. 2A nokazano, uto rudensb kietok HT29-luc2 EGFR+ u Obuta OMOTHUTETEHO
ocnabnena y CI106 u CI107 mo cpaBuenuro ¢ CIO11 u CI040. Ha ¢ur. 2B moka3aHo, 4TO
oOHapyXuBaeMasi [IITOTOKCHYHOCTh He Habmonajock mpu obpadbotke kinerok CI127 u CI128,
YTO JeMOHCTpHpyeT 3aBucHMOCTh HauneauBaHust EGFR nnst yanuroxenus kinerok. Ha ¢ur. 2B
Takke TokazaHo Oosiee uwem 300 000-kpatHoe cmemenne ECS50 anTuTen ¢ 1OBOHHOU
MacCKUpPOBKOH (TO ecTb BAA, MacCKMpOBaHHBIX B JOMEHAX, CBs3bIBAOIINX MulneHu kak EGFR,
tak 1 CD3) CI106 u CI107 1o OTHOIIEHHIO K aKTUBHUPYEMBIM IpOTea30i Oucrnennpuueckum

anturenaMm (to ectb BAA, axkTuBHpoBaHHbIM 00paOoTkOH mnporeasoi) act-104 (Taxke
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ynomuHaercs nox HazBanueMm CI104). Ha ¢ur. 2C u3o0paxeno konmudectso penentopos EGFR
HA TaHENW KJIETOYHBIX JIMHHUH, KoTopas Bimodaer HT29. IlpubnusutenpHOe KOIMYECTBO
peuentopoB EGFR na knerkax HT29 cocraBmsino 75 000, 4TOo ykas3plBaeT Ha OTCYTCTBHUE
HEOOXOIMMOCTH B BBICOKOM IJIOTHOCTH aHTHUI'€HA JUI CUJIbHON ITUTOTOKCHYHOCTH TECTUPYEMBIX
BAA.

[0037] Ha ¢wur. 3A nokasano, yto aktuBauus nepsudabix CD8 + T-kierox Obuta ocnabnena
CI106 u CI107 no cpasuenuto ¢ CIO11 u CI0O40. Ha ¢ur. 3B mokasaHo, 4TO aHTUTENA C
NBOWHON MACKHUPOBKONH MMEIOT CABHUHYTYIO KpPHMBYIO [103a-OTBET aKTUBALUMU T-KJIETOK
OTHOCHUTENIbHO aKTUBUPYEMOTO TpoTea3oi Oucnenuduyeckoro antutena act-104, d9ro
YKa3bIBa€T HA TO, YTO MACKUPOBAHKE OCHA0JISIeT aKTHBALMIO T-KJIETOK.

[0038] Ha ¢ur. 4 mokazaH oOBEM ONMyXOJM B 3aBUCHMOCTH OT KOJIMUECTBAa JHEH mocie
HAYaJIbHOU JIO3bI JISYEHUSI, YTO IEMOHCTPUPYET JO303aBUCUMOE BIIUsIHUE Oucenupudecknx AA
CI106 u CI107 ¢ nBOWHON MacKHMPOBKOH Ha POCT KCEHOTPAHCIUIAHTATHBIX omyxoeit HT29-luc2.
[0039] Ha ¢ur. 5 nokazan oObeM ONMyXOJIH B 3aBUCUMOCTH OT AHEH MOCJE HA4aJbHOH O3Bl
JICUEHUs1, YTO AEMOHCTPUPYET Ao303aBucuMoe Bimsiaue oucnernuduaecknx AA CI106 u CI107 ¢
JBOIHON MacCKHpPOBKON Ha pOCT KCEHOTpaHCIIaHTaTHRIX onyxoneid HCT116.

[0040] Ha ¢ur. 6A-6B mnokazano, yro ECS50 TecTHpyeMbIX aKTUBHPYEMBIX MPOTEa30i
Oucnermuyuecknx aHTUTEN C JBOMHOM MAacKMPOBKOM CXOOHBI TPH HCIOJIb30BAHUH
s¢dexTopHBIX KIeTOK 4enoBeka (6A) u sBaHckoro makaka (6B). Ha ¢ur. 6C-6D mnokasano
CXOACTBO CBSI3bIBaHUSl AKTHUBHUPOBAHHBIX MPOTEA30M aHTUTEN C JBOMHON MackupoBkou ¢ T-
Ki1eTkamu denoeka (6C) u ssBaHCKOro Makaka (6D).

[0041] Ha ¢ur. 7A-7C npencrasnensl konueHrpamuu AJIT (7A), ACT (7B) u oOmero
ounupyouna (7C) B ChIBOPOTKE IO BBeAeHMs U 4depe3 48 4acoB W 7 AHEW MOCje BBENEHUS Y
sABaHCKUX Makakos, rnony4asuiux CI106 unu CI107.

[0042] Ha ¢ur. 8A-8C mokazaHo yBelIMYEeHHE YPOBHEW LUTOKUHOB B ChIBOpOTKE ausi 1L-2
(8A), IL-6 (8B) u IFN-g (8C) y siBanckux MakakoB, nojydasumx CI1106 wmu CI1107,

[0043] Ha ¢ur. 9A-9C wuszobpakeHa akTuBanusi T-KJIETOK, W3MEpPEHHAass HAa OCHOBAHHU
skcnpeccrnn CD69 (9A), Ki67 (9B) u PD-1 (9B) B CD4+ T-kieTkax y sIBAHCKHX MAaKakoB,
nosydasinx CI1106 unu CI107.

[0044] Ha ¢ur. 10A-E npencrasnen rpapuk nozozasucumoro yeenmueHust ACT uepes 48 4
nocne BeeneHus: 1036l (10A), AJIT yepes 48 u mocne BBeneHust no3bl (10B), IL-6 gepe3 8 u
nocyie BBeneHus 1o3bl (10C), IFNg vepe3 8 1 mocne BBeneHust 1036l (10D) u Ki67 uepes 72 u
nocyie BBeneHus: 103bl (10E) y siBanckmx MakakoB, mojydaBmux act-104, CI106 wmu CI107.

KpuBas no3a-oTBeT A BceX MapaMeTpoB y aHTUTEJN C ABOWHONW MAaCKUPOBKOW Oblila CABHHYTA,
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YTO YKa3bIBAET HA YJIYULIEHHE IEPEHOCHMOCTH M CHIDKeHUe (papMakoanHaMuueckux 3¢ dexkron
110 CPABHEHUIO C aKTUBUPYEMBIM MTPOTea30i OucnennpuaeckuM aHTUTEIIOM.

[0045] Ha ¢ur. 11A-11C noxkazano cpasHenue BnusHusE EGFR-cesspiBatomero CI107 u =He
cesasbiBaroiero EGFR CI128 (RSVxCD3) nHa yBenuuenue oOmero ounmpyouna (11A), IL-6
(11B) u skcrpeccupyromux PD-1 CD4+ T-knerok (11C) y sIBaHCKMX MaKakoB, MOJTy4YaBIINX
CI107 nnu CI128.

[0046] Ha ¢ur. 12A nokasansl m3mepenust apduanocru CD3-anturen v12, vl u v19
otHocutenibHo hSP34. Ha ¢ur. 12B noka3aHa LIUTOTOKCHYHOCTh AKTHBHPOBAHHBIX AHTHTEN HJIH
OucnernuduyuecKx aHTUTEN C TBOMHOI MaCKUpPOBKOI Ha kieTkax HT29-luc2.

[0047] Ha ¢ur. 13 mnokasaHa pacmiupeHHas (PapMaKOKHMHETHKA AaHTUTENAa C JBOWHOM
mackupoBkoi, CI107, OTHOCHTENIPHO aKTUBHUPOBAHHOTO TNPOTEa30i Oucmennpuueckoro
aHTuTena, act-104.

[0048] Ha ¢ur. 14A nokasana 3¢(eKTUBHOCTb Ha MOJIENIM BMEIIATebCTBa Ha onmyxoian HT29-
luc2 y mbrmeii NSG ¢ tpancmnanatuposanabiMu MKIIK.  TIpoTuBoomnyxoneBas akTUBHOCTh B
JAHHOM IpUMepe KOppeNIUpyeT C UyBCTBUTENBHOCTbIO K IpOT€a3e U PacLIEIUIIEMOCTbHIO
cyOcTpara TECTHPYEMBIX BAapHAHTOB, TpHYeM Haubonee >PPEKTHBHBIM TECTUPYEMbBIM
BApPUAHTOM SIBJIIETCS TOJIHOCTBIO akTUBHUpOBaHHBIN npoteazoii CI1048. Ha ¢ur. 14B mokasano
OKpalllMBaHUE CPe30B Omyxosu ais BbisBieHHss CD3 (okpammBaHue B TEMHOTE) B KaueCTBE
Mepbl cTeneHu uHunbTpauun T-xnetok B omyxonn. HHounbrpauus T-KIeToK B OMyXOJb
KOPPENUPYeT C YyBCTBUTENBHOCTHIO K NPOTEa3e U PaCIIEIIIEMOCTBIO CyOCTpaTa TECTUPYEMBIX
BAapPHAHTOB.

[0049] Ha ¢ur. 15 u ¢ur. 16 npencraBneHsl rpapuku H30TEPMbI CBS3bIBAHUS IS
aktuBupyembix antuten k EGFR C225v5 no nacrosiiemy u3o0peTeHuro, Uil aKTHBUPYEMbIX
anturen k EGFR 3954-2001-C225v5, onmucaHHBIX B JAHHOM JAOKYMEHTE, U JUIsl aHTUTeNa K
EGFR C225v5.

[0050] Ha ¢ur. 17-19 noka3aHsl NprIMepHbIE MPEICTABICHHBIE B TAHHOM JOKyMeHTe BAA.
[0051] Ha ¢wur. 20 mokazana papmakokuHeTnka BAA ¢ noitroit mackuposkoit CI107 mocie
BBeJIeHUs] OTHOKpaTHOH 10361 600, 2000 mu 4000 MKT/KT.

[0052] Ha ¢wur. 21 nokazana cHmwkeHHas: nutoTokcuHOCTh CI090 1 CI091 mo cpaBHeHUIO ¢
CIO11 na xnerkax HT29-luc2.

[0053] Ha ¢ur. 22 nokazana ocnabnenHas akruBanus nepsuuHblx CD8+ T-knerok CI090 u
CI091 otHocurensHO CIO11.

[0054] Ha ¢ur. 23 nokazana 3¢ppekTHBHOCT, HA MOJENN BMeIIaTeabcTBa Ha omyxonu HT29-
luc2 y mprmeit NSG ¢ tpancmmantupoBanabiMi MKIIK.  IlokasbiBaeT NMpOTHBOOMYXOJIEBYIO

aktuBHocTh CI091, CI090 u CIO11.
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[0055] Ha ¢ur. 24 nokazans! rpaduku ypoHei IL-6 y ssBaHCKMX MakakoB in vivo depe3 8 4

NIOCJIE BBEZICHUS TO3BL.
ITIOAPOBHOE OIIMCAHME U30BPETEHUA

[0056] B naHHOM OOKYMEHTE IIpEACTaBJEHbl AHTHUTENA, aKTUBUpPyeMble aHTHTena (AA),
oucnernuduueckre anturesna u ducneunpuieckue akTupupyemeie anrurena (BAA).

[0057] B HexkoTOpBIX BapuaHTax OCYLIECTBJEHHS B HACTOSIIEM JOKYMEHTE IpPEICTaBJICHbI
I'YMaHU3HPOBAHHBIC AHTUTENA, KOTOPbIE CHEU(PUYECKH CBSA3BIBAIOTCS C ANCHIOH-Lenbo CD3
(CD3¢g; B3aumo3aMeHseMO Ha3biBaeMasi B JaHHOM AoKyMeHTe CD3).

[0058] B HexkoTOpBIX BapuaHTAax OCYLIECTBJEHMsS B HACTOSIIEM JOKYMEHTE IpPEICTaBJIECHbI
aaturena IgGl, koTopele cnenuUYECKH CBS3BIBAIOTCS C PELENTOPOM BIHIAEPMAIBHOTO
dakropa pocra (EGFR), rme antutena comep:kaT To4deuHble MyTauuu B objactu Fc, Tak 4To
aHTHUTENIO obNanaer cHUKeHHOH 3 dexTopHOM (yHKITHEH.

[0059] B HexkoTOpbIX BapuaHTax OCYLIECTBJEHHs B JAHHOM JOKYMEHTE MpeACTaBleHbl AA,
Hanpumep AA, kortopele crneuupuuecku cBssbiBatoTcss ¢ EGFR wmm CD3. Takme AA
ONTUMU3UPOBaHbBl B OTHOIIeHHWU adduuHOCTH, >(pdekTopHON (QYyHKIMHM, MACKHPOBKH H
paclIenIsieMOCTH.

[0060] B HexkOTOpbIX BapuaHTAaX OCYLIECTBJEHMsS B HACTOSILIEM AOKYMEHTE IPEICTaBJIECHbI
BAA, mnanpumep BAA, KOTOpble CBA3BIBAIOTCA C AaHTUT€HOM-MUIIEHBIO (HArpuMep,
ONyXOJIEBBIM AHTUI'€HOM, TaKUM Kak MHIIEHb, IpeACTaBieHHas B Tabmuie 9), U BTOPHIM
AHTUT€HOM (HamnpuMep, MMMYHHBIM 3()(EeKTOPHBIM AaHTUI'€HOM Ha HMMYHHOH 3¢dekTopHOH
KJIeTKe). B HEeKoTOpbIX BapHaHTaX OCYIIECTBJIEHHS HMMYyHHas O(QeKTOpHas KIeTka
npeAcTaBisieT CcoOOW JIeHKOIMT. B  HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HWMMYHHAs
s¢dexTopHas KieTka npeacrasisier coboit T-kneTky. B HEKOTOPBIX BapUaHTAX OCYIIECTBICHUS
uMMyHHast 3 dexTopHas kieTka npenacrasiser coboii NK-kierky (HaTypanibHbIil kuiiep). B
HEKOTOPBIX BapUAHTaX OCYLIECTBICHUS UMMYyHHAas 3PQeKTopHas KieTka MpencTaBisieT coboi
Makpodar. B HEKOTOpPHIX BapHaHTax OCYLIECTBJIEHHs UMMYyHHas 3((eKTopHas KIeTKa
NpPEACTaBsieT COOOW MOHOHYKIICAPHYIO KIIETKY, TAaKyK0 KaKk MHEJOMIHAas MOHOHYKJIeapHas
KieTka. B HeKoTOpbIX BapuaHTax ocyuiectBieHns BAA mpencraBisitor coboii BAA,
NPUBJIEKAOINE UMMYHHbIE 3((PEKTOPHBIE KIETKH. B HEKOTOPBIX BapHaHTAaX OCYILIECTBICHUS
BAA mpencrasnstor coboit BAA, mpuBnekaromue JIeHKOIUTH. B HEKOTOPBIX BapHaHTax
ocymecteieHnst BAA mpexncrasisitor coboii Oucnernuduueckne aHTHTeNa, NpUBJIeKaomue T -
kinerku (TCB), Takke ymomuHaembie B JaHHOM JaokymeHte kak TCBAA. B HekoTOpBIX
BapHaHTax ocymectsieHuss BAA mpencrasisiror coboli npusnekaroumne NK-kinetku BAA. B

HEKOTOPBIX BapuaHTax ocymectsieHnst BAA mpencrasmsiror coboit BAA, mpusiekarouue
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makpodaroB. B HekoTOpbIX BapmaHTax ocymecTBieHus BAA mpencraBisor coboii BAA,
NPUBJIEKAIOINE MOHOHYKIIEapHbIE KJIETKH, Takhue kak BAA, mpuBnexaromue MHEIOWUIHbIE
MOHOHYKJIEApDHbIE KJIETKH. B HEKOTOpbIX BapuaHTax OCYIIECTBIEHUs Oucnenudrieckre
anrurena cBs3bBaloT EGFR u CD3. Takue BAA ontumusupoBaHbl B OTHOIIEHUH apPUHHOCTH,
3¢ PeKTOpHOM HYHKLNH, MACKUPOBKU U PACIIEIUIIEMOCTH.

[0061] B naHHOM JOKYMEHTE TakXKe MpPeACTaBIeHbl CHOCOObI TOJYYEHHSI M CIOCOOBI
npuMeHeHus Takux aHTuTes, AA u BAA. Jlanubie AA, BKJrO4ast Ux oOlnee MpOU3BOACTBO U
uneHTHUKauuo Mackupyomux ¢parmenroB (MM) u pacmemnsiembix ¢gparmentos (CM),
OMHMCaHbl B MEXAYHapoAHbIX mnybOnukammssx Ne WO 2009/025846 Daugherty et al,
onybmukoBano 26 despans 2009 r., u 8 WO 2010/081173 Stagliano et al., onyonukosano 15
utoyisi 2010 ., 0o0a U3 KOTOPBIX BKJIFOYEHBI B KAYECTBE CCUIKH B TIOJTHOM oObeme. Jlanabie BAA,
BKJIFOYAs UX OOInee MPOU3BOACTBO M HIEHTH(PMKALNI MacKupyromux ¢parmentoB (MM) u
pacmerisiembix  ¢parmerToB  (CM), omnmcaHbl B MEKAYHAPOOHBIX myOnukamusix Ne
WO02015/013671 Lowman et al., onybmukosano 29 suBaps 2015 r., 1 W02016/014974 Irving et

al., onmybnukoBaHo 28 sHBapsi 2016 roma, 006a U3 KOTOPBIX BKJIFOUEHBI B KAQ4e€CTBE CCHUIKH B

>
nosHOM oObeme. Takke B KauecTBe CCBUIKM BKJIIOYEHBI MeXIyHapoaHas MyOauKams
WO02016/014974 Irving et al, onyOnmkoBano 28 suBaps 2016 1., u MexayHaponHas
nyonukauss W02016/118629 Moore et al., onyOmukoBano 28 wurons 2016 r., B KOTOpOH
npezacrasieHbl AA, obuee nponssoacTso, MM u CM.

[0062] Ilpum wucCnoap30BaHUM B JAAHHOM JOKYMEHTE, €CJIM HE€ YKa3aHO HWHOe, TEePMUH
AHTHUTENIO» BKJIOYAET AHTHUTENO WIM €ro AHTUTCHCBS3BIBAIOINUI (PparMeHT, KOTOPBIH
cenu(uIeckn  CBA3BIBAET  COOTBETCTBYIOLIYID  MHINEHb, M  TpPEACTaBisieT  coOoit
MOHOKJIOHAJIbHOE aHTHTEJNO, TOMEHHOE aHTHTENOo, OAHoIenoueqHoe, pparment Fab, pparment
F(ab'),;, scFv, scAb, dAb, OZHOIOMEHHOE AaHTHUTENO, COCTOAINEe W3 TSDKENbIX Lened u
OJTHOJJOMEHHO€ aHTUTENIO, COCTOsIILee M3 JIETKUX Lemne. B HexoTopbIX BapuaHTax
OCYLIECTBIIEHHsI AHTHTEJNO MpencTaBisieT coboit antuteno IgG. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHHsSI aHTUTENIO Mpencrasisier codoit antureno IgGl. B HEKOTOphIX BapuaHTax
OCYLIECTBIIEHHsI AHTHUTENO TpenacTaBisieT codoit antureno IgG4. B HeEKoTOphIX BapuaHTax
OCYILIECTBIIEHHUs] AHTHUTEJO K MpeAcTaBisier coOol antuteno scFv. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHS] TAKOE AHTUTEJIO MM €r0 MMMYHOJOTWYECKH aKTHBHBIA ()parMeHT, KOTOPBIH
CBSI3bIBAET COOTBETCTBYIOLIYIO MHIIEHb, MPEACTABIsieT COOOM  MBIIIMHOE, XHMEPHOE,

T'YMaHU3UPOBAHHOC NUJIU MOJITHOCTHHO YCJIOBCUCCKOC MOHOKIIOHAJIBHOC AHTUTEIIO.

1. Auturena xk CD3
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[0063] B paHHOM JOKYMEHTE NIPENCTABJIIEHO AHTUTENO WM €ro aHTUI€HCBS3bIBAIOLIUN
¢parmentT (AB), koTopbIil cienuduuecku cpsizbiBaercs ¢ sncmioH-nensi0 CD3 (CD3g, Takke
Ha3bIBaeMasi B JaHHOM JokymeHTe CD3).

[0064] TunuuHble aMUHOKHUCJIOTHBIE MOCAENOBAaTENbHOCTH CD3-CBS3bIBAIOIINUX AHTUTEN IO
packpeiTuio (BapuabenbHble AoMeHbl) mpencraBiensl B Tabmuue 1. (IIpenckaszaHHbie
nocnenoBarenbHoctd CDR momuepknyter).  Kak ykasano Hwke, L3 mpencrasiser coOoi
JIUHKEP, CBSI3bIBAIOIINI BapuaOesbHbIe AOMEHbBI JIETKOW M TsDKENON 1enu B TUnmuydHbix CD3-

CBA3BIBAOINX aHTHUTEIaX.

Tabmuua 1

Aatu-CD3 Bapuanr v 12

BapuabenbHblit nomeH nerkoit nenu LV12
QTVVTQEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPG
VPDRFSGSILGNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL (SEQ ID
NO: 1)

BapuabenbHbiii nomen tspxenoi nern HV12, roe L3 npencrasnsier codoit SEQ ID NO: 98

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVARIRSKYNN
YATYYADSVKDRFTISRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAY
WGQGTLVTVSS (SEQ ID NO: 2)

LVI12-L3-HVI12

QTVVTQEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPG
VPDRFSGSILGNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGG
GGSGGGGSIEVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNW VRQAPGKGLEWV
ARIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGN
SYVSWFAYWGQGTLVTVSS (SEQ ID NO: 143)

Agtu-CD3 Bapuanr v 16

BapuabenbHblit nomeH nerkoit nenu LV12

HOCJ’IGI[OBaTeJ'IbHOCTb MNPUBEACHA BBILIC




PCT/US2018/055717 21 WO 2019/075405

BapuabenbHbiii nomen nerkoit nenu HV20

EVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNN
YATYYADSVKDRFTISRDDSKNTAYLOQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAY
WGQGTLVTVSS (SEQ ID NO: 3)

LV12-L3-HV20, rae L3 npencrasisier codoit SEQ ID NO: 98

QTVVTQEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPG
VPDRFSGSILGNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGG
GGSGGGGS]EVQLVESGGGLVQPGGSLKLSCAASGFTFSTY AMNWVRQASGKGLEWV
GRIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGN
SYVSWFAYWGQGTLVTVSS (SEQ ID NO: 144)

Aatu-CD3 Bapuanr v 19

BapuabenbHblit nomen nerkoit nenu LV 19
QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAP
GTPARFSGSLIGGKAALTLSGAQPEDEAEYYCALWYSNLWVFGGGTKLTVL (SEQ ID
NO: 4)

BapuabenbHblii nomen nerkoit nenu HV20

IlocnemoBaTenbHOCTD MpUBEACHA BBILIC

LV19-L3-HV20, rme L3 npencrasmnsier coboii SEQ ID NO: 98

QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAP
GTPARFSGSLIGGKAALTLSGAQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSG
GGGSGGGGS]JEVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEW
VGRIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFG
NSYVSWFAYWGQGTLVTVSS (SEQ ID NO: 145)

Antu-CD3 Bapuanr v26

BapuabenbHblit nomen yerkoit nenu LV 19

HOCJ’IGI[OBaTeJ'IbHOCTb MNPpUBEACHA BBILIC

BapuabenbHblii nomen nerkoit nenu HV12

HOCJ’IeI[OBaTeJ'IbHOCTb IMPUBCACHA BbILIEC
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LV19-L3-HV12, rue L3 npencrasnser coboit SEQ ID NO: 98

QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAP
GTPARFSGSLIGGKAALTLSGAQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSG
GGGSGGGGS]JEVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEW
VARIRSKYNNYATYYADSVKDRFTISRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFG
NSYVSWFAYWGQGTLVTVSS (SEQ ID NO: 150)

[0065] Tlpumepnsbie muaKepsl sScFv (0003HaueHHbIe 31ech Kak «L3», csaspiBatomue VH u VL)

npezacTasieHsl B Tabmure 1-1.

Tabmuma 1-1
SEQ ID NO: AMMHOKHUCJIOTHAS MOCIEI0OBATEIbHOCTD JTUHKEPA
98 GGGGSGGGGSGGGGS

[0066] Ilpumepnsie nocneposarenpbHocTH CDR cBssbiBaromux CD3 aHTUTEn NmpuUBENEHBbI B

tabnuue 2.
Tabnuua 2
IMocnemoBarenbHocT CDR antuten | SEQ ID NO:
HaszBaHnue k CD3

SP34L1 RSSTGAVTTSNYAN SEQ ID NO: 149
SP34L.2 GTNKRAP SEQ ID NO: 5
SP34L3 ALWYSNLWV SEQ ID NO: 6
SP34H1 TYAMN SEQ ID NO: 7
SP34H2 RIRSKYNNYATYYADSVKD SEQ ID NO: 8
SP34H3 HGNFGNSYVSWFAY SEQ ID NO: 9

[0067] Kak yka3zaHO B JaHHOM JOOKyMeHTe, aHtuteno k CD3 comepkut mo MeHblIel Mmepe

onHy u3 nocienosarenbHocTeit CDR, npencrasnennsix B Tadiuue 2.
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[0068] B HekoTOphIX BapuaHTax ocyiiecTsieHus antuteno Kk CD3 conmepkut BapraOenbHbIH
JTOMEH TsDKENOM 1eny, kak ykazaHo B SEQ ID NO: 2.

[0069] B HexkoTOphIX BapuaHTax ocyiiecTsieHus: antuteno Kk CD3 conmepxut BapraOenbHbIN
JOMEH TsDKeNoM 1eny, kak ykasaHo B SEQ ID NO: 3.

[0070] B HekoTOpbIX BapuaHTax ocyiiectBieHus: anturenao k CD3 comepxur BapuabenbHbINA
JOMEH JierkoH 1en, kak ykasaso B SEQ ID NO: 1.

[0071] B HekoTOpBIX BapuaHTaxX ocyliecTBieHus aHtuteno k CD3 comepskut BapuabOeabHbIN
JIOMEH JIeTKoH 1ernu, kak ykazano B SEQ ID NO: 4.

[0072] B HekoTOpBIX BapuaHTax ocyiiecTsieHus: antutesno Kk CD3 conmepkut BapraOebHbIH
JIOMEH TspKesol ey, kak ykazano B SEQ ID NO: 2, u BapuabenbHbIii JOMEH JIETKOH LenH, KaK
ykazano B SEQ ID NO: 1.

[0073] B HekoTOpBIX BapuaHTax ocyiuecTsieHus antuteno Kk CD3 conmepxut BapraOenbHbIH
JIOMEH TspKesol 1emny, kak ykazaHo B SEQ ID NO: 3, u BapuabenbHbIii JOMEH JIETKOH LIETH, KaK
ykazasHo B SEQ ID NO: 1.

[0074] B HexkoTOphIX BapuaHTax ocyiiecTieHus anrureno k CD3 comepkut BapuabOenbHBbII
JIOMEH TspKeyol 1emny, kak ykazano B SEQ ID NO: 3, u BapuabenbHbIil JOMEH JIETKON LIEIH, KaK
ykazano B SEQ ID NO: 4.

[0075] B HexkoTOphIX BapuaHTax ocyiiecTsieHus antuteno Kk CD3 conmepkxut BapraOenbHbIN
IOMEH TspKesol 1emny, kak ykazaHo B SEQ ID NO: 2, u BapuaOenbHbII TOMEH JIETKOH LenH, Kak
ykasano B SEQ ID NO: 4.

[0076] B HekoTOpBIX BapuaHTax ocyiiecTBieHus: antureno k CD3 comepxut BapuabenbHBINA
noMmeH Tspkenod wenu, kak ykazano B SEQ ID NO: 2 unu SEQ ID NO: 3, unu comepKut
BapuabenbHbIN TOMEH Jierkoi enu, kak ykasano B SEQ ID NO: 1 wiu SEQ ID NO: 4.

[0077] B HekoTOpBIX BapuaHTax ocyiecTieHus: antutesno Kk CD3 conmepkut BapraOenbHbIH
nomeH Tspkenon uernw, kak ykasaHo B SEQ ID NO: 2 wim SEQ ID NO: 3, u comepxur
BapuabenbHBIN TOMEH Jierkoi 1eny, kak ykazaHo B SEQ ID NO: 1 unu SEQ ID NO: 4.

[0078] B HekoTophIX BapwaHTax ocyuiecTBieHuss aHtuteno k CD3 mpencrasnsier coOoi
anTuTeno scFv. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHs BapuaOenbHbIE TOMEHBI COIEPKAT
cinenyromyr crpyktypy ot N konma k C kxonnmy: LV-HV. B Hekoropeix BapuanTax
OCYILIECTBIIEHHsI BapualOeNbHbIe NOMEHBI CONEpPXKAT CIEeAYIOMY CTPpykTypy oT N koHua k C
koHuy: HV-LV.

[0079] B HekoTOphIX BapwaHTax ocyuiecTBieHus aHtuteno k CD3 mpencrasnser coOoi
antureno scFv, comepxkamee BapuabenbHyro obnacte Tsokenok uenu (VH), cBsizaHHyO ¢

BapuadenpHOU obnacteio jerkor nenu (VL), rme VH cBszana ¢ VL mocpenctBoMm JMHKepa,
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COZlep’Kalllero aMHUHOKHUCIOTHYK mnocienosatenbHoctb SEQ ID NO: 98, IlpumepHsbie
NOCJIEIOBATEIBHOCTH C TAKUM JINHKEPOM TPECTaBlIeHb! B Ta0mume 1.

[0080] B mnpumepHbIX BapHaHTax OCYLIECTBJIEHUS B HACTOSIIEM AOKYMEHTE IpPEACTaBJICHO
aHTuTeNno, koropoe crneuudruecku cpszpiBaercss ¢ CD3 (AB), rme anTuTeno mpencrasisier
coboti anturen IgG1 unu scFv, cesazanHoe ¢ obnacteio Fe, roe antuTeno conepskut oonacts Fc,
COZIEP>KALIY0) aMMHOKHMCJIOTHYIO 3aMEHy IO MEHbLIeH Mepe B OJHOM U3 aMHUHOKHCJIOTHBIX
nosoxennii 1234, 1235 u P331 (nymepanust B coorBercTBru ¢ unaekcom EU cornmacuo Kabary)
TaKUM OOpa3OM, YTO AHTHUTEJIO MMEET MOHWKEHHYI0 3(dexkropHyro ¢pyHkuM0. B HekoTOphIX
BApPHUAHTAX OCYLIECTBJICHHMs] aMHHOKHCIOTHAsI 3aMEeHa MPENCTaBjsieT coOOW 00O OAMH WM
Heckonbko u3 L234F, L235E u P331S. B HekoTOpbIX BapuaHTaX OCYILECTBJIEHMsI aHTHUTENO
COZIEP’)KUT aMHHOKHCIIOTHBIE 3aMEHBbI [0 MEHbLIeH Mepe B ABYX IOJOXEHHSIX aMHUHOKHCIOT
L234, L1235 wu P331. B HEKOTOpPBIX BapuaHTaxX OCYLIECTBJIEHUS aHTUTEIO COAEPKUT
AMHUHOKHCIJIOTHBIE 3aMEHBl B MOJIOKEHMsIX aMUHOKMCIOT L1234, L1235 u P331. B HexoTOpBIX
BApHAHTaX OCYILUECTBJEHUsS] AHTUTEJIO COAEPKUT aMUHOKHUCJIOTHbIe 3ameHbl L234F, L235E u
P331S. B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHHUS aHTHUTENO coxepkuT obmacte Fc,
COAEpPKAIIYI0 AMHHOKHCJIOTHYIO 3aMeHy B mnoyiokeHuu N297. B HEKkOTOpBIX BapuaHTax
peanmm3anmu obnacth Fc cogepsxut myranmio N297Q. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
AHTUTEJIO COAEPKUT aMUHOKUCTOTHBIE 3aMeHbl L234F, L235E, P331S u N297Q. B HekoTOpbIX
BapUAHTAaxX OCYIIECTBJIEHUS BapHaOENbHBIN AOMEH TSDKENOH LM aHTUTeNa COAEPIKUT JIHOOYIo
u3 SEQ ID NO: 2 unu SEQ ID NO: 3 unu B KOTOpoM BapuaOenbHbIi TOMeH Jierkoi nernu AB
conepxut odoit 3 SEQ ID NO: 1 unu SEQ ID NO: 4.

2. AxtuBupyemble anTuTena k CD3

[0081] B HekOoTOpBIX BapuaHTax OCyIllecTBIeHUs roOoe u3 anturen CD3, npencraBieHHbIX B
TaHHOM JIOKYMEHTE, UMeeT (OpMaT aKTHBHPYeMOro aHTuTesna (AA).

[0082] Kak B ofmem ciy4ae MpenyCMOTPEHO B JAHHOM JOKYMEHTe, AA MO HacTOsIIEMY
nu3o0pereHnio copepkat KOoHCTpykmu MM-CM, Takke Ha3blBaeMble B JaHHOM JOKYMEHTE
nponoMeHoM. COOTBETCTBEHHO, WCIOJB3yeMblHl B JAaHHOM JOKYMEHTE TEPMHUH «IPOJOMEH»
OTHOCHTCSI K TOJIUMENTHAY, ColepKameMy Mackupyromuid ¢gparment (MM) U paciuernsisieMblit
¢parment (CM). B HekoTopbix BapuaHTax ocyuiectsieHuss MM u CM pasneneHbl TUHKEPOM,
o0o3HauaeMbIM 371ech Kak L1. B HEKOTOPBIX BapHaHTax OCYIIECTBIECHUS MPOIOMEH COCTOUT U3
JMHKepa Ha kapOokcmibHOM KoHIle CM; 3TOT JHHKep, 0003Ha4aeMblli B JAHHOM JIOKYMEHTE Kak
L2, csspiBaer CM mpomomeHa AB. B HekOTOpBIX BapuaHTax OCYLIECTBJEHHUS MPOJOMEH
comepxxut juHkep Mexany MM u CM u nunkep nocie CM. B HekOTOpBIX BapuaHTax

ocywectsiaeHnuss MM u CM He pasfeneHbl TUHKepOM. B HEKOTOpBIX BapHaHTax OCYLIECTBIICHMUS
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MPOJOMEH CONEPKUT OAHYy U3 cienyoomux ¢opmyn (rae nOpuBeAeHHas Hipke GopMyria
IIPEACTaBIsIeT AMUHOKHUCIIOTHYIO TOCIEA0BATENbHOCTh B HanpasieHuH OoT N-koHua k C-KoHIy
win B HampasieHnn oT C-koHma k N-kxonuy): (MM)-L1-(CM), (MM)-(CM)-L2, (MM)-L1-
(CM)-L2 nmu (MM)-(CM). B mpuMepHbIX BapHaHTaX OCYLIECTBIEHUs MPOJOMEH COIEP>KUT
MM u CM EGFR, pacmemnisemble marpunrazoil mwim MMP; mwmu MM u CM CD3g,
pacuernsiemble MarpunTtaszoi uau MMP. B HexkOTOpBIX BapuaHTaxX OCYILECTBIEHHUs MPOJOMEH
conepxkuT MM u CM EGFR, pacmemmsiembie Matpunrtazoi 1 MMP. B HekoTOpbIX BapuaHTax
ocymiecTBiaeHus: npoaoMmen conepxkur MM u CM CD3g, pacuieruisieMble MaTpPUNTAa30d U
MMP. B naHHOM JIOKyMEHTe MpEACTaBJIEHbI aKTHBUpyeMble aHTuTena (AA), comepkainue
nponoMeH. Takke B JaHHOM JOKyMEHTEe IPECTaBJIeHbl HYKJIEOTUAbI, KOAUPYIOLINE TPOIOMEH
JOMEeHa 0 M300peTEeHHIO.

[0083] CooTBeTcTBEHHO, B maHHOM nOKyMmeHTe npexacrabieH CD3 AA, conmepskamuii: (a)
AaHTHUTEJI0 WM €ro AaHTUTeHCBs3bBaOIUN (parmeHT (AB), KkoTOpBIi crenuduyuecku
cBsi3biBaeTcs ¢ ancmion-uensio CD3 (CD3g), roe aHTUTENO CONEPIKHUT JAOMEH TSKEJON LemH,
kak ykazaHo B SEQ ID NO: 2 uwymm SEQ ID NO: 3 wiu comepuT IOMEH JIETKOW LeNH, Kak
ykazaHo B SEQ ID NO: 1 umu SEQ ID NO: 4; (b) mackupyromuii pparment (MM), cBsi3aHHBII €
AB, npuuem MM ymeHblaeT uiu HHruoupyer csizbiBanne AB ¢ CD3g, korna AA HaxoauTcs B
HepacIIeIUIeHHOM COCTOsIHUM, U (¢) pacmeruisieMbiii pparment (CM), ceszansblil ¢ AB, mpu
stoM CM mnpencraBnser coOOH MOJUMENTHN, KOTOPbIH (YHKLHOHUPYET B KauecTBe cyOcTpara
ans nporeasbl. Kak onrcano Boiie, (b) u (c) BMecTe sSBISIIOTCA 4acThIO MPOJIOMEHA.

[0084] B nexotoprix Bapuanrtax ocymectsienust AB AA k CD3 npeacrasisier coboit moboe
u3 anturen k CD3, onucaHHbIX B IpeAbIAYLIEM pa3zede.

[0085] B nekotopsix BapuanTtax ocyuiectBieHns AB AA k CD3 copepxut BapuaOenbHbIH
JIOMEH TsDKeNoH 1emnu, kak ykazaHo B SEQ ID NO: 2.

[0086] B nekortopsix BapmanTtax ocyuiectBieHnss AB AA x CD3 conmepkuT BapuaOesbHBIH
JIOMEH TsDKeNoH 1emnu, kak ykazaHo B SEQ ID NO: 3.

[0087] B nekortopeix BapmanTax ocyuiectBieHus AB AA k CD3 comepxut BapuaOenbHBbI
JIOMEH JIETKOM 1iernu, kak ykazano B SEQ ID NO: 1.

[0088] B nekortopeix BapmanTtax ocyuectBieHuss AB AA xk CD3 conmepxuT BapraOenbHBIH
JIOMEH JIeTKOM 1ernu, kak ykazaHo B SEQ ID NO: 4.

[0089] B mekortopeix BapmanTax ocyuiectBieHus AB AA k CD3 copepxxut BapuabenbHBIN
JIOMEH TsDKeJoN 1ieny, kak ykazaHo B SEQ ID NO: 2 u nomeH nerkoi uenu, kak ykaszaHo B SEQ

ID NO: 1.
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[0090] B nekotopbix BapuaHTax ocymectBieHuss AB AA k CD3 conmepskut BapuadOeabHBIN
IOMEH TsDKeJoN 1eny, kak ykazaHo B SEQ ID NO: 3 u nomeH nerkoit uenu, kak ykazaHo B SEQ
ID NO: 1.

[0091] B nexotopsix BapuaHTax ocymectBieHuss AB AA k CD3 conmepxkur BapuaOenbHBIN
IOMeH Tspkesol nerny, kak ykazano B SEQ ID NO: 3 u gomeH nerkoii nemnu, kak ykazaso B SEQ
ID NO: 4.

[0092] B HekoTOpbIX BapuaHTax ocyuiectBiieHHss AB mpencrasnser coOoii antuTeno scFv,
conmepskaiiee BapuabenbHyr0 obOmacte Tspkenoi uenu (VH), cBsisaHHyo ¢ BapuaOeabHOU
obnactero sterkoit nenu (VL), rme VH cBsizana ¢ VL nocpenctsom ymakepa L3, conmepkamero
aMUHOKHCIIOTHYIO mocienoBarenbHOCTs SEQ ID NO: 98. TlpumepHbie MOCIEA0BaTENbHOCTH C
TAKUM JIMHKEPOM TIPE/ICTaBJICHBI B TaOmuLe 1.

[0093] B nekoropbix BapuaHTax ocymectieHus MM AA k CD3 conmepskut o0y OqHY U3
NOCJIEIOBATEIbHOCTEH, YKa3aHHBIX B TAOIHLIE 3.

[0094] Tunuuseble wackupyromue ¢parmertel (MM) ot CD3  nmo  uszoOpereHuro
npeAcTaBjIeHbl B Tabmume 3.

[0095] B HexoToprix BapuaHTax ocymectsieHus MM AA k CD3  coxpepxur
nocneaoBaTeabHoCTh, ykazaHHyo B SEQ ID NO: 12. B HekoTOpbIX BapHaHTaxX OCYLIECTBJIECHUS
MM AA x CD3 npencrasisier coboii mocienoBarenbHOCTb, YkazanHyo B SEQ ID NO: 10. B
HEKOTOpPbIX  BapuaHtax ocymectsienus MM AA k CD3  mnpencrasnser  coOoif

NOCJIEA0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 11.

Tabnuua 3

MM HazBanue ITocnemoBaTenbHOCTE AA SEQ ID NO:
CD3 MM JF15865 MMYCGGNEVLCGPRV SEQ ID NO: 10
CD3 MM JF15003 GYRWGCEWNCGGITT SEQ ID NO: 11
CD3 MM h20GG GYLWGCEWNCGGITT SEQ ID NO: 12

[0096] B nHekotopsix BapuaHTax ocymectsieHuss CM AA k CD3 comep:kut o0y OOHY U3
NOCIIeIOBATEIbHOCTEH, YKa3aHHbIX B Tabnuue 4. [IpumepHsie pacuieruisiemble pparmerTsl (CM)
10 N300pPETEHUIO TPEACTaBIICHbI B Ta0uLE 4.

[0097] B nHekoTopbix BapuaHTax ocyuectBieHuss CM AA naHHOTO pacKpbITUS COAEPIKUT

JMI0OYI0 OHY U3 TOCIENOBATEIPHOCTEH, YKa3aHHBIX B Tabmuie 4-1.
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Tabnuua 4

Hazsanue SEQ ID NO:
CM ITocnenosarenbHOCTh AA

0001 LSGRSDNH SEQ ID NO: 13
0011 LSGRSDDH SEQ ID NO: 14
2001 ISSGLLSGRSDNH SEQ ID NO: 15
2008 ISSGLLSGRSDQH SEQ ID NO: 16
2006 ISSGLLSGRSDDH SEQ ID NO: 17
Tabnuua 4-1

Hazsanue CM | IlocnenoBaTenbHOCTE AA SEQ ID NO:

0001 LSGRSDNH SEQ ID NO: 18
0002 LSGRSGNH SEQ ID NO: 19
0003 TSTSGRSANPRG SEQ ID NO: 20
1001 ISSGLLSS SEQ ID NO: 21
1002 QNQALRMA SEQ ID NO: 22
1003 VHMPLGFLGP SEQ ID NO: 23
1004 AVGLLAPP SEQ ID NO: 24
0011 LSGRSDDH SEQ ID NO: 25
0021 LSGRSDIH SEQ ID NO: 26
0031 LSGRSDQH SEQ ID NO: 27
0041 LSGRSDTH SEQ ID NO: 28
0051 LSGRSDYH SEQ ID NO: 29
0061 LSGRSDNP SEQ ID NO: 30
0071 LSGRSANP SEQ ID NO: 31
0081 LSGRSANI SEQ ID NO: 32
0091 LSGRSDNI SEQ ID NO: 33
2001 ISSGLLSGRSDNH SEQ ID NO: 34
2002 ISSGLLSGRSGNH SEQ ID NO: 35
2003 ISSGLLSGRSANPRG SEQ ID NO: 36
2005 AVGLLAPPSGRSANPRG | SEQ ID NO: 37
2006 ISSGLLSGRSDDH SEQ ID NO: 38
2007 ISSGLLSGRSDIH SEQ ID NO: 39
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Hazsanue CM | IlocnenoBaTenbHOCTE AA SEQ ID NO:
2008 ISSGLLSGRSDQH SEQ ID NO: 40
2009 ISSGLLSGRSDTH SEQ ID NO: 41
2010 ISSGLLSGRSDYH SEQ ID NO: 42
2011 ISSGLLSGRSDNP SEQ ID NO: 43
2012 ISSGLLSGRSANP SEQ ID NO: 44
2013 ISSGLLSGRSANI SEQ ID NO: 45
2014 ISSGLLSGRSDNI SEQ ID NO: 46
3001 AVGLLAPPGGLSGRSDNH | SEQ ID NO: 47
3006 AVGLLAPPGGLSGRSDDH | SEQ ID NO: 48
3007 AVGLLAPPGGLSGRSDIH | SEQ ID NO: 49
3008 AVGLLAPPGGLSGRSDQH | SEQ ID NO: 50
3009 AVGLLAPPGGLSGRSDTH | SEQ ID NO: 51
3010 AVGLLAPPGGLSGRSDYH | SEQ ID NO: 52
3011 AVGLLAPPGGLSGRSDNP | SEQ ID NO: 53
3012 AVGLLAPPGGLSGRSANP | SEQ ID NO: 54
3013 AVGLLAPPGGLSGRSANI | SEQ ID NO: 55
3014 AVGLLAPPGGLSGRSDNI | SEQ ID NO: 56

3. AnTuTena ¢ myrauusimu Fc
[0098] B nmanHOM nokymeHTe mperncraeieHbl aHtutena IgGl, umeromme myranuu Fe, wnu
(bparMeHTbl aHTHTEN, COAep Kallhe AaHTHICHCBs3bIBAIOLIME AoMeHbl (Hanpumep, scFv, Fab,
F(ab'),), cBsazannbie ¢ nomenoM Fc, roe Fc mposiBisier moHMKeHHYIO 3((GEeKTOPHYIO (QYHKLIUIO
(Ha3pIBaeMble B TAHHOM JOKyMeHTe Bapuantamu Fc). Jlro0oe W3 OMUCAHHBIX B IaHHOM
nokymente BAA, AA u aHTHTEN MOXKET CONEpKaTh JIFOObIe PaCKPBIThIE B JAHHOM IOKYMEHTE
BapuaHThI Fc.

[0100] AmHTuTENa, comeprKallne Takue MyTaluu FC, MpUBOIAT K CHUXKEHHIO 3(PQPEKTOPHOH
¢$byHKUMHU TTpH cOXpaHEHUHN apPUHHOCTH CBSI3bIBAHUS ¢ MUIIEHBIO. COOTBETCTBEHHO, B JAHHOM
JOKYMEHTE IpEeNCTaBJIeHbl aHTUTENA, KOTOPbIE CBS3bIBAIOTCS C MHTEPECYIOLIEH MUILEHbIO, TIe
aHTHUTENO TpenacTasisieT codol antuteno IgGl wmm gparmeHT antuTena, ces3aHHbIi ¢ Fc, rae
obnmacte Fc comepXUT aMHHOKHCIOTHYKO 3aMEeHy IO MEHbIIeH Mepe B OJHOM U3
AMHHOKHUCJIOTHBIX noJjioxkeHnit 1234, 1235 u P331 (nmymepanus B cooTBeTcTBUU ¢ HHIeKcoM EU
cormacHo Kabary) Takum 00pa3oM, 4YTO aHTUTENO HMEET TMOHIDKEHHYI0 3(deKkTopHyo

¢yHKUMIO. B HEKOTOPBIX BapMaHTax OCYLIECTBJIEHHS aMUHOKHCIOTHAs 3aMe€Ha IpPEICTaBIsieT
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coboii moboit oguH minn Heckonbko w3 L234F, L235E u P331S. B HekoTOpbhIX BapHaHTax
OCYLIECTBJICHUSI HMMEETCs NOMNOJIHUTENbHass MyTauuss B N297. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHHsI AMUHOKHCIIOTHAsE 3aMeHa rpeacrasisier coooit N297Q mnu N297A.

[0101] B HekoTopbIX BapuaHTax ocyuiecTtsieHus Fc BpiOpaH u3 mocnemoBatenbHOCTeH Fc,
Ipe/CTaBIeHHBIX B Tabmuue 4-2. B HekoTopeIx BapuanTax ocymectsienus Fc BeiOpan u3 SEQ
ID NO: 154, SEQ ID NO:156, SEQ ID NO: SEQ ID NO: 158 u SEQ ID NO: 160, rne X BeiOpan
U3 TPYMIbl, COCTOSIIEW W3 JIFOOOW BCTpPEYaroIIeicss B MPHUPOAE aMUHOKHUCIIOTHI (HAmpUMED,
alaHyuHa, AapruHUHA, AacraparvuHa, AaclaparuiHOBOM  KUCJOTBHL, IUCTEMHA, TJIIOTAMHUHA,
IJIyTAMUHOBOM KHWCJIOTBI, TJULMHA, TUCTHAWHA, W30JIeHIMHA, JeHIMHA, JM3WHA, METHOHHUHA,
(eHnnaNaHNHA, TPOJIMHA, NMHUPPOJIM3MHA, CEJEHOLMCTEWHA, CepUHA, TPEOHHMHA, TpunrtodaHa,
THUPO3WHA, BAJIMHA) WJIH KQXKIOW U3 HE BCTPEUAIOIIUXCS B MPHPOJAE aMUHOKHUCIOT (Hampumep,
TpaHC-3-MEeTHIIPOJINHA, 2,4-M€eTaHONPOJINHA, uC-4-ruApOKCUNPOJINHA, TpaHc-4-
TUJIPOKCUNPONINHA, N-METUNTIUINHA, aJUIOTPEOHUHA, METUJITPEOHNHA, THAPOKCUITHIILIUCTENHA,
TUIPOKCU3TUATOMOLIUCTENHA, HUTPOIVIyTAMMHA, TOMOIVIyTAMMHA, MHUIIEKOJUHOBON KHCIOTH,

TpeT-NelinHa, HOpBaINHA, 2-a3adeHnnanannna, 3-azadeHnnanannHa, 4-asadeHnnananuaa u 4-

dTopdpernnananmna).

Tabmuma 4-2

Hassanue ITocnenosarenbHOCTH AA
SEQ ID NO:

Fc-N297X ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
(SEQ ID NO: | PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
154) HEDPEVKFNWYVDGVEVHNAKTKPREEQYXSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-N297Q ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
(SEQ ID NO: | PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
155) HEDPEVKFNWY VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
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Hassanue

SEQ ID NO:

ITocnenosarensHOCTE AA

SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-1.234X

(SEQ ID NO:
156)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEXLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-L234F

(SEQ ID NO:
157)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWY VDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T
QKSLSLSPGK

Fc-L235X

(SEQ ID NO:
158)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELXGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK GFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK
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Hassanue

SEQ ID NO:

ITocnenosarensHOCTE AA

Fc-L235E

(SEQ ID NO:

159)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-P331X

(SEQ ID NO:

160)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAXIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-P331S

(SEQ ID NO:

161)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Fc-Femt3

(SEQ ID NO:

162)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Hassanue ITocnenosarensHOCTE AA

SEQ ID NO:

C225v5Fcmt | ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
4 HC VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
(SEQ ID NO: | HEDPEVKFNWY VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWL
163 NGKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0102] B nmaHHOM NOKYMEHTE MpEACTABJIEHbI aHTUTeNna, AA, Oucnenupudeckne aHTUTENA U
BAA, copepxaiue Takue mytaruu Fe.

[0103] B HexoTopbix BapuaHTax ocyuiecTBiaeHust Takue AA u BAA, conepskainue Bapuant Fc,
MOTYT CBSI3bIBATh MMMYHHYIO 3(p(eKkTopHYyI0 KiIeTKy. B HEeKOTOpBhIX BapHaHTaxX OCYIIECTBIICHUS
OHH MOTYT CBSI3bIBaTh MUIICHb, U30MPATEIHHO PACIIOJIOKEHHYI0 Ha UMMYHHOH 3(dexkTopHoii
kjeTke. B HEKOTOpBIX BapuaHTax OHM MOIYT cBsi3biBaTb CD3. B HeKOTOpBIX BapuaHTax OHU
MOTYT CBSI3bIBAaTh JIOOYIO MHUINEHb, YKa3aHHYI0 B Tabmuie 9. B HEKOTOpbIX BapHaHTax OHH
moryT ces3biBaTh EGFR.

[0104] CooTBeTCTBEHHO, B HEKOTOPbIX BapHUaHTaX OCYLIECTBJICHUS B JaHHOM JIOKYMEHTE
MIPECTABJIEHO aKTUBUPYyeMOe aHTUTeNOo (AA), comepaxkaliee:

a) antureno (AB), kotopoe crenuduyYecKn CBSI3bIBACTCS C MUIIEHBIO, T AHTUTEJO
npencraeisier coboit antuteno IgGl, u roe obmacte Fc aHTHUTENna comepikuT
AMUHOKHCJIOTHYIO 3aMeHY IO MeHbIIeH Mepe B OJJHOM M3 aMMHOKHCJIOTHBIX MOJIOXXEHUN
L234, 1235 u P331 (mymepauus B coorBercTBuH ¢ nHaekcomM EU cormacHo Kabary)
TakuM 00pa3oM, uTo AA uMeeT MOHWKEeHHYI0 3 dexTopHyo GYHKIHO;

b) mackupyromuii pparment (MM), cBsizanHblii ¢ AB, mpudem MM yMmeHbIIaeT Win
UHruomMpyer cpsispiBanue AB ¢ muineHbro, korma AA HaXOAWUTCS B HepacIIEIUIEHHOM
COCTOSIHUH, U

¢) pacmeruisiembrii ¢pparmeHT (CM), cesizanubiii ¢ AB, npuaem CM mpencrasisier coOoi
MOJIIIETITH/L, KOTOPBIH (PYHKLIMOHUPYET B KauecTBe CyOCcTpara A IpoTeasbl.

[0105] B HekoTOpBIX BapHaHTax OCYIIECTBIEHUs oOnacTb Fc comepkUT aMHHOKHCIOTHBIE

3aMEHBbl 110 MEHbIIEH Mepe B aMHHOKHUCJIOTHBIX mnosoxkeHusix L1234, L1235, N297 u P331
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(aymepauus B cootBercTBUH ¢ uHAekcoM EU cornacHo Kabaty) Takum oOpaszom, uto AA nmeer
NOHWKEHHYI0 3¢ ¢ekTopHylo (QyHKIMIO. B HEKOTOPHIX BapuaHTax OCYLIECTBIEHHsS MMHIICHb
BbIOpaHa U3 TPYMIIbL, COCTOSIIIEH U3 MUIIEHEH, TPeCTaBIeHHbIX B Ta0NuUIE 9.
[0106] B HekOTOpBIX BapuaHTaxX OCYIIECTBJICHHUS B HACTOSALIEM NOKYMEHTE IPENCTABJIEHO
Oucneuuduueckoe aktusupyemoe antureno (BAA), conepkarnee:
a) antureno IgG (AB1), kotopoe crienn(pu4ecku CBA3bIBAECTCS C IEPBOH MHIIEHBIO,
npuyeM AB1 coaepxur:
1. mBe Tsokenbie nenu (AB1 HC) u aBe nerkue ueru (AB1 LC); u
ii. mepBbIii Mackupyromuil pparment (MM1), CBA3aHHBIN C MEPBBIM PACIIEIUIIEMbIM
¢dparmenTom (CM1) ¢ obpasoBanuem koHcTpyKimu MM 1-CM1, ipu 3TOM
KapOOKCHITbHBIN KOHEL KOHCTPYKIMA MM 1-CM1 cBsi3aH ¢ KaabIM
aMUHOKOHLIOM KaxJ10i1 ierkoil uenu AB1, mpuuem
MMI1 unrubupyer cesizpiBaane AB1 ¢ ero MuleHsro; u
CMI1 npexacrapnsieT coOOM MOJMITENTHI, KOTOPBIA (YHKIIHOHUPYET B
Ka4yecTBe cyOcTpara sl MepBOM MPOTEA3bl,
b) nBa scFv (AB2), kaxaplii 13 KOTOPBIX CHEU(PUIECKH CBA3BIBAETCS CO BTOPOH
MUIIEHBIO, TpuyeM Kaxkaoe AB2 comep:kur:
1. BapuabenpHYI0 00JACTh TSIKENOH Lieny, CBA3aHHYIO ¢ BapuabeabHOH 00IacThio
JIETKOMU L[eTH, MTPH 3TOM KapOOKCHIIbHBIN KOHel Kaxnoro AB2 cBsizaH ¢
aMUHOKOHLIOM Ka)kKAOM U3 TspKeNbIX neneit AB1; u
ii. BTOpO¥ Mackupyromuii pparment (MM2), CBS3aHHBIN CO BTOPHIM
pacmerusieMbM ¢pparmenToM (CM2) ¢ o6pa3oBannem koHCTpykunu MM2-CM2,
npuvyeM KapOOKCHIIbHBINA KOHEL KOHCTPYKimu MM2-CM2 cBsizaH ¢
AMHHOKOHLIOM Kaxkaoro AB2, npu sTom
MM2 unrubupyer cpsizpiBanne AB2 ¢ ero MumneHsto; u
CM2 npencrainsieT cOOOM MOJMMENTHI, KOTOPBIA (YHKIIHOHUPYET B
Ka4yecTBe cyOcTpara sl BTOPOH MpoTeassl,
[0107] wu npuuem ABI1 comepxkutr Fc-o0macTh, comepikallyrd aMHUHOKHUCIOTHYIO 3aMeHY IO
MEHbLIEH Mepe B OJHOM W3 aMUHOKHUCIOTHBIX nojoxkeHun L1234, L1235, N297 u P331
(aymepaums B coorBercTBUHM ¢ mHAekcoM EU cormacuo Kabary) takum obpasom, uro BAA
UMeeT MOHWKEeHHYIO 3 dexTopHyo QyHKILHIO.
[0108] B HexkOoTOpbIX BapuaHTax OCYLIECTBJIEHUs, IPEICTABIEHHBIX B HACTOSIIEM TIOKYMEHTE,
BAA, npencraBlieHHbIE B HACTOSIIIEM JTOKYMEHTE, COAEPKAT:

a) Oucneruduieckoe aktusupyemoe anruresyio (BAA), conepxainee:



PCT/US2018/055717 34 WO 2019/075405

1) aatureno IgG (AB1), xotopoe crneunpuyecky CBSA3BIBAETCS C NEPBOM MHIIEHBIO,
npudeMm AB1 conepxut nse Tsokensie nenu (AB1 HC) u nee nerkue nenu (AB1 LC);
u nipu 5ToM ABI1 cBsi3aH ¢ nepBeiM Mackupyoomum ¢pparmenrom (MM1), cBsi3aHHBIM
c mepBbIM pacuerusieMelM (¢parmenTrom (CM1) ¢ oOpa3oBaHueM KOHCTPYKLHMU
MMI1-CM1, npuuem kapOOKCHiIbHBIN KOHen KoHCTpykuun MMI1-CMI1 cBszaH ¢
Ka)XJIbIM aMUHOKOHLIOM Kakaoi sierkoit uenu AB1, npu sTom
MM1 unrubupyer cBszbiBanue AB1 ¢ ero MUIIeHbl0; 1
CMI1 npencraisier coOOi MOJUIENTHA, KOTOPbIA PYHKITHOHUPYET B
Ka4yecTBe cyOcTpara s MepBOH MPOTEasbl,
il) mBa scFv (kaxnpiii AB2), kaknplli U3 KOTOPBIX CHEHU(PHYECKH CBSI3bIBACTCS CO
BTOPOW MHMIIEHbIO, mpuueM Kaxablii AB2 comepkut BapmalenbHyr o0nacThb
TSDKEJION LT, CBSI3aHHYHKO C BapuadOeabHOW OONACTBIO JIETKOW IemH, MPU 3TOM
KapOOKCHIIbHBINA KOHELl KaXkoro AB2 CBs3aH ¢ aMUHOKOHLIOM Ka)XZIOHM M3 TSKEIBIX
neneli AB1; u npudem kaxnapiii AB2 cBsi3aH CO BTOPBIM MAaCKUPYIOIIUM (parMeHTOM
(MM2), cBsi3aHHBIM CO BTOpPBIM pacueruisieMbiM  (pparmentom  (CM2), ¢
oOpaszoBanueM KOHCTPYKUuH MM2-CM2, npu 5TOM KapOOKCHIIbHBIN KOHEI| KaXKI0H
KOHCTpykiuu MM2-CM2 cBs3aH ¢ aMMHOKOHLIOM Kaxxaoro AB2, npudem
MM2 unrubupyer cesizpiBanne AB2 ¢ ero MuleHsro; u
CM2 npencrasisier coOOOM MOJUNENTHA, KOTOPbIA PYHKIHOHUPYET B
KauecTBe cyOcTpaTa Juis BTOPOil poTeassl,
[0109] wu npuuyem ABI1 comepxur Fc-o0macts, comepikainyrd aMHHOKHCIOTHYK 3aMEHY IO
MEHbIIEH Mepe B OJHOM M3 AMHUHOKHUCJIOTHBIX mojoxkeHu L1234, L1235, N297 u P331
(aymepaumst B cootrBercTBuu ¢ mHAekcomM EU cormacuo Kabary) takum obpasom, yro BAA

UMeeT MOHWKEHHYIO 3)PeKkTOpHYI0 QYyHKIIHIO.

4. Aarutena k EGFR

[0110] B HacTosiieM AOKyMEHTe NpPEICTAaBJIEHbl aHTUTeNa WIM UX AHTUTE€HCBS3BIBAIOIINE
¢dparmentel (AB), kortopble crenududyecku cBsizbiBatoTcsi ¢ EGFR. IIpumepHbie
nocnenosareapHocTH CDR cBsizpiBaromux EGFR anturen npusenens B Tadmuie S.

[0111] B mnHacrosmem pnokymeHTe mnpexacraBiieHbl anthrena k EGFR, Oucnemmduueckue
aHTUTeNa ¢ OmHOW HOXxKoM, HauejneHHolt Ha EGFR, AA, cmocobuble cBssbiBaTh EGFR mpu
aktuBaunu, 1 BAA, cnocoGnble cBszbiBath EGFR mpu aktuBaumu. B HEKOTOPBIX BapHaHTax
ocymectsieHus anruresio k EGFR sxrouaer CDR u3 Tabmuist S.

[0112] B HekoTOpBIX BapuUaHTax OCYLIECTBJEHMs, Hampumep, B (popmare BAA, B naHHOM

IOKyMeHTe mnpeacraBieHbl antutena IgGl, kortopele crnennguuecku CBS3bIBAIOTCA €
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peuenropoM snuaepmanbHoro  ¢akropa pocra (EGFR) ofecnednBarOT  CHIDKEHHYIO
s dexTopHy0 QYHKIHMIO. AHTHTENa conxepkar Myrauun Fc, KOTopble MPUBOIAT K CHUKEHUIO
s¢dexropHoit PpyHkmu npu coxpanenuu apdunHoctu cesizbiBanust EGFR. CooreercTBeHHO, B
JAHHOM JOKYMEHTE MpEACTABJIEHbl aHTUTENa, KOTopele cBsaAsbiBaoTCa ¢ EGFR, rae antureno
npezacrasisier coboi antuteno IgGl, rme antuTeno comepxkut obiacte Fc, comepikainyro
AMUHOKMCIJIOTHYIO 3aMEHY MO MEHbIIEeH Mepe B OJHOM M3 aMHUHOKHUCJIOTHBIX MojioxeHui 1.234,
L235 u P331 (mymepanus B cootBercTBuU ¢ uHAekcoM EU cornmacuo Kabary) Takum oOpaszom,
YTO AQHTHUTEJIO HUMeeT MOHIKEeHHYI d(dekTopHyro (¢GyHKuM0O. B HEKOTOpBIX BapHaHTax
OCYLIECTBIIEHHsSI aMUHOKHCIIOTHAS 3aMEHA MPECTABIsIeT COO0M JIF0OOH OMH MM HECKOJIBKO U3
L234F, L235E u P331S.

[0113] B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHUS AaHTUTENO COAEPKUT aMUHOKHCIOTHbBIE
3aMEHBbI 10 MEHbILEH Mepe B ABYX MOJIOKEHUAX aMUHOKUCHOT 1234, L1235 u P331.

[0114] B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHHUS AHTUTENO COAEPKUT aMUHOKHCIOTHbIE
3aMEHbI B TIOJIOKEHUsTX aMuHOKUCIoT 1.234, L.235 u P331.

[0115] B HekoTOpbIX BapHaHTaX OCYIIECTBJEHHUS AHTUTENO COAEPKUT AMUHOKHCIOTHbBIE
3amenb! L234F, L235E u P331S.

[0116] B HekOTOpBIX BapHaHTax OCYIIECTBJIIEHUS aHTUTENO coxepxkur obmacte Fc,
COAEpPKAIIYI0 aMHUHOKHUCIOTHYKO 3amMeHy B N297 BMecTe ¢ aMHMHOKHCIOTHOM 3aMEHON IO
MEHBIIe Mepe B OJHOM M3 aMUHOKUCJIOTHBIX mososkenmii L1234, 1235 wwmmm P331. B
HEKOTOPBIX BapuaHTax peanuzauuu odmacte Fc comepkut myrtammo N297Q. B HekoToOpbIx
BapuaHTax peanusanuu obmacts Fc conepxut myrarmio N297A.

[0117] B HexoTOpPBIX BapHaHTaxX OCYLIECTBJIEHUs aHTUTENO COAepKUT 3aMeHbl L234F, L235E,
P331S u N297Q. B HeKkOTOpBIX BapHaHTAaX OCYILECTBJIEHUS AHTUTENO COIEPKUT 3aMEHbI
L234F, L235E, P331S u N297A.

[0118] Tunmunsie nocnenoBareapbHOCTH CDR EGFR-CBSI3BIBAOIINX aHTUTEI MPEACTABJICHBI B

tabmune S, npuseneHHol y Kabat.

Tabnuna 5
Hazsanue IlocnenoBaTeabHOCTD SEQ ID NO:
C225L1 RASQSIGTNIH SEQ ID NO: 57
C2251L2 YASESIS SEQ ID NO: 58
C225L3 QQNNNWPTT SEQ ID NO: 59
C225H1 NYGVH SEQ ID NO: 60
C225H2 VIWSGGNTDYNTPFTS SEQ ID NO: 61
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C225H3 ALTYYDYEFAY SEQ ID NO: 62

[0119] IlpumepHble aMHMHOKUCJIOTHBIE MOCHENOBaTeNbHOCTH cBsi3biBaroiux EGFR anturen
npusenenbl B Tabmumne 6. (VL um VH o0o3HauaroT BapuaOenbHBIM JOMEH JIETKOH Lenu |
BapualenpHbIll nOMeH Tsbkenol nernu coorBerctBeHHO, LC m HC o06o3HauaroT nerkyro u
TSDKEJIYIO LIEIIH COOTBETCTBEHHO).

[0120] B HekoTopbix BapuaHTax ocyuiectieHus antutena kK EGFR conepxar mobyro ogHy
U3 MOCJIeIOBATEILHOCTEH, MPENCTABICHHBIX B TAOMHUIE 6.

[0121] B HexoTOpbIX BapuaHTax OCyLIeCTBIeHMs Tspkenas Lenb anturena EGFR copepxur
nr00yI0 OfHY U3 mocienoBarenbHocTel, ykasanubix B SEQ ID NO: 67, SEQ ID NO: 69, SEQ ID
NO: 70, SEQ ID NO: 71, SEQ ID NO: 72, SEQ ID NO: 73, SEQ ID NO: 74, SEQ ID NO: 75 u
SEQ ID NO: 76, npuBenenHsie B Tabnuie 6. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS TsDKEast
nenb anturena kK EGFR copepsxut mobyro u3 nocienosarenapHoCcTel, ykazaHHbIX B SEQ ID NO:
67, SEQ ID NO: 69, SEQ ID NO: 71 u SEQ ID NO: 73, rune X BbIOpaH U3 IPYIIIbI, COCTOSIIEH
u3 000 BCTpeyaroIelcss B TPUPOAE AMHHOKUCIOTHI (HAampuMep, ajaHWHA, ApTrUHHHA,
acmaparvHa, aclapariHOBOM KHWCJIOThI, LIUCTEMHA, TJIOTAMUHA, TJIyTAMHUHOBON KHUCIOTHI,
IJIUIMHA, TUCTUAMHA, W30JeHIMHA, JEeWIMHA, JIM3WHA, METHOHMHA, (peHUJIaaHWHA, MPOJIMHA,
NUPPOJIM3HHA, CENEHOLMCTENHA, CEpPHHA, TPEOHWHA, TpunrodaHa, TUPO3MHA, BaJHMHA) WIU
KaXXJI0M M3 HE BCTPEYAIOLIUXCS B MPHUPOJE aMHUHOKUCIOT (HAIpUMep, TPaHC-3-METHIPOJINHA,
2,4-MeTaHONpPOINHA, LUC-4-THIAPOKCUIIPOJINHA, TpaHC-4-TUAPOKCUNIPOINHA, N-METUITIULNHA,
AJJIOTPEOHNHA,  METWITPEOHMHA, TMAPOKCUSTWILMCTENHA, THAPOKCUITUITOMOLIUCTENHA,
HUTPOTJIyTaAMUHA, TOMOIVIyTAMUHA, MUIEKOJIMHOBOM KHUCJOTBHI, TPET-JIEHLIMHA, HOPBAJIMHA, 2-
azaeHuIanaHuHa, 3-a3adeHwnanaHuHa, 4-azadeHunanaHvHa W 4-pTOpheHUNATaHNUHA).
O06o3Hauenue Fecmt3 comeps:kuT TPOMHYK TOYEUHYK) MyTaluio, rae oonacte Fc Tsokenoi nenu
anturena EGFR Biirouaer crnepyromiue Tpu Toueunsle myrtauuu: 1L234F, 1L235E u P331S.
CooTBEeTCTBEHHO, B HEKOTOPBIX BapuaHTax ocyiecTsieHus antureno k EGFR copepxut
TSDKEJIYIO LieTlb C MOocHefoBaTebHOCThI0, ykaszaHHOW B SEQ ID NO: C225vSFemt3 HC. B
HEKOTOPBIX BapHaHTaX OCyIeCTBJIeHHs o0nacTh Fc Tsokenoi uernu anturena EGFR comepxxut
YEeTBEPTYIO TOYEUHYI0 MyTtauuio, N297Q. OOo3nauenne Femt4 comepKUT TpPeXTOUEUHYIO
mytauuio Femt3 u yerBepTyro ToueuHyro Mytanuio N297Q. CoOTBETCTBEHHO, B TaKuX
BapuaHTax ocyumectsieHus aHtuteno k EGFR  cogepxuT  Tskenyr — Lenb  C

MOCJIEeIOBATENbHOCTRIO, YkazaHHOU B SEQ ID NO: 76.
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Tabnuua 6
HazBanne ITocnenosarensHOCTL AA

SEQ ID NO:

C225v5-VL

(SEQ ID NO:
63)

QILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYAS
ESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTK
LELK

C225v5-VH

(SEQ ID NO:
64)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)

C225vS LC

(SEQ ID NO:
65)

QILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYAS
ESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTK

LELKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN

ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGL
SSPVTKSFNRGEC

C225v5 HC

(SEQ ID NO:
66)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T
QKSLSLSPGK

C225v5N297
X HC

(SEQ ID NO:
67)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA

LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLF
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Hassanue

SEQ ID NO:

ITocnenosarensHOCTE AA

PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKP

REEQYXSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN

NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T

QKSLSLSPGK

C225v5N297
Q HC

(SEQ ID NO:
68)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWY VDGVEVHNAKTKP
REEQYQSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T
QKSLSLSPGK

C225v5
L234X HC

(SEQ ID NO:
69)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKK VEPKSCDK THTCPPCPAPEXLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK GFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

C225v5
L234F HC

(SEQ ID NO:

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHW VRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA

LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL




PCT/US2018/055717 39

WO 2019/075405

Hassanue

SEQ ID NO:

ITocnenosarensHOCTE AA

70)

GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN

NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T

QKSLSLSPGK

C225v5
L235X HC

(SEQ ID NO:
71)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELXGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK GFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

C225v5
L235E HC

(SEQ ID NO:
72)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKK VEPKSCDK THTCPPCPAPELEGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T
QKSLSLSPGK

C225v5
P331X HC

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
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Hassanue

SEQ ID NO:

ITocnenosarensHOCTE AA

(SEQ ID NO:
73)

CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAXIEKTISKA

KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE

NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

C225v5
P331S HC

(SEQ ID NO:
74)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGK

C225v5Fcmt
3 HC

(SEQ ID NO:
75)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPEFEGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWY VDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGK

C225v5Fcmt
4 HC

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARA
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Hassanue ITocnenosarensHOCTE AA

SEQ ID NO:

LTYYDYEFAYWGQGTLVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTAALG
(SEQ ID NO: | CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
76) GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFEGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPE VKFNWY VDGVEVHNAKTKP

REEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN

NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY T

QKSLSLSPGK

SynFcmt4 QVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMSVGWIRQPPGKALEWL
HC ADIWWDDKKDYNPSLKSRLTISKDTSKNQVVLKVTNMDPADTATYYC
ARSMITNWYFDVWGAGTTVTVS(S/A)ASTKGPSVFPLAPSSKSTSGGTA
(SEQID NO: | ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
77) SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFEGGPS
VFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK

5. AxtuBupyemsble antutena k EGFR

[0122] B HekoTOpbIX BapuaHTax ocyuiecTsieHus modoe u3 anruren EGFR, npencrasieHHbIX
B aHHOM nokymeHnte, umeet opmat AA (EGFR AA). Kak onucano Beime st AA x CD3, AA
k EGFR Takke comepkat mpoaomeH.

[0123] CoOTBETCTBEHHO, B HACTOSIIEM JOKYMEHTE MPEACTABICHbI AA, colepikallne aHTUTENa
WIN WX aHTUTeHCBs3bIBaromue QparmMeHTel (AB), KOTOpble Crienu(pUUEecKH CBSA3BIBAIOTCS C
EGFR. [Ilpumepnsie nocnenosarenbHoctu CDR cesspiBatommx EGFR anTuTen npusenens! B
Tabmune S.

[0124] B HeKOTOpPBIX BapUaHTaX OCYIIECTBJICHUs, AA comepkut: (a) I000e aHTUTENO WU €ro
aHTUreHCBsI3bIBaOLINN (parMeHT (AB), kKoTOpHIN crienn(UYecKu CBS3BIBAETCS C PELIENTOPOM

snuaepMaibHoro ¢akropa pocta (EGFR), (b)u mpomomeH, rae mpomoMeH comepkuT (1)
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mackupyromuii ¢pparment (MM), ceszanHbii ¢ AB, rne MM yMeHbIIaeT WM HHTHOHPYET
cesa3piBaHue AB ¢ EGFR, korma AA HaxoauTcs B HEPACLIETUIGHHOM COCTOSIHMH, W rae MM
COJEPKUT AMMHOKHCIOTHYIO IIOCJIEOBATENbHOCTb, BBIOPAHHYIO M3 TPYIIBL, COCTOSIIEH H3
NOCJIeIOBATEIbHOCTEH, NPEACTaBICHHBIX B Tabmuue 7; u (i1) pacimeruiseMblii pparment (CM),
ceszanHblii ¢ AB, rme CM mpencrasisier coOol MONMMNENTHI, KOTOPBIH (YHKIMOHUPYET B
KauecTBe cyOcTpaTa AJisi MpOTeasbl.

[0125] Tunuunsie mackupytomiue ¢parmentsl (MM) EGFR no n3o0pereHuro npencraBiieHb! B

Tabnuue 7 u Tabauue 8.

Tabnuna 7

MM HasBanue ITocnemoBaTenbHOCTE AA SEQ ID NO:
EGFR MM | CF41 LSCEGWAMNREQCRA SEQ ID NO: 78
EGFR MM | CF08 PPLECNTKSMCSKHD SEQ ID NO: 79
EGFR MM | CF13 DRDCRGRRARCQQEG SEQ ID NO: 80
EGFR MM | CF19 FTCEGWAMNREQCRT SEQ ID NO: 81
EGFR MM | CF22 GRCPPSRDIRFCTYM SEQ ID NO: 82
EGFR MM | CF46 FSCEGWAMNRSQCRT SEQ ID NO: 83
EGFR MM | CF48 FTCEGWAMNRDQCRT SEQ ID NO: 84
Tabmuua 8

MM Ha3BaHue ITocnemoBarenbHOCTL AA SEQ ID NO:
EGFR MM | 3954 CISPRGCPDGPYVMY SEQ ID NO: 85
EGFR MM | 3954a CISPRGCPDGPYVM SEQ ID NO: 86
EGFR MM | 3960 CISPRGC SEQ ID NO: 87
[0126] B wHexkotopeix BapuaHTax ocymecteienuss MM AA x  EGFR  copepxur

aMUHOKHUCJIOTHYIO mnocienoBarenbHocTe SEQ ID NO: 78, B HekoTOpbIX BapuaHTax
ocymectBiaeHuss MM AA k EGFR coxmepuT aMUHOKHCIOTHYIO mocienoBarenbHocTs SEQ ID
NO: 85.

[0127] B wHexoropbix BapuaHtax ocyuectsienus CM  AA k EGFR coxpepxur

AMUHOKHUCJIOTHYKO ~ TOCJIEZIOBATEeNIbHOCTb,  BBIOPAHHYKO W3  TPYIIBL,  COCTOSIIEH W3

NpPEACTAaBICHHBIX B Tabiuue 4

2

NOCJIeI0BATEIbHOCTEH, B  HekoTOpBIX BapuaHTax

ocyuiecTBiaeHuss CM copepKuUT aMHUHOKHUCIOTHYIO nocienosatenbHocTh SEQ ID NO: 14. B
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HEKOTOPBIX BapuaHTax ocyuiecTsieHuss CM coaepkUT aMUHOKUCIIOTHYIO MOCJIEN0BATEIbHOCTD
SEQ ID NO: 16.

[0128] B HeKkOTOpBIX BapUaHTaxX OCYLIECTBJEHUS B JAHHOM JOKYMEHTE IIPEICTaBJIEHO
aktuBupyemoe antureno (AA), copepxamee:. (a) aHTHTENO, KOTOpPOe CrHelu(pUIeCKH
CBSI3bIBAETCS C peuentopoMm snuaepmanbHoro ¢akropa pocra (EGFR) u rme obGmacts Fc
aHTHUTeJa COJAEPKUT aMUHOKHUCIIOTHYIO 3aMeHy 10 MEHbIIEH Mepe B OAHOM U3 aMUHOKHCIIOTHBIX
nosoxkernii 1.234, 1235 u P331 (aymepauus B coorBerctBun ¢ unaexkcom EU cornmacuo Kabary)
TakuM oOpa3oM, uto AA umeerT CHIDKeHHYIO 3(dekropryro ¢yHkuuio; (b) MacKupyrouIuii
dparment (MM), cBsizanHbiii ¢ AB, rne MM cHukaeT wid HUHTUOMpYeT cBsi3biBaHHe AB ¢
EGFR, xorma AA HaxoguTcs B HEPACIICTJICHHOM COCTOSIHUM, U (C) paciueruisieMblii (parMeHT
(CM), cesizannblii ¢ AB, rne CM npencrasisieT coO0H NOIUIIENTH, KOTOPBIA (PYHKIIHOHUPYET B
kadecTBe cyocTpara st mpoteassl. AnTHTena [gGl k EGFR MoryT npeacrasnsate coboit io0bie
anturena I1gGl, omucaHHble B HENMOCPEACTBEHHO NpEIIECTBYIOIIEM paszene. B HekoTopbIx
BapuaHTax ocyuecTsieHuss MM  coep>KUT aMHHOKUCIOTHYIO  IOCJIE€IOBATENIbHOCTD,
BBIOPAHHYIO M3 IPYIIIBL, COCTOSIIEH U3 TIOCIEN0BATEIbHOCTEH, MPEACTABICHHBIX B TabmuIe 7.
[0129] B mnpumepHOM BapuaHTe OCYILIECTBJEHHMs B HACTOSLIEM AOKYMEHTE IpPEICTaBJICHO
aktuBupyemoe antutenio (AA), comepsxkamee: (a) antureno (AB), kotopoe crnermduuecku
CBSI3bIBAETCA C pelentopoM smuaepmanbHoro (akropa pocra (EGFR), mnpuuem AB
npencrasisier coboit antureno IgGl u npu 3tom obnacte Fc AB comepXUT aMHUHOKUCIIOTHYIO
3aMEHy II0 MEHbLIEH Mepe B OJHOM M3 aMHHOKHUCIOTHBIX mnojoxkeHun 1234, L1235 u P331
(mymepanus B cootBerctBru ¢ nHAekcoM EU cormacHo Kabaty) Takum oOpas3om, uto AA umeer
cHIKeHHYI0 3 dexropryro ¢pynkuuto; (b) mackupyrouuit pparment (MM), cBsizanHblid ¢ AB,
npudyeM MM cHiwkaer uian uHrubupyer cssisbiBanue AB ¢ EGFR, korma AA Haxomutcs B
HepaCIIEeIUIEHHOM COCTOsIHUM, U (¢) pacieruisieMblii pparment (CM), cesizansblil ¢ AB, mpu
stom CM mpencraBisieT coOOH MOJHUIENTHI, KOTOPbIA (PYHKIIMOHUPYET B KadecTBe CcyOcTpara
s mporeasbl. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHMs aMHUHOKUCJIOTHAas 3aMeHa
npeacrasisier coboi mobol onuH nim Heckosbko n3 L234F, L235E u P331S. B HekoTopbIx
BapHaHTax ocyuiecTsieHus AB comepkUT aMUHOKHUCIOTHBIE 3aMEHBI [0 MEHbLIEH Mepe B IBYX
noso>keHusax amuHokucaot 1234, L235 u P331. B HexkoTOphIX BapuaHTax ocyliecTBieHus AB
COAEPKUT aMUHOKUCIJIOTHBIE 3aMEHbl B MOJOKEHUsAX aMuHOkucaoT L234, 1235 u P331. B
HEKOTOPBIX BapUaHTaxX ocyliecTBiIeHus: AB comeput aMuHOKHUCIOTHBIE 3aMenbl L234F, L.235E
u P331S. B HekoTopsix BapuaHTax ocymectsieHust AB comepskut obmacte Fe, comepkaryro
AMUHOKHCJIOTHYIO 3aMeHy B mojiokeHnr N297. B HEKOTOpBIX BapHaHTaX pean3anud o0JacTh
Fc comepxxut myranuto N297Q. B HexoTOpeIX BapuaHTax ocyuiecTBieHus AB comepkut

amMuHOKHCIOTHBIE 3ameHbl L234F, L235E, P331S u N297Q. B HEKOTOpbIX BapHaHTax
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ocymectieHHst MM  COAepKUT aMHHOKHCIOTHYIO IIOCJIENOBATENbHOCTh, BBIOPAHHYIO U3
IPYIIBL, COCTOSIIIEH W3 TOCIIEAOBATENIbHOCTEH, NpeAcTaBiIeHHbIX B 7 wmiuu Tabimmue 8. B
HEKOTOPBIX BapuaHTax ocyuiecTBieHuss MM conep:kUT aMUHOKHUCIOTHYIO NOCJIEe0BATEIbHOCTD
SEQ ID NO: 78. B HexkOTOpBIX BapHaHTax ocyluecTsieHuss MM coaepKUT aMUHOKUCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 85. B HekoTopbix BapuanTax ocyuectieHust CM conepkur
AMHMHOKHCJIOTHYIO  IIOCJIEIOBATEIbHOCTh,  BBIOPAHHYIO W3  TPYHONbL,  COCTOSIEH U3
MOCNIEOBATEIbHOCTEH, TMpencTaBjeHHbIX B Tabmuue 4; B HEKOTOpbIX  BapHaHTaX
ocymectBiaeHuss CM comepkuT aMHUHOKHUCIOTHYIO mnocnenoatenbHocTh SEQ ID NO: 14. B

HEKOTOPBIX BapHUaHTaxX OCYILICCTBJICHHA CM COACPKNUT aMUHOKUCIIOTHYIO IMOCJIEN0OBATEIbHOCTD

SEQ ID NO: 16. B HexoTOpbIX BapuaHTax OCYLIECTBIEHUs AA mpencraByisieT cOOOW 4acTb
BAA.

6. bucneunguyeckne aktuBupyemble antutena (BAA)

[0130] B pamHOM nokymeHTe mnpencraBieHbl BAA (Oucnemuduueckne AA, BAA), rme
yka3aHHble BAA mpu akTHBanuy crieUn(pUIeCKU CBSA3BIBAIOTCS C ABYMsI MUIIEHSIMH (HAIpuUMep,
CBS3BIBAIOT JIB€ pa3Hble MUIIEHU WM CBS3bIBAIOT JBAa PA3HbIX SIUTONA HA OJHON M TOM Xe
MUILIEHN) U MOTYT COJIEPKaTh OJIUH U3 IPHUMEPOB CTPYKTYPHI, NIpeAcTaBieHHble Ha ¢ur. 17-19.
[0131] B HekoTOpbIX BapHaHTax OCYLIECTBJEHHs IepBas MHIIEHb BBIOMPAETCS W3 TPYIIIIHL,
COCTOSALIEH M3 MUINEHEH, NMpeacTaBleHHbIX B TaOiuue 9, a BTOpas MUIIEHb BbIOMpaeTcs U3
IPYIIBI, COCTOALIEH U3 MULIEHEH, MPeICTaBIeHHbIX B TabaHLe 9.

[0132] Kak 0ObIMHO MPeayCMOTPEHO B JAHHOM JOKYMEHTE M KaK OMKMCAHO BbIIIE B pas3jerie,
omuceBaomemM AA, BAA mno wum3oOperenmo coxepxkar koHcTpykimu MM-CM, Ttakke
Ha3bIBa€Mble B JIAHHOM JOKyMeHTe NnpoaoMeHOM. COOTBETCTBEHHO, MCIOJb3yeMblil B TaHHOM
NOKYMEHTE TEPMHUH «IPOJAOMEH» OTHOCHUTCS K NOJUIENTHIY, COAEpKAIleMy MACKHPYHOIIUI
¢dparment (MM) u pacmersiembiii pparment (CM). B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUSI
MM u CM pasneneHsl JUHKEpPOM, o0O3Ha4aeMbIM 31ech kak L1. B HEKOTOpBIX BapHaHTax
OCYILIECTBJIEHHs TIPOJIOMEH COCTOMT U3 JIMHKepa Ha KapOOKCHIbHOM KoHIe CM; 3TOT JIHHKEp,
o0o3HauaeMblii B JTaHHOM HOoKyMeHTe kak L2, cszpiBaer CM mponomeHa AB. B HekoTopbIx
BapHaHTax OCYLIECTBJIEHUs MPOJOMEH COJEPKUT JuHKep Mexay MM u CM u nuHkep nocne
CM. B HekoTtopbix BapuaHTax ocyuiecTBieHuss MM u CM He pasneneHbl JuHkepom. B
HEKOTOPBIX BAPUAHTAX OCYILIECTBICHUS MPOJOMEH COAEPIKHUT OJIHY U3 Clenyromux Gopmyn (rae
NpUBEICHHAs HWkKe (opMylia NPEACTaBIsieT AMHHOKHCIOTHYIO —MOCJIEJOBATEIbHOCTh B
HanpasieHuu oT N-koHua Kk C-xoHuy unu B HampasyieHuu oT C-xoHna k N-koHny): (MM)-L1-
(CM), MM)-(CM)-L2, (MM)-L1-(CM)-L2 nm (MM)-(CM). B mnpumepHbpIX BapuaHTax

ocyuiecTBiaeHus: npogomeH coaep:kuT MM u CM EGFR, paciiemisiemble MaTpUnTa3on Wiu
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MMP; unu MM u CM CD3eg, pacumennsemble Matpunrtasoil mwnu MMP. B HexkoTopbIx
BapHaHTax oOcyllecTBieHus mnpogoMeH cojepxkut MM u CM  EGFR, pacuwemsemsie
Matpunrtazoi u MMP. B HEKOTOpBIX BapHaHTax OCYLIECTBJIECHUs MPOAOMEH conep:kut MM u
CM CD3e, pacwemnnsiemble Matpunrazoi 1 MMP. B naHHOM JOKyMEHTE NpeACTaBJIEHBI
Oucneunduueckue akTusupyemole antutena (BAA), cogepkamue npogomer. Takke B JaHHOM
TOKYMEHTE IPEICTABIECHbI HYKICOTHU B, KOIUPYIOLINE MPOJIOMEH JOMEHa M0 H300PETeHHUIO.
[0133] B HekoTOpbIX BapMaHTAaX OCYIIECTBJICHHUS B HACTOSIIIEM JOKYMEHTE IPEeACTaBIICHBI
BAA, rne ykazanneie BAA, Oynyun akTUBUPOBAHHBIMH, CHEM(PUIESCKH CBSI3BIBAIOTCS C ABYMSI
MUIIEHSMH (HalpUMep, IBYMsI Pa3HbIMH MUIIEHSMH WM IBYMS Pa3HBIMHU 3MMUTONAMH Ha OJHON
U TOW K€ MHIIEHH), W The yKasaHHble BAA, Oyayun He aKTUBHPOBAaHHBIMH, COIEpIXKAT
ClenyOLUE CTPYKTYPBIL:
a) anrtureno IgG (AB1), koTopoe crienuduuecku CBS3bIBAETCS C TIEPBOH MHUIIEHBIO,
npuudemM AB1 conepxurt:
1. mBe Tsoxensie nenn (AB1 HC) u aBe nerkue nerm (AB1 LC); n
ii. mepBbIii Mackupyromui ¢pparmenT (MM1), CBSA3aHHBIN C TEPBBIM
paciersieMsiM pparmenToM (CM1) ¢ oGpazoBanuem koHCTpykumu MM -
CM1, npu 3ToM KapOOKCHIIBHBIN KOHel KOHCTpyKunu MM1-CM1 cBsi3aH ¢
KQKIbIM aMUHOKOHIIOM Kak10M jierkoil uenu AB1, npuuem
1. MM1 unrudupyer cssizbiBanue AB1 ¢ ero muineHsro; u
2. CM1 npencrapnsier coOOM MOJUMNENTHA, KOTOPBIN (PYHKIHOHUPYET B
KauecTBe cyOcTpara Ajisi epBOi MpoTeassl,
b) nBa scFv (AB2), kaxaplii U3 KOTOPBIX CIIEU(PHIECKN CBSI3BIBAETCS CO BTOPOH
MUIIEHBIO, TAe Kaxabli AB2 conepKur:
1. BapuabenpHY 00JaCTh TSDKEJIOH ey, CBA3aHHYIO ¢ BapuabeIbHOH 00IacThio
JIETKOW LIETH, MPU 3TOM KapOOKCHJIbHBIN KOHel kKaxaoro AB2 cBsizaH ¢
AMHHOKOHIIOM Ka’KIOH U3 TsokenbIx 1ernei AB1; u
ii. BTOpOI Mackupyrouuil pparment (MM2), CBsI3aHHBII CO BTOPBIM
pacmersieMsiM pparmenToM (CM2) ¢ oOpazoBaHreM KOHCTpyKunu MM2-
CM2, npudyeM kapOOKCHIIbHBINA KOHEL KOHCTpYKIn MM2-CM2 cBsi3aH ¢
aMUHOKOHLIOM Kaxzaoro AB2, npu atom
MM2 unrubupyer cpsizpiBanne AB2 ¢ ero MUIIEHbIO; 1
CM2 npeacrasinisieT OO0 MOJMIENTH, KOTOPBIA (PYHKITHOHHPYET B
KadecTBe cyOcTpaTa Ui BTOPOi poTeassl,
u puueM BAA umeeT 1o MeHblIe Mepe OHY U3 CIAEAYIOLUX XapaKTePUCTHUK:

1. MM2 comepuT aMHHOKUCIOTHYIO nocienoaTenbsHocts SEQ ID NO: 12;
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ii.

1ii.

iv.

MMI1 comepKUT aMUHOKHCJIOTHYIO MTOCIEIOBATEIbHOCTD, BHIOPAHHYIO U3
TPYIIIBI, COCTOSIIEH 13 TOCIeIOBATEIbHOCTEH, IPEACTABIEHHBIX B Tabuie 7;
AB2 conepxuT BapraOenbHbIN JOMEH TsKeNoN 1enH, kak ykazano B SEQ ID
NO: 2 unu SEQ ID NO: 3, unn BapuabenbHbIN JOMEH JIETKOH IeNH, KaK YKa3aHO
B SEQ ID NO: 1 uiu SEQ ID NO: 4; u

ABI1 conepsxut obnactb Fc, conepskainyro aMUHOKHCIOTHYIO 3aMeHY 110
MEHbILIEH Mepe B OJTHOM U3 aMUHOKHUCJIOTHBIX nojioskeHuit 1234, L.235, N297 u
P331 wm L234, 1.235 u P331 (Hymepauwst B COOTBETCTBUH C nHAeKcoM EU
cornacHo Kabaty) Takum o6pazom, uro BAA nmeer noHmwkeHHy0 3 dexTopHyro

byHKLHFO.

[0134] B HekoTOpbIX BapuaHTax ocyluecTBieHUss BAA, mpencrtaBieHHble B HACTOSIIEM

TIOKYMEHTE, COZIePIKaT:

1. bucneungpuyeckoe akruBupyemoe antuteno (BAA), npuiem ykazannoe BAA npu

AKTHUBAIllUU CHCLII/I(I)I/ILIGCKI/I CBA3BIBACTCA C IBYMS MHULICHAMU U UMECT CICAYIOIIYIO

CTPYKTYDPY:

a.

antureno IgG (AB1), koTopoe crieliupu4ecKu CBSI3bIBAETCS ¢ IEPBOM MUIIECHBIO,
npudeMm AB1 conepsxut nse Tspkenbie nenu (AB1 HC) u ne nerkue nerm (AB1
LC); u mpu 3Tom AB1 cBsizaH ¢ nepBbIM MackupyromuM ¢pparmentom (MM1),
CBSI3aHHBIM C NEPBBIM paciierusieMbiM pparmenToM (CM1) ¢ oGpazoBannem
koHCTpyKImu MM1-CM1, npudeM kapOOKCHIIbHBIN KOHELl KOHCTpYKImu MM -
CM1 cBsi3aH ¢ KaKIbIM aMUHOKOHIIOM Kax 1011 jierkoii uenu AB1, npu sTom

MM unrubupyer cssispianne AB1 ¢ ero MuineHsto; u

CM1 npencrasisier coOOi MOJUIENTHA, KOTOPbIH PYHKITHOHUPYET B

Ka4ecTBe cyOcTpaTa Uit MEPBOM NMPOTEasbl,
nBa scFv (kaxabiit AB2), kaxablil U3 KOTOPBIX CHEUU(UIECKU CBSI3bIBAETCS CO
BTOPOI MHUIIEHBIO, IPUYeM Kaxbiii AB2 conmep:kuT BapradenbHyO 001acTh
JIETKOU IIETTH, CBSI3aHHYIO C BapuaOebHON 00IaCThIO TSKEJION e , MPH STOM
KapOOKCUJTbHBIN KOHEI] Kaxknoro AB2 cBsi3aH ¢ aMUHOKOHIIOM Ka/I01 U3
TspKenbIX nenel AB1; u npudem kaxxapiii AB2 cBsizaH CO BTOPbIM MacKUPYIOLIUM
¢parmenTom (MM2), CBsI3aHHBIM CO BTOPBIM PacIIEIIsIEMbIM (pparMeHTOM
(CM2), c obpaszoBanueM KOHCTpykru MM2-CM2, ipu 3TOM KapOOKCHITbHBIN
KOHel KakI0H KOHCTpyKun MM2-CM2 cBsi3aH ¢ aMUHOKOHLIOM Kaxkaoro AB2,
npuveM

MM2 unrubupyer cpsspiBanne AB2 ¢ ero MuIeHbto; 1
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CM2 npencrasisier cOOOM MOJUIENTHA, KOTOPbIA PYHKITHOHUPYET B
Ka4yecTBe cyOcTpaTa Jiisi BTOPOH MpoTeassl,
u puueM BAA umeeT o MeHblIe Mepe OHY U3 CIAEAYIOLUX XapaKTEPUCTHUK:
1. MM2 comepkuT aMHHOKHCIOTHYIO nocienoBareabHocTs SEQ ID NO: 12;
ii.  MMI comepkUT aMHHOKUCIIOTHYIO MOCJIEA0BATENILHOCTD, BHIOPAHHYIO U3
IPYIIIbI, COCTOSIIEH U3 TOCIEA0BATEIbHOCTEH, PEACTaBICHHBIX B Ta0IuUIE 7,
iii.  AB2 comep:uT BapuaOeNbHbIN TOMEH TsXKeJOH 1emnu, Kak ykazaHo B SEQ ID
NO: 2 unu SEQ ID NO: 3, uin BapuaOenbHbIN JOMEH JIETKOU LENH, KaK YKa3aHO
B SEQ ID NO: 1 mim SEQ ID NO: 4; u
iv.  ABI1 conepsxut Fc-00macThb, comepskanyo aMUHOKUCIIOTHYIO 3aMEeHY 110
MEHbBLIEH Mepe B OJTHOM U3 aMUHOKHUCJIOTHBIX nojioskeHui L.234, L.235, N297 u
P331 (mymepauus B coorBercTBru ¢ nHAekcoM EU cornacuo Kabary) Takum

obpasom, uto BAA numeer noHmwkeHHYI0 3Q(HEKTOPHYIO QYHKIHEO.

[0135] B HekoTopbIX BapuaHTax ocyluecTBieHUsi BAA, mnpencrtaBieHHble B HACTOSIIEM
TOKYMEHTE, COAEPIKaT:
a) amtureno IgG (ABI1), kotopoe crneumduuecku CBSI3BIBAETCS C TEPBOH MHIIEHBIO,
npuueM AB1 conepxurt:
a. nse Tsokenble nenu (AB1 HC) u nse nerkue nernu (AB1 LC); u
b. mnepsslii Mackupyrouuii pparment (MM1), cBsI3aHHBIN C IEPBBIM PACIIEILIIEMbIM
¢parmenrom (CM1) ¢ oOpasoBanuem koHCTpykiuu MMI1-CMI1, mpu sTom
KapOOKCHIIbHBIA ~ KOHeL  KOHCTpykuumun MMI1-CM1  cBsizaH ¢ KaXJIbIM
aMUHOKOHLIOM Kaxk110i1 Jierkoit uernu AB1, mpuuem
1. MMI1 unrubupyer cps3piBanue AB1 ¢ ero mumeHsto; u
2. CMI npencrasnsieT cOOOH MOIUIIENTH, KOTOPBIH
(bYHKLIMOHHUPYET B KauecTBe cyOCTpaTa Juisi MePBOI MPOTeassl,
b) nBa scFv (AB2), KakIplif U3 KOTOPBIX CHEHU(PUUECKN CBA3BIBAETCS CO BTOPOH MHIIEHBIO,
npuueM kaxaoe AB2 conepxur:
a. BapuadeNbHYI OONACTh TSDKENIOW IIeNH, CBA3aHHYKO C BapHaOeNbHOW OOJACThIO
JIETKOM Lemu, mpu S5TOM KapOOKCHIIBHBIA KOHel| Kaxknoro AB2 cBsizaH ¢
AMHHOKOHIIOM Ka)KIOW U3 TspKeNbIX eneit AB1; u
b. BTOpoii  Mmackupyromui  pparment (MM2), cBs3aHHBII CO  BTOPBIM
pacmersieMsiM ¢pparmenToM (CM2) ¢ oOpasoBanneM koHCTpyKiun MM2-CM2,
npudeM  KapOOKCHIbHBI  KOHenw  KoHCTpykumun MM2-CM2  cBsizan ¢

aMUHOKOHLIOM Kaxknoro AB2, mpu sTom
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1. MM2 unrubupyer ces3piBanne AB2 ¢ ero mumnensto; u
2. CM2 npencrasnser cOOOH NOIUIIENTH, KOTOPBIH
(bYHKLMOHHUPYET B KauecTBe CyOCTpaTa 1uisi BTOPOM MPOTEa3kl,

u npuueM AB1 conepxxur Fc-o6macts, cogeprkalyro aMMHOKHUCIIOTHYIO 3aMEHY I10
MEHbIIIEeH Mepe B OJTHOM M3 aMUHOKHUCJIOTHBIX nostoxkenuit 1.234, L.235, N297 u P331
(aymepauus B cootBercTBUH ¢ uHAekcoM EU cornmacHo Kabary) Takum o6pa3om, 4to
BAA umeer nonrwkeHnHyto 3¢ dexropHyro GyHkuno. B HEKOTOPBIX BapHaHTax
ocyuiecTBiIeHHst 001acTb FC cComep:KUT aMUHOKHCIIOTHBIE 3aMEHBI [0 MEHbIEH Mepe B
AMHHOKHUCJIOTHBIX NoJiokeHusix 1234, 1235, N297 u P331 (Hymepanusi B COOTBETCTBUH
¢ nuagekcoM EU cornacHo Kabary) Takum odpasom, uto BAA mMeeT NOHWKEHHYIO

3¢ dekTopHy0 QYHKIHIO.

[0136] B HekoTopbIXx BapuaHTax ocyluecTBieHuss BAA, mnpencraBieHHble B HACTOSIIEM
TIOKYMEHTE, COIepIKaT:
(1) 6ucneruduueckoe akruupyemoe antureno (BAA), coneprxarnee:

(a) aatureno IgG (AB1), xotopoe creuupuvyeckn CBS3BIBACTCS C TEPBOH
mumeHeto, npudeM AB1 comepxkur nee Tsokensie nenu (AB1 HC) u nse
nerkue neru (AB1 LC); u npu 3tom AB1 cBsi3aH ¢ mepBbIM MacCKHUPYIOIIUM
¢parmerrom (MM1), CBI3aHHBIM C IEPBBIM pacLIEIUIIEMbIM (parMEHTOM
(CM1) c obpazoBannem koHCTpykuuu MMI1-CM1, npudem kapOOKCUIIBbHBIN
KoHel] KOoHCTpykunu MMI1-CM1 cBsizaH ¢ KaXIbIM aMHHOKOHIIOM Ka)KIOM
nerkoi uenu AB1, npu stom

MM unrubupyer ceszpiBanue AB1 ¢ ero MUIIIEHBIO; U
CM1 npencraisier coOOi MOJUIENTHA, KOTOPbIA PYHKIHOHUPYET B
Ka4yecTBe cyOcTpara JUIsl MepBOH MPOTEa3bl,

(b) mBa scFv (kaxapiii AB2), ka)xablii U3 KOTOPBIX CHEIU(PUIECKH CBSI3bIBAETCS
CO BTOpPOH MHUINEHBIO, MpHYeM Kaxaeli AB2 conepxut BapuabenabHYIO
00JacTh TSKENON LeNH, CBA3aHHYI0 ¢ BapruadenbHOM 0ONacThIO JIETKOW LIETIH,
IPU 3TOM KapOOKCHIJIbHBIH KOHEL Kaxnaoro AB2 cBsi3aH ¢ aMHHOKOHIIOM
Kakaoh u3 Tshkenbix neneil AB1; u npudem kaxapiii AB2 cBs3aH co BTOPbIM
MackupyromuMm pparmearom (MM2), CBSI3aHHBIM CO BTOPBIM PaCIICTUISIEMbIM
¢parmentom (CM2), ¢ obpasoBanueM KoHCTpykumu MM2-CM2, npu 3TOM
KapOOKCHJIbHBIH KOHEI| KaXAaoW KOHCTpykuuun MM2-CM2 cBs3aH ¢
aMHUHOKOHIIOM Kaxkaoro AB2, mpuuem

MM2 unrubupyer cpsspiBanue AB2 ¢ ero MuIeHst0; U
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CM2 npencrasisier cOOOM MOJUIENTHA, KOTOPbIA PYHKITHOHUPYET B
Ka4yecTBe cyOcTpara AJsi BTOPOH MpoTeassl,
u npuueM AB1 conepxxur Fc-o6macth, cogeprkalyro aMMHOKHCIIOTHYIO 3aMEHY I10
MEHbBLIEH Mepe B OJTHOM U3 aMUHOKHUCJIOTHBIX nojoxenun 1234, L.235, N297 u P331
(mymepanus B cootBercTBuH ¢ nHAekcoM EU cornmacHo Kabaty) Takum oOpa3zom, 4To
BAA umeer noHmwkeHHy0 3¢ dexropHyro GyHKIuIo.
[0137] Kak yka3aHo Bbilie, BAA mo usobperenuro comep:xkar asa scFv (AB2), xaxuabiii u3
KOTOPBIX creunu(puvecku CBsi3biBaeTcsi co BTopod mumensto. VL u VH scFv moryr ObiTh
pacnojiokeHsl B rodom nopsiake, VL-VH wnmu VH-VL.
[0138] B  HekoTopeIx BapwaHTax ocyuiectBieHus Fc-obmacte ABl  comepxut
AMHUHOKMCIJIOTHBIE 3aM€HbI [0 MEHbIIEH Mepe B aMUHOKUCIOTHBIX nonoxkeHusx 1234, L235 u
P331 (mymepauus B coorBerctBum ¢ nuHnekcom EU cornacuo Kabaty) takum oOpasom, uto BAA
UMeeT TOHIKEHHYI 3¢ ¢ekTopHyro ¢GyHKUMIO. B HEKOTOpbIX BapHaHTaX OCYILIECTBICHHS
nepBasi MULIEHb BBIOMPAETCS M3 TPYIIIBI, COCTOSIIEH U3 MUIIECHEH, MPEACTABICHHBIX B TaOIUIe
9, a BTOpasi MHIIEHb BBIOMPAETCS W3 TPYIIIbL, COCTOSALIEH M3 MHIIEHEH, NMPEACTABICHHBIX B
tabmuue 9.
[0139] B HekoTopbIx BapuaHTax ocyuectBieHuss AB1 cBsA3bIBaeT 1e€BON aHTUTEH,
HarpuMep OINyXOJIeBbIl aHTUTeH, U AB2 cBs3bIBaeT MUIIEHb IMMYHHOTO 3¢ eKxTopa.
[0140] B HekoTopbIx BapuaHTax ocyuiecTBieHusi AB2 cBsA3bIBa€T 1€I€BOM aHTUTIEH,
HarpuMep OINyxoJieBbll aHTureH, 1 AB1 cBsi3bIBaeT MUIIEHb IMMYHHOTO 3(deKTopa.
[0141] B nexortopsix BapuanTtax ocymectBieHus AB1 csssbiBaer EGFR u AB2 cBs3biBaer
CD3.
[0142] B nexotopsix BapuaHTax ocymectsieHust MM1 conepxxut SEQ ID NO: 78.
[0143] B HekoTOphIX BapWaHTax oOcCywmecTBieHus MM2 conmepKuUT aMHHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 12.
[0144] B HekOTOpBIX BapuUaHTAaX OCYLIECTBJIEHUs Oucnenudpuieckoe AA mpeacrapiser codoou
CI106, xak npencrasieno B Tadmuie 11 B mpumepe 1.
[0145] B HekoTophIXx BapuaHTax ocymecTteieHuss BAA mnpencrasmser coboit CI107, kak
npencrasieHo B Tabmue 11 B mpumepe 1.
[0146] B HexoTophIx BapuaHTax ocymecTeieHuss BAA mnpencrasmser coboit CIO11, xak
npencrasieHo B Tabmune 11 B mpumepe 1.
[0147] B HexoTOphIX BapuaHTax ocymecTtBieHuss BAA mpencrasmser coboit CI020, kak
npencrasieHo B Tabmue 11 B mpumepe 1.
[0148] B nexoTtopsIx BapuaHTax ocymecTtieHuss BAA mnpencrasmser coboit CI040, kak

npencrasieHo B Tabmuie 11 B mpumepe 1.
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[0149] B HexoTOphIX BapuaHTax ocymectsieHuss BAA mpencrasmser coboit CI079, kak
npencrasieHo B Tabmune 11 B mpumepe 1.

[0150] B nexoTtopeix BapuaHTax ocymecTtieHuss BAA mnpencrasmser coboit CI090, kak
npencrasieHo B Tabmuie 11 B mpumepe 1.

[0151] B mpumepHom BapuaHTe ocyiiecTBieHuss ABl comepkuT aMHUHOKHUCIOTHYIO
nocnenosarenbHocTh C225v5Femt3 HC umu C225v5Femt4 HC.

[0152] B HekoTOpBIX BapHaHTAaX OCYIIECTBJICHHS IepBas U BTOpas MPOTEa3bl MPEACTABJISIOT
co0Ol OHY M Ty e MpoTeasy. B HEKOTOpPhIX BapUaHTAX OCYIIECTBJICHHs MEpBasi U BTOpas
npoTeas3bl MPEACTABISIFOT COOOH pasHble MpoTeasbl. B HEKOTOPHIX BapUaHTaX OCYIIECTBIICHUS
CMI1 u CM2 copep:kaT OAMHAKOBYK0 aMHHOKHCIOTHYIO IOCJIENOBAaTENbHOCTb. B HEKOTOpBIX
Bapuantax ocymectsienuss CM1 u CM2 cogepxkar pasHble aMHHOKUCIIOTHBIE
nocnefoBareabHOCTU. B HekoTophix BapuanTtax ocyiuectsieHuss CM1 u CM2 copepxar
pasHble aMHHOKHCIOTHBIE IOCIEI0BATENbHOCTH, KOTOpPbIE PACLIEIUIAIOTCS OJHOW U TOH ke
nporeaszoil wiM mnporeazamMu. B HekoTopbix BapuaHTax ocyuiectBieHus CM1 u CM2
paciieruisiroTest Oosiee ueM OJHOH mpoTeazoil. B HekoTopbIx BapuaHTax ocymectsierns CMI
w/mn CM2 paciieruistoTesi CEpuHOBOM MpoTea3oi. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS
CM1 w/mmun CM2 pacimiersiioTcess MaTpukcHOR mertautonporenHasoii (MMP). B HekoTopbIX
BapuaHTax ocymectsienus CM1 w/unn CM2 pacieruisitoTesi CepuHOBOH npoTeasoit 1 MMP.
[0153] Ilpumepnsie BAA mo pacKpbITHIO BKJIIOYAIOT, HaIpUMeEp, MOKa3aHHbIE B NPUMEPAX,
IIPEJCTABJICHHBIX B JAHHOM JOKYMEHTE, U UX BApUAHTBHI.

[0154] B HEKOTOpPHIX HEOrPAHUYMBAIOIIMX BAapUAHTAX OCYIIECTBJIEHUS IO MEHbLIEH Mepe
onuH 13 AB B BAA sBisercsa cnenuduuneiM uis CD3, n nmo menbiueli Mepe oauH apyroit AB
SIBJIIETCSI TAPTHEPOM IO CBSI3BIBAHUIO TS JIFOOOM MUIIIEHH, YKa3aHHOW B Tabnue 9.

[0155] B npumepnom Bapuante ocymiectBieHusi AB2 BAA sBisercss cnenupUUHbIM ISt
CD3, a ABI siBnsieTcst mapTHEPOM TIO CBSI3BIBAHHIO IS JIFOOOHM MHIIEHH, YKa3aHHOW B TaOJHIe

9.

Tabmuua 9. IlpumepHbie MUIIEHH

1-92-LFA-3 CD52 DL44 HVEM LAG-3 STEAP1
Anbda-4 CD56 DLK1 I'manyponuna LIF-R STEAP2
UHTErpUH 3a

Anpda-V CDo4 DLL4 ICOS Anturen LeX TAG-72
UHTETpUH
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Anbpa-4- CD70 DPP-4 IFN-anbda LIGHT TAPAI
Oera-1
UHTETPUH
Anbpa-4- CD71 DSGI1 IFN-Gera LRP4 TGF-6era
Gera-7
UHTErpPUH
AGR2 CD74 EGFR IFN-ramma LRRC26 TIGIT
Awnturen LeY EGFRuviii IgE MCSP TIM-3
PenenTop ApJ CDS80 Peuenrtop Peuenrop IgE  MesoTtenun TLR2
sHpotenuHa  (FceRlI)
B (ETBR)
APRIL CDs81 ENPP3 IGF MRP4 TLR4
B7-H4 CD86 EpCAM IGF1R MUCI1 TLR6
BAFF CDO5 EPHA2 IL1B Myuus-16 TLR7
(MUCI16,
CA-125)
BTLA CD117 EPHB2 ILIR Na/K AT®aza TLR8
Kommnement CDI125 ERBB3 L2 Hefitpopunen TLRO
Cs asl pyacrasa
C-242 CD132 benox F IL11 NGF TMEM31
(IL-2RQG) RSV
CA9 CD133 FAP IL12 Hukactpun TNF-anbeda
CA19-9 CD137 FGF-2 IL12p40 PeuenTopsl TNFR
(AHTUTEH Notch
Lea)
Kapbonosas  CD138 FGF8 IL-12R, Notch 1 TNFRS12
aHruzapasa 9 IL-12R-6era- A
1
CD2 CD166 FGFR1 IL13 Notch 2 TRAIL-R1
CD3 CDI172A FGFR2 IL13R Notch 3 TRAIL-R2
CD6 CD248 FGFR3 IL15 Notch 4 Tpauchepp

HUH
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CD9 CDH6 FGFR4 IL17 NOV PeuenTop
TpaHchepp
uHa
CDlla CEACAMS Peuenop IL18 OSM-R TRK-A
(CEA) donara
CD19 CEACAMG6 GAL3ST1 IL21 0X-40 TRK-B
(NCA-90)
CD20 CLAUDIN-3  G-CSF IL.23 PAR2 uPAR
CD22 CLAUDIN-4  G-CSFR IL23R PDGF-AA VAP1
CD24 cMet GD2 IL27/TL27R PDGF-BB VCAM-1
(wsx1)
CD25 Komnarexn GITR 1L.29 PDGFR- VEGF
anbha
CD27 Cripto GLUT1 IL-31R PDGFR-6eta VEGF-A
CD28 CSFR GLUT4 IL31/IL31R PD-1 VEGF-B
CD30 CSFR-1 GM-CSF IL2R PD-L1 VEGF-C
CD33 CTLA-4 GM-CSFR L4 PD-L2 VEGF-D
CD38 CTGF GP IL4R ®ocparugmn- VEGFRI
IIb/penenrop CepuH
bl [Ila
CD40 CXCL10 Gp130 IL6, IL6R P1GF VEGFR2
CD40L CXCL13 GPIIB/IITA  Peuentop PSCA VEGFR3
UHCYJIMHA
CD41 CXCR1 GPNMB Jluranast PSMA VISTA
JAG
CD44 CXCR2 GRP78 JAGI RAAGI2 WISP-1
CD44v6 HER2/neu JAG2 RAGE WISP-2
CD47 CXCR4 HGF SLC44A4 WISP-3
CDs1 CYRo61 hGH Cowunrosus 1
docdar
[0156] B HekoTOphIX BapHaHTaX OCYIIECTBJICHUS HEMacCKUpPOBaHHOE Oucnenuduueckoe

antureno k EGFR-CD3 nemonctpupyer EGFR-3aBHCHMOE yHUUTOKEHHE OMyXOJIEBbIX KIETOK,
B 1o Bpems kak BAA k EGFR-CD3 c¢ naBolHONH MacKUpPOBKOW CHHIKAET LEJIEBYIO

UTOTOKCUYHOCTD Oosiee ueM B 100 000 pa3. B H3BECTHBIX MOAEISAX OMYyXOJEH, Il OKUIAETCS
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aKTUBHOCTb PE3UACHTHBIX IMpOTea3, I[OKa3aHo, 4YTo BAA mNOTeHUIMaIbHO WHAYLUPYIOT
perpeccuro ONyxoJyu. Y MpUMaToB, HE SIBJISIFOIIUXCS JIFOJIbMU, MAaKCUMAaJIbHasl IEpeHOCUMAst 103a
(MTD) BAA x EGFR-CD3 6Gonee wem B 60 pa3 mpesbimaer MTD HemMacKupoBaHHOTO
Oucnenuduueckoro anturena, a nepeHocumoe Bosneiicteue (AUC) Oonee uem B 10 000 pa3
Bbie. HecMoTps Ha 60-kpaTtHyro pasHuuy B go3ax npu MTD, kpaTkoBpeMeHHOE MOBBILIEHHE
ceiBopotouHoro uutokuna u ACT/AJIT, HaOmonaemMoe y MPUMAaTOB, HE SIBJISIFOLIUXCS JIFOJAbMHU,
nojy4yaBiinx BAA, Bce emme Hike, 4YeM HHAyLHUPOBAHHbIE OMCHELN(UUECKHMMH aHTHTEIAMH.
Jlokanusysi akTHBHOCTh B MHUKPOOKPYKEHUH OMyxoJidi, BAA MOTryT paclIUpUTh KJIMHHYECKUE
BO3MOJKHOCTH OHCTeLU(pUUECKON Tepanuu ¢ ydacTueM T-KJIEeTOK, KOTopasi OrpaHuYeHa
TOKCHUYHOCTBIO B OTHOLIEHHH MUILIEHH, OCOOCHHO MPU COJMIHBIX onyxojsix. bonee Toro, BAA k
EGFR-CD3 obnamaer mnoreHumaiom miusi JjedeHuss EGFR-skcnpeccupyromux —Omyxodew,

KOTOPBIE TJIOX0 pearupyroT Ha cymecTByromue EGFR -nanpasnennbie Tepamnmm.

7. Pacmeruisiemble ¢pparments! (CM)

[0157] Kakx wonocnemmduunsie AA, Tak u BAA 1o Hacrosimemy HW300peTeHHI0 B
3aMacCKMpPOBAHHOM U HEAKTHBUPOBAHHOM COCTOSIHUU COJZIEpIKaT Mo MeHblieil Mepe oquH CM.
[0158] B HekoTOpBIX BapuUaHTaX OCYIIECTBIIEHUs pacmieruisieMbiii pparment (CM) AA wmu
BAA BxIrO4aeT aMHHOKHCIOTHYIO MOCJIEOBATENbHOCTb, KOTOPasi MOXKET CIYXKUTb B KaueCTBE
cyOcTpaTta mo MeHbLIeH Mepe aJisi OJHOUW MpoTeasbl, OOBIYHO BHEKJIETOYHOW MpoTeasbl. B
cinyyae BAA, CM mosxeTr ObITh BBIOpAaH Ha OCHOBE IPOTEA3bl, KOTOPasl PACIHOJIOKEHA B TOH XKe
TKaHH, YTO U KeJaeMasl MUIIeHb 10 MeHbIuell Mepe ogqHoro AB u3 BAA mwnmn AA. CM moxer
CITy’KMTh B KauecTBe CyOCTpaTa AJIsl MHOXKECTBA MPOTeas, HalpuMep, cyOcTpaTa sl CEpHHOBON
IpoTeasbl U BTOPOM OTIAMYHON mpoTeasbl, Hanpumep, MMP. B HeKOTOphIX BapuaHTax
ocymectsiieHus: CM MOKeT CJIy)KHTb B KadecTBe cyOcTpara 1uist Oojiee 4YeM OIHOU CEPUHOBOM
npoTeasbl, Harpumep, matpuntassl 1 UPA. B HekoTopbIx BapuaHTax ocyuectsiaeHus CM mosxer
CIy>kHUTh cyOcTpaTrom miist bosiee uem ogHoi MMP, manpumep, MMP9 u MMP14.

[0159] MH3BecTHO MHOXECTBO pa3JUYHBIX YCJIOBUN, B KOTOPBIX HHTEPECYIOLIash MHUIIEHb
JIOKAJIM3YeTCsl COBMECTHO € MPOTEa3ol, rae cyOcTpaT mpoTeassl U3BECTEH B JaHHOW obnactu. B
NpUMepe paka TKaHbIO-MHUIIEHBIO MOXET OBbITb PakoBas TKaHb, B YACTHOCTH, PAKOBash TKAaHb
COJUIHOM omyxoyn. B mureparype uMeroTcst COOOIIEHHsT O MOBBILIEHHBIX YPOBHSX MPOTEa3 MpH
psine pakoBbIX 3a00JIEBAHUH, HAMpPUMeEp, NPH OMyXOJSAX JKUAKOW TKAaHU WM COJIUAHBIX
onyxojsix. Cwm., mampumep, La Rocca et al. (2004) British J. of Cancer 90 (7): 1414-1421.
HeorpannumBaromue npuMepsl 3a00JieBaHUS BKIIIOYAIOT: BCE THIBI PAKOBBIX 3a00JieBaHUIN
(TakMx Kak, HO He OTPaHUYMBASICh UMH, PaK MOJIOUYHOM >KeJe3bl, JIETKUX, KOJOPEKTAJIbHBIN pak,

pak »Kenyaka, ruo0JacToMa, pak sIMYHUKOB, pak SHAOMETPUS, pak MOYEK, CapKoMa, PaK KOXH,
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pak IIeHKM MaTK{, pakK [e4YeHH, paKk MOYEBOrO Iy3bIps, XOJAHTMOKAPLIMHOMA, pak
NPEACTATENIbHON JKeNle3bl, MEJIAHOMA, paK TOJIOBBI U LIeW (HampuMmep, TUIOCKOKIJIETOYHBIN pak
TOJIOBBI U LIEH, PaK MOKETYIOYHOM Kene3bl U T. 1.), peBMaTOUIHBIN apTpuT, 6one3Hs KpoHa,
CKB, cepne4HO-COCyAUCTbIE MOBPEXACHUsA, HUlleMHs U T. A. Hanpumep, mokasaHusi MOTyT
BKJIIOYATh JIEHKO3bI, BKIIouast T-kymerku ocTpeiii sgumpodnactabiii  jaetiko3 (T-OJLI),
auMboOnacTHele 3a00J€BaHUs, BKIIOYAash MHOXKECTBEHHYI) MHEJIOMY, U COJIUAHBIE OIYXOJIH,
BKJIFOYAsh pPaK JIETKOro, KOJIOPEKTaJbHbIM pak, pak IpPEeACTaTeNbHON JKeNe3bl, pak
MOAKENyJOYHOM Kesle3bl U MOJIOUHOH Keje3y, BKJIoUYas TPOWHON HEraTHUBHBIN pak MOJIOYHOU
xene3bl. Hampumep, mokazaHusi BKIIIOYAOT 3a00JieBaHUE KOCTEH MM METacTa3MpPOBAHUE TPHU
pake, HE3aBUCHMO OT NEPBUYHOIO MPOUCXOKIAEHUs OIMYXOJH, paK MOJIOUHOM >KeJe3bl, B TOM
YHciie B KauecTBe HeorpaHuumsaromero npumepa, ER/PR+ pak monounoi skenessl, Her2+ pax
MOJIOYHOM >KeJe3bl, TPOMHONW HEraTHBHBIM paKk MOJIOYHOM KeJe3bl, KOJOPEKTAIbHBIN pak; pak
SH/IOMETPUS, PaK JKEIYJKa; TIHOOJACTOMY, PaK TOJOBbI M IIEH, TAKOH KaK IUIOCKOKJIETOYHBIN
pax roJIOBBI U IIEH; paK MUIIEBOJA, PaK JIETKUX, TAKOH Kak, B KaueCTBE HEOTrPaHUYHBAIOLIETO
npuMepa, HEMEJKOKJIETOYHbIN pak JIErKUX; MHOJKECTBEHHAas MHENOMa, PaK SIMUHUKOB, pPakK
MOJIKENTYIOYHON JKeNe3bl, paK IMpeNCTaTeNIbHON JKelle3bl, CApKOMY, TaKyl Kak OCTeOCapKoMa;
paK MOYKH, TaKOW Kak, B Ka4eCTBe HEOIPaHUYMBAIOLIEr0 IpHUMepa, MOYEUHOKJIETOYHBIN pak;
W/WIIN paK KOXH, TAKOHM KaK, B KA4eCTBE HEOIPAHMUUBAIOIIETO MPUMEPA, MIIOCKOKJIETOYHBIH pak,
0a3anbHO-KJIETOUHBIH paKk MM MeNaHoOMa. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHS pak
NpEeACTaBJsieT COOOH IUIOCKOKJIETOYHBIM pak. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHUS pak
HpencTaBisieT cOO0M IUIOCKOKIETOYHBIH paK KOKU. B HEKOTOpPBIX BapuaHTaX OCYINECTBIICHUS
pak mpeacTaBisieT COOOH IUIOCKOKJIETOYHBbIH pak MHUINEeBOAa. B HEKOTOpPBIX BapuaHTax
OCYLIECTBIIEHHsI PaK MPEACTABJsIET COOOH MIOCKOKJIETOYHBIN pak rOJIOBbI U IIeU. B HEKOTOPBIX
BapHUAHTAX OCYLIECTBJICHUS PAK MPEICTABISIET COOOH MIOCKOKIETOYHBIN paK JIETKOTO.

[0160] CM cnenuduuecku pacierisiercs: GepMEeHTOM co ckopocThio nmpuMepHo 0,001-1500 x
10* M'¢™ mn mo mensmeit mepe 0,001, 0,005, 0,01, 0,05, 0,1, 0,5, 1, 2,5, 5, 7,5, 10, 15, 20, 25,
50, 75, 100, 125, 150, 200, 250, 500, 750, 1000, 1250 mwm 1500 x 10* M'¢™.

[0161] [ns cnenmduueckoro paciieryieHuss (GepMEHTOM YCTaHABJIMUBAETCS KOHTAKT MEXIY
¢depmentom u CM, Korma AA unmn BAA conep:kar mo MeHbineil Mepe nepsblii AB, cBs3aHHBIN
¢ MM u CM Hampumep, AA copepxur AB, cssannbelii ¢ MM nocpenctsom CM, B
NPUCYTCTBUH MHIIEHHU M JAOCTATOYHOW akTUBHOCTH (epmeHTa, CM MOXET OBITH paclIerieH.
JlocTatouHasi akTUBHOCTh (pepMEHTa MOXKET OTHOCHUTBCS K CIIOCOOHOCTH (hepMEHTa BCTYIaTh B
koHTakT ¢ CM wu BiusATH Ha pacuierieHne. JIerko NpeArnoyoKuTh, YTO (PEPMEHT MOKET
HaxonuTbes BOMM3n CM, HO He CrOCOOEH PaCIeIUIATLCS U3-3a APYIHX KIETOYHBIX (PAaKTOPOB

i OenkoBoi Monudukauuu pepMenTa.
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[0162] TIlpumepnpie CM naHHOTO pAacCKpBITUSI TNpPEACTAaBIeHBI B Tabmuie 4 Beime. B
HEKOTOPBIX BapuaHTax ocyuiectBiaeHuss CM umeer anmunHy no 15 amuHOKHCHIOT, MmMHY A0 20
AMHUHOKHUCIIOT, JUIMHY A0 25 aMUHOKMUCIOT, [iauHy 10 30 aMHMHOKUCIOT, IMHY A0 35
AMUHOKHCJIOT, AauHy 10 40 aMHUHOKHUCIOT, UIMHY A0 45 aMHHOKHUCIOT, ainuHy 10 S50
AMUHOKHCIIOT, JUIMHY A0 60 aMUHOKUCIIOT, JJIMHON B auana3zoHe 10—60 aMUHOKUCIIOT, AJIMHY B
auanasone 15—60 aMMHOKUCIOT, AIuHY B AuanazoHe 20—60 aMUHOKHCIOT, JUIMHY B AMANa30HE
25-60 aMHHOKUCIIOT, AMUHY B auanazoHe 30—60 aMUHOKHUCIIOT, JJIMHY B AuanasoHe 35-60
aMUHOKHCIIOT, JUIMHy B aAuanaszoHe 40-50 aMuHOKHCIOT, AauMHy B auanasoHe 45-60
AMUHOKUCIIOT, JJuHy B pauana3zoHe 10—40 amuHOKUCIOT, JnuHa B Jauana3oH 15-40
aMUHOKHCIIOT, JUIMHYy B auanazoHe 20-40 aMHMHOKHCIOT, AJuMHYy B auanasoHe 25-40
aMHUHOKHCIIOT, JuMHy B auanasoHe 30-40 aMHHOKHCIOT, AJuMHy B auanasoHe 35-40
aMHUHOKHCIIOT, JUMHy B aAuanasoHe 10-30 aMMHOKHCIOT, AauHy B auanasone 15-30
aMHUHOKHCIIOT, JUMHy B auanasoHe 20-30 aMMHOKHCIOT, AauHy B auanasone 25-30
AMHUHOKHUCIIOT, IJauHy B auanazoHe 10-20 aMUHOKMCIOT WM JJuMHa B auana3zoHe 10-15

AMUHOKHUCJIOT.

8. Mackupyromue pparmentel (MM)

[0163] Kak B aktuBupyembix MoHocnenupuuabsix AA xk CD3 u EGFR, tak m B BAA,
onucaHHbIX Bbime, AA/BAA comepxar MM. B cooTrBercTBUM € ONHUCAaHWEM B JAHHOM
nokymeHT, AA u BAA no nzo0pereHuto coaep:kar nNpoJOMeH, KOTOpbIH coaepxut MM.

[0164] B HexoTOphIX BapuaHTax ocymiectieHuss MM BbIOpaH Uil HMCHOJB30BaHMS CO
crieu(pUIECKUM aHTUTEJIOM WIH (ParMeHTOM aHTHTENA.

[0165] B ompeneneHHbIXx BapuaHTax ocyuiecTBieHuss MM He sABJIAETCS €CTeCTBEHHBIM
napTHepoM 1o cBsi3biBaHNI0 AB. B HekoTophIx BapuanTtax ocyuiectBieHus MM He comep:kut
WIN MPAKTUYECKH HE UMEET TOMOJIOTUHU C JIFOOBIM MapTHEPOM IO €CTECTBEHHOMY CBSI3bIBAHHIO
AB. B gpyrux BapuaHTax ocymecTtBieHuss MM  aHaJIOrM4Hbl JIFOOOMY TNPUPOTHOMY
cBsi3bIBarOIeMy mapTHepy AB He Oonee yem Ha 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75% wmu 80%. B HEKOTOPBHIX BapHaHTAaX OCYLIECTBIICHUS
MM wupeHTHYHbI TI000MY NMPUPOTHOMY CBsI3bIBarOIeMy napTHepy AB He Gonee uem Ha 5%,
10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75% unu 80%. B
HEKOTOPBbIX BapHaHTax ocymectsieHus MM He Oonee yem Ha 50% wuneHTHUHBI JEOOOMY
INPUPOIHOMY CBsi3bIBaroieMy naptepy AB. B HexkoTopeix BapuaHTax ocyuectsieHuss MM He
Oonee uem Ha 25% wunmeHTHYHBI JIOOOMY NPUPOAHOMY CBs3bIBarOlleMy mnapTHepy AB. B

HEKOTOPBbIX BapHaHTax ocyuiecTBieHuss MM He Oonee yem Ha 20% wuAEHTHUYHBI JEOOOMY
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IIPUPOJIHOMY CBsi3bIBaroieMy naptepy AB. B HekoTopeix BapuaHTax ocyuiectsieHuss MM He
6onee uem Ha 10% uAEHTHYHBI JTIOOOMY IPUPOJHOMY CBSI3bIBAIOIIEMY NapTHEPY AB.

[0166] TIlpumepnpie MM mno HacTosAlleMy H300PETEHHIO MOIYT HMETh JIUHY 10 15
AMHMHOKUCJIOT, JUIMHY A0 20 aMUHOKMUCIOT, JIMHY A0 25 aMHUHOKHUCIOT, miuHy 10 30
AMUHOKHUCJIOT, JUIMHY 10 35 aMHHOKHMCIOT, AJuHy A0 40 aMMHOKHUCIOT, AJIUHY A0 45
AMUHOKHCJIOT, AJUHY A0 50 aMMHOKHUCIOT, JUIMHY 10 60 aMHHOKHCIOT, AJUHOW B JUana3OHe
10-60 aMMHOKHCIIOT, AJIUHY B Juamna3zoHe 15—60 aMUHOKMUCIOT, ANMUHY B auamnasoHe 20-60
aMUHOKHCIIOT, JUIMHY B AuanasoHe 25-60 aMHHOKHUCIIOT, AJuHy B auanasoHe 30-60
AMUHOKHCIIOT, JUIMHY B AuanasoHe 35-60 aMHHOKHCIOT, AJuHy B auanasoHe 40-50
AMUHOKHCIIOT, JUIMHY B AuanasoHe 45-60 aMHHOKHCIOT, AauHy B auanasone 1040
aMHUHOKHCIIOT, JJMHAa B pauanazoH 1540 amMuHOKMCIOT, aAJuHy B aumanasoHe 20-40
aMHUHOKHCIIOT, JUIMHYy B aAuanasoHe 25-40 aMHMHOKHCIOT, AauHy B auanasone 3040
aMHUHOKHCIIOT, JUIMHYy B aAuanasoHe 35-40 aMHMHOKHCIOT, AauHy B auanasone 10-30
AMHUHOKHCIJIOT, JUIMHYy B aAuanasoHe 15-30 aMMHOKHCIOT, anuHy B auanasone 20-30
aMHUHOKHCIIOT, JUIMHYy B AuanasoHe 25-30 aMHMHOKHCIOT, AauHy B auanasone 10-20
AMHMHOKHUCJIOT WM AJKMHA B nuanaszoHe 10—-15 amunokucnor, wiu anuny 10, 11, 12, 13, 14, 15,
16, 17, 18, 19 unu 20 aMMHOKUCJIOT.

[0167] Kak mpemycMoTpeHO B HacrosimeM nokymeHte, MM unrubOupyer cssizpiBanne AB ¢
MuIneHbr0. MM CBsi3bIBa€T aHTHIeHCBsI3bIBaOLINH foMeH AB n nHrundupyer cesassianue AB ¢
muineHpr0. MM MoXeT crepudeckd MHruOupoBarh cBsisbiBaHue AB ¢ mumenso. MM MoskeT
AJUIOCTEPUYECKH HMHIHMOMpPOBaTh cCBsA3biBaHME AB ¢ ero mmmensto. B Takux BapuaHTax
OCYIIECTBJIEHHs, B KOTOpbIX AB Moau¢uimposan win cesisan ¢ MM U B IPUCYTCTBUU MHILIEHU
cBsi3bIBaHHE AB ¢ MHIIEHBIO OTCYTCTBYET. MO CYLIECTBY OTCYTCTBYET MJIM COCTABJISIET He OoJiee
0,001%, 0,01%, 0,1%, 1%., 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%, 15%, 20%, 25%, 30%,
35%, 40% umu 50% cBszbiBaHus AB Cc MuIIEHBIO B CpaBHEHHH CO CBsi3biBaHHEM AB, He
MOJU(UIIMPOBAHHOTO WM HE CBs3aHHOTO ¢ MM, poaurenbckoro AB nimn AB, He cBsi3aHHOTO €
MM k mulieHH, B TeYEHUE O MeHbLIeh Mepe 2, 4, 6, 8, 12, 28, 24, 30, 36, 48, 60, 72, 84 unu 96
qacos, unu 5, 10, 15, 30, 45, 60, 90, 120, 150 unmu 180 mueit, unu 1, 2,3, 4,5, 6,7, 8,9, 10, 11
i 12 MecsLeB Wi JOJIbIIe TPH H3MEPEHHH in VivO WJIH B aHAJIU3¢E in Vitro.

[0168] TIlIpu coemmnennn AB ¢ MM wmm npu momupukaumu uM, MM «Mackupyer» WU
YMEHBLIAET WM HWHBIM 00pa3oM HHruOmpyer crenuduueckoe cpsizpiBaHne AB ¢ MHIIEHBIO.
Korna AB cBszan wnm m3MeHeH mocpenactBoM MM, Takoe coeanHeHHe WM MOAU(DUKALIUSA
MOTYT BbI3BaTh CTPYKTYPHOE N3MEHEHHE, KOTOPOE YMEHbIIAET WU MOAABISIET CIocoOHOCTh AB
creun(pUIecKy CBSA3bIBATh CBOIO MUIIEHb.

[0169] Tlpumepubie MM maHHOTO PacKpBITUSA MPENCTAaBIEHB! B TaOnuuax 3, 7 u 8 Bee.
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[0170] B nrobeix 3 AA u BAA, npeacraBieHHbIX B JAHHOM JOKYMEHTE, MacKupoBaHHOe AB

oOnamaer MeHbInell ah(PUHHOCTBIO CBSI3BIBAHUS 110 CPABHEHHIO C HEMAaCKHPOBAaHHBIM AB.

9. JIunkepsbl
[0171] Bo MHOrMX BapHaHTaX OCYINECTBJICHHUS MOXKET OBIThb JKEJaTeJbHOH BCTaBKA B
KOHCTpYKLMH AA/BAA OIHOrO MM HECKOJIBKHUX JIMHKEPOB, HAIIPUMeEp TMOKUX JIMHKEPOB, IS
obecrieueHusi TMHOKOCTH B OJHOM HJIH HECKOJbKHUX coeauHeHusix MM-CM, coenunenne CM-
AB/CM-scFv umu o6a. Hampumep, AB, MM w/unu CM MOryT He conepaTh JOCTATOYHOTO
KoJmuecTBa ocratkoB (Hampumep, Gly, Ser, Asp, Asn, ocodenHo Gly u Ser) nns obecniedeHust
xenmaeMol ruOkoctn. Takum 00pa3om, CroCOOHOCTb Takux KOHCTpPyKuuii BAA ocraBatbes
WHTAKTHBIMU (HE aKTUBHPOBAHHBIMH) MJIM AKTUBHPOBAHHBIMH, KaK OIMMCAHO B HACTOSIIEM
JOKYMEHTE, MOXXET BBIUIPAaTh OT BBEAEHUS OJHONH WM HECKOJbKUX aMHHOKHUCIOT JUIs
obecrniedeHust TMOKOTO JIMHKEPA.
[0172] Hampumep, B HEKOTOPbIX BapuUaHTaxX OCYIIEeCTBJIEeHUS AA COAepKUT OJHYy U3
crenyromux ¢opmyn (rae mpuBeneHHas Huke (GOpMysa MPEACTaBISIET AMHHOKHCIOTHYIO
MOCJIEI0BATEIbHOCTD B HanpasieHNH oT N-koHla k C-KOHIy Uiy B HanpasieHHH oT C-KOHLA K
N-koH1y):

(MM1)-L1-(CM1)-(AB1)

(MM1)-(CM1)-L2-(AB1)

(MM1)-L1-(CM1)-L2-(AB1)
(MM2)-L1-(CM2)-(AB2)
(MM2)-(CM2)-L2-(AB2)
(MM2)-L1-(CM2)-L2-(AB2)

rie MM, CM u AB cOOTBETCTBYIOT OIpEEeNeHHUI0 Bhile; rae kaxaelid u3 L1 u L2 HezaBucumo
U He00s3aTeNbHO MPUCYTCTBYIOT WIIM OTCYTCTBYIOT, PEACTABJISIIOT COOOH OJTUHAKOBBIE UJTH
pa3Hble THOKHE JTMHKEPBI, KOTOPBIE BKIFOUAIOT 10 MEHbLIEH Mepe 1 THOKYI0 aMUHOKHUCIIOTY
(marmpumep, Gly, Ser).
[0173] B HexoTOpbIX BapuaHTax ocyiuecTsieHust BAA conepxut 2 Tsbkesble Heny, Kakaas u3
KOTOPBIX COIEPKHUT CTPYKTYPHOE pacroiyiokeHue (B HarpasieHnn oT N-koHna k C-xonny) HC
MM2-CM2-AB2-AB1 u nBe nerkue LenH, Kaxaas W3 KOTOPBIX COAEPIKUT CTPYKTYPHOE
pacniofioskenue (B HanpasyieHnu oT N-korna k C-konny) MM1-CM1-AB1 LC.
[0174] B HeKOTOpBIX BapHUaHTaX OCYIIECTBJICHUS CTPYKTypa, BKIIOUAIOINAsl B ceOsl TMHKEPH,
npezacrasieHa Ha ¢ur. 17.
[0175] B Hexotopbix Bapuantax (MM2)-L1-(CM2)-L2-(AB2) cBsa3an ¢ Tspkenoi nensio ABI,

u AB2 npencrasisier coboii scFv.
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[0176] JluHkepbl, MOAXOAALINME AJII WCIOJb30BAHUS B OIMMCAHHBIX B JAHHOM JIOKYMEHTE
KOMITO3UIUSIX, OOBIYHO MPENCTaBJSIFOT COOOW JIMHKEPBI, KOTOpble 00ECIeYHBAIOT T'HOKOCTH
momupunupoBanabix AB wmimm AA  pnst obnerueHuss WHrHOuMpoBaHUs CBsi3biBaHus AB ¢
MUIIeHBIO. Takue JUHKepbl OOBIYHO HA3bIBAIOT T'MOKUMU JuHKepamu. [loaxonsiiue JUHKepHI
MOTYT OBbITh JIETKO BBIOPaHbI U MOTYT HUMETh JIIOOYIO MOAXOISIIYIO IJIUHY, TaKyr0 Kak OT 1
aMMHOKHCIIOTHI (Harpumep, Gly) mo 20 aMHHOKHCIIOT, OT 2 aMHHOKHCIIOT 10 15 aMHHOKHCIIOT,
OT 3 aMHUHOKHUCJIOT 10 12 aMHUHOKHUCIIOT, BKJIKOYasi OT 4 aMHUHOKHUCIIOT A0 10 aMMHOKHCIIOT, OT 5
AMHUHOKHUCIIOT 10 9 aMUHOKHUCJIOT, OT 6 aMUHOKHCIIOT 10 8 aMUHOKUCIIOT WK OT 7 aMUHOKHUCIIOT
10 8 aMUHOKHUCJIOT, U MOTYT cOCTaBiIsATh 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19 nnu 20 aMMHOKHMCIOT B AJMHY. B HEKOTOpPBIX BapMaHTax OCYLIECTBJEHUS MOAXOASIIUNA
JUHKEp MOXET HMeTb MAJIUHYy OT 4 1o 25 aMHMHOKHMCIOT. DB HEkOTOpbIX BapuaHTax
OCYILIECTBJIEHUs] MOAXOIALINI JIMHKEP MOXET UMEeTh JJIHMHY OT 5 10 25 amuHOKucCiaoT. B
HEKOTOPBIX BapUAaHTaX OCYLUECTBJICHUS MOAXOASALINN JIMHKEP MOKET UMETh JUIMHY OT 4 no 20
AMUHOKHCIIOT. B HEKOTOpBhIX BapHaHTaxX OCYIIECTBJEHHUS MOAXOIAIIUA JIMHKEP MOXKET UMETh
IUIMHY OT 5 10 20 aMMHOKHCJIOT.

[0177] Tlpumepsl JTUHKEPHOB BKJIIOYAIOT B cedst rmiuHOBBIE mnojgumepbl (G)n, riIMIuH-
cepuHOBbIe nosmMmepsl (Bkmouass, Hanpumep, (GS)n, (GSGGS)n (SEQ ID NO: 88) u (GGGS)n
(SEQ ID NO: 89), rme n npencrapisier coOO# LeI0e YHUCIO OT €AVHHIBI U 0oJiee), TIULIH-
AJIAHUHOBBIE TIOJIUMEPBI, AJTAHUH-CEPUHOBBIE TIOJUMEPHI U IPyrue r'uOKie JTUHKEePbI, U3BECTHBIE
B JJaHHOW oOyactu. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS N PaBHO OT 0KoJio 1 1o okotio 10,
WJIK OT OKO0JIO 1 110 0KkoJio 9, uiau OoT 0koJio 1 10 0k0j0 8, My OT OKO0JIO 1 10 OKOJIO 7, HUu OT
okoJ10 1 110 0K0JIO 6, M OT OKOJIO 1 1O OT OKOJIO 5, M| OT 0KOJIo 1 10 0OKO0JI0 4, WU OT OKOJIO 1
70 OKOJIO 3, WK OT OKOJIO | 110 0k0J0 2. I'MTMLUMH U MIMLUH-CEPUHOBBIE MOJIUMEPDI SBIISIFOTCS
OTHOCHUTENIbHO HECTPYKTYPHUPOBAHHBIMU U, CJIEOBATENIbHO, MOTYT OBITb B COCTOSIHHU
BBITIOJIHATh (DYHKIMK HEWTPANbHON CBSI3M MEKIY KOMIIOHeHTaMu. JIJIsi TIMIuHA JOCTYITHO
3HAYUTENBHO OoJbIe (PU-TICH MPOCTPAHCTBA, YeM JaKe JUIS aJlaHWHA, U OH 3HAYUTEJILHO MEHee
OTpPaHWYEH, 4Ye€M OCTaTKu C OoJjiee JUIMHHBIMH OOkoBbIMH IHemsiMd (cM. Scheraga, Rev.

Computational Chem. 11173-142 (1992)). IlpumepHbie THHKEPHI PUBEAEHBI B TabmmLe 9-1.

Tabmuua 9-1. IlpumepHsbie muakeps! L1 u L2

SEQ ID NO: AMMHOKHUCJIOTHASI TOCIEI0BATENBHOCTD JIUHKEPA
SEQ ID NO: 88 GSGGS
SEQ ID NO: 89 GGGS

SEQ ID NO: 90 GGSG
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SEQ ID NO: 91 GGSGG

SEQ ID NO: 92 GSGSG

SEQ ID NO: 93 GSGGG

SEQ ID NO: 94 GGGSG

SEQ ID NO: 95 GSSSG

SEQ ID NO: 96 GSSGGSGGSGG

SEQ ID NO: 97 GGGS

SEQ ID NO: 99 GGGGS

SEQ ID NO: 100 GSSGGSGGSGGSG

SEQ ID NO: 101 GSSGGSGGSGGGGGSGGGSGGGS
SEQ ID NO: 102 GSSGGSGGSGGSGGGSGGGSGGS
SEQ ID NO: 103 GSSGT

SEQ ID NO: 104 GGGSSGGS

[0178] CnenuamuctT B JaHHOW OOJACTH TEXHHWKH IMONMET, YTO KOHCTPYKIHSI AA MOXKeT
BKJIFOUATh B CeOsl JIMHKEPBI, KOTOPbIE SBJIIOTCS TMOJHOCTBIO WJIM YaCTUYHO T'MOKHUMH, TaK YTO
JMHKEP MOJKET BKJIOYaTh B ceOs TMOKWI JIMHKEp, a TakKe OJHY HWJIM HECKOJIbKO YacTew,

CHIKAOLINX THOKOCTh CTPYKTYPBI AJIsl 00ECTIEUESHUS JKeNaeMOil CTPYKTYpbl AA.

10. Konbroramms

[0179] B HekoTOpBbIX BapHaHTaX OCYIIECTBJICHHs JI00Oe U3 aHTHTEN uid AB OmNHMCAaHHBIX B
HacrosimeM JokyMeHTe AA u BAA, MoxkeT ObITh KOHBIOTHPOBAHO C areéHTOM. B HEKOTOpPBIX
BapHAHTAX OCYILIECTBJICHUs areHT MPEACTABISET COOON TepaneBTUYECKH areHT. B HeKOTOpPBIX
BApPHUAHTAX OCYIIECTBICHUS IOTMOJHUTEIbHBI areHT MpeACTaBisieT Co0OH OOHApYyKUBAEMbIH
¢parmeHT. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHs IOTIOJHUTENbHBIA areHT MPeCTaBIsieT
co0Ol TMPOTHBOOIYXOJIEBOW areHT. B HekoTOpbIX BapuaHTaxX OCYIIECTBJIEHUS areHT
npencrasisier coboil TOKCHH WK ero gparMeHT. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS
areHT KoHbrorupoBaH ¢ AB mocpencTsom juHKepa. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUS
JUHKEpP TpencTaBiseT coOOM HepacIleIusieMblii  JIMHKEP. B HexoTOpbIX BapHaHTax
OCYILIECTBIICHHsI JOTOJHHUTENbHBIM areHT NPencTaByiseT coOOW MHruouTop MukpoTpyOok. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJIEHUS areHT MpPEeACTaBisieT COOOH areHT, MOBPEKIAIOLIUI

HYKJIEMHOBYK) KHCJIOTY, Takon kak ankunarop HHK wim mnrepkanstop JAHK, nnmu apyron
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areHT, nospexaaromuii JJHK. B HexkoTOpBIX BapuaHTax OCYLUECTBJICHUS JUHKEP MPEACTABIISIET

co0oli paciieruisieMbli JTUHKEp. B HEKOTOpBIX BapHaHTax OCYIIECTBIEHUS areHT MPEICTABISET

coOoli areHT, BbIOPaHHBIN U3 TPYIIIbI, TepedrcieHHol B Tabmume 10.

Tabnuua 10. TunuuHble papmManeBTHUYECKHE areHThI JIsI KOHBIOTALHH

INTOTOKCUYECKHWE AT'EHTBI

AypHCTaTHHBI TypOOCTaTHH
Aypucratus E DeHCTAaTUHBI
Mounomerun aypuctatud D (MMAD) I'unpokcudencraTux

Mounowmerun aypucratud E (MMAE)

CrooHrucratui 5

Hecmermn aypuctatud E (DMAE)

Coonrucrarud 7

Aypucrarus F

Xanuctatul 1

Mounomerun aypuctatiud F (MMAF)

XaJucTaTul 2

Hecmernn aypuctatus F (DMAF)

XajaucTaTul 3

IIponsBonaHbIE aypuCTaTHHA, HATIPUMED,

ux aMuJbl.

MonudunrpoBaHHbIe OPHOCTATUHBI

AypucTtaTiud TUpaMUH

T"anoxkomcTaTun

AypuCTaTUH XUHOJIUH

[MupponaobeH3nMuAa30IbI

JlonacTaTuHbl

ubpocraTrn-6

IIpounssoaHble nonacTaTHHA

Hokcanudopm

Honactatua 16 Dm]

Amnanoru AHTPAIHUKIINHOB

Honacratun 16 Dpv

Meiitancunonasl, Hanpumep DM-1; DM-

4

IIponsBoHbIE MEHTAHCUHOUAOB

Ananor nemanoruaa (CemCH2-SH)

JlyoKkapMHULITH

BapuanTt TokcuHa A CHHErHOMHOM

nanouku (PE38)

IIpousBoaHbIE NyOKapMULIMHA

Bapuant TokcuHa A CHHErHOMHOM

nanouku (ZZ-PE38)

Anba-aMaHUTHH

ZJ-101

AHTpPaLUKIINHBI

OSW-1
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JokcopyOunmx 4-HuTPOOEH3MIOKCUKAPOOHUIIbHBIE
npousBogHble O6-0eH3nIryaHnHa

HayHopyOuuH HUHrnburopsl TOnomsoMepasbl

bpuocratunel I'emuacrepiun

Kamnroreuun Hedanorakcun

IIpousBosHbIE KAMOTOTELUHA I'oMorappuHrTOHUH

7-3aMeIeHHbII KaAMIITOTELUH

[MupponoOeH301Ma3eMMHOBBIEC TUMEPHI

(TIB /1)

10, 11-

TU(PTOPMETHUIICHTUOKCUKAMIITOTEIUH

CDYHKL[I/IOHaJ'II/ISI/IpOBaHHbIe

MUPPOJSIOOEH30 A3 ETIEHBI

KombperacraTuHsl KanuxeamMmumHbl
JeOpoMarIn3usaTOKCUH IMonodunaoTokCHHBI
Kaxananua-F TakcaHbl

Juckoaepmonua

Ankanonel OapBUHKA

DKTEeNHACITUIUHBI

CITOCOBHbLIE K KOHBIOI'AITMHN
OBHAPYXXHMMbIE ®PAIMEHTDI

INPOTUBOBHUPYCHBIE ITPEITAPATDI

DryOpecLieUH U ero MpOU3BOIHBIE

ALUKJIOBUP ®nyopecueun uzoruornuanar (FITC)
Bupa A
PAJIMOPAPMAIIEBTUYECKHUE
Cummerpen ITPETTAPATEI
1251
[IPOTUBOI'PUBKOBBIE ITPEMAPATEI | | '
Hucratun 871
IIIIn
JONOJHUTEJLHBIE 2
[NPOTHUBOOITY XOJEBBIE
IIPEITAPATBI
AnpuamMuLUH Bl
HepyOunun ?mTc
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AnkepaH iXe
Benban Hc
OHKOBUH **Cu
DTOpypauua F
Merotpekcar *Ga
Tuotena BN
buzanTtpen 0
Hosantpon K
Tuoryanun 2Rb
ITpokapbazun PmTc (Texnenmit)
Hurapabun

TAXKEJBIE METAJUIbBI
AHTHUBAKTEPUAJIbHBIE Bapwii
AMMHOTJIMKO3UIBI 30510TO
CrpenToMuniuH IInaruna
Heomunun
Kanamuuus AHTUMHUKOITJIASMEHHbBIE
AMHUKaIUH Tunoszun
[ eHTaMHULIH CrieKTHHOMULIH
Tobpamunmx

Crpenromuniua B

CHeKTUHOMUIIUH

AMOULIIUTAH

Cynbhanunamun

THonumukcuna

XnopampeHukon

[0180] Crnenmamuctam B HaHHOW OONACTH TEXHUKH JOJIKHO OBITH MOHSITHO, YTO OOJIBIIOE

pa3HOOOpa3ne BO3MOXKHBIX (PparMEHTOB MOXKET OBITh CBSI3aHO C TOJYYCHHBIMU B PE3yJIbTaTe

anturenamu, AA u BAA mno wusobperenmo. (Cwm,

Hanpumep, “Conjugate Vaccines”,
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Contributions to Microbiology and Immunology, J. M. Cruse and R. E. Lewis, Jr (eds), Carger
Press, New York, (1989), nonHoe copepskaHue KOTOPOH BKJIFOUEHO B HACTOSIIMNA JOKYMEHT
MOCPENCTBOM CCBUIKH).

[0181] B HekoTOpBIX BapHaHTax OCyLIeCTBJeHUs aHTuTeno, AA wmm BAA copepxur
oOHapyxuBaeMblii ()parMeHT. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS OOHAPYKUBAEMBIH
(dparmMeHT npeacTasisier COOON AMATHOCTUYECKUI areHT.

[0182] B HekOoTOpbIX BapMaHTAaX OCYILIECTBJEHUs aHTUTENO, AA unn BAA comepxutr omHy
WIA HECKOJIbKO TUCYJIb(QUIHBIX CBS3eH. B HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS aHTHTEIO,
AA umu BAA comepxuT OAWH WU HECKOJBKO JIM3WHOB. B HEKOTOpPBIX BapuaHTax
ocymectBieHust aHTuTeno, AA wiu BAA Moxer ObITb CKOHCTPYMPOBAHO € BO3MOKHOCTBEO
BKJIFOYEHUS] OJHOW WJIM  HECKOJNbKHX  JUCYJIb(QUIHBIX  CBsI3el, WM MOKET OBITh
CKOHCTPYMPOBAaHO HHBIM 00pa3oMm, ¢ oOecriedeHHeM BO3MOXKHOCTH CalT-Crenu(puIecKon

KOHBIOT'allUH.

11. Ilonyuenue

[0183] PackpbiTHe TakXke MNPEAOCTABISAET BBIIEICHHYIO MOJEKYJly HYKJIEHMHOBON KHCIOTBI,
Koaupymoiyt aHtuteno, AA unu BAA, onucanHble B JTaHHOM JIOKYMEHTE, a TaKXe BEKTOpBI,
KOTOPBI€ BKJIIOYAIOT TAaKHE BBIACJIEHHBIE [OCIEAOBATEIbHOCTH HYKJIEMHOBOM KHCJIOTHL
PackpeiTne mpenmocraBisier crnocoObl  modydeHust aHturena, AA  win  BAA  nyrem
KyJIBTUBUPOBAHUS KJIETKM B YCIOBUAX, NMPUBOIALINX K 3KcIpeccuu aHtutena, AA uimu BAA,
7€ KJIeTKa COAEPKUT TaKyI0 MOJIEKYJy HYKJIEHHOBOMN KUCIIOTBI.

[0184] B HexkoTOpbIX BapHaHTaX OCYIIECTBJIEHUS KJIETKa COAEPKUT TakoW Bekrop. B
HEKOTOPBIX BapHAHTAaX OCYIIECTBJICHUS BEKTOp mpeacrasisier codoit pLW289. B HekoTOpbIX
BAapPHAHTAX OCYILIECTBJIEHHUs] BEKTOP MpeacTaBiisieT codoit pLW246. B HekoTOphIX BapHaHTax
OCYLIECTBIIEHHsI BEKTOp TmpeacraBisser cobdorr pLW307. B HekoTOphIX BapuaHTax
OCYILIECTBIIEHHsI BEKTOp TNpeacTaBisser codori pLW291. B HekoTOphIX BapuaHTax
OCYLIECTBIIEHHsI BEKTOp mpencraBisier coboii pLW352. B HEKOTOpHIX  BapHaHTax
OCYLIECTBIIEHHUsI BEKTOp mpencrasisier cobori pLW353. (Takme BekTOppl W OMHUCAHBIL, |

NIOCIIEIOBATEIBHOCTH NPEACTABJICHBI HIDKE B IpuMepe 1)

12. Ucnonb3oBanue antutel, AA, Oucnenuduaecknx aHturesa u BAA

[0185] B HEKOTOPBIX BapHaHTax OCYILIECTBIICHUS anTuTena/oucnenuduyeckue
antutena/ AA/BAA MOTyT HCIONB30BaThCs B KAa4eCTBE TEPAIEBTUYECKHX AareHTOB. Takue
areHThbl OOBIYHO UCTIOJIB3YIOTCS IS JIUEHUs], OONerdyeHns U/ Ui npenoTBpaleHust 3a00I1eBaHMs

WIH TIATOJIOTHH y cyObekTa. (Cxema JieueHus: peaju3yercs myTeM HIeHTU(PUKALNUN § CYyObeKTa,
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HanpuMep, MalyueHTa WK APYroro MIIEKOMUTAIOMIETro, HAMYHs (MJIM HAJUYUSl PUCKA PA3BHUTHSI)
PacCTpPONCTBA C UCTIOIBb30BAHUEM CTAHAAPTHBIX METOJIOB.

[0186] Bsemenune antuten/Oucnennduueckux aHTUTEN/AA/BAA MOXKET MNOAABIATh WM
MHrUOMpPOBATh MJIM HAPYIIATh CUTHAIBHYIO (DYHKLIMIO OJJHOM MJIM HECKOJBKHX MHUIICHEH.

[0187] IloHATHO, YTO BBEIECHHE TEPANEBTUUYECKUX MIPENapaTOB B COOTBETCTBUU C PACKPBITUEM
OyneTr OCyIIeCTBIATHCA C MOAXOASLINMHU HOCHTENSMH, HANOJHUTENSIMH M JPYTUMH areHTaMu,
KOTOpbIE BKJIIOYEHBI B COCTaBbl MJIsi OOECMEYeHHUs] YJIyYIIEHHOrO TepeHoca, IOCTaBKH,
MIEPEHOCUMOCTH U TOMY MOJOOHOTr0. MHOMKECTBO MOAXOISILINX COCTABOB MOKHO HANTHU B
dbopmyisipe, U3BeCTHOM BceM xumukam-(papmanesram: Remington’s Pharmaceutical Sciences
(15th ed, Mack Publishing Company, Easton, PA (1975)), B yacTHOCTH, TJ1aBa 87 aBTOpPCTBA
Blaug, Seymour, BbIlIeyKa3aHHOTO UCTOYHHUKA. JTH COCTaBbI BKJIIOUYAIOT, HAPHMEP, MTOPOIIKH,
NacThl, Ma3H, JKeJie, BOCKH, Macja, JIUIMHUIbL, CoAepIKaline Junuy (KATHOHHBIA WM aHUOHHbIH)
Be3uKyJbl (Takue kak Lipofectin™), JIHK-konbroraThl, 0e3BOIHBIE aOCOpOHMpyrOIUEe TACTBhI,
SMYJIbCHH MAacjO-B-BOJE U BOAA-B-Maciie, SIMYJbCHU KapOOBake (TIONMITUIIEHTIIMKOIHN C Pa3HOM
MOJIEKYJISIPHOW MAaccoO¥), MOJyTBEPIbIE Teld U MOJYTBEPAble CMECH, COAepIKaline KapOOBaKC.
JIrobast u3 BBIIEYKA3aHHBIX CMecell MOXKeT ObITh MOAXOAsIIeN B JIEYEHHUH W Tepamuu, Kak
OMHUCAHO B [AHHOM pACKPBITHUH, TPH YCJIOBHHU, YTO AKTUBHBI HHIPEUEHT B COCTABE HE
WHAKTUBUPYETCS COCTABOM, M COCTaB sBJseTCA  (U3UOJOrMYECKH COBMECTUMBIM U
NepEeHOCUMBIM B OTHOWIEHMH crnocoba BBemeHus. Cwm. tawke Baldrick P. “Pharmaceutical
excipient development: the need for preclinical guidance.” Regul. Toxicol Pharmacol. 32(2):210-
8 (2000), Wang W. “Lyophilization and development of solid protein pharmaceuticals.” Int. J.
Pharm. 203(1-2):1-60 (2000), Charman WN “Lipids, lipophilic drugs, and oral drug delivery-
some emerging concepts.” J Pharm Sci.89(8):967-78 (2000), Powell et al. “Compendium of
excipients for parenteral formulations” PDA J Pharm Sci Technol. 52:238-311 (1998) u ccpuiku
Ha HUX IS TIOJTyYeHUs] TOTOJHUTENbHON MH(POPMALIMH, KACAIOLIENCs] COCTABOB, SKCIIMITHEHTOB
U HOCUTEJIeH, XOPOIIO MU3BECTHBIX XUMHUKaM-(papMarieBTam.

[0188] Kak mpaBwmio, oOierdeHre wiu jieueHue 3a00JI€BaHHs MM PACCTPONUCTBA BKIIFOUAET
yYMEHbILIEHHE OJHOTO MJIM HECKOJIbKUX CHMIITOMOB WJIM MEIUIMHCKHX MPOOJeM, CBSI3aHHBIX C
3a00JieBaHUEM M PacCTPOrCTBOM. Hampumep, B ciydae paka TepaneBTHYeCKU 3P (eKTHBHOE
KOJIMYECTBO JIEKAPCTBEHHOTO CPENCTBA MOXKET AOCTUIaTh OJJHOTO WJIM COYETAHHs CJIEIYIOIIEro:
yMEHbIIEHHE KOJMYECTBA PAKOBBIX KJETOK, YMEHBIIEHHE pa3Mepa OMyXOJu, WHrHOUPOBAaHHUE
(TO ecTb, yMeHbIIEHHE O HEKOTOPOH CTENEeHH W/HJIM MpeKpaleHne) HHQUIbTPALUN PAKOBBIX
KJIeTOK B mnepudepudeckue OpraHbl, HMHTUOMPOBAHME METACTA3UPOBAHUS  OMYXOJH,
MHrUOMPOBAHUST IO HEKOTOPOW CTENEeHH pPOCTa OMyXOJIH, W/HIIM OcjalieHHe N0 HEKOTOPOH

CTCIICHU OAHOTO HJIM HECKOJIbKO CHUMIITOMOB, CBA3AHHBIX C PAKOM. B HEKOTOPBIX BapHUaAHTAX
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OCYLIECTBIIEHHs] KOMIIO3UIMIO IO JAHHOMY pAaCKPBITUEO MOXKHO HCIIOJIb30BaTh IS
NPEAOTBPALIEHNsT BO3HHKHOBEHHMs WJIM TIOBTOPHOTO BO3HHUKHOBEHMS 3a00J€BaHUs WU
paccTpoiicTBa y cyObekTa, HampuMmep 4YeJoBeKa WM JIPYroro MIIEKOMHTAIOIIEro, TAKOro Kak
NpUMaT, HE SBISIOLIUICS YeJOBEKOM, IOMAalllHee »KUBOTHOE (Hampumep, KoIuka, codaka,
JIOIIA/b), CEIBCKOXO3SICTBEHHOE JKUBOTHOE, padoyee KUBOTHOE WM YKMBOTHOE M3 300TapKa.
TepmuHBI «CyOBEKT» M TALMEHT» MPUMEHSIOT B JAHHOM AOKYMEHTE B3aHMO3aMEHSIEMO.

[0189] TepaneBTuuecku a¢hexTrBHOE KOJIMYECTBO aHTuTen/oncnenuPuuecKux
antuTe/AA/BAA 1o M300peTeHHIO, KaK MPAaBUIJIO, OTHOCUTCS K KOJHYECTBY, HEOOXOIUMOMY
IUIS1 JOCTYDKEHHSI TEPANEBTHUECKON LENH.

[0190] OObruHBIE qHANA30HBI TEPANEBTHUECKH 3PPEKTUBHBIX 103 aHTUTEN/OHCTIEUPUUECKUX
anTuTel/AA/BAA, pacKpbITBIX B HACTOSIIEM OIMUCAHUH, B KAa4eCTBE HEOTPAHUYHBAIOIIETO
npUMepa MOTYT COCTaBJISITh OT mpuMepHO 0,1 MI/Kr Maccel Tena 10 mpuMepHO SO MI/KT Maccel
tena. OOmast yacToTa BBEIEHHS 103 MOXKET BAPbHPOBATHCS, HATIPUMED, OT IBYX pa3 B ACHb JI0
OJTHOTO pa3a B HEJEJIIO.

[0191] DddexTuBHOCTD JeUeHUsT ONPENeNseTcsl MOCPEICTBOM 0OOr0 M3BECTHOrO criocoda
OVWAarHOCTUKH WM  JIYeHUs KOHKPETHOrO  pacCTpOiCTBa. Crnocobbl  CKpUHUHTA
anTuTeN/OncrenupuuecKux anTuTel/AA/BAA, KOTOpbIE oOnanaroT KeJaeMon
ceun(UIHOCTBIO, BKIIFOYAIOT, HO HE OrPAHHYMBAIOTCS HMH, UMMYHO(EPMEHTHBIH aHaIu3
(UDPA) u gpyrme HUMMyHOJIOTHUECKH OIOCPENOBAHHbIE METOAMKH, HW3BECTHbIE B IaHHOM
obnactu.

[0192] [lpyrue mpexnosaraeéMble BHABI  UCIOJb30BAHUS  BKJIOYAIOT  JUATHOCTHUKY,
BU3YAJIN3ALHIO, IPOTHO3UPOBAHUE U OOHApY)KE€HHE. B HEKOTOPbIX BapHaHTAaX OCYINECTBIICHUS
anturena/oucnenuduueckue aHtutena/AA/BAA  UCHONB3YIOTCS B  HM3BECTHBIX B JAHHOH
o0JacTH TEXHMKH Crmoco0ax, CBS3aHHBIX C JIOKAIM3aUMeHd W/WINW  KOJUYECTBEHHBIM
oTpeneieHneM MHULIeHH (Hampumep, Ui MCIOJb30BAHUS MPH U3MEPEHUU YPOBHEH OIHOMN TN
HECKOJIbKUX MHUIICHEH B COOTBETCTBYIOUINX (PU3HOJIOTHYECKHX 00pasuax, sk HCIIOJb30BAHMUS B
IMAarHOCTHYECKUX METOMAX, Uil UCTIOJIb30BAHUS NP BU3YaIU3a[uH OeJiKa U T. I1.).

[0193] B HEKOTOPBIX BapHaHTax OCYILIECTBIICHHS aHTuTena/oucnenuduyueckue
antutena/ AA/BAA WCHONB3ylOTCS Al BBIACICHUS OJHOW WM HECKOJIbKUX MHIICHEH
CTaHOAPTHBIMH  METOJAaMH, TaKUMH Kak HUMMyHoap(UHHOCTb, Xpomartorpadust WM
UMMyHOIIpenunuTanusi.  AHTHTENno, AA, Oucnenmduueckoe antuteno wm BAA MOXHO
UCTIOJIb30BATh JTMATHOCTHYECKH JUIsI MOHHTOPHHIA YypOBHeW Oelka B TKaHM Kak 4YacThb
NpOLENypbl KJIMHUYECKOTO TECTUPOBAHUS, HampuMmep, A omnpeneneHus >5(EGeKTUBHOCTH
OaHHOTO pexknMa jedeHus. OOHapyeHHe MOKeT ObITb OOJErdeHO MyTeM CBs3bIBaHUA (T.€.

¢u3nyeckoro CBS3bIBAHMA) AaHTUTENAa C OOHAPYKMBAEMBIM  BEIECTBOM. IIpumepsl
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OoOHapy’>XKMBaeMbIX BEIECTB BKIIOYAIOT pa3jnyHble (PEepMEHThI, TNPOTE3HbIE TIPYIIIHI,
(biayopecueHTHbIE  MaTepHalibl, JIIOMHHECLIEHTHbIE  MaTepuajbl, OHOJIIOMUHECLIEHTHBIC
MaTepuajibl U PaAMOaKTHBHble MaTepuanbl. [Ipumeprl moaxondmux (GpepMEHTOB BKIIOUYAIOT
nepoKkcHuaa3dy XpeHa, weno4yHyr (ocdarasy, P-ramakro3ugasy WM aleTHIXOJIHHICTEPA3Y;
pUMepbl HOAXOASILITIX KOMILIEKCOB IPOCTETUYECKON TPYIIIIBI BKJIFOYAOT
CTPENTaBUAVH/OMOTHH ¥  aBUAMH/OMOTHH, NpPUMEpPBbl MOAXOAAMMX  (IIyOPECHEHTHBIX
MaTepUajoB BKJIHOYAOT ymOemwtudepoH, guyopecuent, GayopeclenH, H30THOLMAHAT, POJAMUH,
IUXJIOPTPUASHHUIAMUH,  (JIyOpeCUerH, JAHCWIXJIOPUA WIM  (PUKOIPUTPHUH, TpPUMEP
JIOMUHECLEHTHOTO  MaTepHaja BKJIFOYAeT JIIOMHHOJ, MpUMEPbl OHOJFOMHHECLIEHTHBIX
MaTepuasioB BKJIOYAOT Jronudepasy, JouupepuH U SKBOPHH, a MPUMEPHI MOAXOISILINX

1257 1317 35 3
L LS wmm "H.
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PaINOAKTUBHBIX MATEPUAJIOB BKIIIOUAOT
[0194] B eme ogHOM BapHWaHTE OCYIIECTBIIEHUS] aHTHTENO, Oucnenupudeckoe aHTUTENO, AA,
BAA, HanpaBiieHHO€e Ha 1Be MU OoJiee MUIIEHEH, MOJKHO MCIIOJIb30BATh B KAYECTBE areHTa JJIs
oOHapy:KeHHsI MPUCYTCTBUSI OJHOW WJIM HECKOJIBKUX MUIIeHeH (Wi ux gparmeHta) B oOpasiie.
B HexoTOpBIX BapuaHTAaX OCYLIECTBJIEHHS AHTHTEIO COAEPKHUT OOHAPY)KMBAEMYIO METKY.
AHTHTENa SBISIOTCS TOJHKJIOHAJBHBIMH MJIM, B HEKOTOPBIX BapHAHTaX OCYIIECTBJICHUS,
MOHOKJIOHAJIbHBIMU.  VICTIOJIB3YFOT MHTAaKTHOE aHTUTENO MM ero ¢parmeHT (Harmpumep, Fab,
scFv. umu F(ab'),). TepmuH «MapkupoBaHHBIIl» B OTHOIIEHHHM 30HAA WM AHTHTENA
NpeAHa3Ha4YeH JUIsl ONHCAHUS HEMOCPEACTBEHHONW MAapKUPOBKM 30HNA WM aHTHUTENA IyTeM
CBSI3BIBAHUSA (TO €CThb (PU3MUECKOrO CBSI3bIBAHUS) OOHAPY)KMMOTO BEIeCTBA C 30HIOM WJIH
AaHTUTEJIOM, a TaKXke KOCBEHHOM MAapKUpPOBKM 30HIA. WIM AHTHUTENO IOCPEACTBOM HX
PEAKTUBHOCTU C JIPYTUM pEareHTOM, KOTOPBIH SIBJSIETCS HENOCPENCTBEHHO MAapKUPOBAHHBIM.
[Ipumepsl KOCBEHHOH MAapKUPOBKHM BKJIIOYAIOT JETEKIMIO TEPBUYHOTO AaHTUTENA C
UCTIOJIb30BaHUEM  (PIIYOPECIICHTHO MAapKHPOBAHHOTO BTOPUYHOTO AaHTUTENAa W KOHILEBas
MapKUPOBKAa aHTHTENa OMOTHHOM TakuM OOpa3oM, YTOOBI €ro MOKHO ObLIO OOHApyKUTh C
MOMOIIBIO (PIIYOPECLIEHTHO MAapKHUPOBAHHOTO CTpenTaBuauHA. [Ipenarnosaraercs, 4To TEPMUH
«Ononornueckuii oOpasery BKIFOYAET TKAHH, KJIETKH U OHOJOTHYECKHE KUIKOCTH, BbIICICHHbIE
y cyObeKTa, a TakXKe TKaHH, KJIETKH W XKUIKOCTH, MPUCYTCTBYIOIIHNE B cyObekTe. I[losTomy B
TEPMHUH «OMOJIOTHUECKUil o0pasery BXOIUT KPOBb M €€ (hpakuus MM KOMIIOHEHT, BKJIIOUast
CBIBOPOTKY KpOBH, IUIa3My kpoBu wiu jguMmpy. Takum oOpasom, cmocob® oOHapykeHHs MO
HACTOSIIEMY M300PETEHHIO MOXKHO HCIIOJB30BaTh JJIsi OOHApY:KEeHUs! Oeslka B OMOJIOTHYECKOM
oOpasne kak in vitro, Tak u in vivo. Hampumep, MeToner oOHapykeHus1 Oeka aHaiuTa in vitro
BKJIFOUAIOT UMMyHO(pepmenTHble aHanmu3bl (MPA), BecTepH-O0MOTHI, UMMYHOIIPELUITUTALUIO U
umMmyHo(proopecueHuio.  IIponenypsl mpoBeaeHHs UMMyHOAHAIN3a ONMCAHBI, HAIIPUMED, B

«ELISA: Theory and Practice: Methods in Molecular Biology”, Vol. 42, J. R. Crowther (Ed.)
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Human Press, Totowa, NJ, 1995; “Immunoassay”, E. Diamandis and T. Christopoulus,

Academic Press, Inc.

2

San Diego, CA, 1996; and “Practice and Theory of Enzyme
Immunoassays”, P. Tijssen, Elsevier Science Publishers, Amsterdam, 1985. Kpowme ToTO,
METOJIMKH 1n VIvo il OOHapYKeHHs] aHATU3UPYeMOro Oejika BKIJIIOYAIOT BBEIEHHE CyOBEKTY
MEUEHOr0 AaHTUTENa K aHAJIU3UPYEeMOMYy OeJKy. Hanpumep, aHTUTENO MOXKET OBIThH
MapKUPOBAHO PAJMOAKTHBHON METKOM, MPUCYTCTBUE U MECTOIOJOKEHUE KOTOPOHl y CyObekTa
MO’KHO OOHAPY»KUTh CTAHIAPTHBIMUA METOJIAMH BU3YAJTU3ALHH.

[0195] Awnrtutena, Oucneumduueckue antutTena, AA u Oucnenuduyeckre aHTUTENA IO
U300pETEHUIO TaKKe TMPUMEHUMbl B PA3JIUYHBIX JUATHOCTHYECKUX U TNPOPUIAKTHUECKUX
cocraBax. B OIHOM BapuaHTE OCYLIECTBJICHHsI aHTUTENO, AA, Oucnenudpuyeckoe aHTUTENO,
BAA BBOIAT maruieHTaM, KOTOpPbI€ TIOJIBEPTAIOTCS PUCKY PA3BUTHSI OJHOTO WJIM HECKOJIbKUX M3
BBIIIEYIIOMSIHYThIX PacCTPOUCTB. [IpenpacnonokeHHOCTh MalMeHTa UIH OpraHa K OJHOMY WJIH
HECKOJIbBKUM PACCTPONCTBAM MOXKeT OBIThb OMNpenejeHa ¢ HUCIOJb30BAHUEM T€HOTHITHYECKUX,
CEPOJIOTHYECKHX MJIU OMOXUMHUYECKUX MAPKEPOB.

[0196] B mpyrom BapmaHTe OCYLIECTBIEHHs M300peTeHHs1 aHTHTENO, AA, Oucnenuduyueckoe
aHTuteno, BAA BBOZST JIOASM, y KOTOPBIX JUATHOCTUPOBAHO KIMHUYECKOE TMOKAa3aHUE,
CBSI3AHHOE C OJHHM WJIM HECKOJBKUMH W3 BBILIEYIIOMSIHYThIX HapymeHuid. [locie mocTaHOBKH
auarHosa antureno, AA, oucnenuduueckoe antureno, BAA MoXeT BBOAUTHCS AJISI CMSITYCHHS
iy oOpatneHus 3pHekToB KIMHUIECKUX MTOKA3aHHUH.

[0197] Awnrturena, Oucneundpuyeckue antutena, AA u BAA Taxke NPUMEHUMBI IS
oOHapy>KeHHsT OIHOM WM HECKOJbKMX MHUIIEHEeH B oOpaslax MalMeHTOB M, COOTBETCTBEHHO,
TMOJIE3HbI B KAUeCTBE NUArHOCTUKU. Hampumep, antutena, oucnenuduueckue antutena, AA u
BAA 1o u300peTeHHI0 UCTONBb3YIOTCS B aHAIM3ax in vitro, Hanpumep, UPA, st BbISIBICHUS
YPOBHEW OJHOM MJTH HECKOJIBKUX MUIIEHEH B 00pasiie MalueHTa.

[0198] B omHOM BapuaHTe OCYILIECTBIIEHUS aHTUTENO, AA, Oucnenuduyeckoe anturesao, BAA
UMMOOUJIM30BAaHO HA TBEPAOW TMOMJOXKKe (HampuMmep, B JIYHKaX IUIAHIIETAa  JUJIs
MHUKPOTHTPOBAHHUS). NmMMOOMIM30BaHHOE aHTHUTENO W/WiIH AA CIOY)XHT B KadecTBe
3aXBATBIBAIOIIETO AaHTHUTENA Ui JIFOOOW MUIIEHH, KOTOpas MOMKET NPUCYTCTBOBATH B
TecTupyeMoMm obOpasue. Ilepen KOHTaKTOM WUMMOOWIM30BAaHHOTO aHTHTENa/AA ¢ oOpasmom
MaIMeHTa TBEPIAYIO IMOMJIOKKY MPOMBIBAIOT U 00padaThiBAOT OJIOKUPYIOIINM areHTOM, TaKHM
KaK MOJIOYHBIA OENIOK WM ajbOyMHH, Ui MPEenoTBpalleHus: Hecrneuuduyueckoil ancopoumu
aHAJINTA.

[0199] 3arem nyHku 0OpabaThIBAIOT TECTHUPYEMbIM OO0pasloM, MPEaNOJIOKHTEIBHO
CONIEp>KALlUM AHTUTEH, WJIM PAaCTBOPOM, COJEpPKAIINM CTAHJAPTHOE KOJIMYECTBO AHTHUIEHA.

Taxoit obpaseu mpencrasisier codoil, HanmpumMep, oOpasel] ChIBOPOTKH, B3SITBIH y CYyObeKTa, y
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KOTOPOTO TIOJI03PEBACTCS HAIMYHE [IUPKYJIUPYIOIIEr0o aHTUIeHA HA YPOBHE, KOTOPBIHA CUUTAETCS
OUArHOCTHYECKUM TMpH3HAKOM martojioruu. llociae mpombIBKH TecTHpyemMoro obpasua wid
CTaHIapTa TBEPAYIO MOMJIOKKY OOpabaThIBAlOT BTOPBIM AHTHUTEJIOM, KOTOPOE MOKEeM OBbITh
OOHapy)KMO MAapKHpOBaHO.  MapKHUpOBaHHOE BTOPOE AHTUTENIO BBIMOJHSAET (PYHKUINUU
oOHapy»KuBaroIero anturenaa. M3mepsiercs ypoBeHb OOHAPYKMBAEMOI METKH M KOHLIEHTPALIH S
LIEJIEBbIX AHTUT'€HOB B TECTHPYEMOM OOpaslie ONpeAessieTcss MyTeM CPaBHEHHUSI CO CTaHAAPTHOM
KPHUBOM, MOJIy4EHHOU M3 CTAHAAPTHBIX 00Pa3IIOB.

[0200] IloHsATHO, YTO HA OCHOBAHUH PE3YJIHTATOB, MOJYYEHHBIX C UCIOJIH30BAHUEM AHTHUTENA,
AA, Oucneunduueckoro antutena, BAA B QUarHOCTHYECKOM aHAJHM3e in Vitro, BO3MOKHO
BBISIBUTH 3a00JieBaHUE y CyObeKkTa HAa OCHOBAHHMU YPOBHEH HKCIPECCHUU LIENEBBIX AHTHIEHOB.
Jns  ompeneneHHOro 3a0ojieBaHus OTOMPAOT OOpas3ibl KPOBH Yy CYOBEKTOB, y KOTOPBIX
OUArHOCTHPOBAHBI Pa3jIMYHbIe CTaAUU pa3BUTUS 3a00JIeBaHUS W/WIH PA3JIMYHBIE OTAIlb
TepareBTHYECKOrO JiedeHus 3a0oyieBanusi. Vcmomp3ys momyssnuio oOpasloB, KOTOpasi JaeT
CTATHCTUYECKU 3HAYMMBbIE PE3yJIbTAThl I KAKIOW CTaJUU MPOTPECCHUPOBAHUS WM TEepaIuy,
OTIpeIeNIIeTCS] TUAna30H KOHLEHTPALNH aHTUT'€HA, KOTOPBIA MOXHO CHHTATh XapaKTEPHBIM JIJIsI
KQ)KJIOU CTaiuu.

[0201] Amnrtutena, Oucnenuduveckne aHturesa, AA u BAA Takke wmoryr ObITh
WCTOJIb30BAaHbI B CHOCO0aX AMArHOCTHKH W/WIM BH3yalIM3alud. B HEKOTOPBIX BapHUaHTax
OCYILECTBJICHUS] TakWe CHOCOOBI MPENCTaBJSIFOT COOOM cmocoObl in vitro. B HekoTopbIx
BapHAaHTaX OCYIIECTBJIEHUS TaKHe CIOCOOBI MPEACTaBJAIOT COOOH crocoOwl in vivo. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHHUS TAaKHUE CIIOCOOBI MPEACTABISIIOT CO0O0M crocoOs! in situ.
B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHsI TaKU€ CIIOCOOBI MPEACTABISIOT CO0O0# CrocoObl ex
VIVO. Hampumep, AA wu Oucnenuduyeckue aHTUTENa, wuMeomue (HepMEeHTaTHBHO
pacierisiembii CM, MOKHO HUCIOJB30BaTh AJisi OOHAPYKEHHsI TMPUCYTCTBHSI WJIH OTCYTCTBHSI
dbepmenra, cnocobnoro pacuieruiatb CM. Takue AA u Oucnenudpudeckre aHTUTETA MOKHO
UCTIOJIb30BAaTh B JIMArHOCTHKE, KOTOpash MOKET BKIJIIOYaTh B CeOsl OmpeneNneHue in vivo
(HampuMep, Ka4eCTBEHHOE WJIM KOJHYECTBEHHOE) (PEepMEHTATUBHOW aKTUBHOCTH (WM, B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS, CpeObl C TMOBBIMIEHHBIM BOCCTAHOBUTEJbHBIM
MOTEHLIUAJIOM, TaKhe KaK Cpela, KOTopas MOKET 00eCeYuTh BOCCTAHOBJICHHE NUCYJIb(OUIHON
CBS3M) TMyTeM W3MEPEeHUsT HAKOIUICHHWs AaKTUBHPOBAHHBIX WM  OucmenuuyuecKux
AKTUBHPOBAHHBIX AHTHUTEN (T. € aHTUTEN WM OucHenu(uuecKux aHTUTEN, BO3HUKAIOIIUX B
pesynbrate pacmeruieHuss AA win BAA) B maHHOW KJIeTKe WM TKaHW NAHHOTO OpraHU3Ma-
X03siuHA. Takoe HAaKOIUICHHE aKTUBHPOBAHHBIX OUCIIENU(UYSCKUX AHTHUTE] YKa3bIBAeT HE
TOJBKO HA TO, YTO TKaHb NPOSBJsieT (DePMEHTATUBHYIO AaKTHUBHOCTH (WJIM TOBBIIICHHBIN

BOCCTQHOBUTEJIbHBIN MOTEHIMA B 3aBUCUMOCTU OT npupoabl CM), HO Takke Ha TO, YTO TKaHb
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SKCIPECCHPYET 1O MEHbIIEeH Mepe OAHY MHIIEHb, C KOTOPOW CBS3BIBAETCS AKTHBHPOBAHHOE
oucnernuduyueckoe aHTUTEO.

[0202] Hampumep, CM moxeTr ObITh BBIOpaH B KauecTBe CyOCTpaTa MpoTeasbl Ui MpOTeasbl,
OoOHapy>X€HHOH B MeCTe€ OIyXOJIM, B MeCTe BHUPYCHOH wiu OakrepuaibHON HH(pEKIHU B
OMONOTUYECKH OTPaHUYEHHOM MecTe (Hampumep, B Bujae adciecca B oprade U T. ) u T. 1. [lo
MeHblIeH Mepe oauH u3 AB Moxer ObIThb TAakuM, KOTOPBIH CBS3bIBAET IIEJIEBOIl AHTHIEH.
Ucnonb3yss MeTOIbl, 3HAKOMBbIE CIELUAIUCTY B IOaHHOH oOnactu, OOHapyKuBaemas MeTKa
(Harmpumep, (IyopeciieHTHasI MeTKa MJIH PAJHMOAKTHBHAS METKA MU PaTUOTPEKep) MOXKET ObITh
KOHBIOTHpOBaHAa ¢ AB mim Opyrum y4acTkom aHturena, AA, Oucnenu(puueckoro aHTUTENa,
BAA. Tlonxopsuue oOHapy»KHBaeMble METKH OOCYKIAlOTCS B KOHTEKCTE BBIIIEYIOMSHYTBIX
CHOCOOOB CKPUHUHTA, W JIOTIOJIHUTENIbHBIE KOHKPETHBIE MPHMEPHI NpeAcTaBieHbl Huke. [Ipu
UCTIOJIb30BAHUHM IO MeHbIIel Mepe oxHoro AB, cremuduunoro anms Oenka wiM menTuaa
OOJIE3HEHHOTO COCTOSIHUS, Hapsily C TMPOTea3ol, aKTUBHOCTb KOTOPOW TIIOBBILIEHA B
UHTEpecyroIell mnocTpagaBiield or 3a0oneBaHus TkaHu, AA OyOyT IOeMOHCTPUPOBATH
MOBBIIIEHHYIO CKOPOCTb CBSI3BIBAHMS C IMOCTPAJABIIEH OT 3a00JI€BaHHUS TKAHBIO MO CPABHEHUIO C
TKaHSIMH, B KOTOPBIX crienududeckuii pepmeHT CM He MpHUCYTCTBYET HAa OOHAPYKMMOM YPOBHE
WM TIPUCYTCTBYET Ha OOJiee HU3KOM YPOBHE, YeM B IOCTpajaBluell OT 3a00eBaHus TKAHH, UIH
HEakTUBeH (Hampumep, B (Gopme 3UMOreHa WM B KOMIUIEKCe ¢ MHrubutopom). ITockombky
MaJible OEJTKU U MEeNTH/IbI OBICTPO BBIBOASTCS U3 KPOBU MOYEUHON (PUIIBTPALIMOHHON CUCTEMOH, a
Takke noromy uto (epment, crneuuduunslii s CM, He NpUCYTCTBYeT Ha OOHApPYKHMMOM
ypOBHE (MJM NPUCYTCTBYeT Ha OoJiee HU3KHUX YPOBHSAX B TKAHIX, HE IOCTPAJABIIMX OT
3a00JIeBaHUsIM, HJTH IPUCYTCTBYET B HEAKTUBHON KOH(OPMALUH), HAKOIIJIEHNUE aKTUBUPOBAHHBIX
OucnenuPUYECKUX aHTUTEN B TOCTpamaBiiell OT 3a00JieBaHUS TKAHW TOBBIMAETCS 10
CPaBHEHHIO C HE MOCTPAJIABLINMHU OT 3a00JI€BAHUS TKAHSIMU.

[0203] B pmpyrom mpumepe aHTuTeNa, aHTuTena/Oucneunpuueckue anturena/AA/BAA mo
HACTOSIIEMY H300pPETEeHUI0 MOTYT UCIOJb30BATECS JIsi OOHAPYXKEHHs TMPUCYTCTBUS WJIH
OTCYTCTBHSI B 00Opasiie pacuieruisironmero arenra. Hanpumep, ecinu anturesa/Oucnenudpuaeckre
anturena/ AA/BAA conepxar CM, BocipuuMYMBBIi K paciierienuto gpepmentom, BAA moryt
OBITh HCTOJNB30BaHbl JUIsI OOHAPYKEHUS (KAYeCTBEHHO WM KOJWYECTBEHHO) NPUCYTCTBHSA
dbepmenta B oOpasue. B ngpyrom nmpumepe, korma aHTtutena/Oucnenuduyueckue
antutena/ AA/BAA conpepxar CM, BOCHPUUMYHMBBLIN K PACIIEIUICHHIO BOCCTAHABIMBAOIINM
areHroMm, anrtutena/Oucnenuduueckne antutena/AA/BAA  MOXHO  HCIONB30BAaTh IS
oOHapyeHHs (KaueCTBEHHO WM KOJWYECTBEHHO) IMPUCYTCTBHUS YCJIOBHH BOCCTAHOBJICHHUS B
obpasue. Jynsg oOnerdeHuss aHaim3a TNPU TaKUX CrHocobax aHTurTesna/Oucnerudpuieckre

anturena/AA/BAA moryr ObITb OOHapy’KMMO MAapKHUPOBaHbl M MOTYT OBITh CBSI3aHBI C
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NOJUIOKKON (HampuMep, TBEpAOH MOMJIOKKOHM, TaKOW Kak INpeIMEeTHOE CTEKJIO WiH cdepa).
OOHapyxuBaemMasi MeTKa MOXET OBIThb paCIOJIOKEHAa HA YacTH aHTHUTeN/Oucnennpuyeckux
antute/AA/BAA, KkoTopas He BBICBOOOXKIAETCS TMOCTE  pacUIeIUICHHs, HampuMmep,
oOHapy>XuBaeMasi METKa MOXKET INPEACTABJIATh COOON MOTAIIEHHYIO (PIYOPECLEHTHYIO METKY
WIN JPYIyI0 METKy, KOTOopass He OOHapykMBaeTcs IO TeX IMOp, IOKa He MPOU30HIeT
pacliernieHue. AHanu3 MOXET TPOBOAMTHECS, HANpuUMep, IyTeM KOHTAKTHPOBAHUs
UMMOOUJTU30BAHHBIX OOHAPYKUMBIX MEUeHbIX aHTuTes/Oucnenupuydeckux aHTuTel/AA/BAA ¢
00pa3iomM, NPEANoNOKUTENBHO COAepKaluM (EPMEHT W/WJIM BOCCTAHABJIMBAIOIIUI areHT, B
TE€YEeHHE BPEMEHH, JOCTATOYHOTO Il WHHUIMALIUK PACIIEIUIEHUs], ¢ TMOCIEAYIOMEeH MPOMBIBKON
sl ynaneHus u30biTka oOpasla W 3arpsi3HSIOIIUX BewecTB. [IpUCYyTCTBHE WIIM OTCYTCTBHUE
paciierisiIoInero areHta (Hampumep, (epMeHTa WM BOCCTAHOBHTENS) B OOpasle 3aTem
OIICHMBAIOT TIO0  HM3MEHEHHI0O  OOHApPY>KMMOTO  CHUTHaJlla  aHTHTeN/OncrnenuduyaecKkux
anTuTel/AA/BAA 10 KOHTakta ¢ oOpasnoM, HampuMep, MO HAJIMYUI WHIN yBEIHYEHUE
O0OHaPYKHMOTO CUTHaJa BCJIEZICTBUE pacIIeTIeHHs aHTuTeN/oncnenuGuUIecKux
anTuTe/ AA/BAA paciieruisironuM areHToM B odpasue.

[0204] Takue cmocoObl OOHapy:K€HUs MOTYT OBITb aJaNTHPOBAHBI C BO3MOKHOCTBIO
oOHapy>XeHHsT NPUCYTCTBUSI WJIM OTCYTCTBHSI MUIIEHH, KOTOpas CIIOCOOHA CBSI3bIBATH 10
MeHblIell Mepe onuH AB u3 antuten/Omucnenmduuecknx aHtutedl/AA/BAA mo Hacrosimemy
n3o0perennto. Takum oOpa3oM, aHaIMU3bl MOTYT OBbITh aaNTHPOBAHBI Il OLIEHKU HAJIMYUS UITH
OTCYTCTBHS PACIIEIUIIOLIEr0 areHTa W HaJM4YUs W OTCYTCTBUS WHTEPECYIOINEeW MHUILEHH.
ITpucyrcTBHe WM OTCYTCTBHE pACIIEIUIIOIIEr0 areHra MOXKeT ObITh OOHapy»eHO IIOo
IPUCYTCTBHIO W/ 1In YBEJIMUEHUIO OOHapyKUBAEMbIX ypOBHEH METOK
anturen/Onucnenndpuueckux aHtuTel/AA/BAA, Kak OMMCAaHO BbIE, a MPUCYTCTBHE WJIH
OTCYTCTBHE MHIIEHH MOKET ObITb OOHApPYKEHO MyTeM OOHApy:KEHHs] KOMILUIEKCa MHIIEHb-AB,
HarpuMep, MyTeM UCIOJIb30BaHUsI OOHAPYKUMO MAapPKHPOBAHHOTO AHTHTENA K MUIIEHH.

[0205] AA/BAA no HacTosimeMy U300peTeHUI0 TaKKe MOJIe3HbI JJI BU3YAIU3ALHH 1N Situ JTst
NOATBEPKICHHS aKTHBALIMUA A A, HarpuMep, MyTeM IPOTEA3HOTO PACIIEIUICHUS] U CBSI3bIBAHUS C
KOHKPETHOW MHIIEHBbI0. Busyanmzanms in situ — 3TO METOIUKA, MO3BOJISIOMIAS JIOKAJIH30BATh
NPOTEOIUTHYECKYIO aKTUBHOCTh M MUILIEHb B OMOJIOrHYeCKUX 00pas3iax, TakKuX Kak KJIETOUHBIC
KYJBTYPBI WM Cpe3bl TKaHel. M cronp3ys 3Ty METOUKY, MOJKHO TIOATBEPANUTh KaK CBSI3bIBAHNE
C J[aHHOW MHUINEHBIO, TaK M MPOTEOJIUTHYECKYI0O AaKTHBHOCTh Ha OCHOBAaHHHM HAJIWYHSA
oOHapyXuBaeMOH MeTKH (HarpuMmep, (IyopeclieHTHONH METKH).

[0206] OTu METOOMKH TMOJIE3HBI ISl JTFOOBIX 3aMOPOKEHHBIX KJIETOK WJIH TKaHEH, MOJyYeHHBIX
U3 ydacTka 3a0oneBaHMs (HampuMep, ONYXOJIEBOH TKAaHW) WJIM 3[0POBbIX TKaHeH. T

METOJHUKHU TAKKEC ITOJIE3HBI JJIsA CBCXKUX o6pa3u013 KJIETOK WJIU TKaHEH.
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[0207] B stux meromuk AA/BAA nomeuaetcsi oOHapy:kuBaeMoilt MeTkoi. OOHapyxkuBaemasi
MEeTKa MOXKET MPeACTaBsATh CoOOH (uyopecueHTHbIH Kpacutenb (Hampumep, ¢uyopodop,
mzotnonmanat ¢uyopecuenHa (FITC), wmzornoumanar pomamuna (TRITC), merky Alexa
Fluor®), xpacutens OmmkHell wuHbpakpacHoii obnactu cnektpa (NIR) (Hampumep,
HaHoKpuctaubl Qdot®), KOJUIOMAHBIA MeETajul, TanTeH, PaJAHOAKTUBHBIA Mapkep, OMOTHH U
aMITIMUIUPYIOIUIT  peareHT, TakoH Kak CTpenTaBuauH, wWin (¢epMeHT (Hampumep,
nepoKCcHIa3a XpeHa ui mejo4uHas gocdarasa).

[0208] OOHapyxeHHe METKH B 00pasLie, KOTOPbIi Obl1 MHKYOUPOBAaH ¢ MAPKHPOBAHHBIMU A A
wini BAA yka3piBaeT Ha TO, 4YTO OOpasel CONEPKUT MHUIIEHb W COIEPKHT MPOTeasy,
cneunpuunyo 1t CM AA unu BAA no Hacrosiimemy n3oOpereHnto. B HEKOTOpBIX BapUaHTax
OCYLIECTBJIEHHsS] TPUCYTCTBUE MPOTEA3bl MOXKET OBbITh IMOATBEPXKACHO C HCIOJIb30BAHUEM
UHTUOWTOPOB TPOTEa3bl IIHUPOKOTO CIIEKTPa NEHCTBUS, TAKUX KaK OINHCAHHbIE B JaHHOM
JIOKYMEHTE, W/WIM C WCIOJB30BAHUEM CIEHU(HUYHOrO MJIsi TpOTeasbl areHra, HampuMmep,
aHTHuTeNa, Takoro kak All, kotopoe crnenuduuHo anst mporeasdbl mMarpunrassl (MT-SP1) u
UHTHOUpPYET MPOTEOJUTHYECKYI0 akTuBHOCTH MT-SP1; cm., Hampumep, MeKIyHApPOIHYIO
nyonukanmo Ne WO 2010/129609, onyomukoBannyto 11 HosiOpst 2010 r. Tot xe moxaxon ¢
UCTIOJIb30BAHHEM WHTHOUTOPOB MPOTEa3bl IIHPOKOTO CHEKTpa NEHCTBUSA, TAKUX KaK ONMCAHHBIE
B JIAHHOM JIOKYMEHTE, W/WJIH C UCTIOJIb30BaHHEM OoJiee CeJIEKTUBHOTO MHTMOMPYIOIIEro areHTa,
MOJKET OBITh MCIIOJB30BaH AJI MAEHTH(UKALUN MTpOTeasbl WIN Kjacca MpoTeas, cneruduaHbIx
mss CM AA wm BAA 1no HacrosmeMy wu3o0pereHuro. B HEKOTOphIX BapuaHTax
OCYIIECTBJICHHSI IPUCYTCTBHE MHIIEHU MOXET OBbITh MOATBEPKAEHO C UCIOJIb30BAHHEM areHTa,
KOTOpBIA SIBJIATCS CHELM(PHUYHBIM JUII MHLICHH, WM OOHApy)XUBaemas MeETKa MOJXKeET
KOHKYPHPOBAaTh C HEMapKHPOBAHHOW MHINEHBIO. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHS
MOXeT OBbITh HCIOJIB30BAHO HEMapKHUpOoBaHHOe AA ¢ OOHAapyKEHHEM MOCPEACTBOM
MapKUPOBAHHOTO BTOPHYHOTO aHTUTEJNA MK O0Jiee CIIONKHON CUCTEMbl OOHAPYKEHUSI.

[0209] TlomoOHbIe METOAMKH TaK:Ke TOJIE3HbI JIsl BU3YAIM3AIUH in Vivo, KOraa OOHapyKeHHe
(bIyopecLeHTHOrO CHrHajla y CyOBeKTa, Hampumep MIIEKOMHTAIOLIEro, BKJIOUAs YEIOBEKa,
YKa3bIBAET, YTO YUACTOK 3a00JI€BAHUS COAEPIKUT MHUILIEHb H CONEPKUT MPOTEasy, CrelupUIHYO
g CM AA unu BAA HacTosiiero packpbITHs.

[0210] Takuwe MeTOOWKM TakXKe TMOJIE3HBI B HaOOpax W/WIM B KAa4eCTBE PEAreHTOB IS
oOHapyXeHHs, UIeHTU()UKALUN HIIH XapaKTEPUCTHKH MPOTEA3HOW aKTHMBHOCTU B PA3IMYHBIX
KJIETKaxX, TKaHAX M OpPraHu3Max Ha OCHOBe mporteasocneunpuuneix CM B AA wm BAA mo

HACTOSIIEMY U300PETEHHIO.

13. TepaneBTU4YECKOE BBENCHUE



PCT/US2018/055717 72 WO 2019/075405

[0211] IloHATHO, YTO BBENEHUE TEPANEBTUUECKUX MPEMAPATOB B COOTBETCTBUU C PACKPBITUEM
OyneTr OCyIIeCTBIISAThCSA C MOAXOASLIMMHU HOCHTENSMH, HAMOJHUTENSIMH M JPYTUMH areHTaMu,
KOTOpbI€ BKJIIOYEHbI B COCTaBbl JJsi OOecreueHHs YJYYLIEHHOTO TIepPeHOCa, IOCTABKH,
NEePEeHOCHUMOCTH U TOMY MOAOOHOr0. MHOKECTBO MOAXOISIIUX COCTABOB MOJKHO HAWTH B
(bopmyssipe, U3BECTHOM BceM Xxumukam-(papmaneram: Remington’s Pharmaceutical Sciences
(15th ed, Mack Publishing Company, Easton, PA (1975)), B uactHocTH, riaBa 87 aBTOpPCTBa
Blaug, Seymour, BbIlIeyKa3aHHOTO UCTOYHUKA. JTH COCTABbI BKJFOUAIOT, HATIPUMED, TOPOLIKH,
1acThl, Ma3H, JKeJie, BOCKH, Macja, JIUIHIbL, CoAepKaline Uy (KATHOHHBIA WM aHUOHHbIH)
Be3uKyJbl (Takue kak Lipofectin™), JIHK-konbtoraTel, 0e3BOAHbIE aOCOpPOMPYIOIIUE TACTBHI,
SMYJIBCHH MAacliO-B-BOJIE M BOJA-B-Macie, SMYJIbCHH KapOOBaKC (MOJUSTHUIICHTIIUKOIHN C Pa3HOM
MOJIEKYJISIPHOM Maccoii), TOJNyTBEPAbIe TeIH U IOJYTBEPIAbIE CMECH, COoIepKaiue KapOoBakc.
JIrobast u3 BhIIEYKA3aHHBIX CMeCell MOKeT ObITh MOAXOISINEH B JIEYeHHUH U Teparu, Kak
OMKMCAHO B JAQHHOM pACKPbITHH, MPH YCJIOBHH, YTO AaKTHBHBI WHTPEIUEHT B COCTaBE HE
WHAKTUBUPYETCS COCTABOM, U COCTaB sBJsAETCA (U3MOJOrMYECKH COBMECTUMBIM U
NEepEeHOCUMBbIM B OTHOWIEHHH crnocoda BBemeHus. Cwm. tarke Baldrick P. “Pharmaceutical
excipient development: the need for preclinical guidance.” Regul. Toxicol Pharmacol. 32(2):210-
8 (2000), Wang W. “Lyophilization and development of solid protein pharmaceuticals.” Int. J.
Pharm. 203(1-2):1-60 (2000), Charman WN “Lipids, lipophilic drugs, and oral drug delivery-
some emerging concepts.” J Pharm Sci1.89(8):967-78 (2000), Powell et al. “Compendium of
excipients for parenteral formulations” PDA J Pharm Sci Technol. 52:238-311 (1998) u ccbuiku
Ha HUX JUIS TIOJIyYeHUs TOTIOJHHUTENbHONH MH(POPMALINH, KACAOIIEHCsl COCTABOB, SKCLIUITHEHTOB
U HOCHUTEJIeH, XOPOLIO U3BECTHBIX XUMHUKAM-(hapMaLleBTaM.

[0212] B HekOTOpBIX BapuaHTaX OCYLIECTBJICHHs aHTHUTENA, Oucnerudpudeckie anturena, AA
wii BAA (Wi MX KOHBIOTHPOBAHHbIE KOMIIO3UIMH) BBOISIT B COYETAHHH C OJHUM HJIH
HECKOJIbKUMH JIOTIOJTHUTENIbHBIMA areHTaMH WJIM ¢ KOMOWHAIMEH JOTIOJIHUTEIbHBIX areHTOB.
[Nomxonsiue NOMOJHHUTENbHBIE areHThl BKIIOUAIOT COBPEMEHHbIe (papMaleBTUYEeCKHe W/Uin
XUPYPrUYeCcKre METO/bI JIEYSHHUs I MPEANoaraeMoro npuMeneHus. Hampumep, OHH MOTYT
UCMIOJIB30BATBCSI B COYETAHMU €  JOTOJHUTENbHBIM  XHUMHUOTEPANEBTUYECKUM MU
POTHUBOOIYXOJIEBBIM CPEACTBOM.

[0213] B HekOoTOpbIX BapuaHTaX OCYLIECTBJICHUS aHTHUTeNa, Oucrnenuduyeckue aHtuTena, AA
win BAA (MM UX KOHBIOTHPOBAHHbIE KOMIIO3UIIMK) TI0 HACTOSIIEMY M300pETEHUIO BBOIST B
COYETaHUU C OJHUM UJIM HECKOJBKUMU JOTIOJHUTEIbHBIMU areHTaMH, BHIOPAHHBIMU U3 TPYIIIIBL,

cocTosillell U3 AaHTUTEN, KOHBIOTUPOBAHHBIX aHTUTEN, AA, KOHBIOTHPOBaHHbIX AA,

2

Oucnenmuyuecknx aHTHUTEN, KOHBIOTUPOBAHHBIX Oucnenuduuecknx anruren, BAA wmm

KOHBIOTHPOBaHHBIX BAA. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHUS YacTh aHTHUTENA JI0OO0T0 U3
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YKa3aHHBIX BBIIIE JOTIOJHUTEBHBIX Ar€HTOB HAINPABJIEHAa IPOTUB MUIIEHH, TAKOH KaK OJIHA MU
HECKOJIbKO MHINEHeH, packpbITbix B TaOmuue 9. IIoHATHO, Y4TO B HEKOTOPBIX BapHAaHTaX
OCYLIECTBJIEHHs] YaCTb AaHTHUTENAa NPEACTABICHHBIX B HACTOAIIEM H300pETEHUH AaHTUTEI,
oucnermpuuecknx anruren, AA win BAA (MM uX KOHBIOTUPOBAHHBIX KOMIIO3UIMH) U 4acThb
aHTUTEJNA JTOTIOJHUTENBHOIO areHTa HarpaBJieHbl IPOTUB OJHOM M TOM k€ MUIIEHU (Harmpumep,
0o0e moryr ObiTh HaueneHel Ha EGFR). B HekoTOpbIX BapmaHTax OCYINECTBIICHHMS OHHU
HaIpaBJIeHbl IPOTHUB OAHOM M TOH JK€ MUIIEHH, HO HALleJIeHbI Ha Pa3Hble SIIUTONBL. B HEKOTOPBIX
BApPUAHTAX OCYILIECTBJICHUS OHM HAINpPABJIEHbI MPOTUB COBEPIIEHHO pA3JIMYHBIX MHUIICHEH
(HarpuMep, aKTUBHUPYEMOE AHTHTEJO MO HACTOSIIEMY H300PETEeHHIO, KOTOpOe HAaLENeHO Ha
EGFR, MOXeT BBOOUTBCS B COYETAHUH C AA, HALlEJIEHHBIM HA JAPYI'YIO MHUIIEHb, aHAJIOTHYHO,
Hanpumep, BAA no Hactosiiemy nzobperenuto Hanenerno Ha EGFR, a CD3 moskeT Ha3Ha4aThCs
B COYETAaHUU C AA, HAallETICHHBIM Ha JIPYTyI0 MHILICHb.

[0214] B HexkOTOpBIX BapUaHTAaX OCYIIECTBJICHUS M300peTeHUs] aHTUTeNa, Oucnenuduyeckre
antutena, AA mwiu BAA (W UX KOHBIOTHPOBAHHBIE KOMIIO3UIIUH) IO M300PETEHUIO BBOIST B
COYETAHUU C UMMYHOTEPANEBTHUYECKUM areHToM. B HEKOTOpBIX BapHUaHTaX OCYILIECTBICHHUS
n3o0pereHust  aHtutena, Oucnermpuyeckne anrurena, AA wm  BAA  (wm  #ux
KOHBIOTHPOBAHHbIE KOMIIO3UIMH) MO HACTOSIIEMY H300pPETEHHIO BBOISIT B COYETAHUU C
XUMHOTEPANIEBTHYECKIM areHTOM. B HEKOTOpPhIX BapHaHTaX OCYINECTBJIEHHS H300peTeHUs
aHtutena, Oucrnenuduueckue anrtutena, AA wunn BAA (uam UX KOHBIOTUPOBAHHBIE
KOMIIO3ULIUH) 110 U300PETEHUIO BBOAAT B COUETAHMU C MMMYHOTEPANEBTHUECKUM areHTOM H C
XUMHOTEPANIeBTUYECKHM areHToM. B HEKOTOpbIX BapHaHTaxX OCYLIECTBIIEHHs OAMH WU
HECKOJIBKO JOTIOJIHUTEIBHBIX areHTOB BBOJST C JIIOOBIM M3 TAKUX BApUAHTOB OCYINECTBIICHUS
KOMOHWHAITHH.

[0215] B HexkoTOpBIX BapHaHTaX OCYLIECTBJIEHUS OHU COCTABJICHBI B OJIHY TEPANEBTHUYECKYIO
KOMIIO3UIMIO, U aHThTeNa/Oucnenududeckre anturena/AA/BAA U MOTOJHUTENbHBIA areHT
BBOIST OIHOBPEMEHHO.  AJbTEepHATUBHO, aHTuTena/Oucnenuduueckue anrurena/AA/BAA
BBOJAT OTHENBHO OPYr OT ApPYyra, HAmpuUMep, KaXI0€ M3 HHUX COCTABJIEHO B OTHEIBHYIO
TEpaNeBTUYECKYI0 KOMITO3ULIMID, W aHTUTena/Oucnenudpuyeckue antutena/AA/BAA u wux
IOTIOJIHUTENBHBI ~ areHT  BBOAST  OJHOBPEMEHHO WM  aHTUTeNa/Oncnenndudeckne
anTutena/AA/BAA W [OTNONHUTENBHBIH areHT BBOAAT B Pa3HOE BpPEMsi B COOTBETCTBHH C
HAa3HAUEHHOH cxeMoHl JeueHWs.  AHtHrena/Oucneundudeckue antutena/AA/BAA u wnx
TOTIOJTHUTEIIBHBIN are€HT MOTYT OBITh BBEIEHBI B HECKOJIBKHX J103aX.

[0216] Amnrturena/Oucnennpudeckne anturena/AA/BAA  moryr  ObIThb  BKIIIOUEHBI B
dapMarieBTHUECKHE KOMITO3ULUH, MOIXOAALINE JUIsi BBeAeHUs. IIpuHUIUIBI U cOOOpaskeHus,

CBA3aHHBIC C TMPUTOTOBJICHHUEM TAaKUX KOMHOSHHHﬁ, a TaKXXE€ pEKOMEHAaluU IO BbI60py
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KOMIIOHEHTOB NpUBeIeHbI, HarpuMep, B Remington's Pharmaceutical Sciences: The Science And
Practice Of Pharmacy 19th ed. (Alfonso R. Gennaro, et al., editors) Mack Pub. Co., Easton, Pa. :
1995; Drug Absorption Enhancement : Concepts, Possibilities, Limitations, And Trends,
Harwood Academic Publishers, Langhorne, Pa., 1994; and Peptide And Protein Drug Delivery
(Advances In Parenteral Sciences, Vol. 4), 1991, M. Dekker, New York.

[0217] Takue KOMITO3ULIHH 0OBIYHO comepkaT aHTuTena/oucnenuduyueckre
antutena/AA/BAA u dpapMalieBTUUECKU IPUEMIIEMbINH HOCUTE]Tb.

[0218] MHcnonb3yemblii B HaHHOM ONHCAHWUHM, TEPMHUH «(HapMaLEBTHUYECKH MPUEMIIEMBbIH
HOCHUTEJbY TMpeIHA3HAYeH IJIsi BKJIFOUYEHUs JIFOOBIX M BCEX PACTBOPHUTENEH, MUCTIEPCHOHHBIX
Cpen, TOKPBITUH, aHTHOAKTEPHAJbHBIX M IMPOTHBOIPUOKOBBIX CPEACTB, H30TOHUYECKUX W
3alepKUBArOIE a0COPOLUIO CPENCTB U T. M., COBMECTUMBIX ¢ (PapMaLleBTUYECKUM BBEIEHUEM.
IMonxonsimue HOCUTENN OMHUCAHBI B MocieqHeM m3naHuu Remington Pharmaceutical Sciences,
CTaHIAPTHBIN CIPABOYHBIN TEKCT B JAHHOM 00JaCTH, KOTOPBIH BKJIFOYEH B HACTOSIIEE OTIMCAHUE
MOCPEACTBOM CCBUTKU. [IpennouTuTeNbHbIe MPUMEPbl TaKUX HOCHUTENEeH Wi pa3daBuTeNei
BKJIFOYAIOT, HO HE OTPaHUYMBAIOTCS MU, BOAY, COJIEBOH PacTBOp, pacTBOPHI PuHrepa, pactsop
OeKCTPO3bl B 5% CHIBOPOTOYHBIA AJIbOYMUH 4YeOBeKa. Takke MOTYT OBbITh HCIOJB30BAHBI
JIMIIOCOMBI ¥ HEBOJHBIE HOCHUTEJNM, TAKHE Kak HejeTydne macia. lIpuMeHeHHWe Takux cpen H
CPeICTB B OTHOLIEHUH (PapMaleBTUYECKH AKTHBHBIX BEINECTB XOPOLIO H3BECTHO B JAHHOU
00JJacTH TEeXHUKU. 3a MCKIIOYEHHEM CIIydaeB, KOraa Kakue-JIu0o TPaaulMOHHBIE CPEIbl WU
BEIIECTBA SIBJIIIOTCS HECOBMECTUMBIMH C AKTHUBHBIM COEIUHEHUEM, MPEenyCMaTPUBAETCS HX
NPUMEHEHHE B KOMITO3ULIHSIX.

[0219] CocraBbl, npegHa3HaYEHHbIE AJISI BBEIACHUS iN VIVO JOJDKHBI OBITh CTEPHIIBHBIMH.
JlaHHOE YyCIIOBHE JIETKO JOCTH)KUMO TPOBEIACHUEM (DUIbTPALUU uepe3 MeMOpaHbl IS
CTePHIIbHON (PUITBTPALIUY.

[0220] DapmaneBTHYECKAasT KOMIIO3UIMS MO HACTOSIIEMY HM300pPETEeHHI0 W3rOTOBJICHA
COBMECTHMON C TPEArojiaraéMbIM MyTeM ee BBeleHus. [lpuMepnl myTel BBEIEHHUS BKIIIOYAOT
NapeHTepalbHOe, HAMpPHMEpP, BHYTPUBEHHOE, BHYTPHKOXKHOE, TMOJIKOKHOE, IepOopaibHOE
(HarpuMep, HWHTaJSIMOHHOE), TpaHCAepMaibHOE (T. €., MECTHOE), TPAHCMYKO3aJIbHOE U
peKTaIbHOE BBEIEHHE. PacTBOpBI WM CYCIIEH3UH, HCIOJIb3yeMble IS MapeHTEPaTbHOTrO,
BHYTPUKOKHOTO WJIM TOJKOXHOTO MOTYT BKJIOUATh CIEAYIOI[UE KOMIOHEHTHI: CTEPUIIbHBIN
pa3baBuTeNb, TAKOH Kak BOJA UL MHbEKUWH, (U3MONOTHYECKUN PacTBOp, HEJIETYy4YHE Macia,
MOJIMATHJICHTJIUKOJIH, TIUIEPUH, MPOMHJICHTJIUKOJb WJIA APYTHe CHHTETHUYECKUE PACTBOPHUTEIIH,
aHTHOAKTepUAIbHbIE CPEACTBA, TaKhe Kak OCH3WJIOBBIM CIOHUPT WM METHINapaOeHsr;
AHTHOKCHUJIAHTBI, TaKW€ KaK acKOPOMHOBAs KUCJIOTa WK OUCYJIb(OUT HATPHS, XEIATUPYIOIINE

CpeAcTBa, TakMe Kak 3TUJeHAuaMuHTeTpaykcycHas kucnora (DATY);, Oydepnl, Takue kax
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areTaTsl, HUTPaThl WK GocdaTel, U CPEACTBA AJIS PETYIUPOBKH TOHMYHOCTH, TAKUE KaK XJIOPHUJ
HaTpus UM JekcTpo3a. PH MOXHO peryiaupoBaTh C MOMOIIBIO KMCIOT WM OCHOBAHUMN, TaKUX
KaK COJIIHasl KUCJIOTa WM ruapokcup Hatpus. Ilpemapar nis mapeHTepajbHOTO MPUMEHEHUs
MOJKET OBITh 3aKJIFOUYEH B aMITyJIbl, OJTHOPA30BbIE IIMPHIIBI UM COCYABI U HECKOJIBKHUX 703 U3
CTEKJIa UJIU TJIACTMACCBhI.

[0221] apmaueBTHYECKHE KOMIIO3ULMU, MOAXOASIINE Ui NPUMEHEHUs B BHUJIE MHBEKLIMA,
BKJIFOYAIOT CTEPUJIbHBIE BOJAHBIE PACTBOPHI (B Clydae BOJOPACTBOPHUMOCTH) WJIM JAUCIEPCUH U
CTepUJIbHBbIE TOPOIIKH Il TMPUTOTOBJIEHUS CTEPUJIBHBIX WHBEKLHUOHHBIX PAcCTBOPOB WU
AUCTIepCuil Ui HeMeIJIEHHOro npuema. /I BHYTPUBEHHOI'O BBEICHUS MOAXOASLINE HOCUTEH
BKJTFOUAIOT (DU3HONOTHYECKHiT CONEBOH pacTBOp, GakTeprocTaTHueckyo oy, Cremophor EL™
(BASF, Parsippany, NJ) wiu docharao-conesoit Oydep (PCBH). Bo Bcex cnydasix KOMITO3HIIHS
JOJDKHA OBbITh CTEPHIIBHON M JOJDKHA OBITh YKUAKOH IO TAKOW CTEMEHH, YTO OHA JOJDKHA JIETKO
BBIXOIUTH U3 mmpuia. OHa 1orKHA ObITh CTAOMIIBHOH B YCIIOBHSIX POM3BOACTBA U XPAHEHHS U
JOJDKHA OBITh 3AIIMINEHA OT 3arpsi3HSIOIIEro ASHCTBUS MUKPOOPTaHU3MOB, TAKUX Kak OakTepuu
u rpubsl. Hocurenp MOXeT mpencTaBiATh cOO0H pacTBOPUTENb WM AUCIEPCHOHHYIO Cpeny,
COIEpIKAIIYI0, HAPUMEpP, BOAY, 3TAHOJI, TOJHOJ (HAMPHUMED, TJHUIEPHH, MPOMUJICHIJIUKONIb U
KUIKANA TIONMATHIEHIJIMKONb M T. A.) U HX MOAXOAALINEe cMecH. Hannexamyr TekydecTb
MO>KHO TOJJEp>KUBaTh, HAIIPUMeEp, MyTeM INPUMEHEHUs MaTepUasioB JUIsl TOKPBITUS, TAKUX Kak
JIELIUTHUH, MyTeM MOJAEP KaHUsI HEOOXOIUMOro pa3Mepa 4acTHUll B CIIydae AUCHEPCHH W MyTeM
PUMEHEHUS NOBEPXHOCTHO-aKTUBHBIX BELIECTB. IIpenynpexnenue JencTBus
MHKPOOPTaHU3MOB MOYKHO BBITIOJIHSATH TOCPEACTBOM PA3JIMUHBIX AHTUOAKTEPUANBHBIX U
IPOTUBOIPUOKOBBIX CPENCTB, HAaMpuUMep, mapabeHoB, xyuopOyraHoia, (eHona, ackopOMHOBOMH
KUCJIOTBL, TUMepocaia W T.IN. Bo MHOrMX ciydasxXx B KOMIIO3MLIMIO HAQJJIEXKHUT BKIOYATh
U30TOHMYECKUE BEIIECTBA, HANPUMEpP, caxapa, MOJHCIUPTHL, TAKHE KaK MAHHUT, COPOUT, WM
XJopua Hatpus. JUTUTENhHOE BCACHIBAHME WHBEKLMOHHBIX KOMIIO3ULIUI MOXKHO 00€CHeunuTh
NyTeM BKJIOYEHMs] B KOMIIO3UIMIO BEIEeCTBA, KOTOPOE 3aMeiseT BCachIBaHHE, HaIpUMep,
MOHOCTeapaTa aJIOMUHUS U XKeJlaTHHA.

[0222] CrepuibHble PacTBOPHBI ST UHBEKIMA MOTYT OBITh MPUTOTOBJIEHBI IIYTEM BKIIFOUCHUS
AKTUBHOTO COEOMHEHHUS B HEOOXOIMMOM KOJHYECTBE B MOAXOISINEM PACTBOPHUTENE C OJHUM
WA HECKOJbKHUMH HHIPEJUEHTAMH, MEPEUYHCICHHbIMU BBILNIE, MO Mepe HEOOXOOMMOCTH, C
MOCNIEAYIOIIeH cTepumn3aluei ¢ puiabrpanueii. B obmem ciydaeT AUCTIEpCHH TOTOBAT MyTEM
BKJIFOUEHHUS] aKTUBHOTO COCIMHEHHUs] B CTEPIJIbHBIH Oa30BBIH pacTBOP, KOTOPBIA CONEPIKUT
OCHOBHYIO JTUCIIEPCHOHHYIO Cpely U Apyrue HeoOXOAMMbIE WHIPEIUEHTHI U3 TepeUHCIeHHbBIX
Bblllle. B ciyyae CTepUJIbHBIX MOPOLIKOB JUIsl MPUTOTOBJEHUS] CTEPWIBHBIX HHBEKLMOHHBIX

PacTBOPOB CIIOCOOAMMU MTPUTOTOBIIEHUS SBJISIOTCS BaKyyMHasl CyIIKa M CyOJMMalMOHHAs CYIIKA,
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KOTOpbIe TMPHUBONAT K TMOJYYEHHIO TOPOIIKA AaKTUBHOTO WHIPEAMEeHTa IUTIOC JIFOOOMH
JOTIOJTHUTE/IbHBIN aKTHBHBI WMHIPEAMEHT M3 €ro paHee CTepUIbHO-NPO(UIBTPOBAHHOTO
pacTBopa.

[0223] IlepopanpHble KOMIO3ULMH OOBIMHO BKJIIOYAIOT B ceOsl MHEPTHBIA pa30aBHUTENb WU
cbenoOHbI HOcHTENb.  OHHU MOTYyT OBITh 3aKJIIOUEHbl B JKEJATUHOBBIE KAICYJbl WM
cripeccoBaHbl B Tabnerku. [l menei mepopanbHOTO TEPaneBTHYECKOrO BBEICHUS aKTHBHOE
COeMHEHUE MOKET ObITh OOBEIMHEHO C AKCLHUITHEHTAMH M HCIOJB30BAaHO B Gopme TabJEeTOK,
NMacTHJIOK WM Kamncyd.  [lepopajibHble KOMIIO3UIIMM TakKXK€ MOTYT OBbITh TMOJyYeHBbI C
UCTIOJIb30BAHUEM S KHIKOCTH-HOCUTENS Ui HWCIOJb30BAHMS B KAueCTBE IKUIKOCTH ISt
MOJIOCKAHUSI pTa, MPU 3TOM COENUHEHUE B SKUIKOM HOCUTENE MPUMEHSIIOT MEPOPAbHO,
MOJIOCKAIOT UM POT M BBIMJIEBBIBAIOT HJIM MPOTNIATHIBAIOT. DapManeBTUYECKH COBMECTHMBIE
CBSI3bIBAIOIIME BEINECTBA W/WMIIH abIOBAHTHbIE MAaTEPUANbI MOTYT ObITh BKJIFOUEHBI B Ka4eCTBE
YacTH KOMMO3WIMH. TalneTkw, NWIFOJIM, KarCyjibl, MACTHJIKH W TOMY MOJAOOHOE MOTYT
comepxkath JFOOblE W3 CIEAYIOIIUX HMHIPEAMEHTOB WM COEAWHEHWH mojoOHOro poxa:
CBSI3YIOIIEE BEIIECTBO, TAKOE KaK MHUKPOKPUCTAJUIMYECKAs IIEJUIF0JI03a, TPArakaHTOBash KaMenb
WIH JKEJIaTHUH, HATOJIHUTEJb, TAKON KaK KpaxMaj WIH JIAKT03a, Ne3MHTErPUPYIOIIee BEeIIEeCTBO,
TaKOe KaK aJIbI’MHOBAsI KUCJIOTA, Primogel wim Kykypy3HbI KpaxMaJj, CMa3bIBarOIIee BEIIECTBO,
TAKO€ KaK CTeapaT MarHus wid Sterotes; CKOJb3silee BEIIECTBO, TAKOE€ KaK KOJUIOMIHBIN
IVOKCUZ KPEMHUS, IOJCIAIINBAIONIEe BEIIECTBO, TAaKOE€ KaK caxapo3a WIM CaxapuH, HIN
BKYCOBO€ BEIECTBO, TaKO€ Kak MsTa IMepeyHas, METIJICAIULIUIAT WJIA areIbCHHOBBIN
apoMaTH3aTop.

[0224] [lnst BBeAEHUS MyTeM HHTASILUN COEIMHEHHs TOCTABJISIIOTCS B (OPME adpO30JIbHOTO
cripesi U3 HAXOISIIEroCsl TMOJ JaBJIeHHEM KOHTEHHepa WM J03aTOpa, KOTOPBIA COMEPIKUT
MOIXO SN MPOTEJUIEHT, HAMPUMED, Ta3, TAKOH KakK AUOKCH] YIiIepoaa, WK U3 PACTIbUIUTES.
[0225] CucremHOe BBeneHHE TaKXKe MOXKET ObITh BBINOJIHEHO Hepe3 CIM3UCTYIO WJIH 4Yepe3
koxky. Jlns BBemeHUs depe3 CIM3UCTYIO WIH TPAHCIEPMAJIbHOTO BBEIEHHUS B COCTaBE MOTYT
UCTIOJIb30BATECSl MPOHHKAKOLINE BEINECTBA, TMOAXOMSIUE Uil Oapbepa, Yepe3 KOTOPbIH
HeOOXOIUMO TPOHUKHYTh. Takue CMa4yuBaroOlIue BelecTBa OObIYHO WM3BECTHBI B JIAHHOMU
o0JlacTH TEXHUKH, U BKIIFOYAIOT B ce0s, HATIpUMeEp, BELIECTBA JJIsl BBEACHUS Yepe3 CIH3UCTYIO,
JETePTeHThI, COJIH KETYHBIX KUCJIOT W MPOU3BOAHBIE (PYCHUIAOBOW KUCJIOTHL BBenmeHue yepes
CJIIM3UCTYI0 MOXKET OBITh OCYIIECTBJICHO 3a CUET HCIOJBb30BAHUS HA3QJBbHBIX CIIPEEB HIIH
cynmo3utopueB. J[si TpaHCAEPMaIbHOTO BBENEHUS aKTUBHBIE COSNMHEHUS] M3TOTABJIMBAIOT B

BUJE Ma3el, 0anb3aMoB, rejiell WM KPEMOB, KaK B I1eJIOM U3BECTHO B JAHHOW O0JIACTH TEXHUKU.



PCT/US2018/055717 7 WO 2019/075405

[0226] CoenuHeHUs TaKKe MOTYT OBITh MPUTOTOBJICHBI B (JOPME CYIIIO3UTOPUEB (HATIPUMED, C
OOBIYHBIMU OCHOBAMHU JUIsl CYNIIO3UTOPHUEB, TAKMX KaK Maciio KaKao U JAPYrue IIIMLEPUIb]) UITH
KJIU3M C YAECP>KAHUEM ISl PEKTaIbHOU TOCTaBKH.

[0227] B onmHOM BapWaHTe OCYIIECTBJIEHUS N300pETEHUs] aKTHUBHBIE COEAMHEHUS TOTOBST C
HOCHUTEJISIMH, KOTOpble OyAyT 3aluINaTh COETUHEHHE OT ObICTPOrO BBIBEICHUS U3 OPTraHH3Ma,
HarpuMep, COCTaBbl C 3aMEAJICHHBIM/KOHTPOJIMPYEMbIM BBICBOOOXKIECHHEM, B TOM YHCIIE
UMIUIAHTAThl M MHUKPOMHKAIICYJUPOBAHHBIE CHUCTEMBl JOCTaBKM.  MOKHO HCHOJIb30BaTh
Ouopasznaraemple,  OMOCOBMECTHMBbIE  IOJUMEpBI,  TaKU€  KaK  OSTHUICHBUHWJIALETAT,
NOJIMAHTUIPHU/BL, TIOJMUIJIMKOJIEBAsT KHCJOTA, KOJUIAreH, CJOXKHbIE MOJHOPTO3(GUpBl |
MOJIUMOJIOYHAsl ~ KHUCJIOTA. CriocoObl  moONy4eHWsI TaKUX COCTABOB OyAyT OYEBHIHBI
CTHELIMAIMCTaM B JAHHOH 00JIaCTH TEXHUKH.

[0228] Hampumep, aKTHUBHBIA HHIPEIUEHT TaKXKe MOKET OBITh 3aKJIFOYEHO B MHUKPOKAICYIIE,
NPUTOTOBJICHHOH, HampUMep, METOJaMH KOoallepBalllHi WJIHM MOJIMMEpPHU3alu Ha rpaHuue ¢as,
HaIlpuMep, MUKPOKANCyJe U3 TMAPOKCHMETHILE/UTIONO3bI UIIN JKEeJIATUHA U MUKPOKAICYJE U3
NOoJI(METUIIMETAKPUIIATA), COOTBETCTBEHHO, B KOJUIOMIHBIX CHCTEMax JOCTaBKH JIEKapCTB
(HarmpuMep, JUMOCOMax, aJIbOYMHHOBBIX MHUKpOChepax, MHUKPO3MYJIbCHIX, HAHOYACTUIAX H
HAHOKAIICYJIaX) WIH B MAKPOIMYJIbCHSIX.

[0229] Moryr ObBITb M3TOTOBJIEHBI IpemapaTrbl C 3aMENJICHHbIM  BBICBOOOKAECHHUEM.
ITopxonsmue mpuMeppl MpenapaToB ¢ 3aMEUVIEHHBIM  BBICBOOOXKIIEHHEM  BKJIFOYAIOT
NOJIyIIPOHUIIAEMble MATPHULIbI U3 TBEPAbIX rUAPO(OOHBIX MOJIUMEPOB, COAEPIKALINE AHTUTEIO,
IpUYeM MATPHLBbI NIPEACTaByieHbl B (OpMe, HapUMep, TUIEHOK MM MHUKpoOKarcyn. ITpumepsr
MaTpHLl JUIUTEJIBHOTO BBICBOOOKAEHHSI BKJIIOYAIOT CJIOKHBIE TONMMA(UPBI, THUAPOTEIH
(Harmpumep, mosu (2-rUAPOKCUITUIMETAKPHUIIAT) WM MOJU(BUHUJIOBBIA CIIUPT)), MOJUIAKTUABI
(mar. CIHA Ne 3,773,919), comosumepsl L-riyTaMHHOBOW KHCJIOTHI M Y-3THJI- L-riyramara,
Hepas3jaraeMblil STUJIEHBUHUJIALIETAT, pa3JIaraeMble COIMOJIMMEPbl MOJIOYHOM KHUCJIOTBI H

riukojeBoi kuciotel, Takue kak LUPRON DEPOT ™

(nHBEIIPYEMBIE MHUKPOCHEPHI,
COCTOSIIIME U3 COTIOJIMEPA MOJIOUYHOH KHCIIOTBI M TNIMKOJIEBOI KUCIIOTHI U alleTaTa JEeHIpoiInaa)
U nonu-D-(-)-3-THOpOKCUMACTISIHYIO KHCJIOTY. B TO Bpemsi Kak TOJHMMEpBI, Takue Kak
STUJICHBUHUJIALIETAT M MOJIOYHAsI KUCJIOTA-TJIIMKOJIEBAast KUCJIOTA, OOECIIeYNBAIOT BO3MOXKHOCTb
BBICBOOOKIEHHs MOJIeKyJ fnosblie 100 cyTok, onpeneneHHble THAPOTeNN BEICBOOOKIAIOT OeNKH
B TeueHHe 0oJiee KOPOTKHX MEPHOIOB BPEMEHH.

[0230] Marepuanbl TakXke MOTYT OBITh MOJY4eHbl KOMMeEpYeCKH y KommaHuii Alza
Corporation u Nova Pharmaceuticals, Inc. JIunmocomanpHble cycnieH3uH (BKJIIOYAsi JIUTIOCOMBI,

HalICJICHHBIC Ha HH(bHHHpOBaHHbIe KJIIETKU C MOHOKJIOHAJIbHBIMU AHTHUTCJIaMHU K BHPYCHBIM

aHTI/IFeHaM) " TAKXE MOTYT OBITb HCIIOJB30BAHbI B KaueCTBE (I)apMaI_IeBTI/ILIeCKI/I MPUEMIIEMBIX
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Hocutenell. MX MOJKHO MOJIy4UTh B COOTBETCTBHHU CO CIIOCOOAMU, M3BECTHBIMHU CIIELIUAINCTAM B
OaHHOW 00JIaCTH TEXHUKH, HAIpuMep, kak onucaHo B mareHte CIIIA Ne 4,522 811.

[0231] B w49actHOCTH, MOXET OBITh BBITOAHBIM NPUTOTOBJICHHE KOMITO3ULUN  IJis
NEePOPATbHOTO HJIM TApEHTEPAbHOTO BBEIAEHHMS B EIWHUYHOM NO3UPOBaHHOW (opme s
ynoOCTBa BBEACHUSI M OHOPOAHOCTH JJOUPOBKU. B KOHTEKCTE JAHHOTO NOKYMEHTA eJUHUYHAS
A03UpOBaHHast (OpMa OTHOCHUTCS K (PU3MYECKH IUCKPETHBIM €OUHULAM, IMOAXOISIIIUM B
KauecTBE €AMHUYHBIX JO3MPOBOK AN IOJUIEXKAINEro JICYEHUIO CyOBeKTa; Kaxaas eIuHHLA
COIEPIKHUT MPENONPENETICHHOE KOJMYECTBO AKTUBHOTO COENUHEHHs, PACCYMTAHHOE TaK, YTOOBI
OKa3bIBaTh HEOOXOAMMOE TEpaNeBTUYEeCKOe MCWCTBUE, B COUYETAHMU C HEOOXOIMMBIM
dapmaneBTrueckum HocuteneMm.  Crenudukauuy Ui €IUHUYHBIX JO3UPOBAHHBIX (HOPM
COTJIACHO PACKPBITHIO OOYCIIOBJIEHBI M HANPSIMYI 3aBUCAT OT YHHKAJIbHBIX XapaKTEPUCTHK
AKTUBHOTO COEQUHEHUsT W KOHKPETHOIO0 JOCTHIaeMOIrO TEepaneBTUYECKOrOo MAEWUCTBUS, W
OTpPaHWYEHUH, CBONCTBEHHBIX OOJIACTH TEXHUKH COCTABJICHHS COCOMHEHHH, Hampumep,
AKTUBHOTO CO€IMHEHHUs JUJIs JICUCHUs] UHIUBUJIOB.

[0232] apmaueBTHYECKHE KOMIO3ULIUK MOTYT ObITh BKJIIFOUEHBI B KOHTEHHED, YIIAKOBKY TN
JUCIIEHCEP BMECTE C MHCTPYKLMEHN MO NPUMEHEHHIO.

[0233] TIlpemapar Taxke MOXKET coAepkaTb Oojiee OJHOTO aKTHBHOTO COENUHEHMs, KOTOPOe
HEOOXOIMMO sl  KOHKPETHOrO TIOKa3aHUs, IMOJBEPraeMoro JIeUEHHI0, HamnpuMmep, ¢
JOTIOJIHUTEIbHBIMU BapUAHTAMU AKTUBHOCTH, KOTOPbBIE HE OKAa3bIBAIOT BPEIHOIO BIUSHUS APYD
Ha Apyra. AJIbTEpPHATUBHO WU B AONOJHEHHUE, KOMIIO3ULIUA MOXKET COAEepKaTh areHT, KOTOPBIH
yCUIMBaeT ee (PYHKIHMIO, TakoW Kak, HampuMep, LUTOTOKCHYECKUH areHT, IMTOKHH,
XUMHOTEPANeBTUYECKUII areHT WM areHT, HWHIHOMPYIOIMUH POCT. Takue monexybl
NPUCYTCTBYIOT B HaJuIeXkKalell KOMOMHAIMM B KOJMYECTBAX, KOTOpble 3(PQPEKTHBHBI I
MIPEANOJAraeMoro NpUMeHEeHUsL.

[0234] B opHOM BapuaHTe OCYIIECTBJIEHHS AaKTUBHbIE COEOUHEHHs BBOISIT B COCTaBe
KOMOWHUPOBAHHON Tepamuu, TO €CTb, B COYETAHHMH C JPYTUMH areHTaMHu, HarpuMep
TEpPANeBTUYECKUMU areHTaMu, KOTOpbIe NPUMEHUMBI AJIs JICYEHUs] NMATOJOTMYECKUX COCTOSTHUN
WA PAacCCTPONCTB, TAKUX KaK ayTOMMMYHHBIE PacCTPOWCTBA W BOCHAJUTENbHBIE 3a00JI€BAHMSL
TepmuH «B KOMOWHAIIMM» B AaHHOM KOHTEKCTE O3HAYAET, YTO areHThl BBOISITCS IO CYIIECTBY
OTHOBPEMEHHO, JHOO OJHOBPEMEHHO, JMOO mocnenoBaTenbHO. llpu mocnenoBaTebHOM
BBEICHUM, HA HAa4dajO BBENECHMsI BTOPOTO COEIMHEHMs], MEPBOE U3 ABYX COCIUHEHHN BCE elle
obHapy:xuBaeTcs B 3 (QEeKTUBHBIX KOHIICHTPALHSIX B MECTE JICYCHHUSI.

[0235] Hampumep, KOMOMHHUpPOBaHHAs Tepamusi MOMKET BKJIOYATh OJHO WJIM HECKOJIBKO
anturen/Oucnennpuueckux aHtuTel/AA/BAA mno HacrosAmeMmMy H300pETEHHIO, KOTOpbIE

KOM6I/IHI/IpOBaHbI W/ uau BBOIATCA COBMECTHO C OJHHMM MM HECKOJIBKMMH AOIOJHHUTCIIbHBIMH
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TEPAreBTUUYECKUMHU areHTaMH, HAIIPUMEDP, OAHUM WUJIM HECKOJBKUMH MHTHOUTOPAMU [IUTOKHHOB
u  (akropoB pocra, HMMYHOIENPECCAHTAMH, IPOTHBOBOCHIAIMUTENBHBIMUA  areHTaMH,
uHruouropamu Merabonm3Ma, WHruouropamu (PEpMEHTOB W/MIM LUTOTOKCHYECKUMH MU
LIUTOCTaTUYECKUMHU areHTaMu, Kak Oosiee moapoOHO omucaHo Hiwke. Kpome Toro, ogHO wiH
HECKOJIbKO aHTHTeN/Oucnennduyeckux antuted/AA/BAA, OnMCaHHBIX B AaHHOM JOKYMEHTE,
MOTYT HCIIOJIB30BaThC B KOMOMHAIMU C ABYMsI WM Oojiee TepaneBTHYECKUMH areHTaMu,
OTNMCAHHBIMH B IAHHOM JIOKyMeHTe (Harnpumep, onHo BAA, BBeneHHbIl ¢ npyrum BAA wiu AA
COTJIACHO M300peTeHut0, U ToMmy TmonoOHoe). Takas KOMOMHHMPOBAHHAs TEpAIUs MOXKET
NPEUMYIIECTBEHHO HCIOJb30BaTh 00Jiee HU3KME J03bl BBOJUMBIX TEPANEBTHUECKUX ArCHTOB,
TakuM 00pa3oM m30eras BO3SMOXKHBIX TOKCHUYECKHX 3(P(PEKTOB WM OCIOKHEHHUH, CBS3aHHBIX C
Pa3JINYHBIMH MOHOTEPAITHSIMH.

[0236] B gpyrux BapHaHTax OCYIIECTBJICHHUS OJHO WJIM HECKOJBKO aHTUTEIN 10 M300PETEHUIO
MOTYT OBITb CKOMOMHHMPOBAHBI C W/WJIM COBMECTHO BBEIEHBI C OJHHUM WM HECKOJbKUMH
NPOTHBOBOCHIAJIUTENbHBIMA  JIEKAPCTBEHHBIMH ~ CPEACTBAMH, HMMYHOIETIPECCAHTAMH  FUIH
MeTa0OJMUECKUMU HMIH (pepMEHTATHBHBIMH WHTruOWTOpaMu. HeorpaHudmBaromue mpuMepsl
NpenapaToB WJIM UHTHOMTOPOB, KOTOPBIE MOKHO HCIOJIB30BaTh B KOMOMHALIMU C AHTUTEJIAMH,
ONMCAHHBIMH B HACTOSIIEM IOKYMEHTE, BKJIOYAIOT, HO HE OTrPAHWYMBAIOTCS UMM, OJUH HIIU
HECKOJIbKO H3. HECTEPOMAHBIX MPOTUBOBOCHANUTENbHbIX mpenapatos (HIIBII), nampumep
ubynpodeH, TeHupaamn, HapoOKCEH, MEJOKCHKAM, MHPOKCHKaM, MUKIO(PEHaK U HWHAOMETALMH;
cynbdacanasuH;, KOPTHKOCTEPOUIbl TaKHE€ KaK IPENHHU30JI0H, IPOTUBOBOCHAIUTENbHBIE
npenapatel, nopasisroumii UTOKkMHBI (CSAID); mHrHOuTOphl OHOCHHTE3a HYKJIEOTHIOB,
HarpuMep MHrUOUTOpbI OMOCHHTE3a IypUHA, AHTArOHHMCTHI (ojiaTta (HampuUMep, METOTPEeKcaT
(N-[4-[[(2,4-nnaMUHO-0-NITEPUTUHIIT)METHII |[METHIIAMUHO | O€H30M | -L-rlyTaMHHOBAas KMCIIOTA),
u UHTUOUTOPBI OuocuHTE3a MUPUMUINHA, HampuMmep UHTUOUTOPBI
nurugpoopoTtaraerunporeHassl (DHODH).  TMoaxopsmiue TepaneBTUYECKHEe AareHThl IS
NpUMEHEeHUsT B KOMOWHAIIMKM C aHTUTeNaMu mo u3o0pereHuro Biaro4aroT NSAID, CSAID,
unruburopelr (DHODH) (wampumep, nedsyHomun) wu aHtaroHuctsl (ornara (Hampumep,
METOTpPEKCAT).

[0237] Tlpumepbl MAOMONHUTENBHBIX WHTHOMTOPOB BKJIOYAIOT OJIWH WM HECKOJBKO U3
CJIEAVIOIINX: KOPTUKOCTEPOUABI (Il MEPOPANbHOTO, HHTAISILIMOHHOTO W MECTHOTO BBEICHUS);
UMMYHOJIETIPECCAHTBI, HanpuMep, LuKIocnopuH, Takpoaumyc (FK-506); n uarndutopst mTOR,
HaIpuUMeEpP, CHUPOJIUMYC (paHaMI/ILII/IH-RAPAMUNETM WIA T[POU3BOAHBIE pPallaMHULIVHA,
HAalpuMep, pPacTBOPUMBIE MPOWU3BOJAHBIE  pamaMuOMHA (HampuMmep,  CIOXXHO3(UpPHBIE
npou3BoHbIe panamunyHa, Hanpumep, CCI-779), areHTsl, KOTOpbIE MPEMSTCTBYIOT Nepenade

CUTHAJIOB TMPOBOCMAJHUTENbHBIMA LUTOKHHaMH, TakuMu kKak TNFo wmm IL-1 (mampumep,
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unruouropel IRAK, NIK, IKK, p38 wmmu MAP kunassl), uarubutoper COX2, nHampumep
LeNIEKOKCHO, pOPEKOKCHO U MX BapUaHTbL, HHIHOUTOPHI ochoanscrepassl, Hanpumep R973401
(narudutop Qocdomuscrepassl Tuna 1V), nuarndurtops! Gochonunaszpl, HaNPUMep UHIHOUTOPHI
1uTo30sbHON (pocdonasel 2 (cPLA2) (Hampumep, aHaIOrH TPUPTOPMETUIIKETOHA), HHTHOUTOPBI
¢axTopa pocTa SHAOTENHANBHBIX KJIETOK COCYIOB MJH peuentopa (akTopa pocTta, HampuMep
uarudurop VEGF w/wmn unrnburop VEGF-R, u mnruburopsr anruorenesa. Iloaxomsmumu
TepaneBTUYECKUMH areHTaMH JJIsi IPIMEHEHNS! B KOMOMHALIMN C aHTUTENaMH M0 H300pETeHHIO
SIBJITFIOTCS] IMMYHOJETIPECCAHTBI, HapUMep, HUKIocnopuH, Takpoiaumyc (FK-506); uaruburopsr
mTOR, Hampumep NPOHM3BOAHBIE CHUpONMMYycCa (pamaMULMHA) WM parnaMHLKHA, HAIpUMep
pacTBOpUMBbIE TPOU3BOAHBIE panaMuOyHA (HAPUMEpP, CJOXKHBIE S(QUPBI  MPOH3BOIHBIX
panmamuinHa, Harnpumep CCI-779); Hurubmroper COX2, HampuMmep LEIEKOKCHO H  €ro
BapHUAHTBI, 1 UHTHOUTOPHBI (ochonumnaspl, HAMPUMEP MHIHOUTOPBI LUTO30JIBHON (ochonmmaszbl
2 (cPLA2), Hanpumep aHaJIOTH TPUPTOPMETUIIKETOHA.

[0238] [omoJIHUTENbHBIE  MOPUMEPbI  TEPANEBTHYECKUX  areHTOB, KOTOPbIE  MOYKHO
KOMOWHHUPOBATh C AHTUTEJIOM IO HACTOSIIEMY M300PETEHHIO, BKIFOUAIOT OJJHO MIJIM HECKOJIBKO
u3 crepyromux: O-mepkanronypunsl  (6-MII); asatmonpuHcynbdacanasuH;, MecalasuH,
oncanasuH; xynopoxun/ruapokcuxiopoxud (PLAQUENIL ®); NEHULUJIIAMUH, aypOTUOPHAJIAT
(BHYTPUMBILIEYHO U MEpPOPaAIbHO);  A3aTHONpPUH,  KONXWIMH,  aroHUCThl  Oera-2
anpeHopenenTopo (canpOyTamos, TepOyTaluH, cajibMeTrepan), KCaHTUHbI (TeO(pUIUTHH,
ApHUHO(QUIUINH), KPOMOTJIMKAT;, HEIOKPOMIII, KEeTOTH(EH; HUnpaTponuii u OKCUTPOIIHIL,
MHUKO(EHOIAT MOQETUI, arOHUCThl AJCHO3HMHA, AHTUTPOMOOTHYECKHE areHTbI, HHIHOHTOPBI
KOMIUIEMEHTA, U aIpEHEPTUIECKHUE areHThI.

[0239] B HEKOTOPBIX BapHaHTaxX OCYLIECTBIICHHSI aHTuTena/oucnenuduyeckre
antutena/AA/BAA 1o u300peTeHHr0 MOryT ObITh OOBEIMHEHBI ¢ OJHUM HWJIM HECKOJbKHUMH

antuTenamu/oucnenudrueckumu antTutenamMuw/AA/BAA.

14. KoMmIeKkTel 1 MPOU3BOANMBIE U31ETUs

[0240] B nmaHHOM pa3pgenie TpenoCTaBieHbl HAOOPHI U MPOU3BOIUMBIE U3NEIIHSI, COAEPIKAIINE
ar0boe OOHO WM HECKOJbKO aHThTeN, AA, Oucneuudpuueckux aHTUTENl U BAA,
MIPEACTABJICHHBIX B JAHHOM JJOKYMEHTE.

[0241] Habops! u TPOU3BOANMBIE H3AEIUS MOTYT COAEPKATh JEOO0E OHO WIIH HECKOJIBKO U3
anTuTen, AA, oucneruduueckux aHntuten U BAA, mpenctaBieHHBIX B TaHHOM JOKYMEHTE, B
¢dopmare, noaXoaAIIEM AJIS XPAHEHUS WJIH JOCTABKU.

[0242] Halopel U NMPOU3BOAMUMBIE H3ZENUS MOTYT COAEPKaThb IO MEHbLIEH Mepe BTOpPOH

KOMIIOHCHT.
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[0243] Halopbl u NPOU3BOOUMBIC U3IENIUS MOTYT COAEpPXkKAaThb COCYHA, pa30aBUTEND,
pacTBOPUTENIb, BTOPYKD KOMIO3WIMIO WM JIIOOOH  KOMIIOHEHT, TOIAXOASINUNA  JIJIst
npeoOpa3oBaHusl MPUTOJHON Ul XPaHEHHUs KOMIIO3MLMU B IMPUIOAHYIO JUI HCIOJIb30BAHUS
KOMIIO3ULIMIO B PAcKpbITOM B JaHHOM JIOKyMeHTe crnoco0e, B cjy4dae, €ClId Takoe
npeoOpa3oBaHue HEOOXOAUMO. Cnoco® MokeT mpencraBisiTe coOO#, Hampumep,
TepareBTUYECKUH CHoco0, pacKpbIThbIi B JAaHHOM JokyMmeHTe. Habop Mosker comepkarhb
UHCTPYKLUH JJIs1 IPUMEHEHUS.
[0244] Habopbl ¥ TPOU3BOAMMBIE H3IENHUS Uil MPOM3BOACTBA MOTYT COAEpKaTh areHT B
COOTBETCTBUHU C OMNMCAHUEM B JAHHOM JOKYMEHTEe, HalpuMep LUTOTOKCHYECKHI areHT WM
OOHApYXKUMYK METKy, B (opmare, MOAXOIIIEM JUIsi KOHBIOTAUU C aHTUTENaMH, AA,
oucnenmduuecknMu aHTUTEIaMU 1 BAA, IpencTaBiIeHHbIMU B TAHHOM JTOKYMEHTE.
[0245] Cnenyrouye npuMepbl BKIIOUEHBI B MWJUTIOCTPATUBHBIX LIENISAX U HE NIpeJHa3HaAYeHb! AJis
OTPaHUYEHUS OXBAaTa H300PETEHHSI.

ITEPEUMCJIEHHBIE BAPUAHTBI OCYIIECTBJIEHUA
[0246] MH3oOpereHne MOKeT OBITh OMPENEICHO TMOCPEACTBOM CCBUIKA Ha CIEIYIOIIHe
NepEeYNCIIEHHbIE UJUTIOCTPATUBHBIE BAPHUAHTHI OCYLIECTBIICHHUS.
[0247] 1. bucneunpudeckoe akruupyemoe antureno (BAA), mpuuem ykazanHoe BAA
NpU aKTUBALMU CHEUU(PUYECKH CBA3BIBAETCS C JABYMsI MUIIEHSAMH W HMEET CIEeIYIOLIYIO
CTPYKTYpY:

a. anrureno IgG (AB1), koropoe crieriupuiyeckul CBA3BIBAECTCS C TIEPBON MUIIEHBIO,
rne AB1 conepxut ase Tsokensie uenu (AB1 HC) u nee nerkue uenu (AB1 LC); u rne AB1
CBsI3aH C NepBbIM MackupyromuMm (parmentom (MM1), CBsI3aHHBIM C MEPBBIM PACLIETIISIEMbIM
¢dparmentom (CM1) ¢ obpazoBanneM koHCTpykiuu MM1-CMI1, rme kapOOKCHIIbHBIM KOHEI
koHCTpykuu MM1-CM1 cBsi3aH ¢ KakIpIM aMUHOKOHIIOM Kax1oi1 ierkoii uenu AB1, rae

MM unrubupyer ceszpiBanue AB1 ¢ ero MuIeHbro; u
CMI1 npencraBnsieT coOOU MONMIIENTHA, KOTOPbIA (DYHKIIHOHHPYET B KAa4EeCTBE
cyOcTpara st IepBOH MPOTeasbl,

b.  nmBa scFv (xaxnmeiii AB2), Kakaplii U3 KOTOPBIX CIELU(PUUECKH CBSA3BIBAETCS CO
BTOPOW MHUINEHBIO, rne Kaxnaeld AB2 conmepkut BapuabenpHYIO 00NacTb JIETKOH Lemu,
CBSI3aHHYIO C BapualeNbHON OONMACTBIO TSDKENOW Lemu, riae KapOOKCHUIIBHBIA KOHEL KaXKIOTo
AB2 cBsI3aH ¢ aMUHOKOHILIOM Ka)KAOH U3 TspKenbix Hened AB1; u rme xaxkapiii AB2 cBsizaH co
BTOPBIM MackupyoomuMm ¢parmenrom (MM2), CBSI3aHHBIM CO BTOPBIM  PACLIECTUISIEMbBIM
¢parmenTom (CM2), ¢ obpazoBanueM KOHCTPykiuu MM2-CM2, rne kapOOKCHIIBHBIN KOHEI]
Kaxa0H koHCTpykiuu MM2-CM2 cBsA3aH ¢ aMUHOKOHIIOM Kaxkaoro AB2, rae

MM2 unrubupyer cesaspiBanue AB2 ¢ ero MUIIEHbIO; U
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CM2 mnpencraBnsier coOOU MONHIIENTHA, KOTOPBIA (PYHKIIHOHHPYET B Ka4eCTBE
cyOcTpara st BTOPOH mpoTeassl,
u mpuueM BAA umeeT 1o MeHblIel Mepe OHY U3 CIEAYIOIUX XapaKTEPUCTHK:
1. MM?2 copep:kMT aMUHOKHUCIOTHYIO NocienoBaTenbHocTs SEQ ID
NO: 12;
ii. MMI1  copmepXUT  aMUHOKHCJIOTHYK)  IOCJI€IOBATEIbHOCTD,
BBIOPAHHYIO U3 TPYIIIbI, COCTOSIIEH U3 MOCIe0BATEIbHOCTEH, MPEACTABICHHBIX B TA0IUIE 7,
1ii. AB2 conep:xut BapuabebHbII TOMEH TSIKENIOH LenH, KaK yKa3aHo
B SEQ ID NO: 2 uymn SEQ ID NO: 3, wiu BapuabeNbHbII TOMEH JIETKOH IenH, KaK yKa3aHo B
SEQ ID NO: 1 uwnu SEQ ID NO: 4; u
. AB1 conmepxur Fc-obnacth, comepKamyrd aMHUHOKUCIOTHYIO
3aMEHY MO MEHbIIE Mepe B OTHOM U3 aMUHOKHUCJIOTHBIX nojoxkeHuit 1234, 1235, N297 u P331
(aymepaumst B cootBercTBUHU ¢ mHAekcoM EU cormacro Kabary) takum obpasom, uro BAA

UMeeT MOHWKEHHYIO 3 dekTopHY0 QYyHKIHIO.

[0248] 2. BAA no BapuaHTy ocymecTBieHus 1, B koropom AB2 comep:xut BapraOenbHbIi
noMmeH Tspkenod nernu, kak ykazaHo B SEQ ID NO: 2 wim SEQ ID NO: 3, u BapuaOenbHbIH
JOMEH JieTkoM 1enu, kak ykazaHo B SEQ ID NO: 1 unu SEQ ID NO: 4.

[0249] 3. BAA mno BapuaHTty ocyuectByieHus 1, B koTopoM AB1 CBsI3bIBa€T OMyXOJEBYIO
MmulneHb, a AB2 cBsi3bIBaeT MUIIEHb IMMYHHOTO 3(deKTopa.

[0250] 4. BAA mno mobOomy wu3 BapuaHToB ocymiecTBieHuss 1-3, B kotopom BAA
npezacrasisier codoii bucnermduueckoe npusnekaroiiee T-knerku (TCB) AA (TCBAA).

[0251] 5. BAA no mobomy u3 BapuaHTOB ocyiiecTBieHus 1—4, B kotopom AB1 cBsi3biBaeT
EGFR, a AB2 cBszeiBaeT CD3e.

[0252] 6. BAA mo mo0oMy U3 BapHaHTOB OCyIIeCTBJIeHUs 1—5, B koTopoM MM conepkut
AMHHOKHCJIOTHYIO ~ ITOCJIEIOBATEJIbHOCTb,  BBIOPAHHYKO W3  TPYNNbL,  COCTOSIIEH W3
NOCJIEIOBATEIBHOCTEH, MPEICTABIEHHBIX B TAOIHLE 7.

[0253] 7. BAA mo mo0oMy U3 BapHaHTOB OCyIIecTBJIeHUs 1—5, B koTopom MM1 conepxut
AMUHOKHCJIOTHYKO TMOCJIEIOBATEIBHOCTD, BRIOPaHHYIO M3 rpymmbl, coctosieit u3 SEQ ID NO:
85 u SEQ ID NO: 78.

[0254] 8. BAA mo mo0oMy 13 BapHaHTOB OCyIlecTBiIeHus 1-5, B kotopom MM1 conepxut
SEQ ID NO: 78.

[0255] 9. BAA mo mo0oMy 13 BapHaHTOB OCyInecTBiIeHus 1-8, B kotopom MM2 conep kut

aMUHOKHUCJIOTHYIO nocneaosarenbHocTs SEQ ID NO: 12.
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[0256] 10. BAA mo moboMy u3 BapuaHTOB ocyiiecTBieHuss 1-9, B kotopom CM conmepkut
aMUHOKHUCJIOTHYIO nocneaosarenpbHocTs SEQ ID NO: 14,

[0257] 11. BAA mo mobomMy u3 BapuaHTOB ocyiiecTBieHuss 1-9, B kotopom CM conepkut
aMUHOKHUCJIOTHYIO nocneaosarenpHocTs SEQ ID NO: 17.

[0258] 12. BAA no moOomy u3 BapuaHTOB ocyinectsienus: 1-9, B koropom CM takoro CM
COZIEP’KUT aMUHOKHUCJIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 16.

[0259] 13. BAA mno nro6oMy U3 BapuaHTOB ocyinecTienus 1-9, B koropom CM1 conmepskut
AMHHOKHUCJIOTHYIO TIOCJIEJOBATEIBbHOCTD, BbIOpaHHYIO M3 rpymimel, conepxkaueit SEQ ID NO: 14
u SEQ ID NO: 16.

[0260] 14. BAA mo mrobomy u3 BapuaHToB ocymiecTsieHus 1-9, B kotopom CM2 conepkut
AMHHOKHUCJIOTHYIO TIOCJIEIOBATEIBHOCTD, BEIOpaHHYIO M3 rpymiel, coaepxkamer SEQ ID NO: 14
u SEQ ID NO: 17.

[0261] 15. BAA mno mobOomy wu3 BapuaHTOB ocymectBieHuss 1-14, B kotopom ABI
COJIEP’)KUT aMHHOKHCIIOTHBIE 3aMEHBbI [0 MEHbLIeH Mepe B ABYX IOJOXEHHUSIX aMHUHOKHCIOT
L234, L.235 u P331.

[0262] 16. BAA nmno Bapuanty ocyuiectsieHus 15, B kotopom ABIl coxpepxur

2

AMHUHOKHCJIOTHBIE 3aMEHbI B MOJIOKEHUSIX aMUHOKUCOT [.234, 1235 u P331.

[0263] 17. BAA nmno Bapuanty ocyuiectBieHus 15, B kotopom ABl coapepxur

aMuHOKUCIIOTHBbIE 3amenbl L.234F, L235E u P331S.

[0264] 18. BAA mo BapuaHTy ocyuiectieHusi 15, B koropom AB1 conmepxkur obnacts Fc,
COJZIePIKaLIY0 aMUHOKUCJIOTHYIO 3aMeHy B N297.

[0265] 19. BAA mno moOomy u3 BapuaHtoB ocymectsienus 1—14, B kxoropom ABI
COIEP>KUT aMHUHOKHUCJIOTHBIE 3aMEHbI B TOJIOKeHHsiX aMUHOKHCIOT L234F, L235E, P331S u
N297Q.

[0266] 20. BAA mno BapuaHTy ocyluecTBiieHus: 1, B kotopoM Tspkenas uenb AB1 conmepxut
modyro u3 SEQ ID NO: 69, SEQ ID NO: 70, SEQ ID NO: 71, SEQ ID NO: 72, SEQ ID NO: 73,
SEQ ID NO: 74, SEQ ID NO: 75 u SEQ ID NO: 76, npuBeneHHbie B Tabnuie 0.

[0267] 21. BAA CI106, comep:xxaliee CTPYKTYpPy M IOCIEI0OBATENbHOCTh B COOTBETCTBUU C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

[0268] 22. BAA CI107, comep:xalliee CTPYKTYpPYy M IOCIENI0OBATENbHOCTb B COOTBETCTBUU C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

[0269] 23. BAA CI079, comep:xaliiee CTPYKTYpPy M IOCIEN0BATENbHOCTh B COOTBETCTBUU C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

[0270] 24. BAA CI090, conep:xxaiuee CTPYKTypy U TNOCIENOBATENBHOCTh B COOTBETCTBUU C

yKka3zaHHbIM B Tabmune 11 u npumepe 1.
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[0271] 25. AxrtuBupyemoe antuteno (AA), comepkariee:

a) aHTUTEJIO WJIM €r0 aHTUTeHCBs3bIBatOIUi pparmMeHT (AB), koTopsIii ciennpuyecku
cBsi3bIBaeTCs ¢ ancuiion-tensio CD3 (CD3¢);

b)  mackupyrouuii pparment (MM), csizanHblil ¢ AB, npuuem MM yMmeHbIIaeT mwiu
uHruoupyer ceszbiBanue AB ¢ CD3e, korma AA HaxOOWTCs B HEPACLICTJICHHOM COCTOSIHUM,
npu 3ToM MM coziep>kUT aMUHOKUCIIOTHY1O nocienoBatenbHocTh SEQ ID NO: 12; u

c) pacmermusiembrii pparment (CM), ceszannbiii ¢ AB, rme CM npencrasisieT coOoi
TIOJIUTIETITU/L, KOTOPBIH (PYHKLIIMOHHUPYET B KA4ECTBE CyOCTpaTa AJist MPOTeasbl.

[0272] 26. AA mo BapuaHTy ocyuiectBiieHus 25, B kotopoM CM conep:KuT JroOy0 OaHY U3
NOCJIEIOBATEIBHOCTEH, YKa3aHHBIX B TaOIHLIE 4.

[0273] 27. AA mno BapuaHty ocymectBieHus 25, B kotopom CM Bkirouaer cyOcCTpar,
pacLIeIseMblil CEpUHOBOM npoTeaszoi uiu MMP.

[0274] 28. AA n1no BapuaHTy ocymectsieHus 25, B kotopom CM coxpepxur
AMUHOKHCJIOTHYIO TMOCJIeIOBATEIBHOCTD, BRIOPAHHYIO M3 rpymmbl, cocrosimei u3 SEQ ID NO:
18-56.

[0275] 29. AA mo BapuaHTy OCYIIECTBJICHHS 25, B KOTOPOM IPOTeasa MPencTaBisieT coboi
MMP.

[0276] 30. AA mo BapuaHTy OCYIIECTBJICHHs 25, B KOTOPOM MPOTea3a MPEACTaBISIET COOOU
CEpUHOBYIO MPOTEA3y.

[0277] 31. AA mo BapuanTty ocyuiecTBieHus 25, B koTopoM AB, xoTopslil cneunpuyecku
cesi3piBaercs ¢ CD3, mpencrasisier coOOH aHTHUTENO 1O JTI0OOMY U3 BApUAHTOB OCYINECTBIICHUS
38-47.

[0278] 32. AxrtuBupyemoe aHTuTeNO (AA), comeprkaiiee:

a. AQHTHTEJIO WIM €ro aHTUTreHCBs3bBaOIUA  (parmeHnt (AB), KkoTOpBIit
crielu(pUIeCKH CBSI3bIBAETCS C pelenTopom snuaepMaibHoro pakropa pocra (EGFR);

b.  mackupyromuii pparment (MM), cesizanHbili ¢ AB, rmie MM yMeHbIIaeT wiu
unrndupyet ces3piBanrie AB ¢ EGFR, korma AA HaxoauTCs B HEPACIIEIUIEHHOM COCTOSIHUH, U
rare MM CcomepXUT aMHUHOKHCJIOTHYIO TIIOCJIEIOBATENbHOCTb, BBIOPAHHYIO W3 TPYIIIEL
COCTOSIIEH U3 MOCIIE0BATENBHOCTEH NPENCTABIEHHBIX B Tabaune 7; u

c.  pacmermsiembrii pparment (CM), ceszannbiii ¢ AB, rme CM npencrasisier codoit
MOJIUTIETITH/L, KOTOPBIH (PYHKLIMOHUPYET B Ka4eCTBE CyOCTpara it mpoTeasbl.

[0279] 33. AA mno BapuaHTy ocyulecTBieHus 32, B kotopoM MM  coxpepxur
aMUHOKHUCJIOTHYIO nocneaosarenpbHocTs SEQ ID NO: 78.
[0280] 34. AA mo mrobomy U3 BapuaHTOB ocyiecTBieHus 32—-33, B kotopom CM conepkut

cyOcTpar, paciieruisieMblii CepuHOBOH npoteasoii i MMP.
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[0281] 35. AA mo nmrobomy u3 BapuaHTOB ocymecTsiieHus: 32-33, B kotopom CM conmepskut
AMUHOKHUCJIOTHYIO TTOCJIeIOBATEIbHOCTD, BRIOPAHHYIO M3 rpymmsbl, cocrosimein m3 SEQ ID NO:
18-56.

[0282] 36. AA mno BapuaHTy ocyumectBieHus 32, B koropom CM coxepxxur
aMHHOKHUCIIOTHYIO nocnenoBatensHocTs SEQ ID NO: 14.

[0283] 37. AA mno BapuaHTy ocymectBieHuss 32, B kotopom CM coxpepxxur
aMUHOKHCIIOTHYIO nocneaoBaTebHOCTh SEQ ID NO: 16.

[0284] 38. AwnWTHTENO WM €ro aHTUreHcBsi3biBarommii  gparmeHt (AB), koTopbIi
cneunpuyecku cBsizbiBaercss ¢ oncwioH-uensto CD3  (CD3g), roe aHTHTENO COAEPIKUT
BapuabenbHBIA TOMeH Tspkesol uerny, kak ykazaHo B SEQ ID NO: 2 uimu SEQ ID NO: 3, unn
BapuabenbHBIN TOMEH Jierkoi reny, kak ykazano B SEQ ID NO: 1 wmu SEQ ID NO: 4.

[0285] 39. AB mno BapuaHTy OCyweCTBJIeHHA 38, B KOTOPOM AHTUTENO COIEPIKUT
BapuabeNnbHBIA TOMEH Tshkenoi menu, kak ykazano B SEQ ID NO: 2 wim SEQ ID NO: 3, u
BapuabenbHBIN TOMEH Jierkoi reny, kak ykazaso B SEQ ID NO: 1 wmm SEQ ID NO: 4.

[0286] 40. AB mo BapmaHTy OCyliecTBieHuss 38, conepskammuii BapuaOeIbHBIA ITOMEH
TSDKEJION 1eny, kak ykazaHo B SEQ ID NO: 2.

[0287] 41. AB mo BapmaHTy OCyllecTBieHuss 38, conepskammuii BapuabeIbHBIA ITOMEH
TsKeJIOoN Lenw, kak ykazado B SEQ ID NO: 3.

[0288] 42. AB mno BapuaHTy OCYyLIECTBJeHUs 38, B KOTOPOM QHTUTENIO COAEPKUT
BapuabenbHbIN TOMEH JIerkoi 1eny, kak ykazaso B SEQ ID NO: 1.

[0289] 43. AB no BapuaHTy OCyuIlecTBIeHHs 38, CoaepsKaliuii BaprabelbHbIl TOMEH JIETKOM
reny, kak ykazano B SEQ ID NO: 4.

[0290] 44. AB mno BapuwaHTy OCyllecTBieHus 38, comepskamuii BapuaOebHBIM IOMEH
TsoKesIon menu, kak ykazaHo B SEQ ID NO: 2, u BapualGenbHBI TOMEH JIETKON LM, Kak
ykasano B SEQ ID NO: 1.

[0291] 45. AB mno BapuwaHTy oOCyulecTBieHuss 38, coxepskammuii BapuaOebHBIA TOMEH
Tsokesion meru, kak ykazaHo B SEQ ID NO: 3, u BapuabenbHbI JTOMEH JIETKOH LENH, Kak
ykazano B SEQ ID NO: 1.

[0292] 46. AB mno BapmwaHTy oOcCymecTBieHuss 38, comepkammuii BapuaOeabHBIA TOMEH
Tsokeion meru, kak ykazaHo B SEQ ID NO: 3, u BapuabenbHBI JTOMEH JIETKON LENH, Kak
ykazano B SEQ ID NO: 4.

[0293] 47. AB mno BapmaHTy OCyuecTBieHuss 38, coxepskamuii BapuaOeIbHBIH IJOMEH
TsoKeon meru, kak ykazaHo B SEQ ID NO: 2, u BapuabenbHBIA JTOMEH JIETKON LEnu, Kak

ykazasHo B SEQ ID NO: 4.
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[0294] 48. AB mno mroboMy wu3 BapuaHTOB ocymectBieHuss 32-47, B koropom AB
npezacrasisieT codoii oucnermduueckoe AB.

[0295] 49. AA mo mo0OoMy W3 BapuUaHTOB OCYIIECTBIeHHs 32—47, B KOTOPOM aHTHUTEJO
npeacTasisieT coOoi scFv.

[0296] 50. AA mo moOoMy M3 BapHaHTOB OCyLIeCTBIEHUs 32—47, B KOTOPOM aHTUTEJO
npencrasisier coboit antureno IgG1.

[0297] 51. AxrtuBupyemoe antuteno (AA), comeprkaiiee:

a) AHTHTEJIO WM €ro AaHTUTreHCBs3bBaOIMN  (parmMeHnt (AB), KkOTOpBIit
cneun(uvyecku cBsi3piBaeTcsi ¢ sncwioH-uenbio CD3 (CD3g), mpuueM aHTUTENO COAEPIKHUT
BapuadesbHBIA JOMEH TshKeNol memnu, kak ykazano B SEQ ID NO: 2 wnu SEQ ID NO: 3, i
CONIEP>KUT BapuabeNbHbIN JOMEH Jierkoi nemnu, kak ykazano B SEQ ID NO: 1 umu SEQ ID NO:
4;

b) wmackupyromuii pparmentr (MM), cesizanHbli ¢ AB, rme MM yMeHbIaeT wiu
uHrnoupyer cesizbiBanue AB ¢ CD3¢, xorga AA HaXOAUTCS B HEPACIIETIJICHHOM COCTOSIHHW, U

¢) pacmermsiembrii pparment (CM), ceszannbiii ¢ AB, rme CM npencrasisier coOoit

MOJIUTIETITU/L, KOTOPBIH (PYHKIMOHHUPYET B KaUeCTBE CyOCTpara il MpoTeasbl.
[0298] 52. AA mo BapmaHTy ocymecTsieHus 51, B kotopom AB conepxut BapuaOenbHBbI
JOMEH TsDKeNoM 1eny, kak ykazaHo B SEQ ID NO: 2.
[0299] 53. AA mo BapmanTy ocyiectBieHus 51, B koropoMm AB comep:xut BapuaOenbHbIH
TOMEH TsDKeNoM 1eny, kak ykasaHo B SEQ ID NO: 3.
[0300] 54. AA no BapuaHTy ocymectBieHus 51, B kotopoM AB conep:kut BapuaOeabHbIH
JIOMEH Jierkoi uemnu, kak ykaszaHo B SEQ ID NO: 1.
[0301] 55. AA mo BapuanTy ocymecTBieHus 51, B koropoM AB comep:kut BapuaOenbHbIH
JOMEH JIeTKOM 1ernu, kak ykazano B SEQ ID NO: 4.
[0302] 56. AA mo BapmanTy ocymecTBieHus 51, B koropoM AB comep:kut BapuaOenbHbIH
JIOMEH Tspkesol nemny, kak ykazano B SEQ ID NO: 2, u BapuabenbHbIi TOMEH JIETKOW LIEMH, KaK
ykazaHo B SEQ ID NO: 1.
[0303] 57. AA mo BapmanTy ocymecTBieHus 51, B koropoM AB comep:kut BapraOenbHbIH
JIOMEH TspKesol 1emny, kak ykazaHo B SEQ ID NO: 3, u BapuabenbHbIi JOMEH JIETKON LIEMH, KaK
ykazasHo B SEQ ID NO: 1.
[0304] 58. AA mo BapmanTy ocymecTBieHus 51, B koropoMm AB comep:kut BapmaOenbHbIH
IOMEH TspKeyol nemny, kak ykazaHo B SEQ ID NO: 2, u BapuabenpHbIN JOMEH JIETKOH LIETH, KaK

ykazaHo B SEQ ID NO: 4.
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[0305] 59. AA mo BapmanTy ocymectsieHus 51, B koropom AB conepxur BapuaOenbHbI
IOMEH TspKkesol neny, kak ykazaHo B SEQ ID NO: 3, u BapuabenbHbIil JOMEH JIETKOH LIETH, KaK
ykasano B SEQ ID NO: 4.

[0306] 60. AA mo moOomy U3 BapuaHTOB ocyuiecTBieHus 51-59, B kotopom MM conepkut
MoOyI0 OJHY U3 MOCIEA0BATEIbHOCTEH, YKa3aHHBIX B TabauLe 3.

[0307] 61. AA mo mobomy u3 BapuaHTOB ocymectsienus 51-59, B koropom CM conepkut
M00YI0 OZIHY M3 MOCIEA0BATEIbHOCTEH, YKa3aHHBIX B TAOIULE 4.

[0308] 62. bucneuudpuyeckoe akruBupyemoe antureso (BAA), comepkainee modoe nz AA
B COOTBETCTBUHU C BApUAHTAMHU OCyllecTBiaeHus 5S1-61.

[0309] 63. AxrtuBupyemoe anTuTeno (AA), comepskaiiee:

a.  antureno (AB), koTopoe cnennpuIecKky CBA3BIBAECTCS ¢ MUIIEHBIO, TI¢ aHTUTEJIO
npexacrasisier codolt antuteno IgGl, u rae obnacte Fc anTHTENa COmEp)KUT aMHHOKHCIOTHYIO
3aMEHy B aMHHOKHCJIOTHBIX nojyoxkeHussx 1234, L235 u P331 (Hymeparnusi B COOTBETCTBUU C
unaekcom EU cormacHo Kabaty) Takum oOpa3om, 4to AA MMeeT MOHIKEHHYIO 3P PeKTOpHYIO
byHKLMIO;

b.  mackupyromuii pparmenr (MM), ceszanHbli ¢ AB, rme MM yMmeHbIaer wiu
uHruompyer ces3piBaHue AB ¢ wmumenero, korma AA HaXOAWTCS B HEpaCIIEIUIEHHOM
COCTOSIHUH,

c.  pacmermsieMblii pparment (CM), ceszannbiii ¢ AB, rne CM npencrasisier coOoit
MOJIUIIENTU/L, KOTOPBIM (YHKLIIMOHUPYET B KaueCTBE CyOCcTpara A mpoTeasbl.

[0310] 64. AA mno BapuaHTy ocymecTBieHus 63, B kotopoM obmacte Fc comepxxut
AMUHOKMCIJIOTHBIE 3aMEHBI 110 MEHbIIENH Mepe B MOJIOKEHUAX aMUHOKUCTIOT 1234, 1.235, N297 u
P331 (mymepanus B coorBercTBru ¢ uHnekcom EU cornmacuo Kabary) Takum oOpazom, uro AA
UMeeT MOHWKEHHYIO 3)PeKkTOpHYI0 QYyHKIIHIO.

[0311] 65. AA mo BapuaHTy ocyiuecTBiieHus: 63 wiamu 64, B KOTOPOM MHUIIEHb BbIOpaHa U3
IPYIIIBL, COCTOSAIIECH U3 MHUIIEHEH, MPEeICTaBIEHHbIX B TabmLe 9.

[0312] 66. Oucneunduueckoe akTuBupyemoe antuteno (BAA), conepxkaimee:

a. anrureno IgG (AB1), kotopoe crierudpuieckn CBSA3bIBAETCS C MIEPBON MUIIEHBIO,
rne AB1 conmepxut nse Tsokensie nenu (AB1 HC) u nee nerkue nenu (AB1 LC); u rone AB1
CBSI3aH C MEPBBIM MackupyromuM ¢pparmeHToM (MM1), CBSA3aHHBIM C TIEPBBIM PACIIEIUIIEMbIM
¢parmentom (CM1) ¢ obpazoBannem koHCTpykmuu MM1-CMI, rne kapOOKCHIIbHBIN KOHEII
koHCTpykuu MM1-CM1 cBsA3aH ¢ KakapIM aMUHOKOHIIOM Kax 1011 nerkoii uenu AB1, rae

MM unrubupyer cesseianue AB1 ¢ ero Muinesoro; u
CMI1 mnpencraBnsier coOOU MONHUIIENTHA, KOTOPBIA (PYHKIIHOHHPYET B Ka4eCTBE

cyOcTpara AJs MepBOH MpOTeasbl,
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b.  nmBa scFv (xaxnaeiii AB2), kaxaplii U3 KOTOPBIX CIEU(PUUECKH CBA3BIBAETCS CO
BTOPOW MHUINEHBbIO, rae Kaxabli AB2 copmepxutr BapualbenbHYIO 0ONACTh TSDKEIOH Iiemny,
CBSI3aHHYIO C BapuabebHOM 00JIACTBIO JIETKOW 1enH, T1e KapOOKCHIIbHBIA KOHeI] Kaxaoro AB2
CBsI3aH C aMMHOKOHIIOM KakIoW m3 Tspkenbix nerneit AB1; m rme xaxnapiii AB2 cBsizaH co
BTOPbIM MackupyromuMm ¢parmentom (MM2), CBsI3aHHBIM CO BTOPBIM pacCLIETUISIEMbIM
¢dparmenrom (CM2), ¢ obpasoBanuem koHCTpykumun MM2-CM2, rae kapOOKCHIIBHBINA KOHEII
Kax ol KoHCTpykuu MM2-CM2 cBsi3aH ¢ aMUHOKOHIIOM Kaxkaoro AB2, rae

MM2 unrubupyer cBsizpiBanue AB2 ¢ ero MUIIEHbIO; U
CM2 npencraBnsieT cOOOU MONMIIENTHA, KOTOPbIA (DYHKIIHOHHPYET B KAaYECTBE

cyOcTpara ajisi BTOPOH MpoTeassl,
u npuueM AB1 copepxkut Fc-o0macte, comeprkamyr0 aMHHOKHUCIOTHYIO 3aMEHY IO MEHbLICH
Mepe B OJHOM M3 aMHHOKHCJIOTHBIX mosiockeHwid L234, 1235, N297 u P331 (Hymeparus B
coorBercTBuu ¢ wuHAekcoM EU cormacno Kabary) Ttakum oOpasom, uto BAA wumeer
MOHIKEHHYIO 3 (DEeKTOPHYIO QYHKIHIO.
[0313] 67. BAA mno BapumaHTy ocCymecTBieHus 66, B koTopoM obOmacte Fc comepkut
AMHUHOKHUCJIOTHBIE 3aMEHBI IO MEHBIIEH Mepe B MOJIOKEHUAX aMUHOKUCIOT L234, 1.235, N297 u
P331 (mymepauus B coorBerctBun ¢ nHnekcoMm EU cornacno Kabaty) takum oOpaszom, uto BAA
UMeeT MOHMKEeHHYIO 3 dexTopHy0 PyHKLHIO.
[0314] 68. BAA mno BapuaHTy ocymecTBieHus 66, B kotopom obmacte Fc comepkur
AMUHOKHCJIOTHBIE 3aMEHBI IO MEHbIIEH Mepe B MOJIOXKEHUAX aMuHOKucioT L234, L.235 u P331
(mymepanms B cootBerctBuu ¢ uHAekcoM EU cormacHo KabGary) Takum oOpaszom, uro BAA
MMeeT MOHMKEHHYIO 3P PEKTOPHYIO (PYHKIIHIO.
[0315] 69. BAA mno nmo0OoMy M3 BapHaHTOB OCYIIECTBJIeHHs 06—08, B KOTOPOM TiepBasi
MUIIEHb BbIOpaHa M3 TPYIIIbL, COCTOSIIIEN U3 MUIIEHEH, MPEeACTaBIeHHbIX B TabiuLe 9, a BTOpast
MUIIEHb BBIOpaHa U3 TPYIIIbI, COCTOSIICH U3 MULICHEH, IPEICTaBIeHHbIX B TabmLe 9.
[0316] 70. AA umn BAA mo moOoMy M3 BBIIIEYKa3aHHBIX BAPHAHTOB OCYIIECTBJICHHS, B
KOTOPBIX MX aHTHI€HCBSI3bIBAIOIINKA (PparMeHT BbIOpAH M3 TPYIIIBL, COCTOSIEH U3 (parmMeHTa
Fab, ¢parmenra F(ab')2, scFv, scAb, dAb, oqHONOMEHHOTO aHTUTENA, COCTOSIIETO U3 TSKEITBIX
Leneil 1 OAHOAOMEHHOTO aHTUTENA, COCTOSIIEr0 U3 JIETKUX Lierei.
[0317] 71. AA umn BAA mo moOoMy H3 BBINIEYKa3aHHBIX BAPUAHTOB OCYIIECTBICHUS, B
KOTOPBIX AHTHTEJO TMpEACTaBisieT COoOOM aHTUTENO TIPbI3yHAa, XHUMEPHOE aHTHUTEJO,
I'YMaHU3UPOBAHHOE AHTUTENO WU MOJHOCTBIO YEIOBEUECKOE MOHOKJIOHAIBHOE aHTUTEJO.
[0318] 72. AA mo mobomy u3 BapuaHToB ocymecTBieHus 32-37 u 51-71, B kotopom AA

npencrasisier coboit BAA.
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[0319] 73. ®apmaueBTHuecKas KOMIO3MLMs, cojepskaias aHtuteno, AA unu BAA mno
1000My M3 BAPUAHTOB OCYIIECTBIIEHUS 1—72 1, HEOOs3aTeIbHO, HOCUTEb.

[0320] 74. dapmaueBTHYECKass KOMIIO3ULIMS MO BAPUAHTY OCYLIECTBJICHUs 73, conepskalas
JOTIOTHUTENIbHBIN areHT.

[0321] 75. <®apmaueBTHuecKass KOMIIO3ULIMS [0 BApPHAHTy OCYIIECTBJICHHsS 74, B KOTOPOH
JOTIOJTHUTEIbHBIM ar€HTOM SIBJIIETCS TEPAlIeBTUYECKHUI areHT.

[0322] 76. BreineneHHasi MOJIEKyJIa HYKJIEMHOBOM KUCJIOTBI, KOAUPYIOIIAsi aHTUTENO, AA WK
BAA 1o nro6omy U3 BapUaHTOB OCYINECTBJICHUS 1-72.

[0323] 77. Bexkrop, comep)kamiuii BBIIEJIEHHYIO MOJIEKYJy HYKJIEHMHOBOW KHCJIOTHI B
COOTBETCTBUU C BAPUAHTOM OCYILIECTBIICHUs /6.

[0324] 78. Bexkrop, comepkaiuii MOCAEI0BATEIbHOCTh HYKJIEUHOBON KUCIOTHI pLW289.
[0325] 79. Bexkrop, comepkaiuii MOCAEI0BATEIbHOCTh HYKJIEUHOBON KUCIOTHI pLW246.
[0326] 80. Bexkrop, comepskaiuii MOCAEAOBATEIBHOCTh HYKJIEMHOBON KUCIOTEI pPLW307.
[0327] 81. Bexkrop, comepskaiuii MOCAEAOBATEIbHOCTh HYKJIEUHOBON KUCIOTEI pPLW291.
[0328] 82. Kunerka, conepxamasi JrOOOH H3 BEKTOPOB B COOTBETCTBHH C BapHaHTAMHU
ocywectBiaeHust 77-81.

[0329] 83. Knerka, conepxkammas pLW289 u pLW246.

[0330] 84. Kunerka, conepskammas pLW307 u pLW291.

[0331] 85. Cnoco® monyuenusi antutena, AA umu BAA no moboMy H3 BapHaHTOB
OCYyILECTBJIEHUs] 1—72 myTeM KyJbTHUBUPOBAHUS KJIETKM B YCIOBHUSX, KOTOPbIE MNPHUBOIAT K
skcnpeccun aHtutena, AA uiu BAA, B KOTOPOM KJIE€TKa COJAEPKUT MOJIEKYJYy HYKJIEHHOBOMH
KUCJIOTBI B COOTBETCTBUH C BapHUaHTOM OCYIIECTBJIEHHs 70 WM BEKTOp MO JIO0OMy U3
BApUAHTOB OCylIeCTBIeHUs 78—81.

[0332] 86. Cnoco® nedeHus, OOJEryeHUs: CUMITOMA WIH 3aJEPKKH TPOrPEeCCUPOBAHUS
paccTpoiicTBa WM 3a0OJ€BaHUS, BKIFOYAIOLIMI BBEACHHE TEPANeBTHYECKH 3SPPEKTHBHOTO
KoindyecTBa aHTUTena, AA mim BAA mo moOoMy M3 BapHMaHTOB OCYIIECTBJICHUs 1-72 win
(apMareBTHUECKOH KOMITO3UIMU IO JFOOOMY M3 BapHUAHTOB OCYIIECTBJIEHHUS 73—75 cyOBeKTy,
HY>KIAIOIIEMYCsl B 3TOM.

[0333] 87. Cmnocob mo m. 86, B KOTOPOM paccTPOMCTBO uiH 3ab0JieBaHUE BKIIIOYAET B Cels
3a0osieBaHNe KIETOK, skcrpeccupyromux EGFR.

[0334] 88. Cmnocob no BapuaHTy ocymecTBiaeHus 86 win 87, B KOTOPOM PacCTPOMCTBO WU
3a0o0sieBaHNE MPENCTABISIET COOOM pak.

[0335] 89. Cmnoco® mo BapuaHTy OCyIIeCTBIeHHUs 88, B KOTOPOM pak MPEACTaBJisieT COOOMU
paKk aHAJIBPHOTO KaHaja, 0a3aJbHOKJIETOYHBIN PaK, paK FOJOBHOTO MO3ra, pak MOYEBOTO Iy3bIpPs,

pax MOJIOYHOM >KeJIe3bl, PAK KOCTH, pPaK LIEHKH MATKH, XOJAHTHOKAPLUHOMY, KOJIOPEKTAIbHbIN
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paK, pak SHIAOMETPHs, paK MUINEBOA, PaK KEIYHOTO My3bIPsi, PAK JKENyIKa, MIHO0IACTOMY, paKk
rOJIOBbl U IlI€H, PaK MEYEHU, PaK JIETKUX, paK sSMYHUKOB, PaK IMOKENyJOYHOMN KeNe3bl, pak
MIPENCTATEIbHOM XKEJE3bl, PaKk MOYKHU, CAPKOMY, PaK TOHKON KHILIKH, TUIOCKOKJIETOYHBINA pakK, pak
KOXH, paK sIM4Ka, paK IMUTOBUAHON JKeJe3bl UJIU paK MaTKU.

[0336] 90. Cnoco® uHrHOMpPOBaHHUSI AHTHOTEHe3a y CyObeKTa, BKIIOYAIOIIUN BBEICHHE
TepaneBTH4ecK 3(PEeKTUBHOrO KoumuecTBa anturena, AA win BAA no moOoMy 13 BapuaHTOB
ocymecTBieHus: 1-72 wunu (¢papManeBTUYECKONH KOMIIO3UIMH MO JI0OOMY K3 BapUAHTOB
ocymecTBiieHUs1 73—75 cyObeKTy, HYKIAIOIIEMYCSI B 3TOM.

[0337] 91. Cnocob mo moboMy U3 BapHAHTOB OCyluecTBiieHUs1 86—90, B KOTOpPOM Crocod
COJZIEP>KUT BBEJIEHUE OTIOJHUTEIbHOIO areHTa.

[0338] 92. Cmocob no BapuaHTy OoCymecTBieHust 91, B KOTOPOH NOMOJHUTEIBHBIM ar€HTOM
SIBJISIETCS T€PaNeBTUUECKUN areHT.

[0339] 93. Cmnocob ymeHbIIEHHs OBPEXKACHNS 310POBON TKaHHU, BBI3BAHHOTO CBSI3BIBAHUEM
aHTHTEJA C €r0 MUIICHBIO Ha 30POBON TKaHH TaK K€, KaK M Ha OOJIbHON TKaHH, MIPHYEM CIIOCO0
BKJIFOUAET BBEACHUE CYOBEKTY, HyKnaromemycs B 3ToM, AA nimn BAA, uimn papmaneBTiueckoi
komno3uuuy, conepxkameii AA mu BAA, raoe ykasannsie AA nin BAA npencrasisitor coOoi
AA wm BAA mo moOoMy M3 BapHaHTOB OCYIIECTBJIEHMS, IPEACTABICHHBIX B JAHHOM
JOKYMEHTE.

[0340] 94. Cnoco® ynydineHus TEPEeHOCUMOCTH JIEUEHHs] AHTUTENaMH, BKJIOUYAIOIIHN
BBeZIeHUE CyOBekTy, Hyxpawomemycs B 3toM, AA win BAA wmm ¢dapmaunerudeckoit
KoMmo3uuuy, coxepskameii AA nim BAA, raoe ykasannsle AA nin BAA npeacrasnsier coOoi
AA wm BAA no moOoMy U3 BapHaHTOB OCYINECTBJICHMs, INPEICTABJIEHHbIX B JAHHOM
TOKYMEHTE.

[0341] 95. Cnoco® pekpytupoBanuss T-KJIETOK B ONyXOJIEBYK) TKaHb, BKJIFOUAOIIHHA
BBeZICHHE CyOBeKTy, Hyxparoumemycs B 3toM, AA wmwm BAA wm dapmaueBrudyeckoi
Komno3uuuy, coaepxkameii AA wiu BAA, rae ykaszannsie AA nim BAA npenctaBisiroT coOoi
AA wm BAA mo mo0OoMy M3 BapHaHTOB OCYIIECTBJICHMS, NPEACTABICHHBIX B JaHHOM
JOKYMEHTE.

[0342] 96. Awntuteno, AA wiu BAA no mo0OoMy M3 BapHaHTOB OCyIIeCTBIeHUs 1—72 wim
(dapmaneBTHUECKAsT KOMIIO3HMLHS IO JIOOOMY K3 BapUAHTOB OCyLIeCTBiIeHuUs 73—75 mis
IIPUMEHEHHUs] B KaUeCTBE JIEKAPCTBEHHOTO CPEJCTBA.

[0343] 97. Awntureno, AA wiu BAA mno mo0OoMy M3 BapHaHTOB OCyIIeCTBIeHUs 1—72 wim
dapmanieBTHUECKasT KOMIIO3ULMS IO JIIOOOMY M3 BapUaHTOB OCYLIECTBIEHUs 73—75 s

UCTIOJIB30BAHUSI B CIIOCO0OE JieueH s, OCNabIeHus] CUMITOMA WIIH 3a[eP>KKU MPOrPeCCUPOBAHUS
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paccTpoiicTBa WM 3a0O0JieBaHUs, A€ PACCTPONCTBO wiu 3a00jieBaHHME BKIIIOYaeT B Ceds
3a0oneBaHue KIEeTOK, skcrpeccupyromux EGFR.

[0344] 98. Awntureno, AA wi BAA mno mo0OoMy 13 BapHaHTOB OCyIIeCTBJICHUs 1—72 win
dapmanieBTHUECKasT KOMIIO3ULMS IO JIIOOOMY M3 BapUaHTOB OCYyLIeCTBIeHHs 73—75 s
NPUMEHEHHs B CHoco0e JieueHHsl paka; ImpuueM HeoOs3aTesNbHO pak MpeAcTaBiisieT coboil pak
aHAJBHOTO KaHasa, 0a3aJIbHOKIIETOUHBIH paK, pak FOJOBHOTO MO3ra, paK MOYEBOTO Iy3bIpsi, pak
MOJIOYHOM KeJe3bl, paKk KOCTH, PaK IIEHKH MAaTKH, XOJAHTMOKAPLIUHOMY, KOJOPEKTAJIbHBIN pakK,
paK SHOOMETpPHs, paK MHUINEBOJA, PAK JKEITYHOrO MY3bIPs, paK KeNlyaka, TIIHoONacToMy, pak
rOJIOBBI U II€H, paK IMEYEHH, PaKk JIETKUX, paKk SMYHUKOB, PaK MOKENyJOYHOM >KeJe3bl, pak
MIPEACTATENbHOM XKeNe3bl, paKk MOYKH, CAPKOMY, PaK TOHKOH KHILIKH, TUIOCKOKJIETOYHBIN pak, pak
KOXH, paK siMukKa, pak IUTOBUAHON JKeJe3bl NN paKk MaTKU.

[0345] 99. Awntuteno, AA wiu BAA no moOoMy M3 BapHaHTOB OCyIIeCTBIeHUs 1—72 wim
(dapmaneBTHUECKasT KOMIIO3HMIHS IO JFOOOMY U3 BAapUAHTOB OCYIIECTBICHWsS 73—75 mns
NPUMEHEHHs B CIIOcCo0e JieueHus1, Te Criocod BKIIFOYAET HHIHOUPOBAHNE aHTHOTEHE3A.

[0346] 100. Arrtuteno, AA unn BAA wim papmaneBTiueckast KOMIIO3ULUS Il TPUMEHEHUS
1o JrOOOMY W3 BapHAHTOB OCYLIECTBIICHUs 96—99, mpuyeM NpUMEHEHHe BKJIFOYaeT BBEICHHE
JOTIOJIHUTETIPHOTO areHTa, NMPU 3TOM HEOOS3aTeNbHO JOTIOJIHUTENbHBIN areHT IMPeNCTaBIsET

co0oi1 TepaneBTHUECKUN areHT.

ITPUMEPBI
ITPUMEP 1. ITocnenosaTenbHOCTH, BEKTOPHAst KOHCTPYKLMS U oKcrpeccus anturen, BAA u
aKTUBUPOBaHHbIX BAA
IIpencraBastoniue HHTEPEC AHTUTETA
[0347] Monekynbl, npencraBieHHble B Tabmume 11 Huxke, ObUIM CKOHCTPYHUPOBAHBI H
npoTecTupoBaHbl. Kak mpencraBieHO aajiee, akKTUBUPOBAHHBIE MOJIEKYJbI ObLTH TMOJYYEHBI B

MAaCKUPOBAHHOM BUAC H IMPOTCOJIUTUYCCKU PACHICIICHbI IJIA MOJYYCHHS AKTUBHUPOBAHHBIX

bopm.

Tabmuua 11

Hassanue KoMnoneHTsI MOJIEKyJIbI Bexrop Bexkrop
MOJIEKYJIBI TSDKEJION JIETKOM

Lenu Lenu
CIO11 3954-0001-C225v5N297Q-JF15865-0001- pLWO023 OPPO2
CD3LvHv-H-N 2

CI1020 3954-Nsub-C225v5N297Q-JF15865-Nsub- pLWO073 pLWO7
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Hassanue KoMnoHeHTBl MOJIEKYJIbI Bexkrop Bexrop
MOJIEKYJIBI TSDKEJION JIETKOM
Lenu LeMH
hSP34LvHv-H-N 1
CI040 3954-2001-C225v5N297Q-JF15865-2001- pLW101 CTX12
hSP34LvHv-H-N 2
CI048 AxtuBuposanHbiii CI011: 3954-0001- pLWO023 OPP02
C225v5N297Q-JF15865-0001-CD3LvHv-H-N 2
CI079 OPP02
3954-0001-C225v5Femt3-h20GG-0001-v16sc-H-N
pLW225 2
CI090 OPPO2
3954-0001-C225v5Femt4-h20GG-0001-v16sc-H-N | pLW233 2
AxTtuBupoBaHH | AktuBUpoBaHHbIN 3954-0001-C225v5Femt4- OPPO2
1t C1090 h20GG-0001-v16sc-H-N pLW233 2
AKTHUBHPOBaHH
piit C1104 AxtuBuposanHblii 3954-0011-C225v5Femt4- pLW29
h20GG-0011-v16sc-H-N pLW289 1
CF41-2008-C225v5Fecmt4-h20GG-0011-v16sc-H-N | pLW289 pLW24
CI106 6
pLW29
CI107 3954-0011-C225vSFemt4-h20GG-2006-v16sc-H-N PLW307 1
CI127 SynFemt4-h20GG-0011-v16sc-H-N pLW334 pLWI3
9
CI128 SynFemt4-h20GG-2006-v16sc-H-N pLW335 pLW13
9
CI135 CF41-2008-C225v5Fecmt4-h20GG-0011-v12sc-H-N | pLW352 pLW24
6
CI136 CF41-2008-C225v5Femt4-h20GG-0011-v19sc-H-N | pLW353 pLW24
6
CI091 3954-1490DQH-C225v5Fecmt4-h20GG-2008- pLW242 CX320
vl6sc-H-N
CI064 SynN297Q-JF15865-0001-hSP34LvHv-H-N pLW138 pLWI3
9
v12 Antu-CD3 BapuaHT HV12 LVI2
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Hassanue KoMnoHeHTBl MOJIEKYJIbI Bexkrop Bexrop
MOJIEKYJIBI TSDKEJION JIETKOM
Lenu Lenu
v16 Antu-CD3 BapuaHT HV20 LVI2
v19 Antu-CD3 Bapuast HV20 LVI9
v26 Antu-CD3 Bapuast HVI12 LVI9

[0348] TlocnemoBaTeNIbHOCTH MOJIEKYJ W BEKTOPOB MpuBeneHbl Hike. CKOOKM 0003HAYArOT
HEKOTOPbI€ COCTABHBIE YACTU MPEACTABICHHBIX MOJIEKYJ. B HEKOTOPBIX MOCIEN0OBATEIBHOCTIX
NPeayCMOTPEeHbl JIUHKEphl.  [loguepKHyTble aMUHOKHCIOTHI O0OO3HAYAIOT MpeacKa3aHHbIe

nocienosarenabHocT CDR.

CIO11: 3954-0001-C225v5N2970Q-JF15865-0001-CD3LvHv-H-N

pLWO023: HC JF15865-0001-CD3LvHv-C225v5N297Q (H-N)

HyxneoTnanas nocienoBaTeabHOCTb

[cneiicep SEQ ID NO: 176] [pLWO023 6e3 cneiicepa SEQ ID NO: 177]
CAAGGCCAGTCTGGCCAAATGATGTATTGCGGTGGGAATGAGGTGTTGTGCGGGCC
GCGGGTTGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATAATCATGGCGGCGGTTCTCAGACCGTGGTCACACAGGAGCCCTCACTGACAGTG
AGCCCTGGCGGGACCGTCACACTGACTTGTCGCAGTTCAACTGGCGCCGTGACTACC
AGCAATTACGCTAACTGGGTCCAGCAGAAACCAGGACAGGCACCACGAGGACTGAT
CGGAGGAACTAATAAGAGAGCACCAGGAACCCCTGCAAGGTTCTCCGGATCTCTGC
TGGGGGGAAAAGCCGCTCTGACACTGAGCGGCGTGCAGCCTGAGGACGAAGCTGAG
TACTATTGCGCACTGTGGTACTCCAACCTGTGGGTGTTTGGCGGGGGAACTAAGCTG
ACCGTCCTGGGAGGAGGAGGAAGCGGAGGAGGAGGGAGCGGAGGAGGAGGATCCG
AAGTGCAGCTGGTCGAGAGCGGAGGAGGACTGGTGCAGCCAGGAGGATCCCTGAA
GCTGTCTTGTGCAGCCAGTGGCTTCACCTTCAACACTTACGCAATGAACTGGGTGCG
GCAGGCACCTGGGAAGGGACTGGAATGGGTCGCCCGGATCAGATCTAAATACAATA
ACTATGCCACCTACTATGCTGACAGTGTGAAGGATAGGTTCACCATTTCACGCGACG
ATAGCAAAAACACAGCTTATCTGCAGATGAATAACCTGAAGACCGAGGATACAGCA
GTGTACTATTGCGTCAGACACGGCAATTTCGGGAACTCTTACGTGAGTTGGTTTGCC
TATTGGGGACAGGGGACACTGGTCACCGTCTCCTCAGGAGGTGGTGGATCCCAGGT
GCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTA
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CCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGA
GCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGAT
TATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCA
GGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGC
GCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGT
GACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTC
CAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACC
TTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTG
CCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAG
CAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACAT
GCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCC
CAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG
GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGT
GGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA
CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCA
AAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAG
CGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTG
GACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID
NO: 105)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[crieticep SEQ ID NO: 178] [pLWO023 6e3 creiicepa SEQ ID NO: 179]
QGQSGQ[MMYCGGNEVLCGPRV][GSSGGSGGSGG][LSGRSDNH][GGGS]QTVVTQEPS
LTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSL
LGGKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGS]
EVQLVESGGGLVQPGGSLKLSCAASGFTFNTYAMNWVRQAPGKGLEWVARIRSKYNN
YATYYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYVSWFAY
WGQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSP
GKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALT
YYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
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WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN

WYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ
ID NO: 106)

OPP022: LC 3954-0001-C225v5

HykneoTnnHasi mocienoBaTeIbHOCTh

[cmeticep SEQ ID NO: 180] [OPP022 6e3 crieiicepa SEQ ID NO: 181]
TCCGATAATCATGGCAGTAGCGGTACCCAGATCTTGCTGACCCAGAGCCCGGTGATT
CTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCGCGAGCCAGAGCAT
TGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGCAGCCCGCGCCTGCTGAT
TAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGCA
GCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGAT
TATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACT
GGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGA
GCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAG
AGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGG
AGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTG
ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID
NO: 107)

AMUHOKHUCJIOTHAS TIOCIEI0BATENbHOCTD

[crieticep SEQ ID NO: 178] [OPP022 6e3 crieiicepa SEQ ID NO: 182]
[SDNH][GSSGT][QILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKY
ASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQOQNNNWPTTFGAGTKLELKRTVA
APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 108)
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CI020: 3954-Nsub-C225v5SN297Q-JF15865-Nsub-hSP34LvHv-H-N

pLWO073: HC C225v5N297Q-JF15865-Nsub-hSP34LvHv (H-N)

HykneoTunHast mocienoBaTenbHOCTb

[cneiicep SEQ ID NO: 176] [pLW073 6e3 cneiicepa SEQ ID NO: 183]
CAAGGCCAGTCTGGCCAAATGATGTATTGCGGTGGGAATGAGGTGTTGTGCGGGCC
GCGGGTTGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTGGTGGAGGCTCGGGCG
GTGGGAGCGGCGGCGGTTCTCAGACCGTGGTCACACAGGAGCCCTCACTGACAGTG
AGCCCTGGCGGGACCGTCACACTGACTTGTCGCAGTTCAACTGGCGCCGTGACTACC
AGCAATTACGCTAACTGGGTCCAGCAGAAACCAGGACAGGCACCACGAGGACTGAT
CGGAGGAACTAATAAGAGAGCACCAGGAACCCCTGCAAGGTTCTCCGGATCTCTGC
TGGGGGGAAAAGCCGCTCTGACACTGAGCGGCGTGCAGCCTGAGGACGAAGCTGAG
TACTATTGCGCACTGTGGTACTCCAACCTGTGGGTGTTTGGCGGGGGAACTAAGCTG
ACCGTCCTGGGAGGAGGAGGAAGCGGAGGAGGAGGGAGCGGAGGAGGAGGATCCG
AAGTGCAGCTGGTCGAGAGCGGAGGAGGACTGGTGCAGCCAGGAGGATCCCTGAA
GCTGTCTTGTGCAGCCAGTGGCTTCACCTTCAACACTTACGCAATGAACTGGGTGCG
GCAGGCACCTGGGAAGGGACTGGAATGGGTCGCCCGGATCAGATCTAAATACAATA
ACTATGCCACCTACTATGCTGACAGTGTGAAGGATAGGTTCACCATTTCACGCGACG
ATAGCAAAAACACAGCTTATCTGCAGATGAATAACCTGAAGACCGAGGATACAGCA
GTGTACTATTGCGTCAGACACGGCAATTTCGGGAACTCTTACGTGAGTTGGTTTGCC
TATTGGGGACAGGGGACACTGGTCACCGTCTCCTCAGGAGGTGGTGGATCCCAGGT
GCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTA
CCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGA
GCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGAT
TATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCA
GGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGC
GCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGT
GACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTC
CAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACC
TTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTG
CCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAG
CAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACAT
GCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCC
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CAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG
GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGT
GGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA
CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCA
AAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAG
CGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTG
GACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID
NO: 109)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[cmeticep SEQ ID NO: 178] [pLWO073 6e3 creiicepa SEQ ID NO: 184]
QGQSGQIMMYCGGNEVLCGPRV][GSSGGSGGSGGGGGSGGGSGGGS]QTVVTQEPSLT
VSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGSIEV
QLVESGGGLVQPGGSLKLSCAASGFTFNTYAMNWVRQAPGKGLEWVARIRSKYNNYA
TYYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYVSWFAYWG
QGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKG
LEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYYD
YEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 110)

pLWO71: LC 3954-Nsub-C225v5

HYKJ'IGOTI/II[HaH nocJaeaoBaTCJIbHOCTD

[crieticep SEQ ID NO: 180] [pLWO071 6e3 crieiicepa SEQ ID NO: 185]
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CAAGGCCAGTCTGGCCAGTGCATCTCACCTCGTGGTTGTCCGGACGGCCCATACGTC
ATGTACGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGCTCAGGTGGAGGCTCGGG
CGGTGGGAGCGGCGGTTCTGATATCTTGCTGACCCAGAGCCCGGTGATTCTGAGCGT
GAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCGCGAGCCAGAGCATTGGCACCA
ACATTCATTGGTATCAGCAGCGCACCAACGGCAGCCCGCGCCTGCTGATTAAATATG
CGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGCAGCGGCACC
GATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGATTATTATTGC
CAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACTGGAACTGAA
ACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAA
AGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCA
CAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGC
AAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCT
GAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID NO: 111)

AMUWHOKHUCJIOTHAS TIOCIEOBATEILHOCTD

[crieticep SEQ ID NO: 178] [pLWO071 6e3 crieiicepa SEQ ID NO: 186]
QGQSGQ[CISPRGCPDGPYVMY][GSSGGSGGSGGSGGGSGGGSGGSIDILLTQSPVILSVS
PGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINS
VESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGTASVVCLL
NNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC
EVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 112)

CI040: 3954-2001-C225v5N297Q-JF15865-2001-hSP34L vHv-H-N

pLW101: HC JF15865-2001-CD3LvHv-C225v5N297Q (H-N)

HykneoTnnHast mocienoBaTeIbHOCTb

[creticep SEQ ID NO: 176] [pLW101 6e3 cneiicepa SEQ ID NO: 187]
CAAGGCCAGTCTGGCCAAATGATGTATTGCGGTGGGAATGAGGTGTTGTGCGGGCC
GCGGGTTGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTATCTCTTCCGGACTGCT
GTCCGGCAGATCCGACAATCACGGCGGCGGTTCTCAGACCGTGGTCACACAGGAGC
CCTCACTGACAGTGAGCCCTGGCGGGACCGTCACACTGACTTGTCGCAGTTCAACTG
GCGCCGTGACTACCAGCAATTACGCTAACTGGGTCCAGCAGAAACCAGGACAGGCA
CCACGAGGACTGATCGGAGGAACTAATAAGAGAGCACCAGGAACCCCTGCAAGGTT
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CTCCGGATCTCTGCTGGGGGGAAAAGCCGCTCTGACACTGAGCGGCGTGCAGCCTG
AGGACGAAGCTGAGTACTATTGCGCACTGTGGTACTCCAACCTGTGGGTGTTTGGCG
GGGGAACTAAGCTGACCGTCCTGGGAGGAGGAGGAAGCGGAGGAGGAGGGAGCGG
AGGAGGAGGATCCGAAGTGCAGCTGGTCGAGAGCGGAGGAGGACTGGTGCAGCCA
GGAGGATCCCTGAAGCTGTCTTGTGCAGCCAGTGGCTTCACCTTCAACACTTACGCA
ATGAACTGGGTGCGGCAGGCACCTGGGAAGGGACTGGAATGGGTCGCCCGGATCAG
ATCTAAATACAATAACTATGCCACCTACTATGCTGACAGTGTGAAGGATAGGTTCAC
CATTTCACGCGACGATAGCAAAAACACAGCTTATCTGCAGATGAATAACCTGAAGA
CCGAGGATACAGCAGTGTACTATTGCGTCAGACACGGCAATTTCGGGAACTCTTACG
TGAGTTGGTTTGCCTATTGGGGACAGGGGACACTGGTCACCGTCTCCTCAGGAGGTG
GTGGATCCCAGGTGCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAG
AGCCTGAGCATTACCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCAT
TGGGTGCGCCAGAGCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGG
CGGCAACACCGATTATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATA
ACAGCAAAAGCCAGGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCG
ATTTATTATTGCGCGCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCC
AGGGCACCCTGGTGACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCC
CTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTC
AAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAG
CGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAG
CGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAA
TCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACA
AAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCT
TCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCA
CATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC
GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACC
AGAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATG
GCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAA
ACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCC
ATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT
TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAAC
TACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAG
CTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGAT
GCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAA
A (SEQ ID NO: 113)
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AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[crieticep SEQ ID NO: 178] [pLW101 6e3 crieiicepa SEQ ID NO: 188]
QGQSGQIMMYCGGNEVLCGPRV][GSSGGSGGSGG][ISSGLLSGRSDNH][GGGS]QTVVT
QEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPGTPARF
SGSLLGGKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSG
GGGSJEVQLVESGGGLVQPGGSLKLSCAASGFTFNTYAMNWVRQAPGKGLEWVARIRS
KYNNYATYYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYVS
WFAYWGQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCA
RALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWY VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K (SEQ ID NO: 114)

CTX122: LC 3954-2001-C225v5

HykneotunHast mocienoBaTeabHOCTh

[cneiicep SEQ ID NO: 180] [CTX122 6e3 cneiicepa SEQ ID NO: 189]
CAAGGCCAGTCTGGCCAGTGCATCTCACCTCGTGGTTGTCCGGACGGCCCATACGTC
ATGTACGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGATCCGGTATTAGCAGTGG
TCTGTTAAGCGGTCGTAGCGATAATCATGGCAGTAGCGGTACCCAGATCTTGCTGAC
CCAGAGCCCGGTGATTCTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCC
GCGCGAGCCAGAGCATTGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGC
AGCCCGCGCCTGCTGATTAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCG
CTTTAGCGGCAGCGGCAGCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAA
GCGAAGATATTGCGGATTATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTG
GCGCGGGCACCAAACTGGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCT
TCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGA
ATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAA
TCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAG
CCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACG
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CCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGG
GGAGAGTGT (SEQ ID NO: 115)

AMUHOKHUCJIOTHAS TIOCIE0BATENIbHOCTD

[cneiicep SEQ ID NO: 178] [CTX122 6e3 cneiicepa SEQ ID NO: 190]
QGQSGQ[CISPRGCPDGPY VMY |[GSSGGSGGSGGSG][ISSGLLSGRSDNH][GSSGT]QILL
TQSPVILSVSPGERVSFSCRASQSIGTNIHWY QQRTNGSPRLLIKY ASESISGIPSRFSGSGS
GTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 116)

C1048: Axtuuposansblii CI011: 3954-0001-C225vSN297Q-JF15865-0001-CD3LvHv-H-N

ITocnenosarensHocTu pLWO023 1 OPP022, xonupyrolye cOOTBETCTBYIOIINE MAaCKUPOBAaHHbBIE
KOMIIOHEHTBI aHTUTENA, IPeACTaBIeHbl 31ech kKak «pLW023» u «OPP022» coOTBETCTBEHHO, U

KPaTKO XapakTepu3oBaHel B Tabimue 11.

Axtusuposansbiii pLW023: HC JF15865-0001-CD3LvHv-C225v5N297Q (H-N)

Hyxneotunnas

nocnenoBarelbHOCTb T CCGATAATCATGGCGGCGGTTCTCAGACCGTGGTCACACAGGA
GCCCTCACTGACAGTGAGCCCTGGCGGGACCGTCACACTGACTTGTCGCAGTTCAAC
TGGCGCCGTGACTACCAGCAATTACGCTAACTGGGTCCAGCAGAAACCAGGACAGG
CACCACGAGGACTGATCGGAGGAACTAATAAGAGAGCACCAGGAACCCCTGCAAG
GTTCTCCGGATCTCTGCTGGGGGGAAAAGCCGCTCTGACACTGAGCGGCGTGCAGC
CTGAGGACGAAGCTGAGTACTATTGCGCACTGTGGTACTCCAACCTGTGGGTGTTTG
GCGGGGGAACTAAGCTGACCGTCCTGGGAGGAGGAGGAAGCGGAGGAGGAGGGAG
CGGAGGAGGAGGATCCGAAGTGCAGCTGGTCGAGAGCGGAGGAGGACTGGTGCAG
CCAGGAGGATCCCTGAAGCTGTCTTGTGCAGCCAGTGGCTTCACCTTCAACACTTAC
GCAATGAACTGGGTGCGGCAGGCACCTGGGAAGGGACTGGAATGGGTCGCCCGGAT
CAGATCTAAATACAATAACTATGCCACCTACTATGCTGACAGTGTGAAGGATAGGTT
CACCATTTCACGCGACGATAGCAAAAACACAGCTTATCTGCAGATGAATAACCTGA
AGACCGAGGATACAGCAGTGTACTATTGCGTCAGACACGGCAATTTCGGGAACTCT
TACGTGAGTTGGTTTGCCTATTGGGGACAGGGGACACTGGTCACCGTCTCCTCAGGA
GGTGGTGGATCCCAGGTGCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAG



PCT/US2018/055717 102 WO 2019/075405

CCAGAGCCTGAGCATTACCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGT
GCATTGGGTGCGCCAGAGCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGA
GCGGCGGCAACACCGATTATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAA

GATAACAGCAAAAGCCAGGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATAC
CGCGATTTATTATTGCGCGCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGG
GGCCAGGGCACCCTGGTGACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTT
CCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCT
GGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGA

CCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCA
GCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAAC

GTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTG
TGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGT

CAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTG
AGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAAC
TGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGC

AGTACCAGAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGC
TGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATC
GAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
AAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAG
AACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTAC
AGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCC
GGGTAAA (SEQ ID NO: 117)

AMUHOKHUCJIOTHAs MOCJIeI0BATENbHOCTD
[SDNH][GGGS]QTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRG
LIGGTNKRAPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGTKL
TVL[GGGGSGGGGSGGGGS]EVQLVESGGGLVQPGGSLKLSCAASGFTFNTYAMNWVR
QAPGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAV
YYCVRHGNFGNSYVSWFAYWGQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITC
TVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFK
MNSLQSQDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
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EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK (SEQ ID NO: 118)

Axrusuposansbiii OPP022: LC 3954-0001-C225v5

HykneotunHas

nocnenoBareabHOCTb [CCGATAATCATGGCAGTAGCGGTACCCAGATCTTGCTGACCCA
GAGCCCGGTGATTCTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCG
CGAGCCAGAGCATTGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGCAGC
CCGCGCCTGCTGATTAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTT
AGCGGCAGCGGCAGCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGA
AGATATTGCGGATTATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGC
GGGCACCAAACTGGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCC
GCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAA
CTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGG
GTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTC
AGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTG
CGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAG
AGTGT (SEQ ID NO: 119)

AMI/IHOKI/ICHOTHaﬂ MMOCJICOOBATCIIBHOCTD
[SDNH][GSSGT]QILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKY
ASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVA
APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 120)

CI079: 3954-0001-C225vSFcmt3-h20GG-0001-v16sc-H-N

pLW225: HC h20GG-0001-v16sc-C225v5Femt3 (H-N)

HYKJ'IGOTI/II[HaH nocJaeaoBaTCJIbHOCTD

[crieticep SEQ ID NO: 191] [pLW225 6e3 cneiicepa SEQ ID NO: 192]
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CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATAATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCCGTCT
CCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACGACC
AGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATTGAT
AGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGCATAC
TCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGTGATT
ATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAACTTA
CTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTCAGAA
GTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCAAACT
CTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCCGGCA
GGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAACAACT
ACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGACGATA
GCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGCTGTGT
ATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCTTATTG
GGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAGGTGCAGC
TGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTACCTGC
ACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGAGCCC
GGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGATTATA
ACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCAGGTG
TTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGCGCGC
GCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGTGACC
GTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAG
AGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGA
ACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCT
CCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAAC
ACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCC
ACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAA
ACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAG
GTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAATAGCACGTACCGTGT
GGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGT
GCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAAAGCC
AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGAT
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GACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACA
TCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCT
CCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCA
CAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA (SEQ ID NO:
121)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[creticep SEQ ID NO: 178]_ [pLW225 6e3 cneiicepa SEQ ID NO: 193]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDNH][GGGS]QTVVTQEPSF
SVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSGSIL
GNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGSIE
VQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNNY
ATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGSIQVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGK
GLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYY
DYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 122)

OPP022: LC 3954-0001-C225v5

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

CI090: 3954-0001-C225vSFcmt4-h20GG-0001-v16sc-H-N

pLW233: HC h20GG-0001-v16sc-C225v5Fecmt4 (H-N)

HYKJ'IGOTI/II[HaH nocCJaea0BaTCIbHOCTD

[crieticep SEQ ID NO: 191] [pLW233 6e3 cneiicepa SEQ ID NO: 194]
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CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATAATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCCGTCT
CCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACGACC
AGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATTGAT
AGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGCATAC
TCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGTGATT
ATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAACTTA
CTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTCAGAA
GTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCAAACT
CTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCCGGCA
GGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAACAACT
ACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGACGATA
GCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGCTGTGT
ATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCTTATTG
GGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAGGTGCAGC
TGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTACCTGC
ACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGAGCCC
GGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGATTATA
ACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCAGGTG
TTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGCGCGC
GCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGTGACC
GTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAG
AGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGA
ACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCT
CCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAAC
ACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCC
ACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAA
ACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAG
GTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTACCGTGT
GGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGT
GCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAAAGCC
AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGAT
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GACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACA
TCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCT
CCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCA
CAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA (SEQ ID NO:
123)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[creticep SEQ ID NO: 178]_ [pLW233 6e3 cneiicepa SEQ ID NO: 195]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDNH][GGGS]QTVVTQEPSF
SVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSGSIL
GNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGSIE
VQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNNY
ATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGSIQVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGK
GLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYY
DYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 124)

OPP022: LC 3954-0001-C225v5

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

AxrtusupoBanHbiii CI090: AktrBupoBaHHbIi 3954-0001-C225vSFemt4-h20GG--0001-v16sc-H-
N

AxtuBupoBanHbiii pLW233: HC C225vSFemt4-h20GG-0001-v16sc (H-N)

ITocnenoBaTenbHOCTb HYKJIEUMHOBOMN KUCIOTBI
TCCGATAATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCC
GTCTCCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACG
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ACCAGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATT
GATAGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGC
ATACTCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGT
GATTATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAA
CTTACTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTC
AGAAGTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCA
AACTCTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCC
GGCAGGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAA
CAACTACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGA
CGATAGCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGC
TGTGTATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCT
TATTGGGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAGGT
GCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTA
CCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGA
GCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGAT
TATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCA
GGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGC
GCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGT
GACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTC
CAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACC
TTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTG
CCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAG
CAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACAT
GCCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCC
CAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG
GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGT
GGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA
CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCA
AAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAG
CGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTG
GACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
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TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID
NO: 164

AMUHOKHUCJIOTHAs MOCIE0BATENbHOCTD
[SDNH]GGGSQTVVTQEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLI
GGTNKRAPGVPDRFSGSILGNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTV
LGGGGSGGGGSGGGGSEVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWYVRQAS
GKGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYC
TRHGNFGNSYVSWFAYWGQGTLVTVSSGGGGSQVQLKQSGPGLVQPSQSLSITCTVSG
FSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNS
LQSQDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (SEQ ID NO: 165)

AxtusuposanHblii OPP022: 3954-0001-C225v5

ITocnenoBaTenbHOCTh HYKJIEUMHOBOM KUCIOTBI
TCCGATAATCATGGCAGTAGCGGTACCCAGATCTTGCTGACCCAGAGCCCGGTGATT
CTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCGCGAGCCAGAGCAT
TGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGCAGCCCGCGCCTGCTGAT
TAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGCA
GCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGAT
TATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACT
GGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGA
GCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAG
AGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGG
AGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTG
ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID
NO: 166)
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AMI/IHOKI/ICJ'IOTHaﬂ MoCJAEeAOBATCIIBHOCTD
[SDNH]GSSGTQILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYAS
ESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 167)

CI104: 3954-0011-C225vS5Fcmt4-h20GG-0011-v16sc-H-N

ITocnenosarenbHocTu pPLW289 n pLW291, xonupyromue COOTBETCTBYIOIINE MACKUPOBAHHbIE
KOMIIOHEHTBI AaHTHUTENA, IIPEACTABIEHBI 371eCh Kak «pLW289» u «pLW291» coOTBETCTBEHHO, U

KpaTKO XapakTepu3oBaHel B Tadmue 11.

Axrtusuposansbiii CI1104: 3954-0011-C225v5Femt4-h20GG-0011-v16sc-H-N

AxtuupoBanHbiii pLW289: HC h20GG-0011-v16sc-C225vSFemt4 (H-N)

HyxneoTtnanasi nocienoBaTeabHOCTb

TCCGATGATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCC
GTCTCCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACG
ACCAGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATT
GATAGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGC
ATACTCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGT
GATTATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAA
CTTACTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTC
AGAAGTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCA
AACTCTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCC
GGCAGGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAA
CAACTACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGA
CGATAGCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGC
TGTGTATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCT
TATTGGGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAGGT
GCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTA
CCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGA
GCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGAT
TATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCA
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GGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGC
GCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGT
GACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTC
CAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCC
CCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACC
TTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTG
CCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAG
CAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACAT
GCCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCC
CAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG
GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGT
GGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA
CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCA
AAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAG
CGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTG
GACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID
NO: 125)

AMUHOKHCJIOTHAs TIOCJIeI0BATEILHOCTD
[SDDH][GGGS]QTVVTQEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRG
LIGGTNKRAPGVPDRFSGSILGNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKL
TVL][GGGGSGGGGSGGGGS]EVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWYVR
QASGKGLEWVGRIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAV
YYCTRHGNFGNSYVSWFAYWGQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITC
TVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFK
MNSLQSQDTAIYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY
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PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK (SEQ ID NO: 126)

Axtusuposannblii pPLW291: LC 3954-0011-C225v5

HYKJ'I €OTHAHAs IMOCIeA0BATCIIBHOCTD
TCCGATGATCATGGCAGTAGCGGTACCCAGATCTTGCTGACCCAGAGCCCGGTGATT
CTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCGCGAGCCAGAGCAT
TGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGCAGCCCGCGCCTGCTGAT
TAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGCA
GCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGAT
TATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACT
GGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGA
GCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAG
AGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGG
AGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTG
ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID
NO: 127)

AMUHOKHUCJIOTHAs MOCIEI0BATENbHOCTD
[SDDH][GSSGT]QILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKY
ASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQOQNNNWPTTFGAGTKLELKRTVA
APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 128)

CI106: CF41-2008-C225vSFemt4-h20GG-0011-v16sc-H-N

pLW289: HC h20GG-0011-v16sc-C225v5Fecmt4 (H-N)

HykneoTtnnHast mocnenoBaTeIbHOCTD

[crieticep SEQ ID NO: 191] [pLW289 6e3 cneiicepa SEQ ID NO: 196]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATGATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCCGTCT
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CCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACGACC
AGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATTGAT
AGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGCATAC
TCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGTGATT
ATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAACTTA
CTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTCAGAA
GTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCAAACT
CTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCCGGCA
GGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAACAACT
ACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGACGATA
GCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGCTGTGT
ATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCTTATTG
GGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAGGTGCAGC
TGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTACCTGC
ACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGAGCCC
GGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGATTATA
ACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCAGGTG
TTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGCGCGC
GCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGTGACC
GTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAG
AGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGA
ACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCT
CCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAAC
ACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCC
ACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAA
ACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAG
GTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTACCGTGT
GGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGT
GCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAAAGCC
AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGAT
GACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACA
TCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCT
CCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
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AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCA
CAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID NO: 129)

AMHHOKHCJIOTHAsI TIOCIeI0BATEIbHOCTD

[cneiicep SEQ ID NO: 178] [pLW289 6e3 cneticepa SEQ ID NO: 197]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDDH][GGGS]QTVVTQEPSF
SVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSGSIL
GNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGS]E
VQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNNY
ATYYADSVKDRFTISRDDSKNTAYLOQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGK
GLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYY
DYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 130)

pLW246: LC CF41-2008-C225v5

HykneoTuaHasi mocienoBaTebHOCTb

[cneticep SEQ ID NO: 176] [pLW246 6e3 cneiicepa SEQ ID NO: 198]
CAAGGCCAGTCTGGCCAAGGTCTTAGTTGTGAAGGTTGGGCGATGAATAGAGAACA
ATGTCGAGCCGGAGGTGGCTCGAGCGGCGGCTCTATCTCTTCCGGACTGCTGTCCGG
CAGATCCGACCAGCACGGCGGAGGATCCCAAATCCTGCTGACACAGTCTCCTGTCAT
ACTGAGTGTCTCCCCCGGCGAGAGAGTCTCTTTCTCATGTCGGGCCAGTCAGTCTAT
TGGGACTAACATACACTGGTACCAGCAACGCACCAACGGAAGCCCGCGCCTGCTGA
TTAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGC
AGCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGA
TTATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACT
GGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGA
GCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAG
AGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGG
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AGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTG
ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID
NO: 131)

AMUHOKHUCJIOTHAS TIOCIEN0BATENbHOCTD

[creticep SEQ ID NO: 178] [pLW246 6e3 creiicepa SEQ ID NO: 199]
QGQSGQG[LSCEGWAMNREQCRA][GGGSSGGS][ISSGLLSGRSDQH][GGGS]QILLTQSP
VILSVSPGERVSFSCRASQSIGTNIHWY QQRTNGSPRLLIKY ASESISGIPSRFSGSGSGTDF
TLSINSVESEDIADY YCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGTAS
VVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 132)

CI107: 3954-0011-C225vS5Fcmt4-h20GG-2006-v16sc-H-N

pLW307: HC h20GG-2006-v16sc-C225v5Fcmt4 (H-N)

HykneoTtnnHast mocnenoBaTeIbHOCTb

[crieticep SEQ ID NO: 191] [pLW307 6e3 cneiicepa SEQ ID NO: 200]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTATATCGAGTGGATTGCT
GTCTGGCAGATCTGACGATCACGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAAC
CAAGCTTCTCCGTCTCCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAG
GTGCTGTTACGACCAGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTC
CGCGCGGATTGATAGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTC
AGCGGAAGCATACTCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGA
TGATGAAAGTGATTATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGG
TGGCACGAAACTTACTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAG
GAGGAGGCTCAGAAGTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGT
GGGTCCCTCAAACTCTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATG
AATTGGGTCCGGCAGGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATC
AAAATACAACAACTACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAAT
ATCCCGCGACGATAGCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGA
GGATACCGCTGTGTATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTC
TTGGTTCGCTTATTGGGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGG
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ATCCCAGGTGCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCC
TGAGCATTACCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGG
TGCGCCAGAGCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGC
AACACCGATTATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAG
CAAAAGCCAGGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTT
ATTATTGCGCGCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGG
GCACCCTGGTGACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGG
CACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAG
GACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGG
CGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGT
GGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCA
CAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAA
CTCACACATGCCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCC
TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACAT
GCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTG
GACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGA
GCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACC
ATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATC
CCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCT
ATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTAC
AAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTC
ACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCA
TGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA
(SEQ ID NO: 133)

AMUHOKHUCJIOTHAS TIOCIEI0BATEILHOCTD

[cmeticep SEQ ID NO: 178] [pLW307 6e3 cneiicepa SEQ ID NO: 201]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][ISSGLLSGRSDDH][GGGS]QTVVT
QEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRF
SGSILGNKAALTITGAQADDESDYYCALWY SNLWVFGGGTKLTVL[GGGGSGGGGSGG
GGSJEVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNW VRQASGKGLEWVGRIRSK
YNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSW
FAYWGQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCAR
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ALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
ASIEKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
(SEQ ID NO: 134)

pLW291: LC 3954-0011-C225v5

HykneoTunHast mocienoBaTeIbHOCTh

[cmeticep SEQ ID NO: 180] [pLW291 6e3 cneiicepa SEQ ID NO: 202]
CAAGGCCAGTCTGGCCAGTGCATCTCACCTCGTGGTTGTCCGGACGGCCCATACGTC
ATGTACGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGATCCGGTCTGAGCGGCCG
TTCCGATGATCATGGCAGTAGCGGTACCCAGATCTTGCTGACCCAGAGCCCGGTGAT
TCTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCCGCGCGAGCCAGAGCA
TTGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGCAGCCCGCGCCTGCTGA
TTAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCGCTTTAGCGGCAGCGGC
AGCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAAGCGAAGATATTGCGGA
TTATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTGGCGCGGGCACCAAACT
GGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGA
GCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAG
AGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGG
AGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTG
ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQID
NO: 135)

AMUHOKHUCJIOTHAS TIOCIEIOBATENbHOCTD

[creticep SEQ ID NO: 178] [pLW291 6e3 cneiicepa SEQ ID NO: 203]
QGQSGQ[CISPRGCPDGPYVMY][GSSGGSGGSGGSG][LSGRSDDH][GSSGT]QILLTQSP
VILSVSPGERVSFSCRASQSIGTNIHWY QQRTNGSPRLLIKY ASESISGIPSRFSGSGSGTDF
TLSINSVESEDIADY YCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGTAS
VVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 136)
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CI127: SynFemt4-h20GG-0011-v16sc-H-N

pLW334: HC h20GG-0011-v1 6sc-Synagis®cht4 (H-N)

HyxneoTtunHas nocnenoBaTeIbHOCTD

[crieticep SEQ ID NO: 191] [pLW334 6e3 cnieiicepa SEQ ID NO: 204]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATGATCATGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAACCAAGCTTCTCCGTCT
CCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAGGTGCTGTTACGACC
AGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTCCGCGCGGATTGAT
AGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTCAGCGGAAGCATAC
TCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGATGATGAAAGTGATT
ATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGGTGGCACGAAACTTA
CTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAGGAGGAGGCTCAGAA
GTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGTGGGTCCCTCAAACT
CTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATGAATTGGGTCCGGCA
GGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATCAAAATACAACAACT
ACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAATATCCCGCGACGATA
GCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGAGGATACCGCTGTGT
ATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTCTTGGTTCGCTTATTG
GGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGGATCCCAAGTGACCC
TGAGAGAGTCTGGCCCTGCCCTCGTGAAGCCTACCCAGACCCTGACACTGACCTGCA
CCTTCAGCGGCTTCAGCCTGAGCACCAGCGGCATGTCTGTGGGCTGGATCAGACAGC
CTCCTGGCAAGGCCCTGGAATGGCTGGCCGACATTTGGTGGGACGACAAGAAGGAC
TACAACCCCAGCCTGAAGTCCCGGCTGACCATCAGCAAGGACACCAGCAAGAACCA
GGTGGTGCTGAAAGTGACCAACATGGACCCCGCCGACACCGCCACCTACTACTGCG
CCAGATCCATGATCACCAACTGGTACTTCGACGTGTGGGGAGCCGGCACCACCGTG
ACAGTGTCATCTGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCC
AAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCC
CGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCT
TCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGC
CCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGC
AACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATG
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CCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCC
AAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGG
TGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTG
GAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTACC
GTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTAC
AAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAA
AGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGG
AGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGC
GACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGG
ACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
CTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID NO:
137)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[crieticep SEQ ID NO: 178] [pLW334 6e3 crieiicepa SEQ ID NO: 205]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDDH][GGGS]QTVVTQEPSF
SVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSGSIL
GNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGS]IE
VQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNNY
ATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGS]QVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMSVGWIRQPPG
KALEWLADIWWDDKKDYNPSLKSRLTISKDTSKNQVVLKVTNMDPADTATYYCARSM
ITNWYFDVWGAGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ
ID NO: 138)

pLW139: LC Synagis®

HYKJ'IGOTI/II[HaH nocJaea0BaTCIbHOCTD
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GACATCCAGATGACCCAGAGCCCCAGCACACTGAGCGCCAGCGTGGGCGACAGAGT
GACCATCACATGCAAGTGCCAGCTGAGCGTGGGCTACATGCACTGGTATCAGCAGA
AGCCCGGCAAGGCCCCCAAGCTGCTGATCTACGACACCAGCAAGCTGGCCTCCGGC
GTGCCCAGCAGATTTTCTGGCAGCGGCTCCGGCACCGAGTTCACCCTGACAATCAGC
AGCCTGCAGCCCGACGACTTCGCCACCTACTACTGTTTTCAAGGCTCCGGCTACCCC
TTCACCTTCGGCGGAGGCACCAAGCTGGAAATCAAGCGGACGGTGGCTGCACCATC
TGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTG
TGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAA
CGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACA
GCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACAC
AAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAG
CTTCAACAGGGGAGAGTGT (SEQ ID NO: 139)

AMMHOKHUCJIOTHAS
nocnenoBatebHOCTEDIQMTQSPSTLSASVGDRVTITCKCQLSVGYMHWY QQKPGKAPKL
LIYDTSKLASGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCFQGSGYPFTFGGGTKLEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 140)

CI128: SynFemt4-h20GG-2006-v16sc-H-N

pLW335: HC h20GG-2006-v16sc-Synagis®Femt4 (H-N)

HykneoTnnHasi mocienoBaTebHOCTb

[cneticep SEQ ID NO: 191] [pLW335 6e3 cneiicepa SEQ ID NO: 206]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTATATCGAGTGGATTGCT
GTCTGGCAGATCTGACGATCACGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAAC
CAAGCTTCTCCGTCTCCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAG
GTGCTGTTACGACCAGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTC
CGCGCGGATTGATAGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTC
AGCGGAAGCATACTCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGA
TGATGAAAGTGATTATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGG
TGGCACGAAACTTACTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAG



PCT/US2018/055717 121 WO 2019/075405

GAGGAGGCTCAGAAGTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGT
GGGTCCCTCAAACTCTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATG
AATTGGGTCCGGCAGGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATC
AAAATACAACAACTACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAAT
ATCCCGCGACGATAGCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGA
GGATACCGCTGTGTATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTC
TTGGTTCGCTTATTGGGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGG
ATCCCAAGTGACCCTGAGAGAGTCTGGCCCTGCCCTCGTGAAGCCTACCCAGACCCT
GACACTGACCTGCACCTTCAGCGGCTTCAGCCTGAGCACCAGCGGCATGTCTGTGGG
CTGGATCAGACAGCCTCCTGGCAAGGCCCTGGAATGGCTGGCCGACATTTGGTGGG
ACGACAAGAAGGACTACAACCCCAGCCTGAAGTCCCGGCTGACCATCAGCAAGGAC
ACCAGCAAGAACCAGGTGGTGCTGAAAGTGACCAACATGGACCCCGCCGACACCGC
CACCTACTACTGCGCCAGATCCATGATCACCAACTGGTACTTCGACGTGTGGGGAGC
CGGCACCACCGTGACAGTGTCATCTGCTAGCACCAAGGGCCCATCGGTCTTCCCCCT
GGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCA
AGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGC
GGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGC
GTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAAT
CACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAA
AACTCACACATGCCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTT
CCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCAC
ATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACG
TGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCA
GAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGG
CAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAA
CCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCA
TCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTT
CTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACT
ACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGC
TCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATG
CATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA
(SEQ ID NO: 141)

AMWHOKHCJIOTHASI nocjaeaoBaTCJIbHOCTD

[crieticep SEQ ID NO: 178] [pLW335 6e3 crieiicepa SEQ ID NO: 207]
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QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][ISSGLLSGRSDDH][GGGS]QTVVT
QEPSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRF
SGSILGNKAALTITGAQADDESDYYCALWY SNLWVFGGGTKLTVL[GGGGSGGGGSGG
GGS]JEVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNW VRQASGKGLEWVGRIRSK
YNNYATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSW
FAYWGQGTLVTVSS[GGGGS]QVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMSVGWI
RQPPGKALEWLADIWWDDKKDYNPSLKSRLTISKDTSKNQVVLKVTNMDPADTATYY
CARSMITNWYFDVWGAGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PASIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K (SEQ ID NO: 142)

pLW139: LC Synagis®

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

CI135: CF41-2008-C225v5Femt4-h20GG-0011-v12sc-H-N

pLW352: HC h20GG-0011-v12sc-C225vSFemt4 (H-N)

HykneoTuaHasi mocienoBaTebHOCTb

[crieticep SEQ ID NO: 208] [pLW352 6e3 cneiicepa SEQ ID NO: 209]
CAAGGCCAGTCTGGTTCTGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGATC
ACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCGA
TGATCATGGCGGCGGATCCCAGACGGTAGTGACTCAGGAGCCATCATTTTCTGTCTC
TCCTGGAGGTACTGTGACACTCACATGTAGAAGCTCAACTGGTGCAGTCACCACTTC
AAATTACGCGAATTGGGTCCAGCAGACCCCTGGGCAGGCTCCGAGAGGGTTGATTG
GAGGTACTAACAAACGGGCACCGGGAGTGCCTGATAGGTTTTCCGGTTCTATTCTCG
GAAACAAGGCGGCTCTCACGATCACGGGTGCGCAGGCCGACGATGAATCAGACTAT
TACTGCGCTTTGTGGTACTCAAACCTGTGGGTATTCGGAGGGGGCACCAAGCTGACG
GTGTTGGGTGGGGGGGGCTCTGGGGGAGGGGGAAGCGGAGGTGGGGGCAGCGAGG
TTCAGCTTGTTGAAAGTGGTGGCGGACTCGTACAACCGGGTGGAAGTCTTAGACTCT
CATGTGCAGCATCTGGATTTACTTTTTCTACTTATGCTATGAACTGGGTAAGACAGG
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CACCGGGGAAAGGGCTGGAATGGGTTGCACGCATTCGATCTAAATACAATAACTAT
GCTACATACTACGCCGATAGTGTTAAGGATCGATTCACTATATCTCGGGACGACAGT
AAGAACTCACTTTACCTGCAGATGAATTCCTTGAAAACTGAGGACACGGCCGTTTAT
TATTGTGTACGGCACGGGAATTTCGGCAATTCTTACGTTTCCTGGTTCGCCTATTGGG
GGCAAGGTACGCTGGTCACGGTGTCTAGCGGAGGTGGTGGATCCCAGGTGCAGCTG
AAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTACCTGCAC
CGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGAGCCCGG
GCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGATTATAAC
ACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCAGGTGTT
TTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGCGCGCGC
GCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGTGACCGT
GAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAG
CACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACC
GGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGG
CTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCA
GCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACC
AAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACC
GTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACC
CAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGT
GAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGC
ATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTACCGTGTGGTC
AGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAA
GGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAAAGCCAAAG
GGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACC
AAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC
GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGT
GCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAG
GTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCA
CTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID NO: 151)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIBHOCTD

[cmeticep SEQ ID NO: 176] [pLW352 6e3 creiicepa SEQ ID NO: 210]
QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDDH][GGGS]QTVVTQEPSF
SVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSGSIL
GNKAALTITGAQADDESDYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGSIE
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VQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVARIRSKYNNY
ATYYADSVKDRFTISRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGK
GLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYY
DYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 146)

pLW246: LC CF41-2008-C225v5

HYKJ'IGOTI/II[HaH nocJaea0BaTCJIbHOCTD

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

AMWHOKHCJIOTHASI nocJaeaoBaTCJIbHOCTD

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

CI136: CF41-2008-C225v5Fecmt4-h20GG-0011-v19sc-H-N

pLW353: HC h20GG-0011-v19sc-C225v5Fcmt4 (H-N)

HykneoTnnHasi mocienoBaTebHOCTb

[creticep SEQ ID NO: 191] [pLW353 6e3 cneiicepa SEQ ID NO: 211]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATGATCATGGCGGCGGTTCTCAGGCCGTTGTTACACAAGAGCCTTCACTTACTGTGT
CTCCAGGAGGCACTGTGACACTTACGTGCCGATCCTCTACGGGTGCCGTGACCACAA
GCAACTATGCCAACTGGGTCCAGCAGAAGCCAGGTCAAGCGCCTCGAGGTCTGATC
GGGGGCACGAATAAACGAGCTCCTGGAACTCCGGCCAGATTTTCTGGGAGTCTTATT
GGTGGCAAGGCGGCGTTGACCCTGAGTGGAGCCCAACCGGAAGACGAGGCCGAGT
ACTACTGCGCCTTGTGGTATTCCAATTTGTGGGTCTTCGGAGGCGGAACAAAGCTCA
CAGTACTGGGAGGTGGAGGTAGCGGGGGCGGAGGCTCCGGGGGAGGTGGTTCCGA
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AGTCCAGCTTGTTGAATCAGGTGGGGGCTTGGTACAACCAGGTGGTTCACTGAAGTT
GTCCTGTGCAGCGTCCGGATTTACATTTAGTACGTATGCTATGAACTGGGTCAGGCA
GGCCAGTGGTAAAGGTCTCGAATGGGTTGGCCGGATAAGGTCAAAGTACAATAATT
ACGCAACCTACTACGCGGATTCCGTGAAAGACAGGTTCACTATTTCACGAGATGATA
GCAAAAATACTGCGTATCTCCAAATGAATAGTCTTAAAACTGAAGACACTGCCGTAT
ATTATTGCACTAGGCACGGCAACTTTGGTAACTCTTATGTTTCTTGGTTCGCATACTG
GGGACAAGGAACTTTGGTCACTGTCTCATCTGGAGGTGGTGGATCCCAGGTGCAGCT
GAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCCTGAGCATTACCTGCA
CCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGGTGCGCCAGAGCCCG

GGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGCAACACCGATTATAA
CACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAGCAAAAGCCAGGTGT
TTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTTATTATTGCGCGCGCG
CGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGGGCACCCTGGTGACCG
TGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGA
GCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAA

CCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCC

GGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTC
CAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACA
CCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCA
CCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAA
CCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGAC
GTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGT
GCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACGTACCGTGTG

GTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTG
CAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACCATCTCCAAAGCCA
AAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATG
ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATC
GCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTC

CCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGA
GCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC

AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ ID NO: 152)

AMUHOKHCJIOTHASI nocJaeaoBaTCJIbHOCTD

[crieticep SEQ ID NO: 178] [pLW353 6e3 crieiicepa SEQ ID NO: 212]
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QGQSGS[GYLWGCEWNCGGITT][GSSGGSGGSGG][LSGRSDDH][GGGS]QAVVTQEPSL
TVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSLI
GGKAALTLSGAQPEDEAEYYCALWYSNLWVFGGGTKLTVL[GGGGSGGGGSGGGGS]E
VQLVESGGGLVQPGGSLKLSCAASGFTFSTY AMNWVRQASGKGLEWVGRIRSKYNNY
ATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAYW
GQGTLVTVSS[GGGGS]QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGK
GLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTYY
DYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 148)

pLW246: LC CF41-2008-C225v5

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

CI091: 3954-1490DQH-C225v5Fcmt4-h20GG-2008-v16sc-H-N

pLW242: HC C225vS5Fcmt4-h20GG-2008-v16sc (H-N)

ITocnenoBaTenbHOCTh HYKJIEMHOBOMN KHUCJIOTBI

[creticep SEQ ID NO: 191] [pLW242 6e3 cneiicepa SEQ ID NO: 213]
CAAGGCCAGTCTGGATCCGGTTATCTGTGGGGTTGCGAGTGGAATTGCGGAGGGAT
CACTACAGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTATATCGAGTGGATTGCT
GTCTGGCAGATCTGACCAACACGGCGGCGGTTCTCAAACTGTAGTAACTCAAGAAC
CAAGCTTCTCCGTCTCCCCTGGGGGAACAGTCACACTTACCTGCCGAAGTAGTACAG
GTGCTGTTACGACCAGTAACTATGCCAATTGGGTACAACAAACGCCTGGTCAGGCTC
CGCGCGGATTGATAGGAGGCACGAATAAACGGGCACCCGGTGTCCCGGACAGATTC
AGCGGAAGCATACTCGGTAATAAGGCAGCTCTTACTATCACTGGGGCCCAAGCTGA
TGATGAAAGTGATTATTATTGTGCGCTCTGGTACAGCAACCTCTGGGTGTTTGGGGG
TGGCACGAAACTTACTGTCTTGGGCGGCGGCGGATCAGGGGGAGGTGGCTCTGGAG
GAGGAGGCTCAGAAGTCCAACTGGTCGAATCCGGGGGAGGGCTCGTACAGCCGGGT
GGGTCCCTCAAACTCTCTTGTGCGGCCTCAGGGTTTACCTTCAGTACATACGCGATG
AATTGGGTCCGGCAGGCCAGTGGGAAAGGGCTCGAATGGGTAGGACGAATCCGATC
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AAAATACAACAACTACGCTACTTATTACGCTGATTCCGTGAAGGACAGATTCACAAT
ATCCCGCGACGATAGCAAGAATACGGCATATCTTCAGATGAATTCTCTTAAAACTGA
GGATACCGCTGTGTATTACTGCACAAGACATGGTAATTTTGGAAACTCATATGTCTC
TTGGTTCGCTTATTGGGGACAGGGCACGTTGGTTACCGTGTCTAGCGGAGGTGGTGG
ATCCCAGGTGCAGCTGAAACAGAGCGGCCCGGGCCTGGTGCAGCCGAGCCAGAGCC
TGAGCATTACCTGCACCGTGAGCGGCTTTAGCCTGACCAACTATGGCGTGCATTGGG
TGCGCCAGAGCCCGGGCAAAGGCCTGGAATGGCTGGGCGTGATTTGGAGCGGCGGC
AACACCGATTATAACACCCCGTTTACCAGCCGCCTGAGCATTAACAAAGATAACAG
CAAAAGCCAGGTGTTTTTTAAAATGAACAGCCTGCAAAGCCAGGATACCGCGATTT
ATTATTGCGCGCGCGCGCTGACCTATTATGATTATGAATTTGCGTATTGGGGCCAGG
GCACCCTGGTGACCGTGAGCGCGGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGG
CACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAG
GACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGG
CGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGT
GGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCA
CAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAA
CTCACACATGCCCACCGTGCCCAGCACCTGAATTTGAAGGGGGACCGTCAGTCTTCC
TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACAT
GCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTG
GACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGA
GCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCTCAATCGAGAAAACC
ATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATC
CCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCT
ATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTAC
AAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTC
ACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCA
TGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA
(SEQ ID NO: 168)

AMUHOKHUCJIOTHAS TIOCIEIOBATEILHOCTD

[crieticep SEQ ID NO: 178] [pLW242 6e3 crieiicepa SEQ ID NO: 214]
QGQSGS[GYLWGCEWNCGGITT]GSSGGSGGSGG[ISSGLLSGRSDQH]GGGSQTVVTQE
PSFSVSPGGTVTLTCRSSTGAVTTSNYANWVQQTPGQAPRGLIGGTNKRAPGVPDRFSG
SILGNKAALTITGAQADDESDYYCALWY SNLWVFGGGTKLTVLGGGGSGGGGSGGGG
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SEVQLVESGGGLVQPGGSLKLSCAASGFTFSTYAMNWVRQASGKGLEWVGRIRSKYNN
YATYYADSVKDRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRHGNFGNSYVSWFAY
WGQGTLVTVSSGGGGSQVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPG
KGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSQDTAIYYCARALTY
YDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ
ID NO: 169)

(CX320: 3954-C225v5-2008

ITocenoBaTeIbHOCTh HYKJIEMHOBON KUCJIOTHI

[crieticep SEQ ID NO: 180] [CX320 6e3 creticepa SEQ ID NO: 215]
CAAGGCCAGTCTGGCCAGTGCATCTCACCTCGTGGTTGTCCGGACGGCCCATACGTC
ATGTACGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGATCCGGTATATCGAGTGG
ATTGCTGTCTGGCAGATCTGACCAACACGGCAGTAGCGGTACCCAGATCTTGCTGAC
CCAGAGCCCGGTGATTCTGAGCGTGAGCCCGGGCGAACGTGTGAGCTTTAGCTGCC
GCGCGAGCCAGAGCATTGGCACCAACATTCATTGGTATCAGCAGCGCACCAACGGC
AGCCCGCGCCTGCTGATTAAATATGCGAGCGAAAGCATTAGCGGCATTCCGAGCCG
CTTTAGCGGCAGCGGCAGCGGCACCGATTTTACCCTGAGCATTAACAGCGTGGAAA
GCGAAGATATTGCGGATTATTATTGCCAGCAGAACAACAACTGGCCGACCACCTTTG
GCGCGGGCACCAAACTGGAACTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCT
TCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGA
ATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAA
TCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAG
CCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACG
CCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGG
GGAGAGTGT (SEQ ID NO: 170)

AMUHOKHCJIOTHAsI nocJaea0BaTCIbHOCTD

[crieticep SEQ ID NO: 178] [CX320 6e3 crieiicepa SEQ ID NO: 216]
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QGQSGQ[CISPRGCPDGPY VMY ]GSSGGSGGSGGSG[ISSGLLSGRSDQH]GSSGTQILLTQ
SPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYASESISGIPSRFSGSGSGT
DFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGT

ASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE

KHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 171)

CI064: SynN297Q-JF15865-0001-hSP34L.vHv-H-N

pLW138: HC SynN297Q-JF15865-0001-hSP34LvHv-H-N

ITocenoBaTeIbHOCTh HYKJIEMHOBOM KUCJIOTHI

[crieticep SEQ ID NO: 176] [pLW138 6e3 cneiicepa SEQ ID NO: 147]
CAAGGCCAGTCTGGCCAAATGATGTATTGCGGTGGGAATGAGGTGTTGTGCGGGCC
GCGGGTTGGCTCGAGCGGTGGCAGCGGTGGCTCTGGTGGTCTGAGCGGCCGTTCCG
ATAATCATGGCGGCGGTTCTCAGACCGTGGTCACACAGGAGCCCTCACTGACAGTG
AGCCCTGGCGGGACCGTCACACTGACTTGTCGCAGTTCAACTGGCGCCGTGACTACC
AGCAATTACGCTAACTGGGTCCAGCAGAAACCAGGACAGGCACCACGAGGACTGAT
CGGAGGAACTAATAAGAGAGCACCAGGAACCCCTGCAAGGTTCTCCGGATCTCTGC
TGGGGGGAAAAGCCGCTCTGACACTGAGCGGCGTGCAGCCTGAGGACGAAGCTGAG
TACTATTGCGCACTGTGGTACTCCAACCTGTGGGTGTTTGGCGGGGGAACTAAGCTG
ACCGTCCTGGGAGGAGGAGGAAGCGGAGGAGGAGGGAGCGGAGGAGGAGGATCCG
AAGTGCAGCTGGTCGAGAGCGGAGGAGGACTGGTGCAGCCAGGAGGATCCCTGAA
GCTGTCTTGTGCAGCCAGTGGCTTCACCTTCAACACTTACGCAATGAACTGGGTGCG
GCAGGCACCTGGGAAGGGACTGGAATGGGTCGCCCGGATCAGATCTAAATACAATA
ACTATGCCACCTACTATGCTGACAGTGTGAAGGATAGGTTCACCATTTCACGCGACG
ATAGCAAAAACACAGCTTATCTGCAGATGAATAACCTGAAGACCGAGGATACAGCA
GTGTACTATTGCGTCAGACACGGCAATTTCGGGAACTCTTACGTGAGTTGGTTTGCC
TATTGGGGACAGGGGACACTGGTCACCGTCTCCTCAGGAGGTGGTGGATCCCAAGT
GACCCTGAGAGAGTCTGGCCCTGCCCTCGTGAAGCCTACCCAGACCCTGACACTGAC
CTGCACCTTCAGCGGCTTCAGCCTGAGCACCAGCGGCATGTCTGTGGGCTGGATCAG
ACAGCCTCCTGGCAAGGCCCTGGAATGGCTGGCCGACATTTGGTGGGACGACAAGA
AGGACTACAACCCCAGCCTGAAGTCCCGGCTGACCATCAGCAAGGACACCAGCAAG
AACCAGGTGGTGCTGAAAGTGACCAACATGGACCCCGCCGACACCGCCACCTACTA
CTGCGCCAGATCCATGATCACCAACTGGTACTTCGACGTGTGGGGAGCCGGCACCA
CCGTGACAGTGTCATCTGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCT
CCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTAC
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TTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCA
CACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGAC
CGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCC
CAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACA
CATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCC
CCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTG
GTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGG
CGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACCAGAGCACG
TACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGA
GTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCT
CCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGG
GAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCC
CAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAG
ACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACC
GTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGA
GGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA (SEQ
ID NO: 172)

AMUHOKHUCJIOTHAS TIOCJIEIOBATEIbHOCTD

[cmieticep SEQ ID NO: 178] [pLW138 6e3 crieiicepa SEQ ID NO: 153]
QGQSGQIMMYCGGNEVLCGPRV]GSSGGSGGSGG[LSGRSDNH]|GGGSQTVVTQEPSLT
VSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGTKLTVLGGGGSGGGGSGGGGSEVQ
LVESGGGLVQPGGSLKLSCAASGFTFNTYAMNWVRQAPGKGLEWVARIRSKYNNYAT
YYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYVSWFAYWG
QGTLVTVSSGGGGSQVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMSVGWIRQPPGKA
LEWLADIWWDDKKDYNPSLKSRLTISKDTSKNQVVLKVTNMDPADTATYYCARSMIT
NWYFDVWGAGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID
NO: 173)
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pLW139: LC Syn kappa

ITocnenoBaTeIbHOCTD HYKJIIEMHOBOW KHUCIOTHI
GACATCCAGATGACCCAGAGCCCCAGCACACTGAGCGCCAGCGTGGGCGACAGAGT
GACCATCACATGCAAGTGCCAGCTGAGCGTGGGCTACATGCACTGGTATCAGCAGA
AGCCCGGCAAGGCCCCCAAGCTGCTGATCTACGACACCAGCAAGCTGGCCTCCGGC
GTGCCCAGCAGATTTTCTGGCAGCGGCTCCGGCACCGAGTTCACCCTGACAATCAGC
AGCCTGCAGCCCGACGACTTCGCCACCTACTACTGTTTTCAAGGCTCCGGCTACCCC
TTCACCTTCGGCGGAGGCACCAAGCTGGAAATCAAGCGGACGGTGGCTGCACCATC
TGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTG
TGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAA
CGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACA
GCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACAC
AAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAG
CTTCAACAGGGGAGAGTGT (SEQ ID NO: 174)

AMI/IHOKI/ICJ'IOTHaﬂ IIOCJICO0OBATCIIBbHOCTD
DIQMTQSPSTLSASVGDRVTITCKCQLSVGYMHWY QQKPGKAPKLLIYDTSKLASGVPS
RFSGSGSGTEFTLTISSLQPDDFATY YCFQGSGYPFTFGGGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 175)

Antu-CD3 Bapuant scFv_v 12

Jlerkas uens LV12
Tsoxkenast uens HV12

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

Aatu-CD3 Bapuant scFv_v 16

Jlerkas nens LV12

Tsoxkenas uens HV20

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE

Antu-CD3 Bapuant scFv_v 19

Jlerkas uens LV19
Tsxenast uens HV20

IlocnenoBaTenbHOCTH, YKa3aHHBIE BBILIE
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Axatu-CD3 Bapuanr scFv V26

Jlerkas uenp LV19
Tsxenast nens HV12

ITocnenoBaTenbHOCTH, YKa3aHHbBIE BbILLIE

Konctpykuus Bexropa

[0349] Tsokenble W JieTKUE LEMUA Pa3NeNbHO KJIOHUPOBAJIM B BEKTOP OKCIPECCUU
MJICKOMTUTAIOLINX C HCIOJIb30BAHHEM CTAHAAPTHBIX METOJIOB MOJIEKYJSIPHOW OHOJIOTHH.
Bxkparue, ¢parmentst JIHK, komgupyroomme NOpPeACTABISIOIYIO  HUHTEpeC  00JacTh,
aMIUTUUIMPOBA  MpaiiMepaMy,  CBS3BIBAOIIMMHCA € KOHLIEBBIMH  OOJNACTAMU.
[lepekpriBatomuecst (¢parMeHTbl OOBEAMHSIM W aMILTHPUUIUPOBAIA  (QIAHKUPYIOIIUMHU
npafiMepamMu, HEOOXOIWMBIMU JUIsI TOCTPOEHHsI BCeH kemaemoil olOmactu. Brocnencrsum
¢parmentsl JIHK kiIoHHMpOBaIM B BEKTOP 3KCIPECCHU C HCIOJb30BAHUEM KOMMEPYECKU
noctymHoro Habopa mis romojyorudHod pexombunaumu (MCLabs, South San Francisco,
Kamudopnmus). Bekrop SKCIIPECCHH MJIEKOITUTAOLITIX NPEACTaBISIET coboit
monuduumposannyo Bepcro KIHK' V3.1 (+) ot Invitrogen ¢ mapkepom cemexuuu G418 umm
TUrPOMULIMHOM. Mytanmu ObutH BBeIeHbI ¢ ucrnoJsib3oBaHueM Habopa QuikChange (Agilent,

Santa Clara, Kanugophuus).

Okcnpeccust AA u BAA ¢ nBoitHo# MackupoBkoii (BAA)

[0350] AA u BAA ObutH 3KCIPECCHPOBAHBI B KJIETKAX MJIEKOMHUTAIOMINX C HCIOJIb30BAHUEM
cranmaptHoro Habopa mns Tpancekunn (Life Technologies, Grand Island, NY). Bkparue, 293
KJIeTKH ObUTM TpaHCHULMPOBAHBI HYKJIEMHOBBIMH KHUCJIOTAMU C HCIOJIB30BAHHUEM CHCTEMBI Ha
OCHOBE JIMITUJIOB B COOTBETCTBHH C PEKOMEHOAIMAMH TPOU3BOAUTENS. AA H JABAKABI
MackupoBaHHble BAA Obutu OuuMIneHbl OT OECKJIETOYHOrO CyNepHATAHTa C HCIOJIb30BAHUEM
chep Oenka A (GE, Piscataway, NJ) ¥ CKOHLIEHTPHPOBAHBI C HCIOJb30BAHUEM CTaHAAPTHBIX

KOJIOHOK ¢ 3ameHol Oydepa (Millipore, Temecula, CA).

I[MPUMEP 2. Cesi3piBaHUE ABAKIBI MACKUPOBaHHBIX Oucnennpuydeckux AA ¢ EGFR+ HT-29
kinetkamu U CD3e+ kinerkamu Jurkat

[0351] st ompenenernusi Toro, cmocoOuel mu EGFR u CD3e mackupyromue NenTHAbI U
cyOCTpaThl mpoTea3 HHrHOUPOBATh CBS3BIBAHNE B KOHTEKCTEe Oucnennduueckoro AA ¢ IBOHHOM

MaCKHpOBKOﬁ,6bIH BBITIOJIHEH aHAJIU3 CBSA3BIBAHUS ITIOCPEACTBOM HpOTO‘IHOﬁ LHUTOMETPUU.
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[0352] Kunerku HT-29-luc2 (Caliper) u Jurkat (xnon E6-1, ATCC, TIB-152) xynsTUBHPOBAIH
B RPMI-1640+ glutamax (Life Technologies, katamor 72400-047), 10% wuHaKTUBHPOBAaHHOMN
HarpeBaHueM ¢eranpHON Obrubeli ceiBopoTke (HI-FBS, Life Technologies, karanor 10438-026),
100 en/mn nenupnaa 1 100 mxr/mn crpenromuuuHa (Life Technologies, karanor 15140-
122) B COOTBETCTBUM C PEKOMEHAALUSAMH MPOU3BOAUTENSA. bbIM MpOTeCTUPOBAHbI CIEAYIOIINE
Ooucnermduueckne aktuBupoBaHHble antuTena CI048 wu CI104 (akr-104), a Takke
oucnermduueckrie AA CI011, CI106 u CI107 ¢ aBoiinoii. Mcnosnb3oBanuch ase Bepcun SP34
scFv, a umenno scFv CIO11 u CI048 B cpaBuenuun c scFv CI104, CI106 u CI107.
Ucnons3oBanuck ase Bepcun Mmacku EGFR, a umenno macka EGFR CIO11 u CI107 B cpaBHeHuu
¢ mackoit EGFR CI106. Hcnons3oBanuck nse Bepcun macku CD3, a umenHo macka CD3 CIO11
B cpaBHeHnH ¢ Mackoit CD3 CI106 u CI107.

[0353] Kunerku HT29-luc2 otmensimu ¢ nomormubo Versene™ (Life Technologies, Catalogue
15040-066), mpombIBaiy, BbICeBaTH B 96-myHOUHBbIE TUIaHmeTel mo 150 000 KiIeToK/NyHKy |
pecycnenaupoBanu B 50 MKI NOEpPBUYHOIO aHTHUTENA. TUTPOBaHWME HAYMHAIA IPHU
KOHIIEHTpaLusX, yKasaHHbIx Ha ¢ur. 1A—1B ¢ mocneayromumu 3-KpaTHBIMH CEPUHHBIMU
pasBeneHusimu B FACS-okpammBaromem Oydepe + 2% PBC (BD Pharmingen, Catalogue
554656). Knerxku makyOuposanu npu 4 °C npu BCTpsIXMBAaHUM B TE€YEHHE NMpHUMEpHO | daca,
cobmpamu  u  mpomeBamu  2x200 wmkn  okpammBaromero Oydpepa FACS. Knerkn
pecycnienaupoBaiu B 50 Mkl koHbIorupoBaHHOTO ¢ Alexa Fluor 647 antu-uenoseueckoro IgG
Fc (10 mxr/mn, Jackson ImmunoResearch, npoaykr 109-606-008) u unkybuposanu npu 4 °C
IpU BCTPSIXMBAHUU B TeueHue npumepHo | wuaca. HT29-luc2 cobupanu, mpomeiBamu u
pecycneHaupoBaIu B KOHEYHOM oObeMme 60 Mk okpamruBatotero oydepa FACS, conepskamiero
2,5 wmxr/mn 7-AAD (BD Biosciences, kartamor 559925). Knerku, OKpalleHHbIE OIHUM
BTOPUYHBIM AHTHUTEJIOM, UCIOJIb30BAIA B KA4eCTBE OTPHLATENILHOTO KOHTpOoJisL. JlaHHBIE ObLIN
mosnyuensl Ha asammsatope MACSQuant® 10 (Miltenyi), a CpeIHIOI HHTEHCHBHOCTb
dayopecueniuu (MFI) sxu3HECTOCOOHBIX KJIETOK PACCYUTHIBAIN C HCIOJIb30BAHUEM FlowJo®
V10 (Treestar). Berurennsie ¢oHoBble nanubie MFI Obumm moctpoens! B GraphPad Prism 6 ¢
HCIOJIb30BaHNEM aHaJIN3a MOJATOHKHU KPHUBOH.

[0354] Pacrymue B cycrmensuum kjetku Jurkat coOupanu, npombIBajiu, BBICEBATM B 96-
ayHouHble miaHmeTsl mo 150 000 kIeTok/MyHKY M pecycrneHAnpoBaiu B SO MKJI MEPBHYHOTO
antutena. OxpammuBaHue u cOOpP AAHHBIX OCYIIECTBISUIA AHAJOTMYHO ONMHUCAHHOMY BBILIE IS
kaerok HT29-luc2.

[0355] Ha ¢ur. 1A nokazaHo, 4ro BKJIHOUeHHe Mackupyromero nentuaa CD3 h20GGe B
EGFR mackupoBasio 3HauuTenbHO CHIDKeHHOE cBssbiBaHue CI106 u CI107 BAA ¢ knetkamu

Jurkat mo cpaBuenuro ¢ CIO11. B HekoTOphIX BapuaHTax OCYIIECTBJIEHHs ObUIO OOHApPY>KEHO
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6onee wem 5000-kpaTHOE CHWKEHUE CBsI3bIBaHUS C KieTkamu Jurkat. B HEKOTOpPBIX BapuaHTax
ocyuiecTBieHHs SCFv Mo n300peTeHnio TakKe MPUBOIUT K YMEHBLIEHHIO CBSI3bIBaHUA. Taxoke
OUEBU/IHBIM SIBJISIETCS] CHIDKEeHUE CBsi3biBaHMA ¢ KieTkamMu HT29-luc2 EGFR+ y CI106 u CI107
otHocurenbHO CIO11 (pur. 1B). B HeKkoTOpBIX BapuaHTax OCYLIECTBIIEHHs ObLIO OOHApPYKEHO
Gonee yem 1 000-kpaTHOe cHIKeHHE CBsi3bIBaHUs ¢ kiaeTkamu EGFR+ HT29-luc2. Ha ¢ur. 1A u
¢ur. 1B BAA ¢ 1BOiTHOI MacKUpOBKOH NPOSIBIISIIOT MOHMYKEHHOE CBS3bIBAHUE TI0 CPABHEHUIO C

AKTUBUPOBAHHBIMU OUCTIEIU(PUIECKIMH aHTUTETAMU.

I[MPUMEP 3. EGFR-3aBucumasi TUTOTOKCUYHOCT BAA ¢ IBOITHOI MacKUPOBKOH

[0356] [ust ompenenenust Toro, cnocoOubl au Macku CD3e u EGFR u cyOcrparsl mporeas
CI106 u CI107 nononauTeNbHO OCcHadmsITh rudens kinetok no cpapaenuto ¢ CI011 u CI1040, 6but
nposeneH a”anu3 uurorokcudHoctu. MKIIK yenoBeka 3akynaiu B 3aMOPOKEHHBIX aJMKBOTAaX
(HemaCare) u kynpTuBHUpOBaN COBMeCTHO ¢ 3kcnpeccupyrommumu EGFR knerkamu HT29-luc2,
B cootHomennu 10:1 B RPMI-1640 + rmyramakc ¢ nmoOamieHueM 5% HWHAKTHBHPOBAHHOM
HarpeBaHueM yenoBeueckoi chiBopoTkH (Sigma, Catalogue H3667). Beimm mpoTrecTHpOBaHBI
TUTPOBAHMS CIENYIOMMX OucrerupuyecKux akTHUBHPOBAHHBIX aHTUTEN U BAA ¢ nBoitHOH
mackuposkoit: CIO11, CI040, akruBupoBanubix CI104, CI106 u CI107. Kpome Toro, He
cesizanHple ¢ EGFR wmackupoBansabie Oucneunduueckne AA CI127 u CI128 Obumm
ucnosp3oBanbl 11 AemoHcTpauun EGFR-3aBucumocty nurorokcuvynoctd. Yepes 48 uacos
IUTOTOKCUYHOCTh OLIEHHBAJIH C MCIOJIb30BAHMEM CHCTeMbI aHammsa moiubepassi ONE-Glo™™
(Promega, Catalogue E6130). JroMuHecHeHIMIO U3Mepsuiu ¢ ucnonb3oBanueM Infinite M200
Pro (Tecan). IIpoLeHT HUTOTOKCUYHOCTH PACCUMTHIBAIM W HaHOCUIM Ha rpaduk B GraphPad
PRISM ¢ ananuzom noxaronku kpusoil. Konmnuectso peuenropoB EGFR nHa manenu kieTodHbIx
JUHUI OMpenessuid KOJIMYECTBEHHO C TMOMOINBIO NMPOTOYHON LUTOMETPHUU C HCIOJIb30BAaHHEM
QIFIKIT (Dako).

[0357] Ha ¢ur. 2A nokazano, uto rudens kietok HT29-luc2 EGFR+ u Obuia qomoHUTETEHO
ocnabnena y CI106 u CI106 mo cpaBuenuro ¢ CIO11 u CI040. Ha ¢ur. 2B mnokaszaHo, 4TO
IUTOTOKCUYHOCTD He Habmoaanock npu odbpadbotke kierok CI127 u CI128, yto nemoHCTpUpyeT
3aBucuMocThb HanenuBanust EGFR nnst yanuroskenus kinerok. Kpome toro Ha dur. 2B nokasano
6onee wem 300 000-kpatHOe cmemenne ECS50 Oucnenmduuecknx antuten CI106 u CI107 ¢
IBOMHOM MAaCKHUPOBKOH OTHOCHUTEJIbHO aKTUBHPOBAHHOTO MpOTea3ol Oucnernmduyeckoro
aaturena act-104. Ha ¢ur. 2C wm3o0paxkeno xonmdectBo penentopoB EGFR Ha mnanemn
KJIETOYHBIX JIMHUH, KoTopas BkirouaeT HT29. TlpubnusurenvHoe uncno penenropos EGFR Ha
kaerkax HT29 cocraBmsino 75 000, 9To yka3biBaeT Ha OTCYTCTBHE HEOOXOIUMOCTH B BBICOKOH

IIJIOTHOCTHU aHTHUI'CHA IJIsA CHUJIbHOM HUTOTOKCUYHOCTHU TECTUPYCMBIX aHTUTEIL.
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ITPUMEP 4. Ilepsuunas aktusaius T-kiaetok BAA ¢ aBoitHON MacKUPOBKOM

[0358] st onpenenenwsi Toro, ciocodus! i Macku CD3e u EGFR CI106 u CI107 ocnabnsrs
nepBu4Hyro aktuBauuioo T-kierok orHocutenpbHo CI011 m CI040, Obut mpoBenmeH aHaIu3
cnocobom mpotouHod uuromerpun. Kierkm U266 u MKIIK 4yenoBeka COBMECTHO
KyJIbTUBUPOBAJIH B COOTBETCTBUU C yCIOBUSMH, onucaHHbIMU B nipumepe 3. Ilocne 48-uacosoii
UHKYOALUU KJIETKU OCAXAAJIH, CPeNy YAAsUIM U KIETKH pecycrneHaupoBaiu B 50 MKJI cMmecH,
coneprkaueii antn-CD45 VioBlue® (Miltenyi, Ne xar. 130-002-880), antu-CD8 APC-Vio770
(Miltenyi, Ne xat. 130-096-561) u antu-CD69 PE (BD Pharmingen, Ne kat. 555531) B FACS-
okpamuBaromem oydepe + 2% DPBC. Knerku okpamusanu B Tedenue | daca npu 4 °C mpu
BCTPSIXMBAHUH, COOMpANIH, MPOMBIBAIM M PECYCHEHIUPOBAIN B KOHEYHOM OObeMe 60 MK
Ooypepa FACS. [lanable cobupanmun nHa anammsarope MACSQuant® 10 (Miltenyi) u
KOJIMYECTBEHHO ONpeNeNsnn aktupaumio nocpencrsom FlowJo®™ V10 (Treestar) kak MpOLEHT
CD8+ T-knerok ¢ a3xcnpeccueit CD69 Boile nzotunuueckoro koutposst @3. JlaHHble HAHOCUIIH
Ha rpaguk B GraphPad PRISM 6 ¢ aHann30M MOATOHKH KPUBOH.

[0359] Ha ¢ur. 3A nokaszano, yro akruBanus nepsuuHbix CD8 + T-kierok Obuta ocnabneHa
CI106 u CI107 no cpasrenuto ¢ CI011 u CI040. Ha ¢ur. 3B nmoka3zaHo, 4To aHTHTENA C IBOMHOM
MacCKHUPOBKOM MMEIOT CABUHYTYIO KPUBYHO [03a-OTBET aKTHBALUMH T-KJIETOK OTHOCUTENBHO
aKTUBUPYEMOTO INpoTea3oi Oucnernuduueckoro anrturtena act-104, 4To ykaspIBaeT Ha TO, YTO

MaCKUPOBAHUEC ocnabsier aKTUBaALMIO T-KJIETOK.

INPUMEP 5. bucneunduueckue AA ¢ ABOHHOH MAaCKUPOBKOM B COOTBETCTBUH C BAPHAHTAMU
OCYINECTBJICHUS] HHAYLIMPOBAIH PErPECCHI0 YCTaHOBNIEHHBIX onmyxoJieii HT29-luc2 y mbimeii
[0360] B nanHom mnpumepe Obul mpoBeneH aHamu3 crnocodHocth BAA ¢ aBOWHOIM
mackupokoit CI106 u CI107, nauenennsix Ha EGFR u CD3¢€, uanynupoBaTh perpeccuro uiu
YMEHbBLIATh POCT YCTAHOBJIEHHBIX OMyXO0Jel kceHoTpaHcmantara HT-29-Luc2 y Mmpliuei TUHUN
NSG ¢ TpancnanTupoBaHHBIMU T-KJI€TKaMH YeloBeKa.

[0361] Kunerounas nuHusi paka ToJCTOW Kuinku denoBeka HT29-luc2 Opuia monmydeHa ot
Perkin Elmer, Inc., Waltham, MA (panee Caliper Life Sciences, Inc.) u KynpTUBHpOBaHa B
COOTBETCTBUHU C YCTaHOBJIEHHBIMU Mpouenypamu. OUuIlleHHblE, 3aMOPOKEHHbIE YEJIOBEUECKHE
MKITIK 6bimu monydenst ot Hemacare, Inc., Van Nuys, CA. Mepiureii suann NSG (NOD.Cg-
Prkdecscid 112rg"™ ™Y/SzJ) monyuamu ot The Jackson Laboratories, Bar Harbor, mrar Ma.

[0362] B nenp O ka0l MBIIIKM HHOKYJHUPOBAIU MOJKOXKHO Ha MPABOM OOKY 2x10° kmerok
HT29-luc2 B 100 mxn RPMI + Glutamax, GecceiBopoTouHO# cpene. PaHee 3amMoOpoKeHHBIE

MKIIK ot ogHOrO AOHOpPa BBOAWJIM (BHYTPHOPIOIINHHO) B AeHb 3 mpu cootHouennu CD3+ T-
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KJIeTOK K omyxoseBbiM kierkam 1:1. Korma oObembl omnyxomu pocturama 200 MM’

(mpubnusuTenpHO Ha 12 AeHb), MbIIEH paHIOMHU3HPOBAIHN, PACTIPEAEISUIN 10 TPYIINAM JIEYEHUs
Y BBOZMJIM BHYTPUBEHHO JI03bI MPEMApPaTOB B COOTBETCTBUU ¢ TaOnuueit 12. O0beM onyxonu u

MacCCy TE€Jjla UBMEPAJIN ABA pa3a B HEACIIO.

Tabnuua 12. I'pynmsl U 10361 AJIs1 KCCIeOBaHUs KceHoTpaHcruantata HT2-luc2.

I'pynma | YUucno | O6pabotka | Jlo3a (Mr/kr)
1 7 ®CB H/
2 7 CI106 0,5
3 7 CI106 1,5
4 7 C1107 0,5
5 7 C1107 1,5

[0363] Ha ¢ur. 4 mokazaH oOBbEM ONyXOJM B 3aBUCHMOCTH OT KOJIMUYECTBAa JHEH mocie
HA4aJbHOM JI03BI JICYEHHUS, UTO AEMOHCTPUPYET JO303aBHCUMOE BIIHsIHUE Oucnenupuieckux AA
CI106 u CI107 ¢ nBOitHOM MacKUpOBKOW Ha POCT KCEHOTPAHCIUIAHTATHBIX onyxosed HT29-luc2.
Haubonee s¢dexTrBHas UCMbITAHHAS J03a COCTAaBMiA 1,5 MI/KT, YTO MPHUBENO K PErpecchu
onyxonu. Craructudeckuii anamu3 (RMANOVA ¢ wucnonp3oBaHueM kputepusi JlaHHeTTa B
cpaBHeHHH ¢ KOHTposibHBIM @CB) Obu1 BhimonHeH B GraphPad PRISM. * =p<0,05, ** = p<0,01,
k= p<0,0001.

IMPUMEP 6. bucnermduueckue anturena u oucneuuduyeckue AA ¢ qBOHHON MAaCKUPOBKOM B
COOTBETCTBUU C BAPUAHTAMH OCYIIECTBIIEHUS CHIKAIOT POCT YCTAHOBJIEHHBIX OMyXOJeh
HCT116 y mblueit

[0364] B nmamHOM mpumepe ObUI MPOBENEH aHAIU3 CIOCOOHOCTH akTuBHpoBaHHOTOCIl104
oucneunpuyueckoro antutena u BAA ¢ nBotiHoit mackupoBkoi CI1106 u CI107, HaueneHHbIX Ha
EGFR u CD3g¢, uHAyIMpOBaTh PErpeccHI0 UM YMEHBbIIATh POCT YCTAHOBJIEHHBIX OIMyXOJiel
kceHoTpaHcrutantata HCT116 y mbimeit muaun NSG ¢ TpaHCIUIaHTUPOBAaHHBIMH T-KieTKaMu
yenoseka. Knerounas nmunus paka Tojacroit kumku yenoseka HCT116 6buta nonyuena or ATCC

u kynptuBupoBaHa B RPMI + Glutamax + 10% ®BC B COOTBETCTBHHM C YCTaHOBJIEHHBIMU
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nponenypamMu. Mozens onyxonu oOpadaTbiBanack B COOTBETCTBHH C OIHMCAHUEM B IPUMeEpPE S.

MpbImam BBOIWIIH A03Y COTJIacHO Tadnwmme 13.

Tabmuna 13. I'pynmsl 1 10361 U1t uccnenoBanus kceHotpancriantata HCT116.

I'pymna | Yucno | O6pabotka | Jo3a (Mr/kr)
1 8 ®CB H/1
2 8 CI106 0,3
3 8 CI106 1,0
4 8 C1107 0,3
5 8 C1107 1,0
6 8 act-104 0,3

[0365] Ha ¢ur. 5 nokasan oObeM OINyXOJIM B 3aBUCUMOCTH OT JHEH MOCie HadaJlbHOM O3Bl
JICUEHUs1, YTO AEMOHCTpUPYET Ao303asucumMoe BimsiHue oucnernuduaecknx AA CI106 u CI107 ¢
IBOMHOM MAaCKMpPOBKOH Ha pOCT KceHOoTpaHcrulaHtaTHelx omyxoseii HCT116. HaubGonee
s¢dexTrBHas UCTIBITAaHHAS 1032 cocTaBmia 1,0 MI/KT, 4TO MPUBEJIO K 33A€pKKe POCTA OIMYXOJIH.
Jloza 0,3 mr/kr act-104 Taxke mpuBOAMIA K 3aepiKKe POCTa OMyXOJH, JEMOHCTPUPYS 3-X
KpaTHOe paziuyve B 3(PPEKTUBHOCTH Mekay OucnenuuueckuMu aHTHTEJIAMH C JIBOHHOMU
MACKHPOBKOM M  aKTUBHPOBAaHHBIMH  TpOTea3oil  OucnennpuyecKUMU  aHTUTENIAMH.
Cratuctuueckuii anann3 (RMANOVA ¢ ucnonb3oBaHueM kputepusi JJaHHETTa B CpaBHEHHH C
koHTposbHBIM PCB) Obin BemonHen B GraphPad PRISM. * =p<0,05, ** = p<0,01, **** =
p<0,0001.

[NPUMEP 7. IlepekpecTHasi peakTUBHOCTb Oucnennpuieckux AA ¢ IBOMHON MaCKUPOBKOIL B
OTHOLIEHUH T-KJIETOK SIBAHCKOTO MaKaka.

[0366] [nst MOATBEPIKAEHUS TOTO, YTO SIBAHCKUI MAaKak SIBJSIETCS PEJIEBAHTHBIM BHJIOM B
OTHOIIEHHH TOKCUYHOCTH OBUI TPOBENEH aHAJIN3 CBS3bIBAHHMS KJIETOK AaKTHBHPOBAHHBIX
npoteazoii CI104, CI106 u CI107 cmocoOoM NPOTOYHOM LMTOMETPHH, a TAaKXe aHajH3

uurtotokcuynoctd HT29-luc2 ¢ wucmonp3oBaHueM TaH-T KJIETOK SIBAHCKOTO Makaka
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(BioreclamationIVT), u s¢dexruBrocts cpaBuuBamu ¢ uenoeueckumu MKIIK. ITpoTtokon
COOTBETCTBOBAJ OMUCAHHOMY B pUMepax 2 u 3.

[0367] Ha ¢ur. 6A u ¢ur. 6B mnokasano, uyto EC50 oueHuBaembIXx B aHaju3e
LIUTOTOKCUYHOCTH aKTHBUPYEMBIX IpOTea3oi Oucneunpuyeckux aHTUTEN C JIBOMHOM
MaCKHPOBKOM CXOIHbI MPU UCHOJIB30BAHUN 3(PPEKTOPHBIX KJIETOK desoBeka (6A) U sBaHCKOTO
makaka (6B). Ha ¢ur. 6C u ¢ur. 6D noka3aHO CXOICTBO CBSI3bIBAHUSI AKTHBHUPOBAHHBIX
POTEa30i aHTHUTEN C ABOWHON MackupoBkoii ¢ T-kineTkamu yenoBeka (6C) U IBAHCKOTO Makaka
(6D).

[0368] TlosTOoMy OBLIO YCTAHOBIJICHO, YTO SIBAHCKUI MaKak SIBJISIETCS MOAXOISIIAM BUAOM IS

U3y4YeHUs IEPEHOCUMOCTH.

[NPUMEP 8. Myranmu B obnactu Fc BIustoT Ha nepeHocuMOocCTh ducnernuduyuecknx AA ¢
JBOWHON MaCKUPOBKOHU y sIBAHCKUX MaKaKOB

[0369] B nanHOM mpUMepe WHTAKTHBIM SIBAHCKMM MakakaM (n = 1) sBommiu no3sl CI079 u
CI090 mo 600 MKr/kr asst oueHkH nepeHocuMocTu. HauanbHas nosza 600 Mkr/kr Oblia BeIOpaHa
Ha OCHOBE paHee YCTaHOBJIEHHOW MakcuMajbHOU nepeHocumoi no3bl CI011. OGe3bsiabl ObLTH
KHTACKOTO NPOUCXOXKAEHUs U Becuiau OT 2,5 mo 4 kxr. Kaxnoe uccnenyemoe KXUBOTHOE
KOHTPOJIUPOBAJIM B Te€UeHHE MUHUMyM 7 nHel. IlepeHOCMMOCTh OLieHMBajachb Ha OCHOBAHUU
KJIMHUYECKUX TPU3HAKOB, MAacChl Teja U MOTpeOJeHus NHUIMU. IJTO HCCIef0BaHHE ObLIO
IIPOBEJIEHO B COOTBETCTBUU CO CTaHAAPTHBIMU OmnepauroHHbIMH mpouenypamu B SNBL USA,
Ltd. (Everett, BamunHrron).

[0370] B Tabmuue 14 omnucaHbl KIMHUYECKHWE HAOMIOAEHHMs] TIOCJE BBENEHHUS 103
oucnermmduuecknx AA (BAA) ¢ nsoitroii mackuposkori CI079 u CI090, xoTopbie HUMEIOT
oTinuus ToJbko B obnactsix Fe (tabnuma 15). CI079 conepxxur myrauuu Fc L234F, L235E u
P331S. CI090 comepxkut 3tu mytaumu Fc u myranuio N297Q. Kinunnueckrne HaOmrOneHUs
MOKA3aJii OTCYTCTBUE KAKUX-JIUOO MposiBeHuH mocie BBeneHus 103bl 600 mMxr/kr CI090, B TO
BpeMs Kak B nepsble 24 yaca nocie BBeneHus 103bl CI079 Habnronanack pBoTa, IEMOHCTPUPYS,

9TO MyTaluuu B obnactu Fc cmocoOCTBYIOT MEPEHOCUMOCTH TAKHX MOJICKYJI.

Tabmuua 14

BAA Jlo3a (MKIK) PesynbTaThl Hccien0BaHUS
C1079 600 PBota B Teuenue 1-Bbix 24 yacos
CI090 600 HET KJIMHUYECKUX HAOIIOAEHUH

Tabmuua 15
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BAA EGFR, macka u CD3, macka u Fc
cyocTpar cyocrpar

CI079 3954 0001 h20GG 0001 Femt3

CI090 3954 0001 h20GG 0001 Fcemt4

ITPUMEP 9. Ilepenocumoctb BAA ¢ nBOITHOIN MaCKUPOBKON Y SIBAHCKMX MAKaKOB

[0371] B manHom mpumepe CI106 u CI107 BBoaumu B go3ax 600, 2000, 4000 MKr/kr (TOJIBKO
s CI107) wmm 6000 wmkr/kr (tombko mnss CI107) nnis yCTaHOBJIEHUS] MaKCHMaJbHOMN
nepeHocumori o3l (MTD) mocne OAHOKpAaTHOrO BHYTPUBEHHOTO BBEAEHUs Oouroca
UHTAKTHOMY siBAHCKOMY Makaky (n = 1). HawanpHast no3a 600 Mkr/kr Obuia BBIOpaHa Ha OCHOBE
paHee YCTaHOBJIEHHOUW MakcUMaibHOU nepeHocumMoii 103kl CI011. OOe3bsiHbI OBLITH KUTAHCKOTO
MPOUCXOKACHUS U Becusiu OT 2,5 1o 4 kr. Kaxxnoe uccienyeMoe KUBOTHOE€ KOHTPOJIUPOBAIN B
TedyeHue MUHUMYM 7 pHel. IlepeHOCHMMOCTb OIleHMBAJId Ha OCHOBAHUU KIMHUYECKUX
NPOSIBJIICHUH, MacChl TeJa, MOTpeOIeHUs MUK U JTJAOOPATOPHBIX aHAJU30B, KOTOPBIE BKIFOUAIH
XUMHYECKHH aHaJN3 CBhIBOPOTKH, OOIMH aHalIW3 KpPOBH, AHAIN3 LHUTOKHHOB M IPOTOYHYIO
LUTOMETPUIO JUII OLEHKM aktuBauuu T-kinetok. KpoBp cobupanmu s CTaHZapTHOTO
XUMHYECKOTO aHajJiM3a ChIBOPOTKM U OOINero aHaim3a KpPOBH OAWH pa3 BO BpeMs
AKKJIMMATU3aLUKd | TIepea BBEICHHEM Ja03bl, depe3 48 uwacoB, 72 uaca (TOJBKO AJisi 00IIero
aHaJM3a KpPOBHM) W depe3 7 AHEW mociie BBeneHUs A03bl. KpoBb coOupanym sl aHanM3a
LUTOKUHOB JI0 BBEIEHMs 103bl U uepe3 1, 4, 8 u 24 41 nocne BBeneHus n03bl.  IIpoTounyro
LIUTOMETPUIO Nepudepruueckoil KpOBHU BBIMOJIHSIN 10 BBEAEHHS 03B, Yepe3 72 vaca u uepe3 7
AHEH TOocie BBENEHHWs IO3bl. JTO HCCIENOBAaHUE OBLIO NPOBEACHO B COOTBETCTBHU CO
cTaHAapTHBIMU oneparioHHbIMU npoueaypamu B SNBL USA, Ltd. (Everett, BammuarTon).
[0372] MHosza 6000 mkr/kr CI107 mpuBena K JIeTaJlbHOMY HUCXOAY B TeueHHe 24 4acoOB MOCIE
BBEJIEHUS JI03bl. B Apyrux rpymnmnax aHoMmaibHble KIMHUYECKUE NPOSIBICHUs, BKJIIOUas PBOTY U
CHIDKEHHE TIOTPeOJIeHHsI MUK, HAOM0JaIuCh y MakakoB, noaydaBmux CI1106 u CI107 B no3zax
2000 MKI/Kr M BbIIE. TAaKW€ MPOSIBIECHHsS], €CJIM OHU NMPUCYTCTBOBAIH, OBLIM BPEMEHHBIMH H
OOBIYHO OTpaHUYMBAINCH 48-9acOBBIM IEPHOAOM TIOCJIE BBEIACHUS JOO3bl. Pe3ynbTaThl
XUMHUYECKOrO aHaln3a ChbIBOPOTKU MPHU TAKUX J03aX BKJIIOYAIHU YMEPEHHOE MOBbIIIEHNE YPOBHS
amanunTpancamunaasbl (AJIT) u acnmapratamunorpancdepassr (ACT) yepes 48 4, xoropoe He
MPEBBIIIANI0 HOPMAJIBbHBIX 3HaU€HUHU. Y KUBOTHBIX, mosydasmux CI107 B moze 2000 u 4000
MKI/KT, 001uii OnnupyOuH yBETMUMIICS, BBIHAS 32 NPEAebl HOPMAJIBHOTO Mana3oHa, dyepes3 48
4acoB, U MOJHOCTBbIO BEPHYJICS K UCXOJHBIM 3HAUEHUSIM Ha A€Hb 8. Y )KMBOTHBIX, MOJy4YaBLINX
kak CI106, Tak u CI107, mocne BBeneHHUs! NO3bI HAOIIOAAIOCH KPATKOBPEMEHHOE MOBBILIECHHUE

YPOBHEN CHIBOPOTOYHBIX HUTOKMHOB IL-2, IL-6 u IFNg, koTOpBI€ BO3BpalaAIUCh K UCXOAHBIM
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3Ha4YeHUsIM 4epe3 24 9 mocie BBEACHUS JO3bL VYBenuuenune mnpoueHra T-KIeTok,
skcrpeccupyromux CD69, Ki67 u PD-1, nabmonanoch dyepe3 72 daca 1mocie BBEASHUS JI03bI, H,
KaK MPABUJIO, IIPOLIEHT MOJIOKUTENBHBIX KJIETOK ObUI BBILIE Y KUBOTHBIX, nojydaBurnx CI107.
[0373] Ha ¢ur. 7A-7C npencrasnenbl konueHtpauuun AJIT (7A), ACT (7B) u obOmero
Oounupybuna (7C) B CHIBOPOTKE 1O BBeAEHUs W 4epe3 48 yacoB u 7 qHEW mocie BBEOEHUS. 3a
uckiroueHneM obmero Owmnpyouna B 2000 m 4000 MKI/Kr, BCe 3HAU€HHs HAXOISTCS B
YCTaHOBJIEHHBIX HOPMAJIbHBIX Mpeaenax st sBaHCKuX MakakoB. s mo3br 6000 mxr/krCI107
JIOCTYIHBI TOJIBKO JAHHBIE 70 BBEIEHUS I03bl, OHU HE ObUIN BKJIFOUEHBI.

[0374] Ha ¢ur. 8A-8C mnokazaHo yBelIMYEeHHE YPOBHEW LUTOKWHOB B ChIBOpPOTKe aisi IL-2
(8A), IL-6 (8B) u IFN-g (8C).

[0375] Ha ¢ur. 9A-9C wuszobpakeHa akTtuBanusi T-KJIETOK, W3MEpPEHHAass HAa OCHOBAHHU

skcnpeccrn CD69 (9A), Ki67 (9B) u PD-1 (9B) B CD4+ T-knerkax.

INPUMEP 10. bucneundudeckne AA ¢ 1BOHHOI MaCKHPOBKOH MOKA3aJIH MOBBIIEHHYIO
0€30MacHOCTb y IBAHCKUX MAKAKOB T10 CPABHEHHIO C AKTHBHPOBAHHBIMU OMCHIen(UIECKUMHU
aHTUTENaMU.

[0376] B nannoMm npumepe aktuBupoBaHHble mpoTeasoil CI104 a taxke CI106 u CI107 ¢
IBOMHOM MAaCKHPOBKOH BBOIWJIM SIBAHCKMM MakakaM (n = 1) B pmosax 60, 180 (Tompko
axktuBupoBaHHbiii CI104), 600, 2000, 4000 mkr/kr (tonbko CI107) mnu 6000 MKI/Kr (TOJIBKO
CI107) nnsa cpaBHEHUsI NMEPEHOCHUMOCTH MAaCKHPOBAHHBIX U HEMACKUPOBAHHBIX AHTUTEJN IIOCIHE
OJHOKPAaTHOTO BHYTPHUBEHHOro Oosoca. Ouenka mepeHOCHMOCTH U cOOp KpOBHU
COOTBETCTBOBAJIM ONMMCAaHHBIM B mpumepe 9. BAA ¢ npoiinoi mapkuposkoit CI106 u CI107
NEePEeHOCWINCh NpU ypoBHE 103bl B 30-60 pa3 BbIlle, 4e€M AKTUBUPOBAHHOE MNPOTEA30i
oucnenuduyueckoe aHTHTEO.

[0377] Ha ¢ur. 10A-E npencrasien rpapuk nozozasucumoro yeenmueHuss ACT uepes 48 u
nocne BBeneHus: 1036l (10A), AJIT uepes 48 u mocne BBeneHust no3bl (10B), IL-6 yepe3 8 u
nocyie BBeneHus 1o3bl (10C), IFNg vepe3 8 1 mocye Beenenusi 1036l (10D) u Ki67 uepes 72 u
nocne Beenenus no3bl (10E). Kpusas no3a-oTBer i BCEX MapamMeTpoB Y aHTHTEN C ABOHHOHN
MacKHpPOBKOHM ObUIa CIBHUHYTA, YTO YKa3bIBAET HA YJIYULIEHWE TEPEHOCUMOCTH U CHIKEHUE
dapmakomuHamuueckux  3(G¢EeKToB MO0  CPaBHEHMIO C  aKTUBUPYEMBIM  IPOTea30i
OoucnenpuyecKuM aHTUTEJNIOM. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJIEHHUsS] KPHBAsl 103a-OTBET

IL-6 6buta cMemmena Gosee yem B 60 pas.
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IMPUMEP 11. Ilepenocumocts cBsizbiBarommx EGFR Ooucnennpuyaeckux AA ¢ aBoitHOH
MackupoBkoii 3aBucut ot EGFR.

[0378] B nmanHom mpumepe Oucneunduueckue aHturena ¢ ABOMHONH MackupoBkoi CI107,
Hanenenasle HA EGFR u CD3g, a Taxxke CI128, nanenennsle Ha RSV u CD3e, BBOAMINCH
sIBAHCKUM Makakam B 1o03e 2000 mkr/kr (n = 1). OueHka nepeHOCUMOCTH U cOOp KpOBHU
COOTBETCTBOBAJIM OMUCAHHBIM B mpumepe 9 Boime. He nabmoganoch BnusHust CI128 Ha
NOKa3aTel OCTPOM TOKCUYHOCTH Jisl OpraHoB (oOmuii Ounupyoun) u aktuBauuu T-kinetok (IL-
6, PD-1), 4TO CBUIETENBCTBYET O TOM, YTO TOKCHYHOCTh, HAOMIOAEMasi y SIBAHCKUX MAKaKOB,
3aBucHT OT CBsi3biBaHUs EGFR. DTy nanHble Takke MOKA3bIBAIOT, YTO TOJIBKO CBSI3bIBAHUS
CD3g HenoCcTaTO4YHO ISl BBI30BA TOKCHYHOCTH.

[0379] Ha ¢ur. 11A-11C noxazano cpasHerne BiusHUsI EGFR-cesspBatomero CI107 u =He
cesspiBaromiero EGFR CI128 na yBenmuenme obmiero Ownmpybuna (11A), IL-6 (11B) u
skcnpeccupyomux PD-1 CD4+ T-kaeroxk (11C).

INPUMEP 12. I'ymanusanus antu-CD3 BapuanTos v12, v16 u v19, umeromux pasiauyHble
a(p(pUHHOCTH U AKTUBHOCTb.

[0380] B pmanHoM mpumepe omnucanbl BapuaHTbl aHTuTen k CD3 v12, v16 u v19. [lanHble Tpu
BapuaHTa OBLIH MOJYYEHbI U3 poauTenbekoro anturena hSP34

[0381] T@'ymaHusaumio omHoueno4yedHoro BapuabenpHoro ¢parmenta CD3 uenoseka (scFv)
OCYIIECTBJISUIA MyTeM U30upaTesbHOI MyTarun kapkaca. Bkparue, CDR Obuin BCTPOEHBI B psi
kapkacoB yierkoii nenu (LC) u Tsokenoit uenu (HC) denoseueckoro IgG, u psiq aMUHOKHCIIOT B
CTpyKType BapuabenbHOW obOnactu Obl1 U30HMpaTeabHO MYTHUPOBaH. MMMYyHOTJIOOYIHMHBI
SKCIPECCHPOBAIA BO BCeX BO3MOKHBIX komOmHauumsx LC u HC, a 3aTtem oLeHHBaIU ypOBEHb
SKCIPECCHH, MPOLIEHTHOE coiep:kaHue MoHoMepa u adunHOCTH CD3 ¢ ncnosnp3oBannem UOA
U CBSI3bIBAHUS Ha KJieTKe ¢ kietkamu Jurkat. BapuaOenbHbie 00acTH skelaeMbIX KOMOWHAIUH
sKcrpeccupoBainch B Buue SCFv B ¢opmare Oucneuupuyeckoro anturena (TCB) u 3arem
MPOBOJMIIACH OLIEHKA YPOBHS SKCIPECCHH, MPOLEHTHOTO CONEpKaHus MOHOMepa, ahHUHHOCTH
CD3 u ¢pyHKUMH B aHAIN3aX LIUTOTOKCHYHOCTH KJIETOK.

[0382] Addunnocts BapmantoB vVv12, v16 um v19 wu3MepsIMm C HUCIOJB30BAHHEM
MOBEPXHOCTHOTO TIa3MOHHOTO pe3oHanca (SPR). TloepxHocTH mpencraBisuid — COOOM
kapOokcunmupoBaHHblii  ruaporens HC200m Ha OCHOBE JIMHEWHOTO  CHHTETHYECKOTO
nosnkapookcunara. I[IoBEpXHOCTHbIE KaHAJbl AKTHBHPOBAJIM C TOMOIIBI CTaHAAPTHBIX
npotokoJioB conpspkenus amuHa EDC/NHS. Kananet 1 u 2 Obuti mycThIMHU, KaHajbl 3 ©u 4

npeacTaBsuin  cobolt pasznmunble aHTuTena k CD3 dgenmoseka. IloBepxHocTu mosyuanu
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pazbasienueM anturen v12, v16, vi9 u MM194 no 5 mxr/min B 1,0 mi 10 MM anerata Hatpus,
pH 4,5.

[0383] Kunernueckuii ananus npooawiu B PBST (10 MM ¢ocdaros marpus, pH 7,4, 150
MM xnopuna Hatpus, 0,05% Teun-20) npu 20 °C. Perenepanus npeacrasisiia cOOOH cepHio U3
TPeX UHBEKLUI, OJHOKPATHYIO UHBEKLUIO 5 MkJ 20 MM rugpokcuaa HaTpusi ¢ NOCIEAYIOIIUM
ABYMsI MHBEKLIUAMHU 110 5 MKJI 10 MM CBEKENPUrOTOBIEHHOTO THAPOKCUA HATPUSL.

[0384] Koudurypaiusi Obuia BBIOJHEHA ¢ OOpATHBIM 3-KPaTHBIM CEPUNHBIM pa3BEICHHUEM,
yepenywomumcss ¢ Oydepubimu npodamu. UYenoseueckuit CD3egFc Obut mpuoOpereH B
xomnannu Sino Biological Inc. (ITekun, Kutait, Ne kar. CT041-HO305H) u BOccTaHOBJIEH
CTePIJIbHOW BOAOH W3 JHOPUIN3UPOBAHHOTO cocraBa Ha ocHoBe PCBb m crabunmsatopos.
[TocnenoBatenpHble pa30aBlieHHsT aHAJTUTA B PAcTBOpPE OT KOHLEHTpauuH, HauuHas ¢ 300 HM
wm 100 HM CD3 4enoseka. OOpaboTka BBINOJIHSIACH C TOMOIIBI MPOrPAMMHOTO
obecnieuenns Scrubber.

[0385] DOTm BapuaHTBl TaKke OBUIM CKOHCTPYHPOBAHBI C HCIOJB30BAHUEM OIHCAHHBIX
cnocoboB B Oucnenupuyeckue AA ¢ IBONWHOW Mackuposkoi, HareneHHbie HA EGFR u CD3, u
UCTIOJIb30BAJIMCH B aHATN3€ LIMTOTOKCHYHOCTH 1N Vitro, KaK OMUCAaHO B IIpUMeEpe 3.

[0386] Ha ¢ur. 12A mnokaszanbl m3mepenus adpdunHocTH v12, v16 m v19 oTHOCHTENBHO
hSP34. V12 nokaszano Haumsbicmyro adpdunHOCTE mpu 12 HM, Torma kak v16 mokasan
HauHU31Yyo rnpu 70 HM.

[0387] Ha ¢wur. 12B mnoka3aHa IIMTOTOKCHYHOCTb AaKTUBUPOBAHHBIX AHTHUTEN WU
Oucnenuduyeckux aHTUTEN ¢ JBOWHOH MacKMpoBKOH Ha kierkax HT29-luc2. Habmonamuch
HeOOJbIINe pa3InyMsl B AKTUBHOCTU YHUYTOXKEHUS KJIETOK aKTHBHPOBAHHBIMU MOJIEKYJaMHU,
npudeMm v16 Obi1 Hambonee >ddexTrBHBIM. Takke HaOmMoOmanUCh HEOOJNBIINE PA3TUUUS B

3aIuTe OT THOENN KJIETOK JUIsl MOJIEKYJI C ABOMHOW MaCKUPOBKOIA.

INPUMEP 13. BAA c nBoliHOM MackHpoBKO# fomyckaeT pacunpeHHyo @K y sBaHckux
MaKaKOB.

[0388] B nmanHOM mpuMepe aKTUBUPOBAHHOE MpOTea3ol Oucnernuduueckoe antureno act-104
u Obucneungugeckoe antuteno CI107 ¢ nBoHON MacCKUPOBKOH BBOJIMIIOCH IBAHCKUM MaKaKaM B
nosze 60 mkr/kr, 180 mkr/kr (act-104) mimm 2000 mkr/kr (CI107). OOpasusl mia3Mel codupanu
gyepe3 5 MUHYT (ToJbKO act-104), 30 munyT, 4 vaca (Tonbko act-104), 24 gaca, 48 yacoB (TONBKO
act-104), 96 gacoB u 168 wacoB. KoHmeHTpauuio B miasme usmepsiin ¢ nomombio MDA,
UCTIOJIb3Ys AHTUUAMOTHIINYECKOE aHTUTENIO JUIS 3axBata, nepokcuaasy xpena (HRP), meuennyro
antu-uenoBedeckum IgG (Fc) nmnst oOHapykeHUs, W BHU3YAIM3HPOBAIN C HCIOJIb30BAHUEM

3,3',5,5'-rerpamernndensuauna (TMB). 3HaueHns1 KOHLEHTpALUHU B IUIa3Me€ WHTEPIOJIHPOBAIIH
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Ha OCHOBAaHMM CTaHJAPTHOW KPMBOH M HaHOCWIM Ha rpaduk ¢ ucmnonb3oBanuem GraphPad
PRISM. Taxke ObuT BBINIOTHEH aHAIH3 TUiomany moxa kpusoit (AUC).

[0389] Ha ¢ur. 13 nokaszana pacmmpennas @K monexynsl ¢ qBoiiHoi mMackuposkoii, CI107,
OTHOCHUTEJIbHO aKTUBHUPOBAHHON mpoteas3oii monekyibl, act-104. Conepxxanue (AUC) CI107
coctaBisuio 448 cyrok*HM, a act-104 (60 mkr/kr) — 0,04 cyrok*HM, uTo mpexncrasser coboit

pasHHULly B cozepkaHuu B miasme donee yem B 10 000 pas.

NPUMEP 14. UyBCTBUTENBHOCTD K PaCIIEIUIEHHIO MpoTea3on oucnenuduyeckux AA ¢
JIBOMHOM MaCKHUPOBKOH KOppenupyeT ¢ 3 (HEeKTUBHOCTHIO B OTHOLIEHUH OMYyXOJH U
uHpmIbTpanuei T-KIeTOK OmyX0oJIu.

[0390] JlaHHBIH mpUMeEp OMUCHIBAET MPOTHBOOIMYXOJIEBYIO 3(P(PEKTUBHOCTD U UHPUIBTPALIUIO
omyxoJieBbIX T-kJIeTOK Ha Mofenu kceHoTpaHncruianTata HT29-luc2. Mopens oOpabaTeiBanach B
COOTBETCTBUU C ONHUCaHHEM B npumepe 5. B uccnenosannu napunbrpaimu T-ki1eTok omyxonu
MBILIAM BBOJIMJIM OJHOKPATHYIO O3y MCIBITYEMOTO H3JACHs, U OMyXOoJu cobmpanu depe3 7
IHEW mociie BBeneHUs: 103bl. bioku ¢ ¢popmannHoBeiM (ukcupoBaHHbM napaduHoMm (FFPE)
ObUIM CO37aHBl Ul HUCIOJIb30BAHUSI B THUCTOJIOTMYECKHX LEJsiX. lcrmonb3yemble TeCTOBbIE
mgenusi: CIO11, CIO20 (Gucrenmduueckoe aHTUTENO C IBOWHON MAaCKHPOBKOH, JHIIEHHOE
pacwerisiemoro cyocrpara), CI040 u CI048. UyBCTBUTENBHOCTD K MPOTEA3€e U PACLISIUIIEMOCTb
cyOcTpara ucneltyeMelx usnenuii cneayromue: CI040 > CI0O11 > CI020. Mpimam BBOJWIN 03y

coryiacHo tabmure 16.

Tabmuma 16. I'pynmiel 1 10386l U1 UccaenoBanus kceHorpancruianrtara HT29-luc2.

I'pynna | YUucno | O6pabotka | Jloza (mr/kr) | HUccnemnoBanue
1 8 OCh H/J Db dexTrBHOCTD
2 8 CIO011 0,3 D¢ dexkTuBHOCTD
3 8 CI1020 0,3 D¢ dexkTuBHOCTD
4 8 C1040 0,3 D¢ dexkTuBHOCTD
5 8 CI048 0,3 D¢ dexkTuBHOCTD
6 5 OCh H/ HUndunprpanus
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7 5 CI011 1,0 Wndunbrpanus
8 5 C1020 1,0 Wndunprpauus
9 5 CI040 1,0 Wndunsrpanus
10 5 CI048 1,0 Wndunsrpanms

[0391] Ha ¢ur. 14A nokasana 3¢(eKTHBHOCTh HA MOJIENIH BMeLIaTeabcTBa Ha onyxomu HT29-
luc2 y mprmeii NSG ¢ tpancmmantupoBanabiMu MKIIK.  TIpoTuBoomyxosieBasi akTUBHOCTh B
JAaHHOM TMpUMepe KOppeNIupyeT C UyBCTBUTENBHOCTBIO K IPOT€a3e U PacLIeIUIIeMOCTbHIO
cyOcTpata TECTHPYEMBIX BAapUAHTOB, TNpuueM HaunOosee 3((GEKTUBHBIM TECTUPYEMbBIM
BAapPHAHTOM SIBJISIETCSI TOJIHOCTBIO aKTUBHUPOBaHHBIN npoteaszoit CI048.

[0392] Ha ¢ur. 14B mnoka3aHO OKpalIMBaHHE CPE30B OMyxoiu st BbisiBieHUs CD3
(OKpalmMBaHHE B TEMHOTE) B Ka4eCTBE Mepbl CTeNneHH HH(pUiIbTpanuu T-KIETOK B OMyXOJIH.
WUnounbrpauns T-kIeTOK B ONyXOJb KOPPENIHUPYET C UYYBCTBUTEIBHOCTHIO K TIpPOTEase M

PacCIIEIUIAEMOCTBIO CyOCTpaTa TECTUPYEMBIX BAPUAHTOB.

[NPUMEP 15. bucnennpuyeckne AA ¢ ABOWHONH MaCKUPOBKON BTOPOTO MOKOJIEHHS TOKA3aJIu
MOBBIIIEHHYIO 0€30TMaCHOCTD Y SIBAHCKUX MAaKaKOB 110 CPABHEHHIO C MOJIEKYJIaMHU TIEPBOTO
HOKOJIEHUS.

[0393] B maHHOM mpuMmepe NPOBOAWIN CPABHEHUE AAHHBIX O MEPEHOCHMOCTH Yy SIBAHCKHUX
makakoB mis CIO11, CI040, CI048 (monekysbl mepBoro mokojenus), act-104, CI106 u CI107
(MoJeKyJibl BTOPOTO TMOKOJieHHs ). JlaHHbIe, MpencTaBiIeHHbIE B 3TOM MpHUMepe, ObUTH COOpaHBI
U3 JIByX HCCJICJOBAHMN MEPEHOCUMOCTH Y SIBAHCKUX MAaKaKOB. AKTHBHUPOBAHHBIC MPOTEA30i
CI104 u CI048 BBOaMHN siBAaHCKMM MakakaM B 103e 20 (tospko anst CI1048), 60 win 180 mMkr/kr
(tronpko mns act-104). CIO11, CI040, CI106 u CI107 ¢ gBOiHON MacCKUPOBKOM BBOAMIIH B 103aX
600, 2000, 4000 (tomeko mnst CI107) mmm 6000 (toneko mnst CI107) MKI/Kr mnisi CpaBHEHHS
NEPEHOCUMOCTH AKTUBUPOBAHHBIX OWCHeNMPUYECKHX aHTHTEI M AaHTUTEN C JIBOMHOM
MAaCKHpPOBKOHM TMOCIe€ OIHOKPATHOTO BHYTPHBEHHOro Oomroca.  OueHka NepeHOCUMOCTH
COOTBETCTBOBAJIA ONUCAHHOU B pumepe 8.

[0394] B rtabnuue 17 npuBeneHbl UTOrOBbIE KIIMHUYECKIE HAOIONEHUS TIOCIe OJTHOKPATHOTO
npueMa TeCTHPYeMOro m3zaenus. BrTopoe TOKOJeHHE aKTUBHPOBAHHOTO — MPOTEa3oi
oucneunpuyueckoro anturena act-104 mepeHocminocs B 2 pasza OOJbIIel 03€ MO CPAaBHEHUIO C

aKTUBUPOBAHHBIM NpoTeasoit Oucnennduyeckum anturenom CI048 nepsoro nokonenus. CI106
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u CI107 nepenocunuch B 30—60 pa3 Gonbieli no3e, yueM antutena nepsoro nokojeHust CI011 u

CI040.

Tabmuua 17

BAA Ho3za Knuanueckue HaOMONEHUS

(MKr/KT/CYT.)

C1048 |20 1. PBora u crop6nennas mo3a B 1-°"° 24 gaca
(n=2) 2. OtcyrcTByeT
60 PBota B 4 Haca; cropOieHHas 103a B TeUeHUe 4 CYTOK, OTCYTCTBUE

anmneTuTa B TedeHue 2 cyTok; noteps seca 10%

CIO11 | 600 (n=3) 1. OtcyrcrByer
2. Psorta B 4 yaca, OTCYTCTBUE aNIeTUTa B ACHb 4
2000 3. CropOnenHas mo3a u OTCyTCTBHE anmneTuTa 10 aus 5. [lotepst
Beca 5%

PBota B naM 1-2, OTCYyTCTBUE anneTuTa B 1HUA 2—4

CI040 600 (n=2) 1. PBota B 4 yaca
2000 2. Psorta B TeueHue 12 yacos, OTCYTCTBHE aINeTUTa B A€HDb 4

PBota B n1HM 1-2, aroHus U yChIIJIEHUE B I€HDb 2

act-104 | 60 PBoTa u cropbienHas nosa B 1-""° 24 vaca
CI104 | 180 Tspxenast ppota, cropbieHHas 1nosa, 6JeIHOCTb, OTCYTCTBHUE aINEeTHTa

IPOJOJIKUTEIBHOCTBIO 3 THSA

CI106 | 600 OTCYTCTBYET
2000 OTCYTCTBYET
CI1107 | 600 OrcytcTByeT
2000 Psorta, omuH pa3 B 1-"° 24 uaca
4000 PBOTa, MHOKECTBEHHbIE Cilydan B 1-°°° 24 yaca
6000 Tsoxenast poTa, KpoBaBas auapes

[NPUMEP 16. OueHnka mackupyromei 3ppekTHBHOCTH akTuBUpyeMbIx anTutesn kK EGFR

[0395] MackupoBaHue CINOCOOHOCTH AHTUTENAa CBSI3BIBATBCS C €r0 AHTUTEHOM SIBJISIETCS
NPUMEPOM MHTHOMPOBAHUSI CBSI3bIBAHUS U YKA3aHO B JAHHOM JOKYMEHTe Kak 3(p(eKTHBHOCTH
MackupoBkU (OM). D heKTHBHOCTh MACKHPOBKH MOKET ObITh paccunTaHa kak Kp cBsi3pIBaHus
AA, nenenHoe Ha Kp CBsi3bIBaHUS aHTUTENA, U3MEPEHHOrO B TeX ke ycioBusix. (CremneHb
WHTHOUPOBaHUS 3aBUCUT OT a((UHHOCTH aHTUTENA K ero aHTureny, ahp(GUHHOCTH HHrUOUTOpPA

(to ecth, Mackupywoiero ¢parmMeHTa) K aHTUTENy U KOHLEHTPALMH BCEX pPEareHTOB.
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JlokanbHbIe KOHLIEHTPALMM TENTHIA CBSI3aHHOTO MacKHUpyromero (¢parmMenra (MHrAOUTOpA)
O4YE€Hb BBICOKM B KOHTekcTe AA, mnopsanka 10 MM, nosTomy nenTuapl C yMEpPEHHOU
appuHHOCTBIO Oy Ny T 3 (PEKTHBHO MACKHPOBATh CBSI3bIBAHIE aHTUTEHA AA.

[0396] OO6mas cxema JAHHOTO aHANM3A CeAyIOLIas: ruaHmersl Nunc, Maxisorp ™ B TeueHHe
Houu nipu Temrmeparype 4 °C nmokpsiBanmu pactBopom 1 mkr/mn uenosedeckoro EGFR (R u D
cucrem) B ®CB, pH 7,4, 100 mxn/nynky. Ilnanmers: npomeiBaiu 3X PBST (®CB, pH 7.4,
0,05% TtBUH-20), u ayHku Omokuposanu 200 mx/ayHky 10 mr/mn BSA B PBST B Teuenue 2
4acoB MpU KOMHATHOW Temmneparype. Ilnanmers: npomeiBaan 3X PBST (PBS, pH 7,4, 0,05%
TBUH-20). Kpusbie pasBenenus moryt Obith nosydenbl B 10 mr/ma BSA B PBST, kak moka3aHo
Hke B Tabnune 18. B maHHOM mpuMepe cambie BBICOKHE KOHIIEHTpAuK cocTaBisitor 10 HM
15 poautensckoro anturena u 400 HM st AA, ofHaKO MakCUMaJbHblEe KOHLEHTPALUU MOTYT
OBITh YBEIMYEHBI WJIM YMEHBINEHBI JUISI TIOYYSHHUs] KPUBBIX CBSI3BIBAHHS TIOJHOTO HACBHIIEHHS

st AA ¢ 6onee CHITbHBIM 1K OoJiee C1a0bIM MaCKHPOBAHUEM.

Tabmuua 18. Cxema ruaHImeToB s aHaIN3a 3 GEKTHBHOCTH MAaCKHPOBKH.

[anTHUTENO | = HM [AA1]=uM [AA2] =M [AA 3] =M
Kononku 1-3 Kononku 4-6 Kononxku 7-9 Kononku 10-12

A 10 400 400 400

B 2 100 100 100

C 0,625 25 25 25

D 0,156 6,25 6,25 6,25
E 0,039 1,56 1,56 1,56
F 0,0097 0,39 0,39 0,39
G 0,0024 0,098 0,098 0,098
H 0,0006 0,024 0,024 0,024

[0397] Css3biBarOIUe PACTBOPHI NOOABJSUIA B IJIAHIIETHI, KOTOPbIE 3aTe€M WHKyOUpPOBAIH B
TedeHue | Jaca mpu KOMHATHOH Temmepatype, a 3areM npomeiBann 3X PBST (®Ch, pH 7.4,
0,05% T1BHUH-20). JoGasmsamu 100 mxn/mynky 1:4000 ko3pero antu-uenosedeckoro IgG (Fab-
cneun¢uunbiii, Sigma cat Ne A0293) B 10 mr/mn BSA B PBST u mnanmer nHKyOHpoBaiu B
TedeHue 1 gyaca mpu KoMHaTHOH Temnepatype. Ilmanmer paspadoran ¢ TMB u 1IN HCL. Ha
¢ur. 15 u pur. 16 npencraBaeHs! rpaQUKH U30TEPMBI CBSA3BIBAHHS JIs1 aKTUBHPYEMBIX aHTUTEI
k EGFR C225v5 no nactosimemy u3oOpereHmto, aisi aktuBupyeMbix anturen k EGFR 3954-

2001-C225vS, omucanubix Beime, u s anturena k EGFR C225vS. T'paduku co3parorcs B
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GraphPad PRISM, paHHBIE TOATOHSIOTCS K MOJEIHM HACHINEHUS OJHOTO ydYacTKa H

onpenensercs Kp. 3nauenns Kp u ME npusenens! B Tabnure 19.

Tabmuua 19. 3navenus Kp u OM, paccunTanHble IO H30TEPMaM CBS3bIBAHUS, IOKA3aHHBIM Ha

¢ur. 15 u ¢pur. 16.

Ko (M) | DM

3954-2001-C225v5 13 130

CF08-2001-C225v5 0,2 2

CF13-2001-C225v5 0,3 3

CF19-2001-C225v5 27 270

CF22-2001-C225v5 78 780

CF41-2001-C225v5 52 520

CF46-2001-C225v5 1 10

ITPUMEP 17. ®apmakokuHeTuka BAA ¢ nBOMHON MacKMpPOBKOH y sIBAHCKUX MaKaKOB.

[0398] B manHoMm mpumepe Oucneundudeckoe antuteno CI107 ¢ nBOWHON MacCKHUpPOBKOM
BBOIMJIOCH SIMTOHCKUM MakakaMm B no3e 600 mkr/kr, 2000 mxr/kr win 4000 mkr/kr. OOpas3isl
ra3Mbl cobnpanu yepes3 30 MuHyT, 4 yaca (Tosnpko 600 MKI/Kr), 24 vaca, 48 yacos (Tonbko 600
u 4000 mkr/kr), 96 yacos u 168 yacoB. KoHieHTpauuio B miasMe u3Mepsuid ¢ moMoInbio MDA,
Kak B rmpumepe 13.

[0399] Ha ¢ur. 20 noka3ana papmakoxnaeTnka BAA ¢ nBoitHo# Mackuposkoi CI107 mocne

BBEZIEHHs B/B OJHOKpaTHOI 10361 600, 2000 nmm 4000 MKI/KT.

IMPUMEP 18. EGFR-3aBucHMasi IUTOTOKCUYHOCTh OMCTENU(UIECKUX aKTUBUPYEMbIX aHTUTE
C ABOMHON MAaCKUPOBKOM

[0400] st ompenenenust Toro, criocoOnsr i anTu-CD3e, macka CD3 u cyOCTpaThl mpoTeasbl
B CI090 u CI091 pomonHUTEIBLHO OCHAONSITHL rudenb KiaeTok oTHocutenbHO CIO11, Obut
MIPOBEJIEH aHAJIN3 IIMTOTOKCHYHOCTH C UCIOJB30BAHUEM CMOco0a, OMUCAHHOTO B MpHUMepe 3.
Bbbruti mpoOTECTUPOBAHBI THUTPHI CIEAYIOMNX OUCTICIU(UISCKIX AKTUBUPOBAHHBIX AHTUTEN U
oucnennpUIecKuX aKTUBUPYEMBIX aHTUTEN ¢ ABohHOW mackuposkoi: CIO11, CI090, CI091,
aktuupoBaHHble CI090 u CI048. Kpome Ttoro, Oucnernuduyueckoe akTHBHPYEMOE AHTHTENO
CI064, ne cesspBatomeecs ¢ EGFR, wucnonp3oBanu s JeMOHCTpalliKl  3aBHCUMOCTH
nuroTokcuuHoctu oT EGFR.

[0401] Ha ¢ur. 21 mnokazano, uro yHuutoxkeHue kierok EGFR+ HT29-luc2 Opuio

nononHutenbHo ocnabneHo CI090 u CIO91 mo cpaBuenuro ¢ CIOl1, omHakoO aKTUBHOCTH
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aktusupoaHHoro CI090 skeuBanentHa CI048. Cpeur EC50 CI090 u CI091 otHOCHUTENBHO
AKTUBUPOBAHHOTO OHCIEU(PUUECKOro aHTHTENa YBEIUYMBAETCS, OTpakas IOBBIIICHHYIO
3¢ (eKTHBHOCT MAaCKHPOBKU 3TUX MoJiekysn oTHocutenbHo CI011. LluroTokcHyHOCTH He
HaOmonanocek npu odpadotke kierok CI064, uro neMOHCTPUPYET 3aBHCUMOCTb HalleIMBAHUS

EGFR 151 yHUUTOKEHUS KIIETOK.

INPUMEP 19. ITepBuunas aktuBanus T-kiaeTok OucrnenupuuecKuMu akTHBUPYEMbIMH
AHTUTEJIAMU C IBOMHON MaCKUPOBKOM

[0402] [xs ompenenenust Toro, criocoOnsr iu anTu-CD3g, macka CD3 u cyOCTpaThl poTeasbl
B CI090 u CI091 ocnabnate mepBUuHyH akTHBalmi0 T-kjnerok otHocutenbHO CIO11, Obin
NPOBENIEH aHAJINU3 CIIOCOOOM MPOTOYHON IIUTOMETPUU B COOTBETCTBUH C OMHUCAHHBIM B IIPUMEPE
4.

[0403] Ha ¢ur. 22 noka3aHa AOMOJHUTENILHO OCjIa0jeHHass akTuBanus nepBudHbx CD8+ T-

kiretok CI090 u CI091 orHocurensHo CIO11.

INPUMEP 20. bucneundpudecknue akTUBHPYEMbIE aHTUTEJA C ABOWHONW MaCKHPOBKON B
COOTBETCTBUU C BAPHAHTAMHU OCYLIECTBICHHUS HHAYLIUPOBAIN PETPECCUI0 YCTAHOBJIEHHBIX
omyxousieit HT29-luc2 y mbiuei

[0404] B nanHOM mpuUMepe aHAIU3MPOBAIU CIIOCOOHOCTh OHUCTIEMPUIECKUX aKTHBHUPYEMBbIX

anturen CIO11, CIO90 wu CI091 wuHAyHMpPOBAaTH pPErpeccud WM YMEHbLIATb POCT
YCTAQHOBJIEHHBIX oOmyxoJjiell kceHoTpaHcruantata HT-29-Luc2 y wmpimeit NSG, kotopbiM

tpancmanTuposaan MKIIK genoseka. Crioco6 coOTBETCTBOBAN ONMCAHHOMY B Ipumepe 5.

Tabmuna 20. ['pynmbl 1 103bI TSI KCCIeNOBaHus kKceHoTpaHcuanTtata HT-29-luc2.

I'pynna | Yucno | O6pabotka | Jlo3a (Mr/kr)
1 7 ®CB H/
2 7 CIO011 1,0
3 7 CI1090 1,0
4 7 CI091 1,0
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[0405] Ha ¢ur. 23, koTOpass NMOKa3bIBAET OOBEM OMYXOJHM B 3aBHCUMOCTH OT JHEH mocie
HAuYaJbHON O3Bl JIEYEHHUs, TOKA3aHO, YTO EKeHeleNbHas n03a B | MI/Kr HMHAyOIHMpOBaja

PErpeccHro OMyxXOJH I BCEX MPOTECTUPOBAHHBIX OMCHeN(PUIECKUX AKTUBUPYEMBIX aHTUTEIL.

INPUMEP 21. bucnerm¢puueckre akTHBUPYEMbIe aHTUTENA C TBOWHON MAaCKHPOBKO BbI3BIBAIOT
MEHbLIEE BbIACIECHNE LIUTOKUHOB Y SIBAHCKUX MAKaKOB, YeM aKTUBUPOBAHHbIE
oucnenupuyIecKue aHTUTEIA.

[0406] B nmanHoM mpumepe axtuBHpoBaHHbIe mpoteazoi CI104, u CIO11, CI090 u CI091 ¢
OBOMHONW MACKUPOBKOW BBONWJIM sIBAHCKMM Makakam (n = 1) B goszax 0,06, 0,18
(axruBupoanHbii CI104) wmu 600 mr/kr (CI011, CI090, CI091). Kposb cobupanu ans aHamm3a
IIUTOKUHOB JIO0 BBeIeHHs A03bl U uepe3 1, 4, 8 u 24 9 mocne BBeneHus: a03bl. OOpasibl
aHATM3UPOBAIM C HCMOJb30BaHHeM komrutekta naHeneil Life Technologies Monkey Magnetic
29-Plex (Ne mponykra LCPO0O0SM). JlanHble ObutH mONTyueHbI Ha ipudope BioRad BioPlex 200.
JlanHblii aHanmu3 OBbLT TMPOBEAEH B COOTBETCTBUUM CO CTAHAAPTHBIMH  OIEPALMOHHBIMHU
nponenypamu B SNBL USA, Ltd. (OBepert, Bamuarton).

[0407] Ha ¢ur. 24 nmoxazan rpaduk yposreii IL-6 uepe3 8 yacoB mocie BBEIEHHUsS HO3bL
bucnenuduueckoe akTuBHpyeMoe aHTUTENO C nBoWHOW MackupoBkor CI011 wuHaymupyet
3HAYUTENPHO MEHbIIEee BBICBOOOXKIEHHE LIUTOKMHOB, uyeM akTuBupoBanHoe CI104, maxe mpu
BBEIICHUH B 0OoJiee BBICOKOW 103€, AEMOHCTPUpPYS BJIMSHHE MACKUPOBKH HAa akTHBAaLMKO T-
kJIeToK. YposeHb IL-6 emre Oonblie cHwkaercs y KUBOTHBIX, nosydyasmux CI090 u CI091, uro
JAEMOHCTPUPYET MOBBILICHHYIO 3()(eKTHBHOCTb MACKUPOBKM 3THUX MOJIEKYJ IO CPABHEHHIO C

CIO11.
Jlpyrue BapuaHThl peau3aluu

[0408] Xots Hacrosee u300peTeHHE OBUIO HW3JI0KEHO B COYETAHHUH C €ro MOApOOHBIM
OTHMCAHWEM, BBIIICTIPUBEICHHOE ONMCAHUE MPENHA3HAYECHO JUIS WUIFOCTPAlH, a HE s
OrpaHu4eHus: o0beMa N300peTeHNs, KOTOPBI onpexnessiercss 00beMOM npuiaraeMoi (popmyJibl
nu3o0perenusi. [pyrue acrekTsl, MPEUMyIIecTBa U MOAU(PHUKALNN HAXOMATCSA B paMKax oObemMa

CJIEAYIOIIETO.
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DOOPMVIJIA U30BPETEHHA

1. bucneuuduueckoe akrtusupyemoe antureno (BAA), mpuuem ykazanHoe BAA mpu
aKTUBALMU CHENU(UIECKU CBA3bIBAETCS C IBYMS MHUIIEHSIMH U UMEET CIEAYIOIYIO CTPYKTYPY:

a. arrureno IgG (AB1), koropoe cienn(puiecku CBS3bIBAETCS C EPBOM MUIIEHBIO,
npudem AB1 conmepxut nse Tsokensie nenu (AB1 HC) u ase nerkue nenu (AB1 LC); u npu
stoM ABI1 cBsizaH ¢ mepBbiM Mackupyroium ¢parmenrom (MMI1), CBs3aHHBIM C TMEPBbIM
pacwmermsiembiM  pparmenTom (CM1) ¢ oOpaszoBanuem koHCTpykumun MMI1-CMI1, npudem
KapOOKCUJIbHBIN KOHEI[ KOHCTPYKIMH MMI1-CM1 cBsi3aH ¢ KaKIbIM aMUHOKOHIIOM Ka IO
nerkoii nenu AB1, npu sTom

MM unrubupyer ces3piBanue AB1 ¢ ero MuieHoro; u

CMI1 mpencrasisier coOOlH MONMHUMENTHA, KOTOPbIH (QYHKIMOHUPYET B Ka4eCcTBe CyOcTpaTa
JUTsl IEPBOI POTEA3Bbl,

b. nBa scFv (xaxmpiii AB2), Kakablii 13 KOTOPBIX CHEU(PHUECKH CBSI3bIBAETCS CO
BTOPOW MUIIEHBIO, mpudyeM Kaxnaelii AB2 conmeput BapuaOenbHYHO OONACTh JIETKOH LemH,
CBSI3aHHYIO C BapualenbHON O00OJAaCThIO TSDKEJIOH Lemu, NMpH 3TOM KapOOKCHIIBHBIM KOHeLl
kaxaoro AB2 cBsi3aH ¢ aMUHOKOHIIOM KaxaoW u3 Tspkenbix neneil AB1;, u mpuueM kaknbrit
AB2 cBsizaH €O BTOpPBIM Mackupyrooumum ¢parmerrom (MM2), CBSI3aHHBIM CO BTOPBIM
pacmerisieMsiM (pparmenrom (CM2), ¢ obOpa3oBanuem koHCTpykuuu MM2-CM2, npu sToM
KapOOKCHJIbHBIH KOHeEI| KaX10h KOHCTpykiuu MM2-CM2 cBs3aH C aMHHOKOHIIOM KaXKI0TO
AB2, npuyem

MM?2 unrubupyer cpsispiBanne AB2 ¢ ero MuineHso; u

CM2 nipencrasisier coOOl MONKUMENTHA, KOTOPbIH (QYHKIIMOHUPYET B Ka4eCcTBe CyOcTpaTa
IUTs1 BTOPOM IIPOTEa3kl,

u npuueM BAA nmeeT o MeHbLIeH Mepe OJIHY U3 CIEAYIOIINX XapaKTEPUCTHK:

i. MM2 conep:kUT aMUHOKHCJIOTHYIO TiocnienoBatebHocTh SEQ ID NO: 12;
ii. MMI1 cozmepXUT aMHUHOKHCIOTHYK TOCIENOBATENIbHOCTb, BBIOPAHHYKO M3 TPYIIIBL,
COCTOSIIEH U3 MOCIEe0BATENbHOCTEH, MPENCTABIEHHBIX B Ta0nuLe 7,

iii. AB2 conepxut BapuabenbHbII TOMEH TsDKeIoH ey, kak ykaszaHo B SEQ ID NO: 2 wim
SEQ ID NO: 3, unu BapuabenbHbIN JOMEH Jierkoi nemnwu, kak ykazano B SEQ ID NO: 1 wu SEQ
IDNO: 4; u

iv. ABI conepxur Fc-o6mactp, comeprkaiyro aMHHOKHUCIOTHYIO 3aMEHY 110 MEHbIIEH Mepe
B OJHOM U3 aMHUHOKHUCJIOTHbIX mnojoxkeHudd L1234, L1235, N297 u P331 (Hymepauus B
coorBerctBuu ¢ wuHAekcom EU cormacno Kabary) Ttakum oOpazom, uto BAA wumeer

MOHIKEHHYI0 3} (HEeKTOPHYIO QYHKIUIO.
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2. BAA mo n. 1, B xotopom AB2 coxep:xut BapuaOenbHbIH JTOMEH TSDKEJON LIenH, Kak
ykazano B SEQ ID NO: 2 wm SEQ ID NO: 3, u BapuaOeNbHbIII TOMEH JIETKOW LeNH, Kak
ykazano B SEQ ID NO: 1 umu SEQ ID NO: 4.

3. BAA no n. 1, B xotopom ABI1 cBsi3bIBaeT ONyxoseByl0 MulleHb, a AB2 cBs3biBaeT
MUIIEHb IMMYHHOTO 3({eKTopa.

4. BAA mo mobomy u3 mm. 1-3, B kotopom BAA mpencrasisier coboii bucnenuduyueckoe
npusniekaroinee T-kinerku (TCB) AA (TCBAA).

5. BAA mo mobomy u3 mm. 1-4, B xotopom AB1 cesaseiBaer EGFR, a AB2 cBsi3biBaeT
CD3e.

6. BAA mo mobomy u3 mm 1-5, B kotopoMm MMI conepkKUT aMHUHOKHCJIOTHYEO
NOCJIEIOBATEIbHOCTh, BBIOPAHHYIO M3 TPYIIBL, COCTOSIIEH U3 MOCIeNOBATEIbHOCTEH,
NPEACTaBICHHBIX B Ta0nuLEe 7.

7. BAA mo mobomy u3 mm 1-5, B kotopoMm MMI conepXUT aMHUHOKHCIOTHYIO
NOCIIEIOBATEIBHOCTbD, BBIOpaHHYIO U3 rpymmel, coctosmei n3 SEQ ID NO: 85 u SEQ ID NO:
78.

8. BAA mo mobomy u3 . 1-5, B kotopom MM conepsxut SEQ ID NO: 78.

9. BAA mnmo mobGomy u3 mm 1-8, B koTtopoMm MM2 conepXUT aMHUHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 12.

10.BAA mo mobomy u3 mm 1-9, B kotopom CM COmEPKUT aMUHOKHCIOTHYIO
nocienosareasHocTs SEQ ID NO: 14,

11.BAA no mobomy w3 mm 1-9, B kotopom CM COIEpKUT aMHUHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 17.

12. BAA no nmrobomy u3 . 1-9, B koropom CM takoro CM conep>KUT aMUHOKHCIIOTHYEO
nocnenoBarenbHocTh SEQ ID NO: 16.

13.BAA no mobomy u3 mm 1-9, B xoropom CMI1 comepXUT aMHUHOKHCIOTHYIO
MOCJIEOBATEIFHOCTD, BRIOpaHHYO U3 rpymibl, coaepxkameid SEQ ID NO: 14 u SEQ ID NO: 16.

14 BAA mo mobomy u3 mm 1-9, B kxoropom CM2 coOmepXUT aMHUHOKHCIOTHYIO
MOCJIEOBATEIPHOCTD, BRIOpaHHYIO U3 Tpymibl, coaepxkamei SEQ ID NO: 14 u SEQ ID NO: 17.

15.BAA mno mobomy u3 . 1-14, B kotopom AB1 comepkUT aMUHOKHCIIOTHBIE 3aMEHBI
10 MEHBUIEN Mepe B IBYX MOJIOKEHUSIX aMUHOKHUCIOT 1234, L.235 n P331.

16.BAA mno n. 15, B kotopom AB1 cozep>XUT aMHMHOKUCJIOTHBIE 3aMEHBI B IOJIOKEHUSX
amuHokucnot 1234, L.235 u P331.

17.BAA no n. 15, B xotopom AB1 conepxut amunokucinotssie 3amenbl L234F, L235E u

P331S.
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18. BAA mo m. 15 B koropom ABl cogepxur obmacte Fc, conmepskamnyro
aMHUHOKHCJIOTHYIO 3aMeHy B N297.

19. BAA no mo6omy u3 nm. 1-14, B koropom AB1 comep:kuT aMUHOKHMCIIOTHBIE 3aMEHBI B
nojioskeHussx amuHokucyoT L234F, L235E, P331S u N297Q.

20.BAA mo n. 1, B xotopom Tspkenas uenb AB1 comepxxut mobyro uz SEQ ID NO: 69,
SEQ ID NO: 70, SEQ ID NO: 71, SEQ ID NO: 72, SEQ ID NO: 73, SEQ ID NO: 74, SEQ ID
NO: 75 u SEQ ID NO: 76, npuBeneHHbie B TadIuUIE O.

21. BAA CI106, copmepxaiee CTPYKTypy H IOCIIEIOBATEIbHOCTh B COOTBETCTBHH C
yka3zaHHbIM B Tabmuie 11 u npumepe 1.

22. BAA CI107, copmepxaiee CTPYKTypy H IOCIENOBAaTEIbHOCTh B COOTBETCTBUM C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

23. BAA CI079, copepxaiee CTPYKTYypy M IOCIE€IOBATEIbHOCTh B COOTBETCTBUM C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

24 BAA CI090, copmep:xallee CTPYKTypy M IOCIENOBAaTEIbHOCTh B COOTBETCTBUM C
yka3zaHHbIM B Tabmune 11 u npumepe 1.

25. AxtuBupyemoe anturesio (AA), conepkariee:

a) AHTHUTEJO WJIN €ro aHTUI'eHCBs3bIBAOIUN (pparmMeHT (AB), KoTOpBIH crienudpuuecku
cBsi3bIBaeTCs ¢ ancuiion-uensio CD3 (CD3g);

b) wmackupyromuii ¢pparment (MM), ceszanHbli ¢ AB, npuuem MM yMmeHbIaeT uim
uHruoupyer cesizbiBaHue AB ¢ CD3g, xorma AA HaxXoauTCs B HEPACILEIUIEHHOM COCTOSHUM,
npu 3ToM MM cozep>kUT aMUHOKHUCIIOTHY0 nocienosarenbHocTs SEQ ID NO: 12; u

c) pacwermusiemblii pparment (CM), ces3annblii ¢ AB, npuuem CM mpencrasisier
co0O0¥ MOJMIENTH I, KOTOPBIA PYHKIIMOHUPYET B KA4eCTBE CyOCTpaTa sl MPOTEasbl.

26. AA no m. 25, B xoropom CM comep:kUT JIIOOYIO OIHY M3 TOCIEIOBATEIBHOCTEM,
yKa3aHHbBIX B Tabmue 4.

27. AA mo m. 25, B kotopom CM BKitOHaer cyOCTpar, pacUIerUisieMblii CEPHUHOBOM
nporeasoi ui MMP.

28. AA 1o m. 25, B kotopoM CM conep:KuT aMHUHOKHCJIOTHYIO IOCIEA0BATENbHOCTD,
BbIOpaHHYIO U3 rpymiel, coctosmeit u3 SEQ ID NO: 18-56.

29. AA o 1. 25, B KOTOPOM IpoTeasa npeacrasisier coooit MMP.

30. AA o 1. 25, B KOTOPOM MpOTea3a MpeacTaBisier coO0 CEpUHOBYIO MIPOTEA3Yy.

31.AA mo m 25, B kotopom AB, kotopsiii crnenupuyeckn cps3piBaercss ¢ CD3,
NpEeACTaBIsIET COOOH aHTUTEJIO IO JIFOOOMY M3 BApHAHTOB OCYIIeCTBIeHNs 38—47.

32. AktuBupyemoe antuteno (AA), cogepkaiiee:
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a. AHTHUTEJO WJIN €ro aHTHI'€HCBS3bIBAIOIINN pparmMeHT (AB), koTOpBIi criernuduyecku
CBSI3BIBAETCS C PELIENTOPOM dmHaepMaibHoro akropa pocta (EGFR);

b. mackupyromuii ¢pparmenr (MM), ceszansblii ¢ AB, npuuem MM yMmeHbIIaeT uiu
unruoupyer ces3piBanrie AB ¢ EGFR, korma AA HaxoIuTCsl B HEPACIIETUIEHHOM COCTOSIHUH, U
npu 5ToM MM COAep:KUT aMHHOKHCIIOTHYIO TOCJIENOBATENbHOCTh, BBIOPAHHYIO W3 TPYIIIHL,
COCTOSILIEH U3 MOCIe0BATEIbHOCTE!N MPENCTABIEHHBIX B TabHLe 7; U

c. pacmeruisiembiii ¢pparment (CM), cBsizanHbii ¢ AB, npuuem CM mnpencrasisier
co0O¥ MOJMIMENTH I, KOTOPBIH (PYHKIIMOHUPYET B Ka4eCTBE CyOCTpaTa sl MPOTEasbl.

33. AA no mn 32, B kotopoM MM conepXUT aMHUHOKHCIOTHYIO MOCJENOBAaTEeNbHOCTD
SEQ ID NO: 78.

34. AA mo mobomy u3 nm. 32-33, B kotopom CM copepkuT cyOCcTpaT, paciieruisieMbli
CepUHOBOI npoTteasoi unu MMP.

35. AA mo mobomy u3 mm. 32-33, B koropoM CM COIEp>KUT aMHHOKHCJIOTHYIO
MOCIIeIOBATEIBHOCTD, BRIOPAHHYIO U3 rpymmsbl, cocrosmei n3 SEQ ID NO: 18-56.

36. AA mo n. 32, B koropoM CM coaepKUT aMMHOKUCJIOTHYIO ITocienoBaTenbHocTs SEQ
ID NO: 14.

37. AA o n. 32, B koropoM CM conepkKUT aMMHOKHUCIOTHYIO MOCIe0BaTeNbHOCTh SEQ
ID NO: 16.

38. AHTHTENO WJIM €ro aHTHreHCBs3bIBarommi gpparMeHT (AB), xoTophlii crienudpuueckn
cBsizbiBaeTcs ¢ oncwioH-uenbto CD3 (CD3g), mpuueM aHTUTENO COAEPKUT BapHaOeNbHbIN
noMeH Tspkenoit nenu, kak ykazaHo B SEQ ID NO: 2 unu SEQ ID NO: 3, unu BapraOenbHbIi
noMeH Jerkoi nenw, kak ykazano B SEQ ID NO: 1 unu SEQ ID NO: 4.

39. AB no m. 38, B KOTOPOM aHTUTENIO COIAEPKHUT BapHaOeNbHbIA JTOMEH TSDKEJION LiemH,
kak ykazano B SEQ ID NO: 2 wnu SEQ ID NO: 3, u BapuaOesbHbIi JOMEH JIETKOH Lemnu, KakK
ykazano B SEQ ID NO: 1 umu SEQ ID NO: 4.

40. AB no n. 38, conepskammuii BapuadeabHbIi JOMEH TSDKEJION Liemy, Kak ykazaHo B SEQ
ID NO: 2.

41. AB no n. 38, conepskamuii BapuabeabHbIH JOMEH TSDKEJION Liemy, Kak yka3aHo B SEQ
ID NO: 3.

42. AB mo n. 38, B KOTOPOM aHTHUTENO COAEPIKUT BapHaOENbHBbI JOMEH JIETKOH IIelH,
kak ykazaHo B SEQ ID NO: 1.

43. AB mo n. 38, conepskammii BapuadeIpbHbINA TOMEH JIeTKOH Lemnu, Kak ykazano B SEQ
ID NO: 4.

44.  AB no n. 38, conepkammii BapuabeabHbIH JOMEH TSDKEJION Lemy, Kak yka3aHo B SEQ

ID NO: 2, u BapuaOenbHbIi JOMEH Jierkoi 1end, kak ykazano B SEQ ID NO: 1.
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45. AB mno . 38, coneprkamuii BapuaOenbHbIN JOMEH TSDKENOH LenH, Kak ykazaHo B SEQ
ID NO: 3, u BapuabenbHbII JOMEH Jierkoi enw, kak ykazano B SEQ ID NO: 1.

46. AB mno . 38, conep>kauuii BapuaOenbHbIN JOMEH TSKENoN LenH, Kak ykazaHo B SEQ
ID NO: 3, u BapuaOenbHbIil JOMEH Jierkoi 1enw, kak ykazano B SEQ ID NO: 4.

47. AB o n. 38, comeprkaiuii BapuaOenbHbI JOMEH TSKENON et , Kak yka3zaHo B SEQ
ID NO: 2, u BapuabenbHblii JOMEH JIeTKO# 1enw, kak ykazano B SEQ ID NO: 4.

48. AB mo gwbomy wu3 mm 32-47, B kotopom AB nmpencraBisier  coOoi
oucneuuduyueckoe AB.

49. AA no . 32-47, B KOTOPOM aHTHTEJNO MpeAcTaBisieT codoit scFv.

50. AA o mm. 32—47, B KOTOPOM aHTUTEJO NpencTasiisier codoi antureno [gGl.

51. AkruBupyemoe antuteno (AA), comep:kaiiee:

a) AHTHUTEJO WJIN €ro aHTHI'eHCBS3bIBAIOIINN QparMeHT (AB), KOTOpBIH crienuduyecKu
csizbiBaercss ¢ sncwioH-uensto CD3 (CD3g), mpuueM aHTHTENO COAEPKUT BapHaOeTbHBIN
noMeH Tspkenoil nernu, kak ykazaHo B SEQ ID NO: 2 wnmu SEQ ID NO: 3, umn comepxut
BapuadeTbHBINA JOMEH Jierkoi nemnu, kak ykazano B SEQ ID NO: 1 wiu SEQ ID NO: 4;

b) mackupyromuii ¢pparment (MM), cBszanHblli ¢ AB, mpuuem MM yMeHbIIaeT WU
uHruompyer ces3pianue AB ¢ CD3g, korna AA HaXOAUTCS B HEPACIEIUIEHHOM COCTOSTHUM, U

¢) pacmermsieMblii ¢pparment (CM), ceszanHbli ¢ AB, nmpuuem CM mpencrasisier
co0o¥i moJMMenTH I, KOTOPBIH (PYHKIIMOHUPYET B Ka4ecTBe cyOcTpaTa AJs MPOTeasbl.

52. AA mo n. 51, B xotopoM AB copep>xuT BapraOeNnbHbIN JOMEH TSDKEIOH LemnH, Kak
ykazaHo B SEQ ID NO: 2.

53. AA mo m. 51, B kotopom AB cozmepxut BapuaOenbHbIH AOMEH TSDKENOH LemH, Kak
ykazano B SEQ ID NO: 3.

54. AA mo m. 51, B xotopoMm AB comep:kur BapuaOenbHBIN JTOMEH JIETKOHM LIEMH, Kak
ykazano B SEQ ID NO: 1.

55. AA mo m. 51, B xotopoMm AB comep:xur BapuaOenbHBIH AOMEH JIETKOH Lenu, Kak
ykazano B SEQ ID NO: 4.

56. AA mo n. 51, B kotopoM AB comep:kuT BapraOeNbHbIA JOMEH TSDKEJIOH LEeNnH, Kak
ykazaHo B SEQ ID NO: 2, u BapnaOenbHbIi JOMeH Jerkoi nenu, kak ykasano B SEQ ID NO: 1.

57. AA mo n. 51, B koTopoM AB comep:kuT BapraOeNbHbIH JOMEH TSDKEJIOH LemnH, Kak
ykazaHo B SEQ ID NO: 3, u BapnaOenbHbIi JOMeH Jierkoi nenu, kak ykazano B SEQ ID NO: 1.

58. AA mo n. 51, B kotopoM AB comep>kuT BapraOENbHBIA JOMEH TSDKEJIOH LeNnH, Kak
ykazaHo B SEQ ID NO: 2, u BapnaOenbHbIi fOMeH Jerkoil neny, kak ykazano B SEQ ID NO: 4.

59. AA mo n. 51, B xotopoM AB comep>xuT BapraOeNbHBIA JOMEH TSDKEJION LenH, Kak

ykazaHo B SEQ ID NO: 3, u BapnaOenbHblii fOMeH Jierkoil neny, kak ykaszaso B SEQ ID NO: 4.
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60. AA mo mobomy u3 mm 51-59, B kotopom MM coxpepxkutr JOOYI0 OIHY W3
MOCTIEIOBATEIbHOCTEH, YKa3aHHBIX B TaOIHLE 3.

61. AA mo mobomy w3 mm 51-59, B kotopom CM comepxut OOy0 OOHY U3
NOCTIEIOBATEIbHOCTEH, YKa3aHHBIX B TaONMULE 4.

62. Bbucnenuduueckoe akruBupyemoe anruteno (BAA), comepxkamee modoe u3 AA mo
nn. 51-61.

63. AxtuBupyemoe antutenio (AA), comeprkaiiee:

a. antureno (AB), xoropoe creuu(pUUEcKH CBS3BIBAET MHIIEHb, MPUYEM AHTHTEIIO
npencrasisier coboit awtureno IgGl, w mpu 3tomM obmacte Fc aHTuTENna comepiKuT
AMHHOKHCJIOTHYIO 3aMEHY B aMHHOKHUCJIOTHBIX mosiockeHusix 1234, L.235 u P331 (nymeparws B
cootBercTBuu ¢ nHAeKkcoM EU cornacHo Kabary) Takum o6pa3om, 4to AA MMeeT NMOHMKEHHYIO
3¢ PexTOpHYIO HYHKIHIO,

b. Mackupyromuii ¢parmenT (MM), cBszanubili ¢ AB, nmpudem MM yMeHbIIaeT WM
uHruompyer cBs3piBaHue AB ¢ wMmumenero, korma AA HaXOAWTCS B HEPACLICINICHHOM
COCTOSIHUH, 1

c. pacmeruisiembrii ¢pparment (CM), cesizanHblii ¢ AB, mpuuem CM mpencrasisier
co0o¥i MoJMIenTH I, KOTOPBIH (PYHKIIMOHHUPYET B KAYECTBE CyOCTpaTa sl MPOTEasbl.

64. AA mo m 63, B xotopoM oOmnactb FC comepXUT aMHUHOKHMCIOTHBIE 3aMEHBI IO
MeHbIIEH Mepe B NOJOKeHUsx amuHokucinor L1234, 1235, N297 u P331 (nmymepauus B
cootBercTBuH ¢ nHAeKcoM EU cormacHo Kabary) Takum obpazom, uto AA MMeeT NOHWKEHHYIO
3¢ PEKTOPHYIO PYHKIIHIO.

65. AA mo m 63 unmu 64, B KOTOPOM MHUIIEHb BbIOpaHa W3 TPYIIIbI, COCTOSIEH U3
MUILIEHEH, MPeaCTaBIeHHbIX B TadmuIe 9.

66. Oucnenuduueckoe akTuBupyemoe anturesio (BAA), conepxaruee:

a. artuteno IgG (AB1), kotopoe cneunpuvecky CBSI3bIBAETCS C EPBOI MULICHBIO,
npudem AB1 conmepxxut nse Tsokensie nenu (AB1 HC) u ase nerkue nenu (AB1 LC); u npu
stoMm AB1 cBszan ¢ mepBeiM MackupyomuM ¢parmeHTom (MMI1), CBS3aHHBIM C TNEPBBIM
pacmersiembiMm  pparmenTom (CM1) ¢ obOpaszoBanuem koHCTpykuuu MMI1-CMI1, mnpudem
KapOOKCUJIbHBIN KOHEI[ KOHCTpYKuuu MMI1-CM1 cBsizaH ¢ KaKIbIM aMUHOKOHIIOM KaKJIOH
nerkoii nenu AB1, npu sTom

MM1 unrubupyer ces3pianue AB1 ¢ ero Muiesoro; u

CMI1 mpencrasisier coO0l MONMHUMENTHA, KOTOPbIH (QYHKIMOHUPYET B Ka4eCcTBe CyOcTpaTa
IUTs IEPBOU MPOTEA3bI,

b. nBa scFv (xaxxmpiii AB2), Kakaplii U3 KOTOPBIX CIELU(PUUECKH CBA3BIBAETCS CO

BTOpPOH MHUILIEHBIO, MpuueM Kaxablii AB2 conep:xur BapnaOenpHyr0 00JacTh TSDKEION LEmH,
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CBSI3aHHYIO C BapHaOeIbHON OONACTBIO JIETKON LENH, MPH 3TOM KapOOKCHIIbHBIN KOHELl KaXKIOTO
AB2 cBsi3aH ¢ aMMHOKOHLIOM Kaxa0H U3 TspkenbIx ueneit AB1; u npudem kaxasiii AB2 cBsizan
CO BTOpPBIM Mackupyrooumum ¢parmeHToM (MM2), CBs3aHHBIM CO BTOPBIM pPaCLIETUIIEMBIM
¢parmenrom (CM2), ¢ obpaszoBanueM KOHCTpykKunn MM2-CM2, npu 3TOM KapOOKCHIIBHBIN
KOHeI[ Kak10¥ KoHCTpykuuu MM2-CM?2 cBsizaH ¢ aMUHOKOHLIOM Kaxkaoro AB2, mpudem

MM?2 unrubupyer cpsispiBanne AB2 ¢ ero MumneHso; u

CM2 npencrasisier coOOM MONMUMENTHA, KOTOPbIH (QYHKIIMOHUPYET B Ka4eCcTBe CyOcTpaTa
IUTs1 BTOPOM IIPOTEa3kl,

u npuuem AB1 conepxxut Fc-o0macth, comep:kailyrd aMUHOKUCJIOTHYI 3aMEHY I10
MEHbLIEH Mepe B OJHOM H3 aMUHOKHUCIOTHBIX mojoxkeHud L1234, L1235, N297 u P331
(aymepaums B cootrBercTBuHM ¢ mHAekcoM EU cormacuo Kabary) takum obpasom, uro BAA
UMeeT MOHWKEHHYIO 3)GeKkTOpHYIO PYHKIHIO.

67. BAA mo m. 66, B xoTopoM obnactb Fc comepkMT aMHHOKHCIOTHBIE 3aMEHBI IO
MeHbIIEH Mepe B TMOJOKEHUsXx amMuHokucinor L234, 1235, N297 u P331 (nmymepauus B
cootBercTBuu ¢ wuHAekcoM EU cormacmo Kabary) Ttakum oOpasom, uto BAA wumeer
MOHIKEHHYIO 3 (HEeKTOPHYIO QYHKIHIO.

68. BAA mo m. 66, B xoTopoM obnactb FC comepXKUT aMMHOKHCIOTHBIE 3aMEHBI IO
MeHbIIEeH Mepe B MOJIOKEHUAX aMUHOKHCIOT 1234, 1235 u P331 (Hymepauus B COOTBETCTBHH C
unaekcom EU cornmacHo Kabary) Takum obpazom, uto BAA umeer noHmwkeHHYIO 3G HEKTOPHYIO
byHKLHIO.

69. BAA mno mobomy u3 nm. 66—68, B KOTOpOM mepBasi MULIEHb BbIOpaHa M3 TPYIIIHL,
COCTOSIIIEH U3 MUIIEHEH, PECTaBIeHHbIX B TaONuIe 9, a BTOpask MULIEHb BBIOpaHA U3 TPYIIIIEL,
COCTOSILIEH U3 MUILIIEHEH, MPEACTaBICHHBIX B TabJHIIe 9.

70.AA wim BAA mno moOoMy #3 BBINIEYKa3aHHBIX IYHKTOB, B KOTOPBIX HX
AHTUTeHCBSI3BIBAIOLINI ()parMeHT BBIOpAaH M3 TPyMHmbl, cocrosmeid u3 ¢parmenta Fab,
¢dparmenta F(ab'),, scFv, scAb, dAb, omHOZOMEHHOro aHTHTENA, COCTOSIIETO U3 TSKENBIX
Lenei, 1 OTHOIOMEHHOTO aHTHUTENA, COCTOALIETO U3 JIETKUX LieTIeH.

71. AA wim BAA mno moOoMy M3 BBIIIEYKA3aHHBIX NMYHKTOB, B KOTOPBIX AHTHTEJO
NpEeACTaBisieT COOOH AHTHTENO TIPhI3yHA, XUMEPHOE AHTUTENIO, T'YMAHH3HPOBAHHOE AHTHUTEJIO
WJIH TIOJTHOCTBIO Y€JIOBEUECKOE MOHOKJIOHANIBHOE aHTUTEJIO.

72. AA o modomy u3 mm. 32-37 u 51-71, B kotopom AA mipencrasisier codoit BAA.

73. @apmMarieBTHUECKas] KOMIIO3ULMS, coepskamas antureno, AA nim BAA nmo mobomy
u3 . 1-72 u, HeoOsA3aTeNIbHO, HOCUTEITb.

74. ®apmaueBTUUECKast KOMIIO3ULIUA 10 M. 73, coAepsKalas JOTOJHUTEIbHbIN areHT.
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75. @apmaueBTUUECKass KOMMNO3ULMSA MO M. 74, B KOTOPOH NOINOJHUTENIBHBIM areHTOM
SIBJISIETCSl TEPANEBTUUECKUIN areHT.

76. BeineneHHass MoJieKysla HYKJIEMHOBOHM KHMCJOTBI, KOAUpPYHOLIAas aHTUTeno, AA unu
BAA no mobomy u3 nm. 1-72.

77. BexTop, coaepKaluil BbIIEICHHYIO MOJIEKYJy HYKJI€UHOBOM KUCJIOTBI B COOTBETCTBUU
cm. 76.

78. Bektop, copepkauiuii mocjaea0BaTeIbHOCTh HYKJIEMHOBON KUCIO0Thl pLW289.

79. BexTop, coaeprKalinil NOCAeA0BaTENbHOCTb HyKIE€MHOBOMN KuCa0Thl pLW246.

80. Bextop, comepkaimii NOCIeA0BATENbHOCTh HYKJIEMHOBOM KuCinoTsl pLW307.

81. Bextop, comepxaiinii OCIeA0BaTENbHOCTb HYKJIEMHOBOU KUCiIoThl pLW291.

82. Knetka, conepskaiasi Jito0O# 13 BEKTOPOB B COOTBETCTBUU € mil. 77-81.

83. Knerka, conepxamas pLW289 u pLW246.

84. Knerxka, conepxxamas pLW307 u pLW291.

85.Cnocob6 momydenusi antutena, AA wmn BAA mo mobomy m3 mm. 1-72 myrem
KyJIbTUBUPOBAHUS KJIETKH B YCIOBHUSX, KOTOpbIE NMPHUBOJAT K AKCIPECCUU aHTUTena, AA wiu
BAA, npuyem kieTka COAEPKUT MOJIEKYJY HYKJIEHHOBOM KUCJIOThHI B COOTBETCTBUU C M. 76 WU
BEKTOp 10 Jro0oMy u3 . 78-81.

86.Crioco® nedeHusi, OONeryeHWss CHUMITOMAa WIM 3aJePKKU POTPECCHPOBAHMS
paccTpoiicTBa MM 3a00JieBaHMs, BKJIOYAIOLINM BBeAEHHE TepaneBTHYeCkH 3(dekTuBHOrO
konudectBa aHturena, AA wim BAA no mobomy u3 nm. 1-72 unm ¢apmManeBTHYECKON
KOMITO3MLIUH 110 JTI000My 13 mrl. 73—75 cyOBeKTy, HYKIA0IEMyCsl B 3TOM.

87.Cnoco6 mo m. 86, B KOTOPOM paccTpoiicTBO WiM 3aboyieBaHHE BKIIOYAaeT B ceOs
3abosieBaHUe KIETOK, skcnpeccupyromux EGFR.

88.Cnocob mo 1. 86 mym 87, B KOTOPOM PacCTPOMCTBO WM 3a00JIeBAaHHE TPENCTABIISET
co0oli pak.

89.Cnocob6 mo m. 88, B KOTOPOM pak MpencTaBisieT coOOM pak aHAJIbHOIO KaHaja,
0a3aIbHOKJIETOYHBIH pakK, pak rOJIOBHOTO MO3Ta, paK MOYEBOTO IMy3bIPsl, PAK MOJIOYHOM JKENe3bl,
paK KOCTH, pak LIEHKH MaTKH, XOJAHTHOKApLIMHOMY, KOJIOPEKTAJIbHBIH pak, paK 3HAOMETpPUS,
paKk MHIIEBOJA, paK JKEIYHOTO IMy3bIPsl, paK KeNyAKa, TIHO0IacTOMy, pak roJIOBBl U IIEH, PaKk
NEYEHU, paK JIeTKUX, paK SIMYHUKOB, pakK MOMKENyIOYHON Kejne3bl, paK NpeAcTaTelbHON
JKeJe3bl, pak MOYKM, CAPKOMY, PaK TOHKOM KMIIKH, TUJIOCKOKJIETOYHBIN pak, pak KOXH, pak
SIMYKa, PaK [UTOBUIAHOM JKeJe3bl UM PaK MaTKU.

90. Cnoco0 wWHruOMpoBaHMA aHIMOTE€HE3a VY CyOBeKTa, BKIIOUAIOIIMHA BBEACHUE

TepaneBTHUeCKH 3P(HEeKTUBHOTO KojmuecTBa aHturena, AA wim BAA no mobomy u3 mm. 1-72
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win (papMaeBTHUECKON KOMIO3UIMH 1O JIo0oMy m3 mir. 73—75 cyObekTy, HY:KAarIeMycsi B
3TOM.

91.Cnoco6 mo sobomy wu3 mm 86-90, mnpudem Ccrnocod BKJIIOYAET BBEICHHE
JOTIOJTHUTEIbHOTO areHTa.

92.Cnoco® mo 1. 91, B KOTOPOH JOMOJHUTENBbHBIM areHTOM SIBJISIETCS] TePareBTHUECKHH
areHT.

93.Crioco® yMeHbIeHUs TIOBPEXKAEHUST 3I0POBOM TKAaHH, BBI3BAHHOTO CBSI3bIBAHUEM
aHTHTEJNA C €r0 MUIICHBIO Ha 3J0POBOW TKaHH TaK K€, KaK M Ha OOJIbHOW TKaHH, MIPHYEM CIIOCcOo0
BKJIFOYAET BBEACHUE CYOBEKTY, HyKIaromemycs B 3ToM, AA win BAA, wu gpapmarieBTuaeckoi
koMmo3uuy, conxepxkameit AA wiu BAA, npuuem ykazanusle AA unu BAA npenctaBisioT
coboii AA wmwmm BAA mno mo0oMy H3 TYHKTOB, NPEACTABICHHBIX B JaHHOW (opmyre
n300peTeHus.

94. Cioco0 ynydIneHus IepeHOCUMOCTH JICUSHHsI aHTHTEIAMH, BKJIIOYAOLINI BBEICHUE
CcyOBekTy, Hyxkparmomemycss B 3toM, AA umn BAA wumn dapmaneBTHYecKOil KOMIO3UIIHH,
conepxameii AA nin BAA, npudem ykazanHele AA min BAA npencrasisier coboit AA mnm
BAA 1o nro60oMy U3 IyHKTOB, IPEACTABJICHHBIX B JAHHOH (opMysie n300peTeHus.

95. Criocob pekpytupoBanusi T-KJIETOK B OIYXOJIEBYKO TKaHb, BKJIFOYAIOIIUN BBEACHHE
cyOBekTy, Hyxkparomemycsi B 3toM, AA umn BAA wumm dapmaneBTHdyeckoil KOMIO3UIIHH,
comepxameii AA miu BAA, nmpudem ykasanuole AA mnu BAA npencrasnsror coboii AA nnmu
BAA no mo6omy U3 IyHKTOB, IIPEACTaBJIEHHBIX B JaHHOH hopMyJsie n300peTeHus..

96. Autureno, AA wumm BAA mno mobomy u3 nm 1-72 wmu  papmaueBTuueckas
KOMITO3HMLIUS 110 JI0OOOMY U3 mrl. 73—75 Asisi IpUMEHEHUsI B KAYeCTBE JIEKAPCTBEHHOTO CPENICTBA.

97. Autureno, AA wmm BAA mno mobGomy wuz mm 1-72 wunu  dapmaneBTHYecKast
KOMITIO3UIMS 10 JIFoOOMY U3 M. 73—75 [jIsi MCTIONIb30BaHUs B CIOCco0e JieueHusi, ocaaleHusl
CUMIITOMAa WJIH 33JepKKH TPOTPECCHPOBAHUS PACCTPOMCTBA MJIM 3a00JIEBaHUS, MpPUYEM
paccTpoiicTBO Wi 3a0ojieBaHHME BKJIIOYAaeT B ceds 3a00JieBaHME KIIETOK, 3KCIPECCUPYIOIIUX
EGFR.

98. Aatureno, AA wm BAA mno mobomy u3z nn. 1-72 wumm  dapmaneBTHdeckas
KOMMO3ULUS TO JiroOboMy w3 . 73—75 nist IpUMEHEHHUs B Croco0e JIeUeHHUsl paka; MpHueM
HeoOs3aTeNTbHO PaK MPEACTABIISIET COOON pak aHAJIBHOTO KaHaja, 0a3abHOKJIETOYHBIH paK, pak
rOJIOBHOTO MO3ra, pak MOUYEBOTO My3bIpsl, paK MOJIOUHOM >KeJe3bl, PaK KOCTH, paK LIeHKH MaTKy,
XOJIAHTMOKapLMHOMY, KOJIOPEKTAalbHbIN pakK, pak SHAOMETPHs, pak MUINEBOJA, PaK >KETYHOTO
My3bIps, PaK SKeNyzAKa, rIHOO0JacTOMY, paK TOJIOBBI M IIEH, PaKk IEYEHH, PaK JIETKUX, PaK

SIMYHUKOB, PaK MOIXKEIYJOYHOU >KeJIe3bl, PaK NMPEACTATENIbHON JKEJe3bl, PaK MOYKH, CAPKOMY,
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paK TOHKOHM KMIIKH, IUJIOCKOKJIETOUHBIM pak, pak KOXH, paKk SNYKa, PaK LIUTOBUIHON >KEJE3bl
WM paKk MaTKHU.

99. Aatureno, AA wm BAA mo mobomy u3 mm. 1-72 wnmm  ¢dapmaneBTudeckas
KOMIO3ULIUS NO JIroOoMy M3 mrl. 73—75 s nmpuMeHeHus! B criocoOe JieueHHs, PHYeM CIoco0
BKJIIOYAET HHTMOMPOBAHUE aHTHOTEHE3a.

100. Anrureno, AA niu BAA wnu dapmaneBTHdeckass KOMIIO3ULUS AJIsl TPUMEHEHUS
1o Jirobomy u3 mm. 96-99, npuyeM NMPUMEHEHUE BKJIIOUAET BBECHHE JOTIOJHUTEIBHOTO areHTa,
NPy 3TOM HEOOs3aTeIbHO JOTIOJHHUTEbHBIA AreHT MPEACTaBNIsIeT COOOM TepaneBTUYECKHIt

AI'CHT.
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