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WIM TIOA@BICHHs pOCTa 3JI0Ka4eCTBEHHOTO HOBOOOpa3oBaHMs (HalpuMep, paka SHUYHUKOB HIIH
paka TOMKeTymoyHOH kene3bl). CrnocoObl 1O HACTOSIIEMYy H300pPETEHHIO BKIIOUAIOT BBEICHHE
CyOBEKTY, HYKAAIOIIEMyCsl B O3TOM, TepaneBTUYeCKH 3()(EKTHBHOTO KOJIMYECTBA AaHTHTENA HIIH
€ro aHTUICHCBS3BIBAIOIETO (PparMeHTa, KOTOpoe crenu(uYecKkn CBS3BIBAETCS C PELENTOPOM
3arporpaMMHpOBaHHON KireTouHoi Tudenu 1 (PD-1), B koMOMHAINH ¢ TepaneBTHIECKH d(PPEKTHBHBIM
KOJINYECTBOM OnCTIeN(pUIecKoro aHTuTeNa, KoTopoe crenuduieckn csa3paeT Mynua 16 (MUC16) u
CD3.
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OIIMCAHHUE U30BPETEHHUSA
2420-566296EA/030
CHHOCOBBI JIEYEHUA 3JIOKAYECTBEHHOI'O HOBOOBPA3OBAHUA
BUCIHHEIU®OUYECKUMU AHTUTEJAMHA NPOTHUB CD3xMUC16 U
AHTHUTEJIAMMU ITPOTHUB PD-1

CCBIJIKA HA TIEPEYEHG IIOCJIE[JOBATEJIbHOCTEH

[0001] B  nmaHHyr0  3asBKy  IOCPEACTBOM  CCBUIKM  BKJIIOYeH IlepeueHb
NOCJIEIOBATEIbHOCTEH, TMPENCTaBIEHHbIH B MalmIMHOYMTAaeModW ¢opme B Buue (aiina
10469WO01-Sequence.txt, cozgannoro 12 urons 2019 ropa u umeromiero pasmep 33567 Gaiir.

OBJIACTb TEXHUKU

[0002] [danHOe wu300peTeHUME OTHOCUTCS K Croco0aM JiedeHUsl 3JI0KaYeCTBEHHOI'O
HOBOOOpPA30BaHMs, BKJIIOYAKOIIUM  BBEACHHE CYOBEKTy, HYXKOAOIIEMYyCs B  3TOM,
TepaneBTHYeCKH 3(PPEeKTHBHOrO KOJMYECTBA AHTHTENA, KOTOPOE CHelH(pUIECKH CBS3BIBAETCS C
perenTopoM 3amporpaMMHUpoBaHHOW kierouHo rtubemn 1 (PD-1), B kxomOuHammu
oucnerpuuecKuM aHTUTEIOM, KOTOpoe CBsi3biBaeTcsi ¢ MynnHoM 16 (MUC16) u CD3.

YPOBEHb TEXHUKHU

[0003] Mymun 16 (MUCI16), Taxke W3BECTHBIH KaK pAKOBbI aHTUTeH 125,
KapUMHOMHBIM aHTHreH 125, yrneBomubiii anturen 125 mma CA-125, nmpencrasnsier coboit
€IMHBbIA TPAaHCMEMOPAaHHBIA JIOMEH, BBICOKOTJIMKO3WJIMPOBAHHBIA HMHTErPAbHBIH MEeMOpaHHBIN
TJIMKOMPOTENH, KOTOPBIM BBICOKO 3KcIpeccupyercs npu pake suuHukoB. MUC16 cocrout us
TPEX OCHOBHBIX JIOMEHOB. BHEKJIETOYHOTO N-KOHIIEBOI'O JOMEHa, OOJBIIOr0 TaHAEMHOTO
MOBTOPSIFOLIETOCS JIOMEHA, IMEePEMEeXAoLerocsi ¢ JIOMEeHaMu Oelka CHepMbl MOPCKOTO €Ka,
sHTepoknHasbl U arpuHa (SEA-nomen), n C-KOHLIEBOrO OMEHA, KOTOPBIH COAEPIKUT CErMEHT
TpaHCMEMOPAaHHOW O0NAaCTH W KOPOTKHI IHUTOMIa3MaTHuecKuil XBocT. [Iporeomurrueckoe
paciierieHne npuBoAUT K momnaganuio BHekierouHod dactu MUC16 B xpootok. MUCI16
CBEPXIKCIPECCUPYETCST TIPH 3JIOKAYECTBEHHBIX HOBOOOPA30BaHUS, BKJIIOYAS PaK STMYHUKOB, PaKk
IPYIH, paK IMOAXKETyAOYHOM Kelle3bl, HEMEJIKOKJIETOUHBIN paK JIETKOro, BHYTPUIIEYEHOYHYIO
XOJIAHTHOKAPIIMHOMY, MAaCCHBHYIO (pOpMY, aI€HOKAPLIMHOMY LIEHKH MaTKH U aJIEHOKAPIIHHOMY
JKEJyJJOYHOTO TPAKTa, a TAKKe MPHU 3a00JEBAHUAX M MATOJOTHUYECKUX COCTOSIHHSX, BKIIFOUAs
BOCTIAJIUTENIbHbIE 3a00JIeBAHUSI KHUINEYHUKA, LUPPO3 IEYCHHU, CEPACUHYIO HEIOCTaTOYHOCTH,
MEPUTOHEANIbHYI0 MH(EKIMI0O U XUPYpruro opraHoB Opromuoi momoctu. (Haridas, D. et al.,
2014, FASEB J., 28:4183-4199). IlokazaHo, 4TO 3KCHPECCHs HA PAKOBBIX KJIETKAX 3alUINAET
omyxoJyieBbie KieTku OT umMmyHHOU cucteMbl. (Felder, M. et al.,, 2014, Molecular Cancer,
13:129) bbun nccnenoBaHbl CIOCOOBI JIEUEHHs PaKa SIMUHUKOB C WCIIOJNB30BAHUEM AHTUTEN K
MUCI16. OperoBomab u abroBomad mpeacTaBisiroT codoit anturena npotus MUC16, koTtopeie
uMeroT orpanuudeHHyro >¢dexkrusHocth. (Felder, supra, Das, S. and Batra, S.K. 2015, Cancer
Res. 75:4660-4674.)

[0004] CD3 mnpencraBisier coOOM TOMOAMMEPHBIN WIJIM T€TEPOAMMEPHBI AaHTHUIEH,
skcnpeccupyembiii Ha T-kneTkax B acconuauuu ¢ T-KJI€TOUHBIM PELENTOPHBIM KOMIUIEKCOM

(TCR), n neoOxomum mns axtuBauuu T-kinerok. PynxnuonanpHbeli CD3  oOpasyercs B



pe3yJbTaTe TUMEPHON aCCOLMAIINY JIBYX M3 YETHIPEX PA3JIUYHBIX LIETIEH: STICHIIOH, 3€Ta, JeIbTa
u ramma. Jlumepueie cTpykTypel CD3 BKJIIOYAOT TaMMa/STICHUJIOH, IEIbTa/STCHUIOH U
n3era/nzera. bbulo mokazaHo, uro anturena npotuB CD3 obpasyror kmacrepsl CD3 Ha T-
KJIETKaX, TEM CaMbIM BbI3bIBas AaKTHUBALMIO T-KJIETOK aHajlorudHo BosieueHnro TCR
Harpy>keHHbIMH nientunamu Mosekyinamu I'KI'C. Takum obpasom, anturena npotus CD3 Obuin
NPEAJIOKEHBl JJII TepaneBTHUECKUX Lesel, BKiroudas aktuBaiuioo T-kierok. Kpome Toro,
Oucnerpduyueckue aHTHTENA, KOTOpbIe CrIOCOOHBI CBs3biBaTh CD3 U 1eneBoil aHTUTeH, ObLIH
NPEIJIOKEHbl Uil TPUMEHEHHs] B TEpPaneBTUYECKUX LeNsAX, BKJIOUas HaleluBaHue |-
KJIETOYHOTO UMMYHHOT'O OTBETA Ha TKAHH U KJIETKH, SKCIPECCUPYIOLIHE IIeJIEBON aHTHIEH.

[0005] Curnanusr penenrtopa 3amporpaMMHpOBaHHOW kierouHoil rubemn 1 (PD-1) B
MHUKPOOKPYKEHHH OMYXOJIU UTPAET KIIFOUEBYIO POJIb, MIO3BOJISISL OIMYXOJIEBBIM KJIETKaM U30€KaTh
UMMYHHOT'O HaJa30pa CO CTOPOHBI MMMYHHOH CHCTEMbl XO35MHA. bJOKaga CUTHAJIBHOTO MyTH
PD-1 mnpomeMOHCTpHpOBajia KIMHUYECKYI) AKTUBHOCTb Yy IALMEHTOB C MHOXKECTBEHHBIMHU
TUTIAMH OIyXOJIeH, W TepaneBTUYECKHE aHTUTena, KoTopele Onokupyror PD-1 (Hampumep,
HUBOJYyMaO U meMOponn3yMald), ObuTH O0OpEeHBI I JISYEHUsST METACTAaTHYECKONH METaHOMBI U
METACTaTUYEeCKOr0 IMJIOCKOKJIETOYHOIO HEMENKOKJIETOUHOro paka jerkoro. Ilocnennue naHHble
IPOEMOHCTPUPOBAIH KJIMHUYECKYI0 aKTHBHOCTBH Osokanbl PD-1 y manmueHToB ¢ arpecCHBHOMN
HXJI n mumdomoit Xomxkunaa (Lesokhin, et al. 2014, Abstract 291, 56th ASH Annual Meeting
and Exposition, San Francisco, Calif.; Ansell et al. 2015, N. Engl. J. Med. 372(4):311-9).

[0006] Pax smuHukOB mpexacraBisieT coOON camMoOe CMEPTENbHOE M3 TMHEKOJIOTHYEeCKHX
3JI0KQYE€CTBEHHBIX HOBOOOPA30BAaHHUI;HECMOTPS] Ha TO YTO OLEHOYHOE HHCJIO HOBBIX CIIy4aeB
paka SMYHUKOB CpPEAM AaMEPHKAHCKHX S>KEHIIMH HAMHOTO HIJKE, 4YeM HEKOTOPBIX APYIHX
3JI0KAYECTBEHHBIX HOBOOOPA30BaHMH, COOTHOLIEHHE CMepTeil K 3a00JeBaeMOCTH PaKOM
SUYHUKOB 3Ha4ynTebHO Bbille (Siegal et al., CA Cancer J Clin 66:7-30, 2016). Pak su4HHKOB
YaCTO AUATHOCTUPYETCS HA NMO3HEH CTaaHH, YTO COCOOCTBYET ero JIeTaIbHOCTH. B HacTosmee
BpEeMsl CTaHAAPTOM JICYCHHs paka SIMYHUKOB SIBJISIETCS XHPYPTUYECKOE BMEINATENIbCTBO C
NOCJIEAYIOUIeH XUMHOTEepaniel, a IMEHHO COYETaHHEe MPEerapaToB IUIATUHBI U TaKCaHOB. B TO
BpeMsi Kak OOJIbLTMHCTBO MALIMEHTOB OTBEYAIOT HA MEPBOHAYAIBHOE JICYCHHE, Y OOJBIINHCTBA
HaOJroaeTcst peuuanB 3a00JieBaHMs, YTO MPHBOAMT K IMKJIY IOBTOPHBIX OMNEpaluil u
JOTIOJTHUTEIBHBIX KYPCOB XHMHUOTEpANUU. XOTS PEUUAMBUPYIOIIMHA paK SUYHUKOB MOXKET
NOJABATECS NAbHEHIIEMY JICUEHHIO, TPAKTUYECKH BCE €r0 BHUABI B KOHEYHOM HMTOTE CTaHYT
YCTOHUYMBBIMU K JIOCTYITHBIM B HACTOsiIIee BpeMs criocobam yieueHus. HecMoTpst Ha HenaBHHE
IOCTH)KEHUs] B TEpaIluy, Takue KakK HCroib3oBaHMe HHruOutopo PARP nns maumeHTOB,
Hecymux BRCA wmum  gpyrme wMyrtaumm  romosiornyaoil  pekomOunammm — (HRD),
pacCIpOCTPAaHEHHBbIH pak SHUYHUKOB OCTaeTcss OOJIE3HBIO C BBICOKOW HEYAOBJIETBOPEHHOU
OTPeOHOCTBIO.

[0007] [laHHBIE CBHUAETENBCTBYIOT O TOM, YTO Pak SIMYHUKOB IOANAETCS HEKOTOPBHIM
¢opmam mmmyHoTepanuu (Kandalaft et al., J. Clin. Oncol., 29:925-933, 2011). Hanpuwmep,
NAllMeHTBl C PAaKOM SIMYHUKOB, OINYXOJU KOTOPBIX OBUIM  TOJOXUTENbHBIMU 10
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o0Imyr0 BBDKHBAEMOCTb W BBDKHBAEMOCTb 0O€3 IPOrPEeCCHpPOBAHUS, YeM IaLUeHThl 0e3
MHTpasnuTenanbHoi napuisTpaun CD8™ T-mumdonuros (Hamanishi et al., PNAS, 104:3360-
65, 2007; u Zhang et al., N. Engl. J. Med., 348:203-213, 2003). bonee TOro, y HeKOTOpBIX
NAIIMEHTOB MPOSBJISETCS CIIOHTAHHBIH MMMYHHBI OTBET HAa OIYXOJM, YTO HOATBEPIKIAETCS
OOHapy>keHHEeM ONyXOJEePEaKTHBHbIX T-KJIETOK W AHTUTEN B KPOBH, ONMYyXOJM WU acCLUTE Y
MALMEeHTOB ¢ 3amylieHHbIM 3a0oneBanueM (Schliengar et al., Clin Cancer Res, 9:1517-1527,
2003). bnokama mytu KOHTpoJdbHbIX Todek PD-1/PD-L1 npomemoHCTpupoOBaja HEKOTOPBIE
NPEeUMYILIeCTBa MPH pake SUYHUKOB, Onokana PD-1 B MoHOTepanuu npusesia K 4acToTe 00IIero
oreera (HOO) mpumepno 10-15% B kimHHUecKuX uccienoBanusx paHHux (as (Hamanishi et
al., Beime). OTHAKO OTHOM TOJIBKO OJIOKAIbI STOTO MyTH SIBHO HEZOCTATOYHO.

[0008] BBuny BbICOKOI HEyOOBIETBOPEHHOU MOTpeOHOCTH B 3()(HEKTHUBHBIX Criocodax
JEYSHHsT paka SUYHUKOB, MOXKET OBITh IIOJIE3HO, KAaK IIOKAa3aHO B JAHHOM JOKYMEHTE,
KOMOMHHUpOBATh JIeU€HHEe C areHToM i ycuwieHus ¢yakuum  T-knerok  (Hampumep,
uHruouropom PD-1, Takum kak aHtHTeno mporus PD-1) BMecTe ¢ areHTOM MPOTHUB LEJIEBOTO
anturena (Oucneunduveckoe antureno nporus MUC16/CD3).

KPATKOE OITIUCAHHUE CYINIHOCTH U30BPETEHUS

[0009] B cooTBercTBUU C ONpeneNeHHbIMU BapUaHTAMHU OCYLIECTBJIEHUS B HACTOSALIEM
U300pETEHNH TPEUIOKEHbl CIMOCOOBI JIEUEHHsI, CHIDKEHHUs! TNPOSBIEHHUS IO MEHbIIEH Mepe
OJHOTO CHMIITOMA WM TOKAa3aHWS WM WHTUOMPOBAHUS pOCTA  3JIOKAUYECTBEHHOTO
HOBOOOpa3zoBaHus y cyObekTa. CrocoObl COMIaCHO 3TOMY AacIeKTy H300pEeTEeHHUs! BKIIIOYAIOT
BBEJICHUE TepaneBTHUeCKH  d(pdexTuBHOrO KOJIMY€eCTBa aHTHUTENa WIH ero
AHTUIeHCBA3BIBAIOINETO  (parMeHTa, KOTOpoe crenuduyeckn CBs3bIBaeTC € OEIKOM
3arnporpaMMHUpoBaHHOl kierouHoit rubemun 1 (PD-1), B koMOMHanuu C TepameBTHUECKH
5(pQPEKTUBHBIM  KOJMYECTBOM  OHUCIElM(pUIECKOro aHTHTENa, KOTOpoe  CrerupUuYecKu
csizbiBaercsi ¢ MUC16 u CD3, cyOBekTy, Hy>KIAOIEMYCsl B 3TOM.

[0010] B HekoTOpbIX BapWaHTax OCYLIECTBIEHHsS HACTOSIIErO  H300peTeHHs
NPEAJIOKEHBI CIIOCOOBI JICUSHHSI, CHIDKEHUS TPOSIBJICHHSI 10 MEHbIIEH Mepe OJHOTO CHUMIITOMA
WY TIOKA3aHMsI WJIM MHTUOUPOBAHUS POCTA 3JI0KAYECTBEHHOTO HOBOOOpa3oBaHus y CyObekTa. B
HEKOTOPBIX BApUAHTAX OCYLIECTBJIEHHS HACTOALIET0 HM300pETeHUs MPEIJIOKEHBl CIIOCOOBI
3aJIeP’KKH POCTA OIMYXOJU WM MPENOTBpALIeH s peruauBa omyxoun. CrocoObl B COOTBETCTBHU
C 3TUM H JPYTUMH aCTIEKTaMH U300pETeHHs BKIFOYAIOT MOCIEIOBATEIbHOE BBEIEHUE OTHOM HMITH
Obonee  nmo3  TepameBTHYeCKH  S(P(PEKTUBHOrO  KONMMYECTBA  AHTUTENA WA €ro
AHTUTeHCBS3BIBAIOIIETO (parMeHTa, KoTopoe crnernuduuecku cBssbiBaercss ¢ PD-1, B
KOMOWHALMM C OXHOW WM Oojiee 103aMH  TepaneBTHUeCKd 3(PQPEKTUBHOTO KOJIUYECTBA
oucniermduueckoro aHtuTena, kKoropoe crenuduuecku cpszpBaercs ¢ MUCI6 u CD3, vy
cyObekTa, Hyxparomerocss B 5toM. [0011] B onmHOM acmekrte HacToOSIIEro u300peTeHHs
NPEIJIOKEH Croco0 JIeYeHUs WM MHTHOMPOBAHMS POCTA OMYXOJHM, BKJIIOYAIOIINN BBEACHUE
CyOBeKTy, HY)XOAOIIEeMyCs B 3TOM, (a) TepaneBTHUECKH 3(PPEKTUBHOrO KOJIUYECTBA AHTHTENA
WIM €ro aHTHIEHCBS3BIBAIOLIETr0 (parMeHTa, KOTOpoe crenuduyecku CBA3BIBAET OeNoK

3anporpaMMHUpoBaHHON kierouHoi rubenu 1 (PD-1); u (b) TepaneBTnuecku 3¢¢dekTuBHOrO



KOJIM4eCTBA OMCIIEU(PHUECKOr0 aHTUTENA, COAEPIKALIETO NMEPBOE aHTUIE€HCBSI3bIBAOLIEE TIEYO,
kotopoe crneundudecku caszpiaeT MUC16, 1 BTOpOE aHTUTEHCBS3bIBAIOLIEE IUIEUO, KOTOPOE
cneunguyecku cpsspiaer CD3. B Hekoropbix ciydasx anTtureno nporus PD-1 BBomaT 1o,
OJTHOBPEMEHHO MJIH Tocye Oucreruduueckoro aHTUTeNaa. B HEKOTOPBIX Ciydasx aHTUTENO
npotuB PD-1 BBoxmaT mepen OucnenuduyeckuM aHTUTEIOM. B HEKOTOPBIX Clydasx aHTUTEIO
npotuB PD-1 BBomaT 3a mo MeHblneil mepe 1 Hememo no Oucnenuduueckoro anturena. B
HEKOTOPBIX Cly4asx OAHy win Oonee 103 anturena npotus PD-1 BBomaT B komMOmHaumm ¢
OnHON wnu Ooyiee n03amMu OuCIEU(PUIECKOr0 aHTHUTeJa. B HEKOTOPBIX Clydasx aHTHTEJO
npotus PD-1 BBomsT B mo3e ot 0,1 mr/kr no 20 mr/kr maccel Tena cyObekTa. B HEKOTOpBIX
ciaydasx kaxpaas aosa aHturena npotuB PD-1 cocrasiaser or 10 no 8000 mkr. B HexkoTOphIX
cnydasx Oucnernuduueckoe aHTUTENO BBOAAT B ao3e oT 0,1 mr/kr mo 20 Mr/kr maccel Tena
cyObekTa. B HEKOTOPBIX ciydasx Kakaas no3a Oucnernuduyeckoro aHTuTena coctasisieT ot 10
10 8000 mkr. B HEKOTOpPBIX Cilydasix Kaxnaas no3a anturena nporus PD-1 Beogutcs gepes 0,5-
12 Henmenp MOCIE HEMOCPENCTBEHHO MPEAIIECTBYIOLIEH M03bl. B HEKOTOPBIX Cilydasx KaKIyro
no3y Oucnenmndudeckoro anturena BBOIAT depes 0,5-12 Hemenb mociie HEMOCPENCTBEHHO
NpEeAIeCTBYIOIIEeH A03bl. B pasnuuHBIX BapuaHTaX OCYIIECTBIEHHsS AHTUTENA BBOIST
BHYTPHUBEHHO, IOJKOKHO WJIM BHYTPUOPIOIINHHO.

[0012] B HexkoTOpBIX BapHaHTaxX OCYLIECTBJIEHHUS OIMyXOJb BKJIIOYAET PaK SMUYHUKOB. B
HEKOTOPBIX ~ BapMaHTax  OCYINECTBJICHUS CYOBEKT  SBJISETCS  PE3UCTEHTHBIM, HMMEEeT
HEIOCTATOYHBIN OTBET Ha MPEILIECTBYIOMYIO TEPANNIO WIK UMEET PELIUINB TIOCIIE Hee.

[0013] B HEkOTOpBIX Ciydasx CIOCOO MOMOJHUTENBHO BKIIIOYAET BBEACHHE CYOBEKTY
TPETbEro TEPANeBTHUYECKOI'O areHTa WM Tepanuu. B HEKOTOphIX BapHaHTaX OCYIIECTBJIEHUS
TPEeTUH TepameBTUYECKHH areHT WIM Tepamusl BbIOpaHbl U3 TPYMIbL, COCTOALIEH W3 JIy4eBOH
TepaIny, XUPYypPruieckoro BMEIaTeNbCTBa, XUMUOTEPAIIEeBTUUECKOr0 areHTa, IMpOTHBOPAKOBOMH
BakUMHbI, nHrHOuTopa PD-L1, narnburopa LAG-3, uaru6uropa CTLA-4, uaruduropa TIM3,
unruouropa BTLA, wunruburopa TIGIT, unruburopa CD47, unruburopa uHAONAMUH-2,3-
muokcurenasnl (IDO), antaronucra ¢akropa pocra sHgorenus cocynoB (OPOC), unrudburopa
aHruonostuHa-2 (Ang2), maruburopa tpanchopmupyromero ¢akropa pocra Oera (TDOP-B),
UHTHOUTOpa  peuentopa snuaepManbHoro  ¢akropa pocra (PO®P), antutena «
onyxoJjiecieu(pUIecKOMy aHTHreHy, BakiuHbl Oaumun Kagpmerrta-I'epeHa, rpaHyionuTapHo-
MakpodarajibHOrO KOJIOHHECTUMYJIUPYIOIIEro (akTopa, MUTOTOKCHHA, HHIHOUTOpA perenTopa
untepneiikuHa-6 (MJI-6R), naruduropa peuenropa unrepneiikuna-4 (IL-4R), narnduropa NJI-
10, WJ-2, WJI-7, WJ-21, MWJI-15, xoHbIOrata aHTUTEJIO-JEKAPCTBEHHOE CPEICTBO,
NPOTHBOBOCTIAJIUTENBHOTO JIEKAPCTBEHHOTO CPEACTBA, U OMOJIOTHUECKH aKTUBHOW NOOABKU K
THIIE.

[0014] B HexkoTOpBIX BapHaHTAaxX OCYLIECTBJEHUs aHTUTENO mnpoTuB PD-1 wmnm ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT COAEPIKUT ONpEeAesSIoINe KOMIIEMEHTapHOCTh 00JacTu
Tsoxenor nenu (HCDR1, HCDR2 u HCDR3) BapuaGenbHoit obnactu tsprenoit nenu (HCVR),
cofieprkallell aMUHOKHUCIOTHYI0 nocnenosarenbHocTs SEQ ID NO: 33, u Tpu onpenenstoiiue

komruiemeHTapHocth obnmactu nerkod nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHOI



obnactu nerkoit neru (LCVR), conepskaieii aMUHOKHCIOTHYIO mocienoBarebHocTh SEQ 1D
NO: 34. B mexotopeix ciaydasx HCDR1 conep:ut aMUHOKUCIOTHYIO MOciaenoBarebHOCTh SEQ
ID NO: 35; HCDR2 copep>uUT aMHUHOKHUCIOTHYHO mociaenoaTenbHocTh SEQ ID NO: 36;
HCDR3 conepxxutr amuHokuc0THYHO nocnenosatenbHocTs SEQ ID NO: 37; LCDR1 conepkut
aMUHOKHUCJIOTHYIO nocaenoBaTenbHOcTh SEQ ID NO: 38; LCDR2 conepXUT aMUHOKHCIOTHYIO
nocienosarenbHocth  SEQ  ID NO: 39; u  LCDR3  comepkur aMHHOKHCIIOTHYIO
nocnenosarenbHocTe  SEQ  ID NO: 40, B Hekoropeix cnyuasx HCVR  comepkut
aMUHOKHUCJIOTHYIO nocienoBarenbHocTh SEQ ID NO: 33, a LCVR comepXuT aMUHOKUCIIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 34, B HeKOTOpBhIX BapHaHTaX OCYILIECTBJIEHUS AHTUTEIO
npotus PD-1 copepxut Tskenyro Lienb, COAEPKAIY) AMUHOKHCIOTHYIO NOCIEN0BATENbHOCTD
SEQ ID NO: 41, u nerkyro uemnb, COASPKaIIyI0 aMUHOKHUCIOTHYIO TocsienoBaTenbHOCTh SEQ ID
NO: 42.

[0015] B HekoTOpBIX BapuaHTaxX OCYIIECTBJCHUS MEPBOE AHTUTCHCBS3BIBAIOLIEE ILIEHO
oucnermduueckoro antutena conepkut Tpu CDR Tsxenoii nermn (A-HCDR1, A-HCDR2 u A-
HCDR3) Bapuabenbhoit obmactu Tskenoi neru (A-HCVR), conmepskaimneli aMUHOKHCIIOTHYEO
nociaenosarenbHocTh SEQ ID NO: 1, u Tpu CDR nerkoii nermn (A-LCDR1, A-LCDR2 u A-
LCDR3) Bapuabenbnoii obmactu jerkodi uernu (A-LCVR), comepkameli aMHHOKHCIIOTHYEO
nocnenosatenbHocTe SEQ ID NO: 2. B Hekoropeix cayudasx A-HCDRI1 copepxut
aMUHOKHCIIOTHYI0 — mocnefoBatenbHocth  SEQ ID NO: 8; A-HCDR2  copmepxur
aMUHOKMCIIOTHYI0 — mocnenoBatenbHocTh  SEQ ID NO: 9; A-HCDR3  conmeput
aMUHOKMCJIOTHYI0 — mocienoBarenbHocTe  SEQ ID NO: 10; A-LCDRI1  conmepxkut
aMUHOKMCJIOTHYI0 — mocienoBaresbHocTh  SEQ ID NO: 11; A-LCDR2  copepxkut
aMUHOKHUCJIOTHYKO mnocienosatenbHocTb SEQ ID NO: 12, u  A-LCDR3  copepxut
aMHHOKHUCIOTHYIO0 mnocnenoBatenpHocTh SEQ ID NO: 13. B nHexoropeix ciyuasx A-HCVR
COIEP’KUT aMHMHOKHCIOTHYIO mnocienoarenbHoctb SEQ ID NO: 1, a A-LCVR cogpepxur
aMUHOKHCJIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 2.

[0016] B HexoTOpBIX BapuaHTaX OCYLIECTBJIEHUS BTOPOE AHTUIE€HCBS3BIBAIOLIEE TLICYO
oucnerpduueckoro antutena conepkut Tpu CDR Tsoxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) BapuabenbHoit obmactu Tspkenol nenu (B-HCVR), comepskalineii aMHHOKHCIOTHYEO
MOCJIEIOBATEIBHOCTD, BEIOpaHHYIO U3 rpymibl, coctosmeii u3 SEQ ID NO: 3,4, 5, 6 u 7, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoit 00acTH JIETKOW IeH
(B-LCVR), conepkareit aMuHOKHCIOTHYIO nocnenoBareapbHocTh SEQ ID NO: 2. B HexoTopbIxX
cnydasix B-HCDR1, B-HCDR2 u B-HCDR3 copepkaT, COOTBETCTBEHHO, aMHHOKHCJIOTHBIE
TIOCJIEIOBATEIBHOCTH, BbIOpaHHbIE U3 rpymibl, cocrosimei u3 SEQ ID NO: 14-15-16, 17-18-19,
20-21-22, 23-24-25 wu 26-27-28;, u B-LCDR1, B-LCDR2 wu B-LCDR3 conepxar,
COOTBETCTBEHHO, aMUHOKHUCIIOTHBIE nocaenoBaTenbHocTy SEQ ID NO: 11-12-13. B HekoTOpbIX
cnydasix B-HCVR conepUT aMHHOKUCIOTHYIO MMOCJIEA0BATENbHOCTD, BBIOPAHHYIO U3 T'PYIIIIbI,
cocrosimer u3 SEQ ID NO: 3, 4, 5, 6 u 7, a B-LCVR congepXuT aMHHOKHCJIOTHYIO
nocaenoBareabHOCTh SEQ ID NO: 2.

[0017] B HexOTOpBIX BapuaHTaX OCYILIECTBJIEHUS] BTOPOE AHTUIE€HCBSA3BIBAIOLIEE IJIEHO



oucnermduueckoro anrutena coxepxut Tpu CDR Tsxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obmactu Tspkenod nenu (B-HCVR), comepskalineii aMHHOKHCIOTHYIO
nocaenosarenbHocTh SEQ ID NO: 3, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbnoii obnactu jnerkoii nenu (B-LCVR), comeprkameli aMHHOKHCIOTHYIO
nocnepoBarenbHocTh SEQ ID NO: 2.

[0018] B HexoTOpBIX BapHaHTax OCYIIECTBJIEHUS BTOPOE aHTHUI'€HCBS3BIBAIOIIEE ILIEUO
Oucneunduueckoro anrutena cogepxxut tpu CDR Tspxenoii nenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obmactu Tspkenoi nenu (B-HCVR), comepskalieii aMUHOKHCIOTHYHO
nocienosarenbHocTb SEQ ID NO: 4, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbhoii obnactu jnerkoi mnenu (B-LCVR), comepkameli aMHHOKHCIOTHYEO
nocaenoBarenbHoCcTh SEQ ID NO: 2.

[0019] B HexoTOpBIX BapuaHTaX OCYLIECTBJICHUS BTOPOE AHTUIEHCBS3BIBAIOLIEE TLICHO
oucnermduueckoro antutena coxepkut Tpu CDR Tsxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obmactu Tspkenod nenu (B-HCVR), comepskalneii aMUHOKHCIOTHYEO
nocienosarenbHocTh SEQ ID NO: 5, u tpu CDR nerkoii nenn (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbhoii obnactu jnerkoii nemu (B-LCVR), comepkammeli aMHHOKHCIOTHYEO
nocaenoBarenbHoCcTh SEQ ID NO: 2.

[0020] B HEexoTOpBIX BapuaHTaX OCYIIECTBJICEHUS BTOPOE AHTUIEHCBS3BIBAIOLIEE TIEHO
oucnermduueckoro anrutena coxepxut Tpu CDR Tsxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obmactu Tspkenod nenu (B-HCVR), comepskalneii aMHHOKHCIOTHYIO
nocnenosaTenbHOCTh SEQ ID NO: 6, u tpu CDR nerxoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbnoii obnactu jnerkoii nenu (B-LCVR), comeprxameli aMHHOKHCIOTHYIO
nocaeaoBarenbHocTh SEQ ID NO: 2.

[0021] B HEekoTOpBIX BapHaHTaX OCYIIECTBJIEHUS BTOPOE aHTHUI'€HCBS3BIBAOIIEE ILIEUO
Oucneunduueckoro anrutena cogepxxut Tpu CDR Tspxenoii nenun (B-HCDR1, B-HCDR2 u B-
HCDR3) BapuabenbHoit obmactu Tspkenoi nenu (B-HCVR), comepskalieii aMUHOKHCIOTHYEO
nocienosarenbHocTb SEQ ID NO: 7, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbhoii obnactu jnerkoii mnenu (B-LCVR), comepkameli aMHHOKHCIOTHYEO
nocaenoBarenbHocTh SEQ ID NO: 2.

[0022] B HekoTOphIX BapuaHTax OCYLIECTBIEHMs] aHTUTeNO npotuB PD-1,
oucneuuduyecKkoe aHTHUTENO, WM 00a COIAep:KaT KOHCTAHTHYK OOJIACTh TSIKENON Ienu
yenoseueckoro IgG1 unu [gG4.

[0023] B npyrom acriekte B HACTOSIIEM M300PETEHUN MPEUIOKEH CIIOCO0 JICUSHUs WU
UHTUOMPOBAHHUST POCTA OIMYXOJIH, BKIOYAIOIINI BBEACHHE CYOBEKTY, HYKAAIOIIEMYCSl B 3TOM,
(a) TepameBTHYeckH 3((HEKTHBHOTO KOJIMYECTBA AHTUTENA FJIM €r0 aHTUTCHCBSI3bIBAIOIIETO
¢parmenTta, koTopoe cnenu(puyUecku CBs3bIBAET OEJNOK 3ampOrpaMMHPOBAHHON KJIETOYHOH
rudenmu 1 (PD-1); u (b) TepanmeBTHueckun >(QPeKTUBHOrO KOIMYECTBA OHCIEIUPUIECKOTO
aHTHUTENa, COAEpIKALIero IEepBOE€ AHTUICHCBS3BIBAIOINEE IUIEYO, KOTOpPOe CHenupuyIecKu
cszbiBaeT MUC16, 11 BTOpOE aHTUIeHCBS3bIBAIOLIIEE IJIEYO, KOTOPOE CHEU(UIECKH CBSI3bIBAET

CD3, mpu stom: (a) antureno mnpotuB PD-1 ero mnm aHTUreHCBA3BIBAIOLIMNA (parMeHT



COIEPKUT OIpeneNsirolIe KoMmieMeHTapHocTh odnactu Tspkenoit nern (HCDR1, HCDR2 u
HCDR3) BapuabenpHoii obmactu Tspkxenodt ueru (HCVR), comeprkameli aMHUHOKHCIOTHYIO
nocaenosarenbHocTh SEQ ID NO: 33, u Tpu onpenensromue KOMILUIEMEHTAPHOCTh 00JacTH
nerxkoit nenun (LCDRI1, LCDR2 u LCDR3) BapuaGenbHoii obnactu nerkoit nernu (LCVR),
comepskalel aMHUHOKUCIOTHYI0 mocienoBarenbHocte SEQ ID NO: 34; (b) mnepsoe
aHTUTEHCBsI3bIBaOLIee Iiedo Oncnenupuueckoro anrurena copepkut Tpu CDR Tspkenoi nenu
(A-HCDR1, A-HCDR2 u A-HCDR3) Bapuabenbhoii obnactu Ttsokenoin uenu (A-HCVR),
coneprkaliei aMMHOKHCJIOTHYIO nocienoBarenbHOCTh SEQ ID NO: 1, u tpu CDR nerkoit uenu
(A-LCDR1, A-LCDR2 u A-LCDR3) BapuabenbHol oOnactu nerkoir nemu (A-LCVR),
comepskallel aMUHOKUCIOTHYI mnocnenosarenbHocth SEQ ID NO: 2; wu (¢) BTOpOE
AHTUTeHCBs3BIBAKOLIEE MIeuo Oucnennduyeckoro anturena copep:kut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Tspxenon nenu (B-HCVR),
coneprkaliet aMMHOKUCIOTHY0 nochenosarenbHOCTh SEQ ID NO: 3, u tpu CDR nerkoii uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmnactu nerkoi unemu (B-LCVR),
coneprKkallel aMIHOKUCIIOTHYO nocienoBarenbHocTs SEQ ID NO: 2.

[0024] B HekoTOpBIX BapHaHTaX OCYLIECTBIIEHUs criocoda antuteno mpotuB PD-1 u
Oucrierppuueckoe  aHTUTENO, COOTBETCTBEHHO, coxmepkar creayromee: (a) HCDRI,
coneprKaIlyro aMUHOKHUCIOTHYI0 nocnenosatenbHocTs SEQ ID NO: 35; HCDR2, conepkaryro

aMUHOKHCIIOTHYI0 — mocyenoBarenbHocTh  SEQ ID  NO:  36;

2

HCDR3, copepxaiyro
aMUHOKHCJIOTHYI0 — mocienoBarenpHocts SEQ ID NO: 37

2

LCDRI1, cogpepxairyto
aMUHOKHCJIOTHYI0 — mocienoBarenpHocth  SEQ ID  NO:  38;

2

LCDR2, conepxainyo
aMUHOKHCJIOTHYI0 —mnocienoBarenbHocTh SEQ ID NO:  39;

2

u LCDR3, coapepxalryto
aMUHOKHUCJIOTHYIO mocnenosarenbHocTh SEQ ID NO: 40; (b) A-HCDRI, conepxainyio
aMUHOKHUCJIOTHYIO —mocyenoBarenpHocTs SEQ ID  NO: 8; A-HCDR2, conepxatryro
aMUHOKHUCJIOTHYKO mocyenoBarenpbHocTe SEQ ID NO: 9; A-HCDR3, conepxatryto
aMUHOKHCIIOTHYIO0 —mocienoBarenbHocTe SEQ 1D NO: 10;

2

A-LCDRI1, coxep:xaiyro
aMUHOKHCIIOTHYI0 —mocienosarenbHocth SEQ 1D NO: 11; A-LCDR2, coapepskamnyro
aMUHOKHCIIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 12; u A-LCDR3, cogpepxkarnyro
aMUHOKHUCJIOTHYO TocnenosatenbHOocTe SEQ ID NO: 13; u (¢) B-HCDRI, conepxamnyro

aMUHOKHCIIOTHYIO —mocaenoBarenbHocTe SEQ ID NO: 14,

2

B-HCDR2, copepxaiyro
aMUHOKHCIJIOTHYIO0 —mocienoBarenbHocts SEQ ID NO: 15;

2

B-HCDR3, copepxkamyro
aMUHOKHCIIOTHYI0 —mocienoBarenbHocTe SEQ ID NO:  16;

2

B-LCDRI, conepxkarmyto
aMUHOKHCIIOTHYI0 —mocheaosarenbHocTh  SEQ ID NO: 11; B-LCDR2, copepskarryro

aMUHOKHCIIOTHYIO0 mocienoBarenbHocte SEQ ID NO: 12;

2

u B-LCDR3, coapepxarryro
aMUHOKHCJIOTHYIO nocienoBatenbHocTh SEQ ID NO: 13.

[0025] B HekoTOpBIX BapHaHTax OCYIIECTBJICHHS CIIOcO0a TaHHOE aHTUTENO MPOTUB PD-
1 u Oucneuupuueckoe aHTUTENO, COOTBETCTBEHHO, coxmepkar cuenyromee:. (a) HCVR,
COJZIEPIKaLYI0 aMMHOKHUCIOTHYIO nocneaosarenbHocTs SEQ ID NO: 33, u LCVR, copepkainyro
aMUHOKHUCJIOTHYIO TocnenoBarenbHocTe SEQ ID NO: 34; (b) A-HCVR, conepsxkarryto

aMUHOKHCJIOTHYIO0 mnocienoBarenbHocTh SEQ ID NO: 1, u A-LCVR, coxpepxaiyro

2



aMUHOKUCJIOTHYIO TocnenoBareapHocTs SEQ ID NO: 2; u (¢) B-HCVR, conepsxkamryro

aMUHOKMCIIOTHYI0 mnocienoBarenbHOocTh SEQ ID NO: 3, u B-LCVR, copepxaryro

,
aMUHOKHCJIOTHYIO nocaeaosaTenbHocTs SEQ ID NO: 2.

[0026] B nHekoTOpbIX BapHaHTAax OCYIIECTBIEHHUs crocoda aHTuTeno mnpotuB PD-1
COZIEPIKUT TSKENYIO LIeTlb, COAEP KAy aMHUHOKHUCIOTHYHO nocnenosarenbHocts SEQ ID NO:
41, ¥ Nerkyrm Lemnb, COAepKalyI0 aMHHOKHCIOTHYIO mocienoBatenbHOCTs SEQ ID NO: 42;
NePBOE AHTUTCHCBSI3bIBAIOINEE TUIEYO OMCIIEU(PUUECKOr0 aHTUTENA COAEPIKUT TSHKEYIO LieTb,
CoIep KaIlyr0 aMHUHOKHUCIOTHYI mnocienoBareabHocTh SEQ ID NO: 29, u jerkyrm uemnsb,

CoIep Kallyrd aMHHOKHCJIOTHYH mnocnenoBatenbHocTh SEQ 1D NO:  30;

b

U BTOpOE
AHTUTCHCBS3BIBAIOIIEE IUIEYO OHCIeHU(PUYECKOTO AaHTUTENA COACPIKHUT TSDKEIYK —Lelb,
CONep KaIlyr0 aMHUHOKHUCIOTHYI mnocienoBareabHocTs SEQ ID NO: 31, u jerkywo uemnsb,
CoNlep KAl aMHHOKHUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 30.

[0027] B HexoTOpBIX BapHaHTAX OCYIIECTBIIEHUS CIIOCO0A OMyXOJjb MPEACTaBIsieT COOOM
paK SIMYHHKA.

[0028] B npyrom acriekte B HacTOSIIEM U300PETEHUHN TPEINIOKEH CIOCO0 JIeUeHUs WU
UHTUOMPOBAHHUST POCTA OIMYXOJIH, BKIOYAIOIINI BBEACHHE CYOBEKTY, HYKAAIOLIEMYCS B 3TOM,
(a) TepameBTHYecKkH 3((EKTHBHOIO KOJMYECTBA AHTUTENA WM €r0 aHTUTCHCBSI3BIBAIOIIETO
¢parmenTa, koTopoe crenu(puyUecKu CBs3bIBAET OE€JIOK 3ampOrpaMMHPOBAHHON KJIETOYHOM
rudenmu 1 (PD-1); u (b) TepanmeBTHueckun >(QPeKTUBHOrO KOIMYECTBA OHCIEIUPUIECKOTO
aHTHUTENa, COJEpPIKALIero IEepBOE€ AHTUTCHCBSA3BIBAIOINEE ILIEYO, KOTOpPOe CHeru(pUUecKu
csizbiBaeT MUC16, 11 BTOpOE aHTUIeHCBSI3bIBAIOLIIEE IJIEU0, KOTOPOE CHEU(UIECKH CBSI3bIBAET
CD3, mpu stom: (a) antureno mnpotuB PD-1 ero mnm aHTUreHCBA3BIBAIOLIMN (parMeHT
COIEPKUT OTpenessitole koMmrieMeHTapHocTh odnactu Tspkenoit uenu (HCDR1, HCDR2 u
HCDR3) BapuabenvHoii obmactu Tsokenod unenu (HCVR), comepskameii aMUHOKHCIOTHYEO
nocnenosarenbHocTh SEQ ID NO: 33, u Tpu ompezpessronie KOMILUIEMEHTAPHOCTh 00JacTh
aerkoit uenu (LCDRI1, LCDR2 u LCDR3) BapuaGenbhoii obnactu nerkoii nenu (LCVR),
coleprKaliell aMHHOKHMCJIOTHYIO —mocnenoBatenbHocth SEQ ID NO: 34; (b) mnepsoe
AHTHUTeHCBs3BIBAKOLIEE MIeuo Oucnennduyeckoro anturesna coupep:kut Tpu CDR Tspkenol nenu
(A-HCDR1, A-HCDR2 u A-HCDR3) Bapuabenbhoit oOnactu Ttsokenoi uenu (A-HCVR),
conepraieil aMMHOKUCIOTHYI0 nocieaosarenbHOCTh SEQ ID NO: 1, u tpu CDR nerkoit uenu
(A-LCDR1, A-LCDR2 u A-LCDR3) BapuabenpHoli oOmactu nerxkoi nemu (A-LCVR),
colep Kaliel aMHHOKUCIOTHYIO mnocienoBarenbHocTe SEQ ID NO: 2; u (c) Bropoe
AaHTHUTeHCBs3BIBAKOIIEE MIeuo Oucnennduyeckoro anturena copepkut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapua®ensnoii obmactu Tspxenon nenu (B-HCVR),
coneprkaliel aMMHOKHUCJIOTHY0 nocienosarebHOCTh SEQ ID NO: 7, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmactu nerxkoi unemu (B-LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBaTeabHocTh SEQ ID NO: 2.

[0029] B HekoTOphIX BapHaHTaX OCYLIECTBJIEHUs criocoda antuteno mpotusB PD-1 u
oucnenuduyueckoe aHTUTENO, COOTBETCTBEHHO, coaepxkar cienyromee: (a) HCDRI,

cozleprKallyr0 aMUHOKHUCIOTHYI0 nocienoBatenbHocTs SEQ ID NO: 35; HCDR2, conepkaryro



aMUHOKHCIIOTHYI0 — mocyenoBatenbHocTh  SEQ  ID NO: 36; HCDR3, conepxaryto

2

aMUHOKMCJIOTHYI0 — mocienoBarenpHocth  SEQ ID NO: 37, LCDRI, conepxainyio
aMUHOKMCIIOTHYI0 — mocienoBatenpHocth  SEQ ID NO: 38; LCDR2, conepxaiunyio
aMUHOKMCIIOTHYI0 mnocienoBarenbHocTh  SEQ ID NO: 39; u LCDR3, conpepxaryo
aMUHOKHUCJIOTHYIO mocienosarenbHocTh SEQ ID NO: 40; (b) A-HCDRI, conepxainyro
aMUHOKHUCJIOTHYKO mocyenoBarenpHocTs SEQ ID NO: 8; A-HCDR2, conepxatryro
aMUHOKHUCJIOTHYKO mocyenoBarenpHocTs  SEQ ID NO: 9; A-HCDR3, conepxatryro
aMUHOKHCIIOTHYIO —mocienosarenbHocTh SEQ 1D NO: 10; A-LCDRI1, coapepsxkarnyro

ID NO: 11, A-LCDR2, conepxaryio

aMUHOKHCIIOTHYIO0 mocienoBatenbHocTh SEQ ID NO: 12; m A-LCDR3, coapepkarnyro

AMUHOKHUCJIOTHYIO —TOcCienoBareqbHocTh  SEQ

aMUHOKHUCJIOTHYO TocnenosatenibHOocTe SEQ ID NO: 13; u (¢) B-HCDRI, conepxamryro
NO: 26; B-HCDR2, -cogepxaiyro
NO: 27, B-HCDR3, cogepxaiyro
NO: 28; B-LCDRI, coxepxamyo
NO: 11; B-LCDR2, coxepxamyto
aMUHOKHCIIOTHYIO0 mocnenoBarenpHocTe SEQ ID NO: 12

AMUHOKHCJIOTHYIO IOCJeoBaTeNbHOCTh  SEQ
AMUHOKHCJIOTHYIO IOcjefoBareabHocTh  SEQ

aMUHOKHUCJIOTHYIO mocienoBaTenbHocTh  SEQ

SHSHSHS

AMUHOKHUCJIOTHYIO —mocienoBaTenbHocTh  SEQ
; n B-LCDR3, cogepxaiyro
aMUHOKHCJIOTHYIO nocnenosatenbHocTe SEQ ID NO: 13.

[0030] B HekoTOphIX BapHaHTaX OCYLIECTBIIEHUs criocoda aHtuteno mpotuB PD-1 u
ducnenuduyuecKkoe aHTUTENO, COOTBETCTBEHHO, conep:xkar cienyrootee: (a) HCVR, conepskaryro
aMUHOKHCIIOTHYI0 —mnocienosaresbHocTh SEQ ID NO: 33, u LCVR, conepxaiyro
aMUHOKHUCJIOTHYIO TocnenoBarenbHocTs SEQ ID NO: 34; (b) A-HCVR, conepsxkarnyro
aMUHOKMCIIOTHYI0 mnocienoBarenbHocTh SEQ ID NO: 1, u A-LCVR, copepxatnyro
aMUHOKHUCJIOTHYIO TocnenoBarenpbHocTh SEQ ID NO: 2; u (c) B-HCVR, conepsxarryro
aMUHOKHUCJIOTHYKO TnocnenoBatenbHocTe SEQ ID NO: 7, u B-LCVR, comepxainyio
aMUHOKHCJIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 2.

[0031] B HekoTOpbIX BapHaHTAaX OCYIIECTBIEHHUS crocoda aHTuTeno mnpotuB PD-1
CONIEPIKUT TSKENYHO LIeTb, COAEPIKAIly0 aMHHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO:
41, u JEerKyr LeMb, COAEPKAIlyId aMHHOKHCJIOTHYH mnocienoBarenbHocTh SEQ ID NO: 42;
NEPBOC aHTUT'CHCBA3BIBAIOLICE IJICHIO 6I/ICH6LII/I(1)I/ILIGCKOFO AHTUTECIAa COACPKHUT TAXKCIIYHO LECIIb,
CONEepIKAIIY0 aMUHOKHUCIOTHYI mnocienoBareabHocTe SEQ ID NO: 29, u nerkyro nensb,

ConIep Kallyrd aMHHOKHCIOTHYH mnocnenoarenbHocTh SEQ 1D NO:  30;

b

U BTOpOE
AHTUTCHCBS3BIBAIOINEE IUIEYO OHCTIEHU(PUUECKOTO AaHTUTENA COAEPIKUT TSDKEIYI —Lelb,
CONepIKAIIYy0 aMUHOKHUCIOTHYI mnocienoBareabHocTe SEQ ID NO: 32, u jerkywm uemnsb,
CoNep KAy aMHHOKHUCIOTHYIO nocnenosareabHocts SEQ ID NO: 30.

[0032] B HexoTOpBIX BapHaHTAX OCYIIECTBIEHUS CrIOcoOa OMyxXoJb MPEACTaBIisieT OO0k
paK STMYHHKA.

[0033] B pasnu4HbIX BapHaHTaX OCYIIECTBJIEHHs JEOOOro M3 Coco0O0B, 00CYKIaeMbIX
BBILIE WIN B JAHHOM AOKyMeHTe, uupkynmupyromuii CA-125 B konnentpanuu 1o 10 kEx/min ve
NPENATCTBYET B 3HAYMTENBHOM CTENEHU IMPOTHBOOIMYXOJEBOH aKTUBHOCTU OHCIIELU(pUIECKOTO

aHTUTeNa. B pa3nuyHBIX BapraHTaX OCYIIECTBJICHHUS JIIOOOT0 U3 CIIOCOO0B, 00CYKIaeMbIX BbIIIE
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WIM B JAHHOM JTIOKYMEHTE, y CyOBeKTa TUAarHOCTHPOBAH PAK SIMUYHUKOB, U y CYOBEKTa YPOBHH
CA-125 B kpoBoroke coctaBisitoT 10 10 xkEn/min. B HEKOTOpBIX BapuaHTax OCYILIECTBICHUS
croco00B, O0CY’KIaeMbIX BBIII€ HJIM B JAHHOM JOKYMEHTE, CYObEKT HMMEEeT NOBBIIIEHHbIH
ypoBeHb CA-125 B CBIBOPOTKE I@epell HadajloM JiedeHus. B HEKOTOpbIX BapHUaHTax
OCYLIECTBJIEHHsI CIIOCOO0B, 00CYKIaeMbIX BbIIIE UM B JAaHHOM JOKYMEHTe, y cyOBbeKTa nepen
HayayoM JyiedeHus ypoBeHb CA-125 B cpiBOpoTKe OOJblle MM paBeH 2-KPaTHOMY BEPXHEMY
npeneny HopManbHbeIX ypoBHel CA-125 B ceiBoporke. Hekoropele BapuaHThl CriocoOOB,
00Cy»/1aeMbIX BbIIIE MJIH B JAHHOM JOKYMEHTE, BKJIHOYAaOT MOHUTOpHHI ypoBHer CA-125 B
CBIBOPOTKE, HAmMpUMep, Jisi OLeHKH 3(PpPeKTUBHOCTU JieueHus myTeM cpaBHeHUs1 ypoBHeil CA -
125 B CBIBOPOTKE B pa3MYHble MOMEHTHI BO BpeMs MJIH IOCHE JIEYeHUs C UCXOAHBIM YPOBHEM
CA-125 B cbIBOPOTKE Y KOHKPETHOIO MAaLMeHTa WK ¢ UCXOAHBIM ypoBHeM CA-125 B chIBOpOTKe
B COBOKYITHOM MOMYJISILUYU MallUeHTOB.

[0034] B HekoTOpBIX BapuaHTaxX OCYINECTBJIEHUS OOCY»KIaeMble B JAHHOM JOKYMEHTE
aHTHTENAa TIPUMEHSIIOTCS B ITPOU3BOJICTBE JISKAPCTBEHHOT'O CPENCTBA AJISl MPUMEHEHHUS B JIOOOM
U3 Croco0oB, OOCYKIaeMbIX BBIE MM B JAHHOM JOKYMEHTe. B HEKOTOpBhIX BapHaHTaX
OCYIIECTBIIEHHsT OOCy’KAaeMble B JAHHOM JIOKYMEHTE aHTHTENa MpeaHa3Ha4YeHbl IS
NPUMEHEHHUsT B MEAMLUHE WIM U JIeYeHHs 3JI0Ka4eCTBEHHOIO0 HOBOOOpAa30BaHUS, Kak
o0cy»kaeTcs BbIIIE MM B JAHHOM JTOKyMeHTe. Hanpumep, HacTosiIee Onucanne BKIFOYAET:

(A) Ilpumenenune  OucreqUPHUUECKOrO  AHTHTENA,  COAEPIKALIEro  IepBOe
AHTUTEHCBs3BbIBAOINEE IUIed0, KOoTopoe creuuduuecku cwsizbiBaer MUCI6, u  BTOpOE
AHTUTeHCBA3BIBAIOINEE IUIEHO, KoTopoe crernuduueckn cpsspiBaer CD3, B mpon3BoacTBe
JIEKApCTBEHHOT'O CPEACTBA JUIA JIEYEHUs WM WHTUOMPOBAHUS POCTA ONYXOJMH y CYOBEKTa,
HYKIAIOLErocsi B 3TOM, B KOMOMHALIMM C AHTUTEJIOM WM €ro aHTHICHCBS3bIBAIOIINM
¢dparmMeHTOM, KOTOpOe Ccrenn(pUUEecKH CBS3bIBACT OEJOK 3ampOrpaMMHPOBAHHON KJIETOYHON
rubenu 1 (PD-1);

(B) TlpumeHeHWe aHTUTENA WM €ro aHTUICHCBS3BIBAIOINEro (parmMeHra, KOTOPOE
cneun(pUIeckn CBs3bIBaeT O€JIOK 3amporpaMMHUpOBaHHON kierounow rudemn 1 (PD-1), B
NPOM3BOJICTBE JIEKAPCTBEHHOIO CPENCTBA JJIsl JICUSHHsI MJIH MHTMOMPOBAHUS POCTA OMYXOJH Y
CyOBbeKTa, HYXNAIOMErocss B JTOM, B KOMOWHAaIMH ¢ OucneruuyueckuM aHTHUTENIOM,
COIEp ALIUM TIEPBOE AHTUTCHCBS3BIBAIOINEE IUIEYO, KOTOPOE CHenu(pUIEeCKH CBSI3bIBAET
MUCI16, u BTopoe aHTUT€HCBS3BIBAIOIIEE TIIEUO0, KOTOpoe creruduyuecku cesizbiBaeT CD3;

(C)  IIpumenenwue oucnennuueckoro - aHTUTENA, conmepikaliero  TepBOe
AHTUTEHCBs3BbIBAOIIEE IUIed0, KOTopoe creuuduuecku cesizbiBaer MUCI6, u  BTOpOE
AHTUTeHCBS3BIBAIOIIEE IUIEHO, KOTOpoe crenuduueckn ces3piBaeTr CD3, B mpOM3BOICTBE
JIEKApCTBEHHOTO CPEACTBA JUIA JICYEHUs WM WHTUOMPOBAHUS POCTA OMYXOJMH y CYOBEKTa,
HY>KIAIOLIErocss B 3TOM, B KOMOWHAIMM C AQHTHTEJIOM WM €ro aHTUT€HCBS3bIBAIOIIUM
¢parmeHTOM, KOTOpOE€ Crenu(pHuyYecKu CBSI3bIBA€T OEJIOK 3ampOrpaMMHUPOBAHHON KJIETOYHOM
rubenmu 1 (PD-1), mpu stom: (1) antuteno mporuB PD-1 wmnm ero aHTUreHCBSA3BIBAOIIUI
(dbparMeHT COIEpPKUT OMNpenessoune KOMIUIeMeHTapHOCTh obnact Tspkenol nenu (HCDRI,

HCDR2 wu HCDR3) BapuabenpHoli oOnactu Tsokenoit wenu (HCVR), copepxxameit
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aMUHOKMCIIOTHYI0 —mocienosarenpHocTs SEQ ID NO: 33, u Tpu omnpeaensomue
kommuieMeHTapHocth obnmactu nerkod nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHOI
obnactu nerkoi ueru (LCVR), coneprkaimeii aMUHOKHUCIIOTHYIO rocienoBarebHocTh SEQ 1D
NO: 34; (i1) nepBoe aHTUTe€HCBs3bIBAOLIEE TIEHO OUCTIEU(PUUECKOrO aHTUTENA CONEPKUT TPU
CDR tsxenoii nermn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHO# 007aCTH TSDKENIOH
uenu (A-HCVR), comepxameii amuHOKuCIOTHYIO nocnenosarenbHocTh SEQ ID NO: 1, u Tpu
CDR nerkoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaGenbHol 00JacTH JIETKOH Lenu
(A-LCVR), conmepskareli aMHHOKUCIOTHYO niocienosarenbHoctb SEQ ID NO: 2; u (iii) Bropoe
AHTUTeHCBs3bIBaKOIIEE Mieuo Oucnennduyeckoro anturena cogepkut Tpu CDR Tspxenoi nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabenbnoii obmactu Tsoxenon nenu (B-HCVR),
conepraliet aMMHOKUCIOTHY0 nocienoBarenbHoCcTh SEQ ID NO: 3, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmnactu nerxoir uemu (B-LCVR),
coneprKalieil aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 2;

(D) IlpumeHeHWe aHTHTENa WJIM €ro aHTUICHCBA3BIBAIOIIErO (parMeHTa, KOTOpoe
cneun(UIecKn CBs3bIBaeT OEJIOK 3amporpaMMHUpOBaHHON kierouHod rudemn 1 (PD-1), B
NPOM3BOJICTBE JIEKAPCTBEHHOTO CPENCTBA JJIsl JICUEHUS] WJIM MHTHOMPOBAHHS POCTA OMYXOJHU Y
CyOBeKTa, HYXNAIOIErocs B OTOM, B KOMOMHAIMM ¢ OucnenuuyuecKuM aHTUTENIOM,
COZEpIKALINM TIEPBOE AHTUTCHCBS3BIBAIOINEE IUIEYO, KOTOPOE CHenu(pUYECKH CBSI3bIBAET
MUCI16, 1 BTOpoe aHTUT'€HCBSA3BIBAIOIIEE IJIEU0, KOTOpoe crienndudecku casbiBaer CD3, mpu
stoM: (1) aHTtHreno mnporuB PD-1 wunm ero aHTUreHCBA3BIBAIOIIMN (PPArMEHT COAEPIKUT
ornpenensomue KomreMenTapHocts obmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHOW obOmactu Tsokenod memu  (HCVR),  comepkamneit  aMUHOKHCJIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 33, u Tpex onpeaesstolix KOMIUIEMEHTapHOCTh obJacTei
aerkoit uenu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obiactu nerkoii nenu (LCVR),
coleprKaliel aMHHOKUCIOTHYIO —mocnenoBarenbHOocTh SEQ ID NO: 34; (ii) mnepsoe
AHTUTeHCBs3bIBAKOIIEE Mieuo Oucnennduyeckoro anturena cogepxut Tpu CDR Tspxenoit nenu
(A-HCDR1, A-HCDR2 u A-HCDR3) Bapuabenbhoii oOnactu Ttsokenoin uenu (A-HCVR),
conepraliet aMMHOKHCIOTHY0 nocienoBarenbHOCcTh SEQ ID NO: 1, u tpu CDR nerkoit uenu
(A-LCDR1, A-LCDR2 u A-LCDR3) BapuabenpHoli oOnactu nerkoir nemu (A-LCVR),
colepskaliedl aMHUHOKHCIOTHYK mocnenoBareapHocth SEQ ID NO: 2; wu (iii) BTOpOE
AHTUTeHCBS3BIBAKOLIEE MIeuo Oucnennduyeckoro anturena copep:kut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Tspxenonn nenu (B-HCVR),
coneprkaliet aMuHOKHCIOTHY0 nocienoBatenbHocTh SEQ ID NO: 3, u tpu CDR nerkoii nenu
(B-LCDR1, B-LCDR2 u B-LCDR3) BapuaGenpHoii obmactu nerxoir unemu (B-LCVR),
coneprKalleil aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 2;

(E) Ilpumenenune  OucreugpuUecKoro  aHTUTENA, cCoZiepsKallero  InepBoe
AHTUTEHCBs3bIBAOIIEE IUIedo, KoTopoe crnenuduuecku cwsizbiBaer MUCI16, u BTOpOE
AHTUTeHCBSA3BIBAIOIIEE IUIEHO, KoTopoe crenuduueckn ces3piBaer CD3, B mpOW3BOICTBE
JIEKApCTBEHHOTO CPEACTBA JUIA JIEYEHUs WM WHTUOMPOBAHUS POCTA ONYXOJMH y CYOBEKTa,

Hy>XXgaromeroca B 39TOM, B KOM6I/IHaLII/II/I C AHTUTECJIOM MHJIH €ro aHTUI'CHCBA3BIBAIOIIHNM
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¢parmeHTOM, KOTOpOEe Crenu(pHuyUecKu CBSI3bIBA€T OEJOK 3arpOrpaMMHUPOBAHHOW KJIETOYHOM
rudenmu 1 (PD-1), mpu stom: (1) antuteno mporuB PD-1 wmnm ero aHTUreHCBSA3BIBAOIIUI
(dbparMeHT COIEpPKUT OINpenessIoNUne KOMIUIEMeHTapHOCTh o0actu Tspkenon nenu (HCDRI,
HCDR2 wu HCDR3) BapuabenpHoli oOnactu Tsokenoit wenu (HCVR), copep:xameit
aMUHOKMCIIOTHYI0 —mnocnenosatenpHocTe SEQ ID NO: 33, u Tpu omnpeaensoiue
KomIuieMeHTapHocTh obmactu serkoit nernu (LCDRI1, LCDR2 u LCDR3) BapuabenbHoi
obsnactu nerkoii nenu (LCVR), comepskaliueii aMUHOKHUCIOTHYIO nocienoBarenbHocTh SEQ ID
NO: 34; (i) mepBoe aHTUTI€HCBSI3bIBAOIIEE TUIEYO OUCTIEU(UUECKOrO aHTUTENA CONEPIKUT TPU
CDR Tsxenoii nenu (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHOil obnactu TsKenoN
uenu (A-HCVR), comep:kameii aMUHOKHCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 1, u Tpu
CDR nerxoit nerm (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOespHON 00JaCTH JIETKOH IeTnH
(A-LCVR), conmepskammeii aMHHOKUACIOTHYO nocienosarenbHoctb SEQ ID NO: 2; u (iii) Bropoe
AaHTUTeHCBs3BIBAIOIIEE MIeuo Oucnennduyeckoro anturena copepskut Tpu CDR Tspxenoi nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Tspxenon nenu (B-HCVR),
coneprkalie aMMHOKHCJIOTHY0 nocienosarenbHOCTh SEQ ID NO: 7, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 u B-LCDR3) BapuaGenpHoii obmactu nerxkoir unemu (B-LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTh SEQ ID NO: 2;

(F) IlpumeHenune aHTHUTENAa WIH €ro AaHTUIECHCBS3BIBAIOIIETO (PparMeHTa, KOTOpOe
cneun(UIecKkn CBA3bIBaeT O€JOK 3amporpaMMHUpOBaHHON kierounod rudemn 1 (PD-1), B
NPOM3BOJICTBE JIEKAPCTBEHHOIO CPENCTBA AJIS JICUEHHs MM MHTHOMPOBAHMS POCTa OMYXOJHU Y
CyOBeKTa, HYXNAIOIErocs B OTOM, B KOMOMHammu ¢ OucnenupuueckuM aHTUTENIOM,
COZIEpKALIM TIEPBOE AHTUTEHCBS3BIBAIOIEE IUIEYO, KOTOPOE CHenu(pUYeCKH CBSI3bIBAET
MUCI16, 1 BTOpoe aHTUT'€HCBA3BIBAIOLIIEE MU0, KOTopoe crnienndudecku ceasbviBaer CD3, npu
sToM: (1) aHtuteno mnpotuB PD-1 wmnm ero aHTUreHCBA3BIBAIOIIMHA (pPAarMeHT COAEPIKUT
onpenesouue KoMmmieMentTapHocts obnactu Tsokenod uenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHOW obmactu Tsokenod  menu  (HCVR),  comepskaineii  aMUHOKHCIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 33, u Tpex omnpenessiroiux KOMILIEMEHTAPHOCTh O0JlacTei
aerxkoit uenu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obiactu nerkoii nermu (LCVR),
cozepKaliell aMHHOKUCIOTHYIO —mocienoBarenpHocTe SEQ ID NO: 34; (i) mnepsoe
AHTUTeHCBs3BIBAKOIIEE MIeuo Oucnennduyeckoro anturena copepkut Tpu CDR Tspxenoi nenu
(A-HCDR1, A-HCDR2 u A-HCDR3) Bapuabenbhoit oOnactu Tsokenoi nenn (A-HCVR),
coneprkaliet aMuHOKHCIOTHY0 nocienoBarenbHOCTh SEQ ID NO: 1, u tpu CDR nerkoit uenu
(A-LCDR1, A-LCDR2 u A-LCDR3) BapuabenpHoli oOmactu nerkoir nemu (A-LCVR),
comeprKaliel aMUHOKHCIOTHYK mnocnenoarenpbHocTh SEQ ID NO: 2; u (iii) BTOpOE
aHTUTeHCBs3BIBAKOIIEE MIeuo Oucnennduyeckoro anturena copepkut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapua®ensnoii obmactu Tsoxenon nenu (B-HCVR),
coneprkalieil aMMHOKHUCIOTHY0 nocienosarenbHocTh SEQ ID NO: 7, u tpu CDR nerkoii nenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmnactu nerxoi uemu (B-LCVR),
conepkalleil aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 2;

(G) bucnenuduyeckoe aHTHUTENO, COAEpIKaIlee TMEePBOE AHTUTCHCBSI3bIBAIOIIEE ILIECYO,
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kotopoe cnenudpudeckn caszpiaeT MUC16, 1 BTOpoe aHTUIEHCBSI3bIBAIOLIEE IUIEYO, KOTOPOEe
cneunguyeckn cwszpiBaer CD3, i nmpuMeHeHHs B JIEYEHUU WM WHTUOMPOBAHUHU POCTA
ONMyXONMU Yy CyOBEKTa, HYKOAOIErocss B 3TOM, B KOMOMHALMKM C AHTUTEJNOM WIH €ro
AHTUTeHCBA3BIBAIOIIMM  (DparMEHTOM,  KOTOpoe  crneunpuyeckd  CBs3bIBaeT  Oelok
3anporpaMMHUPOBAaHHOM KieTouHoit rudenu 1 (PD-1);

(H) AnTHTeno wWiM €ro aHTUIeHCBS3BIBAIOIIMN (ParMEeHT, KOTOpOe Creu(puuecKu
CBsI3bIBAET OEJIOK 3amporpaMMUpOBaHHOH kierouHod rubemn 1 (PD-1), ans npumeHeHus B
JEYCHUH WJIM WHTUOMPOBAHMU POCTA OMYXOJU Yy CYOBEKTa, HYXKAAIOLIErocs B OSTOM, B
KOMOMHAaIMKU ¢ OucrnenudUUecKuM aHTUTENIOM, COIAEPIKALIUM TIePBOE AHTUTCHCBSI3bIBAIOLIEE
ie4o, kKotopoe crneuuduyuecku cBszbiBaeT MUC16, U BTOpOE aHTUTEHCBSI3bIBAKOINEE TLIEHO,
KoTOpoe crieruduyecku cpsizbiBaer CD3;

() bucneuuguueckoe aHTHUTENO, COAEpIKAINEe MEPBOE AHTUIEHCBSI3BIBAIOIIEE ILIEYO,
koTtopoe crneundudecku cas3piBaeT MUC16, 1 BTOpOE aHTUTEHCBSI3bIBAIOLIEE IUIEUO, KOTOPOE
cneunduyeckn cwsizbiBaeTr CD3, s nmpuMeHeHHs B JIEYEHUW WM WHTUOMPOBAHUHU POCTA
ONMyXONMu y CyOBeKTa, HYKHAOIIErocss B 3TOM, B KOMOWHAIIMM C AQHTHTEJIOM WJIH €ro
AHTUTCHCBS3BIBAIOIIMM  (PPAarMEHTOM,  KOTOpPO€  Crleuu(puYecKd  CBsS3bIBaeT  OENloK
3anporpaMMHUpPOBaHHON kierouHoi rudenn 1 (PD-1), mpu stom: (1) anTureno npotus PD-1 unn
€r0 aHTHUT€HCBSI3bIBAIOIIUI (PPArMEHT COAEPIKHUT OINPENeIONNe KOMITIEMEHTaAPHOCTh 00J1acTh
Tsoxenor nenu (HCDR1, HCDR2 u HCDR3) BapuaGenbhoit obnactu tspkenoit nenu (HCVR),
cofieprkallell aMUHOKHUCIOTHYI0 nocnenosarenbHocTs SEQ ID NO: 33, u Tpu onpenensoiiue
komruiemMeHTapHocth obnmactu serkod nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHOI
obnactu nerkoi uernu (LCVR), conepskaieii aMHHOKHCIIOTHYIO nocienosarenbHocTh SEQ 1D
NO: 34; (i1) nepBoe aHTUT€HCBs3bIBAIOLIEE TIEHO OUCTIENPUUECKOrO aHTUTENA CONEPKUT TPU
CDR tsxenoii nermn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHO# 007aCTH TSDKENIOH
uern (A-HCVR), comepkareit aMuHOKUCIOTHYIO nocienosarenbHoct SEQ ID NO: 1, u tpu
CDR gnerkoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaGenbHO 00JacTH JIETKOH Lemn
(A-LCVR), conepskarueli aMHHOKUCIOTHYO niocienosarenbHoctb SEQ ID NO: 2; u (iii) Bropoe
AHTUTeHCBs3bIBAKOIIEE Mieuo Oucnenuduueckoro anturena cogepkut Tpu CDR Tspxenoi nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabenbnoii obmactu Tspxenon nenu (B-HCVR),
coneprkaliet aMMHOKUCIOTHY0 nocienoBarenbHOCTh SEQ ID NO: 3, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenbHoii obmactu jerkoit uenu (B-LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 2;

(J) AHTHTENO WM €ro AHTHIeHCBS3BIBAIOLINKA (PparMeHT, KOTOpOoe Crenu(puuecKu
CBsI3bIBaET OEJIOK 3arporpaMMHpOBaHHOW kierouHoi rudemu 1 (PD-1), ana npumeHenus B
JEYSHNH WIM WHTUOMPOBAHWH POCTA OMNYXOJH Yy CYOBEKTa, HYXKAAKOLIErocs B 3TOM, B
KOMOMHAIMK ¢ OuCrnenuUUecKuM aHTUTENIOM, COAEPIKAIIUM IIEPBOE AHTUICHCBSI3bIBAIOLIEE
ie4o, kKoropoe crneuuduuecku cesazbiBaeT MUC16, U BTOpoe aHTUIE€HCBSI3bIBAIOIIEE ILIEYO,
kKoTopoe cnenupuyeckn cwsspiBaer CD3, mpu stom: (1) antureno mpotus PD-1 wmmu ero
AHTUTCHCBSA3BIBAIOIIMN (DparMeHT COAEPIKUT ONpeAessIoIINe KOMIUIEMEHTAPHOCTh OOJIACTH
Tsoxenor nenu (HCDR1, HCDR2 u HCDR3) BapuaGenbHoit obnactu tsprenoit nenu (HCVR),
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coieprkallell aMMHOKHUCIOTHYI0 nocnenosareabHocTs SEQ ID NO: 33, u Tpu omnpenenstoiiue
kommuieMeHTapHocth obnmactu nerkod nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHOI
obnactu nerkoit ueru (LCVR), conepskaieii aMHHOKHCIIOTHYIO rocienosarenbHocTh SEQ 1D
NO: 34; (i1) nepBoe aHTUTe€HCBs3bIBAOLIEE TIEHO OUCTIEU(PUUECKOrO aHTUTENA CONEPKUT TPU
CDR tsxenoii nemn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHO# 007aCTH TSDKENIOH
nenu (A-HCVR), copepxaieii amuHokucoTHYIO nocnenosarenbHocts SEQ ID NO: 1, u Ttpu
CDR nerkoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaGenbHol 00JacTH JIETKOH Lenu
(A-LCVR), conmepskarueli aMHHOKHUCIOTHYIO nocienoBareabHocTb SEQ ID NO: 2; u (iii) BTopoe
AHTUTeHCBs3bIBAKOLIEE MIeuo Oucnenuduyeckoro anturesna copep:xut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabenbnoii obmactu Tsoxenon nenu (B-HCVR),
conepraliei aMMHOKUCIOTHYI0 nocienoBarenbHOCTh SEQ ID NO: 3, u tpu CDR nerkoii uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmnactu nerxoir uemu (B-LCVR),
coneprKalieil aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 2;

(K) Bucnenududeckoe aHTHTENO, COAEpIKallee MePBOE AHTUTCHCBSI3bIBAKOIIEE ILIEYO,
kotopoe crneundudeckn cpsizpiBaeT MUC16, u BTropoe aHTUT€HCBS3bIBAIOIIEE TUIEHO, KOTOPOE
cneundudeckn cwszbiBaeTr CD3, i nmpUMeHeHHs B JIEYEHUU WM WHTUOMPOBAHUHU POCTA
ONMyXONMU Yy CyOBEeKTa, HYKOAOIIErocss B 3TOM, B KOMOMHALMM C AHTUTEJOM WIH €ro
AHTUTeHCBS3BIBAIOIIMM  (parMEHTOM,  KOTOpO€  Crelu(pUuUecKd  CBs3bIBaeT  OelloK
3anporpaMMHUpPOBaHHON kierouHoi rudenn 1 (PD-1), mpu stom: (1) anTureno npotus PD-1 unn
€r0 aHTHUTE€HCBSI3bIBAIOIINI (PPArMeHT COAEPIKHUT OINPEEAIONINe KOMIUIEMEHTAPHOCTb 00JIacTH
sokeson nenu (HCDR1, HCDR2 u HCDR3) BapuabenvHoit obnactu tspkenoi uenu (HCVR),
cofieprkallell aMUHOKHUCIOTHYI0 nocnenosarenbHocTs SEQ ID NO: 33, u Tpu onpenensroiiue
kKomIuieMeHTapHocTh obmactu serkoii nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHoM
obsactu nerkoii nenu (LCVR), comepskarueli aMUHOKUCIIOTHYIO mocienoBarenbHocts SEQ ID
NO: 34; (i1) mepBoe aHTUre€HCBSA3BIBAIOLIEE TUIEU0 ONCTIeNU(UUECKOro aHTUTENa COAEPIKUT TPH
CDR Tsxenoii nenu (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHOil obnacTu TsKeION
uenu (A-HCVR), comepkaineii aMuHOKUCIIOTHYIO nocienoarenbHoct SEQ ID NO: 1, u Tpu
CDR nerxoit uenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOespHOH 00JaCTH JIETKOH 1emH
(A-LCVR), conmepskameli aMHHOKUCIOTHYO nocienosarenbHoctb SEQ ID NO: 2; u (iii) Bropoe
AHTUTeHCBs3BIBAKOIIEE IIeuo Oucnennduyeckoro anturena copep:kut Tpu CDR Tspkenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Ttspkenoin nenu (B-HCVR),
coneprkaiet aMMHOKHUCIOTHYO nocienoBarenbHocTh SEQ ID NO: 7, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmactu nerxoir unemu (B-LCVR),
coneprKkallel aMIHOKUCIIOTHYO nocienoBarenbHocTh SEQ ID NO: 2; u

(L) AHTHTENO WMIM €ro aHTHIeHCBS3BIBAIOLINA (PparMeHT, KOTOpPOe CHeru(pHIecKu
CBsI3bIBaE€T OEJIOK 3arporpaMMHpOBaHHON kierouHoi rudemu 1 (PD-1), ana nmpumeHenus B
JEYEeHNH WIM WHTUOMPOBAHWU POCTA ONYXONU Y CYyOBEKTa, HYXXIAIOLIErocs B 3TOM, B
KOMOMHAIMU ¢ OuCrenupUUecKuM aHTUTENOM, COAEpKAIlUM MEePBOE AHTUTCHCBS3BIBAIOIIEE
ieuo, koropoe crenududecku ceszbiBaeT MUC16, n BTopoe aHTHUI€HCBS3BIBAIOINEE ILJIEHO,

kKoTopoe cnenupudeckn cpsspiBaer CD3, mpu srtom: (1) antuteno mporuB PD-1 ummum ero
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AHTUTeHCBSA3BIBAIOIINN (DparMeHT COAEPIKUT OMNPEAENSIOINe KOMIUIEMEHTAPHOCTh 00JacTh
Tspxenor nenu (HCDR1, HCDR2 u HCDR3) BapuaGenbHoit obnactu tspkenoit uenu (HCVR),
cofieprkallell aMUHOKHUCIOTHYH0 nocnenosarenbHocTs SEQ ID NO: 33, u Tpu onpenensroiiue
komruiemMeHTapHocth obnmactu nerkod nenu (LCDR1, LCDR2 u LCDR3) BapuabenbHOI
obnactu nerkoi uernu (LCVR), coneprkaimeii aMUHOKHCIIOTHYIO nocienosarenbHocTh SEQ 1D
NO: 34; (i) mepBoe aHTUIE€HCBA3BIBAKOLIEE MJIEYO ONCTIeNU(PUUECKOr0 aHTUTENA COAEPKUT TPH
CDR tspxenoii nern (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHO# 00JaCTH TSIKENOM
uenu (A-HCVR), comepskaineii aMUHOKUCIOTHYIO nocnenoBareabHocTh SEQ ID NO: 1, u Tpu
CDR nerkoit nemu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaGenbHOl 00JacTH JIETKOH Liemn
(A-LCVR), conmepskameli aMHHOKUCIOTHYO nocienosarenbHoctb SEQ ID NO: 2; u (iii) Bropoe
AaHTUTeHCBs3bIBAIONIEE MIeuo Oucnennduyeckoro anturena cogepkut Tpu CDR Tspxenoit nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Tspxenon nenu (B-HCVR),
coneprkaliet aMuHOKHUCIOTHY0 nocienoBarenbHocTh SEQ ID NO: 7, u tpu CDR nerkoit uenu
(B-LCDR1, B-LCDR2 wu B-LCDR3) BapuaGenpHoii obmnactu nerkoi unemu (B-LCVR),
coiepskallell aMMHOKUCIOTHYI0 nocneaosarenbHocTh SEQ ID NO: 2. [0035] [dpyrue BapuaHThI
OCYIIECTBIIEHHS] HACTOSIILEr0 H300pEeTEeHUs] CTaHYT OYEBHAHBIMH M3 0030pa MOCIEAYIOLIEro
MOPOOHOTO OMUCAHWSI.

KPATKOE OITIUCAHUE 'PAOHUYECKUX MATEPHAJIOB

[0036] Ha ®ur. 1 nokazaHo CBSI3bIBAHUE Pa3UYHBIX KOHLUEeHTpauui anTu-MUC16 kjioHa
3A5 u BSMUC16/CD3-001 ¢ CA125 no nanusiM n3mepenust UPA (onmucannoro B [Ipumepe 2 B
narnHoM nokymeHnte). BSMUC16/CD3-001 u ero ucxognoe antureno MUC16 neMOHCTpUpPYIOT
3aMETHO CHIDKEHHBIM CHTHAJI CBSI3bIBAHUS IIPH BCEX MPOTECTUPOBAHHBIX KOHIEHTPALMUAX IO
cpaBHeHHUIO ¢ KIOHOM 3AS antu-MUC16, KOTOpPBIi CBSA3bIBAETCS C MOBTOPSIIOIIEICS 00NaCcThIO
MUC16. [0037] Ha ®ur. 2 nokas3aHbl KpUBbIE CPEAHETO POCTA OMYyXOJIU JJIsl TPYIIT MBILIeH (110
5 Ha rpynny), nonydaBmux CD3-cBs3bpiBatOIUN KOHTPOJbTU30TUITHYECKUIT KOHTPOJb (A),
BSMUC16/CD3-005+u3otunuueckuii KoHTposb (0), CD3-cBsi3biBaromuii KOHTposb+aHTu-PD-1
(A) u BSMUC16/CD3-005+antu-PD-1 (m) (kax onmcaHo B IIpumepe 3 B TaHHOM JOKYMEHTE).
Kombunarus anturtena npotus PD-1 u Oucnemmduueckoro anturena nporus CD3xMUCI16
CHHEPTeTHYECKH HHIUOUPOBaa POCT OIYXOJIH.

[0038] Ha ®ur. 3 mokazano BiusiHue uHKyOanuu T-kimetok ¢ BSMUC16/CD3-001 Ha
npoueHt PD-1-nonoxurensabix T-KaeTOK.

HOJAPOBHOE OITMCAHUE CYIIHOCTHU U30BPETEHUA

[0039] Ilepen ommcaHueM HACTOSIIErO H300pETEHUs CIIEAyeT MOHUMATh, YTO ITAaHHOE
n300peTeHne  HE  OrpaHMYMBAETCS ~ KOHKPETHBIMU  ONHCAaHHBIMH  crocobamMu |
SKCIIEPUMEHTAJIbHBIMI ~ YCIOBUAMHU, TIOCKOJNBKY TakWe CIOCOOBI M YCIOBHS  MOTYT
BapbUpOBaThCs. Takke CleayeT IOHMMaTh, 4YTO HCHOJb3yeéMash B JaHHOM JIOKYMEHTE
TEPMUHOJIOTHSI MPEeIHA3HAUEHA TOJIbKO JUIsl OMUCAHUSI KOHKPETHBIX BAPHUAHTOB OCYIIECTBIICHUS
U He TpeJHa3HA4YeHa JJisi OTPAHUYEHHs, TOCKOJIbKY OOBEM HACTOSIIEro m3ol0pereHus Oyper
OrpPaHUYMBATBCS TOJNIBKO IpuiaraeMoil  ¢opmynoii  m3oOperenus. JloOble BapuaHThHI

OCYHICCTBJICHU WJIM MPU3HAKKU BAPUAHTOB OCYHICCTBJICHUS MOIYT OBITh O6”beIlI/IHeHbI Apyr €
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APyroM, ¥ Takhe KOMOWHAIIMM $IBHO BXOIIT B 00BeM Hactosuiero uzobperenus. Jlroboe
KOHKPETHOE 3HA4Y€HHE, ONMCAHHOE BBIIIE MJIK B JTAHHOM JJOKYMEHTE, MOXKET OBbITh OOBETUHEHO C
APYTUM CBSI3aHHBIM 3HAU€HHEM, OMMCAHHBIM BBILIE MJIM B JAHHOM JOKYMEHTE, 4TOOBI yKa3aTb
IUana3oH CO 3HAYEHMSIMU, MPENCTABIIOLIMMHM BEPXHHUI W HIDKHUI Ipenenbl Auana3oHa, U
TaKWe Uara3oHbl BXOAAT B 00beM HacTosiiero packpoitusi. [0040] Eciu He yka3aHo WHOe, BCe
TEXHUYECKHE U HayuyHble TEPMMHBI, HCIOJb3yeMble B JaHHOM JAOKYMEHTE, MMEIOT TO >Xe
3HAa4YeHHE, KOTOpOe OOBIYHO IOHMMAETCSl CIEHHMAIUCTOM B OOJACTHM TEXHUKH, K KOTOPOM
NPUHAJIEKUT 3TO u300pereHue. Mcrnonp3yeMblii B JAHHOM JOKYMEHTE TEPMHH «OKOJIO» IPH
UCTIOJIb30BAHUH B OTHOIIEHHH KOHKPETHOTO MPHUBEASHHOTO YHCIOBOTO 3HAYEHUS] O3HAYAET, UTO
3HAYEHHE MOJKET OTJIMYAThCs OT MPHUBEICHHOTO 3HaUeHus He Oosiee uem Ha 1%. Hampumep, kak
UCIIONIB3YETCsl B AAHHOM JIOKYMEHTE, BbIpakeHHe «0Kkojo 100» Bxmouaer 99 m 101 u Bce
3HaueHus Mexny Humu (Hampumep, 99,1, 99,2, 993,994 uT. 1.).

[0041] XoTs criocoObl M MaTepHalibl, AHAJIOTUYHBIE WM KBHBAJIEHTHBIE OMHCAHHBIM B
TAHHOM JTIOKYMEHTE, MOJKHO HCIIOJIB30BATh MPH MPAKTHYECKOM OCYIIECTBICHUN W UCTIBITAHUN
HACTOSIIIEro M300peTeHus], fanee OyAyT OMUCAHBI MPEANOYTUTENbHBIE CIOCOOBI U MaTepHAbI.
Bce maTeHTBhI, 3as1BKM U HETIATEHTHBIE IMyOJIMKAMY, YIIOMSHYTHIE B 3TOM ONMCAHUH, TIOJHOCTHIO
BKJIFOUEHBI B TAHHOE OMHUCAHUE MOCPEICTBOM CCBUIKH.

Cnoco0bl JIeueHHsI MU MOAABJICHHUSI POCTA 3JI0KAYeCTBEHHBIX HOBOOOPA30BAHUIA

[0042] Hacrosimee uzoOpereHne BKIIOYAET CIOCOOBI JICUSHUS], CHUKCHUS TTPOSBIICHUS
WIM YMEHBIIEHHs CTENEHH TSDKECTH 10 MEHbIIeH Mepe OJHOrO CHMIITOMA WIJIM TOKa3aHUs WU
WHTHOMPOBAHUSI POCTa 3JIOKAYECTBEHHOTO HOBOOOpa3oBaHMs y cyOwbekra. CrocoObl corjiacHO
STOMY aCHEKTy U300pETEeHHUs BKIIIOYAIOT BBEIAECHHE TepareBTH4ecKU 3()HEeKTUBHOrO KONINYEeCTBa
aHTUTENAa WM €0 aHTUI'€HCBS3bIBAIOIIEro (pparmMeHTa, KOTopoe creruduuecku cpsspiBaer PD-
1, B KOMOMHAIMH € TepaneBTHYeCKH d(PPEKTUBHBIM KOJIMYECTBOM OUCTIELU(IUYECKOrO aHTUTENA
npotuB MUC16 u CD3 cyOBekTy, HyKparomemycss B 5TOM. lcrmonb3yemble B JaHHOM
JOKYMEHTE TEPMHHBI <JICYHTHY, <«JICUEHHEe» U T.I. O3HAYAIOT OOJIerYeHHe CHMIITOMOB,
yCTpaHEHHE TMPUYMH CHMITOMOB HA BPEMEHHON MJIM TMOCTOSIHHOH OCHOBE, 3aJepPiKKy WU
NOJABJIEHUE POCTa OIMYXOJH, YMEHBIIEHHE MAacChl OIYXOJIEBBIX KIJETOK MM OIMyXOJIEBOM
HArpy3KH, 4TOOBI CIOCOOCTBOBATH PErPECCUU OIYXOJIH, BbI3BATh YMEHBIICHHE, HEKPO3 H/MJIH
UCUE3HOBEHHWE  OINYyXOJM,  MPEeNOTBPATHTh  PEUUAMB  ONYyXOJIH  WWIM  YBEJIHYUTH
NPOOJLKUTEIBHOCT BbIKHBaeMoCTH cyObekta. [0043] HMcmonb3yemoe B JaHHOM AOKYMEHTE
BBIPAKEHUE «CYOBEKT, HYXXAAIOLIMICA B 3TOM» O3HAYaeT YeJOBEKAa WJIM MIIEKOIHTAOIIEE,
OTJIMYHOE OT YEJIOBEKA, Y KOTOPOTO MPOSIBISIETCS OJUH MJIM OOJiee CHMITOMOB WIIM NMPU3HAKOB
3JIOKQYEeCTBEHHOTO  HOBOOOpAa30BaHUS, WHIM Yy KOTOPOro ObUIO  JUArHOCTUPOBAHO
3JIOKQYECTBEHHOE HOBOOOpPA30BaHME, BKIIOYAs paK SIMYHUKOB, M KOTOPOMY HEOOXOIUMO
JeyeHne OT Hero. BO MHOrMX BapHaHTaX OCYIIECTBICHUS TEPMHH «CYOBEKT» MOXKET
UCTIONIb30BAThCSI B3aUMO3aMEHSIEMO C TEPMHHOM «manueHT». Hanpumep, y cyObekTa-uenoBeka
MOJKeT OBbITh JWAarHOCTUPOBAHA NEPBUYHAS MM METACTaTUYeCKas OIMyXOJb W/WIA OOWH WM
Oojiee CUMIITOMOB WJIM TOKA3aHUH, BKJIOYAs, MOMUMO MPOYEro, yBelUUeHUe JTUM(AaTUIeCKUX

y3JI0B, B3IyTHE JKUBOTA, OONB/AAaBICHUE B IPYAU, HEOOBACHUMYIO MOTEPI0 MACChl, JIUXOPAIKY,
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HOYHYIO MOTJIMBOCTD, CTOHKYIO YTOMIIIEMOCTD, MOTEPIO ANIETUTA, YBEIUICHNUE CEIe3EHKH, 3YI.
BeipaxxeHne BKIIFOYaeT CyOBEKTOB C IEPBUYHBIMH WJIM PA3BUBLIMMHUCS OMyXOJISIMHU SIMUHUKOB. B
KOHKPETHBIX BapHUAHTAaX OCYLIECTBJIECHHUS SKCIIPECCUS BKIIIOYAET JIIOJEH, KOTOpble CTPAlaloT U
HY’KIAIOTCSl B JICUEHUHU pakKa sIMUHUKOB WM APYroil omyxonu, skcmpeccupyromeiit MUC16. B
APYTHX KOHKPETHBIX BAPUAHTAX OCYINECTBIEHUS dKCIpeccus BKIo4aeT cyorekroB ¢ MUC16+
onyxonsiMu (Hampumep, omnyxonb ¢ skcrpeccueit MUC16, onpeneneHHON ¢ MOMOLIBIO
NPOTOYHON LUTOMETpHH). B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS BBIPAKEHHE «CYOBEKT,
HY>KIAIOLIMICS B O5TOM» BKJIIOYAeT MAIMEHTOB C pAKOM SIMYHUKOB, KOTOPBIH SIBJISETCS
PE3UCTEHTHBIM, HMJIM HE TMOANACTCS JICUECHHIO, WJIM HEe KOHTPOJUPYETCS IOJDKHBIM 00pa3oM
NpPEAIIEeCTBYIOIIEH Tepanueil (Hampumep, K JICUeHHIO OOBIYHBIM MPOTHBOPAKOBBIM areHTOM).
Hanpumep, BbIpakeHHE BKIIIOYAET CYOBEKTOB, KOTOPBIX JICUUIH XUMHOTEpPANHeH, TaKOW Kak
XUMHOTEPANEBTUYECKHI areHT Ha OCHOBE IUIATHHBI (HAmpuMep, LHCIUIATHH) WIIH COCIUHEHUE
Takcoja (Hampumep, IoleTakces). BripakeHHe Takke BKIOYAET CYOBEKTOB C OMyXOJBEO
SIMYHHUKOB, JUISl KOTOPBIX CTaHIApPTHAs MPOTHBOPAKOBAsI Tepamusi HeuenecooOpa3Ha, HalpuMmep,
U3-32 TOKCHYECKHX MOOOUYHBIX 3¢¢ekroB. Hampumep, BbIpaK€HHE BKIIOYAET IALUEHTOB,
KOTOpbIE TPOLUIM OAWH WK OoJiee NHKIOB XMMHOTEPAMA C TOKCHYECKUMH IMOOOYHBIMU
s¢pexramu. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHUS BBIPAKEHHE «CYOBEKT, HY>KAAIOIIUICS B
5TOM» BKIIIOYAE€T MAIMEHTOB C OMYXOJbIO SIMYHUKA, KOTOpas IOJBEPrajach JIEYEHUIO, HO
BITOCJICICTBUM BO3HHMK PELMINB MM MeTacTa3upoBaHHe. Hampumep, MamMeHThl ¢ OMyXOJbO
SIMYHUKOB, KOTOPBIE MOTJIH MOJIYy4YaTh JIEUEHHE OAHUM N OOJee MPOTUBOPAKOBBIMH areHTaMH,
BEAYIIUMU K PpErpeccud ONyXOJIM; OAHAKO MPUBOAALIEMY BIIOCIENCTBUU K PELUIUBY
3JI0KQYeCTBEHHOTO HOBOOOPA30BaHUs, PE3UCTEHTHOIO K OJHOMY WJM OoJiee MPOTHBOPAKOBBIM
areHTaM (HampHMep, PEe3UCTEHTHOTO K XMMUOTEpPAlMU 3JI0KAaYeCTBEHHOIO HOBOOOPA30BaHUS),
Jedar crocobamu mo HacrosmeMmy uzoOpereHuro. [0044] BripaxeHnue «CyObeKkT, KOTOpPBIH B
5TOM HYJKAAETCS» TaKKe BKIOYAET CyOBEKTOB, KOTOpbIE IOABEPIKEHbI PUCKY PAa3BUTHS paka
SIMYHUKOB, HATIPUMED, JIUL C CEMEHHbIM aHAMHE30M paKa SUYHUKOB, JIUL, UMEBIIUX B aHAMHE3E
UH(EKINH, CBSI3aHHBIE C PAKOM SIMYHUKOB, JIUL ¢ MyTaumsimMu B reHax BRCA1/2, wim nun ¢
OCa0JIeHHOW MMMYHHOH cuctemoil m3-3a BUU-uH(pexkmn wim n3-3a MIMMYHOJAETPECCAHTOB.
[0045] B ompeneneHHBIX BapuUaHTaX OCYINECTBIEHUS CIOCOOBI MO HACTOSIIEMY HU300PETEHUIO
MOJKHO HCIIOJIb30BAaTh /ISl JICUEHHsI TALIUEHTOB, V KOTOPBIX OOHAPYKHBAIOTCS TOBBIIICHHbIE
YPOBHH OHOTO MK Oojiee OMOMapKepoB, CBSI3AHHBIX CO 3JIOKAYECTBEHHBIM HOBOOOpA30BaHUEM
(HampumMmep, nuraHaa 3amporpammupoBaHHoON kierouHod rubemn 1 (PD-L1), CA12S5, Genka 4
npunatka smuka uenoseka (HE4) w/mnmm kapumaosmOpuonampHoro anrturena (CEA)).
Hanpuwmep, crmocobbl 1Mo HacTosiimeMy H300PETEHHIO BKIJIIOYAIOT BBEACHHE TEPANEBTHUECKU
s¢dexkTuBHOrO KonMuecTBa aHtutena mnporuB PD-1 B xomOmHaummm ¢ Oucnennpuyeckum
aaruresniom npotus MUC16/CD3 manuenty ¢ nosblmeHHbIM ypoBHeM PD-L1 w/mmu CA125.
[0046] B HekoTOpBbIX BapWaHTaX OCYLIECTBJICHHS CIOCOOBI MO HACTOSIIEMY H300PETEHHUIO
UCTIONB3YIOTCST  §  CyOBEKTa C paKkOM SIMYHUKOB. TEepMHHBI «OMyXOJIb», «paKk» u
«3JI0KAaYeCTBEHHOE HOBOOOPA30BaHME» MCIIONB3YIOTCS B JAHHOM JOKYMEHTE B3aHMO3aMEHSIEMO.

HCHOHBSyeMbIﬁ B TAHHOM AOKYMECHTEC TCPMUH «PaK AUNIHHUKOB» OTHOCUTCS K OIIYXOJISIM SIMYHHKA
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U MaTOYHOW TPyObl M BKIKOYAET CEPO3HBIH pak, OSHAOMETPUOUAHYIO KapLHUHOMY,
CBETJIOKJIETOYHYIO KapLUMHOMY W MYyLUHO3HYIO0 kapuuHomy. [0047] CorinacHO HEKOTOpPbIM
BapUaHTaM OCYIIECTBJIEHHUS HACTOsIIee M300peTeHHE BKIFOUAET CIIOCOOBI JICUEHHs, 3aIepPKKH
WM MHFHOUPOBAHUS POCTa OMyxXoyd. B onpeneneHHbIX BapuaHTaX OCYIIECTBJICHUS HACTOAILIEE
U300peTeHne BKJIOUAET CIIOCOObI CTUMYJIMPOBAHUSI PErpeccud OMyXoid. B HEeKOTOpbIX
BapUAHTAaX OCYILIECTBJECHHUS HACTOsLIEEe N300pETEeHHE BKIIFOYAET CIIOCOOBI YMEHBIIEHHsT MaCChl
OIyXOJIEBBIX KJIETOK MJIM YMEHBIIEHUs OINyXOJeBOil Harpysku. B ompeneneHHbIX BapuaHTax
OCYIIECTBIIEHHsI HACTOsIIEe H300peTeHHe BKJIOYAET CIOCOObI MPEAOTBPALICHUS PELHIUBA
onyxosu. CrocoObl COrIACHO 3TOMY aCHEeKTy H300pPETeHHs] BKIFOYAKOT MOCIEI0OBATEIbHOE
BBEJICHUE TepaneBTHYeCKU 3(PPeKTHBHOrO KONM4YecTBa aHTHTENA NMPOoTUB PD-1 B KOMOMHaImu ¢
oucnermduueckum anturesniom nporus MUC16/CD3 cyObekTy, HyKOaromeMycs B 3TOM, MPHU
5TOM KaX/I0€ AaHTUTENI0O BBOIAT CYOBEKTY B HECKOJbKMX J03aX, HampuMmep, Kak 4YacThb
KOHKPETHON TEpameBTHUUECKON CXeMbl BBEACHMs 103. Hampumep, TepameBTHYECKas CXeMma
BBEICHUS 103 MOKET BKJIOUATh BBEIEHHE CYOBEKTY MHOXKECTBA 103 aHTUTeNa mpotusB PD-1 ¢
94aCcTOTOH OKOJIO ONIMH Pa3 B JI€Hb, OAHH pa3 KaKAble ABA JHS, ONUH pa3 KaXIble TPH JHS, ONUH
pa3 Kakable YeThIpe IHsI, ONUH pa3 KaXAble IATh JHEH, OMH Pa3 KaKAble MEeCTb JHEH, OMH pas3
B HEJEJI0, OJMH Pa3 B JIBE HEAENH, OIUH pa3 B TPU HEAENH, ONUH pa3 B UEThIPE HENENH, OANH
pa3 B MecsILl, OAVH Pa3 B JIBa MeCALA, ONUH pa3 B TPH MECSIA, OAHMH Pa3 B UEThIPE MeCsALA UIIH
pexe. B onpeneneHHbIX BapUaHTax OCYLIECTBICHUS OIHA WJIU OoJiee 103 aHTuTena npotus PD-1
BBOASITCST B KOMOWHAIMU C OXHOW wiu Ooyiee no3amMu TeparneBTHuecKd 3S(QeKTHBHOTO
konndecTBa oucnenuduyeckoro anrurena nporus MUC16/CD3, npu 3Tom oany miu 6osee 103
Oucreruyueckoro aHTUTENa BBOJAT CYOBEKTY C HaCTOTON OKOJIO OJMH pa3 B JI€Hb, OAMH pa3 B
7Ba JIHSA, OJUH pa3 B TPH JHs, OAMH pa3 B YEThIPE JIHSA, OJUH pa3 B MAThb AHEH, OAMH pa3 B IIECThb
IHeH, ONIUH pa3 B HEEJ0, OJJUH Pa3 B ABE HEJENU, OIUH pa3 B TPU HEIENH, OJUH Pa3 B YEThIpe
HeJleJH, OJIUH pa3 B MeCsLl, OJJUH pa3 B JIBAa MeCsIla, OIUH Pa3 B TPU MeCsILa, OJUH Pa3 B YEThIpe
MeCsILIa WIH PEeXKe.

[0048] B HexkoTOpBIX BapuaHTax OCYLIECTBJICHUS KaXIyH 103y aHTHUTeNa IPOTUB
MUC16/CD3 BBogsT Oonee yem B 1 ppakuuu, Hanpumep, B 2-5 ¢ppaxuusix («BBeAeHUE TPOOHBIX
703») B TEYEHHWE ITAHHOTO Nepuoja BBEACHHMs 103. bucnenuduyeckoe aHTHTENIO MPOTUB
MUC16/CD3 MOXHO BBOAWUTH APOOHBIMH J03aMH JJII yYMEHBIICHUS WJIH YCTPAHEHUS
«BCIUIECKOB» IIUTOKMHOB, WHAYIHMPOBAHHBIX B OTBET HAa BBEACHHE aHTUTENA. Bcruiecku
IIUTOKWHOB OTHOCSTCS K KIMHUYECKMM CHMIITOMAM CHHIPOMA BBICBOOOXKAECHHUS LUTOKUHOB
(«IUTOKMHOBBIM INTOPM») U PEaKLHsIM, CBSI3aHHBIM C HH(]y3ueil. B HekoTOphIX BapmanTax
OCYIECTBIIEHHSI CITOCOOBI 110 HACTOALIEMY H300PETEHUIO BKIFOUAIOT BBEACHNE OTHON Mk Ooree
no3 antutena npotuB PD-1 B xomMOuHanmu ¢ ogHOH miu Oonee mo3amu Oucnennduyeckoro
aaturena npotuB MUC16/CD3  cyOpekTy, HY)KAAOIEMyCss B 3TOM, IPH 3TOM: 1032
Oucrieruyueckoro aHTUTENa BBOAWTCS B BHIE APOOHBIX 103 MM Oojee yeMm B 1 ¢pakumy,
Harnpumep, B Buae 2 ¢pakuui, 3 ¢pakuumii, 4 ¢pakuuit nam S5 Qpakuuii B TeUeHHE TAHHOTO
nepuosa BBENEHMA 103. B HEKOTOPBIX BapuUaHTax OCYIIECTBJIEHHUS 1032 OuCrenu(puuecKkoro

aHTUTENa pasfensercs Ha 2 wiu Oojee (pakiuii, NMpU 3TOM Kaxaas (Ppakuus COXEPKUT
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KOJINYECTBO aHTHUTENA, PABHOE KOJIMYECTBY Apyrux (pakiuii. Hanpumep, 103y aHTHTENA IPOTUB
MUC16/CD3, cocrasnstomuryro 1000 MUKpOrpaMMOB, MOKHO BBOZIUTB OZIMH pa3 B HENENIO, MPU
5TOM 103y BBOAST 2 (¢pakuusiMd B TeueHUE Hexenu, Kaxpaas ¢pakuus cocrasysier 500
MHUKPOrpaMMOB. B HEKOTOPBIX BapuaHTax OCYLIECTBIIEHHUs A03y OUCHEenu(HUecKoro aHTuTena
BBOIST pa3leleHHON Ha 2 wuiam Oonee Qpakuuii, Ipu 5TOM (pPaKLUUH COAEpKaT HEPaBHBIE
KOJIMYECTBA AHTUTENA, Hampumep, Oojblle MM MeHblue nepBod ¢pakumu. Hanmpumep, nosy
anturena nporus MUC16/CD3, cocramstomyto 1000 MUKpOrpaMMOB, MOKHO BBOJMTBH OIMH
pa3 B HEAENI0, MPU 3TOM 03y BBOIAT 2 (paKkUUsIMU B TEYCHHE HENENH, MPH 3TOM IepBas
¢dpakuus cocrasisier 700 MUKpOrpaMMOB, a BTopast ppakius coctasnsier 300 mukporpammos. B
KayecTBe npyroro mnpumepa, no3a antutena nporus MUC16/CD3, cocramisirommas 1000
MHUKPOTPaMMOB, MOKET BBOIMTBLCS OJMH pa3 B 2 HEAEIH, MPH STOM A03Y BBOIAT 3 (PpakusiMH B
TE€4YeHHE 2-HEAENbHOrO MepHoAa, Mpu 3TOM mepBas (pakuust cocrasiser 400 MHKporpamm,
BTOpast ¢pakumsi cocraBiusier 300 Mkr, a Tperbst (pakuus cocrasiasier 300 mkr. [0049] B
HEKOTOPBIX BapHaHTaX OCYINECTBJIICHUS HACTOsINEee M300pETeHHEe BKIKOYAET CIOCOOBI
UHTUOMPOBAHUS, 3aMEIUIEHHUS] MM OCTAHOBKH METACTA3MPOBAHUS OMYXOJIH WIH WHPMIBTPALIUH
omyxonu B nepudepuueckue opradbl. CriocoObl B COOTBETCTBHM C 3TUM aCHEKTOM BKIIFOUYAOT
BBEJICHUE TepaneBTHYeCKH >(P(PEKTUBHOrO KoJM4yecTBa aHTuTeNna nporuB PD-1 cyOmekry,
HY>KZAIOILIEMyCsl B 3TOM, B KOMOMHauuu ¢ ducnennduiaecknum anrurenaom nporus MUC16/CD3.
[0050] B koHKpeTHBIX BapHaHTaX OCYINECTBJIEHUS HACTOsIIEe H300peTeHHue OTHOCHUTCS K
crioco0am MOBBIIEHUS] POTUBOOITYX0JI€BOH 3()()EKTUBHOCTU MIIM YCHIIEHHOTO MHTHOWPOBAHHUS
onyxonu. CriocoObl B COOTBETCTBHM C 3THUM AaCMEKTOM HM300pETEeHHs BKJIOYAIOT BBEICHHE
CYOBEKTY C PaKOM SIMYHUKOB TepareBTHUeCKH 3 (PEeKTUBHOro KOIM4YeCTBa aHTUTENA MPOTUB PD-
1 mepen BBeneHHeM TepaneBTUYECKH 3PPEKTUBHOIO KOJIMUYECTBAa OUCIIEM(PUIECKOrO aHTUTENa
nporuB MUC16/CD3, npu stom antureno nportuB PD-1 MoxHO BBOOMTH 3a OKOJO 1 AeHb,
Oonee 1 mus, Oonee 2 nHeit, Oonee 3 naueil, Obonee 4 nHeir, Oonee S aHell, Oonee 6 nuel, Obonee 7
nHei wu Oonee yem 3a 8 nHelt 1o Oucnernuduyeckoro antutena. B onpeneneHHbIX BapHaHTax
OCYIIECTBIIEHHSI CITOCOOBI 00ECTIeUNBAIOT MOBBILIEHHOE MHIMOWPOBAHHUE OMYXOJIH, HAITPUMED, Ha
okoJio 20%, Ha Oonee uem 20%, Oosee uem 30%, Oosee uem 40%, Oonee yem 50%, Oojee yem
60%, Oomee uwem 70% wnu Oonee uem 80% MO CpaBHEHHIO C CYOBEKTOM, KOTOPOMY
oucnerpprueckoe aHTUTENO BBOAMIN niepen anTuresoM npotus PD-1. [0051] B onpenenenHbIx
BAPHUAHTAX OCYINECTBIEHUS CIIOCOOBI MO HACTOALIEMY H300PETEHHIO BKIFOYAIOT BBEICHHE
TepaneBTHUeCKH 3(G(EKTUBHOTO KONUYECTBa aHTHTena npotuB PD-1 u TepanmeBTHYeCKH
s¢pexTuBHOrO KommuecrBa Oucnermpuueckoro antutena nporus CD3xMUC16 cyOwekty ¢
paKoM SIMYHUKOB. B KOHKpETHBIX BapHaHTaX OCYINECTBJIEHHUS PaK SUYHUKOB IPEACTaBISAET
co0oli cepo3HbIil pak. B HOMONHUTENBHBIX BApUAHTAX OCYIIECTBJICHUS PaK SSUYHUKOB SIBJISIETCS
MEJIEHHO PacTyIIed WM arpecCUBHON. B ompeneneHHbIX BapHaHTaX OCYLIECTBJICHHS CyOBEKT
HE OTBEYaeT Ha MpPEJLIECTBYIOLIYIO TEPalui0 WM Yy HEro peLuauB IOCje MpeAllecTBYOIIen
Tepanuu. B onpeneneHHbIX BapuaHTax OCYIIECTBJIEHUS CIIOCOOBI IO HACTOSALIEMY H300PETEHHUIO
JOTIONTHUTENBHO BKJIIOYAIOT BBEIEHHE CYOBEKTY NOMOJIHUTENBHOIO TEPAeBTUYECKOTO areHTa.

[0052] B ompeneneHHBIX BapuaHTaX OCYIIECTBIEHUSI CIOCOOBI IO HACTOSIIEMY HU300PETEHUIO
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BKJIFOYAIOT BBEJCHUE TEPAIEBTUIECKU 3(PPEKTUBHOIO KOJINIECTBA ONCTIELIN(UIECKOTO aHTUTENA
nporue  MUC16/CD3  cybbekty ¢ MUCI16+ 3nmokauecTBeHHbIM HOBOOOpaszoBaHueM. B
KOHKPETHBIX BapHaHTaX OCYIIECTBIIEHHs 3JIOKAUECTBEHHOE HOBOOOPA30BAaHUE IPENCTABISAET
co0ol pak AWYHMKA. B HONMOJHUTENBHBIX BapHAHTAX OCYLIECTBJIEHUS paK SIMUYHUKOB SIBJISETCS
MEIJIEHHO Ppa3BHBAIOLIUMCA WJIU arpecCUBHbIM. B HEKOTOpPBIX BapHaHTax OCYIIECTBIICHUS
3JI0KAYECTBEHHOE HOBOOOPAa30BaHHME MPEACTABISET COOOH pE3UCTEHTHbIH K IUIATUHE paK
SUYHUKOB. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUsS 3JI0KAYECTBEHHOE HOBOOOpPA30BaHUE
NpeACTaBsieT COOOM PE3UCTEHTHBI K TaKCONy pak SMYHUKOB. B HEKOTOPBIX BapHUaHTax
OCYIIECTBIIEHHs 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE MPENCTaBIseT COOOW pak MAaTOYHOM
TpyObl. B  HEKOTOpBIX BapUaHTAX OCYIIECTBJIEHHUS 3JIOKAYECTBEHHOE HOBOOOpa30OBaHUE
npeAcTaBisieT cOOOH MepBUYHBIA pak OPIOMIMHBI, NMPU KOTOPOM Yy TAIeHTa MOTYT OBITh
nosebllieHHble ypoBHU CA-125 B cbIBOpOTKE. B KOHKpDETHBIX BapHUaHTax OCYILECTBJICHMUS
3JIOKQYECTBEHHOE HOBOOOpPA30BaHHME TPENCTABJISIET COOOW pak TOMKENYIOYHOH JKee3bl
(HarmpuMep, AACHOKAPLUMWHOMY  IOKENYyJOYHOW Kene3bl). B HEKOTOphIX  BapuaHTax
OCYIIECTBIIEHHUsI CYOBEKT HE OTBEHUAET Ha IMPEIIISCTBYIOLIYIO TEPANUI0 WM Yy HErO PEeLUINB
nocjie TpeAIlecTBymoIe Tepanuu (Hanmpumep, xumuorepanun). [0053] B HekoTopbIx
BAPUAHTAX OCYIIECTBIEHUS CIIOCOOBI MO HACTOALIEMY H300PETEHHIO BKIFOYAIOT BBEICHHE
anturtena nporus PD-1 B xomOuHaumu ¢ Oucnennduyecknm anturenom nporus MUC16/CD3
CyOBeKTy, HYKAAOIIEMyCsSi B 3TOM, B KAaueCTBE TEpalUU «IEePBOH JHUHUW» (HANPHUMED,
HaYajbHOW Tepamuu). B apyrux BapuaHTax oOCyIIeCTBIeHUs aHTUTeNno mnpotuB PD-1 B
KoMOuHammu ¢ Oucnenuduueckum antutesoMm npotus MUC16/CD3 BBOgAT B KaudecTBe
Tepanuu «BTOPOH JMHUW» (HampuMep, TIOcie mpeamecTsyomeld Tepanuu). Hampumep,
antuteno nporus PD-1 B komOuHaimu ¢ Oucnenuduueckum anturenom nporus MUC16/CD3
BBOJISIT B Ka4eCTBE TEPAIMH «BTOPOH JIMHUM» CYOBEKTYy, Y KOTOPOTO BO3HMK PELHIUB MOCIE
npeAllecTByIOIIed Tepanuu, Hampumep, xumuorepanuu. [0054] B HexoTophIx BapuaHTax
OCYIIECTBIIEHHSI CIIOCOOBI MO HACTOSILIEMY U300PETEHUIO UCTIONB3YIOTCS IJIs JISYUEHUS TTAllMeHTa
¢ MRD-nonoxurensHbiM  3a0oneBaHueM. MuHuManbHas ocrarouHas Oonesnr (MOB)
OTHOCUTCSI K HEOOJIbIIIOMY KOJIMYECTBY PAKOBBIX KIJIETOK, KOTOpPbIE OCTAIOTCS y MAIEeHTa BO
BpeMsl WM TOCHE JICUEHHs], MPH 3TOM y TAIlMEeHTa MOTYT MPOSBISITHCS WM HE TPOSIBISTHCS
CHUMIITOMBI WJIM TPU3HAKU 3a00jeBaHMs. Takue OCTaTOYHBbIE PAKOBBIC KJIETKH, €CIH HX He
yIaJUTh, YacTO MPHUBOIAT K peuuanBaMm 3aboneBanus. Hacrosimee n3o0OpeTeHHe BKIIIOYAET
croco0bl MHIMOUPOBAHMS W/WJIM YCTPAHEHUSI OCTATOYHBIX PAKOBBIX KJIETOK Y MAI[HEHTa MOCHe
tectupoBanuss MOb. MOB MOKHO aHaTM3UPOBATH B COOTBETCTBUM CO CMIOCOOAMMU, U3BECTHBIMU
B JaHHOW 00JIaCTH TEXHHUKH (Hampumep, npH nomoin npotoyroii nuromerpun MOB). CriocoOsr
COTJIACHO 3TOMY aCHeKTy H300peTeHuss BKJIIOYAIOT BBEACHHE aHTuUTena npotuB PD-1 B
koMOuHaumu ¢ bucnenupuyaeckum antutesioMm nporus MUC16/CD3 cyObekTy, HyKIaromemycs
B 3ToM. [0055] CriocoOr! o HacTosAEMYy M300pETEeHHIO, COTJIACHO OINPENeIeHHbIM BapHaHTaM
OCYIECTBIIEHHSI, BKIIIOYAIOT BBEIEHHE CYyOBEKTY TepareBTHUeCKH >(PQPEeKTHBHOrO KOJIUYECTBA
Kaxnoro u3 anrurena nporusB PD-1 u OGucnenuduueckoro anturena nporus MUC16/CD3 B

KOM6I/IHaI_II/II/I C TPETbUM TECPAINICBTUYCCKUM arcHTOM. TpeTI/Iﬁ TepaHeBTI/ILIeCKI/Iﬁ aréHT MOXCT
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OBITH areHToM, BBIOPAHHBIM U3 TPYMIBL, COCTOSINEH, HApuMep, W3 Jy4eBOH Tepamuy,
XUMHOTEPAINH, XUPYPrUIECKOrO BMEIIATENbCTBA, IIPOTUBOPAKOBON BaKLMHBI, HHruOuTOopa PD-
L1 (manpumep, antutena nporus PD-L1), unruburopa LAG3 (Hampumep, aHTUTENa MPOTUB
LAG3), unruburopa CTLA-4 (manpumep, anturena npotuB CTLA-4), unruburopa TIM3,
unruouropa BTLA, unruburopa TIGIT, uuruburopa CD47, uHruburopa WHAOIAMHH-2,3-
nuokcurenasnl (IDO), antaronucra ¢akropa pocra sugorenus cocynoB (OPOC), unrudburopa
Ang2, wunruburopa TtpaHcopmupyomero ¢axkropa pocra Oera (T®P-B), unrudburopa
perenitopa snuaepMaibHoro (akropa pocra (PO®P), anturena k omnyxosecnerupuueckoMy
antureny (Hanpumep, CA9, CA125, accouunpoBaHHOMY ¢ MejlaHoMol aHtureny 3 (MAGE3),
KapLUHOIMOPHUOHAIBHOMY AQHTUTEHY (CEA), BUMEHTHUHY, M2-PK OTMyXOJIH,
npocrarocnienduueckomy antureny (PSA), myumny-1, MART-1 u CA19-9), Bakuussl
(Hampumep, Oarmnia Kanemerra-I'epena), rPaHyJIOLUTAPHO-MaKpodaraIpHOro
KOJIOHHECTHMYJIUPYIOIIero  (akropa, LUTOTOKCHHA, XHMHOTEPANEBTHYECKOTO  areHTa,
unruoutopa NJI-6R, uaruduropa NJI-4R, uaruburopa MJI-10, wiu nurokuHa, Takoro kak MJI-
2, WI-7, WJ-21 u WUJI-15, npOTUBOBOCMIATUTENBHOTO JIEKAPCTBEHHOTO CPEACTBA, HAMPUMED,
KOPTHUKOCTEPOHIOB, M HECTEPOHIHBIX MPOTHBOBOCIIAIUTENbHBIX JIEKAPCTBEHHBIX CPENCTB, H
OMoNOrnYeckn axkTUBHOW 1OOaBKM K TMHINE, HANPUMEpP, AHTHOKCHAAHTOB. B HEKOTOPBIX
BAPUAHTAX OCYINECTBIEHUS AHTHUTENa MOXKHO IPUMEHATh B KOMOMHALMH C Tepanuer,
BKJIFOUAIOLIEH XMMUOTEPANEBTHUECKUI areHT (Hampumep, TMaKIUTaKceN, KapOoIiaTuH,
nokcopyOuruH, uukiodpochaMua, LIUCIUIATHH, TeMIIUTA0OWH WM JOLETaKCeN), JIYYEeBYIO
TEpaNu0 U XUPYPrudeckoe BMEIIaTeNbCTBO. Mcnonp3yemas B JTaHHOM AOKYMEHTEe ¢pasza «B
KOMOWHAIIMU C» O3HAYAET, YTO AHTUTENA BBOIAT CYOBEKTY OJJHOBPEMEHHO C, HETIOCPEACTBEHHO
nepes UK cpas3y Mocje BBEIEHUs TPEThEro TEPANeBTHUECKOro areHTa. B HeKoTophIX BaprHaHTax
OCYILIECTBJIEHHUs] TPETHH TEepaneBTHUECKUH areHT BBOIAT B BHJE COBMECTHOIO COCTaBa C
aHTUTEJaMU. B pPOACTBEHHOM BapHaHTE OCYLIECTBIICHMS HACTOsINEe M300pETeHHe BKIIIOYAET
CHOCOOBI, BKJIFOYAIOLIME BBEICHHE TepaneBTHUECKH 3(PQEKTHBHOrO KOJUYECTBA AHTHUTENA
npotuB PD-1 B komOuHanuu ¢ ducnenudpudeckum anruresiom nporus MUC16/CD3 cyObekTy,
KOTOPBII ToJy4aeT (OHOBYKO TPOTHBOPAKOBYIO Tepamuio 1o cxeme. CxemMa OCHOBHOM
NPOTHBOPAKOBOM  Tepamuu  MOXKET  BKJIOYATh  KypC  NPUMEHEHHs,  Hampumep,
XUMHOTEPATIEBTUYECKOTO areHTa WK JIy4eBoi Tepanuu. AHTuTesno npotus PD-1 B komOuHaINN
¢ oucnenupuyueckum anturesom nporus MUC16/CD3 moskeT ObITh 00aBIEHO B JOMOHEHUE K
cxeMe (POHOBOH MPOTHBOPAKOBOH Tepanmuy. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS aHTHTENA
nO0aBJSIOT KaK 4YacTb CXEMbl «(OHOBOHM CTYNEH4YATOH Tepamuu», MpH KOTOpOH (HOHOBYIO
NPOTHBOPAKOBYIO TEPANHIO MOCTENIEHHO OTMEHSIOT Yy CyObeKTa ¢ TE4YeHHEM BPEMEHHU
(HarmpuMep, OA3TAINHO), B TO BPEMsI KaK aHTHTEJA BBOASAT CYOBEKTY B MOCTOSIHHOM 103€, UJIH B
yBEJIMUYUBAIOLIENCS, WIK B YMEHbLIaloIelcs n1o3e ¢ TedeHneM BpeMeHu. [0056] B nexoropbix
BAPUAHTAX OCYIIECTBIEHUS CIIOCOOBI IO HACTOALIEMY H300PETEHHIO BKIIOYAIOT BBEICHUE
CyOBEKTYy, HYXXNAIOLIEMyCsl B 3TOM, TepaneBTHYeCKH 3((PEeKTHBHOroO KONWYECTBA AHTHUTENA
nporus  PD-1 B  komOmHaumm ¢  TepameBTH4YeCKH  S((EKTUBHBIM  KOJIMYECTBOM

oucnerduueckoro anrurena nporus MUC16/CD3, npu 5TOM BBeeHHE aHTUTEN MPUBOIUT K
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YCHJIEHHOMY TIOJIaBJICHUIO POCTa OINyXOJIM. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUS POCT
OMyXOJIM TIOJIABJIAETCS Ha MO MeHbluel mepe okono 10%, okono 20%, okoso 30%, okomno 40%,
oko0110 50%, okoso 60%, okono 70% unu okosio 80% 1Mo CpaBHEHUIO C HEMOJIYYABIINM JICUCHHE
CyOBEKTOM HJIH CYOBEKTOM, KOTOPOMY BBOZST OAHO U3 ABYX aHTUTEJN B KAY€CTBE MOHOTEPAIIHH.
B HekoTOpBIX BapuaHTax OCYLIECTBJIEHHs BBeAeHUE aHTuTena npotuB PD-1  nu
Ooucneunduueckoro anrurena nporus MUC16/CD3 npuBOmUT K YCHIEHHIO perpeccuu
OIyXOJI, €€ YMEHBLICHUIO W/WIM HCYE3HOBEHUIO. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS
BBefieHUe aHTuTena npotuB PD-1 u Oucnenuduueckoro anturtena nporus MUC16/CD3
NPUBOAUT K 3aJ€pPiKKE POCTa M PA3BUTHUS ONMYXOJH, HAPUMEpP, POCT OMYXOJH MOXET ObITh
3aepkaH Ha OKojio 3 mHsi, Oonee yem 3 nHsA, Okojio 7 mHel, Oonee yem 7 mHel, Oonee yem 15
nHel, Oosee uem 1 mecsi, Oonee yeM 3 Mecsita, Oojee ueM 6 Mecsiies, bonee yeM 1 rox, Oosee
yeM 2 rozxa win Oojiee 4yeM 3 rofa 1o CPaBHEHHIO C HEIMOJYYaBIIUM JIEYCHHE CYOBEKTOM MU
CyOBEKTOM, KOTOPOMY BBOJST OJHO U3 ABYX aHTHTEJ] B KaU€CTBE MOHOTEpamnHuH. B HEKOTOpPBIX
BapHaHTaX OCYIIECTBJICHWs BBeAeHHWe aHTUTena npotuB PD-1 B  koMmOuHammu C
oucnermduueckum anturesom nporus MUC16/CD3 npenoTBpainaer penuanB OMyXOJd W/ UITH
YBEJIMYUBAET MPOAOJUKUTENBPHOCTD BBDKHBAEMOCTH CYOBEKTa, HampuMep, YBEJIUYHBAET
MPOAOJUKUTENIPHOCTh BBIKMBAaHUS Ha Oojiee uem 15 nmHeid, Oonee uem 1 mecsu, Oosnee uem 3
Mecsiia, Oosiee uem 6 Mecsies, Oosee yeM 12 mecsiies, Oosee yeM 18 mecsies, Oonee yem 24
Mmecsina, bonee yem 36 MecsieB win Oojiee yeM 48 MecsALEeB M0 CPABHEHUIO C HEMOJYYaBLINM
JeyeHne CyOBeKTOM HIIM CyOBEKTOM, KOTOPOMY BBOISAT OIHO W3 JIBYX AHTUTEN B KayeCTBE
MOHOTepanuu. B omnpeneneHHbIX BapHaHTaxX OCYIIECTBIICHHs BBEASHHE aHTUTEN B KOMOMHAIIUH
YBEJINYMBAET BbDKUBAEMOCTh 0€3 ImporpeccupoBaHus 3a00I€BaHUS UM OOIIYIO0 BBDKHBAEMOCTb.
B HeKOTOpbIX BapuaHTaX OCYINECTBJIECHHUS BBeAeHUE aHTUTena npotuB PD-1 B komOuHaumu ¢
Oucneumduueckum  anturenom  nporuB  MUC16/CD3  yBenmmumBaer  OTBET U
IPOJOJDKUTEIBHOCTh OTBETA y cyOBbeKTa, Harpumep, Ha Oosee dem 2%, Gomee uem 3%, u Goree
yeM 4%, Oonee uem 5%, Gosee ueM 6%, Oonee uem 7%, Oonee yem 8%, Oonee yem 9%, Goiee
yeM 10%, Oosee yem 20%, Gonee uem 30%, Gonee uem 40% wmnu Ha Oonee uem 50% 1o
CPAaBHEHHIO C HETIOJIyYaBIIUM JIeUeHHE CYOBEKTOM MM CYOBEKTOM, KOTOPBIH MOJy4aj OIHO U3
IBYX AaHTHUTE] B Ka4eCTBE MOHOTepamnuH. B HEKOTOPBIX BapHAHTaX OCYLIECTBJICHUS BBEICHUE
anrurena npotus PD-1 u Sucneungudeckoro anturena npotuB MUC16/CD3 cyObekTy ¢ pakom
SIMYHUKOB MIPUBOJIUT K TIOJTHOMY HCUE3HOBEHHUIO BCEX MPU3HAKOB OMyXOJIEBBIX KJIETOK («ITOJHBINA
OTBEeT»). B HEKOTOpPBIX BapHWaHTaX OCYIIECTBICHUsS BBeneHUWE aHTUTeda mnpotuB PD-1 wu
oucnermduueckoro anturena npotuB MUC16/CD3 cyObekTy ¢ pakoM SIMYHUKOB MPHBOIHT K
no menbinei Mepe 30% wiu 0ojiee YMEHbIIEHUIO KOJTMYECTBA OMYyXOJIEBBIX KJIETOK WIH pa3Mepa
OMyXOJN («Y4aCTHYHBIA OTBETY»). B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHHS BBEIECHUE aHTUTENA
nporuB PD-1 u Oucnenmduueckoro anturena nporus MUC16/CD3 cyObekTty ¢ pakom
SUYHUKOB MNPUBOAUT K TOJHOMY MJIM YacTUYHOMY  HMCYE3HOBEHMIO  OIMYXOJIEBBIX
KJIETOK/TIOPaKEHUH, BKJIOYAs HOBBIE IMOAJAIOINNECS W3MEPEHMIO TOPAKEHHs. Y MEHBIICHUE
OMyXOJIM MOXHO H3MEPUTh JIIOOBIM U3 CIIOCOOOB, M3BECTHBIX B JAHHON OOJIACTH TEXHUKHY,

HampuMep, NpU IOMOINM peHTreHorpadguu, MO3UTPOHHO-3MUCCHOHHOI ToMmorpaduu (I19T),
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kommnbroTepHoit Tomorpaduu (KT), marautHo-pesonancHoii Tomorpaduu (MPT), muronoruy,
THCTOJIOTHM  WJIM  MOJIEKYJSIDHO-TEHETHYECKOro  aHaiu3a. B HEKOTOpbIX  BapuaHTax
OCYIIECTBIIEHHsI BBeneHUe aHtutena nporus PD-1 u Oucnermduyeckoro aHTturTena MNpOTHB
MUCI16/CD3 naer cuHepreTMYecKH NpPOTHBOOINYXOJEBBIH 3((eKT, KOTOpBIH NpeBBIIIAET
KOMOMHHUpPOBaHHbIE 3(P(eKThl NBYX areHToB Nnpu BeeneHUU otaenbHO. [0057] B HexoTopbix
BapUAHTAX OCYLIECTBJICHUs] KOMOMHAINS BBOIUMBIX AHTHTEN SIBJIAETCS O€30MacHOM M XOpOLIO
NePeHOCHMOH MAIMEeHTOM, NpPH 3TOM He HaOJofaeTcs yBenuueHus moOodHoro sddexra
(HampuMep, TOBBILIEHHOTO BBICBOOOXICHUSI IIUTOKMHOB ((LMTOKHUHOBBIA INTOPMY») HJIH
NOBBIIIEHHONH AaKTHBALWU T-KJIETOK) MO CPaBHEHUIO C MAIIEHTOM, KOTOPOMY BBOIMJIN
oucnerpuyeckoe aHTUTENO B KAY€CTBE MOHOTEPAITHH.

AnTutena nporus PD-1 u ux anturencssssiBawimue pparments [0058] Cornacuo
OTPENEeNeHHbIM WJUTFOCTPATHBHBIM BapUaHTaM OCYINECTBJICHUS HACTOSILETO H300peTeHHs
CHOCOOBI BKJIFOYAIOT BBEIECHUE TEpPAneBTHUYECKH 3((EKTUBHOTO KOJIWYECTBA AHTHUTENA MPOTHB
PD-1 umm ero aHTHreHcBs3biBarouiero ¢(parmenrta. Mcnonbp3yeMblli B JaHHOM JOKYMEHTE
TEPMHH «AHTHUTEJO» BKIIOYA€T MOJEKYJbl HMMYHOIJIOOYJIMHA, COAEpIKalhe 4YeThIpe
nojunenTuaHble nenu, ase Tsokenble (H) menmu un nee nerkwe (L) memm, coenuHeHHbIE
IUCyNbOUAHBIME CBS3SIMU, a TAKXKe UX MyJbTUMepbI (Hanpumep, IgM). B TunnyHOM aHTHTENE
KOKAasi TsDKeNash LeMb COAEPXKUT BapualOeJbHYyH o001acTh TsDKEJIOW Hermu (COKPAIleHHO
o0o3Hauaemyro B naHHOM nokyMeHTe kak HCVR wunm Vi) u KOHCTaHTHYHO 00NacTh TsDKENOH
nenu. KoHcranTHast o0nacTh Tspkenoi nenu copepxut Tpu nomeHa, Cyl, Cy2 u Cy3. Kaxngas
JierKasi LeMb COAEPKUT BapuadeNbHyI O0JacTh JIETKOH Lenu (COKpalleHHO 00O3HavaeMmy B
naHHOM nokymeHte kak LCVR wnu Vi) u koHCTaHTHYIO 0OjnacTe serkoi nenu. KoHcTaHTHYIO
obsacte serkoii unenu comepxut oxuH nomeH (Cpl). O6nactu Vy u Vi moryt ObITh nanee
noApas3eneHbl Ha 00acTu runepsapuaberbHOCTH, KOTOPbIE HA3bIBAIOTCS ONPEAEISIOLIMMU
KomIuieMeHTapHocTh obnactsimu (CDR), koTtopble uepenyrorcsi ¢ Oonee KOHCEpBATHBHBIMHU
obnactsimu, HasbiBaeMbIMH KapkacHbiME oOnacTsimu (FR). Kaxkmast Vi u Vi, cocrout u3 tpex
CDR u uyersipex FR, pacnonoxxeHHbix oT N-koHua 10 C-xoHma B cnenyroimeM nopsinke: FRI1,
CDRI1, FR2, CDR2, FR3, CDR3, FR4. B pa3ianuHbIX BapHaHTax OCYLIECTBICHHs U300pETEHHSI
FR antutena nporus UJI-4R (mmm ero aHTUT€HCBS3BIBAIOIIEH YAaCTH) MOTYT OBITh WACHTUYHBI
NIOCJIEIOBATEILHOCTSM 3aPOBIIICBON JIMHUU 4YeJOBEKa WM MOTYT OBITb MOAWU(UIIMPOBAHBI
€CTeCTBEHHBIM  WJH  HCKYCCTBEHHBIM  IIYTEM. AMUHOKHCJIOTHAasE ~ KOHCEHCYCHasi
NOCJIEIOBATENIbHOCTh MOXKET OBbITh OINpeneieHa Ha OCHOBE MAapajljIeIbHOTO aHAJIHM3a IABYX HIIH
oonee CDR. [0059] Mcnionp3yemblii B JaHHOM JOKYMEHTE TEPMHUH «aHTHTEJIO» TAKXKe BKIIFOYAET
AHTUT€HCBS3BIBAIOIIHE (bparMeHThbI MOJIEKY T MIOJTHOTO aHTHTENA. TepmuHbI
«aHTUTEHCBSI3bIBAIOINAS YACTh AHTUTENA», KAHTUT'CHCBA3BIBAIOIINN (PPArMEHT aHTHUTENA» U TOMY
nofo0HOe, WCIONb3yeMble B JaHHOM JOKYMEHTE, BKJIIOYAIOT JIIOOOH BCTPEYANOLIUICS B
NpUpoAe, TMONy4YaeMblii (EepMEHTATUBHBIM IIyTEM, CHHTETHYECKHH WM TE€HETHYECKH
CKOHCTPYMPOBAHHBIM TOJIMNENTH WA TJIMKONPOTEUH, KOTOPBIA Crenu(puIHO CBSA3BIBAET
aHTUTEH ¢ 00pa30BaHUEM KOMILIEKCa. AHTUIEHCBSA3BIBAIOLINE (PPArMEHThI AaHTUTENIA MOTYT OBITh

MOJIYUYCHbI, HAIPUMEP, U3 MOJICKYJI IMOJHOI'O aHTUTEIa C UCIIOJBb30BAHUEM JIFOOBIX NOAXOAAIINX
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CTaHJAPTHBIX METOAUK, TaKUX Kak TMPOTEOJIMTUYECKOE PpAaCLIeIUVIEHHe WM  METOJbI
pexomOunanTHOM JIHK u reHHON MHKEHEPHH, BKIIOYAIOINE MAHUITYJINPOBAHUE U SKCIIPECCUIO
JHK, xonupyromeii BapuaOenbpHble U HEOOS3aTENbHO KOHCTAHTHbIE JIOMEHbI aHTHTeNa. Takas
JHK u3BecTHa w/miu JIerko JOCTYITHA, HAIIPUMEp, U3 KOMMEpPUYEeCKUX HUCTOYHHKOB, OMOIHOTEK
JHK (B ToM wumcie, Hampumep, OHONMOTEKH (haroBbIX aHTUTEN), WJIH MOXKET ObITh
cunresuposanHa. JIHK wmoxer ObITh cekBeHHMpoBaHa u 00paboTaHa XUMHYECKH WIH C
NPUMEHEHHEM METOIUK MOJIEKYJIIPHOH OWOJIOruM, Hampumep, Ui YIOPSAOYMBAHUS OIXHOTO
win Oonee BapuaOeabHBIX W/MJIM KOHCTAHTHBIX JOMEHOB B MOIXOMALIYID KOH(QUTYPALUIO WU
I BBEACHHUS KOJOHOB, CO3JaHHsI OCTATKOB LIUCTEMHA, MOIU(PUKAIMH, AOOABIEHHS WU
ynaneHus: aMuHOKHUCIOT U T.4. [0060] HeorpanuumBaromye npuMepbl aHTUTEHCBS3BIBAKOLITNX
¢parmenToB BkIO4aOT B ceds: (1) ¢parmenter Fab; (i1) ¢parmentsr F(ab')2; (iii) ¢pparmeHTsI
Fd; (iv) dpparmentsl Fv; (v) onHouenouyeunsie Mosekysl Fv (scFv); (vi) ¢parmentsr dAb; u (vii)
MUHHUMAaJIbHbIE €IUHULIbI PACIIO3HABAHUS, COCTOSIHE U3 aMMHOKUCIIOTHBIX OCTAaTKOB, KOTOpBIE
UMHUTHPYIOT THIIEPBapUAOETbHYI0 00IACTh aHTHTENA (HATIPUMED, BBIIEICHHYIO ONPEIEIISOLIYI0
kommieMeHTapHocTh obnacte (CDR), Takyro kak mentuny CDR3) mmm nmenTux ¢ orpaHiYeHHON
koHpopmaumorHol cBobonoit FR3-CDR3-FR4. Jlpyrue CKOHCTPYHPOBAHHBIE MOJIEKYJIbI, TAKHE
KaK JIOMeH-Creun(puvecKkne aHTUTENa, OAHONOMEHHbIE AaHTUTENa, AHTUTENA C YAaJCHHBIM
IOMeHoM, xuMepHble aHTuTena, CDR-mpuBuTele aHTUTena, auartena, TpuaTena, TeTpaTena,
MUHHMAHTHUTENA, HAHOAHTUTENa (HAampuUMep, MOHOBAJICHTHbIE HAHOAHTUTENA, IBYXBAJICHTHbIE
HAaHOTeNa M T.7.), IMMyHO(papMaleBTHUECKHE CPEACTBA Ha OCHOBE MOIYJIBHOIO Oellka Majoro
pazmepa (SMIP) u BapuabenbHbie noMeHbl IgNAR akynibl, Takke BKIIOYEHBI B BBIPAKEHHE
«aHTUTEHCBSI3bIBAOIUI  (parMEeHT», MHCIOJAB3yeMblii B gaHHOM  nokymenre. [0061]
AHTHUreHCBSI3bIBAIOLINH (parMeHT aHTUTeNA, KaK MpaBulo, OyJeT cofepkaTh O MEHbIIEH Mepe
onuH BapualenbHBIl TOMeH. BapuaOenbHbIi JOMEH MOXET HMeTh JTIOOOW pasMep WiIn
AMHHOKHUCJIOTHBIM COCTaB U, KaK NMPaBHIJIO, MOXET cojep:kaTh No MeHblueil Mepe ogHy CDR,
KOTOpasi HAXOIUTCS PSIOM HIIM B paMKe CUUTHIBAHHMS C ONHOW miu Oojiee KapKacHbIMU
NOCJIEIOBATEIbHOCTSMU. B aHTHIeHCBSI3bIBAOLINX (pparMeHTax, HMEILINX IOMeH Vi,
CBSI3aHHBIN C IOMEHOM Vi, 1OMeHbl Vy U Vi, MOTYT pacronaraTbCs OTHOCUTEIBHO APYT Ipyra B
a000M MOIXOASIIIEM B3aMMOpacronokeHnu. Hanpumep, BapuadenbHas o0nacTb MOXKET OBITH
OUMEPHOM W conepxkarth auMmepbl V-V, Vp-Vip umun V-V B kaudecTBe ajabTEepHATUBBI,
AHTUTEHCBS3BIBAIOIIUN ()PArMEHT aHTHUTEJIA MOKET CONEPKaTh MOHOMEPHBINH TOMeH Vi win V.
[0062] B HekoTOpBIX BapuaHTaX OCYINECTBJICHUS AHTUICHCBA3BIBAIOIIMN (PParMEHT aHTHTENA
MOJKET COZIep>KaTh MO MEHbIIEH Mepe OnuH BapruabenbHbIH JOMEH, KOBAJEHTHO CBSA3aHHBIN C IO
MeHbIlIed Mepe OJHMM KOHCTaHTHBIM jaoMeHoM. HeorpanuuuBaromue WIIFOCTPaTUBHbIE
KOH(purypaunu BapuadeIbHBIX U KOHCTAHTHBIX JOMEHOB, KOTOPBIE MOTYT OBITh OOHAPYKEHBI B
AHTUTEHCBS3BbIBAIOIEM (PparMeHTe aHTUTENA 110 HACTOSALIEMY H300pEeTeHHIO, BKIFOYAT: (1) V-
CHl; (ll) VH—CHZ; (lll) VH—CH?); (lV) VH—CHl—CHZ; (V) VH—CHl—CHZ-CH?); (Vl) VH-CHZ-CH?); (Vll)
VH—CL; (Vlll) VL-CHI; (IX) VL—CHZ; (X) VL—CH?); (Xl) VL—CHl—CHZ; (Xll) VL—CHI—CHZ-CH3; (Xlll)
Vi-Cu2-Cu3; u (xiv) Vi-CL. B mro6oii konpurypanuu BapradenbHbIX H KOHCTAHTHBIX JOMEHOB,

B TOM 4YucCie JOOOW W3 WUIOCTPATHBHBIX KOH(PUrypauud, NEepeUNCIeHHbIX BBILIE,
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BapuabenbHble M KOHCTAHTHBIE JOMEHBI MOTYT OBbITb WJIM HEMOCPEICTBEHHO CBSI3aHBI JIPYT C
APYyroM, WJIM MOTYT OBITh CBSI3aHBI TOJHON WM YaCTHYHOH LIAPHUPHONW MM JIMHKEPHON
obnactero. [TlapHupHas 001acTh MOXKET COCTOSITh U3 10 MeHblIeH Mepe 2 (Harnpumep, 5, 10, 15,
20, 40, 60 unu Oonee) aMUHOKUCIIOT, YTO MPUBOAUT K FMOKOH HIJIM MOJYTHOKOM CBSA3H MEXIY
COCeHNMHU BapuaOeNbHBIMH W/WJIM KOHCTAHTHBIMM JOMEHAMH B OJHOH IOJNUMENTHIHOMN
mosiekysne. Kpome TOro, aHTHreHCBS3bIBAIOIIMH (DparMeHT aHTHTEeNa 10 HACTOSIIEMY
N300pETeHNI0 MOXKET COJEepXKaTh TOMOIMMEpP MM rerepogumep (WM APYrod MyJIbTHMEp)
mo00it n3 koHpurypaumii BapuabeabHOro U KOHCTAHTHOTO TOMEHOB, MEPEYUCIICHHBIX BBIIIE, B
HEKOBAJICHTHOW AaCCOLMAIMKM JPyr C JOPYroM W/WIM C OJHUM WIH 00jiee MOHOMEPHBIMU
noMeHaMu Vy wim V (Hampumep, ¢ TOMOLIBIO AUCYJIbOUAHON (AUCYIB(PUIHBIX) CBSI3U
(cBsizeit)). [0063] Ucnonb3yeMblii B JaHHOM OKYMEHTE TEPMHUH «aHTUTEJIO» TAKXKe BKJIFOYAET
myJabTHCTIenHuyeckue (Hampumep, Oucnernmpuyeckrne) aHturena. MynbTUCTIEHHPUYECKOE
AHTHUTEJIO WJIM aHTUTCHCBS3BIBAOLINI (DparMeHT aHTHTENA, KaK MPaBHJIO, OyIeT B TUITUYHOM
cilydae CcoIep’kaTb MO MEHbLIEH Mepe ABa pPa3IMYHbIX BapuaOeNbHBIX TOMEHA, MPU 3TOM
KaXXIbIii BapraOeNbHbINA JOMEH CIIOCOOEH CIeU(HUECKH CBSI3bIBATHCS C OTACIBbHBIM AHTUTECHOM
WIN C JPYTUM 3THTOIIOM Ha TOM K€ caMoM aHturene. JIro0oit ¢popmar MynpTHCIEHUPHUECKOTO
aHTHUTENa MOKET OBbITh aJanTHPOBaH Ui TPUMEHEHUS B KOHTEKCTE aHTHTENA WM
AHTUTeHCBS3BIBAIOIIETO (PparMeHTa aHTHUTENA 10 HACTOSIIIEMY N300PETEHHUIO C UCTIOIb30BAHUEM
CTaHIAPTHBIX CIOCOOOB, MOCTYNHBIX B JaHHOW oOjacTu TexHUKH. Hampumep, Hacrosiiee
n300peTeHne BKJIIOYAET CIIOCOOBI, BKIFOYAOLINE NMPUMEHEHHEe Oncrenn@uyeckux aHTHUTEN, B
KOTOPBIX OZTHO IUIEY0 UMMYHOIII0OymHa cnenuduyno msa PD-1 nnm ero gparmenTa, a npyroe
Y0 HUMMYHOIJIOOyJIMHA CcHnenuUYHO Ui BTOPOH  TEpaneBTUUECKOM MUINEHH WIIH
KOHBIOTUPOBAHO C TepaneBTHYeCKUM (QparmMeHToM. HMiumoctpatuBHble Oucnenuduyeckue
¢dopmaThl, KOTOpbIE MOT'YT ObITh IPUMEHEHBI B KOHTEKCTE HACTOSIILEr0 N300PETeHNUs, BKIIIOYAIOT
B ce0sl, HO He OrPaHMYHBAsCh MU, HapuMep, ducnenuduyueckue GopmaTsl Ha ocHOBe SCFv nim
nuaren, ruoOpunHsle Oenku IgG-scFv, Ig ¢ nBoitHbIM BapuabenbHbiM nomMeHOM (DVD),
KBaJpPOMY, BBICTYIIbI-BO-BIIQJIMHBI, OOIIYIO JIETKYIO LeNb (HampuMmep, OObIYHYIO JIETKYIO LIETb C
BBICTYIaMH-BO-BNaAuHbI U T.11.), CrossMab, CrossFab, anTutenononoOHblii OeloK, comepsKarimii
JOMEH, CKOHCTPYHUPOBAHHBIA MOCPEICTBOM 3aMEHbl LieNel, JeHINHOBYIO MOJHHI0, Duobody,
IgG1/1gG2, IgG ¢ Fab neotinoro neficteus (DAF) u Gucnenuduueckue dopmarsl Mab, (cm,,
Hanpumep, Klein et al. 2012, mAbs 4:6, 1-11, u ccbUTKM, UUTUPYEMBbIE B HUX, IJs1 0030pa
BBIIIEYIOMSIHYTHIX ~ (popMaToB).  bucrnenupuyeckne  aHTUTENa TakkKe  MOTYT  OBITh
CKOHCTPYHPOBAHBI C MTOMOIIBIO KOHBIOTAINH MTENTHOB U HYKJIEHHOBBIX KUCIIOT, HAIPUMED, MPH
5TOM HE BCTPEYAIOIIMECS B TPHPONE AMHUHOKHCIOTHI C OPTOTOHAJIBHOW XHMHUYECKOH
PEAKTHBHOCTBIO HCIIONB3YEOTCS Uil CO3MAHHs CalTCrenuduuecKux KOHBIOTaTOB AHTHUTEIO-
OJIUTOHYKJIEOTH]], KOTOPBIE 3aTEM IMOJBEPraroTCs CaMOCOPOKE B MYJBTHMEPHBIE KOMILIEKCHI C
OTIpe/IeNIEHHBIM COCTaBOM, BaJIEHTHOCTBIO U reomerpueil. (Cum., Hampumep, Kazane et al., J. Am.
Chem. Soc. [Epub: Dec. 4, 2012]). [0064] AnTuTena, uCHoOJB3yeMble B CIOCO0AaX IO
HACTOSIIEMY M300PETEHHIO, MOTYT OBbITh YEJOBEYECKMMHU aHTUTENaMH. TepMHUH «4UeI0BEUeCcKoe

AHTUTCIION, HCHOJ’[b?»yCMbeI B JaHHOM HOOKYMCHTEC, MNMPCAINOIaract BKIFOYCHHUE B ceOst AHTUTCII,
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UMEIUX BapuaOenbHble M KOHCTAHTHBIE OOJACTH, TOJYyYEHHBbIE W3 IIOCIEAOBATENbHOCTEH
UMMYHOTJIOOyJIMHA 3apOJBIIIeBON JMHMM dYejoBeka. IIpm 3TOM uenoBeuecKkue aHTUTena
COIJIACHO JAHHOMY H300pPETEHHI0 MOTYT CONEP’KaThb aMHHOKHCIIOTHBIE OCTATKH, KOTOPBIE He
KOZUPYIOTCSI TIOCJIEAOBATENBHOCTMI HMMYHOIJIOOYJIMHA 3apOABIIIEBON JIMHUM 4eJoBeKa
(HarpuMep, MyTaLluy, BBEIEHHBIE IIyTEM CIy4YailHOro Win caiT-creruduueckoro MyTraresesa in
Vitro WIm coMaTH4ecKo Mmyrarmed in vivo), Hanpumep, B CDR u, B wactHoctu, B CDR3.
OnHako, HCMONB3yeMbIi B JaHHOM JOKYMEHTE TEPMHMH «(4YE€JIOBEYEeCKOe AaHTUTENO» He
npeArnojaraeT BKJIIOUEHUE aHTuTed, mnocienoarenbHocTh CDR - KOTOpBIX MONy4YeHbI W3
3apOJBILICBON JIMHUU JIPYrOro BUAA MIIEKONMHUTAOLINX, TAKUX KaK MbIMb, OBUTH MPUBUTHI K
KapKaCHBIM IMOCJIeNOBaTeIbHOCTAM denioBeka. [0065] AnTuTena, ucnonb3yeMble B Crocodax Mo
HACTOSIIEMY H300pPETEHUIO, MOTYT ObITb PEKOMOMHAHTHBIMH YEJOBEYECKHMMH AHTHUTEJIAMHU.
Hcnonp3yeMblii B TaHHOM JOKYMEHTE TEPMHH «PEKOMOMHAHTHOE YEJIOBEYECKOE AHTUTENIO»
NpeAHa3HaYeH [UIsl BKJIIOYEHHUS BCEX YEJIOBEUECKHUX AaHTUTEN, KOTOpbIe IOJYYaroT,
SKCIIPECCUPYIOT, CO3MAOT WJIHM BBIIEISAIOT PEKOMOMHAHTHBIMHU CIIOCOOaMH, HampuMep, aHTHTEN,
JKCIIPECCUPYEMBbIX € HCIOJBb30BAHHEM  PEKOMOMHAHTHOIO  BEKTOpAa  JKCIPECCHUH,
TPaHCUIIMPOBAHHOTO B  KIETKY-XO3siMHA (OMUCAHO JOTIOJIHUTENBHO HHKE), aHTHTEN,
BBIJEJIEHHbIX U3 PEKOMOMHAHTHOW, KOMOHMHATOPHOH OHOJIMOTEKH YeJIOBEYECKHX AHTHUTEN
(OTIICaHO TOMIOJTHUTENBHO HIDKE), AaHTUTEJ, BBIACIEHHBIX M3 OPTaHU3Ma XHBOTHOTO (Hampumep,
MBIIIN), KOTOPOE SIBJISIETCS] TPAHCTEHHBIM JUISI T€HOB UEJIOBEUECKOr0 MMMYHOTJIOOYIHMHA (CM.,
Hanpumep, Taylor et al., 1992, Nucl. Acids Res. 20: 6287-6295), unu aHTuTeNa, MOIy4YEHHBIE,
SKCIIPECCUPOBAHHbIE, CO3JIaHHBIE WM BbIAEJICHHbIE JIOOBIM JPYyTUM CIIOCOOOM, KOTOPBIH
BKJIFOYAaeT B ce0sl CIUIAHiCHHI TOCJENOBATENbHOCTEH I'€Ha MMMYHOIJIOOYJIMHA 4YeJOBEeKa C
apyrumu  nocnepoBatenpHocTsiMu JIHK. Takue pexkoMOMHaHTHbIE YeIOBEUECKHE AHTUTENA,
UMEIOT BapualOenbHble M KOHCTAaHTHBIE OOJNACTH, IOJYYEHHbIE M3 MOCIIEAOBATEIbHOCTEH
UMMYHOTJIOOYJIFHA YeJIOBeYeCKOi 3apoabiueBoii TuHUU. [Ipr 5TOM B OnpeneleHHbIX BApHAHTax
OCYILIECTBIIEHHUsS] TaKHe PEKOMOMHAHTHBIC YEJIOBEUECKHE aHTHTENA MOJBEPratloT in  Vitro
MyTareHedy (Wi, B CJIy4ae WCIOJb30BAHUS JKUBOTHOTO, TPAHCTEHHOTO B OTHOLICHHUH
NOCJIEIOBATEIbHOCTEH deJoBeYeCKoro Ig, in vivo COMaTHYECKOMY MyTareHe3y) H, TaKhM
o0pa3oM, aMHUHOKHCJIOTHBIE ToOcnenoBaTeNbHoCcTH obmacrei VL m VH pexoMOMHAHTHBIX
AHTHUTENT TIPEACTABIAIOT COOOW TOCIEAOBATENIbHOCTH, KOTOPBIE, XOTSI W TOJYYEHbl U3
nocnenosarenpbHocTel VL u VH uenosedeckoil 3apOApllIeBON JMHUM U POACTBEHHBI UM, B
NPUPOAE MOTYT HE CYLIECTBOBATh B PAMKax perepTyapa aHTHTEN YeJIOBEUECKOW 3apOAbIIIEeBOI
auanA in vivo. [0066] CornacHo omnpeneneHHBIM BapUaHTaM OCYIIECTBJICHHS AHTHUTENA,
UCTIONB3YEMBIE B CIIOCO0AX MO HACTOSIIEMY H300peTeHuro, crenuduuecku cps3biBaroT PD-1.
Tepmua «cneunpuveckn CBS3bIBAET» WJIM T.II. O3HAYAET, YTO AaHTUTENO WIH €ero
AHTUTeHCBS3BIBAIOIIMN (PparMeHT o0pa3yer KOMIUIEKC C AaHTUT€HOM, KOTOPBIA SIBJISETCS
OTHOCHUTEJIbHO YCTOHUYMBBIM B (pusmonornyeckux yciaoBusx. CrocoObl OmpeneneHus Toro,
CBSI3bIBAETCS JIM QHTHUTENO CIeHU(pUUECKU C AHTUT'€HOM, XOPOIIO M3BECTHBI B JAHHOH 00JacTH
TEXHUKU W BKJIOYAIOT, HANpUMep, PABHOBECHBIH IHaiN3, MOBEPXHOCTHBIM IJIA3MOHHBIN

pesoHanc u T.1. Hampumep, aHTuTeNnO, KOTOpoe «creunpuyueckn CBsizbiBaeTy PD-1,
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UCTIONB3yEMOE B KOHTEKCTE HACTOSALIEr0 HW300pETEeHHs, BKIIOYAET AHTHTENA, KOTOpbIE
cBs3biBatOT PD-1 mnm ero dacts ¢ Kp Menee oko10 500 HM, meHee okojio 300 HM, MeHee OKOJIO
200 uM, menee okosno 100 HM, menee okono 90 HM, menee okosio 80 HM, meHee okosio 70 HM,
MeHee okojio 60 HM, meHee okosio 50 HM, MeHee okoio 40 HM, meHee okojio 30 HM, MeHee
okoJio 20 HM, menee okosio 10 HM, menee okono S HM, meHee okoJio 4 HM, MeHee okoJio 3 HM,
MeHee OkoJio 2 HM, meHee okono 1 HM unu meHee okojo 0,5 HM, Kak U3MEPEHO B aHAINU3E
METO/IOM IOBEPXHOCTHOTO IUIA3MOHHOIO pe3oHaHca. OHAKO BBIAENEHHOE aHTUTENO, KOTOpOe
cneunduveckn cpsizbiBaeT PD-1 denoBeka, MoxkeT 00JianaTh MEPEKPECTHONH PEaKTUBHOCTBIO C
APYTUMH aHTUT€HAMH, TAKUMHU Kak MosiekyJsibl PD-1 ot npyrux (OTJIMYHBIX OT YeJIOBEeKa) BUIOB.
[0067] CornacHo ompeneneHHBIM HIIIFOCTPATUBHBIM BapHaHTaM OCYLIECTBJIEHUS HACTOSILEro
u3o0pereHust aHTUTENo mpoTuB PD-1 miM ero aHTHreHCBSI3BIBAIOLINNA (DParMeHT CONEpIKUT
BapuadenpHyr0 obnacts Tsokeson neru (HCVR), Bapuabenbryro obnacte nerkoii nemu (LCVR)
/v onpenensomue KoMmriemeHtapHocte oOsiactu  (CDR), comepskamue JroOyro w3
AMHHOKHUCJIOTHBIX MOCJENOBaTeNbHOCTEH aHTUTEeN NpoTHB PD-1, kak m3nokeHO B myOnukamuu
nateHta CIITA Ne 20150203579. B HeKOTOpbIX WILTIOCTPATUBHBIX BapHAHTaX OCYILIECTBJIEHUS
anTuTeNo npoTHB PD-1 Uiy ero aHTUreHCBA3BIBAIOIINHA (PPArMEHT, KOTOPOE MOYKHO NMPUMEHSITh
B KOHTEKCT€ CIIOCOOOB 1O HACTOSAIIEMY HW300PETEHHIO, COMEepKaT  OIpPENeIsIOLIHe
KoMmIuieMeHTapHoCTh obnactu Tspkenoi nern (HCDR) BapmaOenbHOM o0macTi TspKENOH Lenu
(HCVR), comepxameli aMHHOKHCIOTHYIO mocienoBarenbHocte SEQ ID NO: 33, u
oTpeneNsonue KoMieMeHTapHocTh obnactu sierkoi nenmn (LCDR) BapuabenpHO!N oOmactu
nerkoii ueru (LCVR), conepskaieit aMuHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 34,
CornacHO HEKOTOPBIM BapuaHTaM OCYINECTBJEHUs aHtuTeno npotuB PD-1 wumm  ero
anTureHcssspiBatromnii pparment copepxur Tpu HCDR (HCDR1, HCDR2 u HCDR3) u 1pu
LCDR (LCDRI1, LCDR2 u LCDR3), npu srom HCDRI1 comepxuT aMHHOKUCIOTHYIO
nocnenosarenbHocte  SEQ ID HET: 35, HCDR2  comepXUT  aMHUHOKHCIIOTHYIO
nocnenosarenbHocTe  SEQ  ID NO: 36, HCDR3  comepkUT  aMHHOKHCJIOTHYIO
nocnenosarenbHocte  SEQ ID NO: 37, LCDRI1  comepxur  aMUHOKHCIIOTHYIO
nocnenosatenbHocTe  SEQ ID NO:  38; LCDR2  copmepxuT  aMHHOKHCJIOTHYIO
nocnenosatenbHocTe  SEQ ID NO: 39; uw LCDR3  comepXur aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 40. B eme apyrux BapHaHTax OCYILECTBIEHHUS AHTUTENO
npotrus PD-1 wim ero antureHcesizpiBatommii pparment cogepxutr HCVR, copepskamyro SEQ
ID NO: 33, u LCVR, comepxamyro SEQ ID NO: 34, B omnpeneneHHbIX BapUaHTax
OCYIIECTBIIEHHsI CIIOCOOBI MO HACTOSIIEMY HM300PETEHHIO BKIIIOYAIOT NMPHUMEHEHUE aHTUTeNa
npotuB PD-1, npu 3TOM aHTUTENO COAEPKUT TSKEIYIO LEMNb, COACPKALIYI0 aMUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 41. B HeKkOTOpbhIX BapHaHTaxX OCYILIECTBJIEHUsS AHTUTEINO
npotus PD-1 comep:kur Jerkyr Lenb, COACPKAIYI0 aMUHOKHMCIOTHYIO MOCIENOBATENbHOCTD
SEQ ID NO: 42. UnnrocTpaTUBHOE AHTHUTENO, COAEPIKAIIEe TSIKEIYI0 LeMb, COAEPIKAILYIO
aMUHOKHCIIOTHYIO0 mocnenoBaTeabHocTh SEQ ID NO: 41, u jerkyro uemnb, comepiKaiiyro
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTe SEQ ID NO: 42, mpenctaBnsier co00il MOJTHOCTBIO

yenoseueckoe aHtureno npotu PD-1, useectHoe kak REGN2810 (Takke M3BECTHOE Kak
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nemurinMad). CorilacHO HEKOTOPBIM MIUTIOCTPATUBHBIM BapUAHTAM OCYIIECTBJICHHUS CIIOCOOBI
10 HacTosleMy H300peTeHnio BkrodaroT npuMmeHeHrne REGN2810 mnm ero OmosKBHBaJICHTA.
Hcnonp3yeMblii B JaHHOM IOKYMEHTE TEPMHMH «OHMOIKBHMBAJIEHT» OTHOCHTCS K AaHTUTENaM
npotuB PD-1 umu PD-1-cesaseiBaromumM OejkaM wid UX (parMeHTaM, KOTOPBIE SIBIISOTCS
(dapMaleBTHUECKUMH SKBHBAJIEHTaMU WIH (PapMalleBTUYECKMMHU aJbTEPHATUBAMH, CKOPOCTb
WM CTerneHb adCopOIMU KOTOPBIX HE AEMOHCTPHPYIOT 3HAYMMOH pasHHULBI C TAKOBBIMH Y
REGN2810 mpu BBefeHMH B TOW K€ MOJSIPHON N103€ B AHAJOTHMYHBIX SKCIEPUMEHTAJIbHBIX
YCIIOBHSIX, KaK B OJHOKPATHOM J103€, TaK M MHOTOKPATHBIX 7103aX. B KOHTeKcTe M300peTeHus
TEPMHMH OTHOCHTCSI K aHTUT€HCBSI3bIBAIOIIUM OeJikaM, KOTOpble CBs3bIBAOTCs ¢ PD-1, koTOpbIE
HE UMEIOT KJIMHUYECKU 3HauuMbIX pasnmuunii ¢ REGN2810 B ux 6e30macHOCTH, YUCTOTE W/WIN
aktuBHocTH. [0068] Jlpyrue anTtutena npotuB PD-1, koTOpble MOXKHO HCIONB30BaTh B
KOHTEKCTE CIOCOOOB MO HACTOSIIEMY H300pPETeHHI0, BKJFOYAKOT, HANpUMep, AaHTUTENa,
Ha3bIBa€MbIE W W3BECTHbIC B JAHHOH 00sacTH TeXHWKHU Kak HuBonymad (mareHt CIIIA Ne
8008449), nemOpommzymad (marent CLIIA Ne 8354509), MEDIO608 (matent CLIIA Ne 8609089),
muanmsymad (marent CIIA Ne 8686119) nmm mo6oe u3 antuten npotusB PD-1, kak U3noxkeHo
B nareHtax CIIJA. NeNe 6808710, 7488802, 8168757, 8354509, 8779105 unu 8900587. [0069]
AnTrrena npotus PD-1, ucnonb3yemblie B KOHTEKCTE CIIOCOOOB 1O HACTOSIIEMY H300pETEHUIO,
MOIyT UMeTh 3aBucuMble OT pH Xapakrtepuctuku cBsaspiBaHus. Hamnpumep, aHTUTENO NPOTUB
PD-1 nnsi mpuMeHeHUs1 B Crocodax MO HACTOSIIEMY H300PETEHHI0 MOXKET JeMOHCTPUPOBATH
NOHMXeHHOe cBs3piBaHue ¢ PD-1 npu xucaom pH no cpaBHenuro ¢ HeWrpanpHbiM pH.
AnprepHaTuBHO, aHTuTeno mnporuB PD-1 cormacHo u300peTeHHIO MOXKET NPOSIBISATH
MOBBILIEHHOE CBA3BIBAHUE CO CBOUM aHTUIE€HOM IIPpU KHUCJIOM pH no cpaBHEHUIO ¢ HEUTPaAIbHBIM
pH. Breipaxxenue «kucnsiii pH» Briitouaer 3HaueHust pH MeHee okono 6,2, Hanpumep, 0koo 6,0,
5,95,.5.9, 5,85, 5.8, 5,75, 5.7, 5,65, 5.6, 5,55, 5.5, 5.45, 5.4, 5,35, 5.3, 5.25, 5,2, 5,15, 5.1, 5,05,
5,0 unmu menee. Mcnonp3yemMoe B KOHTEKCTE JAHHOTO TOKYMEHTA BBIPAKEHHE «HEUTpaIbHBIN
pH» o3nauaer pH ot okono 7,0 no okono 7,4. BeipaxkeHnue «HeiTpanbHbiii pH» Bkitouaer
sHayenust pH okomo 7,0, 7,05, 7,1, 7,15, 7,2, 7,25, 7,3, 7,35 u 7,4. [0070] B onpeneneHHbIX
Cly4asix «MOHMXeHHoe cBsizbiBanue ¢ PD-1 npu kucnom pH no cpaBHenuro ¢ HelrpanbHbM pH»
BBIPAJKAETCS B BUJE COOTHOILIECHMs 3HaYeHus: Kp cBsa3biBanus anturena ¢ PD-1 npu kucinom pH
Kk 3HaueHnr0 Kp anst cBsisbiBanusi anturen ¢ PD-1 mpu nHeidrpanbHom pH (wimu HaoOopoT).
Hanpumep, aHTHTENO MM €ro aHTUTCHCBS3BIBAIOIIUN (ParMeHT MOXKHO PacCMaTpHBATh Kak
JEMOHCTPUpPYIOLIEEe «MOHWXKEHHOe cBsa3biBaHue ¢ PD-1 mpu kxuciom pH no cpaBHeHuro ¢
He#TpanmpHbIM  pH» mns  menel  HacTosAmero W300pETeHMs, €CIU aHTUTENO WIH  €ro
AHTUTeHCBS3BIBAIOIINN (parMeHT mposiBisier cootHomeHue Kp mpu kmciaom pH k Kp mpum
HelrpanpHOM pH cocrasnsier okono 3,0 i 6onee. B HEKOTOPBIX MIUTFOCTPATUBHBIX BapUAHTAX
ocywmecTtsiaeHus: cootHomenne Kp nmpu kucnom pH k Kp npu wvelirpanenom pH nns anturena
WIM aHTUTEHCBS3BIBAIOINErO (PparMeHTa MO HACTOSIIEMY H300PETEHHIO MOXKET COCTaBISIThH
oxono 3,0, 3,5, 4,0, 4,5, 5,0, 5,5, 6,0, 6,5, 7,0, 7,5, 8,0, 8,5, 9,0, 9,5, 10,0, 10,5, 11,0, 11,5, 12,0,
12,5, 13,0, 13,5, 14,0, 14,5, 15,0, 20,0, 25,0, 30,0, 40,0, 50,0, 60,0, 70,0, 100,0 unu Gonee.

[0071] ArTuTena c 3aBucuMbiMU OT pH XapakTepucTKamMH CBA3BIBAHUS MOTYT OBITH IOJYYEHBI,
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HarpuMep, MyTeM CKPUHUHTA MOMYJISIUHA aHTUTEN HA TPEAMET OHMKEHHOTO (WJIH YCHUIIEHHOTO)
CBS3BIBAHUS C KOHKPETHBIM aHTUT€HOM Npu kuciaoMm pH mo cpaBHeHuro ¢ HeirpanbHbiM pH.
Kpome Toro, mMomudukanyy aHTHIE€HCBS3BIBAIOLIET0 JOMEHAa Ha aMHUHOKHCIOTHOM YPOBHE
MOTYT J1aBaTh aHTUTENA C 3aBUcUMbIMU OT pH xapakrepuctukamu. Hanpumep, myTeM 3aMeHBI
omHON wniu Ooiee aMMHOKHCIOT aHTHIeHCBsi3bIBarolnero nomeHa (wampumep, B CDR) Ha
OCTAaTOK THCTUAMHA MOKHO IOJIyYUTb AHTUTEJIO C MOHUKEHHBIM CBSI3bIBAHUEM AHTUIE€HA IPU
kucioM pH otHocutensHO HeliTpanpHOro pH. Mcnosnp3dyemoe B TaHHOM JOKYMEHTE BBIPAXKEHHE
«xucabiii pH» o3navaer pH 6,0 unu menee.

Bucneuudguueckne anturena nporus MUC16/CD3 [0072] CornacHo onpeneneHHbIM
WITFOCTPATHBHBIM BapUaHTaM OCYLIECTBIIEHHS HACTOSIILIEro M300pPETeHUsl CrOCOOBI BKIIOYAIOT
BBEICHUE TepaneBTHYecKu 3(pPekTHBHOro KojgmuecTBa OucnenupuIeckoro aHTHTENA, KOTOpOe
cnenuduuecku cpsizbiBaeT CD3 u MUCI16. Takue aHTUTENa MOTYT HAa3bIBAThCS B IJAHHOM
nokymente, Hanpumep, «aHTu-MUC16/autu-CD3», wnn «antutena nporus MUC16xCD3» wm
oucnermduueckumu  anturenamun «MUC16xCD3», wnu apyroit momoOHOH TepMHHOJIOTHER.
[0073] B nanHOM KOHTEKCTe BbIpaxkeHHe «Oucrenuuueckoe aHTUTENIO0» OTHOCUTCS K Oesiky
UMMYHOTJIOOYJIMHA, COAepIKaIleMy IO MEHbIIEH Mepe MEePBbIil AHTUTCHCBSI3bIBAIOIIHIA JOMEH U
BTOPOW AaHTUTCHCBS3BIBAIOIIUN JIOMEH. B KOHTEKCTe HacTOsIero H300peTeHHs MepPBbIi
AHTUTCHCBS3BIBAIOIIMIA JOMEH Crenn(pUIecKd CBS3BIBACT IEPBBI AaHTUTEH (HAmpumep,
MUCI16), a BTOpOi aHTHI€HCBS3BIBAIOIIMHA JOMEH Crenu(UIecKn CBsI3bIBAET BTOPOH, APYro
antured (Hanpumep, CD3). Kaxnplii aHTHUreHCBS3bIBAOIIUI JOMeH Oucnennpuueckoro
aHTHUTeNa ConepKUT BapualenbHbI nomeH Tspkenod nenn (HCVR) m BapuabenpHBIH HOMEH
aerkoit wnenum (LCVR), kaxnpii u3 kortopeix comepxur Tpu CDR. B koHTekcre
Ooucneunduyeckoro anturena CDR mnepBOro aHTHUIEHCBSI3BIBAIOIIETO IOMEHAa MOTYT OBITh
obo3HaueHs! npedukcoM «Ay», a CDR BTOPOro aHTUIE€HCBS3BIBAIOLIETO JOMEHa MOTYT OBITh
obo3Hauens! npepukcom «By». Takum obpasom, CDR nepBoro aHTUreHCBS3BIBAIOLIETO JOMEHA
MoryT HasbiBaThCsl B aHHOM nokymeHte A-HCDR1, A-HCDR2 u A-HCDR3; u CDR BTOporo
AHTUTEHCBS3BIBAIOLIErO JOMEHA MOTYT Ha3biBaThcs B NaHHOM nokymeHte B-HCDR1, B-HCDR2
u B-HCDR3. [0074] Kaxnapiii M3 MEepBOro AHTUIEHCBS3bIBAIOLIETO JOMEHa M BTOPOTO
AHTUTEHCBS3BIBAIOIEIO JIOMEHA CBs3aH C OTHENbHBIM MYyJbTUMEPU3YIOLIUM JOMEHOM.
Hcnonp3yeMblil B JAHHOM JOKYMEHTE TEPMHUH «MYJIbTUMEPHU3YIOIIUI JOMEH» O3HA4aeT JF00YI0
MaKpOMOJIEKYJIy, O€JOK, MOJHITENTH, MEeNITH WA AMHHOKHCIIOTY, KOTOpasi IMEET CIIOCOOHOCTD
CBSI3BIBATHCSI CO BTOPBIM MYJBTHMEPU3YIOIIMM JOMEHOM TaKOH k€ WM MOAOOHOW CTPYKTYpPBI
WIA CTPOEHUs. B KOHTEKCTe HACTOALIEro W300pETeHUs MYJIbTUMEPU3YIOIUN KOMIIOHEHT
npexacrasisier cobolt Fc-uacte ummyHornoOynuHa (copepakamtyto nomeH Cpp -Cps), Hanpumep,
nomeH Fc IgG, Beibpannstii n3 m3otunos IgG1, IgG2, IgG3 u IgG4, a Taxke modoro amiorumna B
Kaxnoi rpymnne nzotunos. [0075] bucnennpuyeckne aHTUTENA IO HACTOSIIEMY H300PETEHUIO,
KaK MpaBUJIO, COAEPKAT 1B MyJIbTHMEPHU3YIOIIMX IOMEHA, HalpuMep, /1Ba AoMeHa Fc, Kaxblil
U3 KOTOPBIX IO OTAEIbHOCTH SIBJIAETCA YaCTbI OTHAEJIbHOM TsDKEJION Lenu aHturena. IlepBoii u
BTOPOIl MyJbTHUMEPHU3YIOLINE JOMEHbl MOTYT MMEThb OJWUH U TOT ke u3otun IgG, Takoi kak,

Hanpumep, IgGl/IgGl, IgG2/1gG2, IgG4/IgG4. AnbpTepHaTUBHO, TEPBBIE U  BTOPOMH
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MyJBTHUMEPU3YIOIINE JTOMEHbl MOTYT MMeTh pas3Hble n30THNbl Ig(, Takue Kak, Hampumep,
IgG1/1gG2, IgG1/IgG4, 1gG2/IgG4 u 1. n. [0076] [ns nonydenus Oucnennduaeckux
AHTUT€HCBSA3BIBAIOIIMX MOJIEKYJI MO HACTOSIIEMY H300pETEHHI0 MOXKHO HCIIONIB30BaTh JIFOOOM
dopmar nim TexHosoruo oucnennduieckux anrturen. Hanmpumep, aHTUTeNno Uin ero gparMeHr,
UMeIoIIee MEePBYI AHTHICHCBSI3bIBAIOINYIO CIEHU(PHIHOCTb, MOXET ObITh (PYHKIIMOHAIBHO
CBSI3aHO  (HampuMep, IyTeM XHMHMYECKOrO  CBSI3bIBAHUS, T'€HETUYECKOrO  CIIMSHUSA,
HEKOBAJIEHTHOW AacCOLMAalMd WIM HMHBIM 00pa3oM) ¢ OZHMM WiIM Oojee APYTHMMHU
MOJIEKYJSIPHBIMUA COEIMHEHUSIMHM, TAKMMH Kak JAPYroe aHTUTENO WM (PParMeHT aHTUTeNa,
UMEIOIIee BTOPYI) aHTUTCHCBS3BIBAIOIIYIO CIEUU(UIHOCTD [T MOJY4YeHHs OUCTennu(pUIecKoit
AHTUTCHCBS3BIBAIOIIEH  MOJEKynbl.  KOHKpeTHble  WIUTIOCTpaTHBHbIE —Oucnernuduyueckue
(bopMaTbl, KOTOPBIE MOTYT OBITh MPUMEHEHBI B KOHTEKCTE HACTOSINEro N300pEeTEHUs, BKIIIOYAI0T
B ce0s1, HO HE OTPaHUYMBAsICh UMH, Hanpumep, ducneunpuyeckre Gopmarsl Ha ocHOBe SCFV mn
nuaren, ruoOpunasle Oenku IgG-scFv, Ig ¢ nBoitHbIM BapuabenbHbIM nOoMeHOM (DVD),
KBaZpPOMY, BBICTYIIBI-BO-BIIQJIMHBI, OOIIYIO JIETKYIO LeNb (HanmpuMmep, OObIMHYIO JIETKYIO LETb C
BBICTYNIaMH-BO-BNaAuHbI U T.11.), CrossMab, CrossFab, anturenononoOHbIii Oeok, comepskamimii
JOMEH, CKOHCTPYHPOBAHHBIA MOCPENCTBOM 3aMEHbl Lienel, JeHInHOBYI0 MoJHHI0, Duobody,
IgG1/1gG2, IgG ¢ Fab neotinoro neficteus (DAF) u Gucnenuduueckue dopmarsl Mab, (cm,,
Hanpumep, Klein et al. 2012, mAbs 4:6, 1-11, u ccpuUTKM, UUTUPYEMBbIE B HUX, IJs1 0030pa
BBILIEYNOMSIHYThIX  (¢opmaroB). [0077] B koHTekcre OucrnenuuyuecKux aHTHUTEN IO
HacTosimeMy H300peTeHnto noMeHbl Fc MoryT comepskaTe omHy minm Oosiee aMUHOKHCIIOTHBIX
3aMeH (Hampumep, BCTABKH, IEJELUM WM 3aMEHbl) 10 CPAaBHEHHMIO C TNPUPOIHOH BepcHeil
nomeHa Fc pgukxoro Tuma. Hanpumep, wu3oOpereHne BxiodaeT Oucnenuduyueckue
AHTUTeHCBA3BIBAIOIINE MOJIEKYJIbI, COAep Kalie OAHy uiu Oonee momudukanuii B 1omene Fc,
KOTOpBIE TPHUBOAAT K MOAMGUIMPOBAHHOMY IOMeHy Fc, mmeromemy MOaudHULHUPOBaHHOE
CBSI3bIBAIOLIEE B3aUMOJEHCTBHE (HAIPUMED, YCIIIEHHOe UM yMeHbineHHoe) Mexkay Fc u FcRn.
B onHoM BapuaHTe ocymecTBieHus Owucnenpduueckas aHTUTEHCBSI3bIBAKOLIAS MOJIEKYJia
cogepxut Momudukamo B obmactu Cyp wimm Cys, mpu 3TOM MOAU(HKAIMS yBEJIUYHBAET
apdunnocTh nomena Fc k FcRn B kucnoli cpene (Hanpumep, B 3HR0coMe, rae pH Haxomutcs B
IauanasoHe OT OKOJIO 5,5 no okojo 6,0). Heorpannunsaromue nmpuMepsl Takux Moaudukanuii Fe
packpbiThl B myOnukanuu nmarenta CIIIA Ne 20150266966, BkiroYeHHOH B JaHHBIH JOKYMEHT B
nomHoM oObeme. [0078] Hacrosimee wu3oOpeTeHne Takxke BKIOYaeT Oucnenupuyeckue
AHTUTEHCBSA3BIBAIOLE MOJIEKYJIbI, cofepskalue nepsbiii fomeH Cy3 u Bropoi aomeH Cpy3 Ig,
MPH 3TOM NEPBBIA U BTOpor AoMeHbl Cy3 Ig oTiaudaroTess APyr OT Apyra Mo MEHbIIeH Mepe Ha
OIHY aMHUHOKHCJIOTY, U TIPH 3TOM I10 MEHBIIEH Mepe OJHO OTJINYNE B AaMUHOKUCIIOTAX CHIKAET
CBSI3bIBAHME OMCIIEIU(PHUECKOr0o aHTUTENa ¢ OeNKOM A MO CPaBHEHHUIO ¢ OHCIEU(pHUECKUM
aHTHUTEJIOM 0€3 OTJIMYHsS B AMUHOKHCIIOTax. B OTHOM BapHaHTe OCYINECTBJIEHUS NEPBBIA TOMEH
Cu3 Ig ces3piBaercs ¢ Oenkom A, a Bropoii nomen Cy3 Ig comepkuT MyTamuro, KOTopas
YMEHbBINAET WJIM YCTpaHseT CBs3biBaHHEe C OenkoM A, Takyr kak Mmonupukammss HOSR
(aymepaumst 5k30H0B coriacHo IMGT, H435R cornmacHo nymepanuu EU). Bropoit Cy3 moxer
JOTIONHUTENBHO cozepkarh Monudukamuo YOOF (IMGT; Y436F mo EU). Cm., Hanpumep,
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nareHT CIIA Ne 8586713. lpyrue moaudukanmum, KOTOpble MOTYT OBITh Hal€HBl BO BTOPOM
Cu3, srumouaroT: DIGE, L18M, N44S, K52N, V57M u V821 (mo IMGT; D356E, L358M,
N384S, K392N, V397M u V4221 no EU) B cnyuae antuten IgG1; N44S, K52N u V821 (IMGT;
N384S, K392N u V4221 no EU) B ciyuae anturen IgG2; nu Q15R, N44S, K52N, V57M, R69K,
E79Q u V82I (mo IMGT; Q355R, N384S, K392N, V397M, R409K, E419Q u V4221 no EU) B
cnydae antuten IgG4.

[0079] B HexkoTOpBIX BapHaHTax OCyLIecTBIEHHUs noMeH Fc Moxer ObIThb XMMEpHBIM,
nyTeM KOMOMHHPOBaHUS TOCienoBaTebHocTell Fe, monyueHHbIX 13 0oiee 4eM OJHOrO U30THIIA
umMmyHoroOynuHa. Hampumep, xumepHblii nmomeH Fc Moxer comepkaTh 4YacTh MJIM BCHO
nocnenoBateibHOCTh Cy2, monydyennyr u3 oojnactu Cy2 yenoBedeckoro IgGl, yenoseyeckoro
IgG2 nnu yenoseueckoro IgG4, u yacTh win BClo mocienoBaTenbHOCTh Cp3, MOJYYEHHYIO U3
yenoseueckoro IgG1l, yenoseueckoro IgG2 unm uyenoseueckoro IgG4. Xumepnseiii nomen Fc
MOJKET TaKKe COAep)KaTh XUMEPHYI0 MIApHHPHYK oOjacte. Hampumep, XuMepHBIH IIapHUD
MOKET COAep>KaThb IMOCIENOBATENIbHOCTD «BEPXHEro IIAPHHUPA», MOJYYEHHYI0 U3 IIapHUPHOM
obnactu yenosedyeckoro IgG1, yenoseueckoro IgG2 wnum yenosedeckoro IgG4, B koMOuHAINH C
NOCJIEIOBATENIbHOCTBIO  «HIDKHETO — LIApHHUPa», IOJYYEeHHOH W3 IIApHUPHON  oOmacTH
yenosedeckoro IgG1, uenoseueckoro IgG2 unu yenosedeckoro IgG4. KonkperHbiii mpumep
XHUMEpPHOro soMeHa Fc, KOTOpelii MOXeT ObITh BKJIIOYEH B JOOYIO M3 AHTHIE€HCBSI3BIBAIOLINX
MOJIEKYJI, IPUBEEHHBIX B NaHHOM NOKyMeHTe, comepkuT oT N- no C-xonua: [C yl IgG4]-
[Bepxuuii mapHup IgG4]-[nmxuauil mapuup IgG2]-[CH2 IgG4]-[CH3 IgG4]. pyroii mpumep
XUMepHOro nomMeHa Fc, KOTOpbIii MOXKeT ObITh BKJIIOUEH B JIOOYIO M3 aHTUIE€HCBSI3bIBAIOIINX
MOJIEKYJI, U3JIOKEHHBIX B JaHHOM JOKyMeHTe, coaepkuT oT N- no C-konma: [Cyl IgGl]-
[Bepxuuii mapuup IgGl]-[Hmwxanii mapuup IgG2]-[CH2 IgG4]-[CH3 IgGl]. Otu u apyrue
IpUMepbl XUMEpHbIX JOMeHOB Fc, Koropple MOryT ObITh BKJIIOYEHbI B OOy U3
AHTUTEHCBS3BIBAIOIINX MOJIEKYJI IO HACTOSIIEMy HW300PETeHMIO, OMUCAHBl B IyOIUKAIMU
natenra CIIIA Ne 20140243504, xoropasi TOJHOCTBIO BKJIIOUEHA B JAaHHBI JIOKYMEHT.
XumepHble TOMeHbl Fc, nMeromue 3Tu o0Iiue CTPYKTYPHBIE PACTIONOXKEHUS, U UX BapHUAHThI
MOTyT HUMETh W3MEHEHHOe CBs3biBaHMe Fc-perenTopa, 4TOo, B CBOK Ouepenb, BIHUSET Ha
s¢pdexropuyro ¢ynkuuro Fc. [0080] CornmacHO HEKOTOPBIM HIUTFOCTPATUBHBIM BapHaHTAM
OCYIIECTBIIEHHsI HAcTOsIIIEro nzobperenus: Oucneundudeckoe anrureno nporus MUC16/CD3
WY €r0 aHTUTEHCBS3bIBAOIIUI (pparMeHT conep:kuT BapuadenbHble 00JacTh TsDKENoi nenu (A-
HCVR u B-HCVR), BapmaGenpubie obmactu nerkod nenu (A-LCVR u B-LCVR), w/unm
ompeaensomue  KoMmruieMeHTapHoct  obmactu  (CDR),  comepxamue o0y U3
aMHHOKHUCJIOTHBIX TIOCIenoBaTenbHocTel Oucnennduyeckux anturen nporus MUC16/CD3, kak
u3joxeHo B nyonukanun nareHta CIIA Ne 20180112001. B onpeneneHHbIX MILUTIOCTPATHBHBIX
BapHaHTax ocymecTBieHns Oucnenuduueckoe antuteno nporus MUC16/CD3 wmu ero
AHTUTeHCBSA3BIBAIOIINN (PPAarMEeHT, KOTOPblE MOXKHO HCIIOJIb30BaTh B KOHTEKCTE CIIOCOOOB MO
HACTOSLIEMY U300PETEHUIO, COAEPKUT. () MepPBOe aHTUTCHCBSI3bIBAIOIIEE IIEUO, CONEpIKaliee
ompeaessoNIue KoMIuieMeHTapHoCTh oOmactu Tsikenot nenn (A-HCDR1, A-HCDR2 u A-

HCDR3) Bapuabenbhoit obmactu Tsoxenoit nenu (A-HCVR), conmepskameli aMUHOKHCIOTHYIO
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nocienosarenbHocTh SEQ ID NO: 1 u onpeznensiomue KOMIUIEMEHTAPHOCTb OOJIACTH JIETKOH
nern (A-LCDRI1, A-LCDR2 u A-LCDR3) BapuaOenbnoit obmactu nerkor nenu (A-LCVR),
comepskalel aMHUHOKHCIIOTHYI mnocienoBarenbHocTh SEQ ID NO: 2; u (b) BTOpOe
aHTUreHCBsA3bIBatoIIee mieuo, coxepskamee CDR Tsokenoi nenu (B-HCDRI1, B-HCDR2 u B-
HCDR3) HCVR (B-HCVR), conepkarueit aMiuHOKUCIOTHYIO niocienosatesibHocTs SEQ ID NO:
3, SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID NO: 6 unu SEQ ID NO: 7, u CDR nerkoii uenu (B-
LCDRI1, B-LCDR2 wu B-LCDR3) LCVR (B-LCVR), conepxameii aMHHOKUCIOTHYEO
nocnenosatenbHOCTE SEQ ID NO: 2. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUsS A-
HCDRI1 copepxut aMuHOKHCIOTHYIO mnocheaoBarenbHocTh SEQ ID NO: 8; A-HCDR2
CONEPXKUT AaMHMHOKHCIOTHYHO mnocienoBarenbHocTh SEQ ID NO: 9; A-HCDR3 conpepxkut
A-LCDR1  conmepxur
aMUHOKHCIIOTHYI0 — mocienoBarenbHocth  SEQ ID NO:  11; A-LCDR2  conmepxut

A-LCDR3  conmepxur
aMUHOKHCIIOTHYI0 — mocnenoBatenbHocte  SEQ ID NO: 13; B-HCDRI1  conmepxut
aMUHOKHCIIOTHYIO nocienosarenbHocTe SEQ ID NO: 14, SEQ ID NO: 17, SEQ ID NO: 20,
SEQ ID NO: 23 wumu SEQ ID NO: 26; B-HCDR2 copepxur amMUHOKUCIOTHYIO
nocnenoBarenbHoCcTh SEQ ID NO: 15, SEQ ID NO: 18, SEQ ID NO: 21, SEQ ID NO: 24 unu
SEQ ID NO: 27; u B-HCDR3 conepxxutr aMuHOKHCIOTHYIO nocieaosarenbHocTs SEQ ID NO:
16, SEQ ID NO: 19, SEQ ID NO: 22, SEQ ID NO: 25 wmu SEQ ID NO: 28; u B-LCDR1
CONEPKUT aMUHOKUCIOTHYIO0 mnocheaosarenbHocTh SEQ ID NO: 11; B-LCDR2 conpepkut
B-LCDR3  comepxut

aMUHOKMCIIOTHYIO mocnenoBarenbHocTh SEQ ID NO: 13. B ppyrux BapuaHTax peaiuszanuu

aMUHOKHCIIOTHYI0 — mocienoBarenbHocth  SEQ ID NO:  10;

2

aMUHOKHCIIOTHYI0 — mocienoBarenbHocte SEQ ID NO:  12;

2

aMUHOKMCIIOTHYIO — mocienoBarespHocTe  SEQ ID NO: 12
oucnermduueckoe anrureno nporus MUC16/CD3 unu ero aHTUreHCBA3BIBAIOIUN (parMeHT
comepkuT. (a) mepBoe aHTUreHCBsi3bIBarolnee Iuieuo, coxepxkamee HCVR (A-HCVR),
cogepxauryto SEQ ID NO: 1, u LCVR (A-LCVR), copep:xauryro SEQ ID NO: 2; u (b) BTOpOe
aHTUreHcBs3bIBatolnee mieuo, conepskamee HCVR (B-HCVR), cogepxkamyro SEQ ID NO: 3,
SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID NO: 6 wmu SEQ ID NO: 7, u LCVR (B-LCVR),
cogepxkamyro SEQ ID NO: 2. B HEKOTOpBIX WIUTIOCTPATHUBHBIX BapHaHTaX OCYLIECTBJICHMUS
oucnermduueckoe antureno nporus CD3xMUCI16 conepxxutr MUC16-cBs3bIBaroOIIee Iedo,
coiepKaliee TOKEIYIO Lelb, COAEP KAy aMHUHOKHCIOTHYIO mocienoBatensHocTs SEQ ID
NO: 29, u nerkyr 1emnb, CoaepKalyn aMUHOKUCIOTHYO nocienoBarenbHocTs SEQ ID NO: 30,
u CD3-cesi3piBaroliee IUIEHO, COmeprkallee TSDKEIYIO IIeNb, COAEPIKALIYI) aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 31, u jerkyro Lenb, COAEp)Kallyld aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 30, B HEKkOTOpBIX WIITIOCTPAaTHUBHBIX BapHUaHTax
ocymectBieHust Oucnenuduueckoe anrureno npotuB CD3xMUCI16 comepxxutr MUCI16-
CBSI3BIBAIOIEE IUJIEHO, COAEpIKallee TSDKEIYI IIeMb, COAEPIKAIIYI) aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 29, u jerkyro Lenb, COAEPKALlyd aMHHOKHCIOTHYIO
nocnenosareabHOCTh SEQ ID NO: 30, u CD3-cBs3biBarolnee IIieH0, COAEPIKALIEe TKETYIO
LIeTb, COAEPIKAIIYI0 aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 32, u nerkyro uemnsb,

CoZleprKallyr0 aMUHOKHUCIOTHYIO nocnenosateabHocTh SEQ ID NO: 30.
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[0081] B HexkoTOpBIX BapuUaHTax OCYIIECTBIEHHUS MPOTHUBOOIYXOJIEBONH aKTUBHOCTU
oucneuupuyeckux anruren npotus CD3xMUC16 no HacTosimemMy H300pETeHHIO CYIIEeCTBEHHO
HE TPErsITCTBYeT TMPHCYTCTBHE BBICOKMX ypoBHeW (Hampumep, npo 10000 En/mm)
mupkynupyromero CA125. VYpoBuu CAI25 B CHIBOPOTKE IOBBIIIEHBI Yy OOJBIIMHCTBA
NALUEHTOB C PAKOM SIMYHHUKOB (OMyONIMKOBaHHBIE MEIMAHHBIE YPOBHH COCTABISIFOT OKOJIO 656
En/mi). Kak nokaszano B [Ipumepe 2 Hmxke, Boicokue ypoBHH CA125 B CBHIBOPOTKE WM NPH
acuuTe He OyOyT CYIIECTBEHHO BIHATH Ha NMPOTHBOOMYXOJIEBBIH MPOQIIb OucrenupuaecKux
aHTUTEN TO Hacrtosimemy uzodperenuto. [0082] JIpyrue Oucnennpuyeckue aHTUTENA MPOTHB
MUC16/CD3, koTopbleé MOKHO HCIOJb30BaTh B KOHTEKCTE CIOCOOOB MO HACTOSIIEMY
n300peTEeHNIO, BKIIIOYAIOT, HAPUMED, JIIOObIE U3 aHTUTEJ, U3JIOKEHHBIX B MyOJIMKALUN NTATEHTA
CIIIA Ne 20180112001. Bapuantsl komOunupoBanHuHoii tepanuu [0083] CnocoOwbr mo
HACTOSIIEMY H300pPETEHHIO, COTJIACHO ONpPENEJICHHbIM BapUaHTAM OCYIIECTBJIICHHUS, BKJIIOYAIOT
BBeZleHUe CyOBekTy Oucnenududueckoro antutena nporus MUC16/ CD3 B koMmOuHammu c
anTuTesioM npotuB PD-1. B HEKOTOpPBIX BapHaHTax OCYINECTBJIEHUS CIIOCOOBI MO HACTOSIIEMY
U300pETEHNIO BKJIFOYAIOT BBEACHHE AHTUTEN C JONOJHHUTENBHOW WM CHHEPTUYECKOM
AKTUBHOCTBIO [UJIsI JICUEHHs 3JIOKAUECTBEHHOTO HOBOOOPA30BaHUS, MPENNOYTHTENIBHO paka
ANYHUKOB. Hcronp3yeMoe B TaHHOM TOKYMEHTE BbIpAKEHHE «B KOMOWHALIMH C» O3HAYAET, YTO
oucnemupuueckoe antuteno nporus MUC16/CD3 BBomsT 10, MOCEe WU OTHOBPEMEHHO C
antutesnioM npotus PD-1. TepMuH «B KOMOMHAIMM C» TaKKe BKJIIOYAET IOCIEAOBATENbHOE UITH
OJHOBPEMEHHOE BBeJeHHe aHTHTena npotuB PD-1 u Oucnernuduueckoro aHTUTeNna MNPOTHB
MUCI16/CD3. Hampumep, npu BBEOEHHH «I0» OHCIEUPHUUECKOro aHTHTENa IPOTUB
MUCI16/CD3, antuteno nporus PD-1 moxHO BBOANTH 3a Oonee wem 150 uacos, 3a okosio 150
yacoB, okoj0 100 4dacos, okoyio 72 yaca, okoyno 60 4acoB, okojio 48 4acoB, OKOJIO 36 4YacoB,
O0KOJIO 24 yacoB, 0koJio 12 yacoB, okoj10 10 4acoB, 0koj10 8 4acoB, OKO0JIO 6 4acOB, OKOJIO 4 4aca,
okoJio 2 yaca, okoio 1 gac, okono 30 MuHYT, okoyio 15 MuHYT uimu 3a okono 10 MHHYT 1O
BBefieHus1 Oucneuupuyeckoro anturena mnporus MUCI6/CD3. Tlpu BBemeHHH «IOCHE»
oucnermduueckoro antutena npotus MUC16/CD3, antureno nporus PD-1 MoxHO BBOIUTH
yepe3 0okojo 10 muHyT, 0k0s0 15 MuHyT, okono 30 MuHyT, okoJio 1 4ac, okono 2 Jaca, 0Koio 4
yaca, 0KoJI0 6 9acoB, 0k0J0 8 4acoB, okojo 10 gyacos, okoo 12 4acoB, OKoJIO 24 4acOB, OKOJIO
36 gacoB, okoio 48 yacos, okosio 60 4acoB, okoyio 72 yaca wiu yepe3 Oonee yem 72 4aca mocie
BBeneHus1 Oucnenududeckoro antuteno nporus MUC16/CD3. BeneHrne «OQHOBPEMEHHOY» C
oucnermduueckum antutenom npotuB MUC16/CD3 aHTUTENOM O3Ha4aeT, YTO AHTUTEIO
npotus PD-1 BBomAT cyOBEKTY B OTAENBHON IO3MPOBAHHON (popMe MeHee 4eM 3a S MUHYT (110,
TOCJIe WA OJJHOBPEMEHHO) BBeneHus: Oucnernudpudeckoro anturena nporus MUC16/-CD3, unmu
BBOIIUTb CYOBEKTY B BHIE EAMHMYHONH KOMOWHUPOBAHHOH JO3UPOBAHHOH JIEKAPCTBEHHOM
dbopmsl, comepxkarnedl kak aHtutesno nporus PD-1, Tak u Oucnenuduieckoe aHTUTENO MPOTHB
MUC16/CD3. [0084] B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHHUS CIIOCOOBI IO HACTOSIEMY
N300pPETEHHIO BKIIFOYAIOT BBEIEHHE TPEThEro TEPAIeBTUYECKOrO areHTa, MpPU 3TOM TpPETHil
TEPANeBTHUECKUN areHT MpencTaBiseT cOoOOH NPOTHBOPAKOBOE JIEKAPCTBEHHOE CPENCTBO.

Hcnonb3yeMblli B JaHHOM AOKYMEHTE€ TEPMUH «IIPOTHUBOPAKOBOE JIEKAPCTBEHHOE CPEICTBO»
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o3HayaeT JOOOM areHT, NMPUMEHHMBIH Ui JIEUYEHHs 3JIOKAYeCTBEHHOTO HOBOOOpa30OBaHUS,
BKJIFOYAsi, IIOMHMO IIPOYEro, LUTOTOKCHHbI U areHT, Takue Kak AaHTUMEeTaOONHUTHI,
ANKWINPYIOIIUE CPENCTBA, AHTPALMKINHBL, AHTUOWOTHUKH, AHTUMUTOTHUECKHE CPENCTBA,
npokapOasuH, THAPOKCUMOUYEBHHY, aclaparuHasy, koprukocrepounsl, murorat (O, P '-(DDD)),
Ounonornyeckue npenapars! (HapuMep, aHTUTeNna 1 UHTepdepOHbl) U PAAHOAKTUBHBIE areHTBHI.
Hcnonp3yeMblii B JTAHHOM JTOKYMEHTE€ TEPMUH LUTOTOKCHH WM IUTOTOKCHYECKUH areHT»
TaKXK€ OTHOCUTCS K XHMMHOTEPANeBTHYECKOMY areHTy W O3Ha4daeT JI00OH areHT, KOTOpBIH
BpeneH i kietok. [Tpumeps! BkmovaroT Takcon® (maknuTakcer), TEMO30JIOMU, IUTOXATA3UH
B, rpamunmansa D, OpoMua 3TUAMs, SMETUH, LMCIIATUH, MUTOMHIIMH, STOMO3U/I, TEHOMO3M],
BUHKPHUCTHH, BUHOJIACTHUH, KOJIXULUH, TOKCOPYOHIIHH, JayHOPYOHLIMH,
1-

ACTUAPOTECTOCTEPOH, I[JIFOKOKOPTUKOUABI, IMPOKAWH, TETpaKauH, JIHMAOKAWH, MPOIPAHOJON U

OUTUAPOKCHAHTPALIMHINOH,  MHTOKCAHTPOH,  MUTPAaMHULUH,  aKTUHOMHIUH D,
NyPOMHMLIMH M UX aHajoru uwiu romoisoru. [0085] B HekoTOphIX BapuaHTaxX OCYILECTBIEHMUS
CHOCOOBI MO HACTOSIEMY HM300PETEHHMIO BKJIOYAIOT BBEICHUE TPETHErO TEPAIEBTUYECKOTO
areHTa, BBIOPAHHOTO W3 TPYMIbL, COCTOALIEH M3 Jy4eBOH Tepamuu, XUPYPrHYECKOTO
BMEIIATENIbCTBA, MPOTHBOPAKOBOH BaKLWHBL, HHrHOuTOpa PD-L1 (Hanpumep, aHTUTENAa MPOTHB
PD-L1), uaruburopa LAG-3, unruburopa CTLA-4 (Hanpumep, unuianmymada), HHrHOUTOpa
TIM3, unruburopa BTLA, unruburopa TIGIT, unaruburopa CD47, aHTaroHucra Apyroro
kouHruOuropa T-knetok wmnu nuranna (Hampumep, anrturena k CD-28, 2B4, LY 108, LAIRI,
ICOS, CD160 wnu VISTA), unruburopa unagonamus-2,3-nguokcurerassl (IDO), anraronucra
dakropa pocra sHmotenusi cocyno (PPIC) [manmpumep, «oBymku DPPIC», Takoi Kak
apubepuent wiau apyroro cauroro Oenka, uHrubupyromero @PIC, kak yka3aHO B NaTeHTE
CIIIA Ne 7087411, wnu antutena npotus ®POC, mnu ero aHTUTeHCBSI3bIBAIOIIETO (pparMeHTa
(Harmpumep, OeBaun3zymada uil paHHOU3ymada), WiIn HU3KOMOJIEKYJIIPHOTO HHTHOUTOPA KMHA3BI
peuenropa ®POC (nanpumep, cynutnHuba, copadennda wim nasonannda)], narubutopa Ang2
(Hampumep, HecBakymaba), uHruouropa tpanchopmupyromero dakropa pocra dera (TDP-B),
UHTHOUTOpa pelentopa snuaepMaibHoro ¢akropa pocra (POOP) (Hampumep, 3pioTunuOa,
Herykcumada),  aroHMCTa  KOCTUMYJIHPYIOIIEro  peunentopa  (Hampumep,  aroHHCTa
CIIOKOKOPTHKOUA-UHAYLIUPOBAHHOTO TNFR-poacTBeHHbIH OeJok), AHTHUTEIIA K
omyxonecrneuudpuiyeckomy antureny (Hanmpumep, CA9, CAI25, accouMupoBaHHOMY C
menaHomoi antureny 3 (MAGE3), xapunnosmOpuonansHomy antureny (CEA), BumeHTHHY,
omyxonb M2-PK, npocrarocneungudeckomy antureny (PSA), myuuny-1, MART-1 u CA19-9),
BakUWHBI (Hanpumep, Oaunsuiel Kanemera-I'epena, mpoTHBOPAKOBOH BAKLMHBI), abIOBAHTA JIJIS
YBEJNIMYCHUSI ~ TPE3CHTALMM  aHTUIeHa (HampuMep, TPaHyJIOLHUTapPHO-MaKpodaraibHOTo
KOJIOHHECTHMYJIUPYIOIIero  (akropa), LUTOTOKCHHA, XHUMHOTEPANEBTHYECKOTO CpPEACTBA
(Hampumep, nakapOaswHa, TeMO30JoMuIa, HHUKIopochamuna, HoLETaKcenaa, AOKCOPYOUIMHA,
JayHOpPyOHMLIMHA, LUCIUIATHHA, KapOOoruaTHHA, reMuuTabnHA, METOTPEKCaTa, MUTOKCAHTPOHA,
OKCAJMIUIATHHA, TaKJIUTaKcella M BHUHKPUCTHHA), Jy4eBOH Tepamuu, uHruouropa HMJI-6R
(marpumep, capunymada), naruoutopa MJI-4R (Hanpumep, nynunymada), nuaruouropa HMJI-10,

uutokuHa, takoro kak WJI-2, WI-7, NJI-21 u WJI-15, koHBHOraTa aHTUTENO-JIEKAPCTBEHHOE
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cpenctBo (ADC) (manmpumep, ADC nporus CD19-DM4 u ADC npotus DS6-DM4), T-knetok ¢
XUMEpPHBIM aHTUIeHHbIM perentopoM (Hanpumep, T-knerku, HaueneHHele Ha CDI19),
IPOTHBOBOCIIAJIUTENBHOTO  JIEKAPCTBEHHOIO CPEACTBa (Hampumep, KOPTHKOCTEPOUIOB U
HECTEPOUIHBIX MPOTHBOBOCMAIUTENbHBIX JEKAPCTBEHHBIX CPEICTB) U MHUILEBOH N00AaBKH, TaKOM
kak antuokcuaaHThL [0086] B HEKOTOPBIX BapHaHTax OCYINECTBIIEHHUS CIIOCOOBI IO HACTOSIIEMY
M300peTeHNI0 BKIIOYAIOT BBeneHHe aHTurena nporuB PD-1 u Oucneumduueckoro anturena
npotuB MUC16/CD3 B xoMOMHAanMu C JIy4eBOH Tepamued AJisl TOJYYeHUS JOJTOCPOYHBIX
YCTOHYUBBIX MPOTUBOOIYXOJIEBBIX OTBETOB WM/WJIM YBEJIHMUEHHUsS] BBIKMBAEMOCTH IMALIMEHTOB CO
3JIOKQ4eCTBEHHbIM HOBOOOpaszoBaHueM. [0087] B HekoTOpbIX BapHaHTaxX OCYLIECTBICHHUS
CHOCOOBI MO HACTOSIEMY H300PETEHUIO BKJIIOYAIOT TPUMEHEHHE JIy4eBOW Tepanuu o,
OHOBPEMEHHO WJIM TIOCJIe BBeAEHUsl aHTuTena npotuB PD-1 m Oucnermduyeckoro anturena
npotuB  MUC16/CD3 mnamueHTOB €O 3JI0OKAYeCTBEHHbIM HOBOOOpa3zoBaHueM. Hampumep,
Jy4eBasi Tepanusi MOKET MPUMEHSATHCS] B OMHON Win 0oJiee 103aX K OMYyXOJIEBBIM MOPAKEHUSIM
1OCJIe BBEICHUS] ONHON mim Oojee 03 aHTUTEN. B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHHS
Jy4eBasi Tepamnusi MOXKET MPHUMEHSTHCS JIOKAJbHO K OIYXOJIEBOMY TMOPAXKEHHIO JJIS YCHIICHHS
MECTHOM MMMYHOT€HHOCTH OIYXOJIM MalHeHTa (BCIIOMOTaTeIbHOE HOHU3HUPYIOLIee U3TyUeHHE)
WV U1 VHUYTOXKEHHSI OIMYXOJEBBIX KIETOK (paspyluaroliee HOHU3UPYIOIEe H3JIyYEHHUE)
IOCJI€ CHCTEMHOrO BBeIEHUs aHTHTena npotuB PD-1 w/mmm Oucnermduueckoro antutena
npotuB MUC16/CD3. B HEeKOTOpBIX BapHaHTAaX OCYLIECTBJICHUS] aHTUTEIA MOXKHO MPUMEHSTD B
KOMOMHAIIMM C JIy4eBOM Tepamued M XUMHOTEPANeBTHMYECKUM AareHToM (Hampumep,
KapOOIJIaTUHOM ~ W/WJIM  TNakiIuTakcenoMm) win  aHtaroHuctom  ®POC  (mampumep,
apmubepuenrom). PdapmauneBTuuyeckne kommno3muuu u BBenenue [0088] Hacrosmee
n300peTeHne BKIIOYAeT CIOcOObl, KOTOpBIE BKIIIOYAIOT BBEIACHUE aHTUTena npotuB PD-1 B
KkoMOnHaimu ¢ Oucneunduueckum anturenoMm nporus MUC16/CD3 cyOwekty, mpu 3TOM
aHTUTENa COAEPKaTCsd B OTAENBbHOH WM KOMOMHHUPOBAHHOW (eanHOMN) (hapMareBTHUeCKON
komno3uiu.  DapmaneBTHUECKHE KOMIO3MLMU  COTJIACHO H300PETeHHI0 MOTyT OBITh
COCTABJIEHBI C TOAXOMSALIMMH HOCUTESIMH, SKCLUUITUEHTAMH W JIPYTUMH areHTaMH, KOTOpbIE
o0ecrneynBaoT TMOAXOMIINUNA IMEPEeHOC, IOCTaBKy, IEPEeHOCHMOCTh W TOMY TOAOOHOE.
MHOXECTBO TMOAXOMSIINX COCTABOB MOJKHO HAalTH B (hapMaKOJIOTHYECKOM CIPABOYHHUKE,

U3BECTHOM BCeM XHMHUKaM-(papmarieram: Remington's Pharmaceutical Sciences, Mack

Publishing Company, Easton, Pa. 3Tu cocTaBbl BKIIIOHUAIOT, HAMPUMED, MOPOIIKHU, MACThI, Ma3H,
JKeJie, BOCKM, Macla, JIUMHUIbI, COAep Kallue UMbl (KAaTHOHHBIC MM AHUOHHBIE) BE3HKYJIbI
(takue kak LIPOFECTIN™), xonstorarsl JIHK, 6e3BogHbie aOCOPOLIMOHHBIE MACTHI, SMYJIbCHH
MacJIO-B-BOJIE W BOJA-B-Maclie, SMyJbCHH KapOOBakC (MOJMATUJICHIIIMKOIN —Pa3IMYHOU
MOJIEKYJISIPHOM MacChl), MOJYTBEPIbIE el W TOJyTBEPAble CMECH, coaep:Kamque KapOoBakcC.
Cwm. taxcke Powell et al. "Compendium of excipients for parenteral formulations” PDA (1998) J
Pharm Sci Technol 52:238-311. [0089] 13BecTHBI pa3andHble CUCTEMBI JOCTABKU, U UX MOYKHO
UCTIOJIB30BATh ISl BBeAEHUs (papMarleBTHUECKONH KOMITO3ULIMU IO HACTOSALIEMY H300PETeHHIO,
HaNpUMep, WHKAMCYJSLHIO B JIMIIOCOMBI, MHUKPOYACTHIIbI, MHKPOKAICYJIbI, PEKOMOMHAHTHBIE

KJIETKH, CIIOCOOHBIE SKCIPECCHPOBATh MYTAHTHBIE BHPYCHI, OMOCPEIOBAHHBIN PELEITOPOM



36

sHpounuto3 (cm., Hampumep, Wu et al., 1987, J. Biol. Chem. 262: 4429-4432). CnocoOsI
BBEICHUS BKJIIOYAIOT B Ce0sl, HO HE OrPaHUYMBASCh UMH, BHYTPUKOXKHbIE, BHYTPUMBILICUHBIE,
MHTpAaNepUTOHEAIbHbIE, BHYTPHUBEHHbIE, IIOJKOXHbIE, WHTPAHA3ajbHbIE, JMUAYPAJIbHbIE WU
nepopaibHble NyTH BBeAeHUs. KOMMO3MLIMIO MOXXKHO BBOAWTH JIOOBIM yAOOHBIM IyTEM,
HarpuMep, myTeM HHPY3UN N OOTIOCHOW MHBEKIMH, TyTeM abcopOLny yepes3 SMUTeTHaIbHbIe
WIN CIIU3UCTO-KOXKHBIE TOKPOBBI (HAMPUMEp, CIM3HCTONH OOOJOYKM MOJOCTU PTa, CIM3HCTON
O0OJIOYKH TpPSIMOM KHIIKA M KHIIEYHHKA M T. 1.) U MOXKHO BBOIUTh BMECTE€ C JAPYTHMH
Ouonornveckn akTUBHbIMH areHtamu. [0090] dapmaneBTHUECKYI0 KOMIIO3HMIMIO 1O
HACTOSIIEMY H300PETEHHIO MOKHO JOCTABJISITh MOAKOXKHO MM BHYTPHBEHHO C ITOMOLIBIO
CTaHIapTHON uriel U mmpuna. Kpome Toro, B ciay4dae MOIKOXKHOW AOCTaBKH LIMPHUL-PyUKa
JIETKO HaXOJAWUT NMPHMEHEHHs MPU JOCTaBKe (hapMalleBTHUECKONW KOMITO3UIIMH TI0 HACTOSLIEMY
uzoOpereHnro. Takas IIMPUI-pydyKa MOXKET OBbITh MHOTOPA30BOM WJIM OJHOPa3oBoil. B
MHOTOpa30BOH LIMpHULIe-PyUKe AJ JOCTaBKU, KaK MPaBUIIO, UCTIOIb3YeTCs CMEHHBIN KapTPUIK,
comepanii (apmManeBTHUECKy0 Kommo3umnmio. Ilocie Toro, xak Bcs (apmarieBTHUECKas
KOMIIO3UIIMST U3 KapTpUI’ka BBEJE€HA U KapTPUAXK MYCT, MyCTOW KapTPUIK MOXHO JIETKO
BBIOPOCHTh U 3aMEHHTh HOBBIM KapTPUIKEM, CONEepKamuM (papMareBTUIECKYI0 KOMITO3ULIHIO.
3aTeM LIMNPUL-PYUKY AJsl JOCTABKM MOXHO HCIOJIB30BaTh MOBTOPHO. B ogHOpa3oBoil mmpulie-
pyd4Ke AJi AOCTaBKU CMEHHBII KapTpUIK OTCYTCTBYeT. IIpeanodrurenbHO OJHOpa30Bas LIMPHULL-
pydKa TIOCTABJIIETCS 3alOJHEHHOH (hapMaleBTHUECKOH KOMIO3UIMEH, yAepKUBAeMOU B
pe3epByape BHYTpH ycTpoiicTBa. HemocpencTBeHHO mocie TOro, Kak pe3epByap OCBOOOXKIAIOT
oT (apMaleBTUYECKOH KOMIIO3MLMUY, YCTPOHCTBO BhIOpaceiBatoT nenukoM. [0091] B
OTIPEIEIEHHBIX CUTYALMSIX (papMaLeBTHUECKast KOMITO3UILIMSI MOXKET ObITh JOCTAaBJIEHA B CUCTEME
KOHTPOJIUPYEMOT0 BbICBOOOKIEHUs.. B OMHOM BapuaHTe OCYIIECTBIECHUS W300PETEHUS] MOXKET
OBITb WCIONIB30BAH HACOC. B Apyrom BapuaHTe OCYIIECTBIEHUs M300peTeHHs, MOTYT ObITh
UCIIONB30BaHbl nosuMepHble MaTepuanbl, cM. Medical Applications of Controlled Release,
Langer and Wise (eds.), 1974, CRC Pres., Boca Raton, Fla. B eme omHOM BapuaHTe
OCYIIECTBIIEHHUsS] M300PETEeHUs, CUCTEMa C KOHTPOJHPYEMbIM BBICBOOOXKIEHHEM MOXKET OBbITh
pa3MelIeHa B HEMOCPEACTBEHHOH OJM30CTH OT MHUIIEHH KOMITO3HMIIMHU, YTO TPEOYET TOJIBKO JOJIH

cucteMHol no3el (cm., Hampumep, Goodson, 1984, in Medical Applications of Controlled

Release, supra, vol. 2, pp. 115-138). [lpyrue cuctemsl ¢ KOHTPOJUPYEMbIM BBICBOOOKICHUEM
obcyxknarorcst B o63ope Langer, 1990, Science 249: 1527-1533. [0092] Ilpemapatsr mis
UHBEKLUH MOTYT BKJIIOYAaTh B ceOsl HO3MPOBAaHHBIE (POPMBI IJIsi BHYTPUBEHHBIX, MOIKOXKHBIX,
BHYTPUKOXHBIX U BHYTPUMBIIIEYHBIX MHBEKLINN, KaeJbHbIX HH(Y3HWA U T.I. ITH MpenapaThl
IUIE UHBEKIMH MOTYT OBITh TMOJY4eHbI M3BECTHbIMH criocodamu. Hampumep, mpemaparbl st
UHBEKLUUH MOTYT OBITh NMPUTOTOBJIEHBI, HATIPUMED, IyTEM PACTBOPEHUS, CYCIIEHANPOBAHUS HIIH
SMYJIbTUPOBAHUS aHTUTENA WM €r0 COJM, ONUCAHHBIX BBILIE, B CTEPUJIbHON BOJHON cpene Uiu
MaCJISTHOH cpene, OOBIYHO HUCIOJB3yeMOW Uil MHBEKIMA. B kadecTBe BONHON Cpenbl IUIs
UHBEKIUI UMEIOTCS, HarpuMep, GU3UOJIOTHYECKUI COJIEBOI PacTBOpP, M3OTOHUYECKHUI PacTBOp,
COMEp’KallMil TIIOKO3y M JApyrue BCIOMOraTejbHble areHTsl U T. 7A. Kortopsle Moryr

HUCIIOJIB30BATLCA B COUCTAHUU C MMOAXOAAIIUM COJ'II-O6I/IJ'II/ISI/Ipy1-OH_II/IM Ar€¢HTOM, TaKHUM KaK CITUPT
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(HarmpuMep, 3TaHOJ), TOJUCHHUPT (HAmpUMep, MNPONUJICHIVIUKONb, TOJUITHIEHIJIUKOJb),
HEHMOHOT€HHOE IMOBEPXHOCTHO-aKTUBHOE BellecTBO [Hampumep, mnojucopbdbar 80, HCO-50
(moymmokcmsTUeH (50 MOJb) anayKT THAPOreHU3UPOBAHHOIO KAacTOpPOBOro macna)] u T. a. B
Ka4eCcTBE MACJISTHON CpeJbl UCIOJBb3YIOTCS, HAIPUMep, KYH)KYTHOE MacJjlo, COEBOE Macio U T. 1.,
KOTOpbIE MOKHO MCHOJIb30BaThb B KOMOWHALMH C CONIOOMIM3HPYIOIIUM areHTOM, TaKMM Kak
OensmnOen3oar, OEH3WIOBbIH CHHPT U T. 4. VHBEKUUIO, MOJYYEHHYI0 TakuUM O0pasom,
MPEANOUTUTENIBHO 3alONHIIOT B COOTBEeTCTBYIOUIyl0 ammyhay. [0093] IlpeumyiuectBeHHO,
(apManeBTHUECKHEe KOMIIO3ULIMU MJISi TEPOPANbHOTO WM TMAPEHTEPATbHOTO MPUMEHEHHS,
OINUCAHHBIE BBIIIE, TOTOBAT B BUIE TO3UPOBAHHBIX (JOPM B CTAHIAPTHOM J03€, MOAXOASLIEH ISt
703kl AKTUBHOTO HMHIPEAMEHTa. Takue NO3MpPOBaHHbIC (POPMBI B Pa30oBOM 103€ BKIFOYAIOT,
Hanpumep, TaOJETKH, MIIIOJIH, KaINCYJbl, MHbEKLIUHU (aMITyJIbl), CYNIO3UTOPUHN U T. A. Cxembl
Beenenust [0094] Hacrosimee w3o0pereHue BKIIOYAET CHOCOOBI, BKJIFOYAIOIINE BBEICHHE
cyObekTy aHTHTena npotuB PD-1 ¢ "yacToTOl BBEACHUS 103 MPUMEPHO YETHIPE pa3a B HENEIO,
IBa pasza B HENENIO, OAMH pa3 B HEJEINO, OMH pa3 B BE HENEJH, ONHH pa3 B TPH HENENH, OJUH
pa3 B 4ETHIpE HENENH, OJUH pa3 B IATh HEAENb, OUH pa3 B LIECTb HENeNb, OAHH Pa3 B BOCEMb
Henesb, ONMH Pa3 B ABEHAALATb HEAETb WM PeXe, NMOKa He JOCTUTAETCsl TepareBTUYECKHH
orBeT. B omnpeneneHHBIX BapHaHTaxX OCYIIECTBJIEHHS HACTOALIEe H300pPETEHHE BKIIOYAET
croco0bl, BKJIIOYAIOIINE BBEACHHE CYOBEKTYy OHCIenn(pUYecKOro aHTHTENa IPOTHB
MUCI16/CD3 ¢ gacToTol BBeNeHUs 103 MPUMEPHO YEThIPE pa3a B HENEII0, IBa pa3a B HENEJIo,
OZIMH pa3 B HEJEJNIO, OIMH Pa3 B JBE HEIENH, OAMH pa3 KaKable TPU HENeNu, OJUH Pa3 B YEThIPe
HeJNleJH, OAMH Pa3 B ISITh HEJeNb, OAWH pa3 B IIECTb HeNeNb, OAMH Pa3 B BOCEMb HE/ENb, OJUH
pa3 B JABEHAALATh HEAENb WM peke, MOKa HEe JOCTUraercs TepaneBTHUecKuil oreeT. B
OTpeJIEIEHHBbIX BAapPMAHTAX OCYIIECTBJIEHUS CIIOCOOBI BKIIOYAIOT BBEACHUE AHTHUTENA INPOTUB
PD-1 B xomOunaumm c Oucnenmpuueckum anturesnom nporus MUCI16/CD3 ¢ wacrortoit
BBE/ICHUS 7103 IPUMEPHO YeThIPE pa3a B HENENIO0, J1Ba pa3a B HEAENIO, OAMH pa3 B HEEI0, OJUH
pa3 Kaxkable B HEIENU, ONUH pa3 B TPU HENENH, OIMH pa3 B YEThIpE HEACNH, OIHMH pa3 B IMSATh
Henesb, OIMH Pa3 B IIECTb HEAEJb, OAMH Pa3 B BOCEMb HENeJb, OIMH Pa3 B I€BATH HENEJb, OUH
pa3 B IBEHAILIATh HENENb WM PEKe, MOKa He JOCTUTaercs TepamneBTudeckuii oreer. [0095]
CornmacHo  ompeneneHHbIM  BapUAHTAM  OCYINECTBJICHHS  HACTOSALIEr0  M300peTeHHs
MHOTOKpaTHbIE 103kl aHTUTeNa npotus PD-1 B koMOuHaLmu ¢ OHCEUPUIECKUM aHTHTEIOM
nporuBs MUC16/CD3 MOXHO BBOIUTB CYyOBEKTY B TEUCHHE ONPEAEIECHHOTO MEePHOAa BPEMEHH.
CriocoObl  COTIACHO 3TOMY AacleKTy H300peTeHHs BKIIIOYAIOT IOCIENOBATEIBHOE BBEICHUE
cyOBekTy omHol wiu Oosee no3 anturtena nporus PD-1 B xomOuHanmu ¢ omgHOW wim Oojee
no3amu Oucnerududeckoro anturena nporus MUC16/CD3. Hcnonb3yeMblii B JaHHOM
IOKYMEHTE TEPMHH «IOCIENOBATEIbHOE BBEIECHUE» O3HAYAET, YTO KAXKIYI0 03y aHTUTeNa
BBOJIAAT CYOBEKTY B pa3HbIe MOMEHTHI BpEMEHH, HAIPUMED, B Pa3HbIE IHU, pa3JelieHHbIE 3apaHee
3aJlaHHBIM WHTEPBAJIOM (HAIpHMEp, YacaMH, OHSIMH, HEHEeNsMH WM Mmecsuamu). Hacrosimee
n300peTeHne BKIIFOYAET CIOCOOBI, KOTOPhIE BKIKOYAIOT MOCIEIOBATEIbHOE BBEEHHE MALIHEHTY
OHOKPATHON Ha4YaJIbHOM A03bI aHTUTENA NpOoTuB PD-1 ¢ mocneayromuM BBEAEHUEM OHOM WU

OoJniee BTOPUYHBIX 103 aHTUTeNa poTuB PD-1 1, HEoOs3aTeNbHO, ¢ MOCIEAYIOIUM BBEICHHEM
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onHOW wiu Oonee TpeTHUHBIX 103 aHTHTena mnpotuB PD-1. B ompemeneHHbIX BapuaHTax
OCYIIECTBIIEHHsI CIIOCOOBI AOMONHUTEIBHO BKJIIOYAIOT IOCIEN0BATEIbHOE BBEIECHUE MALEHTY
OJHOKPAaTHON HavdampHOW m03bl Oucneuuduueckoro anturena nporus MUC16/CD3 ¢
nocienyoue onHoW wnu Oonee BTOPUYHBIMU J03aMH  OuCHenn(pUYecKOro aHTHUTENa H,
HeoOs13aTeNbHO, €  MOCJEAYIOLUIUM BBEAGHHEM OJHOW wiau  Oojlee TPEeTUYHBIX 703
oucnerpduueckoro antutena. [0096] B cooTBeTCTBMM € HEKOTOPbIMU BapHAHTAMH
OCYLIECTBJICHHSI HACTOSIIIEro N300peTeHNsI CyObEeKTy MOXHO BBOJIUTH HECKOJIBKO 103 aHTHUTENA
npotuB PD-1 u 6ucnenuduueckoro anrurena nporus MUC16/CD3 B TedueHHe OMpeneeHHOro
nepuoma BpemeHH. CmocoObl  COTJIACHO 3TOMY — acleKTy  W300pETeHUs  BKIIOYAOT
NOCJIEIOBATEIbHOE BBENEHHE CYOBEKTY MHOTOKPATHBIX J03 aHTuTena mnpotuB PD-1 wu
oucnermduueckoro anturena nporus MUC16/CD3. Hcnonbp3yeMblli B JaHHOM JOKYMEHTE
TEPMHUH «IIOCIEA0BATENBHOE BBEACHNE» O3HAYAET, YTO KaXKAYI0 103y aHTuTena nporus PD-1 B
KOMOMHaIMu ¢ OucnenuuyecKiM aHTHTEJIOM BBOISAT CYOBEKTY B pasHble MOMEHTbI BPEMEHH,
HampuMep, B pa3Hble JHH, Pa3lIeICHHbIC 3apaHee 3alaHHbIM HHTEPBAJIOM (HAIpUMep, Yachl, THH,
Henenn win Mecsubl). [0097] TepmuHbl «HauambHast 703a», KBTOPHYHBIE TO3BI» U KTPETUYHBIC
J03bD» OTHOCSTCS K BPEMEHHOW IMOCIIEeNOBATEIbHOCTH BBeNEHUs. TakuMm oOpa3oM, «HavdaibHas
703a» TpeAcTaBisieT coOOi [03y, KOTOPYKO BBONAT B Hadalle CXEMBbl JIeUeHHUs (Takxke
Ha3bIBaeMON «0a30BOM [1030i1»); «BTOPHYHBIE IO3bD» MPENCTABISIOT COOOH M103BI, KOTOpPBIE
BBOJAT TOCJIE€ HAYaJIbHOHN NTO3BL, U «TPETUYHBIE IO03bD» MPEACTABISIFOT COOOH 103bI, KOTOpPBIE
BBOJAST IOCJ€ BTOPUYHBIX A03. HavdanbHas, BTOpHUYHAs U TpeTU4YHAs A03bl MOTYT COAEPXKAaTb
OJIMHAKOBOE KOJIMYECTBO aHTUTeNa (anTurena npotus PD-1 wnu 6ucnenuduueckoro anTurena).
OnHako B HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHUs KOJMYECTBO, COAEpIKAlleecss B HA4aJlbHOM,
BTOPUYHOM W/MIIM TPETUYHOHN 103aX, OTIMYAETCA APYr OT Apyra (HampuMep, peryjupyercs B
OONBIIYI0 WJIM MEHBINYIO CTOPOHY) B TEUeHHE Kypca JieueHHus. B HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHs ONHY Wiu Oosee (Hampumep, 1, 2, 3, 4 uiau 5) 1036l BBOASTCS B HAYAJIe CXEMBI
JIEUEHHUs] B BHUJIE «HATPY30YHBIX J103», 3a KOTOPBIMHU CJIEAYIOT MOCJIENYIOIIHE NO3bI, KOTOpbIE
BBOIATCSI pexke (Hampumep, «MoIAep KuBaroline no3el»). Hampumep, antureno mportus PD-1
MOKHO BBOJIUTbH TMALIMEHTY C PAKOM SIMYHUKOB B HArpy304HOH 103e OKoyio 1-3 Mr/kr ¢
MOCJIEAYIOIIUM BBEJIEHUEM OIHOMN Ui OoJiee MOaAepKUBAKOIIUX 103 OT okoo 0,1 mo okono 20
Mr/kr maccel Tena mnanuenta. [0098] B omHOM WILTIOCTpaTUBHOM BapUaHTE OCYIIECTBJICHHS
HACTOSIIIEro M300pPETeHUsT KKAYI0 BTOPHYHYKO W/WJIM TPETHUYHYIO 103y BBOAAT OT 1/2 mo 14
(mampumep, 1/2, 1, 11/2, 2, 21/2, 3, 31/2, 4, 41/2, 5, 51/2, 6, 61/2, 7, 71/2, 8, 81/2, 9, 91/2, 10,
10172, 11, 111/2, 12, 121/2, 13, 131/2, 14, 141/2, unu Oonee) HeneNb MOCHE HEMOCPEICTBEHHO
NpeAIecTByOmeld 103bl. Mcnonp3yemass B JaHHOM JOKYMEHTe (pa3a «HEMOCPEACTBEHHO
NpeLIeCTBYIOIIAasl A03a» O3HAdaeT, B IOCJIENOBATEIbHOCTM MHOTOKPATHBIX BBEJIEHUH, 103y
anturena npotuB PD-1 (w/umn Oucnenmnduyeckoro anturena nporus MUC16/CD3), kotopoe
BBOJIAT MALMEHTY A0 BBEACHUS CIEOYIOLIEH A03bI B MOCIEAOBATENBHOCTH 0€3 IPOMEKYTOYHBIX
n03. [0099] CriocoObl cormacHO 3TOMY acHeKTy H300peTeHHs] MOTYT BKIIKOYATh BBEACHUE
NALMEHTY JIF0OOro KOJIWYEeCTBA BTOPUYHBIX W/HIIN TPETUYHBIX 103 aHTUTeNa npotus PD-1 (w/mnun

oucnermduueckoro anturena nporus MUC16/CD3). Hanpumep, B onpeneneHHbIX BapHaHTaxX
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OCYIIECTBIIEHHs] TALMEHTyY BBOIAT TOJBKO OJHY BTOPHUYHYIO A03y. B npyrux BapuaHTax
OCYIIECTBJICHUs MALIMEHTy BBOAST JBe Win Oojee (Hampumep, 2, 3, 4, 5, 6, 7, 8 unm Oonee)
BTOPUYHBIX 103. AHAJIOTUYHO, B ONPEAENEHHBIX BAPHAHTAX OCYIIECTBJICHUS MAL[EHTY BBOMST
TOJIBKO OZIHY TPETHUHYIO 103y. B npyrux BapmaHrtax OCYyLIECTBIEHHs MALUEHT BBOIAT ABE WU
bonee (mampumep, 2, 3, 4, 5, 6, 7, 8 unu Oonee) Tpermunbix n03. [0100] B Bapuanrtax
OCYILIECTBJICHHs], BKJIIOUAIOIINX MHOXKECTBEHHbIE BTOPUYHbIE JO3bI, KAKIYI0 BTOPUUYHYIO 103y
MO>KHO BBOAUTBH C TOH JK€ 4aCTOTOM, YTO W Jpyrue BTOpUYHBIE N03bl. Hampumep, kaxkayro
BTOPUYHYIO 103y MOJKHO BBOIOUTH MALUEHTy uepe3 1-2 Hemenu mnocje HEnoCpPeICTBEHHO
npeapAyIe 103bl. AHAJIOTHYHO, B BAPUAHTAX OCYILIECTBICHHUS, BKIIOYAKOLIINX MHOKECTBEHHbBIE
TPETUYHBIE T03bI, KAKIYIO TPETHYHYIO O3y MOKHO BBOJAMTD C TOH K€ YaCTOTOM, YTO U JPyrue
TpeTU4HbIe 03bl. Hampumep, KaXIyr0 TPETHUHYIO N03y MOKHO BBOIUTH MALIMEHTY depe3 2-4
HEJIeJIH 1OCJIe HETIOCPEACTBEHHO MPENIIeCTBYIOMIEH 103bl. AJBTEPHATUBHO, YaCTOTA, C KOTOPOI
BTOPUYHBIC W/WJIM TPETUYHBbIC O3Bl BBOIAT MAIMEHTY, MOKET M3MEHATbCS B TEUEHHE Kypca
neueHns. YacToTa BBEACHUS MOXKET TAKXKE PETYJUPOBATHCS BPAUOM B TEUEHHE Kypca JICUSHHsS B
3aBHUCUMOCTH OT MOTPEOHOCTEH KOHKPETHOTO MAaLMeHTa MOCie KJINHUYECKOTrO OOCIeNOBaHMS.
[0101] B HekoTOpBIX BapHaHTaX OCYINECTBJCHHs OHA WM Oojiee 103 aHTHTENa MpoTHB PD-1
w/wm oucnermduyeckoro anrurena npotus MUC16/CD3 BBOIAT B Hauaie CXEMbI JICUSHHS B
BUJI€ KMHAYKIMOHHBIX 7103» Ooee 4acTo (ABasKIbl B HEAEIIO, OJMH pa3 B HEAEIIO WM OJIUH pa3
B 2 He#emu) C TMOCIHENYIOIIUMH J03aMHU  (KKOHCONUAMPYIOLIMMU  J103aMH»  WJIH
«TOANEPKUBAOIIUMHE J103aMI» ), KOTOPBIE BBOIATCS peke (Hampumep, OauH pa3 B 4-12 Henenb).
[0102] Hacrosimmee wu300peTeHHe BKIIOYAET CIOCOOBL, BKJIIOYAIOLINE IOCJIEAOBATEIHbHOE
BBeieHHe aHTuTena npotuB PD-1 B komOuHanmm ¢ OucCeLU(pUUECKUM AHTUTENOM IpPOTHB
MUC16/CD3 mnauueHTy 1Jsi JieUYeHUs paka SIMYHUKOB (HampuMep, CEpoO3HOro paka). B
HEKOTOPBbIX BapUAaHTaX OCYLIECTBJIEHHs NaHHbIE CIOCOOBI BKJIIOYAIOT BBEJCHUE OJIHOW WIIN
Oonee no3 antutena mnpotuB PD-1 ¢ mocneayroiiuMm BBeAeHHEM OAHOH wiu Oojee 103
oucnermduueckoro  antutena nporus  MUCLI6/CD3. B onpeneneHHbIX — BapHaHTaxX
OCYIIECTBIIEHHs JaHHbIE CIIOCOOBI BKJIIOYAIOT BBEICHHE OTHOKPATHOW O3Bl AHTUTENA MPOTHB
PD-1 ¢ nocneayromuM BBEICHUEM OTHOW HITH OoJjiee 103 OUCTIenu(pUUecKOro aHTUTENA MPOTHUB
MUC16/CD3. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS MOXHO BBOJUTH OAHY MK Ooyiee 103
ot okono 0,1 mr/kr no okoino 20 mr/kr antutena npotus PD-1 ¢ mocnenyroummM BBeACHUEM
onHoM nin 6osiee 103 oT okojo 0,1 Mr/kr 1o okono 20 Mr/kr ducnennPUIecKoro aHTUTENA IS
UHTUOMPOBAHUSI POCTA OIMYXOJH W/MIM TMPENOTBPAILCHHsS PEelHUINBa ONMyXOJH y CyOBeKTa ¢
pPaKkoM SIMYHMKOB. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHMs aHTUTeNno npotus PD-1 BeomsT B
onHOW win Oonee m03aX € MOCIENYIOLUMH ONHOH wmin Oojee no3amMu OHCTIEHU(pUUECKOTO
aHTHUTENA, YTO TMPHUBOAMT K MOBBIIIEHHOH MPOTHBOOIYXOJEeBOH 3(PQPeKTUBHOCTH (Hampumep,
OonpIeMy MHTHOMPOBAHUIO POCTA OMYXOJIM, YCUJICHHUIO MPENOTBPAIIEHHs PELHINBA OMyXOJIH,
MIOCKOJIbKY TI0 CPaBHEHHUIO C HEMOJYYaBIIUM JIeUeHHE CYOBEKTOM MIIH CYOBEKTOM, KOTOPOMY
BBOIWJIM OIHO M3 AQHTUTEN B Ka4decTBE MOHOTEpanuu). AJbTEPHATUBHbIE BapUAHTHI
OCYIIECTBIIEHHS] H300PETEHHsI OTHOCITCS K ONHOBPEMEHHOMY BBEEHHIO aHTHUTeNna npotus PD-1

U OucrenupuUecKoro aHTUTENa, KOTOPOe BBOAST B OTHEIbHOM 103€ ¢ OJMHAKOBOM WIIN APYroi
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4aCTOTON MO CPaBHEHHUIO ¢ aHTUTENIOM IpoTus PD-1. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUS
oucnenuuyuecKoe aHTUTENIO BBOIST 10, TIOCJIE WM OXHOBPEMEHHO ¢ aHTHTeJ oM npotus PD-1.
B onpeneneHHbIX BapwaHTaX OCYILIECTBJICHUs Oucrnenu(puIecKoe aHTHUTENO BBOIST B BHUIE
€IMHUYHON JIeKapcTBeHHOM popmbl ¢ anTUTeNnoM npotus PD-1. lozuposka [0103] Komnuectso
artutena npotuB PD-1 w/unu 6ucneunduueckoro anrurena nporus MUC16/CD3, BBogumMoro
CyOBEKTy B COOTBETCTBHH CO CIIOCOOAMH MO HACTOSIIEMY H300PETEHUIO, KaK MPABUJIO, SIBJISETCS
TepaneBTHYeCKH 3()()EeKTUBHBIM KONMMYECTBOM. B MaHHOM KOHTeKcTe (pasza «TepaneBTHUECKU
3¢ (eKTUBHOE KOJMYECTBO» O3HAYAET KOJUYECTBO aHTHUTeNna (aHtuteno mpotuB PD-1 wam
oucnenupuyeckoe anrureno nporus MUC 16/CD3), koTopoe MpUBOAKUT K OMHOMY MK OoJjiee U3
clenyroinero: (a) CHIKEHHUE TSDKECTH WM MPONOJIKUTENIbHOCTH CUMIITOMA 3JI0KaY€CTBEHHOTO
HOBOOOpa3oBaHMs (Hampumep, paka SUYHUKOB), (b) MHruOMpPOBaHWE pPOCTAa OMYyXOJU HIIH
YBEJIMYEHHUE HEKPO3a OMyXOJIM, YMEHBIIEHHE OINyXOJH W/MIM HMCYE3HOBEHHE OMyXoiH; (C)
3aepKKa pocta W pa3Butusi onyxoju, (d) WHrHOMpOBOBaHWE, 3aMeJIEHWE WM OCTAaHOBKA
METaCTa3upPOBAHMS OIMYXOJH, (€) MpenoTBpaleHne penuansa pocra onyxoid; (f) ysemuuenue
BBDKMBAEMOCTH CyOBEKTa CO 3JI0KaYeCTBEHHbIM HOBOOOpa3oBaHWEM (HAMPUMEp, PaKOM
SUYHUKOB), W/ (g) yMEHbLICHHE TMPHUMEHEHUs WIN MOTPeOHOCTH B TPaTULMOHHON
MPOTUBOPAKOBON Tepamuu (HAMpPUMeEpP, YMEHBIICHHE WM HCKIIOUEHUE TMPUMEHEHHS
XUMHUOTEPANIEBTHUECKUX WJIM L[UTOTOKCUYECKUX AreHTOB) IO CPABHEHUIO C HEMOJYYaBIINM
JeueHne CyObeKTOM WM CyOBEeKTOM, KOTOPOMY BBOASIT OIHO W3 JIBYX AHTHTEN B Ka4eCTBE
moHoteparuu. [0104] B cnyuae antutena nporus PD-1 TtepameBrmuecku sddexTuBHOE
KOJINYECTBO MOKET COCTaBJIATH OT 0K0Jio 0,05 mMr g0 okosio 600 mr, Hanpumep, okojao 0,05 wmr,
okojio 0,1 mr, okojno 1,0 mr, okono 1,5 mr, okosno 2,0 mr, okojio 10 mr, okoso 20 mr, okojo 30
Mr, okoJj10 40 mr, okosio S0 mr, okosio 60 mr, okoJio 70 mr, okojo 80 mr, okoso 90 mr, okono 100
mr, okosio 110 mr, okono 120 mr, okosio 130 mr, okosno 140 mr, okono 150 mr, okono 160 wmr,
okouio 170 mr, oxojio 180 mr, okosno 190 mr, okojio 200 mr, okoso 210 mr, okojo 220 Mr, OKOJIO
230 wmr, okojo 240 mr, okoso 250 mr, okono 260 mr, okoyio 270 mr, okosno 280 mr, okono 290
mr, okosio 300 mr, okojyio 310 mr, okojyo 320 mr, okoao 330 mr, okono 340 mr, okoyio 350 wmr,
okosio 360 mr, okojyio 370 mr, okojo 380 mr. mr, okoao 390 mr, okono 400 mr, okoso 410 wmr,
okoio 420 mr, okojo 430 mr, okono 440 mr, okono 450 mr, okono 460 mr, okoso 470 Mr, OKOJIO
480 wmr, okojo 490 mr, okono 500 mr, okono 510 mr, okono 520 mr, okono 530 mr, okono 540
MT, 0k0J10 550 mr, okoso 560 mr, okono 570 mr, okono 580 mr, okono 590 mr i okoyio 600 Mr
antutena npotus PD-1. B HexkOTOpbIX BapuaHTax OCyLIECTBIeHHUs BBOAAT 250 Mr aHTuTEna
nporus PD-1. [0105] B cnyuae Oucneunpudeckoro anrurena nporus MUC16/CD3
TepaneBTHYeCKU 3P PEKTHBHOE KOJMUECTBO MOKET COCTABIISITh OT OKOJIO 10 MKT (MKT) 10 OKOJIO
8000 Mmkr, Hampumep, okojio 10 mkr, okoso 20 Mkr, okono 50 Mkr, okono 70 Mkr, okono 100
MKT, 0k0Jio 120 Mkr, okosio 150 mkr, okosio 200 mkr, okojo 250 mkr, okoso 300 Mkr, okoJio 350
MKT, 0k0Jio 400 MkT, okoJio 450 Mkr, okojio 500 mkr, okojo 550 mkr, okoso 600 Mkr, okoJio 700
MKT, 0koJio 800 Mk, okos10 900 Mkr, okosio 1000 Mkr, okono 1050 mxkr, okoso 1100 Mkr, okoJ0
1500 mxr, oxkono 1700 mkr, okono 2000 mkr, okono 2050 mkr, okono 2100 mkr, okoyio 2200

MKT, 0k0ji0 2500 mkr, okosio 2700 Mkr, okono 2800 mkr, okojo 2900 mkr, okono 3000 Mkr,
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okono 4000 mkr, okono 5000 mkr, okono 6000 mkr, okono 7000 mkr wiu okono 8000 MKr
oucnerduueckoro anrurena nporus MUC16/CD3.

[0106] KonmuecTBo mimu anTturena npotuB PD-1, wim Oucnenuduueckoro aHTutena
npotuB  MUC16/CD3, copepxamerocs B OTHOEIbHBIX /033X, MOXET OBITh BBIPAXKEHO B
MIIJIMIPaMMax aHTHUTENAa Ha KWJIOIPaMM MaccChl Tena cyObekta (T.e. Mr/kr). B HekoTopbix
BapUAHTaX OCYLIECTBJICHUs] MM aHTUTEeNo nporuB PD-1, wmm Oucnermduyeckoe aHTHTENO
npotuB MUC16/CD3, wucnosnb3dyemoe B crnoco0ax IO HACTOSAIIEMY H300PETEHHIO, MOKHO
BBOIUTh CyObekTy B nmo3e ot okono 0,0001 mo okosno 100 mr/kr maccel Tena cyObekTa.
Hanpuwmep, antureno npotuB PD-1 moxuaO BBOAMTH B n03e OoT okono 0,1 mr/kr no okono 20
MI/KT Macchl Tena mauueHTa. bucnemmduueckoe anrureno nporus MUC16/CD3 antuteno
MOKHO BBOJIUTD B 7103€ OT 0K0JI0 0,1 MI/Kr 10 0k0j10 20 MI/KT MacChl Tejla MallueHTa.

[0107] CBonka nocnenosatenbHocTell U cooTBercTByOmKX SEQ ID NO, ynomsHyThIX B
JAHHOM JOKyMeHTe, noka3zaHna B Tabmune 1 Huxe.

Tabauua 1: KpaTkoe onucanmne nocjie10BaTe/ IbHOCTEH
SEQ ID NO: Onucanue

1 BapuabenbHas obnacts Tsokenon nenu antu-MUC16
2 Bapuabenbnas obnacts nerkoit uenu antu-MUC16 u antu-CD3
3 BapuabenbHas obnacts Tskenoi nenu antu-CD3-G

4 BapuabenbHas obnacts Tspkenoi nenu antu-CD3-GS
5 BapuabenpHas obnactsb Tspkenoi nenu antu-CD3-G9
6 BapuabenbHast o6nactb Tskenoit uernu antu-CD3-G10
7 BapuabenbHas o0nacTs Tspkenoit nenu antu-CD3-G20
8 HCDRI1 autu-MUC16

9 HCDR2 antu-MUC16

10 HCDR3 antu-MUC16

11 LCDRI1 antu-MUC16 u aatu-CD3

12 LCDR2 antu-MUC16 u antu-CD3

13 LCDR3 antu-MUC16 u antu-CD3

14 HCDRI1 autu-CD3-G

15 HCDR?2 autu-CD3-G

16 HCDR3 autu-CD3-G

17 HCDRI1 antu-CD3-G5

18 HCDR2 antu-CD3-G5

19 HCDR3 antu-CD3-G5

20 HCDRI1 antu-CD3-G9

21 HCDR2 antu-CD3-G9
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22 HCDR3 antu-CD3-G9
23 HCDRI1 autu-CD3-G10
24 HCDR?2 antu-CD3-G10
25 HCDR3 autu-CD3-G10
26 HCDRI1 antu-CD3-G20
27 HCDR2 antu-CD3-G20
28 HCDR3 antu-CD3-G20
29 Tsoxenast nens antu-MUC16
30 Jlerkas uenb antu-MUC16 1 antu-CD3
31 Tsoxenas uens antu-CD3-G
32 Tsoxenast uens antu-CD3-G20
33 BapuabenbHast 00nacTh TspKenou nenu antu-PD-1
34 BapuabenbHast 00nacThb jerkoi nenu antu-PD-1
35 HCDRI1 antu-PD-1
36 HCDR?2 antu-PD-1
37 HCDR3 antu-PD-1
38 LCDRI1 anTu-PD-1
39 LCDR2 antu-PD-1
40 LCDR3 antu-PD-1
41 Tsxenas uens antu-PD-1
42 Jlerkas uens antu-PD-1
IMPUMEPBI

[0108] Crnenyromme npuMepbl TNPUBEAEHBI IJIsi TOro, 4YTOOBI MPENOCTABUTH
CHEeLUAINCTAaM B JaHHOH OOJAaCTH TEXHUKU TIOJHOE PACKPbITHE M OMNHCAHHE TOrO, Kak
pa3pabaTbIBaTh U MPUMEHSTb CIIOCOOBI U KOMITO3ULUH 1O M300PETEHUI0, U HE MpeIHa3HAUYEHbI
IUIl OTpaHUYeHHss Oo0BbEMa TOrO, YTO HM300peTaTes CUUTAIOT CBOMM H300peTeHHeM. bbutn
NPEATPUHSTHl YCHIIUS JUIT OOECIEeYeHUs] TOYHOCTH B OTHOLIEHWH HCIOJIB3yEeMbIX YHCEI
(HarmpuMep, KOJHYECTBa, TEMIIEPaTypbl M T.JA.), OAHAKO CJEAYyeT YYHUTbIBATb HEKOTOPbIE
SKCIIEPUMEHTAJIbHbIE OIMUOKH W OTKJIOHEHWs. EcCii He yKa3aHO MHOE, YacTH MPEACTABISIOT
co0Ol 4acTH MO Macce, MOJIEKYJSIpHAs Macca MPEACTaBIsieT COOON CPENHIO MOJIEKYJSIPHYIO
Maccy, TeMIeparypa MnpeacTaBiieHa B rpaaycax Llenbcusi, u qaBieHne HaXOAUTCs Ha YPOBHE WIIH
OKOJIO aTMOC(EpPHOTO.

IIpumep 1. Iloayuyenne OucneuM(puYecCKHX AHTHTEJ, KOTOpbie CBSI3BIBAIOT
cnennpuueckue aJs Kiaerok suuHukos (MUC16) u CD3

[0109] Hacrosiee nuzobpeTeHue OTHOCHUTCS K oucnennpuIecKkum

AHTUTEHCBA3BIBAIOIIUM  MOJIeKyJaMm, Kotopble cBsaspiBator CD3  u  MUCI6; Ttakue
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OucrieripuecKkue AaHTUTEHCBS3bIBAIOINNE MOJIEKYJbl TaKKe€ YIOMHHAIOTCA B JaHHOM
IOKyMeHTe Kak «Oucnenuduueckue wmojaekynsl nporus MUCI6/CD3  wumm  mpoTtus
MUC16xCD3». Autu-MUCI16 uacte Oucneundpuyeckoit monekyisl nporus MUC16/CD3
NOJIe3Ha ISl HAalleJIMBAHUS Ha OIyXOJIEBble KIIETKH, KoTopble skcrpeccupytoT MUC16 (Taxske
u3BecTHbIl kak CA-125), a aatu-CD3 wyacte Oucnenudpuyeckoil MOJNEKYJbl MOJIe3HA IS
axtuBanmu T-knetku. OnHoBpemenHoe cBszbiBaHe MUC16 ¢ onyxonesoit kierkoit u CD3 ¢ T-
KJIETKOH CIOCOOCTBYET HANPAaBIEHHOMY YHHYTOXKEHHIO (KJIETOYHOMY JIM3HCY) OIyXOJIEBOH
KJIETKU-MUIIEHU aKTUBUPOBAHHOM T-KJIETKOM.

[0110] Bucnemuduyeckue antutena, coaepxkaimume aHTH-MUCI16-cnenuduueckuii
cBs3bBatOIUil  goMeH U aHTH-CD3-crnenuduueckuii  CBs3bIBAOLIMIA  TOMEH, ObUTH
CKOHCTPYUPOBaHbl C  HCIOJb30BAaHUEM  CTaHAAPTHBIX  METOJOJOTHH, B  KOTOPBIX
aHTUreHcBs3pIBarOIi  goMeH aHTU-MUCI16 u  aHTtureHcssi3biBaromuii gomeH anHtu-CD3
Kaxnblid comepkat pasHele, otaenbHble HCVR B mape ¢ obmeit LCVR. B npuBeneHHbIX B
Ka4ecTBE NPUMEPOB OHCIENU(PUUECKINX AHTHTENT MOJIEKYJIbl OBbUIM CKOHCTPYHPOBAHBI C
HCIIOJIb30BAHUEM TSDKENON Lienu u3 anturena npotus CD3, Tspkenoil nenu U3 aHTUTENa NPOTUB
MUC16 wu ofmeii nerkoii unenm wu3 anrutena mnporuB MUC16. B gpyrux ciydasx
oucrierppuyueckie aHTUTENA MOTYT OBITh CKOHCTPYHUPOBAHBI C MCIIOJIb30BAHUEM TSDKEJION LEnH
u3 a"rurena npotuB CD3, Tsxenoit uenu u3 antutena nporus MUCI6 u nerkoil uenu us
antutena npotuB CD3 wunm Jjerkoil uenmu aHTUTENa, O KOTOPOM U3BECTHO, YTO OHA
Hen30upaTeapbHO WK 3(P(HEKTHBHO COSAUHSIIETCS ¢ MHOKECTBOM I TSKEJIOHN IeTIH.

[0111] ITpumepsr Oucnennduyeckux aHntuTen ObuUIM MpousBeneHsl ¢ noMeHoM Fc IgGl
(BSMUC16/CD3-001, -002, -003 u -004) wnn MoxnuuupoBaHHbIN (XxuMepHbIi) nomeH Fc
IgG4 (BSMUC16/CD3-005) kak ykazaHo B nyoOnukaiuu 3asBku Ha nateHT CIIA Ne
US20140243504A1, onybnukoBannoii 28 aBrycra 2014 r.

[0112] Kpartkoe omnmcaHHe COCTABHBIX 4YacTeld AaHTUIE€HCBS3BIBAIOLINX JOMEHOB
Pa3NUYHBIX ~ CKOHCTPYMPOBaHHBIX  Oucneuuduueckux anturen nporus MUC16xCD3
npeACTaBIeHo B Tabnuie 2.

Ta6nuua 2: KpaTtkoe onmucaHmue cocTaBHbIX 4YacTeil OucnenuduuecKux aAHTHUTE]
nporus MUC16xCD3

Anru-MUC16 Antu-CD3
Oo0masn
Hpentunduxkarop HTHITC€HCBA3BIBAOIINI | AHTHICHCBA3BIBAO U
BapualejibHa
oncnenupuIeCKUX JAOMeEH JAOMeEH
1 00J1aCTh
AHTHUTEJ Bapuabenvnasn obracmy | Bapuabenvnasn obiacme .
JIErKO# menu
mavKce10i yenu msavice10il uenu
BSMUC16/CD3- CD3-VH-G (SEQ ID
(SEQ ID NO:1)
001 (SEQ ID NO:3) NO:2)
BSMUC16/CD3- CD3-VH-G5 (SEQ ID
(SEQ ID NO:1)
002 (SEQ ID NO:4) NO:2)
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BSMUC16/CD3- CD3-VH-GY (SEQ ID
(SEQ ID NO: 1)
003 (SEQ ID NO:5) NO:2)
BSMUC16/CD3- CD3-VH-G10 (SEQ ID
(SEQ ID NO:1)
004 (SEQ ID NO:6) NO:2)
BSMUC16/CD3- CD3-VH-G20 (SEQ ID
(SEQ ID NO:1)
005 (SEQ ID NO:7) NO:2)

Ipumep 2. CA-125 He BausieT Ha aKTUBHOCTH aHTuTe] nmporuB MUC16xCD3 in
vitro

[0113] Bausaue pacteopumoro CA-125 (cnyuusaromasics ¢opma MUCI16) Ha
akTuBHOCTE BSMUC16/CD3-001 onieHUBaIU € UCIIOIb30BAHUEM aHAIN3a CBA3BLIBAHUS METOIOM
FACS u ananusza HUTOTOKCUYHOCTU B IPUCYTCTBUU BbICOKUX ypoBHeH CA-125, ounineHHOro ot
ACLIUTHUYECKON JKUIKOCTH y TMAalUEeHTOB C pakoM sIMYHUKOB. YpoBHU CA-125 moBbllieHbI B
CBIBOPOTKE OOJIBIIMHCTBA MALUEHTOB C PAKOM SIMYHUKOB, a LUPKYJUPYIOLIHE YPOBHH MOTYT
BJIMSATh Ha JMIOOYIO Tepamuio, HaueneHHyro Ha MUCI16, B BUIe aHTUI€H-3aBUCUMOIO KIIMPEHCA.
Vpoeun CA-125, ucnons3yemeie B aHanuze (10 000 En/mur), 3HaYMTENBHO MPEBBILIAIOT
onyOJMKOBAaHHBIE MEAMAHHbIE YPOBHHU 656,6 Ex/mnm y mnamueHToB € pakoM SIUYHUKOB.
Cnocobnocts  BSMUC16/CD3-001 yamutoxkats kinetku OVCAR-3, skcnpeccupyromue
MUC16, B npucyrctBun pactsopumoro CA-125, o0orameHHOro M3 aCHUTUYECKOW KUIKOCTH
uenosexa (Creative Biomart, Heto-Hopxk, CIIIA), uii ¢ HOMOLIbI0 MeMOPAHHO-TIPOKCHMAIBHOTO
KOHCTpYKTa, skcrpeccupyromero maTh C-koHueBbix SEA-1OMEHOB U OKOJOMEMOpaHHYIO
obmacte MUC16 (MUCI16A), onpenensnu npu cooTHoweHHH sddexrop/mumens 4: 1 ¢
¢dukcuposanHoit koHueHTpaipelr BSMUC16/CD3-001 unu CD3-cBsA3bIBalOIEro KOHTPOJIbHOTO
anturena (100 mxM) u cepuitaeim passeaernem unu MUC16-1H unmu MUC16A B Teuenue 72
yacoB npu 37 °C. Jlns oTCnexuBaHMs CHEHUYUUECKOr0 YHHYTOXKEHUS KIETOK-MUIIEHEH,
Hecymux MUC16, knetku OVCAR-3 metmnu 1 MM Violet Cell Tracker. TTocne medenwst
KJIeTKH MHKyOupoBaiu B Tederne Houu nipu 37 °C. OraenvHo yenoeueckue MKIIK nomermanu
B cpeny ¢ noGasnenreM RPMI B koHuenTparmu 1x10° kieTok/Min 1 HHKYGHPOBAIH B TedeHHe
HouH nipu 37°C mnst oborameHust TUMGPOLUTAMH 32 CYET UCTOLICHHUS aATre3WBHBIX KJeToK. Ha
CIEAYIOIIMHA JIeHb KJIETKU-MHUIIEHH COBMECTHO HHKyOmpoBamu ¢ HauBHbiIMH MKIIK mpu
UCTOINEHHBIX a/INe3UBHBIX KJETKaX (cooTHOmeHHe 3(h(PeKTopHbIe KiIeTKH/LeneBble KieTku 4: 1)
u cepuitbM pazseneHueM i BSMUC16/CD3-001, mu6o CD3-cBsi3pIBaromiero KOHTPOJS B
TedeHue 72 yacos npu 37 °C. KneTku ynansiu U3 MJIaHIIEeTOB JJs KyJIbTUBUPOBAHUS KJIETOK C
HCIOJIb30BAHUEM TPUIICHHA U aHanuzuposanu ¢ nomouisto FACS. Jlnsa ananuza meronom FACS
kyetku okpamuBaiu Live/Dead Far Red Cell Tracker (Invitrogen). [[ist oueHk# Crieriu iaHOCTH
YHUYTOXEHUSI KJIETKH reiTrpoBanu no nomyisaiusM, medeHHbM CellTracker Violet. TIponent
JKUBBIX KJIETOK-MHUIIEHeH ObUl yKa3aH AJs pacdera CKOPPEKTHPOBAHHOH BBDKMBAEMOCTH
cenyromumM 00pa3oM: CKoppekTHpoBaHHast BbiKkHBaeMocTh = (R1/R2)*100, roe R1 = % xuBbIxX
KJIETOK-MULIEHEeW B NMPUCYTCTBUU aHTUTena, a R2 = % KUBBIX KJIETOK-MHILEHEH B OTCYTCTBHE

UCCIIENlyeMOr0 aHTHUTEeNa. AKTHUBALMIO T-KJIETOK OLIEHHMBAIM IyTeM HHKYOAalLlMU KIJIETOK C
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HENOCPEICTBEHHO KOHBIOTHpPOBaHHbIMM aHTuUTenamu k CD2, CD69 u CD25 u nyrem
peructparmu mnpoueHTta aktuBupoBaHHbBIX (CD69+) T-knerok wnmu (CD25+) T-xnerok ot
obmero konnvectsa T-kierok (CD2+).

[0114] CsszsiBanue BSMUC16/CD3-001 u antuTena, 0 KOTOPOM H3BECTHO, YTO OHO
cBsizbiBaeT CA-125 (ko 3AS) ¢ CAI25, monydeHHbIM M3 aCLUTHOM JKHIKOCTH YeJIOBEKa,
U3MEPSUT ¢ TIOMOLIBIO TBepaodasHoro ummyHodepmentHoro anamuza (MDA). Bxpartie,
pacteopumbiii CA-125 (Creative Biomart, Heto-Hopk, CIIIA) B konnentparmu 4000 ex/mn B
PBS naccuBHO ancopOupyercs Ha 90-TyHOYHbBIE TUIAHIIETHI JJIi MUKPOTUTPOBAHUS B TEUCHHE
oy npu 4 °C. 3arem mnanmers npombBany PBST u 6Gnoxuposanu 0,5% BSA B PBS B
teyerre | daca. buortununmuposannoe BSMUC16/CD3-001, ucxonnoe antuteno k MUCI6,
antTu-MUC16 3AS u HecBA3BIBAIOIINE KOHTPOJH (M30THIHYeCKH KoHTposib BSMUC16/CD3-
001 m m3otunuueckuii KOHTposb 3AS anTH-MUC16) no0aBisuii B MIIAHIIET B KOHLEHTPALHSX
10, 1, 0,3, umm 0,1 eM B 0,5% BSA B PBS B Teuenue 1 yaca ¢ mocnenyromel mpOMBIBKOH
PBST. CrpenraBuanH, KOHBIOTHPOBaHHBINA ¢ mepokcunasoii xpeHa (SA-HRP) (ThermoFisher
Scientific, r. Yonrtem, mratr Maccauycerc, CIIIA) B pa3senenuu 1: 10000 matodHoro pactsopa
1,0 mr/mm, nobGaBnsnu B JYHKM W WHKYOMpoBasM B TeueHue 1 daca ansd OOHapy KeHHs
OMOTHMHUIIMPOBAHHBIX AHTUTEJN, CBSI3AHHBIX C IUIAHIIETOM. [1aHImeT mpoMbIBaIu U MPOSIBIISLIIHN
cyoctparom 3-3', 5-5'-rerpamerundoensuaun (BD Biosciences, r. @panknun-Jleiike, mrat Hero-
Jxepcu, CIIIA) B COOTBETCTBUU € MHCTPYKUMSAMHU npousBoxputens. [lornomenne npu 450 HM
peructpupoBanu Ay kaxaod nyHku Ha miaHmer-punepe VICTOR Multilabel Plate Reader
(Perkin Elmer; r. Mensunn, mrar Hero-Hopk). JlaHHblE aHANM3HPOBATH C TOMOIIBO
nporpamMHoro odecrnieuerns GraphPad Prism.

[0115] MHM36pirox CA-125 okasplBal MHHUMAJbHOE BIHSHHE Ha CBA3BIBAHUE
BSMUC16/CD3-0001 ¢ xinerkamu OVCAR-3, 4ro yka3blBaeT HA MUHHUMAJIbHOE CBSI3bIBAHHE C
CA-125 (®ur. 1). Hamporus, CA-125 cumpHO MHruOHMpoOBan CHOCOOHOCTH AHTHTENA IS
CpaBHEHHMsI, KOTOPOE, BEPOSITHO, CBs3bIBaeTCs ¢ moBTopstomericss obnactero MUC16 (Bepcust
KJoHa aHTHTena 3A coOctBeHHOl paspaborku) (Pur. 1). B panpHeiimem pacTBOPUMBIH
koHCTPpYKT MUC16, conmepskainuii MeMOpaHHO-TTPOKCUMAIbHYI0 o0sacTh 10 5-ro SEA-momena
MUC16 (MUCI16A), pe3sko unrudbupoBana ceszbiBanne BSMUC16/CD3-001, nemMoHCTpHUpYH,
yro BSMUC16/CD3-001 cBsizbiBaeT MeMOpaHHO-MPOKCHMANIbHYIO O0JIACTh, Kak 00CyKmaeTcs
6onee monpobHO obcyxknarorcs B WO 2018/067331, KOTOpBIH BKJIIOYEH B AAHHBIA JTOKYMEHT
MOCPENICTBOM CCBUIKH. B cooTBeTcTBUM ¢ mcchenoBaHusiMu cBsizbiBanusi, BSMUC16/CD3-001
TaK)kK€ MOKET MHAYLMPOBATh onocpenoBaHHoe T-kieTkamu yHUUTOXXeHUE B npucyTcTBuu CA-
125, HO He B mpucyTcTBUH BbIcOKOH KOoHUeHTparmun MUCI16A (manHble He mokas3aHsl). Takum
obopaszom, BSMUC16/CD3-001 wmoxer cBs3pBatbest ¢ MUCI6 w  wHIynmpoBaTth
nepeHarnpasjieHHOe T-KJIeTOUHOe YHUYTOXXEHHE Aa’k€ B MPUCYTCTBUU BBICOKUX KOHLIEHTpALUil
CA-125.

IIpumep 3. buaokaga PD-1 ycuauBaer mnpoTHBOONYXO0JE€BYI0 AKTHBHOCTH
oucnenupuueckux anruresa nporus MUC16xCD3 B KCEHOreHHbIX H CHHI€HHBIX MOJeJIsIX

onyxoJeu
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[0116] DddexTuBHOCTE in vivo Oucneundudeckoro anturena nporus MUC16/CD3 B
koMOuHaumu ¢ 6yokanoi PD-1 olleHnBaii Ha KCEHOT€HHBIX U CHHT€HHBIX MOZEJISIX OIyXOJIeH.
A. Kcenorennas mogeqab - OVCAR-3/Luc

[0117] [Ina  xceHOreHHOH  Monmenu  UMMyHoAepUUUTHBIM  MbimaM  NSG

BHyTpuOpromuHHO (B/0) nabeuuposanu kiaerku OVCAR-3/Luc, npenBapuTeabHO MacCUpyeMble
in vivo (0-i1 neHb), yepes TpUHAALATH AHEN nocne npusuBanHus yenoBeueckux MKIIK. Mbimam
B/0 BBOMIM 12,5 Mxr/meimmb BSMUC16/CD3-001 wnu BBoguau 12,5 mxr CD3-CBsI3bIBaIOIIETO
KOHTpOJIs OTAeNbHO uin B komOuHarmu ¢ 100 mxr REGN2810 Ha 5-# u 8-if nenb. OnyXxoJieByto
Harpy3ky oueHuBaiu ¢ nomowmbio BLI nHa 4-i, 8-i1, 12-i1, 15-i, 20-ii u 25-i gHU mocne
uMIUIaHTanuu onyxoiu. Kak O0wu10 onpenesneno usmepenusimu BLI Ha 25-1 newsw, nedenue 12,5
mkr BSMUC16/CD3-001 mpuBoamio K 3HAYUTENBHON MPOTHUBOOMYXOJIEeBOH 3¢ dekTuBHOCTH,
Kak Obuto ompeneneHo usMmepeHusiMa BLI, a komOumampoanume ¢ REGN2810 (antu-PD-1)
JOTIOJIHUTEBPHO YCHJIMBAJIO IPOTHUBOOMIYXOJIEBYI0 3¢ deKkTuBHOCT. Bce rpynmel  umenu
OJMHAKOBYIO OIYXOJIEBYIO HAarpy3ky mo omenke BLI nmo Hauama BBemeHust no3. He Obuio
3HAUUTEJBbHBIX PA3IMUU B OMyXOJIEBOH Harpy3Ke Mexay rpynnamu.

[0118] BSMUC16/CD3-001 3HauuTenbHO CHUXKAaeT OMyXOJEeBYK Harpysky mpu 12,5
MKT, a no0aByieHue anTu-PD-1 ycunmuBaeT mpoTHBOOMyXO0NEBYIO 3(p(PeKTHBHOCTD 1O CPaBHEHHIO
¢ BSMUC16/CD3-001 B monorepanuu. Mpimam NSG, KOTOpbIM NPUBHUBAIH 4eloBedeckue T -
KJIeTKH, uMIutanTupoBaimu 4denoseueckue kietku OVCAR-3/Luc. Ha 5-it u 8-if gHU MbImei
aeunnu 12,5 mxr BSMUC16/CD3-001 BBOAnn BHyTpuBEeHHO Mty jieursin CD3-cBs3piBaroinm
KOHTPOJIEM WJIM HECBA3BIBAIOIIMM KOHTponeM (12,5 Mkr BHyTpuBeHHO). JlaHHBIE,
npezncrasieHHble B Tabnuue 3 HuKe, MPenCcTaBisA0OT cOO0H OMyXOJIEeBYIO HArpy3Ky, OLIEHEHHYIO
¢ nomoupto BLI Ha 25-i neHp mocsie UMIIaHTauuud onyxonud. CTaTUCTUYECKYI0 3HAYUMOCTb
ONpEeAeNAIN C HCIONb30BAHMEM HENMapHBIX HemapaMeTpudeckux t-kpurepues ManHa-YUTHU.
Jleuenne ¢ BSMUC16/CD3-001 +/- REGN2810 cpaBauBanu ¢ CD3-CBsI3bIBAIOIINM KOHTPOJIEM
(* p<0,05 mms BSMUC16/CD3-001, ** p <0,01 gas BSMUC16/CD3-001 u REGN2810), a
aeuerne BSMUC16/CD3-001 B MmoHOTepanuu cpaBHuBa M ¢ komOuHarmed ¢ REGN2810 (# p
<0,05).

Ta6auua 3. buosroMmuHecueHIUs HA 25-H AeHb MOcJe UMIVIAHTALMY OIYXO0JIH
AHTHTEN0 (MKT) CpeaHsisi HHTEHCHBHOCTb U3JII0YEHHS

[d/c/em?/cp]uepes 25 nHeii mocie

umniantauuu (meguanat COC)

CD3-cBs3piBaromuii KoHTpoJb hIgG4P-PVA 7.71e+06 = 1.07e+06
(12)

BSMUC16/CD3-001 (12) 7.44e+03 + 3.11e+03

CD3-cBs3piBaromuii KOHTpOJb hIgG4P-PVA 9.29e+06 £ 1.82e+06

(12) + REGN2810 (100)
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BSMUC16/CD3-001 (12) + REGN2810 (100) 1.76e+03 + 9.38e+01

B. Cunrennas moaeusn - ID§-VEGEF/huMUC16

[0119] [Ins mpoBepku >PPeKTUBHOCTH Ha MMMyHOKOMIETeHTHOHW Mmoznenu ren CD3

Mbimu Obi1 3amMeHeH Ha CD3 denmoseka, a wactb rena MUC16 wmbinu Obulta 3aMeHeHa
IIOCJIEIOBATENBHOCTBIO YEJIOBEKA. 3aMEHbI NPHUBENN K IOJYyYEHHIO MbIMH, T-KJIeTKH KOTOpOH
skcrpeccupyror CD3 wenoBeka M koTopas skcrpeccupyer xumepHyro mosekyiny MUCIO,
cogepxauytro  4actb MUC16 uenoBeka, KOTOpbIe CBSI3bIBAIOTCS  OUCTIELU(PUUECKUMHU
antutrenamu BSMUC16/CD3-001 u BSMUC16/CD3-005.

[0120] J{nst 5TOM mepBO CUMHI€HHON MOJIETN OMYyXOJIA UCTIOIb30BATH KJIETOUHYIO JTUHUIO
IDS-VEGF, ckoHCTpywpoOBaHHYIO At 3Kcrpeccun 4dactu yenosedueckoro MUC16. Meimam
BHYTpuOpromuHHO umriantupoBau kietku [D8-VEGF/huMUC16 u ux neumnmu 5 wr/kr
BSMUC16/CD3-001 nnu CD3-cBsA3bIBAIOIIEr0 KOHTPOJISI ¢ U30TUIMYECKUM KOHTPOJIEM WU B
koMOuHatmu ¢ aHtu-PD-1 (5 Mr/kr B/B) uepe3 Tpu IHS TOCHEe HMIUIAHTaUWU. JledeHue
BSMUC16/CD3-001 yBenuuuBajO CpPEAHIOD BbDKMBAEMOCTb IO CPaBHEHUIO C TIPYMIOH,
kotopasi nonydayna CD3-cBsi3pIBAIOIUN KOHTPOJb, HO AOMOJHUTENbHAs Ojokana aHtu-PD-1
Takxe npusoauna kK 50% BbDKMBAEMOCTH MbILIEH.

[0121] BSMUC16/CD3-001 3Ha4UTENbHO YBETMUUBAET MEAUAHHOE BPEMsI BBDKUBAHUS B
mopnenu acuuta ID8-VEGF, a nononaurtenshas 6mokana PD-1 (REGN2810) mo3BosieT BBDKUTH
HECKOJIbKUM MblaM. MbimaM, skcnpeccupyromum CD3 genosexka Bmecto CD3 Mpliu u
xuMepHyto wmosiekyay MUCI6, uMIIaHTUPOBAIM JIMHUKO OMNYyXOJIU SIMYHUKOB  MBIIIH,
skcnpeccupyomyto yactb MUC16 yenoseka. Mpimam sonuimu BSMUC16/CD3-001 (5 mr/kr
B/B) win BBoAWIM CD3-cBsA3bIBarOIIMN KOHTPONb (5 MI/KI B/B) C M30TUIMHYECKUM KOHTPOJIEM
unu ¢ autu-PD-1 Ha 3-ii nenp nocyie uMIutanTauy. Meliy nojyyanu gedeHue Ha 3-H, 7-i, 10-
i, 14-i, 17-i nHM nocie uMIIaHTauuu onyxonu. lIpencrasneHHble naHHBIE MPEACTABISAIOT
co0oll MeMaHHY0 BBDKUBAEMOCTh. MbIlIel yMepIUBIIsUIH, KOrja OHU NpUOABJISsIIN B Bece OoJee
yeM Ha 20% wu3-3a BBI3BAHHOTO aCLUTOM B3AyTUS >KMBOTA. CTaTHCTUYECKYIO 3HAYUMOCTH
ompenensiv ¢ nomomnbio kpurepusi Kokca-Manrens. Jleuenne BSMUC16/CD3-001 wu
BSMUC16/CD3-001+antu-PD-1 npuseno k yBeJIMUEHUIO MEIUAHHOTO BPEMEHH BBDKUBAHMUS, a
komOuHaumss BSMUC16/CD3-001+antu-PD-1  mpusena k 50%  BbDKMBA€MOCTH, HTO
IEMOHCTPUPYET CHHepreTHueckuil >¢p¢exkt mexay OucnenuduyuecKuM aHTHTEIOM IPOTUB
MUC16xCD3 u anturenom npotus PD-1. Pesynbrater npusenens! B Tadbmnmne 4 Hioke.

Tabauua 4. Meanannas sBbokuaemocts B Moaesu ID8-VEGF/huMUC16
AHTHTEJI0 (MI/KT) MeauaHHasi BbIXDKHBAEMOCTD (HH)

CD3-cBs3bIBarOIIUN KOHTPOIb (5) + H30TUITHUYECKHIA 36

KOHTPOJIb (5)

BSMUC16/CD3-001 (5) + u3oTunuydeckuii KOHTPOJIb 46
®)
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CD3-cBs3biBaromuii KOHTPOJb (5) + PD-1 (5) 32

BSMUC16/CD3-001 (5) + PD-1 (5) 69.5

[0122] TTonoOHbIe pesyabrarsl HaOmonanu, korna BSMUC16/CD3-001 BBoguan B 103€
1 Mr/kr B KOMOMHALIUH C aHTHTENIOM NpoTuB PD-1.

C. Cunrennas moaeqan - MC38/huMUC16

[0123] Kak oOcysknanoch BbIIIE, MBILIH, UCTONb3YEMbIE B 3TOM 3KCIEPUMEHTE, ObLIH
MOIU(HUIMPOBAHBI TaKuM oOpa3om, yro reH CD3 wmbimm Obur 3ameneH Ha CD3 dyenoseka, a
yacte reHa MUC16 wmbimu OblTa 3aMEHEHa YeJOBEYECKOH IMOC/IeN0BATEIbHOCTBIO. 3aMEeHbI
NPUBEIH K TMOJYYEHHIO MBILIH, T-KJIETKH KOTOpoil sxcnpeccupyror CD3 yenoBeka U KoTopas
skcnpeccupyet xumepHyto mosekyay MUC16, conepskamyro yacte MUC16 yenoBeka, KOTOpbie
cBsizbIBaroTCs Oncnenudrueckumu anturenamu BSMUC16/CD3-001 u BSMUC16/CD3-005.

[0124] nst 5TOi BTOPOM CHMHTEHHON MOJAENH OMyXOJU HCHOJb30Baiu JuHU0 MC38,
CKOHCTPYUPOBAHHYIO IJIsi 3Kcrpeccuu 4actu denoeueckoro MUC16. MplmaM MOIKOMXKHO
ummuiaatupoBanu kjaetku MC38/huMUC16 u wux jeunmm BSMUC16/CD3-005 wiu CD3-
CBSI3bIBAIOIUM KOHTPOJIEM € M30THUIHMYECKUM KOHTpoJsieM (1 Mr/kr B/B) wim B KOMOWHAINH C
antu-PD-1 (5 mr/kr B/B) Ha 7 AeHb NOCJE WMIUIAHTALUS OMyXOJH. AHTHTENO npotus PD-1,
UCTIONB3YEMOE B 3TOM 3KCIIEPUMEHTE, OBUIO KOMMEPUYECKH JOCTYITHBIM MBIIIHHBIM aHTHTEJIOM
(xmon  RMPI1-14, BioXCell). Kombounamms BSMUC16/CD3-005 wu  antu-PD-1
IPOIEMOHCTPUPOBAJIA CHHEPTETHUECKUH MPOTUBOOIYX OJIEBbIH 3P eKT.

[0125] Kombunauus BSMUC16/CD3-005 u Onokana antu-PD-1 mpuBena k mydinei
npotuBoomnyxosneBoit 3¢pdexrusnoctu, ueM BSMUC16/CD3-005 B MOHOTepanuu B MOAKOKHOM
moaenu MC38. MeiamMm, skcnpeccupyromum CD3 yenoseka BMecTo CD3 MbIliu U XUMEPHYIO
mouiekysry MUC16, uMmimaHTHpOBaIN MBILIHMHYIO JUHUIO onmyxoju MC38, skcrnpeccupyromyro
gyactb MUC16 wuenoseka. Mpimam Beomwin BSMUCI16/CD3-005 wnu BBommiu CD3-
CBSI3BIBAIOIIUI KOHTPOJIb (1 MI/KT B/B) C U30THUIIMYECKUM KOHTPOJIEM WJIM C AHTHTEJIOM MPOTHB
PD-1 (5 mr/kr B/B) Ha 7 neHb mocie uMIUTaHTarmu. Mpimei neunmun Ha 7, 11 u 14 qHu nocne
UMIUIAHTALUU OMyXoJu. Pe3ynbrarel mpueneHbl Ha Pur. 2. CTaTUCTUYECKYHO 3HAYUMOCTD
OTIpeeNiiii C MOMOIIBIO JIBYCTOPOHHErO AMCIIEPCHOHHOIO aHajiu3a ¢ MompaBkod ThIOKM Ha
MHOKeCTBeHHbIe  cpaBHeHus. BSMUCI16/CD3-005 ¢ anwtu-PD-1  3HauumrenpHO W
CHHEPTeTHYECKH WHTHOMPOBAIM POCT ONyXodu 1o cpaBHeHHIO ¢ CD3-cBsi3pBarOmmm
KOHTPOJIEM.

IIpumep 4. Hmmyno-IIDT Bm3yaqmsaunusi y MoAH(PHUHMPOBAHHBIX MbIlIeH
NPOAEMOHCTPUPOBAJIA JOKAIN3auu0 Oucnenuduyeckoro anrureaa nporus MUC16xCD3
B OpraHax, oorareix T-kjeTkamu

[0126] Jlokammzammro in  vivo BSMUC16/CD3-001 u BSMUC16/CD3-005 wu
skcripeccuro Oenka MUC16  oneHwBamu y MbIledl AUKOrO THNA W TEHETHYECKH
IYMaHU3UPOBAHHbIX Mblliell ¢ mnpumeHeHueM IIOT-Busyanusanuu. buopacnpenenenue
MEUEHHOTO ° Zr aHTHTENa nporue MUC16 (mByxBanentHoro anturtena nporus MUCIG,

MOJIyYEHHOTO C MCIOJb30BAaHUEM TOM ke Tsbkenou u yerkoit uenu antu-MUC16, uro u
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Oucrierpuyueckue aHTHTENA, HA3bIBAEMBIX B JAaHHOM JIOKYMEHTE «HCXOIHBIMU») OBLIO
CXOZIHBIM KaK y MbIIIEH TUKOTO TUMA, TaK U y T'YMaHW3UPOBAHHBIX MBILIEH, YTO YKa3bIBAET HA
HHU3KYIO SKCIIPeccHio rymanusnpoBanHoro 6emka MUC16 unu ero fOCTYIHOCTD Uil aHTUTENA.
HampoTuB, KOTZa MBIIIAM BBOJWIH TEPAMEBTHUYECKH PENEBAHTHBIE 03Bl MEUEHHOrO = Zr
oucneuupuueckoro anruresa BSMUC16/CD3-001, pacnpeneneHue B Celle3€HKE |
AUM(paTUIEeCKUX y3Jj1ax ObUIO OYEBUIAHBIM U3-3a pacrno3HaBanust CD3-nonoxurenbHbx T-Ki1eTok
B OTHX JHUM(OMIHBIX OpraHax (JaHHbIE HE MOKa3aHbl). AHaIM3 OMOpaclpeneNeHus ex Vivo B
OTHENIbHBIX TKAHSX MOATBEPAUJ JIOKAIU3ALUIO B JUM(PATUIECKUX Y3JIaX M CeJe3eHKe (IaHHbIC
He nokasabl). [Toryommenne MedeHHoro 7 Gucnenuduueckoro anturena BSMUC16/CD3-005
B JTMM(OUTHBIX TKAHSX ObUIO 3HAYUTENBHO CHIXKEHO Mo cpaBHeHHut0 ¢ BSMUC16/CD3-001 u3-
3a ero Oonee Huskou appunoctr k CD3. Utobwr ouenuts, MoryT iu BSMUC16/CD3-001 u
BSMUC16/CD3-005 HakamnuBaTbCs B oOmyxodsix, skcnpeccupyromux MUCI6, wmbimam,
HecymuM omyxoiu ID8-VEGF-huMUCI6A, BBomuin MedeHHOe ¥7r BSMUC16/CD3-001 u
meuernoe ©Zr BSMUC16/CD3-005. TToromeHne omyxonbio Uil PasHbIX OHCIELHpHYeCKIX
aHTHUTEJI CYINECTBEHHO HE pa3jIM4yalloch, HECMOTps Ha Oojee BBICOKOE IOTJIOIIEHUE
mamponnabivMu opranamu BSMUC16/CD3-001 (nanHbIe HE OKa3aHBI).

[0127] [IIpuroroBjieHHE  HMMVHOKOHBIOTaTa W IIDT  MenKux  JKUBOTHBIX:

BSMUC16/CD3-001 u xoHTpoapHOe aHTUTEN0 KoHbroruposaiu ¢ DFO ¢ ocratkamu riayramuHa
B TOJIOKEHUH 295 T1OCpencTBOM  TPAaHCAMHUAMPOBAHWS TPH  HOMOIIM  MHKPOOHOM
TpaHCIJIyTaMUHa3bl  IoOcie  Jernuko3mnupoBaHus  aHturen ¢ [IHIasoit  F.3atem
KOHbIOTHpoBaHHble ¢ DFO aHTuTena xenaTupoBaju LUPKOHUEM-89 (SQZr). Mpiu nonyvanu
aHTUTENIO B mocienHed moze 0,5 MI/Kr depe3 MHBEKLUUIO B XBOCTOBYKO BEHY. 3aTeM ObLia
nposenena [I19T-pusyanusanus s OLEHKU JOKAIU3aLUU PAJUOMMMYHOKOHBIOTATa 1n Vivo Ha
6-i1 neHp mTOCNEe BBEACGHUS 03Bl 1O WUCCIeNOoBaHMN OuopacmpeneneHus ex vivo. J[lnsa
5KCIIEPUMEHTOB B OIYXOJIM MBIIIEH, MBIIIEH UMILUIAHTUPOBAIN MOAKOKHO 10x10° OIyXOJIEBBIX
kierok [D8-VEGF-huMUCI16A. MpiiaM, HECYIIUM OMyXOJib, BBOAMJIN J03Y PaJIMOAKTHBHO
MEUYEHHOro ' Zr aHTuTelNa yepe3 20 nHel mocje UMILIAHTALMM, KOTZa OINyXOJH B CPEIHEM
cocraBisui 150 Mu.

[0128] ITpensapurensHo oTkamuOpoBanHbiil mpudop ans [IT/KT Sofie Biosciences G8
(Sofie Biosciences (r. Kansep-cutn, mrar Kamudopuus) u Perkin Elmer) ucnonb3oBanm amnst
nonyueHus: uzobpaxkennii [19T u KT. DHepreTrdeckoe OKHO HAXOAWIOCH B auanaszoHe ot 150
1o 650 k3B ¢ BOCCTaHOBIEHHBIM paspeuieHueM 1,4 mMm B LeHTpe noss 3peHus. Ha 6-i1 neHs
nocjie BBEIEHUs J03bl MbIlIel MOABEprajd HHAYKLHUHU aHECTe3UM C MCIOJIb30BaHHEM
u3oypaHa U MOANEPKUBAIN B HEMPEPHIBHOM MOTOKE M30(ypana B TedeHue 10-MHHYTHOTO
cbopa manHbIX IIOT B cratucrudeckom pexknme. KT-uzoOpaskeHust ObLIM MOJMYYEHBI MOCTE
coopa nmanHbIx IIOT. IIDT-m300paxkeHuss ObLIO BMOCIEACTBHH PEKOHCTPYHUPOBAHBI C
UCTIOJIb30BAHUEM TIPEIBAPUTENIbHO 3anaHHbIX HacTpoek. Jlawueie IIDT ¢ mompaBkoid Ha
panuoaktuBHbId pacran u gaHHble KT Obpimm 00pa®oTaHbl ¢ MOMOINBIO MPOrPAMMHOIO
obecieuernss VivoQuant (inviCRO Imaging Services) B COBMECTHO 3aperucTpUpPOBAHHBIE

JIO’KHO OKpalleHHble ImpoeKunuu MakcuManabHOW uHTeHcuBHOCTU IIOT-KT Ha nperosoii mkane,
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OTKaJTMOPOBAHHOW Il yKa3aHus Auamna3ona curuaia ot 0 no 30% BBemeHHOH O3Bl HA 00BEM,
BbIpaxkeHHOH B % BJI/r. Jlnsa ananuza GuopacrpeneiaeHnst X Vivo MbIIeH YMEPIUBISIN MOCTe
BU3yaNU3alMl Ha O-i eHb mocje BBeneHUs 103bl. KpoBb coOMpanu mocpencTBoM CepredHoi
NYHKUUU B CUUHTWUISLMOHHBIE (JIAKOHBL 3aTeM HCCeKaJu HOPMaJlbHble TKaHU (TIaXOBbIE U
NOAMBIIIEYHbIE TUM(DATUYECKHE Y3JIbl, TUMYC, CEJE€3€HKY, CEepALE, JIErKHe, JKeIyl0K, TOHKUH
KUIIEYHUK, TI€YeHb, IOYKH, KOCTH U SUYHUKH) U MMOMEIIAIN B CLUUHTHUIILIUOHHBIE (IIAKOHBL
Onyxonu aHaNIOrMUHBIM 00pa3oM coOupanyu B CUUHTWULINMOHHBIE (akoHbL Bcee (imakoHs!
ObUIM TIPEABAPUTEIHHO B3BELICHBI, a 3aTeM MTOBTOPHO B3BEIIEHbI JIsl ONPEAESICHHsI MACChl KPOBU
U TKaHel. PaaMOakTHBHOCTb Y-M3JIydeHHsI M BCeX OOpas3lOB 3aTeM MOJCYUTHIBAIN Ha
aBTOMarnyeckoM ramma-cueranke (Wizard 2470, Perkin Elmer), u pe3ynbTaThl 3auChIBAIH B
BUZE YHCJIa UMIOYJIbCOB B MHHYTY (umn/muH). % BJI/r mnsa kaxnmoro obpasua onpenesuiu C
UCTIONIB30BAHUEM MOAcYeTa OOpa3loB OTHOCHTENBHO KOJWYECTBA CTAHAAPTHBIX 103,
NOJIYYeHHBIX W3 MCXOAHOrO BBOAMMOTO Marepwaja. Brociencrsum otnenbHblE 3HAUEHUS B %o
BJl/r monydanu myrem neneHuss 3HadeHWss B %BJl Ha COOTBETCTBYIOINYHO MAaccCy
COOTBETCTBYIOLIETO 00pa3ia KPOBH, TKAHEH WJIN OITyXOJIH.

[0129] Meuennbie *Zr BSMUC16/CD3-001 u meuennsie *Zr BSMUC16/CD3-005
npoaeMoHCcTpupoBan  cnenududeckyro Jjokanmmzammio B MUCI6+ onyxomsix u  CD3+
TMM(OUIHBIX TKaHAX, MPHU 3TOM pacrpenejeHne B JUM(POUIHBIX TKAHIX KOPPEITHPOBAIO C
otHOcuTeNbHON adduHHOCTRIO K CD3. Oba ducneungpuyecknx anrurena nporus MUC16xCD3
MPOJIEMOHCTPHUPOBAJIN SKBUBAJICHTHYIO JIOKAJU3ALMIO OMyXouu B npucytcrsun CD3+ TkaHe.

IIpumep 5. TokCHKOJIOrHYECKHE HCCIETOBAHHUS HA IBAHCKHX MAKAKAX He BbISIBHIIH
SIBHOM TOKCHYHOCTH 1151 Oucnenuduyeckux anturea nporus MUC16xCD3

[0130] BSMUC16/CD3-001 mnepekpectHo pearupyer ¢ MUC16 u CD3 o00e3bsiHbL
UroOpl  ompenenutbh 0O€30MaCHOCTb M MEPEHOCUMOCTb, a TaKXKe OXapaKTephU30BaTh
(bapMaKOKHHETHKY OHCTIEU(PUUECKUX aHTUTEN, OBUIO MPOBEIEHO MHOTOI030BOE MCCIIEIOBAHUE
TOKCUYHOCTH Ha sIBAaHCKMX Makakax. IllecTp 00e3bsiH/MON/Tpymna MOJayYaliud eXeHeneabHO
BSMUC16/CD3-001 B oOmei cinoxknoctu B mmatu go3ax mo 0,01, 0,1 wmmu 1 wmr/kr. Ilo
3aBEpIICHUH TMEPHOJa BBENEHHUs] 103 3 KUBOTHBIX/TIOJ/TPYNIA YMEPIUBISUIM W TKAaHU
UCCIIEIOBAJI HA MPEIMeT M3MEHEHUH MPH MOMOIIN MUKPOCKOIUH, B TO BPEMS KaK OCTaBIIHUXCS
TpOe KUBOTHBIX/TION /Tpymma mpouum 12 Henmenb BBI3AOPOBICHHs O€3 JeUeHHs JUIsl OLEHKH
0o0paTUMOCTH WJIM YCTOWYMBOCTH JIHOOBIX 3¢ ¢dekros, ceszanHbix ¢ BSMUC16/CD3-001.
BSMUC16/CD3-001 xopomio mepeHOCHIICS, U BCE >KUBOTHBIE JOKHIIA JI0 3aIlUIAHUPOBAHHOMN
HeKporncuu. TOKCHKOKMHETHUYECKHI aHaJHM3 MPOIEMOHCTPUPOBAN O303aBHCUMOE BO3JEHCTBUE
SKCIIO3UIHMHU U JIMHEHHYIO KMHETHKY B JTO30BBIX IPymIax 0e3 Kakux-J1uO0 reHIepHbIX Pa3Inaui
(manHble He mokaszaHbl). HempepwiBHOe BO3meticteue BSMUC16/CD3-001 wabmromanu Ha
npoTsokeHnH (asbl BBeneHus 103, a Boaericteue BSMUC16/CD3-001 coxpaHsAIoch 10 KOHIA
¢da3pr BoccraHOBNEHHsT y Bcex (n=6) u 50% sxuBorHbIx B rpynmax 0,1 um 1,0 wr/kr,
cooreerctBeHHO. BSMUC16/CD3-001 He Oplmo OOHApy>k€HO B CHIBOPOTKE HU Y OJIHOTO
xuBoTHOro B rpynmne 0,01 mr/kr mocie 8 Hemenu BoccTaHoBieHus. Ilepwoa monyBbIBEREHUS
BSMUC16/CD3-001 cocrasun okono 10 gueit.
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[0131] He Obuto HMKAaKHX KJIMHUYECKUX HaOmomeHui, cszaHHbix ¢ BSMUC16/CD3-
001, a Takke Kakux-JIUOO M3MEHEHHH B MapaMeTpax aHajin3a MOYM, MMMYHO(pEHOTHITHPOBAHUH
nepudepudeckoil KpoBH, MOTPEOJIEHNN MUINK UM Macce Tejla BO BpeMs epUoja BBEACHUS J103
WIN BOCCTaHOBJIEHUs. BaxxHo ormeruth, uto BBeneHue BSMUC16/CD3-001 He mpuBeno k
KaKUM-THOO M3MEHEHHUsIM B OLEHKax (HapMakoJOrH4eckoil 0e30macHOCTH B OTHOIIEHHH
(GyHKIMM AbIXaTEIbHOH, HEPBHOW WJIM CEpAEYHO-COCYIUCTON CHUCTEMBI, B TOM 4YHCJIE B
napamerpax JKI'. He 6pu1o ob6Hapyxkeno cBszanHbix ¢ BSMUC16/CD3-001 usmeHeHuii Macchl
OpraHa, a Takxe He ObLJIO OOHApPYKEHO KAKHX-JTUOO MAKpPOCKOMMYECKUX W3MEHEHHH HU TpHU
TEPMHMHAJILHOM HEKpPOIICUH, HU TMpPH HEKPOIICUH B TEPUOJ BOCCTaHOBIeHHs. J[0303aBHCHMOE
o0paTuMoOe MOBBILICHUE LUPKYJIHPYIOINX BOCHAIUTENbHBIX MapkepoB (C-peakTHBHOro Oenka
(CPB) u NJI-6) Habmonanu B TeueHue 1 gHs mocie HadajapbHOU 103bl 1,0 uimu 0,1 Mr/kr, HO 3TO
NOBBIIIEHHE HE OBUIO OYEBHAHBIM TOCIE MOCIENYIINUX a03 (HaHHbIE HE TOKa3aHbl). B
COOTBETCTBHH C MHUHHUMAJIbHBIM YBEJIIMYEHHUEM CBIBOPOTOUHBIX IUTOKHHOB IEpepacrpeneieHue
T-knetok He Obu1O OOHapy>keHO nocie BeeaeHuss BSMUC16/CD3-001 (naHHBIE HE TOKAa3aHbI), B
OTJMYHE OT TOTO, 4TO OBUIO OMUCAHO Ui HECKOJBbKHX Oucnenudpuueckux mojekya k CD3
NPOTHB reMaTOJOTHUECKUX OIyX OJICH.

[0132] WccnenmoBanme Ha $SIBaHCKUX MAaKakaX TMPOBOAWUIM B COOTBETCTBUU C
pexomennatmmsimn - IACUC.  SBanckum Makakam (6 SKMBOTHBIX/TIOJ/TPYINIA)  BBOAMIIN
KOHTPOJIbHBIN mpenapat (pasbasiennoe mianedo) wm BSMUC16/CD3-001 (0,01, 0,1 wmm 1
MI/KT) OJJMH pa3 B HEJEN0 MocpencTBoM 30-MUHYTHON BHYTpUBEHHON MH(Y3un. KOHTpOIBHBIHI
npenapat npexactasisia codoit 10 MM ructununa ¢ 10% caxapossr u 0,05% nonucopbara 20, pH
6, paszbasnennoro 0,9% nHatpuii xnopuna 1 nHbekuuil, USP (crepunbHbli pU3HOIOrHUECKHUI
pactBop). OOpaswupl KpOBM HJIM TKaHEH cOOMpanu B pasJMYHble MOMEHTBI BPEMEHHU s
BBISIBJIEHHsI KIIMHUYECKOW maTosiorud u rucronarosnoruu. Konnenrpauno BSMUC16/CD3-001
onpeaensanu ¢ nomoupro MPA, a TOKCHKOKMHETUUECKUH aHAIU3 BBINOJIHIN C UCTIOIb30BAHUEM
nporpammuoro obecnedenuss WinNonLin. CPB ananmusupoanu Ha cucteme Roche Modular P
800. I{utokuHbl m3Mepsui ¢ nomoiieido MSD (Meso Scale Diagnostics, r. PokBuui, mrar
Mbpunenn). KonndecTBo T-KJI€TOK ONpeAessuii ¢ TOMOLIBIO IPOTOYHON IUTOMETPUH. BkpaTiie,
KpoBb cobupanu B npodupku ¢ kajgueBor DJTA, nusuposanu, okpammusanu Ha CD3, CD4 u
CD8 (BD Biosciences), u ¢ nomommbto FACS Canto II mnsa kaxnoro ¢geHoOTHIA Onpenessiin
OTHOCHUTEJIbHBIC 3HAuUeHHsl. 3aTeéM 3TH 3HAYCHUS YMHOXAIM Ha aOCONIOTHOE KOJIUYECTBO
auMQoruToB (C TOMOLIBID TIeMAaTOJIOTHYECKOrO aHaiu3a) MJsl TMojacdyeTra aOCOIIOTHOTO
KOJINYECTBA KJIETOK JUJIsl KaXKA0To peHoturmna.

[0133] MmmyHOTHCTOXMMIYecKOe OkparmuBanue Ha MUC16 Habmonanu B OKHIAEMBbIX
TKaHSX. TOKENYIOYHON keje3e (MEe3OTeNHid, SMUTENUH TPOTOKOB), CEpALle M SIMYHHKAX
(maHHBIE HE TMOKAa3aHBI), a TaK)Ke CIIOHHON >kene3e (OOKaNOBUAHBIE KIETKH), IEeUeHH
(Me30TeNnuil, OJKENYHBIA MPOTOK), JIETKHX (MEe30TeNnuil, OpOHXUOIAPHBIN/OPOHXHATBHBIN
STIUTENHH ), TOHKOM KHIIEYHUKe (ME30TeNHi), CeMeHHHKax (Me30TeNnH, CeTh sIMUKa/BbIHOCSAIINT
NPOTOK) M MMHAANUHAX (SMUTENHH, CIM3HUCThIe Kene3bl) (He mokas3aHbl). CBs3aHHbIE C

BSMUC16/CD3-001  MHKpOCKONHMYECKHE  HW3MEHEHHs, OLEHHMBaeMble IPU  NOMOLIU
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T'MCTOJIOTHYECKOr0 OKPALIMBAHUSA reMaTOKCHINHOM U 303uHOoM (H&E), Britowanmu BocmaneHue
(MHQUIbTPaLMIO JICHKOLMTOB) W  yBEJIMYEHHE pa3Mepa Me30TeIHAIbHBIX KJIETOK W
HACBIIEHHOCTH ME30TEeIMAIbHBIMA KJIETKAMH, YTO IPUBOAWIO K HE HEOIaronpusaTHOMY
VTOJIIEHUIO CEPO3HON O00O0JNIOUKH W/wiu CcyOMe30TenHalIbHONH COCNUHUTENIbHOM TKaHU
MHO)KECTBA OPraHOB TIPYAHOH IMOJOCTH M OpIOIIMHBL JTH HM3MEHEHHs, KaK NPaBUJIO, ObUIN
OYaroBbIMH HJIM MHOTOOYaroBbIMH IO CBOEH NpUpone ¥ ObUIM MHHUMAJIbHBIMH WU
HE3HAYMUTEJbHBIMH I10 CTEMEHM TSHKECTH M CUMTANMCh MuineHwo st BSMUC16/CD3-001, B
pesynbrate BoBieueHuss MUCI16, »skcnpeccupyemMoli Ha  CEpO3HBIX  SIUTENHATBHBIX
(Me30TeNuaNbHbIX) KJIEeTKaX, M akThuBauuu T KieTok. BakHO OTMETUTh, 4YTO CEpO3HbIE
U3MEHEeHUs1 ObLTH OOpaIleHbl BCISATh WM UMENU TEHIEHIHIO K BO3BPATY B HCXOIHOE COCTOSIHUE
B KOHIIE TIEPHOJIa BOCCTAHOBJIEHUS (TaHHBIC HE TOKA3aHbI).

[0134] ToxcukOJOrHYECKHE HUCCIEOOBAHMUS Ha SBAHCKUX Makakax IIOKa3ajd
MUHHMAJbHOE U BPEMEHHOE IMOBBIIIEHNE ChIBOPOTOYHBIX IIMTOKHHOB M C-peakTHBHOro Oelka
nociie BBeaeHnst BSMUC16/CD3-001 6e3 siIBHOM TOKCUYHOCTH.

IIpumep 6. OneHka MHAYKUHMH CHIBOPOTOYHLIX LUTOKHHOB Y Mblllel, HeCylIHX
OnyXxoJib

[0135] ITockonbky cuHApoM BbIcBOOOXKAeHUs HUTOKMHOB (CRS) sBisiercs 9actbim
cepbe3HbIM MOOOYHBIM 3(PPEKTOM Tepanmuu C HCIONb30BAHHEM OUCTICM(PUIECKHX AHTHTEN K
CD3 u CAR-T-kietok, OBLIO TPOBENEHO HCCIEAOBAaHHE IO MOHHMTOPUHTY LIUTOKUHOB
CBIBOPOTKM HAa COOTBETCTBYIOLIMX Mozensx mociae JsedeHuss BSMUC16/CD3-001. vV
reHeTnyecku rymaHusupoBaHHbiX Mbimelr MUC16/CD3 Ge3 omyxoneil He ObLIO OYEBHIHOTO
OTBETa CbIBOPOTOYHBIX UTOKUHOB Ha BBeneHne BSMUC16/CD3-001.

[0136] /lna ounenku aktuBamuu T-kjaeTok in vivo ¢ momombio BSMUC16/CD3-001
U3MEpSUI YPOBHHM LIMTOKMHOB B CBIBOPOTKE MBbIIIEH, HeCylIux omyxosb. OOpasubl CbIBOPOTKU
orOupanu dyepes 4 yaca rnocie nepoi 103el antuTena B rpynmnax 0,5 mr/kr BSMUC16/CD3-001,
CD3-cBsi3bIBAOLINIl KOHTPOJIb U HECBSA3BIBAIOLIUN KOHTPOJb. JledeHHe aKkTUBUPOBAHHBIMU
BSMUC16/CD3-001 T-xnerkamu, kak onpeneneno uaaykuueit MOH-y, ®HO-o, WUJI-2, UJI-6,
NJI-8 u WJI-10, mo cpaBHEHUIO C HeECBSA3bIBAIOIINM KOHTposieM U CD3-cBs3bIBaroum
KoHTposieM (nmaHHble He moka3aHbl). BSMUC16/CD3-001-uHayuupoBaHHbIA OTBET LIUTOKUHOB
TpeboBan mpucyTcTBus Kak T-kjerok, Tak u kietok OVCAR-3/Luc, MOCKOJNBKY MBbIIIIH,
Hecyuue Toiibko kietkn OVCAR3/Luc, He uMenu AeTeKTHPYEeMOTro YPOBHS YeJIOBEYECKOrO
UOH-y B ChIBOPOTKE, a MbIIIK O€3 ONMyXOJEeBBIX KJIETOK, obecreunBarommx MUC16 nns
NIEPEKPECTHOrO CBSA3bIBAHUS, HE NMPOJEMOHCTPHUPOBAIN yBelIuueHus cbiBoporoyHoro MOH-y B
orBer Ha BSMUC16/CD3-001 (nanHbIe HEe MMOKa3aHbI).

[0137] Usmepenne ypOBHEN LIMTOKUHOB B CHIBOPOTKE. aKTUBALMIO T-KIJIIETOK B OTBET HA

neuerne BSMUC16/CD3-001 oueHuBaiu myTeM H3MEPEHHUs] CBHIBOPOTOYHBIX KOHLIEHTPALUH
unreppepona-y (UPH-y), dakropa Hekpoza omyxomu-o (PHO-a), unTepneiikuna-2 (MJI-2),
WJI-4, JI-6, UJI-8, NJI-10, NJI-12p70, NJI-13 u UJI-1B uepes yeThbipe yaca nociie nepBoil 103bI
0,5 mr/kr. YpoBHM LMTOKHHOB AHAJIU3UPOBAIN C HCHOJb30BaHMeM HabOopa V-plex Human

ProInflamasted-10 Plex B cooTrBercTBUM ¢ HWHCTpyKuusMH mnpousBonutens (Meso Scale
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Diagnostics, r. PokBumi, mrar Maccauycerc). LIUTOKMHBI M3Mepsuid B JBYX OTHIEJIBHBIX
UCCJIeNOBAaHUsX € 4-6 MBIIIAMU B TPYIIIIE.

IIpumep 7. Ixcnpeccuss MUC16 y rymMaHM3HpPOBAHHBIX MbllIell M BJIHsIHHE
oucneunpuyeckux anruresa nporus MUC16xCD3 na MUC16-no10:kuTe/IbHbIE TKAHU

[0138] UtoOb! uccnenosath npotuBoomnyxonesyio s¢gdexrusaocts BSMUC16/CD3-001
y MbIIEH C IOJHOCTbIO WHTAKTHOM HMMYHHOH CHUCTEMOMW, MBIl TI'€HETUYECKU
mMomudumpoBan s dkcnpeccuu uenopeueckoro CD3 nHa T-knerkax u obmactu MUCIG,
MOKPBIBAKOLIEH aHTUT€HCBSI3bIBAIOINYI0 00J1aCTh, 00a B SHAOTEHHBIX MBILIMHBIX JIOKYCaX (MbIIIH
¢ HOkuHOM). [y mpoBepku 3THX Mblmeit skcrpeccuro MUC16 uccnenosanu ¢ nomoursro OT-
MNP u UI'X. Dkcnpeccuss PHK Opita oOHapykeHa B Tpaxee, a Takke Ha HU3KHUX YPOBHSIX B
JIETKUX, CepAle, SUYHHUKAX, MOJKENYIOYHOH JKele3e W MOUYeBOM Ty3blpe (IaHHbIE He
NIOKa3aHbl), AHAJOTHYHO OMyOJMKOBAHHBIM AaHHBIM 1O >Kcnpecc MUC16 y mbimedd. YroOsl
oueHuTh H3Kcnpeccro Oenmka MUCI6, HUI'X BbIMONHANM Ha BBIOPAHHBIX TKAaHIX C
ucrionb3oBanueM anturena npotuB MUCI16 denoBeka, KOTOpOE pacro3HaeT MeMOpaHHO-
npokcuManbHyto obmacte MUC16. Okcmnpeccust Oenka MUC16 Obiia monTBep:kIeHa B
MOBEPXHOCTHOM 3TIUTENINU SMYHUKOB U skenynka y 3tux Mbimeii. MUC16 Takske Habmomanu B
BBICTHJIKE/STTUTEIINH TPaxXeH, a TaKKe B JKeJe3aX B MOACIU3UCTOM CJIOE, KaK OBUIO ONMHCAHO Y
Jro/iel (TaHHbIE HE TIOKA3aHbI).

[0139] 'ucronorus TkaHed Mblmu: TkaHU OT T'YMAaHU3UPOBAHHBIX MBIIIECH WA MBIIICH

AT cobupann u okpammBanu aHtutesnoM npotuB MUCI6, cBs3pIBalOIMM MeMOpPaHHO-
npokcumanbHblii fomMeH MUC16, ¢ momompbto MI'X, ucmombdyst Ventana Discovery XT
(Ventana; r. Tycon, mrar Apusona). IlapaduHoBble cpe3bl pa3MepoM 5 MKM Hape3aid Ha
npenveTrHele creksia Superfrost PLUS wu Bbmekann B Teuenme uwaca mnpu 60 °C.
NMMYHOTHCTOXMMHUYECKOE  OKPALIMBAHWE BBINOJHSAJIM HAa CHCTEME AaBTOMAaTUYECKOTO
oxpawmmsanus Discovery XT mnsa UI'X ¢ ucnons3oBanneM Habopa Ventana DAB Map detection.
JenapaduHU3aUI0 POBOIWIM C HCIONB30BaHMEeM pactBopa EZ Prep mpu 75°C B Teuenue 8
munyT. C ucnons3oBanueMm Oydepa Tris-EDTA pH 9 (CC1) or Ventana Obiia BBINOJHEHA
msirkast nemackupoBka anturena (95 °C, 8 wmunyt, 3arem 100 °C, 24 munHyTh). 32 3THM
NIOCJIEIOBAJIO HECKOJIbKO cTaamii OnmokupoBanus. Cpes3bl TKaHeH MHKYOUPOBAJIM C aHTUTENIOM
nporuB MUC16 (2 Mkr/mi) B TeueHHe 8 4acoB NpU KOMHATHOH Temneparype. M3orunudeckoe
KOHTPOJIbHOE  aHTUTENO, PpAacClO3HAIOLIee HEPeJNeBAHTHOE  HECBS3bIBAIOLIEE  AHTHUTEIO
UCTIONB30BAJIM B KAYECTBE OTPULIATEIBHOrO KOHTPOJs. [lepBUyHbBIE aHTHTENA U OTPHLIATEbHBIN
KOHTPOJIb HAHOCWIJIM BPYYHYI. BHOTHHHIMPOBaHHBIE KO3bU AHTUTENA MPOTHB YEIOBEYECKOTO
IgG (Jackson ImmunoResearch) mcrnonb3oBanu B kauecTBe BTOpUYHBIX aHTHTEN (1 MKI/Mi), U
o0pa3upl MHKYOUPOBAIM B TE€UEHUE Yaca NMPU KOMHATHOW Temreparype. XpOMOTeHHbIH CUTHAJ
ObUT ToNyueH ¢ ucnoibp3oBaHMeM Habopa Ventana DAB MAP. MukpormnpenapaTbl Bpy4YHYIO
KOHTPACTUPOBAIM T€MATOKCHIMHOM (2 MUHYTBI), O0€3BOKMBAIM M 3aKPBIBATH MOKPOBHBIMH
crexsamu. M300paxkenus: ObuM mosy4deHbl Ha ckaHepe mukpornpenaparoB Aperio AT 2 (Leica
Biosystems; r. byddano I'poys, mrar MumnHOIC) 1 npoaHaIU3UPOBAaHbI C UCIOJIB30BAHUEM

nporpammuoro obecrieuenusi Indica HALO (Indica Labs; r. Koppanec, mrar Heto-Mekcuko).
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OxpammBaHue reMaTOKCHIIMHOM U 303MHOM ObuUTo BeImosiHeHO Histoserv, Inc (r. ’xepmanTayH,
mwtat Mapunenn, CIIIA).

[0140] T-xkneTku y 3THX MbIIIEH SABJISIOTCA MOJHUKIOHAIBHBIMU, MO OLIEHKE YaCTOTHI
ucnions3oBanust VP T-knerounoro peuenropa (TCR), skcmpeccupyror CD3 uenoseka u
NPUCYTCTBYIOT B KOJIMUYECTBE, AHAJOIMYHOM KOJMYECTBY Yy MbILIeH AMKOro TUma (JaHHbIE He
nokasassl). YroOer onpenenuts, naaymmpyer mu BSMUC16/CD3-001 kakyro-1100 aKTHBALHIO
T-knerok mnu BO3AENCTBHE HA HOPMaJbHblE TKAHU Y 3THUX >KUBOTHBIX, MBIIIAM, KOTOpBIE HE
HECYT OINyXOJiH, BBOAWIM BBICOKYIO 03y BSMUC16/CD3-001 (10 mr/kr) u xomudectBo T-
KJIETOK B KPOBH, OBUIM HCCIIEIOBAHBI CHIBOPOTOYHBIE LIMTOKHHBI U TUCTOMATOJOrus. XoTs T-
KJIETKH MOTYT OBITh aKTHBHPOBaHbI aHTUTENIOoM npotuB CD3 uenoseka (OKT3), uro usmepsiercs
10 CKOIUICHUIO T-KJIETOK B KPOBH U MOBBILIEHHbIM YPOBHSIM LIUTOKHHOB B CHIBOPOTKE (IaHHBIC
He mnokaszaHel), BSMUC16/CD3-001 He wunayuupoBan Takux 3(@dekroB, 4TO MO3BONISET
NPEATIONOKUTE OrpaHHUeHHYI0 nocTynHOCTh MutieHn MUC16 (nanHble He moka3aHel). UToObI
onpenenuts, uHayUUpyeT i BSMUC16/CD3-001 kakue-mub0 MUKPOCKOITUYECKHE H3MEHEHHSI
B TKaHsX, skcnpeccupyromux MUC16, rymanuzuposanable o MUC16 u CD3 Mblu nosnyyau
nse no3sl BSMUC16/CD3-001 mo 10 mr/kr va O-# neHs u 3-ii nenb. Ha 5 nenb uccnenosaiu
HECKOJIbKO TKaHel, skcmpeccupyrommx MUCI16, (Tpaxero, >KeNymoK H SWYHUK), U He
HAOMOlal  KJIETOYHOM WHQWIBTPALMU WM HEKPO3a B O3THUX TKaHAX IIOCIE BBEACHUS
BSMUC16/CD3-001 (naHHbBIE HE TIOKA3aHBI).

I'mcromaronornueckoe HUCCIEAOBAHUE HE BBIIBUJIO BOCMAJECHUS WIM WHPUIBTPALUU B
TKaHsx, skcnpeccupyromux MUC16, y wmpmneit nocne sBegennss BSMUC16/CD3-001 B
HCCIIEyEMO€E BPEMsl.

[0141] Pe3ynbTarsl 3TOr0 UCCIENOBAHMS, a TAKXKE UCCIEIOBAHUS HA SIBAHCKUX MaKakax,
onucanHoro B Ilpumepe 5, memonctpupyror mnpoduns GezomacHoctt BSMUC16/CD3-001.
BSMUC16/CD3-001 uHaynupoBano TOJIbKO MUHHMAJbHbBIE CHIBOPOTOUYHBIE LIUTOKUHBI, M XOTS
HaOJIFOIa M OYaroBYK) MHAYKLMIO BOCIHAJNIEHUS W YTOJIIEeHUe cepo3Hoi obosnouku B MUCI16-
SKCIIPECCUPYIOIEH aKTMBHOCTH, YTO YKa3bIBAET Ha LEJEBYID AaKTHUBHOCTb, 3TH 3(PQeKTs
UCUe3aIM K KOHIy TepUOJa BOCCTAHOBJICHUSI M COOTBETCTBOBAJIM BOCIAJICHUIO U TOBBILICHHOM
HACBHIIEHHOCTH KJIETKAMH, YTO CBUIETENILCTBYET O BOCCTaHOBIeHHU. HaOmronaemble cepo3HbIe
U3MEHEHUs] He KOPPEJIHPOBAIHN C KAKMUMHU-JIUOO KIMHUYECKUMH HAONIOACHUSMH, KIMHHUYECKON
naroyiorueii (KpoMe BOCHAJIHMTENbHON PEaKLUHH) I MUKPOCKOMMYECKUMH H3MEHEHHSMH B
nojuiexamieit napeaxume. Takum oOpa3oM, HCCIENOBAHUS HA FT€HETUYECKH TYMaHHU3UPOBAHHBIX
MBIIIAX M $IBAHCKUX Makakax mnpogeMoHcTpuposany, yro BSMUC16/CD3-001 xoporuo
MEPEHOCUTCHL.

IIpumep 8. MonuTopuHr 3xcnpeccun PD-1 B ananuse HUHTOTOKCHYHOCTH HA OCHOBE
FACS ¢ ncnonb3oBaHueM HaMBHBIX 3(P(PeKTOPHBIX KJIETOK YeJI0BeKa

[0142] [ns xoHTpossi crenuPpUUecKOro YHHYTOXKEHUS KJIETOK-MHIIEHEH, HEeCYLINX
Mucl6, ¢ noOMOIIbIO MPOTOYHON LUTOMETPUHU, JTUHUIO KJeToK AndHukoB OVCAR-3 metunu 1
MKM Violet Cell Tracker. ITocne medeHus: kiaeTku WHKyOupoBanu B TedeHue Houu ripu 37 °C.

Otnenbuo yenoseueckne MKIIK momemanu B cpeny ¢ nodasieHuem RPMI B koHUIEHTpanuu
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1x10° KkieToK/MII ¥ HHKyGHpOBANHK B TedeHue Hour rpu 37°C st oboramerust TMM(OIHTOB 3a
CUET MCTOLIEHUsI aire3UBHBIX MAaKpo(aros, NEHAPUTHBIX KJIETOK M HEKOTOPbIX MOHOUWTOB. Ha
CIEAYIOIINHA JIeHb KJIETKU-MHIIEHH COBMECTHO HHKyOmpoBamu ¢ HauBHbiIMM MKIIK npu
UCTOINEHHBIX aAre3uBHbIX KieTkax (3¢ddexropHble kneTku/nienesple KiaeTku 4: 1) U cepuitHbIM
passenenuem min BSMUC16/CD3-001, unu CD3-cBA3bIBalOIIErO KOHTPOJI B Te4YeHUE 72
gacoB npu 37 °C. Knerku ypansanu U3 TIJIAHLIETOB Ui KYJbTHUBHUPOBAHUS KIJIETOK C
UCIIOJIb30BAaHUEM TPUIICHHA U aHaIu3upoBaiu ¢ nomoubio FACS. Jlns ananusza meronom FACS
knerkn okpammsanu Live/Dead Far Red Cell Tracker (Invitrogen). Iyt OLeHKH CieUupUuIHOCTH
YHUYTOXKEHUsI KJIETKH redTupoBaiu no mnomyssiusM, medeHHbiM Cell Tracker Violet. [0143]
Okcnpeccuro  PD-1  onenuBanu myrteM  HMHKYOAlMM  KJIETOK €  HEMOCPEICTBEHHO
KoHbIOTHpoBaHHbIMU aHTUTeNnaMu k CD2, CD4, CD8 u PD-1, nyrem peructpauuu npoLeHTa
PD-1/CD4-nonoxutensHbix T-knerok win PD-1/CD8-nonoxkurenpHbix T-kjeTok oT olrmero
komuectBa T-kierok (CD2+). Uukybamus ¢ BSMUC16/CD3-001 ysenuumBana mpoueHT PD-
1+ T-knerok 6onee yem B 10 pa3 (CD4+ T-xnerku) nim 6onee uyem B 3 pasa (CD8+ T-kierkn)
110 CPaBHEHUIO C KOHTPOJsIMU. Pe3ynbpTaTel npuseneHs! Ha Dur. 3.

[0144] Hacrosimee n3obpeTeHne He TOJKHO OBITh OrPAaHHYEHO B 00BeMe KOHKPETHBIMH
BapHaHTAMHU OCYILECTBIEHUs, ONMMCAHHBIMU B IaHHOM JIOKyMeHTe. JeliCTBUTENbHO, pa3IuuHble
MomuduKaMu H300peTeHHsT B JONOJHEHHWE K OIMCAHHBIM B IAHHOM JOKYMEHTE CTaHyT
OYEBUIHBIMHU JUISI CIIELIMAIMCTOB B TAaHHOH OOJIACTH TEXHMKH M3 MPENIIECTBYIOMErO OMUCAHMSL.
IIpenmonaraercs, 4To Takue MOAM(HUKALNK TMOANAAAT MOA O00BEM mIpuiaraeMoil (HopmyJibl

n300peTeHus.
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D®OPMYJIA U3OBPETEHUS

1. Cnoco0® nedyeHuss WM MHIHOMPOBAHUS POCTA OMYXOJH, BKJIIOYAIOLINHA BBEICHUE
CyOBeKTY, HY)XIAoIIeMycs B 3TOM, (a) TepaneBTHUECKH 3(PPEKTUBHOIO KOJIUYECTBA AHTHTENA
WIM €ro aHTHIEHCBS3BbIBAIOLIETr0 (parMeHTa, KOTOpoe crenuduyecku CBA3BIBAET OeNok
3anporpaMMHupoBaHHOi kierounoit rubemn 1 (PD-1); u (b) TepaneBtiuecku 3¢ddexTuBHOrO
KOJIMYeCTBa OUCIeLN(HUUECKOr0 aHTUTENA, COAEPIKAILEro IepBOe AHTUT€HCBSI3bIBAIOLIEE TIJIEHO,
kotopoe cneuuduyecku ceszbiBaeT MUC16, n BTOpOe aHTUIE€HCBS3BIBAIOLIEE IUIEYO, KOTOPOE
cnenuduiecku cpsizbiBaer CD3.

2. Crnocob mo m. 1, orTiuyarouuiicss TeM, 4To aHTuUTeNno npotuB PD-1 BBOmAT 1O,
OJTHOBPEMEHHO WJIH TOCjIe OUCTIEIU(PUIECKOrO aHTHUTENA.

3. Cnocob mo m. 2, OTIWYAIOIIUNCS TeM, YTO aHTuTejo npotuB PD-1 BBOmAT mepen
oucrerpuuecKuM aHTUTEIIOM.

4. Cnoco0 mo m. 3, oTiaMYaroImuiicss TeM, 4To aHTUTeno npotuB PD-1 BBomsT 3a mo
MeHbIIelr Mepe 1 Henenro 10 OucnenudpuuecKoro aHTHTeNa.

5. Cnoco0 o 1. 1, OTIHYaOIMIACS TeM, YTO OAHY WM OoJiee 103 aHTuTena npotus PD-1
BBOJSIT B KOMOWHAIIMY ¢ OJTHOH mitk Oojiee 1o3amu Oucnenuduaeckoro aHTUTeNa.

6. Croco6 mo mobomy u3 mm. 1-5, oTnuyarommiics TeM, 4TO aHTUTeNno npotus PD-1
BBOAST B 103¢e OT 0,1 Mr/kr 1o 20 MI/Kr Maccel Tejia CyObekTa.

7. Criocob mo m. 6, OTNIMYAIOIIMICA TeM, YTO KaxKaas Ao3a aHTutena npotuB PD-1
cocrasisieT oT 10 go 8000 Mmkr.

8. Cnoco0 no modomy u3 mi. 1-6, oTIMYaroIUNCs TeM, YTo OucneruduIeckoe aHTUTENO
BBOAST B 103€ OT 0,1 Mr/kr 10 20 MI/Kr Maccel Teja CyObeKTa.

9. Cnocob o 1. 8, oOTNIMYArOIIUICS TeM, YTO Kaxaast 103a Oucrnenuduyeckoro aHTuTena
cocrasisieT oT 10 1o 8000 Mkr.

10. Croco6 mo nrobomy u3 mm. 1-9, OTIMYAIOIUICS TeM, YTO KOXKAYIO 03y aHTUTENA
npotus PD-1 BBogsAT uepes 0,5-12 Henenb nmociie HENOCPEACTBEHHO MPEAIIECTBYIOMIEH 03B,

11. Cnocob mo mrobomy wu3 mm. 1-10, OTIMYAOIIMICS TeM, YTO KaXAYK O3y
oucnenupuyeckoro anturega BBOmAT uepe3 0,5-12 Hemenb TOCNE  HEMOCPEICTBEHHO
MPEALIECTBYOLIEN JO3BI.

12. Cnocob mo mrobomy w3 mm. 1-11, OoTiIMYAIOMUIICS TeM, YTO aHTUTENla BBOIST
BHYTPUBEHHO, IOJKOKHO WJIA BHYTPUOPIOIINHHO.

13. Cnocob mo mobomy u3 mm. 1-12, OTIMYAOIUNACS TeM, YTO OIMyXOJb MPEACTABISIET
co0oi1 pak STUYHHKA.

14. Cnocob mo mobomy u3 mm. 1-12, OTIMYAOIUNACS TEM, YTO OIMyXOJb MPEACTABIIET
co0O0¥1 pak MOIKETy TOYHOM JKeJe3bl.

15. Cnoco® mo mobomy m3 mm. 1-14, oTnuyaromiuiics TeM, 4TO CYOBEKT SIBISIETCS
PE3UCTEHTHBIM, HWMEET HEeNOCTATOYHBIN OTBET HAa MNPEALIECTBYIOIIYI0 TEPANUI HIH HMEET
peuuanB 1ocie Hee.

16. Cnoco® no mobomy u3 nn. 1-14, 1ONOIHUTENBPHO BKJIIOYAOIINN BBEEHUE CYOBEKTY

TPETHETO TCPAINICBTUYCCKOTIO arcHTa UJIN TCPAIiniu.
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17. Cnocob mo m. 16, OTIMYArOIIUNCS T€M, YTO TPETUH TEPANeBTUYECKHHA areHT MU
Tepanusi BbIOPaHbI W3 TPYMINbI, COCTOSALIEH M3 JIy4eBOW TEparuy, XUPYPrUYECKOro
BMEIIATENIbCTBA, XUMHOTEPANIEBTUYECKOTO areHTa, MPOTHBOPAKOBON BaKLMHBI, HHruOuTopa PD-
L1

unruouropa TIGIT, unruburopa CD47, uaruburopa wHaonamus-2,3-auokcurenassl (IDO),

, uaruouropa LAG-3, unruburopa CTLA-4, unruburopa TIM3, unruburopa BTLA,
aHTaroHucra ¢axrtopa pocra sHporenus cocynoB (DPPOC), wmHrnOuropa aHruomnosTHUHA-2
(Ang2), unruburopa TtpaHcopmupyromero ¢akropa pocra Oera (TDP-B), unruburopa
perenropa snuaepmManbHoro (akropa pocra (PODP), anTutena k onyxojecnerupuuecKkoMy
antureny, BakuuHbl Oammn  Kajgemerta-I'epeHa, rpanHyiounutapHO-MakpodaraibHOro
KOJIOHHECTHMYJIUPYIOIIEro (hakTopa, LUTOTOKCHHA, WHTHMOMTOpa peLentopa HHTepJeHKuHa-6
(MJI-6R), unruduropa peuenrtopa unrepierikuna-4 (IL-4R), maruburopa WJI-10, NJI-2, WUJI-7,
WNJI-21, WJI-15, koHBIOraTa aHTUTENO-JEKAPCTBEHHOE CPEACTBO, MPOTHUBOBOCMAIUTEIBHOTO
JIEKAPCTBEHHOT'O CPEACTBA, U OMOJIOTHYECKH aKTHBHON JOOABKHU K IUIIIE.

18. Crocob mo nmrobomy u3 mm. 1-17, OTIUYAOIUNECS TE€M, YTO aHTUTEIO MpoTuB PD-1
WIA €r0 aHTUTCHCBS3bIBAIOIIUN (PPAarMEHT COAEPIKUT ONpENessIIoIINe KOMIUIEMEHTapHOCTh
obnactu Tspkenoit nern (HCDR1, HCDR2 u HCDR3) BapuabenbHO 06acTu TSKENONW LIEMH
(HCVR), copmepxaimmeli aMUHOKHCIOTHYIO mochenoBatenbHocTe SEQ ID NO: 33, u Tpum
ompernensomue KomruieMeHtapHoctb obnactu nerkoii memu (LCDRI1, LCDR2 u LCDR3)
BapuabenpHol  obmactm  serkoir  wemu  (LCVR), comepxkameli  aMUHOKHCIIOTHYIO
nociienoBarebHOCTE SEQ ID NO: 34,

19. Cnoco6 mo m. 18, ornuyaronuiics tem, uro HCDRI1 conep>kut aMUHOKHCIOTHYIO
nocnenosatenbHocte  SEQ  ID NO: 35, HCDR2  comepXUT  aMHUHOKHUCJIOTHYIO

nocnepoBarenbHocTh SEQ ID NO:  36;

2

HCDR3  comepxuUT  aMUHOKHCJIOTHYIO
nocienosarenbHocts  SEQ  ID NO:  37; LCDRI1  comepXUT  aMMHOKHCIIOTHYIO
nocienosarenbHocts  SEQ  ID NO:  38; LCDR2  comepXUT  aMHHOKHUCIIOTHYIO
nocaenoBareabHocTh  SEQ  ID NO: 39

2

u LCDR3 comepXur aMHUHOKHCIIOTHYIO
nocaenoBarebHOCTh SEQ ID NO: 40.
20. Cnoco6 mo n. 19, omnmuuarommiicss Tem, uto HCVR comepkuT aMHUHOKUCIIOTHYIO

nocnenosatenbHocte  SEQ ID NO: 33, u LCVR  comepkur aMUHOKHCIOTHYIO

nocienoBarebHOCTE SEQ ID NO: 34.

21. Cnoco6 mo m. 20, oTiHyaroImuiicss TeM, 4To aHTHTeno npotuB PD-1 comepikur
TSDKENYI0 1[eThb, COAEPIKAIIY0 aMUHOKHCIOTHYIO mnocienoBatenbHocTe SEQ ID NO: 41, u
JIETKYIO LIeMb, COAep KAy aMUHOKHCIOTHYIO nocienosaTenbHocTh SEQ ID NO: 42.

22. Cnoco6 mo mobomy wu3 mnm 1-21, OTIHYArOUIMICS TeM, YTO TMepBOe
aHTUTeHCBs3BIBAKOIIEE MIeuo Oucnenndudeckoro anturena cogepskut Tpu CDR Tspxenoi nenu
(A-HCDR1, A-HCDR2 u A-HCDR3) Bapuabenbhoit oOnactu Ttspkenoi nenmu (A-HCVR),
coneprKalet aMMHOKHCJIOTHY0 nocienosarenbHOCcTh SEQ ID NO: 1, u tpu CDR nerkoit uenu
(A-LCDR1, A-LCDR2 u A-LCDR3) BapuabenpHoli oOmactu nerkoi nemu (A-LCVR),
cozeprkallel aMIHOKUCIIOTHYO nocienoBarenbHocTs SEQ ID NO: 2.

23. Cnocob no 1. 22, orimuuaromuiicst Tem, uro A-HCDR1 comepkut aMHMHOKHCIOTHYIO
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nocnenosatenbHocte  SEQ ID NO: 8, A-HCDR2  comepXuUT  aMHUHOKHCIIOTHYIO
nocinenosatenbHocte  SEQ ID NO:  9; A-HCDR3  comepXuT aMHHOKHCIOTHYIO
nocneposatenbHocte  SEQ  ID NO: 10, A-LCDR1  conmepkuT  aMHHOKHUCIIOTHYIO
nocnenosatenbHocte  SEQ ID NO: 11, A-LCDR2  conmepXUT  aMHHOKHUCIIOTHYIO

nocnenosatenbHocte SEQ ID NO: 12, u  A-LCDR3  coaepXuUT aMHUHOKUCIOTHYIO
nocienosateapHOCTh SEQ ID NO: 13.

24. Cnocob no n. 23, ormnuaromuiics TeM, 4to A-HCVR conmeput aMHHOKHCIIOTHYIO
nocnenosarenbHocTe  SEQ ID NO: 1, uw  A-LCVR  coxmepXUT aMHHOKUCIIOTHYIO
nocaenoBareabHocTh SEQ ID NO: 2.

25. Cnocob6 mno mobomy w3 mm. 1-24, oTiMYalOIUiics TeM, YTO BTOPOE
AHTUTeHCBs3BIBAKOLIEE MIeuo Oucnenuduyeckoro anturena copepkut tpu CDR Tspxenol nenu
(B-HCDR1, B-HCDR2 u B-HCDR3) Bapuabensnoii obmactu Tspxenon nenu (B-HCVR),
cofepIKaliel aMHHOKUCIIOTHYIO TOCIEIOBATENIbHOCTh, BIOPAHHYIO M3 TPYIIIBI, COCTOSIIEH U3
SEQ ID NO: 3, 4, 5, 6 u 7, u tpu CDR unerkxoit uenu (B-LCDR1, B-LCDR2 u B-LCDR3)
BapuabenpHON obOmact serkoit  uenm (B-LCVR), coxepkameli  aMUHOKHCIIOTHYIO
nocaenoBarenbHoCcTh SEQ ID NO: 2.

26. Cnocod mo m. 25, ornuyaromnuiica Tem, yto B-HCDR1, B-HCDR2 u B-HCDR3
COZIIEPIKAT, COOTBETCTBEHHO, AMUHOKHCIIOTHBIE TOCJIEAOBATENIbHOCTH, BBIOPAHHBIE M3 TPYIIIIHL,
cocrosimneit u3 SEQ ID NO: 14-15-16, 17-18-19, 20-21-22, 23-24-25 u 26-27-28; u B-LCDRI1,
B-LCDR2 u B-LCDR3 conep:ar, COOTBETCTBEHHO, aMHUHOKHUCJIOTHBIE IOCIEI0BATENbHOCTH
SEQ ID NO: 11-12-13.

27. Cnoco0 mo m. 26, otnuuaromuiicss TeM, uro B-HCVR conepkuT aMHHOKHCIOTHYIO
MOCJIeIOBATENILHOCTD, BBIOPaHHYIO M3 rpymbl, coctosimeit u3 SEQ ID NO: 3, 4,5, 6 u 7, a B-
LCVR conepxut aMUHOKUCIOTHYIO nocienosatesbHocts SEQ ID NO: 2.

28. Croco0 mo m. 25, OTIMYAIOMMIACS TeM, YTO BTOPOE aHTHI'€HCBSI3BIBAIOIIEE IJIEYO
oucneruduueckoro anturena conepxkut Tpu CDR Tsokenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obomactu Tspkenoi nenu (B-HCVR), comepskalineii aMUHOKHCIOTHYEO
nocienosarenbHocTb SEQ ID NO: 3, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbhoii obnactu nerkoir nemu (B-LCVR), comepkamneli aMHHOKHCIOTHYEO
nocaenoBarenbHoCcTh SEQ ID NO: 2.

29. Cnoco0 mo m. 25, OTIMYArOIIUICS TE€M, YTO BTOPOE AHTUI'EHCBS3BIBAIOIIEE ILIEYO
oucnermduueckoro antutena coxepkut Tpu CDR Tsoxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obnactu Tspkenod nenu (B-HCVR), comepskalneii aMHHOKHCIOTHYEO
nocienosatenbHocTh SEQ ID NO: 4, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuaGenbhoii obnactu jnerkoi nenu (B-LCVR), comepkameli aMHHOKHCIOTHYEO
nocaenoBarenbHoCcTh SEQ ID NO: 2.

30. Crocob mo m. 25, OTIMYAOIIUICS TE€M, YTO BTOPOE AHTUI€HCBS3BIBAIOINEE ILIEYO
oucnermduueckoro anrurena coxepxxut Tpu CDR Tsoxenoit nenu (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbhoit obmactu Tspkenoi nenu (B-HCVR), comepskalneii aMHHOKHCIOTHYIO
nociaenosarenbHocTh SEQ ID NO: 5, u tpu CDR nerkoit nenu (B-LCDR1, B-LCDR2 u B-



58

LCDR3) BapuaGenbnoii obnactu jnerkoii nemu (B-LCVR), comeprkameli aMHHOKHCIOTHYIO
nocaepoBarenbHocTh SEQ ID NO: 2.

31. Cnocob mo m. 25, OTIHUYaroMiics TeM, YTO BTOPOE AHTUTE€HCBS3BIBAIOIIEE IUIEHO
oucnerduueckoro anrurena coxepxxut Tpu CDR Tsoxenoii nenn (B-HCDR1, B-HCDR2 u B-
HCDR3) Bapuabenbnoii obnactu tspkenoit nermn (B-HCVR), comepskaiieit aMHHOKHCIOTHYIO
nocnenosarenbHOcTh SEQ ID NO: 6, u tpu CDR nerxoit nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) BapuabenbHol obOmactu nerkoii nenu (B-LCVR), conmepskaieli aMHHOKHCIOTHYIO
nocaenoBareabHocTh SEQ ID NO: 2.

32. Cnocob mo m. 25, OTIMYAIOLINICS TEM, YTO BTOPOE AHTUTCHCBS3BIBAIOIIEE TLIEHO
oucnerpduueckoro anturtena copepxkut Tpu CDR Tsxenoit uenu (B-HCDR1, B-HCDR2 u B-
HCDR3) BapuabenbHoit obmactu Tspkenod nenu (B-HCVR), comepskalneii aMUHOKHCIOTHYEO
nocienosarenbHocTh SEQ ID NO: 7, u tpu CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-
LCDR3) Bapuabenbhoii obnactu jnerkoii nenu (B-LCVR), comepkammeli aMHHOKHCIOTHYEO
nocaenoBarenbHocTh SEQ ID NO: 2.

33. Cnocob mo ymrobdomy u3 mm. 1-32, OTNUYAOIIMIACS T€M, YTO aHTUTeNo npotus PD-1,
oucnenuduyeckoe aHTHUTENO, WM 00a COIAep:KaT KOHCTAHTHYK OOJIACTh TSKENION IenH
yenoseueckoro IgG1 nnu IgG4.

34. Cnoco0 nedeHus: WM WHTUOMPOBAHUS POCTA OIYXOJH, BKIJIFOYAIOIINN BBEACHUE
CyOBEKTY, HYKIAKIEMyCsi B 3TOM, (a) TepaneBTHYeCKH 3(P(EKTUBHOrO KOJUYECTBA aHTUTENA
WIA €ro aHTHIeHCBS3BIBAIOLIETr0 (parMeHTa, KOTOpoe crenuduyecku CBA3BIBAET OeNoK
3anporpaMMHUpOBaHHON kierouHoi rubenu 1 (PD-1); u (b) TepaneBTHuecku 3¢¢eKTUBHOTO
KOJIM4eCTBa OMCIIEIU(PHUECKOr0 aHTUTENA, COAEPIKALIEro MepBOe aHTUT€HCBA3BIBAOIIEE IO,
kotopoe crneundudecku cpsspiaeT MUC16, 1 BTOpOE aHTUIEHCBS3bIBAIOLIEE ILIEUO, KOTOPOE
cniemuduyecku cesizpiBaeT CD3, mpuyem:

(a) antureno mpotuB PD-1 mnm ero aHTHreHCBA3BIBAOLIMN (PParMeHT COHAEep KUT
onpenensomue KommieMentapaoctb obnactu Tsokenor uenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON  obOmactu  Tsokenod  wermm (HCVR), comepxameil  aMHMHOKHCIIOTHYIO
nocienosarenbHocTb SEQ ID NO: 33, u Tpu omnpenensionre KOMIUIEeMEHTaPHOCTh OOJIACTH
aerkoit unenu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obnactu nerkoii nermu (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBANOIIEE IJIEUO OMCIELU(PHUUECKOTO AHTHTENA COIECPIKHUT TPHU
CDR Tsxenoii nenu (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHoil obnactu TsKeNnon
uenu (A-HCVR), comepxameli aMmuHOKHCIIOTHYIO mocienoarenbHocth SEQ ID NO: 1, u Tpu
CDR nerxoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JaCTH JIETKOH IeTH
(A-LCVR), conepskaineit aMHHOKHCIOTHYIO niociaenoBatenibHocth SEQ ID NO: 2; u

(c) BTOpOE aHTUIE€HCBS3BIBAIOINEE TUIEHYO OMCHEnM(PUIECKOrO AaHTHUTENA COAEPIKHUT TPU
CDR Tsxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenpHOW 00nacTu TsKENON
nenu (B-HCVR), conepskameit aMmuHOKHCIOTHYIO TiocnenoBaTenbHOCTs SEQ ID NO: 3, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoit 00acTu JIETKOHW IeTH

(B-LCVR), conepskarueli aMMHOKUCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 2.
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35. Crioco0 o n. 34, OTIUYAIOIIHIACS TEM, YTO:

(a) HCDRI1 copep:xut aMHHOKHUCIOTHYIO TiochenosatenbHOCTs SEQ ID NO: 35; HCDR2
CONIEPKUT aMHUHOKHUCJIOTHYI0 mocnenoBareiabHocTe SEQ ID NO: 36; HCDR3 conepxur
aMUHOKHUCIOTHYIO nocaenosaTenbHocTs SEQ ID NO: 37, LCDRI1 conepXUT aMUHOKHCIOTHYIO
nocneposatenbHocte  SEQ ID NO:  38; LCDR2  comepXuT  aMHUHOKHUCJIOTHYIO
nocienosarenbHocth  SEQ  ID NO: 39; u  LCDR3  comepkur aMHHOKHCIIOTHYIO
nocienosatebHOCTH SEQ ID NO: 40;

(b) A-HCDRI1 copep>xuT aMHHOKHCIOTHYIO mocienoBarenbHocTs SEQ ID NO: 8; A-
HCDR2 copepxut aMuHOKHCIOTHYIHO mnocheaoBarenbHocTh SEQ ID NO: 9; A-HCDR3
CONIEPXKUT aMHUHOKUCIOTHYIKO mnocienoBarenbHocTh SEQ ID NO: 10; A-LCDRI1 conpepxut
aMUHOKHCIIOTHYI0 — mocienoBarenbHocth  SEQ ID NO:  11; A-LCDR2  conmepxut

aMUHOKHUCIOTHYHO mnocienosatenbHocTe SEQ ID NO: 12, u  A-LCDR3  copeput

aMUHOKHCIIOTHYIO nocnenosatenbHocTh SEQ ID NO: 13; u

(c) B-HCDRI1 copepxut amMmuHOKHUCIOTHYIO mniocienosarenpbHocTe SEQ ID NO: 14; B-
HCDR2 copepxxutr aMuHOKHCIOTHYIO mnochenoBatenbHocTh SEQ ID NO: 15; B-HCDR3
COIEPKUT aMUHOKUCIOTHYI0 mnochenosarenbHocTh SEQ ID NO: 16, B-LCDRI1 conpepxkut
aMUHOKHCJIOTHYI0 — mocienoBarenbHocTe SEQ ID NO: 11; B-LCDR2  conmepxkur

aMUHOKHUCJIOTHYHO mnocienoBatenbHocTe SEQ ID NO: 12; u B-LCDR3  copepxur

;
aMUHOKHCIJIOTHYIO nochenoBatenbHocTh SEQ ID NO: 13.

36. Crioco0 mo m. 35, OTJUYAIOIIUICS TEM, UTO!

(a) HCVR conepsxut aMHHOKHUCIOTHYIO nociienosarenbHocTh SEQ ID NO: 33, a LCVR
COZIEPKUT aMUHOKUCIOTHYIO0 nocaenosarenbHOCTh SEQ ID NO: 34;

(b) A-HCVR conepxut aMMHOKUCIOTHYIO nocnenosBaTenbHocTh SEQ ID NO: 1, a A-
LCVR cognepxut aMmuHOKHUCTIOTHYIO niocienosaTesbHOCTh SEQ ID NO: 2; u

(c) B-HCVR cogpepxxut amuHOoKucaoTHY0 nocinenosarenbHocts SEQ ID NO: 3, a B-
LCVR cogepxut aMHHOKHCJIOTHYIO TiocsienoBaTeibHOCTh SEQ ID NO: 2.

37. Cnioco0 mo 11. 36, OTJIUYAOIIUIACS TEM, YTO!

(a) antureno npotus PD-1 comep:kuT TSDKEIYHO LieMb, COAECPIKALIYI0 aMHUHOKUCIIOTHYEO
nocnenosatenbHOCTE SEQ ID NO: 41, u jerkyro Lemnb, COXEp)KaLIyld aMHHOKHCIOTHYIO
nocaenoBarenbHoCcTh SEQ ID NO: 42;

(b) mepBoe aHTUreHCBsI3BIBAIOIIEE IUTEYO OWCIENU(UISCKOTO AHTHTEIA COIEPIKUT
TSDKENYI0 [eTb, COAEP KAy aMUHOKHCIOTHYIO mnocienoBatenbHocTh SEQ ID NO: 29, u
JIETKYIO LIeMb, COEPIKAIYI0 aMUHOKHUCIIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 30; u

(C) BTOpPOE AaHTHIEHCBS3BIBAIOIIEE IUIEYO OUCHEU(PUIECKOrOo aHTHTEIa COIEPIKHUT
TSDKENYI0 1LIeTb, COAEPIKAIIY0 aMHUHOKHCIOTHYI0 mochenoBatenbHOocTh SEQ ID NO: 31, u
JIETKYIO LIEMb, COAEPIKAIYI0 aMUHOKHUCIIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 30.

38. Crocob mo mrobomy u3 mm. 34-37, OTIMYANOIUICS TEM, YTO OMyXOJb BKIFOYAET PaKk
SIMYHUKA.

39. Cnoco0 nedeHus WM UHTUOMPOBAHUS POCTA OIYXOJH, BKIJIIOYAIOIIWN BBEIECHUE

CyOBEKTY, HY)XIAIoIIeMycs B 3TOM, (a) TepaneBTHYECKH 3(PPEKTUBHOIO KOJIUYECTBA AHTHTENA
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WIA €ro aHTHIEHCBS3BIBAIOLIET0 (parMeHTa, KOTOpoe crenuduyecku CBA3BIBAET OeNoK
3anporpaMMHUpoBaHHON kierouyHoil rubemu 1 (PD-1); u (b) TepaneBTHuecku 3¢¢ekTuBHOrO
KOJIM4eCcTBa OMCIIEIIM(PHUECKOrO aHTUTENA, COAEPIKALIErO NEPBOE aHTUIE€HCBSI3bIBAIOLIEE TIEYO,
koTtopoe crneundudecku cps3piBaeT MUC16, 1 BTOpOE aHTUIEHCBS3bIBAIOLIEE ILUIEUO, KOTOPOE
cneunguyecku cesazbiBaer CD3, mpuuem:

(a) antureno mporuB PD-1 mnm ero aHTHUreHCBA3BIBAOLIMN (PParMEeHT CONEepIKUT
onpenensouue KommieMentTapHocts obnactu Tsokenod uenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON  oOmactu  Tsokenod  uerm (HCVR), comepxameil  aMMHOKHCIIOTHYIO
nocienosatenbHoctb SEQ ID NO: 33, u Tpu omnpenensoimue KOMILIEMEHTapHOCTb 00J1acTh
aerxkoit uenu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obiactu nerkoii nermu (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTh SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBAKOIIEE IJIEHO OHMCIIEU(PHUUECKOTO aHTHTENA COIAECPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHoil obnactu TsKeNnon
uenu (A-HCVR), comepxkaieidi aMuHOKUCIIOTHYIO mocienosarenbHoct SEQ ID NO: 1, u Tpu
CDR nerxoit uerm (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JaCTH JIETKOH 1emH
(A-LCVR), conepskaineit aMHHOKHCIOTHYO TiochenoBaTebHOCTE SEQ ID NO: 2; u

(c) BTOpOE aHTUIE€HCBS3BIBAIOINEE IUIEHYO OMCHEnM(UIECKOro aHTHUTENA COAEPIKHUT TPHU
CDR Tsoxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenpHOW 00nacTu TsKENON
uenu (B-HCVR), conepskameii aMMHOKHCIOTHYIO TiocienoBaTenbHOCTE SEQ ID NO: 7, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoit 00nacTu JIETKOHW IemH
(B-LCVR), conepskarueii aMMHOKUCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 2.

40. Criocob o 1. 39, OTIMYAOIITUICS TEM, YTO:

(a) HCDRI1 copep:xut aMmuHOKUCIOTHYIO niocienosatenbHocTs SEQ ID NO: 35; HCDR2
COIEPKUT aMHUHOKHUCIOTHYIO mocienoBareabHocTh SEQ ID NO: 36, HCDR3 conmepxur
aMHHOKHUCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 37; LCDR1 conepUT aMUHOKHCIIOTHYIO
nocnenosarenbHocte  SEQ ID NO:  38; LCDR2  copmepxur  aMHHOKHCJIOTHYIO
nocnenosatenbHocTe  SEQ  ID NO: 39; uw  LCDR3  coxmepXuT aMHUHOKHCIOTHYIO
nocaenoBarenbHocTh SEQ ID NO: 40;

(b) A-HCDRI1 copepxutT aMHHOKHCIOTHYIO TocienoBateiapbHocTh SEQ ID NO: 8; A-
HCDR2 copmepxut aMuHOKHCIOTHYHO mnocheaoBarenbHocTh SEQ ID NO: 9; A-HCDR3
CONIEPXKUT aMHUHOKUCIOTHYKO mnocienoBarenbHocTh SEQ ID NO: 10; A-LCDRI1 conpepxkut
aMUHOKHCIIOTHYI0 — mocienoBarenbHocte  SEQ ID NO:  11; A-LCDR2  conmepxut

aMUHOKHUCIOTHYHO mnocienosatenbHocTe SEQ ID NO: 12, u  A-LCDR3  copeput

aMUHOKHCIIOTHYIO nocienosatenbHocTh SEQ ID NO: 13; u

(c) B-HCDRI1 copepxut amMuHOKHUCIOTHYIO nocienoBarenbHocTe SEQ ID NO: 26; B-
HCDR2 copepxxutr aMUHOKHCIOTHYIO mnochenoBatenbHocTh SEQ ID NO: 27; B-HCDR3
CONIEPXKUT aMUHOKUCIOTHYIO0 mnocheaosarenbHocTh SEQ ID NO: 28; B-LCDRI1 conpepkut
aMUHOKMCIIOTHYI0 — mocienoBarenbHocTe  SEQ ID NO: 11; B-LCDR2  conmepxkut

aMUHOKHUCJIOTHYKO mnocienoBatenbHocTb SEQ ID NO: 12; u B-LCDR3  copepxur

2

aMUHOKHCJIOTHYIO nocaeaosatenbHocTe SEQ ID NO: 13.
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41. Cnocob no 1. 40, OTIMYAOIIUKICS TEM, YTO:

(a) HCVR conepsxut aMHHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 33, a LCVR
COZIEP>KUT aMHUHOKHCIIOTHYIO nocaenoBaTenbHOCTh SEQ ID NO: 34;

(b) A-HCVR conepxut aMMHOKUCIOTHYIO nocsenosatenbHocTh SEQ ID NO: 1, a A-
LCVR copepxut aMuHOKHCJIOTHYIO niocnienoBatenbHOCTh SEQ ID NO: 2; u

(c) B-HCVR cogpepxut amuHOKuCIOTHYI0 nocnenosarenbHocts SEQ ID NO: 7, a B-
LCVR conepxut aMuHOKUCIOTHYIO niocienosatenbHocts SEQ ID NO: 2.

42. Crioco6 no 1. 41, OTIIMYArOIIUICS TEM, YTO:

(a) anTuTeNno npotuB PD-1 comepskUT TSKENYIO LENb, COAEPIKAIIYHD aMHUHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 41, u jerkyro wLemnb, COXEp)Kallyld aMHHOKHCIOTHYIO
nocaenoBarenbHOCTh SEQ ID NO: 42;

(b) mepBoe aHTUreHCBSI3BIBAIOIIEE IUIEYO OMCIENU(UIECKOTO aHTHTEIA COIEPIKUT
TSDKENYI0 [eTb, COAEPIKAIIY0 aMUHOKHCIOTHYIO mnocienoBatenbHocT SEQ ID NO: 29, u
JIETKYIO 1IeMb, COEPIKAIY0 aMUHOKHUCIIOTHYIO ntocnenoBateabHocTh SEQ ID NO: 30; u

(c) BTOpOE AaHTHIEHCBS3BIBAIOIIEE IUIEYO OUCTEIU(PUIECKOrO aHTHUTEIA CONEPIKHT
TSDKENTYI0 [eTb, COAEPIKAIIY0 aMUHOKHUCJIOTHYIO mnocienosatenbHocTe SEQ ID NO: 32, u
JIETKYIO LIEMb, COAEP KAy aMUHOKHUCIIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 30.

43. Criocob no mobomy u3 mi. 39-42, OTIMYAOIINNACS TEM, YTO OMyXOJIb BKJIIOYAET PaK
SIMYHUKA.

44. Cnoco0 no nrobomy u3 mm. 1-43, ornuuaromuiicss Tem, uto nupkynupyrommid CA-125
B KoHIeHTpauuu 10 10 kEn/min He npensTcTBYeT B 3HAYUTEIBHOI CTENEHH MTPOTHBOOIYXOJIEBOM
AKTUBHOCTH OHCTIEU(pUUECKOro aHTUTENA.

45. Cnoco6 mo mobomy u3 mm. 1-43, ominMyaromumics TeM, 4YTO y CyOBekTa
AMArHOCTUPOBAH PaK SIMYHHUKOB, U Y cyObekTa ypoBHU CA-125 B KpoBOTOKE COCTaBILSIIOT 110 10
KEn/mo.

46. [Tpumenenne  Oucneun(uUUEeCKOro  aHTHTENA, colepiKaInero  InepBoe
AQHTUTEHCBS3BIBAIOIEE IJIeY0, KOTopoe creuududecku cesizbiBaer MUC16, u BTOpOE
AHTUTeHCBS3BIBAIOIIEE IUIEYO, KOTOopoe crenuduueckn cesizpiBaeTr CD3, B mpOM3BOICTBE
JIEKAPCTBEHHOTO CPEACTBA JUISA JICYCHUS WM WHTUOMPOBAHUS POCTA OMYXOJMU y CYOBEKTa,
HY>KIAIOLIErocss B 3TOM, B KOMOWMHAIIMM C AHTUTEJIOM HJIM €ro aHTUTe€HCBSI3bIBAIOLINM
¢parmMeHTOM, KOTOpOEe Crenu(puyYecKu CBSI3bIBAET OEJIOK 3aMpOrpaMMHPOBAHHOW KJIETOYHOM
rudenu 1 (PD-1).

47. TlpuMeHeHUe aHTHUTENla WIA €ro aHTUT'€HCBS3BIBAIOINEro (parmMeHra, KOTOpOe
cneun(UIeckn CBs3bIBaeT OEJOK 3amporpaMMHUpOBaHHON kierouHod rudemn 1 (PD-1), B
NPOM3BOJICTBE JIEKAPCTBEHHOTO CPENCTBA JJIS JICUSHHsI MU WHTMOMPOBAHUS POCTA OMYXOJH Y
CyOBeKTa, HYXNAIOIErocs B OTOM, B KOMOMHaMM ¢ OucnenuuyuecKuM aHTUTENIOM,
COIEpIKALINM TIEPBOE AHTUTCHCBS3BIBAIOINEE IUIEYO, KOTOPOE CHenn(pUIeCKH CBSI3bIBAET
MUCI16, u Bropoe aHTUT€HCBS3BIBAIOIIEE IUIEU0, KOTOpoe crienndudecku cesispiBaeT CD3.

48. IIpumenenne  Oucneun(uUeckoro  aHTHUTENA, CoZepsKallero  InepBoe

AHTUTEHCBsI3bIBAOIEE IUIedo, KoTopoe crneuuduuecku cwszbiBaer MUCI6, u  BTOpOE



62

AHTUTeHCBSA3BIBAIOIIEE IUIEHO, KoTopoe crenuduueckn ces3piBaer CD3, B mpoOM3BOICTBE
JIEKApCTBEHHOTO CPEACTBA JUIA JIEYEHUs WM WHTUOMPOBAHUS POCTA ONYXOJMH y CYOBEKTa,
HY>KIAIOLIErocss B 3TOM, B KOMOMHAIIMM C AHTUTEJOM WM €ro aHTUI€HCBSI3bIBAIOLINM
¢dparmMeHTOM, KOTOpOe crenu(puyUecku CBs3bIBA€T OEJOK 3arpOrpaMMHUPOBAHHON KJIETOYHOM
rubenu 1 (PD-1), npuuem:

(a) antureno mpotuB PD-1 mnm ero aHTHUreHCBA3BIBAOLIMN (PParMeHT COmEep KUT
onpenensouue KommieMentTapHocts obnactu Tsokenod uenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON  oOmactu  Tsokenod  uerm (HCVR), comepxameil  aMMHOKHCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 33, u Tpu omnpenessiroiqyue KOMIJIEMEHTAPHOCTh O0JIacTH
aerxkoit uenu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obiactu nerkoii nermu (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTh SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBAKOIIEE IJIEHO OHMCIIEU(PHUUECKOTO aHTHTENA COIAECPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuabenbHoil obnactu TsKeNnon
uenu (A-HCVR), comepxkaieidi aMuHOKUCIIOTHYIO mocienosarenbHoct SEQ ID NO: 1, u Tpu
CDR nerxoit uerm (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JaCTH JIETKOH 1emH
(A-LCVR), conepskaineit aMHHOKHCIOTHYIO niochenoBatenbHOCTE SEQ ID NO: 2; u

(c) BTOpOE aHTUIE€HCBS3BIBAIOINEE IUIEHYO OMCHEnM(UIECKOro aHTHUTENA COAEPIKHUT TPHU
CDR Tsoxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenpHOW 00nacTu TsKENON
uenu (B-HCVR), conepskameii aMMHOKHCIOTHYIO TiochenoBaTenbHOCTE SEQ ID NO: 3, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoit 00nacTu JIETKOHW IemH
(B-LCVR), conepskarueii aMMHOKUCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 2.

49. TlpuMmeHeHUe aHTHTENAa WIA €ro aHTUT'eHCBS3BIBAIOINEro (parmeHra, KOTOpoe
cienu(HUIecku CBSI3bIBaeT OEJNIOK 3amporpaMMHpPOBaHHON kijerouHoil rubemn 1 (PD-1), B
IPOU3BOACTBE JIEKAPCTBEHHOT'O CPEACTBA VISl JICUEHHs UM MHIHOMPOBAHMS POCTA OMyXOJH Y
cyObekTa, HYKIOAIOIIErocss B OTOM, B KOMOMHauuu ¢ Oucnenu@uyeckKuM aHTHTEJIOM,
COZEp KALIUM TIePBOE AHTUTEHCBSI3bIBAIOIIEE IUIEYO, KOTOpOe CHenu(UYeCKH CBSI3bIBAET
MUCI16, u BTOpO€ aHTUIE€HCBSI3BIBAIOIIEE IUIEHO, KoTopoe cnernupuyeckn cpssbiBaer CD3,
NPUYEM:

(a) amtureno mpormB PD-1 wmium ero aHTUreHCBA3BIBAIOIIMNA (PPArMEHT CONEPIKUT
onpenesomue KoMrieMenTapHocts obnmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON  obOmactu  Tspkenod  wermm  (HCVR), comepxameidl  aMHHOKHCIIOTHYHO
nocienosarenbHocTh SEQ ID NO: 33, u Tpu omnpenensionye KOMIUIEMEHTAPHOCTh OOJIACTH
aerxkoit menu (LCDRI1, LCDR2 u LCDR3) BapuaGenbHoii obnactu nerkoit neru (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBANOIIEE IJIEUO OMCIIELU(PHUECKOT0 aHTHUTENA COAEPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHoil obmactu TsKenon
nenu (A-HCVR), comepxameli aMuHOKHCIIOTHYIO mocienosarenbHoct SEQ ID NO: 1, u Tpu
CDR unerxoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JacTH JIETKOH IeTH
(A-LCVR), conepskaieit aMMHOKHCIIOTHYIO nocienoBatesnibHocTh SEQ ID NO: 2; u

(c) BTOpO€ aHTUIE€HCBSA3BIBAIOIEE IUIEHYO OUCHEnU(UUIECKOrO aHTHUTENA COAEPIKHUT TPU
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CDR Tsxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenpHOW o0nacTu TsKENON
uenu (B-HCVR), conepskameit amuHOKHCIOTHYIO TiocienoBaTenbHOCTs SEQ ID NO: 3, u Tpu
CDR nerkoii uenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoil 00acTu JIErKOW IenH
(B-LCVR), copepxatneii aMIHOKHCIOTHYIO TIochenoBatenbHOCT SEQ ID NO: 2.

50.  Ilpumenenue  Oucneuupu4eckoro  aHTHTENA,  COAEPIKAINEro  IepBOe
AHTUTeHCBS3bIBAIOIIEE ILJIeY0, KOoTopoe creuududecku cpsspiBaer MUCI16, u  BTOpOE
AHTUTEHCBS3BIBAIOLIEE IUIEU0, KOoTopoe crerupuyeckn cwsspiBaer CD3, B mpom3BoAcTBe
JIEKAPCTBEHHOTO CPEACTBA JUIA JIEYCHUST WJIM WHTMOMPOBAHUS POCTA OINMyXOJNU Yy CyObeKTa,
HYKIAIOLIErocss B 3TOM, B KOMOMHAIIMM C AHTUTEJIOM HJIM €ro aHTUTC€HCBSI3bIBAIOLINM
(dparMeHTOM, KOTOpOEe Creru(puyYecku CBSI3bIBAET OEJIOK 3ampOrpaMMHPOBAHHOW KJIETOYHOM
rudenu 1 (PD-1), npuuem:

(a) amtureno mporuB PD-1 wium ero aHTHIeHCBS3BIBAIOIIMNA (PArMEHT CONEPIKUT
onpenesomue KoMrieMenTapHocte obmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON obmactu Tsokenod memu (HCVR), comepskameilt  aMUHOKHCIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 33, u Tpu omnpenensirouiie KOMIUIEMEHTApHOCTh 00JacTh
nerxkoit menu (LCDRI1, LCDR2 u LCDR3) BapuaGenbHoii obnactu nerkoit neru (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBANOIIEE IJIEUO OHCIIELU(PHUECKOTO aHTHUTENA COAEPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHO#l obmactu Tskenon
uenu (A-HCVR), comepxaimeii aMuHOKHCIOTHYIO mocienosarenbHocTh SEQ ID NO: 1, u Tpu
CDR unerxoit nerm (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JaCTH JIETKOH ey
(A-LCVR), conepskaieit aMUHOKHCIOTHYIO niocienoBatenbHocTh SEQ ID NO: 2; u

(c) BTOpO€ aHTUIE€HCBS3BIBAIOIEE IUIEHYO OMCHENM(UUIECKOrO aHTHUTENA COAEPIKUT TPU
CDR Tmspxenoii nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenbHoON 00nacTu TsDKENIOH
uern (B-HCVR), conepskammeii amuHoKucoTHy0 nocnenosatenbHocte SEQ ID NO: 7, u tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHOl 001acTH JIETKOW LIeTH
(B-LCVR), conepskarueii aMMHOKUCIIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 2.

51. TlpumeHeHWe aHTUTENA WM €ro AaHTHIEHCBS3BIBAIOIIETO (h)parMeHTa, KOTOpOe
cneun(UIeckn CBs3bIBaeT O€JIOK 3amporpaMMHUpPOBaHHON kierouyHoil rubemn 1 (PD-1), B
NPOM3BOJICTBE JIEKAPCTBEHHOIO CPENCTBA JJIsl JICUEHHsI MUJIH MHTMOMPOBAHUS POCTA OMYXOJH Y
CyOBeKTa, HYXNAIOIErocs B OTOM, B KOMOMHAaIMH ¢ Oucnenu@uyuecKuM aHTUTENIOM,
COIEpIKALINM TIEPBOE AHTUTCHCBS3BIBAIOINEE IUIEYO, KOTOPOE CHenu(pUIeCKH CBSI3bIBAET
MUCI16, u BTOpOe aHTUIEHCBS3bIBAaNOIIEE IUIEUO, KoTopoe cnenuduyeckn cpszbiBaer CD3,
NpUYEM:

(a) amtureno mpormB PD-1 wmim ero aHTUreHCBA3BIBAIOIIMN (PPArMEHT CONEPIKUT
onpenensomue KoMmrieMenTapHocte obmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHONH oOmactu  Tspkenod  wenm  (HCVR),  comepikameidl  aMHHOKHCIIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 33, u Tpu omnpenensironye KOMIUIEMEHTAPHOCTh O0JacTH
nerxkoit nenu (LCDRI1, LCDR2 u LCDR3) BapuaOenbHoii obnactu nerkoit nernu (LCVR),

cozeprKallel aMuMHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;
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(b) mepBoe aHTUTEHCBS3BIBANOIIEE IJIEUO OHMCIIELU(PUUECKOT0 aHTHUTENA COAEPIKHUT TPU
CDR Tsxenoii nern (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHO#l obnactu Tskenon
uenu (A-HCVR), comepxammeii amuHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 1, u Tpu
CDR unerxoit nenn (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JacTH JIETKOH IeTH
(A-LCVR), conepskaieit aMMHOKHCIOTHYIO nocienoBaTesbHocTh SEQ ID NO: 2; u

(c) BTOpO€ aHTUreHCBS3BIBANOLIEE IUIEUO OHCIEnM(UIECKOrO aHTUTENa COAEPIKUT TPU
CDR Ttsoxenoii neru (B-HCDR1, B-HCDR2 u B-HCDR3) BapuabenbHOM 007acTH TSXKEJOM
uenu (B-HCVR), conepskaiieit aMMHOKHCIIOTHYIO TiocienoBatenbHOCTh SEQ ID NO: 7, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHOl 001acTH JIETKOH LIeTH
(B-LCVR), conepskareli aMMHOKUCIIOTHYIO nocienoBateabHocTs SEQ ID NO: 2.

52. bucneunduueckoe aHTUTENIO, COAEpIKallee MEPBOe AHTHIEHCBS3BIBAIOIIEE IIEYO,
kotopoe crneundudecku cpsizpiBaeT MUC16, 1 BTOPOE aHTUIEHCBSI3bIBAIOLIEE TUIEYO, KOTOPOE
cneunguyeckn cpsizbiBaeTr CD3, i nmpUMeHeHHs B JIEYEHUH WM WHTHOMPOBAHUHU POCTA
OMyXONMH y CyOBeKTa, HYKIAOWErocss B 3TOM, B KOMOWHAIIMM C AQHTHTEJIOM WJIH €ro
AHTUTCHCBS3BIBAIOIIMM  (PPAarMEHTOM,  KOTOpPO€  Crleuu(UYecKd  CBs3bIBaeT  OENoK
3amporpaMMHUPOBAHHON KiieTouHoM rudenn 1 (PD-1).

53. AHTHTENO WM €ro AaHTHUIeHCBS3BIBAOINUN (PparMeHT, KOTopoe creuupuyecKku
CBsI3bIBaE€T OEJIOK 3arporpaMMHPOBAaHHOM kierouHoil rubemm 1 (PD-1), nna nmpumeHeHus B
JEYEeHNH WIM WHTUOMPOBAHWU POCTA OINYXONH Y CYyOBEKTa, HYXXIAIOLIErocs B 3TOM, B
KOMOMHAIMU ¢ OHuCrenuduUecKuM aHTUTENIOM, COAEPIKALIUM IePBOE AHTUIEHCBS3bIBAIOLIEE
ie4o, Koropoe crneuududecku cpsazbiaer MUC16, u BTOpoe aHTUI€HCBS3BIBAIOIIEE ILIEHO,
KoTopoe crierududecku cpsizbiBaer CD3.

54. bucneuuguyeckoe aHTUTENO, COAEpKallee INepBOE€ AHTUICHCBA3BIBAIOINEE ILIEHO,
kotopoe cneuuduyecku ceszbiBaeT MUC16, n BTOpOe aHTUIE€HCBS3BIBAIOLIEE IJIEY0, KOTOPOE
cnemuduyeckn cpszbiBaer CD3, mis npuMeHeHHMs B JICUEHWM WIM MHTUOMPOBAaHMU POCTa
ONMyXOJU Yy CyOBeKTa, HYKHAOLWErocsi B 3TOM, B KOMOMHALIMM C AHTUTEJIOM WIH €ro
AHTUICHCBS3BIBAIOIIMM  (PPAarMEHTOM,  KOTOpPO€  CHeUu(UYeCKH  CBs3bIBaeT  OEJIoK
3anmporpaMMHUPOBAHHOMN KieTounoi rudenu 1 (PD-1), npudem:

(a) amtureno mpormB PD-1 wmium ero aHTUreHCBA3BIBAIOIIMNA (PPArMEHT CONEPIKUT
onpenessome KoMrieMenTapHocts obnactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHOUW obmactu Tsokenod  memu (HCVR), comepskamieit  aMUHOKHCIOTHYIO
nocienosatenbHocTh SEQ ID NO: 33, u Tpu ompenensrouire KOMIUIEMEHTAPHOCTh 00JacTh
aerxkoit menu (LCDRI1, LCDR2 u LCDR3) BapuaGenbHoii obnactu nerkoit neru (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3BIBANOIIEE IJIEUO OMCIIELU(PHUECKOT0 aHTHUTENA COAEPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHO#l obnactu TsKenon
nenu (A-HCVR), comepxameli aMuHOKHCIIOTHYIO mocienosarenbHoct SEQ ID NO: 1, u Tpu
CDR unerxoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JacTH JIETKOH IeTH
(A-LCVR), conepskatieit aMUHOKHCIOTHYIO niocienoBatesibHocTh SEQ ID NO: 2; u

(c) BTOpO€ aHTUIE€HCBSA3BIBAIOIEE IUIEHYO OUCHEnU(UUIECKOrO aHTHUTENA COAEPIKHUT TPU
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CDR Tsxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenpHol 00nacTu TsKENON
uenu (B-HCVR), conepskameit amuHOKHCIOTHYIO TiocienoBaTenbHOCTs SEQ ID NO: 3, u Tpu
CDR nerkoti uenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbHoil 00nacTu JIErKOHW emnH
(B-LCVR), conepskartueit aMMHOKUCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 2.

55. AHTUTENO MM €ro AaHTUT€HCBA3BIBAIOIIMN ()parMeHT, KOTopoe crenuduyuecku
CBsi3bIBaeT OEJIOK 3amporpaMMHpOBaHHON Kierounoit rubemu 1 (PD-1), ans npumeHeHus B
J€YeHUN WIM WHTHOMPOBAHMM POCTAa ONYyXOJH Y CyOBEKTa, HYKAAKOMIErocss B 3TOM, B
KOMOMHAaIMKU ¢ OucrnenudUUecKuM aHTUTENIOM, COIAEPIKALIUM TePBOE AHTUTECHCBSI3bIBAIOLIEE
mie4yo, Kotopoe crenududecku cBszbiBaeT MUC16, 1 BTOpOe aHTHUIE€HCBSI3BIBAIOIIEE IJIEHO,
KoTOpoe crieruduyecku cpsizbiBaer CD3, mpuyem:

(a) amtureno mporuB PD-1 wim ero aHTUreHCBA3BIBAIOIIMNA (PArMEHT CONEPIKUT
onpenesomue KoMrieMeHTapHocte obmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON obOmactu Tsokenod nenu  (HCVR),  comepskameiin  aMHHOKHCJIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 33, u Tpu onpenensironye KOMIUIEMEHTAPHOCTh O0JacTH
nerxkoit menu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obnactu nerkoit neru (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTh SEQ ID NO: 34;

(b) mepBoe aHTUTEHCBS3bIBANOLIEE IJIEUO OMCIIEHU(PUUECKOr0 aHTHTENA COAEPIKHUT TPHU
CDR Tsxenoii nenn (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHo#l obnactu TsKenon
uenu (A-HCVR), comepxameii aMuHOKHCIIOTHYIO mocienosarenbHocT SEQ ID NO: 1, u Tpu
CDR unerxoit nerm (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenpHOH 00JIACTH JIETKOH LenH
(A-LCVR), conepskameit aMMHOKHCIIOTHYIO nocienoBatesnibHocTh SEQ ID NO: 2; u

(c) BTOpOE aHTUIeHCBSA3BIBAIOIEE IUIEHYO OUCHenM(UIECKOro aHTUTENA COAEPIKUT TPU
CDR Ttspxenoii nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenbHol 00nacTu TsDKENOH
neru (B-HCVR), conepskameii amuHokucnoTHyo nocnegosatensHocts SEQ ID NO: 3, u tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuaOenbHOW 00MacTH JIETKOW LEnH
(B-LCVR), conepskarueli aMMHOKUCIOTHYIO nocnenoBareabHocTs SEQ ID NO: 2.

56. bucneunduueckoe aHTHUTENO, COAEpIKallee MEPBOE AHTHUI'CHCBS3BIBAKOINEE ILIEYO,
kotopoe crneundudecku cpsizpiBaeT MUC16, 1 BTOPOE aHTUTEHCBSI3bIBAIOLIEE TUIEYO, KOTOPOE
cneunduyeckn cpsizbiBaer CD3, s nmpUMeHEHHs B JIEYEHUW WM WHTHOMPOBAHUHU POCTA
ONMyXOJMU Yy CyOBEeKTa, HYKOAOLIErocss B 3TOM, B KOMOHMHALMM C AHTUTEJIIOM WJIM €ro
AHTUTCHCBS3BIBAIOIIMM  (PPAarMEHTOM,  KOTOpPO€  CrIeUu(UYecKH  CBs3bIBaeT  OEJIOK
3anporpaMMHPOBAaHHON KieTouHoi rudenu 1 (PD-1), npudem:

(a) amtuteno mpormB PD-1 mim ero aHTUreHCBA3BIBAIOIIMN (PPArMEHT CONEPIKUT
onpenessomue KoMmieMeHTapHoctb odnactu Tsokenod nenu (HCDRI1, HCDR2 u HCDR3)
BapuabenpHONH  obOmactu  Tsokenod wermm  (HCVR), comepxameidl  aMMHOKHCIIOTHYIO
nociaenosarenbHocTh SEQ ID NO: 33, u Tpu omnpenensionye KOMIUIEMEHTAPHOCTh OOJIACTH
nerxkoii menn (LCDRI1, LCDR2 u LCDR3) BapuaGenpHoii obnactu nerkoit neru (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBaTeabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUreHCBSI3BIBAIOLIEE IJIEUO OUCTIEHU(UISCKOTO AHTUTENA CONEPKUT TPU
CDR Tsaxenoii nenu (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHo#l obnactu Tskenoin
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uenu (A-HCVR), comepxammeii aMuHOKHUCIOTHYIO nocienosarenbHocte SEQ ID NO: 1, u tpu
CDR nerkoit nemu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaOenbHOW 00JacTH JETKOH Lienu
(A-LCVR), conepskaieit aMMHOKHCIIOTHYIO nocienoBaTesibHocth SEQ ID NO: 2; u

(c) BTOpO€ aHTUIE€HCBS3BIBAIOIEE IUIEHYO OMCHenn(UIECKOro aHTUTENA COAEPIKHUT TPU
CDR Tmspxenoii nenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenbHoW 00nacTu TsDKENOH
nenu (B-HCVR), conepskameit amuHokucinotHyro nocienosatenbHocTe SEQ ID NO: 7, u Ttpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuaOenbHOW 00acTH JIETKOW LEMH
(B-LCVR), conepskarueii aMMHOKUCIOTHYIO nocnenoBareabHocTh SEQ ID NO: 2.

57. AHTUTENO WM €ro AaHTUTeHCBSA3BIBAIOIIMN (parMeHT, KOTOpoe Crenu(uyuecKku
CBsI3bIBaeT OEJIOK 3amporpaMMHpOBaHHOW KijerouHoi rudemu 1 (PD-1), ana nmpumeHeHus B
JEYEHNH WIM WHTUOMPOBAHWU POCTA ONYXOJNH Y CyOBeKTa, HYXTAIOLIErocs B 3TOM, B
KOMOMHAIMK ¢ OuCrIenu(UUecKuM aHTUTENIOM, COAEPIKAIIUM TIePBOE AHTUTCHCBSI3bIBAIOLIEE
mie4do, koropoe cremududecku cBszbiBaeT MUC16, u BTOpoe aHTHUTI€HCBS3BIBAIOINEE IJIEHO,
KoTopoe crierududecku cpsizbiBaeT CD3, mpuyem:

(a) amtuteno mporuB PD-1 wmim ero aHTUreHCBA3BIBAIOLIMNA (PArMEHT COHEPIKUT
onpenesomue KoMrieMenTapHocte obmactu Tsokenod nenu (HCDR1, HCDR2 u HCDR3)
BapuabenpHON obmactu Tsokenod memu  (HCVR), comepskamieit  aMUHOKHCIIOTHYEO
nocnenosatenbHOCTE SEQ ID NO: 33, u Tpu omnpenensiromie KOMIUIEMEHTAPHOCTh 00JacTH
nerkoii menu (LCDRI1, LCDR2 u LCDR3) BapuaGenvHoii obnactu serkori nermu (LCVR),
coneprKallel aMIHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 34;

(b) mepBoe aHTUreHCBsI3BIBAIOLIEE IJIEUO OUCTIEHU(PUISCKOTO aHTUTENA CONEPIKUT TPU
CDR Tsxenoii nerm (A-HCDR1, A-HCDR2 u A-HCDR3) BapuaOenbHOH obmacTu TskeIon
nenu (A-HCVR), comepxammeii amuHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 1, u Tpu
CDR nerkoit nenu (A-LCDR1, A-LCDR2 u A-LCDR3) BapuaGenbHoi 00JacTH JIETKOH Lemn
(A-LCVR), conepsxaieit aMMHOKHCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 2; u

(c) BTOpO€ aHTUIEeHCBS3BIBAKOIIEE TUIEYO OMCTEM(PUYECKOrO aHTHUTENA COIECPIKHUT TPU
CDR Tsxenoit uenu (B-HCDR1, B-HCDR2 u B-HCDR3) BapuaGenbHOM 00jacTu TSKEION
uenu (B-HCVR), conepskaineit aMMHOKHCIOTHYIO TiocienoBatenbHOCcTh SEQ ID NO: 7, u Tpu
CDR nerkoii nenu (B-LCDR1, B-LCDR2 u B-LCDR3) BapuabenbpHOl 00acTH JIETKOH LIeTTH
(B-LCVR), coneprkarueli aMMHOKUCIIOTHYIO ntocienoBareabHocTs SEQ ID NO: 2.

ITo noBepenHocTH
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