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OIIMCAHUE U30BPETEHUA
2420- 568300EA/23
KOMBHUHHUPOBAHHAS TEPAIIUA MEJIAHOMbI

ITEPEKPECTHAX CCBIJIKA HA POJACTBEHHBIE 3AABKU

[0001] Hacrosimeil 3asiBke HCHpAIIMBAETCS NPUOPUTET IO MPEIBAPUTENILHON 3asiBKe
CIHIA Ne 62/748089, momannoii 19 okrsabpst 2018 roma, KOTOpasi BKJIOUEHA B HACTOSLIEE
OIMCaHUEe MOCPEACTBOM CChUIKHU B IIOJHOM O0beMe.

OBJIACTH U3OBPETEHHUA

[0002] M300pereHue, omucaHHOE B HACTOSIIEM OMHCAHHH, OTHOCUTCS K cCrioco0am
JEYSHHsT METaCTa3HPYIoIell U  Hepe3eKTaOeNbHOW MEJaHOMBI Y  MalMeHTa-4eIOBeKa
nocpencrsoM komOuHauuu uaruoutopa LAG-3 u uarudburopa xackana PD-1.

YPOBEHb TEXHUKH, K KOTOPOMY OTHOCHUTCA U30BPETEHUE

[0003] Ten axktuBammu maumdoruroB 3 (LAG-3; CD223) npencrasnsier coOoi
TpaHCMeMOpaHHbIH OeNok THma I, KOTOpBIH SKCIPECCHPYETCs Ha KIIETOYHOH IMOBEPXHOCTH
aktuBupoBaHHbIX CD4+ u CD8+ T-knerok n moarpynn NK u nennpurabix kierok (Triebel F, et
al., J. Exp. Med. 1990; 171:1393-1405; Workman C J, et al., J. Immunol. 2009; 182(4):1885-91).
LAG-3 sBasiercs OnuskoponctBeHHbIM Juisi CD4, KOTOpBIN SIBIISIETCS KOPELENTOPOM  JIJist
aktuBannu T-xenmepHbIx KieTok. O0e MOoyeKysnbl MMET 4 BHEKJIETOYHBIX Ig-momoOHBIX
JIOMEHAa W CBSI3BIBAIOTCS C OCHOBHBIM KoMILIekcoM rucrocoBmectumoctu (MHC) kmacca 1. B
nporusonoioxHocte CD4, LAG-3 skcmpeccupyercssi TOJbKO Ha KIETOYHOW MOBEPXHOCTH
AKTUBUPOBAHHBIX T-KJIETOK, U €ro OTLIEIUIEHHE OT KJIETOYHOH IOBEPXHOCTH 3aBepLIAeT
nepenauy curtana LAG-3. LAG-3 takke MOXeT BCTpeUaTbCsl B KAUeCTBE PACTBOPUMOro OeJka,
OJTHAKO €ro (PyHKIUsI HEU3BECTHA.

[0004] PD-1 mnpencraBnser coOOH peLenTtop Mepeaayd CHUrHaja Ha KJIETOYHOM
MOBEPXHOCTH, KOTOPBIA UTPAeT KJIIOUEBYH POJb B PEryJISILUU aKTUBALUU U TOJEpaHTHOCTU T-
kietok (Keir M E, et al., Annu Rev Immunol 2008; 26:677-704). On mnpencrasisier coOoi
TpancMemOpanHnbiii Oenok Tuna I u BmMecre ¢ BTLA, CTLA-4, ICOS u CD28, cocraiusier
cemeiicteo (D28 T-knerouyHelx KoCTUMyJupyromux penentopos. PD-1 B ocHOBHOM
SKCIPECCUPYETCsl HA aKTUBUPOBAHHBIX T-KiieTkax, B-kierkax u muenouansix kierkax (Dong H,
et al., Nat Med. 1999; 5:1365-1369). On Takke 3KCIPECCUPYETCS Ha HATYPATbHBIX KUJIepax
(NK) (Terme M, et al., Cancer Res 2011; 71:5393-5399). CaszsiBanue PD-1 nocpencTeom ero
muraHnoB, PD-L1 u PD-L2, npuBomut K (ochopuiupoBaHUIO OCTaTKa THPO3MHA B
MPOKCUMaJIbHOM BHYTPHUKJIETOUHOM UMMYHOPELIEITOPHOM TUPO3UHCOEpIKAIIEM
UHTUOUTOPHOM JIOMEHE, ¢ TOCIEAYMHIM npuBiedeHueM Qocdarasel SHP-2, uro B KOHEUHOM
UTOre MPUBOAUT K MoJaBiIeHUI0 akTuBauuu T-kinerok. OnHo#l BaxHOMN ponbio PD-1 sBnsercs
OrpaHUYEHUE AKTUBHOCTH T-KIETOK B mnepu(pepuvyecKrx TKaHSAX BO BPEMS BOCHAIUTEIHHOTO
OTBeTa Ha MH(EKLHUIO, TAKUM 00pa3oM, OrpaHu4mBas pa3sutue ayroummynutera (Pardoll D M.,
Nat Rev Cancer 2012; 12:252-264). Jloka3aTeIbCTBO 3TON OTPULIATENILHON PETyJISTOPHON POJTU
CTaJl0O PEe3yJIbTATOM OTKPBITHA, YTO y Mblmeil ¢ gepunurom PD-1  passuparorcs
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kapauomuonatuio (Nishimura H, et al., Immunity, 1999; 11:141-151; u Nishimura H, et al.,
Science, 2001; 291:319-322). PD-1 skcnpeccupyercss Ha WHQUIBTPUPYIOLUIUX OIYyXOJb
muMdonurax, U ypoBEHb €ro JIMIAHJOB IIOBBIIIAETCS HA KJIETOYHOH MOBEPXHOCTH MHOTHX
pasnnusbIx TUNOB KieTtok (Dong H, et al., Nat Med 2002; 8:793-800). Bo mHOXXecTBe Mozeneit
3JI0KAYECTBEHHOW OMYXOJIM HA MBIIIAX OBbLJIO MPOJEMOHCTPUPOBAHO, YTO CBSI3bIBAHHE JIMTAHIA C
PD-1 mpuBOAMT K MMMyHHOMY yCKOJb3aHHIO. Kpome Toro, Oj0kaga 3TOro B3aUMOAEHCTBUS
NPUBOJAUT K mpoTuBoonyxoneBoi aktuBHocTH (Topalian S L, et al. NEJM 2012; 366(26):2443-
2454; Hamid O, et al.,, NEJM 2013; 369:134-144). Bonee Toro, ObLIO TOKAa3aHO, YTO
uHrnOupoBanue B3aumonericteus PD-1/PD-L1 onocpenyer MOIIHYIO MNPOTUBOOMYXOJIEBYIO
AKTUBHOCTH B JOKJIMHIUYECKHX Mozesx (marenTsl CIITA Ne 8008449 u 7943743).

[0005] 3anaueit HaCTOSALIEro nu300peTeHus SIBJIIETCS NpeoCTaBlIeHIE
YCOBEPIIEHCTBOBAHHBIX CIOCOOOB JICUEHHsI METACTA3HMPYIOLIEH WM Hepe3eKTadeNnbHO
MEJIAHOMBI.

CYHIHOCTD U3OBPETEHMA

[0006] OmuH w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCUTCSI K CHOCOO0y HWHTHOMPOBAHHUS POCTA ONYXOJNH METACTa3UPYIOIel METaHOMBI Y
NAlMEHTA-4eJIOBeKa, TMPHYeM CIoco0 BKIOYAeT BBEACHHE ManueHty 3¢QexTuBHOrO
kommdectBa: (a) anraronucra LAG-3; u (b) murmburopa kackaga PD-1; rme mamumeHnty He
NPOBOMIIN MPEALIECTBYIOIEE JIEUEHNUE METACTA3UPYIOLIeH MEJTaHOMBI.

[0007] JomonHUTENbHBIA aCMEeKT U300peTeHHs, OMMCAHHOIO B HACTOSINEM OIHMCAHHH,
OTHOCUTCSI K crocoOy JIeYeHHsT METACTa3HpYIoIlel MeJaHOMBbl y MalMeHTa-4eJIOBeKa, MPHIeM
cnocod BKJIIOYAET BBeAeHUE manueHTy 3¢ dekTuBHOro kojguuectsa: (a) anraronucra LAG-3; u
(b) naruburopa kackana PD-1; roe nanueHTty elie He MPOBOAWIN MPEALIECTBYIOIIEe CHCTEMHOE
JIeUeHHEe MEeTaTa3upyrollel MelIaHOMBI.

[0008] Omun w3 acmekToB W300peTEeHHs, OMUCAHHOTO B HACTOSIIEM OIHCAHMHH,
OTHOCUTCSI K CnocoOy HMHIHOUpPOBaHHMA pOCTa Hepe3eKTaOeabHOH OMyXOJdH MEJaHOMbI Y
NAalMeHTA-4eJIOBeKa, TMpHYeM Croco0 BKIKOYAeT BBeAeHHE mnanueHty 3¢dexTuBHOrO
komuvectBa: (a) anraronucra LAG-3; u (b) mnruburopa kackama PD-1; rame manueHty He
NPOBOJMIIN TMPEALIECTBYIOIIEE CUCTEMHOE JICUEHUE HEPe3eKTa0eIbHOW METAHOMBIL.

[0009] dpyroii aciekT u300peTeHws], OMMUCAHHOTO B HACTOSIIEM OMUCAHUH, OTHOCHTCS K
croco0y JieueHUs Hepe3eKTa0EeNbHOH OMyXOJIM MEJaHOMBI Yy TIalUEHTAa-4YelIOBeKa, MpPUYEeM
crocod BKJIFOYAET BBeIeHUE manueHTy 3¢ (ekTHBHOro kojudectsa: (a) antaronucra LAG-3; u
(b) uaruburopa kackama PD-1; roe manmeHTy He NMPOBOAMIIM NPEAIIECTBYIOIIEE CHCTEMHOE
JeueHne Hepe3eKTabeabHONH MEeTTaHOMBI.

[0010] B onpeneneHHbIX BapuUaHTax OCYINECTBJIEHUs TMAlMEHTy IPOBOAMIU
NpeAIIeCTBYIOINEE JIEUEHHE, KOrja MeJlaHoMa Oblla  JIOKAJIbHO  pa3BEpPHYTOH, Tae
NPEAIIECTBYIOIIEE JIEUEHHE TPENCTABISIO COOOM anbIOBAaHTHYIO WM HEOAAbIOBAHTHYIO
Tepanuio, HampasieHHy0 mnpotuB PD-1 umu nporus CTLA-4. B HekoTOphIX BapuaHTax
OCYIIECTBIIEHHUs] TAaLMEHT MMEeT THCTOJIOTHYECKH MOATBEPKACHHYIO Hepe3eKTaOeNIbHY0

Menanomy craguu III v IV. B onpeneneHHbIX BapUaHTax OCYLUECTBJIEHUS MALMEHT UMEET



NOKa3aTesb OOINEro COCTOSIHUSA B COOTBETCTBUH ¢ BOCTOUHON KOOMEpaTHBHOM OHKOJIOTHYECKOM
rpynmoii (ECOG) 0 wmmm 1. B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS NALMEHT HMMEEeT
NOJAIOLIEECs] ONpeesIeHUI0 3a00IeBaHue MIPH ONpPeNeIeHNH TOCPEACTBOM KPUTEPUEB OLICHKH
oteeta conuanbix onyxoneit (RECIST) sepcun 1.1.

[0011] B ompeneneHHbIX BapuUaHTaX OCYLIECTBJIEHUS WHQPUIBTPUPYIOIINE OMyXOJb
muMdoruTel mauueHta skcnpeccupyioT LAG-3. B KOHKpETHBIX BapHaHTaX OCYIIECTBJICHUS
Gonee 1% WHOUIBTPUPYIOLUINX OMyXOJb JUM(OLUTOB mNanueHra skcnpeccupyor LAG-3. B
OTIpe/ieNIEHHBbIX BapHaHTaxX OcCyliecTBieHus skcnpeccuo LAG-3 omnpenenstoT B TeCTUPYEMOM
oOpasie TKaHH, MOJYYEHHOM IMOCPEACTBOM OHMONCHM OMyXOJH. B ompeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] TECTHUPYEMbId o0paszer] TKaHU MpeAcTaBiseT coOol  (PUKCHPOBAHHBIM
¢dopmanunom 3anuteiii napadpurom (FFPE) obpaszen. B HeKOTOpbIX BapuaHTaX OCYIIECTBIICHUS
skcnpeccuro LAG-3 onpenensiorT MoCpencTBOM ompenenenus skcnpeccuu Oenka wim PHK B
TECTHpPyeMOM o0Opaslie TKaHu. B ompeneneHHbIX BapuaHTaX OCyIlecTBiIeHUs skcnpeccno LAG-
3 ompenessiFoT TOCPENCTBOM aHaliu3a, CIMOCOOHOrO ompenensath ypoBeHb Oenka LAG-3 B
TecTHpyeMoM oOpa3lie TKaHW. B apyrux BapwaHTax oOcCyIIecTBieHHs skcnpeccuro LAG-3
OTIpEeAENAI0T MOCPEACTBOM MMMYHOTHCTOXHMMHUUYECKOro aHanu3a. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS] WMMYHOTUCTOXUMHYECKUH AaHAIM3 MPEACTABISET COOOH MOHOIUIEKCHBIH
aHanu3. B HEKOTOpbIX BapuaHTaXx OCYILECTBJIEHUS HMMYHOTHCTOXMMMYECKUN aHalu3
npeacTaBisieT coOOH MyJIBTUIUIEKCHBIM aHamu3. B ompeneneHHbIX BapuaHTaX OCYINECTBIICHUS
UMMYHOTHCTOXUMHUYECKUN aHalN3 BKJIOYAET NPUBEACHHE O0pasla ONyXONHd B KOHTAKT C
MOHOKJIOHAJIbHBIM aHTHUTeNioM npoTuB LAG-3 uyenoseka 17B4, SP346, 11E3, 874501 wunu
EPR4392(2).

[0012] B HekOTOpBIX BapUaHTAaxX OCYLIECTBIEHUS OMYXOJIEBble KJIETKU Mal[UeHTa
skcrpeccupyror PD-L1. B onpeneneHHbIX BapuaHTax ocyluecTBieHus: 6osee 1% omyxoneBbix
KJIETOK MauuMeHTa okcrnpeccupyioT PD-L1. B HeEkOTOpbIX BapuaHTax OCYILECTBICHUS
skcnpeccuro PD-L1 omnpenensioT B TecTUpyeMOM 00pasiie TKaHH, MOJYYEHHOM MOCPENCTBOM
Ounoncuu onyxoju. B ompeneneHHbIX BapUaHTaX OCYLIECTBJICHUS TECTHPYEMbIil 00pasel TKaHH
npeacrasisier codoit GpukcupoBanublii Gpopmanraom 3anuthiii mapagunom (FFPE) obpazen. B
KOHKDETHBIX BapuaHTax ocyuecTBieHus oskcnpeccuro PD-L1  ompenenstor nocpenctsom
u3Mepenust skcnpeccun Oenka win PHK B Tectmpyemom oOpasue TkaHu. B HekoTOpbIX
BapuaHTax ocyuecTtBieHuss skcnpeccuro PD-L1  onpenensror nocpeactsom  aHanmusa,
criocoOHOro ompenenats ypoBeHb Oenka PD-L1 B Tectmpyemom oOpasue Tkanu. B
OTpENEeNIEHHbIX BapHaHTAaX OCYyIIEeCTBICHUs skcnpeccuto PD-L1 ompenenstor mocpencTsom
UMMYHOTMCTOXMUMHMYECKOTO  aHaiu3a. B KOHKpPEeTHBIX  BapuaHTax  OCYLIECTBJIECHMUs
UMMYHOTHCTOXUMHUYECKUIN aHAJN3 TIpPEenCcTaBisieT coOOM MOHOIUIEKCHBIH aHamu3. B apyrux
BApPUAHTAaX  OCYLIECTBIEHWs] HMMMYHOTUCTOXMMHUYECKMHA aHAJIW3  MpPEACTaBIsieT  CoOOi
MYJIbTUILIEKCHBINM aHAJIU3.

[0013] B onpeneneHHbIX BapUaHTax OCYIIECTBJICHUS KJIETKHU OMYyXOJIU MAlUEHTAa UMEIOT
myTtauo BRAF V600.

[0014] B HexoTOppIx BapuaHTax ocyulecTBieHusi aHTaroHuct LAG-3 mnpeacrasisier



coboii antureno mnporuB LAG-3. B ompeneneHHbIX BapHaHTaX OCYINECTBJICHUS AHTHUTENO
npotuB LAG-3 mpencrasnsier co0OW MONHOpPa3MEpHOE aHTUTENO. B KOHKPETHBIX BapHaHTaX
OCYIIECTBIICHHs] AHTUTENIO TPEACTaBIsAeT COOONW MOHOKJIOHAJIBHOE AaHTUTENO YeJIOBEKa,
I'YMaHU3MPOBAHHOE, XHUMEPHOE WM MYJbTHCIEHU(PUUECKOe aHTUTENO. B  omnpeneneHHbIX
BApUAHTAX  OCYIIECTBJICHUS  MYJbTUCIELH(HIECKOe aHTUTENIO  MPEeACTaBIsieT  COOOH
nepeHalennBaronee aHtureao ¢ aBodHOH  ap¢unHOCTRIO (DART), DVD-Ig wnmm
oucnerpduyueckoe aHTUTENO. B HEKOTOPBIX BaApHAHTAX OCYIIECTBJICHUS] AHTUTEIO MPEICTABIISET
cobotii F(ab")2-pparment, Fab'-¢pparment, Fab-pparment, Fv-dpparment, scFv-¢pparment, dsFv-
¢dbparmeHT, dAb-pparMeHT WM OTHOLEMOUEYHbIH CBA3BIBAIOIINN MOJUNENTHA. B HEKOTOPBIX
BapHaHTaX OCYyIIECTBJIeHUs1 aHtureno mnpotuB LAG-3 mnpexacraBiser coboit BMS-986016,
IMP731 (HSL7BW), MK-4280 (28G-10), REGN3767, GSK2831781, rymaHu3zupoBaHHOE
BAPO050, IMP-701 (LAG-525), aLAG3(0414), aLAG3(0416), Sym022, TSR-033, TSR-075,
XmAb22841, MGDO013, BI754111, FS118, P 13B02-30 unu AVA-017. B KOHKpeTHBbIX
BapHaHTax oCymecTBieHus antaronucT LAG-3 npencrasnsier coboii IMP321.

[0015] B HekoTOphIX BapuaHTax OCyIIeCTBJeHHUs aHTuUTEen0 mporuB LAG-3 comepskut
nomensl CDR1, CDR2 u CDR3 BapuabenbHoil 00macTvi TsDKEIOW IeNH, UMEoMei
nocienoBaTeabHOCTh, ykazaHHyio B SEQ ID NO: 3, u momenst CDR1, CDR2 u CDR3
BapuabenpbHONH 00JacTH JIETKOH LieNH, MMEIOIIeH MOCIe0BaTeNbHOCTb, YKazanHyo B SEQ ID
NO: 5. B HeKOTOpBIX BapHaHTax ocylnecTBieHus antuteno npotuB LAG-3 conepsxur (a) CDR1
BapuadebHON O0IACTH TSDKEION IeNH, COAEp KaIly0 MOCIeN0BaTEIbHOCTD, YKa3aHHyo B SEQ
ID NO: 7; (b) CDR2 BapuabGenpHON 00JacTU TSDKEJIOW MU, COAEPIKALIYIO
nocJie1oBaTebHOCTD, Yka3zaHHyo B SEQ ID NO: 8; (c) CDR3 BapuabenbHOM 00JIACTH TSKEIOH
LMy, COAEPIKALIYI0 IOCIeNoBaTeNbHOCTh, YykazaHHyro B SEQ ID NO: 9; (d) CDRI
BapuabenpbHON 00JACTH JIETKOW LIEMH, COAEpIKAIIyI0 MOCIEA0BATeIbHOCTh, yka3aHHyr B SEQ
ID NO: 10; (e) CDR2 BapuabenbHON 00MacTM JIETKOM  LEMH, COAEPKAIIYEO
MoCIeNOBaTEIbHOCTh, ykazaHHyo B SEQ ID NO: 11; u (f) CDR3 BapuabenbHO# oOnacTu
JIETKOW 1enH, COAEp KaIIyl0 TOCIeAoBaTeIbHOCTh, yKazaHHyro B SEQ ID NO: 12. B
OTpENEeIeHHBIX BAPHAHTAX OCYLIECTBIIEHHs aHTHTENO0 NpoTuB LAG-3 comeput BapuabesibHbIe
o0jlacTH TSDKEJIOW M JIETKOM Ieme, comep kaliue MocieqoBaTeibHOCTH, YKa3anubie B SEQ ID
NO: 3 u 5, coorBeTcTBeHHO. B KOHKpETHBIX BapHaHTax OCyIlecTBIeHUs aHTuTeno npotus LAG-
3 COmep KUT TSDKENYIO U JIETKYHO LIEMHU, COAEpIKallue MOCAeNOBaTeIbHOCTH, yKa3aHHble B SEQ
ID NO: 1 u 2, COOTBETCTBEHHO.

[0016] B HekoTOphIX BapwaHTaX OCYIUIECTBJIEHUs WHrHOUTOpP Kackama PD-1
npexacrasisier coboit antureno npotus PD-1 wnu npotus PD-L1. B onpeneneHHbIx BapuaHTax
OCYIIECTBIIEHHUsT aHTUTENO npoTuB PD-1 BbIOpaHO W3 rpymnmbl, COCTOSILIEH W3 HUBOJIyMaoa,
nembOponusymaba, mummmmsymadba, PDR0O01, MEDIO680, TSR-042, REGN2810, JS001, PF-
06801591, BGB-A317, BI 754091 u SHR-1210. B onpeneneHHbIX BapuaHTaX OCYIIECTBJICHUS
aatureno nporuB PD-1 comepxkut nomenel CDRI1, CDR2 u CDR3 BapuabenpHOl 0oOmactu
TSDKEJION LIeTH, MMEIoLEeN IOCNeNoBaTeNbHOCTb, YkasaHHyo B SEQ ID NO: 15, u nomensl

CDRI1, CDR2 u CDR3 BapuaOenbHOlN 00J7acTU JETrKOH LENu, UMEIIel MoCIeI0BaTeIbHOCTD,



ykazanHyio B SEQ ID NO: 17. B KOHKpeTHbIX BapHaHTaxX OCYLIECTBJIEHUs aHTUTeNO NpoTuB PD-
1  comepxur (a) CDR1 BapuaGenpHONH oOmacTu TSDKENIOH  LENMH, COXEPIKAIIYIO
NocCJieIoBaTeIbHOCTh, yka3aHHylo B SEQ ID NO: 19; (b) CDR2 BapuabenbHoii obnacTu
TSDKEJION LIeMNHU, COAEPIKALIYI0 MOCIeN0BaTEIbHOCTD, YkazanHyo B SEQ ID NO: 20; (c) CDR3
BapuabeNbHON 00IaCTH TSKEION LIeMH, COAepPIKaIly0 MOCIeA0BATENbHOCTD, YKa3aHHy0 B SEQ
ID NO: 21; (d) CDR1 BapuabenbHON O0NacTH JIETKOW ILEMH, COAEPKAIIYIO
MIOCJIEI0BATENLHOCTD, ykasaHHyto B SEQ ID NO: 22; () CDR2 BapuabenbHON 001acTH JIETKOM
LEeMy, COAEpKAIlyK TOCIeA0BaTeNbHOCTh, yka3zanHyro B SEQ ID NO: 23; u (f) CDR3
BapuadeIbHONU O0JIACTU JIETKOM LENH, COAEPIKAIIYIO MOCIENOBATEIbHOCTD, YKa3aHHy B SEQ
ID NO: 24. B HexkoTOpbIX BapHaHTax OCYLIECTBJIEHUs aHTUTeNo mnpotuB PD-1 comepxur
BapuabenbHble OOJNACTH TSDKENIOW U JIETKOH IeneHd, coxepskaliue MOCIeNOBATENIbHOCTH,
ykazanable B SEQ ID NO: 15 u 17, coorBerctBeHHO. B ompeneneHHbIX BapuaHTax
OCYLIECTBJIEHUSI aHTUTENO NMPOTUB PD-1 COomepKUT TsDKENyH W JIETKYIO LENH, COAepXKallue
nocynenoBaTeabHOCTH, yKazaHHbie B SEQ ID NO: 13 u 14, cOOTBETCTBEHHO.

[0017] B HekoTOpbIX BapHaHTaX OCYIIECTBICHUS BBOAST KOMOWHALMIO C
¢dukcupoBanHoil no3oii anturena npotuB LAG-3 wmu antaronucta LAG-3 u aHTHTENA POTUB
PD-1. B ompeneneHHbIX BapHaHTaX OCYLIECTBJICHUS CIIOCOO BKIIFOYAET MO MEHbIIEH Mepe OIUH
KyPC BBEIEHHMS, TA€ KypC MPEACTABISET COOOH MepHoa M3 YeThIpeX HENelNb, U A€ I KaXI0To
U3 N0 MEHBbIIEH Mepe OJHOro Kypca oAHa Ao3a aHturena npotuB LAG-3 unu ero aHtaroHucra
cocrasisieT 160 mr u ogHa no3a anturena npotus PD-1 cocrasnser 480 mr.

[0018] B onpeneneHHbIX BapuaHTax OCYLIECTBJeHUs1 aHTUTENO npoTuB LAG-3 unm ero
AHTArOHUCT U aHTUTEJIO NPOTUB PD-1 cOCTaBMSAIOT 11 BHYyTPUBEHHOI' O BBEEHUs. B HEKOTOPBIX
BAPHAHTAX OCYLIECTBJICHMs aHTUTEIO MpoTuB LAG-3 unu ero aHTaroHUCT U aHTUTENIO MPOTUB
PD-1 cocraBnsaoT BMecTe. B HEKOTOpBIX BapuaHTax OCyILECTBIEHHUs aHTUTeNno nporus LAG-3
WM €r0 aHTarOHUCT U aHTUTENO MpoTuB PD-1 cOCTaBisAOT O OTAENIBHOCTH.

[0019] OnuH U3 acekToB U300pETEHNs], OMMCAHHBINA B HACTOSIIIEM OMMCAHUU, OTHOCUTCS
K crioco0y MHrHOMPOBAHHS POCTA METACTA3UPYIOIIEH MEIAaHOMBI y TIALIMEHTA-YEJIOBEeKA, MPUIEM
crocod BKJIIOYAET BBEAEeHHE MaleHTy 3(()EeKTUBHOrO KOJMYECTBA KaKIOro u3: (a) aHTUTENa
nporus LAG-3, conepxkamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOit 0bnmactu TskeIon
LeMNH, UMEIOIIIEeH MoCIenoBaTeNbHOCTD, YKa3aHHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u
CDR3 BapuabenbHOI 00MacTH JIETKOH LENH, MMEIOLICH MOCIEAOBATENbHOCTD, YKA3aHHYIO B
SEQ ID NO: 5, u (b) anturena nporus PD-1, comepxkamero nomernst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEIOIIEH MocaenoBaTeabHOCTh, Yka3anay B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LM, UMEIoIeH
nocienoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme mnauumeHTy He NpPOBOIWIH
MPEIIECTBYIOLIEe CUCTEMHOE JIEeU€HHE METACTa3UPYOIed MeJIaHOMBL

[0020] OmguH w3 acmekTOoB H300pPETEeHHUs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCUTCSI K crocoQy JIEYeHHsT METACTa3HPYIOIell MeJTaHOMBI Y INMAaleHTa-4eJOBeKa, MPHIeM
croco0 BKJIIOYAET BBeIEHHUE MaiueHTy >¢dexkruBHoro konnvectsa: (a) anturena nporus LAG-

3, comepxamero nomeHsl CDR1, CDR2 u CDR3 BapuabenpHON 00NaCTH TSDKENIOH LU,



HUMEIOIIEeN MocenoBaTeNbHOCTh, YkazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JacTH JIETKOH LienH, MMEIOLIe MOCiIenoBaTeNbHOCTh, YKazanHyo B SEQ ID
NO: 5, u (b) anturena nporus PD-1, comepxkamero nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOH Lieny, UMEIOLIeH MmocaenoBaTeabHoCTh, Yka3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOI 00jacTy JIErKOW LN, UMeIoLIei
IOCJIeIOBAaTENbHOCTh, yka3aHHyio B SEQ ID NO: 17, rne nanueHTy He NPOBOIMIN
MPELIECTBYIOIIEe CUCTEMHOE JIeUeHHEe METaCTa3UPYIOIel MeJTaHOMBL

[0021] OmguH w3 acmekTOB HM300pETEHHs, OMUCAHHOTO B HACTOSINEM OIMHCAHHH,
OTHOCUTCSI K C€noco0y HHTrHOMPOBAHUS POCTAa HEPE3eKTadENbHOW MeJNaHOMbI Y TMallleHTa-
YeJIOBEKa, MPUYEM CIOCO0 BKIJIOYAET BBEIECHUE MALUEHTY 3P (PEKTUBHOIO KOJHUUECTBA KAXKIOTO
u3: (a) anturena npotuB LAG-3, conepkamero nomenst CDR1, CDR2 u CDR3 BapuabenbHOM
0o0JIacTH TSDKENION IemnH, UMEIOIIeH MOCieqoBaTebHOCTh, ykazanHyro B SEQ ID NO: 3, u
nomensl CDR1, CDR2 wu CDR3 BapuabenbHOil 00OJNAaCTH JIETKOW LENMU, UMeEIoe
NOCJIEIOBATENBbHOCTD, YKa3aHHy0 B SEQ ID NO: 5, u (b) anturena nporus PD-1, conepkammero
nomensl CDR1, CDR2 u CDR3 BapuabenbHOil 00MacTyl TsDKEJIOW IENH, UMeEIomei
nocyienoBaTeabHOCTh, ykazaHHyro B SEQ ID NO: 15, u gomenst CDRI, CDR2 u CDR3
BapuabenpbHONH 00JacTH JIETKOH LieNH, MMEIOIIeH MOCIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 17, rnme mnauMeHTy HE NPOBOAWIM MPEAIIECTBYIOIIEE CHCTEMHOE JICUCHHE
Hepe3eKTabeTbHON MeJTAaHOMBI.

[0022] [Ipyroii aciekT u300peTeHws], OMMMCAHHOTO B HACTOSIIEM OMMUCAHUH, OTHOCHTCS K
crioco0y JieueHUsi Hepe3eKTaOeIbHOW MeJaHOMBl Yy TMAlHeHTa-ueoBeKa, MpPHYeM CIoco0
BKJIFOYAeT BBeleHHe MauueHty 3¢¢ekTuBHoro kojudecrsa: (a) anrurena nporus LAG-3,
cogepxamtero gomeHel CDR1, CDR2 u CDR3 BapuaGenbHOIl 0oOmacTu TsDKENOH Iiemny,
UMEIOLIeH MocienoBaTenbHOCTh, ykazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuadeNpHON 00JIaCTH JIETKOW LenH, UMEROIIel OCIeN0oBaTeNIbHOCTb, yKa3aHHyo B SEQ ID
NO: 5, u (b) anrturena nporuB PD-1, comepxkamero nomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENION Lieny, UMEoLell MocienoBaTeabHOCTh, Ykasanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LEMH, UMEIOLIEH
nocienoBaTeNbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
NPEAIIECTBYIOIIEee CHCTEMHOE JIEYUeHHE HePe3eKTaOeIbHON MEJTaHOMBI.

[0023] OmguH w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIMCAHHH,
OTHOCHUTCSI K CHOCOOy WHTHOMPOBAHMS POCTA METACTA3HMPYIOIIEH MEJTaHOMBI Y TMalHeHTa-
YeJIOBEKa, IPUYEM CIIOCO0 BKIIFOYAET BBEIECHUE MALUEHTY 3(P(PEKTUBHOIO KOJMUECTBA KaXKIOTO
u3: (a) anturena npotus LAG-3, conepxkamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOMH
0o0JIaCTH TSDKENION IeTH, UMEIOLIeH MOCieqoBaTebHOCTh, ykazanHyio B SEQ ID NO: 3, u
nomensl CDRI1, CDR2 wu CDR3 BapuabenbHOll 00OJAaCTH JITKOW LEeNu, UMEoMeH
NOCJIEIOBATENBbHOCTD, YKa3aHHy0 B SEQ ID NO: 5, u (b) anturena nporus PD-1, conepskamero
nomensl CDR1, CDR2 u CDR3 BapuabenbHOl 00MacTHl TsDKEIOW IENH, HMeEIomei
nocyienoBaTeabHOCTh, ykazanHyro B SEQ ID NO: 15, u gomenet CDR1, CDR2 u CDR3

BapuabenbHON 00JacTU JIETKOH LiemH, MMEIOLIe MOoCienoBaTeNbHOCTh, yKazanHyo B SEQ ID



NO: 17, rme mnauMeHTy HE NOPOBOAWIM MPEAIIECTBYIOIIEE CHCTEMHOE JICUCHHE
MeTacTa3upylollel MeJlaHOMBL, U I7le IO MeHbllel Mepe OfHa ao3a aHturena npotus LAG-3
cocrasisieT 160 Mr u nmo MeHbLIeH Mepe OfHa Ao03a aHturena npotus PD-1 cocrasnsier 480 wmr,
Ka)KAblE YEThIPE HEEIN.

[0024] Onun w3 acmekToB W300peTeHHs, ONMHUCAHHOTO B HACTOSIIEM OIHUCAHUH,
OTHOCHUTCSI K CHOCO0Y JICYEHUS] METACTa3MPYIOIIEH MeNaHOMBbI y MalMeHTa-ueNIOBeKa, MpHYeM
croco0 BKJIIOYAET BBEACHUE MalMeHTy ¢ ¢GeKTHBHOro koaudectna: (a) anrurena npotus LAG-
3, comepxkamero nomenbl CDR1, CDR2 u CDR3 BapuabesbHON 00NAaCTH TSKENOH LEMH,
UMEIOIIeH MmocienoBaTenbHOCTh, Ykazanuyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JaCTH JIETKOH LieMH, MMEIOLIeH MOCIeNoBaTeIbHOCTD, YKazanHyo B SEQ ID
NO: 5, u (b) anrturena nporuB PD-1, comepxkamero nomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LEMU, UMEoIeH
nocienoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He IPOBOIMIU
MpeLIeCTBYIOLIee CUCTEMHOE JIeUeHHE METaCTa3uPYIOLIeil MENaHOMBI, U Iie IO MeHbllIeH Mepe
onHa no3a antutena npotuB LAG-3 cocraBmser 160 mMr m mo MeHblLIeH Mepe OAHA A03a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable YEThIPE HEAEIH.

[0025] Omgun w3 acmekTOB H300pETEeHUs, OMUCAHHOTO B HACTOSIIEM OIHCAHHH,
OTHOCUTCSI K €nocoOy HHTrHOMPOBAHHUS pPOCTAa HEPE3eKTaOENbHONW MeNaHOMBI Y TMAalleHTa-
YeJIOBEKa, MPUYEM CIIOCO0 BKIIIOYAET BBEIEHUE MALUEHTY 3(PPEKTUBHOIO KOJHMUECTBA KaXKIOTO
u3: (a) anrurena npotuB LAG-3, conepxkamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOMN
0o0JIacTH TSDKEJION IernH, UMEIOLIe IMocienoBaTeabHOCTh, ykazanHyio B SEQ ID NO: 3, u
nomensl CDRI1, CDR2 wu CDR3 BapuabenbHOHl 00JAacCTH JIETKOM LeNH, HMeEIoLei
NOCJIeI0BaTENbHOCTD, Yka3auHyo B SEQ ID NO: 5, u (b) anturena nporus PD-1, conepskaiero
nomensl CDR1, CDR2 u CDR3 BapmaGenpHOH oOnacTu TsDKENOW LENH, HMeEroIei
nocyienoBaTeabHOCTh, yKazaHHyro B SEQ ID NO: 15, u gomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JaCTH JIETKOH LieMH, MMEIOLIeH MOCIeNoBaTeIbHOCTD, YKazanHyo B SEQ ID
NO: 17, rnme mnauMeHTy HE TNPOBOAWIM MPEAIIECTBYIOIIEE CHCTEMHOE JICYCHHE
Hepe3ekTabenbHONH MeNaHOMBI, U TAe MO MEHbIIeH Mepe ofaHa ao3a antutena npotus LAG-3
cocrasisieT 160 Mr u no MeHblLIeH Mepe OfHA A03a aHTturena npotus PD-1 cocrasnser 480 wmr,
KaK7ble YeThIpe HEeNleNH.

[0026] [lomonHUTENbHBINA aCMEKT U300PETEHHs, OMHCAHHOTO B HACTOSINEM OMHMCAHHH,
OTHOCHTCSI K CIOco0y JIeUeHUs] HEePe3eKTa0eNIbHOW MENAaHOMBI y TMAIlMEeHTa-4eIOBEKa, MPHYeM
croco0 BKIJIFOHAeT BBeIEHHUE ManueHTy 3¢dexkruBHoro konnvectsa: (a) anrurena npotus LAG-
3, comepxamero nomensl CDR1, CDR2 u CDR3 BapuabenpHON OONACTH TSDKENIOH LM,
UMEIOIIEH MocenoBaTenbHOCTh, Ykazanuyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JacTH JIETKOH LNy, MMEIOLIe MOoCiIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 5, u (b) awrturena nporus PD-1, comepxamero nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENOH LienH, UMEIOIIEeH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID

NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOIl 00JacTy JIETKOW LN, UMEIoLei



nocjenoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NpOBOAUIU
NPEAIIECTBYIOIIEe CUCTEMHOE JIeUeHHe Hepe3eKTabeIbHONH MEeTaHOMBI, U TJie IO MEHbLIEH Mepe
onHa no3a antutena npotuB LAG-3 cocraBiser 160 Mr u mo MeHblIed Mepe OAHA A03a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable YETbIPE HEAEIIH.

[0027] Ongun w3 acmekToB HW300peTEeHHs, OMUCAHHOIO B HACTOSIIEM OIMCAHHH,
OTHOCHUTCSL K Croco0y HMHrHOMpPOBaHMS pPOCTAa METACTa3UpYIOLIed MENaHOMBI Y B3POCIOrO
NaLMeHTa-4eJI0BEKa, MPHYEeM CIOCO0 BKIIIOYAET BBEJEHHE MALMEHTY 3((PEKTUBHOTO KOJINYECTBA
kaxgoro u3: (a) anturena npotuB LAG-3, comepxkamero gomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENOH LNy, UMEIOIIeH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO#W 00nacTH JIETKOW LEMH, MMEIOLIEH
NIOCJIeIOBATENBbHOCTD, YKa3auHyo B SEQ ID NO: 5, u (b) anturena npotus PD-1, conepkammero
nomensl CDR1, CDR2 u CDR3 BapuabenbHOil 00MacTH TsDKEJIOW IENH, UMEoei
nocyienoBaTenbHOCTh, ykazanHyro B SEQ ID NO: 15, u gomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JacTH JIETKOH LIeNH, MMEIOIIeH MOCIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 17, rne mnauMeHTy HE TNPOBOAWIM MPEAIIECTBYIOIIEE CHCTEMHOE JICUCHHE
MeTacTa3upyollel MelaHOMBL, U I7le IO MeHbllel Mepe ofHa 103a aHTtutena npotus LAG-3
COCTaBJISIET 2 MI/KT M TIO MEHbIIEl Mepe ofHa 103a aHtuTena npotus PD-1 cocrasisier 6 mr/kr,
Ka)K7Able YeThIpe HENleTu.

[0028] OmuH w3 acmekTOoB H300pPETEHHs, OMUCAHHOTO B HACTOSIEM OIHMCAHHH,
OTHOCHUTCSI K CIIOCO0Y JIUEHUS] METACTa3UPYIOIEH MEAHOMBI Y B3POCIIOrO MaIEeHTa-4eJI0BEKa,
npuyeM crnocod BKJIIOYAeT BBeNEeHHWE NalueHTy 3¢ (eKTHBHOrO KOJHUYecTBa. (@) aHTUTeNa
nporus LAG-3, conepskamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOI obnactu Tskenon
LEMNH, UMEIOIeH MocaenoBaTeNbHOCTh, YKkazaHHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u
CDR3 BapuabenpHOH 00NacTH JIETKOHW LEMH, MMEIOINEeil MOCIeN0BaTeIbHOCTh, YKa3aHHYIO B
SEQ ID NO: 5, u (b) anturena npotus PD-1, conepsxkamero nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIAaCTH TSDKENOH LIenH, UMEIOIIEH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHO# 00acTH JIETKOW LEMH, UMEIOLIEH
nocienoBaTebHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
MpEeIIeCTBYIOIIee CUCTEMHOE JIeUeHHE METaCTa3uPYIOLIeil MeNaHOMBI, U Iie IO MeHbIIeH Mepe
onHa no3a antutena npotuB LAG-3 cocraBnsier 2 MI/KT U TO MEHbIIEH Mepe OJHAa 1032
anturena npotus PD-1 cocraBnsier 6 MI/KT, KaXKable YeTbIpe HEJEINH.

[0029] OmguH w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCUTCSI K Croco0y HWHrUOMPOBaHHUSI POCTAa HEPE3eKTa0EeNbHONW MENaHOMBbI Y B3pPOCIOTO
NAIMEHTA-YeJIOBEeKa, MPHYeM CrIocod BKIIFOUAET BBENEHHE MalueHTy 3(peKTHBHOro KomuuecTna
kaxgoro u3. (a) anturena nporuB LAG-3, comepxkamero nomensl CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEOIIEeH MMocienoBaTeabHOCTh, YKa3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTv JIETKOW MEMH, UMEoLIei
MOCJIEIOBATENIBHOCTD, Yka3aHHyIo B SEQ ID NO: 5, u (b) anrurena nporus PD-1, congepskarero
nomensl CDR1, CDR2 u CDR3 BapuabenbHOl 00JacTH TSDKEIOW IENH, HMeEIoLei
nocyienoBaTeabHOCTh, ykazanHyro B SEQ ID NO: 15, u gomenet CDR1, CDR2 u CDR3



BapuabenpbHONH 00JacTH JIETKOH LienH, MMEIOIIeH MOCiIenoBaTeNbHOCTh, YKazanHyo B SEQ ID
NO: 17, rme mnauueHTy HE NPOBOAWIM MPEAIIECTBYIOIIEE CHCTEMHOE JICUCHHE
Hepe3ekTabenbHONH MeNaHOMBI, U IIe MO MEeHblIel Mepe ofHa ao3a aHtutena npotus LAG-3
COCTaBJII€T 2 MI/KT U IO MeHbIIEel Mepe ofHa f03a aHTurena npotus PD-1 cocrasisier 6 mr/kr,
Ka)KAblE YEThIpe HENEIH.

[0030] Ipyroii acniekT u300peTeHus], OMUCAHHOTO B HACTOSIIEM OMHCAHUH, OTHOCHTCS K
crioco0y JieueHust Hepe3eKTaOeNbHOH MeNaHOMbI Yy B3POCJIOrO MAalMeHTa-4eJoBeKa, MpHYeM
cnoco0 BKIJIKOYAeT BBeEeHUE nanueHTy 3¢ dexruBHOro konuvectsa: (a) anrurena npotus LAG-
3, comepxkamero momensl CDR1, CDR2 u CDR3 BapuabesbHON OONACTH TSKENIOH LEMH,
UMEIOIIeH MmocaenoBaTenbHOCTh, Ykazanayo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JaCTH JIETKOH LIeMH, MMEIOLIeH MOCIeNoBaTeNIbHOCTD, YKa3anHyo B SEQ ID
NO: 5, u (b) anrturena nporuB PD-1, comepxkamero nomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOil 00JacTH JIETKOW LM, UMEIoIeH
nocienoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
NPEAIIECTBYIOIIEe CUCTEMHOE JIeUeHHE Hepe3eKTabenbHON MEeTaHOMBI, U TIe IO MEHbLIEH Mepe
onHa no3a antutena npotuB LAG-3 cocraBnsier 2 MI/KT M NO MEHbIIEH Mepe OHA 1032
anturena npotus PD-1 cocraBnsier 6 MI/KT, KaXKable YeTbIpe HEJENH.

[0031] B HekOoTOpBIX BapuUaHTaxX OCYIIECTBJICHHUS BO3PACT MAlMEHTAa COCTABJSET WM
Oonee ner. B onpeneneHHbIX BapUaHTaxX OCYIIECTBJIEHUS BO3PACT MALMEHTa COCTaBIsIET OT 12
10 17 ner. B KOHKPETHBIX BapUAHTAX OCYLIECTBJICHUs MPEALIECTBYIOIIEE CUCTEMHOE JICYCHHE
npeAcTaBisieT cOO0H aAbIOBAHTHYIO MJIM HEOAABIOBAHTHYIO Tepanuto npotus PD-1 nuinm npotus
CTLA-4. B f1pyrux BapuaHTax OCYLIECTBJIEHHUS MALUEHT UMEET TUCTOJOTHYECKH
MOATBEPKIECHHYIO Hepe3ekTadenbHyro Menmanomy craauu I wim IV. B onpeneneHHbIX
BapUAHTAX OCYIIECTBJICHUS MALIUEHT MMEET I10Ka3aTesb OOIIEero COCTOSHHS B COOTBETCTBHUH C
Bocrounoit kooneparuBHoi onkonorudeckoil rpynmoit (ECOG) 0 wmu 1 w/unu mokasartenb
obmero cocrosinusi no Jlancku 80% wuim Oonee. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
NAlMEeHT MMEeT TOJAI0IIeecs] ONpeNesieHUI0 3a00JIeBaHne TIPU OINpPENeNIeHHH TOCPEICTBOM
KpUTEpHEB OLIEHKU oTBeTa conuanbix onyxodeit (RECIST) sepcun 1.1.

[0032] B HekoTOpBIX BapHaHTaX OCYLIECTBICHUS WHQUIBTPUPYIOLINE OIMyXOJb
nanuenTa guMdouutsl sxcnpeccupyor LAG-3. B onpeneneHHbIX BapuaHTAaX OCYINECTBJICHHS
6onee 1% omyxoneBbIX KIETOK manueHTa skcrnpeccupyioT LAG-3. B onpeneneHHbIX BapuaHTax
ocyecTBieHus skcnpeccuio LAG-3 onpenessiroT B TecTUpyeMoM o0pasiie TKaHH, MOJyYeHHOM
NOCPENCTBOM OWOIICHU OMyXOJu. B OMHOM BapuaHTe OCYIIECTBJIEHHsS TECTHPYEMBbI oOpasen
TKaHU TpencraBisieT coboil ¢uxcupoBanHHbI (opmanmaoMm 3amutelii mapadpuaom (FFPE)
oOpazen. B ompeneneHHbIX BapuaHTax ocymecTBieHus skcrpeccuto LAG-3  ompenenstoT
NOCpenCTBOM Hu3MepeHus: skcnpeccun Oenka mwin PHK B Tectupyemom oOpasue Tkanu. B
HEKOTOPBIX BapUaHTax ocyluecTsiaeHus skcnpeccutro LAG-3  ompenensioT MNOCPEeACTBOM
aHanmm3a, CrocoOHOro ompenensTh ypoeHb Oenka LAG-3 B tectupyemom oOpasie TkaHu. B

ONpENENEHHbIX BapUaHTaX OCyLIeCTBIeHUs sKkcrnpeccuto LAG-3 ompenensitoT mocpeacTBOM
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UMMYHOTMCTOXMMHMYECKOTO  aHanmu3a. B HEKOTOphIX  BapuaHTax  OCYLIECTBJIEHUS
UMMYHOTHCTOXUMHUYECKUH aHAJIN3 NPEACTaBIsieT coOOl MOHOIUIEKCHBIM aHanmu3. B mapyrux
BApUAHTAaX  OCYLIECTBIEHHs HMMMYHOTUCTOXMMUYECKMH aHalW3 IMpPEACTaBlsieT  CcoOOi
MYJIbTUILIEKCHBIN aHaJIN3. B KOHKPETHBIX BapUaHTax OCYIIECTBIIEHUS
UMMYHOTUCTOXUMHYECKUIH aHAJIHN3 BKIIOYAET MPUBENEHHE OMyXOJIeBOro oOpaslna B KOHTAKT C
MOHOKJIOHAJIbHBIM aHTHUTenoM mnpotuB LAG-3 uenosexka 17B4, SP346, 11E3, 874501 wmu
EPR4392(2).

[0033] B HekOTOpBIX BapMaHTAaX OCYLIECTBJICHUS OMYyXOJIeBble KJIETKH ITallueHTa
skcnpeccupyroT PD-L1. B onpeneneHHbIX BapuaHTaxX ocyinecTBiaeHus: Oojiee 1% omyxoseBbix
KJIETOK nauueHra oskcnpeccupyroT PD-L1. B HekoTOpeIX BapuaHTax OCYIIECTBIICHUS
skcnpeccuro PD-L1 ompenensioT B TecTUpyeMOM 00pasiie TKaHH, MOJYYEHHOM MOCPENCTBOM
Ounoncuu onmyxonu. B ompeneneHHbIX BapUaHTax OCYLIECTBJICHUS TECTHPYEMbIi 0Opasel TKaHH
npeacrasisier codoit GpukcupoBanHbIil GopmanuHoM 3anuTbiil napadguaom (FFPE) obpaszen. B
KOHKDETHBIX BapuaHTax ocyulecTBieHus oskcnpeccuto PD-L1  ompenenstor nocpeactsom
u3Mepenust skcnpeccun Oenka uan PHK B Tecrupyemom ofpasue TkaHu. B HEKOTOpBIX
BapuaHTax ocyuectBiaeHuss skcnpeccuto PD-L1  onpenensror mnocpeactsom — aHanmusa,
criocoOHOro ompenenats ypoBeHb Oenka PD-L1 B Tectmpyemom oOpasne Tkanu. B
ONPEAENIEHHBIX BapHUaHTaX OCYIIECTBJEHUsA 3kcnpeccuro PD-L1 ompepenstor mocpeacTBoM
UMMYHOTMCTOXMMHMYECKOTO  aHaiu3a. B KOHKpPEeTHBIX  BapuaHTax  OCYLIECTBJIECHMUs
UMMYHOTHCTOXUMHUYECKUH  aHadN3 TPEeACTaBiIsieT Cco0OW  MOHOIUIEKCHBIH aHanmu3. B
OTIPEENIEHHBIX BAapPUAHTAX OCYILECTBJIEHUS] UMMYHOTMCTOXMMMYECKUN aHalIU3 MpPEACTaBIIsIeT
co0o¥ MyJIBTUITJIEKCHBIH aHanmn3. B HEKOTOPBIX BapHaHTaxX OCYIECTBIIEHUS OIyXOJEBbIE KIETKU
nanueHTa umeroT mytauuio BRAF V600.

[0034] Ongun w3 acmekToB W300peTeHHs, ONMHUCAHHOTO B HACTOSINEM OIHCAHUH,
OTHOCHUTCSL K Croco0y HHIHOMpPOBAHMS pPOCTAa METACTa3HPYIOINEH MEJaHOMbI y MaIHMeHTa-
yenoBeka, TmpuyueM crnocod Bkirovaer: (a) omnpemenenue skcnpeccun  LAG-3  Ha
UHOUIBTPUPYIOLINX OMyXOJib MaldeHTa Jumdounrtax, skcrnpeccud PD-L1 Ha omyxoneBbix
KJIETKax MalleHTa, W/ onpeneneHue npucytctsusi myrauud BRAF V600 B omyxoneBbIx
kjerkax mauueHTa; u (b) BBemeHue mauueHTy 3(PQPEKTHBHOrO KOJMYECTBA Kakaoro us: (1)
aaturena mnpotuB LAG-3, comepxkamero nomensl CDRI1, CDR2 u CDR3 BapuabenpHOH
o0JlacTH TSDKENION IeTnH, UMEIOIIel MOCieqoBaTebHOCTh, ykazanHyrw B SEQ ID NO: 3, u
nomensl CDR1, CDR2 wu CDR3 BapuabenbHOHl 0OJNAaCTH JIETKOW LENMU, HUMEIomeH
NOCJIEIOBATENBbHOCTD, YKa3aHHy0 B SEQ ID NO: 5, u (i) antrrena npotus PD-1, conepkammero
nomensl CDR1, CDR2 u CDR3 BapuabenbHOil 00MacTyl TsDKEIOW IENH, UMeEIoMei
nocienoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 15, u gomenst CDR1, CDR2 u CDR3
BapuabenpbHONH 00JacTH JIETKOH LieNH, MMEIOLIeH MOCIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 17, rnme mnauMeHTy HE NPOBOAWIM MPEIIECTBYIOIIEE CHUCTEMHOE JIEUEHUE
METACTA3UPYIOLIEH METAHOMBI.

[0035] OmguH w3 acmekToB W300PETEHHs, ONMUCAHHOTO B HACTOSIIEM OIHMCAHUH,

OTHOCHUTCSI K CIOCOOY JICYEHHUs] METacCTa3upyIolell MeJaHOMbI Yy MalMeHTa-4eJIOBeKa, MPUIeM
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cnoco0 Bimouaer: (a) ompeneneHue skcnpeccnn LAG-3 Ha WHQUIBTPUPYIOIUX OMyXOJb
nanuenta JjuMmporuTax, skcrnpeccun PD-L1 Ha oOnyXxoneBbIX KiI€TKax MAlMEHTa, W/ WiIH
onpenenenue npucyrcTBus myrauuun BRAF V600 B omyxoneBelx kieTkax mnauueHta; u (b)
BBeIeHUE MauueHTy 3(dekTuBHOro koiuuectsa kaxnoro u3: (1) anturena npotuB LAG-3,
cogepxamtero gomeHel CDR1, CDR2 u CDR3 BapuabGenbHOIl 0oOmacTu TsDKENOH 1iemny,
UMEIOLIeH mocnenoBarenbHoCTh, ykazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JACTH JIETKOH LIeMH, MMEIOLIeH MOCIeq0BaTeIbHOCTh, yKazanHyo B SEQ ID
NO: 5, u (ii)) anrturena mpotuB PD-1, comepskammero aomensi CDRI1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENOH LNy, UMEIOIIeH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00jacTH JIETKOW LEMH, UMEIOLIEH
nocienoBaTeNbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
MpeLIeCTBYIOLIEe CUCTEMHOE JIeUeHHE METaCTa3UPYIOIel MeJTaHOMBL

[0036] Omun w3 acmekTOB W300pETEeHHUs, OMUCAHHOTO B HACTOSIIEM OIMCAHUH,
OTHOCUTCSI K cnocoOy HHTrHOMPOBAHHUS POCTAa HEPE3eKTaOENbHOW MeJNaHOMBI Y TMAalleHTa-
4yelioBeka, mnpuyueM crocod BkJrovaer: (a) ompemenenue skcnpeccun LAG-3  Ha
WHOUIBTPUPYIOLINX OMyXOJib MalueHTa Jumdonnrtax, skcnpeccun PD-L1 Ha omyxoneBbix
KJIETKax MaleHTa, W/wmm onpeneneHue npucytctsust myrauun BRAF V600 B omyxoneBbIx
kjeTkax manueHTa; u (b) BBemeHue maumMeHTy 3(PQPEKTUBHOrO KONIMYECTBA Kakaoro us: (1)
aaturena mnpotuB LAG-3, comepxkamero nomensl CDRI1, CDR2 u CDR3 BapuabenpHOMN
00JIaCTH TSDKEJION IeTnH, UMEIOLIeH IMOCienoBaTebHOCTh, ykazanHyio B SEQ ID NO: 3, u
nomensl CDRI1, CDR2 wu CDR3 BapuabenbHOI 00JACTH JIETKOW LEMH, HMEIOIen
NOCJIEIOBATENBbHOCTD, YKka3aHHyo B SEQ ID NO: 5, u (1) anturena npotus PD-1, conepskamero
nomensl CDR1, CDR2 u CDR3 BapuaGenbHOl 00JacTH TsDKEIOW IeNH, UMeEIoLei
nocJyienoBaTebHOCTh, ykazanHyio B SEQ ID NO: 15, u momenst CDR1, CDR2 u CDR3
BapuabenpHOH 00acTH JIETKOW LenH, MMEROIIeH OCIeN0oBaTeNbHOCTh, YKa3aHHyo B SEQ ID
NO: 17, rnme mnauMeHTy He TNPOBOAWIM MPEAIIECTBYIOIIEe CHCTEMHOE JICUCHHE
Hepe3eKTadeTbHOW MeJIAaHOMBI.

[0037] OmuH w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSINEM OMMCAHUH,
OTHOCUTCSI K CIOCO0y JIeUeHUs] HEePEe3eKTaOeNbHOW MENAaHOMbI y MAlEeHTA-4eJIOBEKa, MPUYeM
cnoco0 Brimouaer: (a) ompeneneHue skcnpeccnn LAG-3 Ha WHOUIBTPUPYIOLIUX OMyXOJb
nanuenta juMmdornuTax, skcrnpeccuun PD-L1 Ha oOnyXxojeBbIX KJIeTKaX MAlMeHTa, W/ WiH
ompenenenue npucytcTBuss myrauud BRAF V600 B omyxoneBbix kieTkax mnauueHta; u (b)
BBeIcHHEe TauueHTy 3¢ dekTnBHOrO Koimuectsa kaxnmoro u3: (1) anturena mpotuB LAG-3,
cogepxamero nomeHel CDR1, CDR2 u CDR3 BapuabenpHOIl 0oOmacTu TsDKENOH Iemny,
UMEIOIIEeH MMocenoBaTeNbHOCTh, YkazanHyto B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHONH 00JacTH JIETKOH LieNH, MMEIOLIeH MOCIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 5, u (ii)) amrurena mpotuB PD-1, comepxkamero aomenst CDRI1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEeH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOIl 00JacTH JIETKOW LN, UMEoLei

Nocen0BaTeNbHOCTh, ykaszaHHyr0 B SEQ ID NO: 17, rme naumeHTy He NpPOBOIWIH
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NPEAIIECTBYIOIIEe CHCTEMHOE JIEUeHHE HePEe3eKTa0eIbHOM MENTaHOMBL.

[0038] dpyroii aciekT u300peTeHws], OMMUCAHHOTO B HACTOSIIIEM OMUCAHUH, OTHOCHTCS K
croco0y MHrHOMpPOBAHMSA POCTAa METACTA3UPYIOIIEH MENTaHOMBI Y MalMeHTa-4eJIOBEeKa, NMPHUEM
cnoco0 Bkmouaer: (a) ompeneneHue skcnpeccu LAG-3 Ha MHQUIBTPUPYIOLIUX OINyXOJb
nanueHTa JumbouuTax, skcnpeccun PD-L1 Ha omnyxoneBpIX KJeTKax MalUeHTa, W/ uim
onpenenenue npucytcTBuss myrauuu BRAF V600 B omyxoneBbx kieTkax mnainueHta; u (b)
BBeleHUEe mauueHTy 3(dexkTuBHOrO Kojmuectsa kaxaoro u3. (i) anturena npotuB LAG-3,
cogepxamiero nomeHbl CDR1, CDR2 u CDR3 BapuabenbHOll 00macTu TSDKENIOH Iemu,
UMEIOIIEeH MmocienoBaTenbHOCTh, Ykazanayo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JaCTH JIETKOH LieMH, MMEIOLIeH MOCIeNoBaTeIbHOCTD, YKazanHyo B SEQ ID
NO: 5, u (ii)) anrurena mpotuB PD-1, comepsxkamero aomensi CDRI1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEroInel MocaenoBaTeIbHOCTh, YKa3anHy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO 00JacTH JIETKOW LENMU, UMEoIe
nocienoBaTeNbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
IpeLIeCTBYIOIIee CUCTEMHOE JIeUeHHE METACTa3UPYIOLlell MeIJaHOMBI, U Tie N0 MEeHbIlelH Mepe
onHa no3a antutena npotuB LAG-3 cocraBmser 160 mMr m mo MeHblLIeH Mepe OAHA A03a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable 4ETbIPE HEACIH.

[0039] Omgun w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCHUTCSI K crocoQy JIEYeHHsT METACTa3HPYIOIel MeJaHOMbl y MalUeHTa-4eJOBeKa, MPHIeM
cnoco0 Bimouaer: (a) ompeneneHue skcnpeccun LAG-3 Ha MHQUIBTPUPYIOLIUX OMyXOJb
nanuedTta JuMornuTax, skcrnpeccuun PD-L1 Ha onyXxoneBbIX KiI€TKax MAalHMeHTa, W/ WiIH
onpenenenue npucyrcTsus myrauun BRAF V600 B omyxonesbix kieTkax mnauueHta; u (b)
BBeICHUE MauueHTy 3(dekTuBHOro kojuuecrsa kaxnaoro u3: (1) anrurena nporuB LAG-3,
cogepxamiero nomeHsl CDR1, CDR2 u CDR3 BapuabenbHOIl 00macTu TSDKENIOH 1emu,
UMeIOLIe nmocnenoBareabHoCTh, ykazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JaCTH JIETKOH LieMH, MMEIOLIeH MOCIeq0BaTeIbHOCTh, yKazanHyo B SEQ ID
NO: 5, u (ii)) anrurena mpotuB PD-1, comepskammero ngomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEIOIIEeH MocaenoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LEMU, UMEOLIeH
nocienoBaTeNbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme nauueHTy He NPOBOIWIH
IpeIIEeCTBYIOlIee CUCTEMHOE JIeUeHHE METacTa3upPYIOLIeil MeNaHOMBI, U Iie IO MeHbIlIeH Mepe
onHa no3a aHtutena npotuB LAG-3 cocraBmser 160 mMr m mo MeHblLIeH Mepe OAHA J03a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable YETbIPE HEACIH.

[0040] [Tpyroii aciiekT u300peTeHws], OMMUCAHHOTO B HACTOSIIEM OMUCAHUH, OTHOCHTCS K
crocoby MHrHOMPOBAHMSI POCTA HEPE3eKTAOENbHON MEJaHOMBI y MAIMEeHTa-4eJIOBEKa, MPUYeM
coco0 Biimouaer: (a) ompeneneHue skcnpeccnn LAG-3 Ha WHQUIBTPUPYIOLIMX OMyXOJb
nanuenta juMmdoruTax, skcrnpeccuun PD-L1 Ha OnyXoneBbIX KJI€TKaxX TMAlHEHTa, W/ WiIH
onpenenenue npucyrcTBuss myrauun BRAF V600 B omyxoneBbix kieTkax mauueHta; u (b)
BBeICHHE MauueHTy 3(¢dekTuBHOro Kojuuectsa Kaxnaoro u3: (1) anturena npotuB LAG-3,

cogepxamero gomeHsl CDR1, CDR2 u CDR3 BapuabGenbHOIl 0OmacTu TsDKENOH Iemny,
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HUMEIOIIEeN MocenoBaTeNbHOCTh, YkazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JacTH JIETKOH Lienmy, MMEIOLIe MOoCiIeqoBaTeNbHOCTh, YKazanHyo B SEQ ID
NO: 5, u (i1) amrurena mpotuB PD-1, comepxamero agomensi CDRI, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOH Lieny, UMEIOLIeH MmocaenoBaTeabHoCTh, Yka3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOI 00JACTH JIETKOW LENH, MUMEoIei
NOCJIEIOBAaTENbHOCTh, yka3aHHylo B SEQ ID NO: 17, rne namueHTy He NPOBOIMIN
IpEeLIeCTBYIOIIee CUCTEMHOE JIeYeHNEe Hepe3eKTa0eIbHOI MeTaHOMBI, U I'/ie IO MEHbIIEeH Mepe
onHa nmo3a aHtutena npotuB LAG-3 cocraBmser 160 Mr m mo MeHblield Mepe OAHA 103a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable 4ETbIpE HEACIH.

[0041] OmguH w3 acmekTOB H300pETEHHs, OMUCAHHOTO B HACTOSINEM OMHMCAHUH,
OTHOCHUTCSI K CIOCcO0y JIeUeHUs] HEPE3eKTa0eNbHOW MEJIAHOMBI y TMAIlHeHTa-4eJIOBEKa, MPUYeM
cnoco0 Brimouaer: (a) ompenenenue skcrpeccu LAG-3 Ha WHQUIBTPUPYIOLIUX OMyXOJb
nanuenta juMmporuTax, skcrnpeccurn PD-L1 Ha OnyXxoneBbIX KJI€TKaX MAlMEHTa, W/ WiH
ompeneneHue npucytcTBuss myrauuun BRAF V600 B omyxoneBbix kieTkax mauueHta; u (b)
BBelcHHEe TauueHTy 3¢dekTnBHOrO Koimuectsa kKaxnmoro u3: (1) antutena mnpotuB LAG-3,
cogepxamero nomeHel CDR1, CDR2 u CDR3 BapuabenpHOIl 0oOmacTu TsDKENOH 1emny,
UMEIOIIEH MocyenoBaTenbHOCTh, Ykazanuyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3
BapuabenpbHONH 00JacTH JIETKOH LeNH, MMEIOLIeH MOCIenoBaTeNbHOCTD, YKazanHyo B SEQ ID
NO: 5, u (ii)) amrurena mpotuB PD-1, comepxkamero aomensi CDRI1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOI 00jacTH JIETKOW LENU, UMEoLe
NocjaenoBaTeNbHOCTh, ykazaHHyr0 B SEQ ID NO: 17, rme nauueHTy He NpPOBOIWIH
NPEAIIECTBYIOIIEee CUCTEMHOE JIeUeHHEe Hepe3eKTabebHON MEeTaHOMBI, U IJIe IO MEHbLIEH Mepe
onHa nos3a aHtutena npotuB LAG-3 cocraBnser 160 Mr u mo MeHblueld Mepe OfHa 103a
anturena npotus PD-1 cocrasnsier 480 mr, kaxable 4€ThIpE HEAEH.

[0042] Opun w3 acmekTOB HM300pETEHHUs, OMUCAHHOTO B HACTOSINEM OIHCAHUH,
OTHOCUTCSI K CIOCcOOy JIeUeHUs] HEePe3eKTa0eNbHOW MEJIAHOMbI y TMAaIlHeHTa-4eJI0BEKa, MPUueM
crocod BKIJIFOYAET BBEINEHHUE MalMeHTy 3(P(HEeKTUBHOrO KOJMYECTBA Kaxxaoro u3: (i) aHTuTeNa
npotus LAG-3, conepsxkamero nomensl CDR1, CDR2 u CDR3 BapuabenpHOI 00macTu TsKEIoN
LeMNH, UMEIOIIEeH MOoCIenoBaTeNbHOCTh, YKa3aHHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u
CDR3 BapuabenbHOI 00NacTH JIETKOW LENH, MMEIOLICH MOCIEAOBATENbHOCTh, YKA3aHHYIO B
SEQ ID NO: 5, u (ii) aarurena npotusB PD-1, cogepxarero nomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEIOIIEH MocaenoBaTeabHOCTh, Yka3anay B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LM, UMEIoIeH
nocienoBaTenbHOCTh, ykazaHHyro B SEQ ID NO: 17, rme mnauumeHTy He NpPOBOIWIH
NPEAIIECTBYIOIIEE JIEYCHNE HePEe3eKTa0eIbHOW MEJAaHOMBI, U I'Ie IO MEHbLIEH Mepe OfIHa 1032
anturena npotus LAG-3 cocrasnser 160 Mr u o MeHblieil Mepe OfHA 032 aHTUTENA MPOTUB
PD-1 cocrasnsier 480 wmr, kaxable 4eTbIpe HeAeau. B HEKOTOPBIX BapUaHTaxX OCYLIECTBJIEHUS
aatureno npotuB LAG-3 u antureno nporuB PD-1 mpencraBisroT coOoii sedyeHue mnepBoi

JIMHUH.
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[0043] OmguH w3 acmekToB W300PETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCHUTCSI K CIOCOOY JieUeHUs Hepe3eKTaOeNbHOW MEJIaHOMbI Y MalMeHTa-4eJIOBEKa, MPUYeM
crocod BKIIIOYAET BBEIAEHUE MalMeHTY 3(P()EeKTUBHOrO KOJHUYECTBA Kaxaoro u3: (1) aHTtuTena
npotuB LAG-3, copepsxamuero (a) CDR1 BapuabenbHOI 00aCTH TSIKENON LIETIH, CONEPIKAILYIO
NoCJIe0BaTeIbHOCTD, Yka3aHHy0 B SEQ ID NO: 7; (b) CDR2 BapuabenbHoii 006JacTH TsKEION
Leny, COAepIKaIlyl IOCIeAoBaTeIbHOCTh, Yka3zaHHyto B SEQ ID NO: 8; (c) CDR3
BapuabenbHON 00JIACTH TSIKENION LeMH, CONepsKaIlylo MOCIeN0BaTeIbHOCTh, YKa3aHnHyo B SEQ
ID NO: 9; (d) CDR1 BapuabenbHOM 001acTH JIETKOM LEMU, COAEPIKALIYIO MOCIEA0BATEIbHOCTD,
ykazanHyto B SEQ ID NO: 10; u (¢) CDR2 BapuabenbHON 00aCTH JIETKOH NN, COASPIKALIYIO
NOCJIeIOBATENbHOCTh, yKa3aHHyr0o B SEQ ID NO: 11, wu (i) anturena mnporuB PD-1,
comepxkamero (a) CDR1  BapuabenbHOIl  00jacTH  TSOKEJIOW  LEMH,  CONEPIKALIYIO
MOCJIeIOBAaTENbHOCTh, yKa3aHHy0o B SEQ ID NO: 19; (b) CDR2 BapuabenbHoii obnacTtu
TSDKEJION ey, COAEPIKALIYI0 MOCIeN0BaTEIbHOCTD, YkazanHyio B SEQ ID NO: 20; (c) CDR3
BapuadeTbHON O0IACTH TSDKEJION IeNH, COAEpPIKAIlyI0 MOCIeNOBATEIbHOCTD, YKa3aHHyo B SEQ
ID NO: 21; (d) CDR1 BapuabenpHON 0OJacTH JIETKOW WEMH, COAEPIKAIIYIO
MOCJIEIOBATENNBHOCTD, YKa3aHHyo B SEQ ID NO: 22; (e) CDR2 BapuabenbHoit 001acTH JIErKOM
L[eNH, COAEpPKaIlyI TOCIenoBaTeIbHOCTh, yka3aHHylo B SEQ ID NO: 23; u (f) CDR3
BapuadepbHON 00JIaCTH JIETKOW LEenH, COAEpsKaIIyI0 MOCIENOBaTeIbHOCTh, YKa3aHHYI B SEQ
ID NO: 24, roe mauueHTy HE NPOBOAWMIIN TMPEAIISCTBYIOIIEE JIeYCHHE Hepe3eKTabelbHOM
MEJIaHOMBL, U I'ie IO MeHblIel Mepe ofgHa no3a aHtutena nporus LAG-3 cocrasnser 160 mr u
[0 MEHbLIEH Mepe OaHa Ao3a aHturena npotuB PD-1 cocrasmsier 480 mr, kaxkable 4eTbIpe
Hezmenu. B ompeneneHHbIX BapuaHTax OCyllecTBJIeHUs aHTUTeno npotuB LAG-3 u aHTUTENO
npotuB PD-1 BBOAST B KauecTBe JIeUeHUs IEPBOI JINHUU.

[0044] B HEkOTOpPBIX BapuaHTaX OCYLIECTBJIEHHUS, OMHMCAHHBIX B HACTOSILEM OIHMCAHUH,
antureno nporuB LAG-3  comepXuT TSDKENyHd M JIETKYIO LN,  COJepsKallue
nocyenoBaTebHOCTH, yKkazaHHble B SEQ ID NO: 30 u 2, cOOTBETCTBEHHO.

[0045] OmguH w3 acmekTOB W300pETEHHUs, OMUCAHHOTO B HACTOSINEM OIHCAHUH,
OTHOCHUTCSI K CIOCOOY JieueHUs: Hepe3eKTaOebHOW MEJaHOMBbI Y MallMeHTa-4YeJIOBeKa, MPUuYeM
crocod BKIIIOYAET BBEACHHE MAlUeHTy 3()PEeKTUBHOrO KOJUYECTBA KAXKAOrO U3 pellaTinMada u
HUBOJNyMa0a, TIe MalWeHTy He MPOBOAMIIM NPEIIIeCTBYIONIee JieUeHHe Hepe3eKTabelbHOM
MEJIAaHOMBI, U TJIe 10 MEHBIIEH Mepe ofHa 103a penariumada coctasnser 160 Mr U Mo MeHbIIeH
Mepe OllHa 103a HUBOJyMaba coctapisieT 480 Mr, KaXKIble YeThIpe HEJEIH.

[0046] OmuH w3 acmekTOB W300pPETEHHs, OMUCAHHOTO B HACTOSIEM OIHMCAHHH,
OTHOCHUTCSI K CIOCOOY JieUeHUsT Hepe3eKTaOeNbHOW MEJIaHOMBbI Y MallMeHTa-4eJIOBeKa, MPUYeM
crocod BKIJIFOYAET BBEIEHUE MALMEHTY 3(()EKTUBHOrO KOJHYECTBAa KaKAOro wu3. (1) aHTHTENa
npotuB LAG-3, comepskaiero TsHKEIYI0 W JIETKYIO LEMU, COAep Kallue IMOCIeN0BATEIbHOCTH,
ykaszaasabie B SEQ ID NO: 30 u 2, cooTBeTcTBeHHO, U (i) anTtuTena nporus PD-1, cogepkammero
nocnenoBaTenbHOCTH, YkazaHHble B SEQ ID NO: 13 u 14, cOOTBETCTBEHHO, Ille MALIUEHTY HE
TIPOBOAMIIN TIPEIIECTRYIOLIEE JICUCHIE Hepe3eKTa0eIbHONH MEJIAHOMBI, U e IO MEeHbIIEH Mepe

onHa no3a antutena npotuB LAG-3 cocraBiasger 160 Mr u mo MeHblLIel Mepe OAHA A03a
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antutena npotus PD-1 cocrasnsier 480 Mr, kaxable 4ETBIPE HEAEIH.

[0047] Omgun w3 acmekTOB H300PETEHHs, ONMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCUTCSI K €rocoOy JIeYeHHs] METACTa3HpYIoIell MeJTaHOMBI Y INMAleHTa-4eJIOBeKa, MPHIeM
croco0 BKIJIIOYAET BBEACHHE MAlUEHTY 3()PEeKTHBHOTO KOJUYECTBA KAXKAOr0 U3 penaTiuMada u
HuBONyMala, IJe MalMeHTy He MPOBOAWIM MNPEIIIECTBYIOLIEe JieueHHe MeTacTasHupyroIen
MEJIAaHOMBI; U TJIe TIO MEHbIIEH Mepe OfHa 103a penaTiuMada cocrasiser 160 Mr v Mo MeHbLIeH
Mepe OfHa 1032 HIUBOJyMaba cocTtasisieT 480 Mr, Kakable YeThIpe HeJEeNH.

[0048] Omun w3 acmekTOB H300pETEHHsi, OMUCAHHOTO B HACTOSIIEM OITUCAHHH,
OTHOCUTCSI K Croco0y JIEYeHHsT METACTa3HPYIOIel MEJTaHOMbI Y MAallHeHTa-4eJI0BEKa, MpUueM
crocod BKIJIIOYAET BBEINEHUE MalMeHTy 3(P(HEeKTUBHOrO KOJUYECTBA Kaxxaoro u3: (i) aHTuTeNna
npotuB LAG-3, coxmepkalero TsDKENyK U JIETKYIO LIeTH, COAep Kallhe MOCIeA0BaTeIbHOCTH,
ykaszanabie B SEQ ID NO: 30 u 2, cooTBeTcTBeHHO, U (i) anTtuTena nporus PD-1, congepkaiero
nocnenoBaTenbHOCTH, YkazanHbie B SEQ ID NO: 13 u 14, cOOTBETCTBEHHO, Tlie MALUEHTY HE
IIPOBOAMIIN IPEIIECTBYIOLIEE JIeYeHNe MeTaCTa3upPYIOLIeil MeaHOMBI, U i€ IO MeHbIIeH Mepe
onHa no3a antutena npotuB LAG-3 cocraBmser 160 mMr m mo MeHblIed Mepe OAHA A03a
antutena npotus PD-1 cocrasnsier 480 Mr, kaxable YETbIPE HEACH.

[0049] Omgun w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCHUTCSI K crocoly JIeYeHHs MeTACTa3upylolled WM Hepe3eKTaOelbHOH MENaHOMBI Y
NAIMEHTA-4eJIOBEKa, MPHYEeM CIIoco0 BKIIFOUAET BBENEHUE MalueHTy 3(PpPeKTHBHOro Komm4ecTsa
KQXI0ro u3 penaminMadba W HuUBOJAymMada, rie MaLUeHTy HE IMPOBOMWIM IPEIIECTBYIOLIEE
JeueHne Hepe3ekTabeIbHONH MENaHOMBI, M TA€ 0 MEHbIIeH Mepe OfHa 103a penariumada
coctaBysieT 160 Mr u mo MeHbluel Mepe ofHa a03a HuBOMyMaba cocraBisieT 480 Mmr, Kaxkable
yerelpe Henmenu. OOMH W3 aceKTOB H300PETEHHs, ONMMCAHHOTO B HACTOSLIEM OINHCAHUHU,
OTHOCHUTCSL K CHOCOOy JIEYeHUs] MeETACTa3MpyIoIlell Wiu Hepe3eKkTabeNbHOW MeJaHOMBI Y
NalMeHTa-4eJIOBeKa, MpHYeM Crocod BKIIOUAET BBeNEHHE MauueHTy 3G ekTHBHOro Komu4ecTna
kaknoro u3; (i) auturena npotuB LAG-3, comeprkaliero TSKENyr U JIETKYIO e , COAepIKalne
nocyenoBaTebHOCTH, ykazanHble B SEQ ID NO: 30 u 2, coorBercTBeHHO, W (ii) aHTHTeNa
npotuB PD-1, copepkamero mocnemoBaTeabHOCTH, ykazaHHble B SEQ ID NO: 13 u 14,
COOTBETCTBEHHO, TIJ€ TMalWeHTy He MPOBOAWIM JIedeHHEe MeTacTa3upyrollel uiu
Hepe3ekTabenbHOH MeNaHOMBI, U TAe MO MEHbLIeH Mepe ofgHa ao3a antutena npotus LAG-3
cocrasisieT 160 Mr u mo MeHblIel Mepe ofHa A03a aHturena npotus PD-1 cocrasnser 480 wmr,
KaK7ble YeThIpe HeNleH.

[0050] OmuH w3 acmekTOB W300pETEHHs, OMUCAHHOTO B HACTOSIIEM OIHMCAHHH,
OTHOCHUTCSl K TPOAYKTY, COAEpIKalleMy peJaTinMald U HHUBOJIyMad Aiisi KOMOWHHPOBAHHOTO
NPUMEHEHUs JUIs JICUSeHUsT METACTa3HPYIOLIeH Ml Hepe3eKTaOenbHON MeJTaHOMBI y TMalfeHTa-
4eJl0oBeKa, KOTOpPOMY HeE MPOBOAWIN MPEALIECTBYIOIIEro JIEUEHHs] MEeTacTa3upyroLlell Wiu
Hepe3ekTabebHON MEeTaHOMBI, T7Ie JISYeHHE BKJII0YAeT BBEACHHUE MO0 MEHBIIEH Mepe OHOH A03bI
penarnumada, cocrasisitomed 160 Mr u o MeHbluel Mepe OJHON 1036l HUBOJIyMada B 1o3e 480
MT, KaX/1ble YEThIPE HENEIIH.

[0051] OmguH w3 acmekToB H300PETEHHUs, OMUCAHHOTO B HACTOSIEM OIMCAHUH,
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OTHOCUTCSI K TPOAYKTY, coaepskaimiemy antureno npotuB LAG-3, comepikainee TsDKENYH U
JETKyH0 ILenu, COAeprkKalue IMOocienoBaTeabHOCTH, ykazaHHble B SEQ ID NO: 30 u 2,
COOTBETCTBEHHO, U aHTUTENO NMpoTuB PD-1, conmepskalnee mocie0BaTeNbHOCTH, YKa3aHHbIE B
SEQ ID NO: 13 u 14, cOOTBETCTBEHHO IJisI KOMOMHHUPOBAHHOIO TNPUMEHEHUS I JICUEHHs
METaCTa3UPYIOLUeH WM Hepe3eKTa0eabHOH MeNaHOMBbI y MalMeHTa-4eJIOBeKa, KOTOPOMYy He
IPOBOAMIIN TPEIIIECTBYIOIIETO JEYSHUST METACTa3UPYIOLIEH HITH Hepe3eKTa0eIbHONH MeIaHOMBI,
I7ie JIeYeHUe BKJIIOYaeT BBEJEHHE 0 MEeHbllel Mepe OAHOM n03bl aHTUTena npotuB LAG-3,
cocrapsirolieli 160 Mr, m mo MeHbulell Mepe OAHOH A03bl aHTUTena mnporus PD-1,
cocrasisitoieii 480 Mr, KakJble YeThIpe HEEIH.

[0052] Omgun w3 acmekTOB H300pETeHHs, OMUCAHHOTO B HACTOSINEM OMHMCAHUH,
OTHOCHUTCSI K TIPOAYKTY, comep:kamemy antuteno npotuB LAG-3, comepxamee (a) CDRI1
BapuadeIbHON O0IACTH TSDKEJION IeNH, COAEpPIKaIly0 MOCIeN0BaTENbHOCTD, YKa3aHHyo B SEQ
ID NO: 7; (b) CDR2 BapuabenbHOi 007aCTH TSDKENOH  LEMU, COIEPIKAIIYIO
MOCJIEIOBATENBHOCTD, Yka3aHHyo B SEQ ID NO: 8; (¢c) CDR3 BapuabenbHOM 00IACTH TSKEIOM
LeMNy, COAEPXKAIIYI0 TMOCIeNoBaTeNbHOCTh, ykazanHyto B SEQ ID NO: 9; (d) CDRI
BapradepbHON O0JIaCTH JIETKOW LENH, CONEpsKaIIyI0 MOCIEA0BATEIbHOCTh, YKa3aHHYI0 B SEQ
ID NO: 10; (e) CDR2 BapuabenpHONW 00JacTU JIETKOW LEMH, COAEPIKAIIYIO
NOCJIEIOBATENBbHOCTD, YKa3aHHyo B SEQ ID NO: 11, u aaturteno npotus PD-1, conepskaiee (a)
CDRI1 BapuabenbHOM 0OIACTH TSIKEION LeTH, CONepKaIIyo MOCIeN0BATeIbHOCTD, YKa3aHHYIO
B SEQ ID NO: 19; (b) CDR2 BapuabenbHOil 007acTU TSDKEIOH LEMH, COAEPKAIIYIO
nocjenoBaTenbHOCTh, ykasanHyro B SEQ ID NO: 20; (¢) CDR3 BapuabenbHO# oOmactu
TSDKEJION LIeMu, COIepIKaIlyIo MOCIenoBaTebHOCTh, YkazaHHyo B SEQ ID NO: 21; (d) CDRI1
BapuabeNbHONH 00JACTH JIETKOH LIETH, CONEPIKALIYIO MOCIeAOBaTeIbHOCTD, YKa3aHHyI0 B SEQ
ID NO: 22; (e) CDR2 BapuabenbHON 00MacTu JIETKOW  LEMH, COAEPKAIIYIO
nocyienoBareibHOCTh, ykasanHyio B SEQ ID NO: 23; u (f) CDR3 BapuabenbHOl obOnacTu
JIETKOM IIenH, COIEp’KaIlyr IOCIeN0BaTeNbHOCTh, yka3zanHylo B SEQ ID NO: 24, nnsa
KOMOWHHUPOBAHHOTO TPUMEHEHUs] JJISl JICYCHUsST METACTA3HMPYIOLIeH WM Hepe3eKTaOenbHO
MEJaHOMBl Yy TMAalleHTa-4el0OBeKa, KOTOPOMY He IMpPOBOAMIN MPEAIIEeCTBYOIIee JeUeHHe
METACTa3upPYyIIEeH WIN HePe3eKTa0eJbHOW MENaHOMBI, IJe JICYCHHE BKIIOYAET BBEICHHE IO
MeHbLIeH Mepe OfHOM 103kl anTtuTena npotuB LAG-3, cocrapnsromeit 160 mr, U o MeHbLuei
Mepe OAHOM 103kl aHTuTeNa NpotuB PD-1, cocrasistomeit 480 Mr, Kakable YEThIPE HEEIH.

IMOJAPOBHOE OIMMCAHUWE U30BPETEHUA

[0053] B ogHOM acniekte HacTosimee H300peTeHHEe OTHOCHTCS K YCOBEPIICHCTBOBAHHOMY
croco0y JieueHus! 3JI0Ka4eCTBEHHBIX OIMyXOJieH y MaleHTa-4ejJoBeka. B yacTHOCTH, HacTosee
u300peTeHne JEeMOHCTPUPYET, YTO BBeneHue aHtutena npotuB LAG-3 B koMOuHammu C
anTuTesioM npotuB PD-1 pocTuraer HEOXKUAAHHO JYYIIUX MCXOAOB JIEUYEHHS B BBIOOPKE
NalUEeHTOB, KOTOPbIM paHee He NMPOBOAMIIM MPEALIECTBYIOIIYI0 CHUCTEMHYIO Tepanuioo. Takum
o0pa3oM, B OJHOM acrekTe H300peTeHHe, ONMMCAHHOE B HACTOSIIEM ONHCAHUHU, OTHOCHTCS K
croco0y JieueHHsI paHee He MOABEPraeMol JICUEHHI0 METAaCTa3upYIoLIeil Ml Hepe3eKTabeabHOI

MEJIaHOMBI TTOCPEACTBOM BBeneHus1 komOmHammu uHruoOuropa LAG-3 (Hampumep, aHTUTENO
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nporus LAG-3) u uarunduropa kackaga PD-1 (Hanpumep, antureno nporus PD-1).

1. Onpenenenus

[0054] YToOs! HacTosiiiee nzobpereHue crano Oonee MOHATHBIM, CHaydala ONpeaeseHb
orpereNeHHble TepMHUHBL. Kak HCIONb3yIOT B HACTOSILIEH 3asBKE, 3a MCKIIOYEHHEM CIIydaes,
KOTJIa sIBHO YKa3aHO B HACTOSAILIEM OIHCAHUU, KAX/bIH U3 NPUBEACHHBIX HIDKE TEPMUHOB UMEET
3HaUeHHe, yKa3aHHOe Hibke. JIOMOJHUTENbHbIE OIpeNeNeHUs] MPUBEIEHbl Ha NPOTSKEHUU
HACTOSIIEHN 3asIBKHU.

[0055] "Antuteno" (Ab) BkiOYaeT, HO HE OrPaHUYMBAETCS OSTUM, TJIMKOMPOTEUH
UMMYHOTJIOOYJIUH, KOTOPBIA CHEHU(PHUYECKH CBSI3bIBAETCS C AHTUIEHOM U COIEPXKHT IO
MeHbIneil Mepe nBe Tsokenbix (H) uenu u nBe nerkux uenu (L), COEMUHEHHBIX APYT C IPYrom
mucynbhuaabME cBsizsiMi. Kaknas H-tienb copep:kut BapraOeNbHyI O0JacTh TSKEJIOW Leru
(cokpameHHo o603HaYaeMasi B HACTOSIIEM ONMMMCAHUH KaK Vi) U KOHCTAHTHYIO 00JIaCTh TSDKEJION
nernn. KoHcTaHTHAst 005acTh TSDKEJOW LIEMU COAEPIKUT TPU KOHCTAHTHBIX AomeHa: Cyi, Cip U
Cus. Kaxmas nmerkast nenb comep:kutT BapuabenbHYI0 00JACTh JIETKOW Lenmu (COKPAIleHHO
o0o3Hauaemass B HACTOSALIEM ONMHCAHWH KaK V) W KOHCTAHTHYK O0OJacThb JIETKOH Lemu.
KoncranTHast 00J1aCTh JIETKOH ey CONeP KUT ONUH KOHCTaHTHBIN nomeH, Cp. Obnactu Vy u Vi
MoryT OBITh Jajee Tmojapa3feleHbl Ha o0nacTH rumnepBapuabeNbHOCTH, HAa3bIBAEMbIE
OTIPENEeNAIOIUMH  KOMILIeMeHTapHOCTh obnmactamu (CDR), Mexay KOTOPBIMH HaxXOASTCS
o0acTi, KOTOpbIE SBISIOTCS 0OJiee KOHCEPBATUBHBIMH, Ha3bIBa€Mble KAPKACHBIMH OOJIACTSIMH
(FR). Kaxxnas Vy u Vi, conepxur tpu CDR u uersipe FR, pacnonoskenneie ot N-konua k C-
koHIy B caenyroomem nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. BapuabenbHbie
00J1acTH TSKENOH U JIETKOH 1ienel cofepakaT CBA3bIBAIOIINN JJOMEH, KOTOPBIH B3aUMOJIEHCTBYET
c antureHoM. KoHCTaHTHple O0NacTH aHTUTENAa MOTYT ONOCPENOBATH  CBSI3bIBAHHE
UMMYHOTJIOOYJIMHA C TKaHAMH Wi (pakropamMu XO3siMHA, BKJIOYAs pa3IM4YHbIE KIIETKU
UMMYHHOH cucTeMbl (Hampumep, 3¢dexropHble kinerku) u mnepBelii kommoneHtT (C1q)
KJIACCUYECKOI CHCTEMbI KOMIUIEMEHTa. Tsikenast 1enb MOKeT uMeTh C-KOHLIEBOH JIN3UH WU HE
uMeThb ero. Eciii B HaCTOSIIEM OMUCAHUN HET MHBIX YKa3aHUN, aMHHOKHUCIIOTHI B BapruabeTbHbIX
00J1acTsIX MPOHYMEPOBAHBI C MCIIOJIB30BAHUEM CHCTEMbl HyMepauun Kabat 1 aMUHOKHCIIOTHI B
KOHCTaHTHBIX 00JIACTSIX MPOHYMEPOBAaHbI ¢ UCHoJb30BaHueM cucteMbl EU. B onHOoM BapuanTe
OCYIECTBIIEHHS AaHTUTEJIO NPEACTABIISIET COOOH MOIHOPAa3MEPHOE aHTUTEIIO.

[0056] VMMmyHOrNIOOYIMH MOXKET MPOUCXOAUTH W3 JIIOOOTO W3 IMHPOKO H3BECTHBIX
M30TUIIOB, BKJIIOYasi, HO He orpaHu4uBasce umu IgA, cexperopusiii IgA, IgG u IgM. Iloaknaccel
IgG Takxe W3BECTHBI CIELUANUCTAM B JAaHHOW 00JacTH, M OHH BKIKOYAT, HO HE
orpannuuBatorcsa umi, IgGl, 1gG2, IgG3 u IgG4 yenoseka. "M3oTun" oTHOCUTCA K KJaccy WM
noakiaccy anturena (Hampumep, IgM wmm IgG1), koTOpeIi KOIUpPYeTCs TeHaMHU KOHCTAHTHOMN
oOxactu Tspkenoi nenu. TepMuH "aHTHTENO" BKIFOYAET B KA4ECTBE NMPUMEPA MOHOKJIOHAJIbHBIE
U TIOJIVKJIOHAJIBHBIE aHTHUTENA; XUMEPHbIE U TYMAaHU3UPOBAaHHBIE AHTUTENA, AHTUTEJA YeJIOBEKa
WIA HE SBISIOLINECS YeJIOBEUYECKUMH AHTHUTENA;, IOJHOCTBIO CHHTETHYECKHE AaHTHTENa |
OfHOLENOYeyHble aHTUTeNna. He sBisAomieecs YeNOBEYECKHMM AHTHTEIO MOXKET OBITh

I'YMaHU3MPOBAHO PEKOMOMHAHTHBIMHU CIIOCOOAMU JIi YMEHBIIEHHs €r0 WMMYHOT€HHOCTH Y
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yenoseka. Korza sBHO He yKa3aHO U €C/IM KOHTEKCT He YKa3blBaeT Ha UHOE, TEPMUH "aHTUTENO"
BKJIFOYAET MOHOCIerudpuueckue, oOucnennpudeckne WM MyJbTUCTIEHU(PUYECKUE AHTUTENA, a
TAK)K€ OJIHOLIETIOUEYHOE AaHTUTENO. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHHsS] AHTHTENO
npeAcTasisier coboit Oucnennduueckoe aHTUTENO. B Ipyrux BapuaHTax OCYLIECTBICHHS
AHTUTEJIO MpeAcTaBisieT coOoil MOHOocHeuuduyeckoe aHTUTENO. B OfHOM acmekTre HM30THIl
KOHCTAHTHOH oOnactu npencrasisier codoii IgG4 ¢ myTanmeil B aMHHOKHCIIOTHOM OcTaTke 228,
Hanpumep, S228P.

[0057] Kak ucnonb3yroT B pamkax uzoOperenusi, "IgG-aHTUTENO" UMEET CTPYKTYpY
BCTpeyarouerocss B npupone IgG-aHTturena, T.e. OHO MMEET TO K€ KOJIMYECTBO TSKEIbIX U
JIETKUX Lened W AucyNb(UAHBIX CBsi3el, 4TO U y BCTpewaromerocsi B npupone IgG-anturena
toro ke monknacca. Hampumep, 1gGl-, IgG2-, IgG3- umm IgG4-antureno mporus LAG-3
coctouT u3 aAByX Tsokenbix neneit (HC) u aByx nerkux nemneii (LC), rae nBe TsoKeNbIX LEeNH U
JIETKUX LIEMH CBSI3aHbl OJHUM M TEM K€ KOJUYECTBOM AMCYJIb(UIHBIX MOCTUKOB U B OTHOM H
TOM JK€ HUX mnojoxkeHuH, 4ro U B HaTuBHbIX IgGl-, IgG2-, IgG3- u IgG4-anturenax,
COOTBETCTBEHHO (€CIM B QHTHUTEJIO HEe BHECEHA MyTalus sl MOAU(UKAIMH TUCYIb()HUIHBIX
CBsI3ei).

[0058] "BrineneHHOe aHTUTENO" OTHOCUTCS K AHTUTENY, KOTOPOE SIBJISIETCS 110 CYIECTBY
CBOOOIHBIM OT APYTUX AHTUTEJN, UMEIOLIUX IPYTYI0 aHTUT€HHYIO CIEeUn(pUIHOCTb (HAIpUMep,
BBIJIEJIEHHOE aHTUTEINO, KOTOpoe creunguiecku cpsi3biBaercs: ¢ LAG-3, sBisercs mo CymecTBy
CBOOOIHBIM OT aHTUTEN, KOTOpble He cBsi3biBatOTCs crneruduueckn ¢ LAG-3). Opnako
BBIJIEJIEGHHOE AaHTHUTENO, KoTopoe crenuduyeckn cpsspiBaercs ¢ LAG-3, moxer obnanath
NePEKPECTHON PEAKTUBHOCTBIO B OTHOIIEHUH JPYTUX AHTUI'€HOB, TAKUX Kak Monekysel LAG-3
u3 apyroro Buaa. bosee Toro, BeIIE€IEHHOE aHTUTENIO MOXKET OBITh IO CYINECTBY CBOOOAHBIM OT
APYroro KJIETOUYHOrO MaTepualia u/Mii XMMUYEeCKUX BELeCTB.

[0059] ArTUTENO MOXKET PEACTABJISITh COOOM aHTUTENO, KOTOPOE H3MEHEHO (Hampumep,
NIOCPECTBOM MYyTAllMH, EJICLUH, 3aMEHbI, KOHBIOTALIUHU C YaCThIO, HE SBJISTFOIIENCS] aHTUTENIOM).
Hanpumep, aHTHTENO MOXKET BKJIOYATh OJHY WJIM HECKOJIBKO aMHHOKHCJIOT-BAPHUAHTOB (I10
CPAaBHEHHMIO C BCTPEYAIOIIUMCS B MPHPOAE AHTUTENIOM), KOTOpbIE H3MEHSIOT CBOMCTBO
(Hampumep, QYHKLIMOHAIBHOE CBOWCTBO) aHTUTeNa. Hampumep, B HaHHOW OONACTH WU3BECTHBI
MHOTOYHCJICHHbIE TaKHE€ W3MEHEHHs, KOTOpbIe BIHAIOT, HANpPHMEp, HAa BpeMs MOJY>KU3HHU,
s¢pdexTopHyro (QYHKUMIO W/HIH WMMYHHBIM OTBET Ha AQHTUTENIO Yy TalueHTa. TepMuH
"aHTUTENO" TaKXKe BKJIIOYAET MWCKYCCTBEHHbIE TMOJMUMENTUAHbIE KOHCTPYKLUH, KOTOpbIE
COZepIKAT MO MEHbLIEH Mepe OUH MPOUCXOISALINHA U3 aHTHUTENA AHTHTCHCBSI3bIBAIOLIINN LIEHTP.

[0060] Tepmun "monokyoHampHOEe aHTHTEN0" ("mMAb") oOTHOCHTCE K  He
BCTPEYAOLIEMYCsl B TIPUPOAE TMPENapaTy MOJIEKYJ aHTUTEN C OJHUM MOJIEKYJISIPHBIM COCTaBOM,
T.€. MOJIEKYJ AHTHUTEJ], YbU TIEPBUYHBbIC IIOCIENOBATEIBbHOCTH SIBJISIFOTCS IO CYIIECTBY
UICHTHYHBIMH M KOTOpPBIE TPOSBISIOT OAHY CHNEHU(PUUHOCTb CBsI3bIBaHUS W apPUHHOCTH B
OTHOILIEHUH KOHKPETHOro smutona. MAb sBisieTcss mpuMepoM BbleNeHHOro aHtutena. Mab
MOJKHO TIOJIy4aTh CIIOCOOOM THOPHIOM, PEKOMOMHAHTHBIMH, TPAHCT€HHBIMH WM APYTHMHU

CHOCO6aMI/I, HU3BECTHBIMH CIELUAIMCTaM B JaHHOM obnacTu.
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[0061] Amnrtureno ‘"denosexka" (HuMADb) otHocuTCS K aHTHTENy, HMEIOIIEMY
BapuabenpHbIe 00J1aCTH, B KOTOPBIX Kak KapkacHble oOnacty, Tak u odnactu CDR nmpoucxonsr
U3 MOCJIEI0BATENbHOCTEN HIMMYHOTIOOYIMHOB 3apOABIIIEBOrO TUIIA YenoBeka. bonee Toro, ecnu
AHTUTEJIO COMEPKUT KOHCTAHTHYK OONacTh, KOHCTAHTHasi OOJacTh TakXe HPOUCXOOUT W3
HIOCJIEIOBATENIbHOCTEH HMMYHOIIIOOYJIMHOB 3apO/IBIIIEBOrO THITA YeJOBeKa. AHTHUTENA YeIOBEeKa
N0 M300peTeHHI0 MOIyT BKJIIOYaTb AMHUHOKHCJIOTHBIE OCTAaTKH, HE KOAUPYEMbIe
HIOCJIEIOBATENILHOCTSIMA ~ UIMMYHOTIJIOOYJIMHOB ~ 3apOJBIIIEBOIO THIA 4YelloBeKa (Hampumep,
MyTalLll{, BHECEHHbBIE TIOCPEICTBOM CIIYYaiHOIO WJIM CAaHT-HANpPaBJIEHHOTO MyTareHesa in Vvitro
WIN TIOCPEACTBOM COMATHUYECKON MyTaluu in vivo). OnHaKO He MOApa3yMeBaeTCs, YTO TEPMUH
"aHTUTEJNIO YesioBeKa", KaK UCIIONIb3YIOT B paMKax M300pETeHHs], BKIIOUAET aHTUTENA, B KOTOPBIX
nocnenosatenbHocTd  CDR, mpoucxonsmue U3 3apoAbIIIEBON JIMHUM JPYyroro BHAA
MJIEKOTIUTAIOLIUX, TAKOIO KaK MbIlIb, TPAHCIUIAHTUPOBAHBI B IOCJIENOBATENbHOCTH KapKacHON
obnactu 4enoBeka. TepmuHbl aHTUTENA "denoBeka" W "MOJMHOCTBIO HEJIOBEYECKHE" aHTHTENa
HCIIOJIB3YIOTCS] B KAY€CTBE CUHOHNMOB.

[0062] "I'ymaHM3MpOBaHHOE aHTUTENIO" OTHOCUTCS K AHTUTENY, B KOTOPOM HEKOTOpBIE,
OOJNBIIMHCTBO WJIM BCE U3 aMHUHOKUCIIOT BHE HOMEeHOB CDR He SBISIOIIErocsl 4eloBeUeCKUM
aHTUTeNa  3aMEHEHbl  COOTBETCTBYIOLIMMH  aMHHOKHMCIOTAMH,  MPOUCXOIALIMMHU U3
UMMYHOTJIOOYJIMHOB 4YesioBeKka. B 0OTHOM BapHaHTe OCYIIECTBJIEHHS T'yMaHU3UPOBAHHONW (DOPMBI
aHTHUTENIa HEKOTOpbIE, OONBIIMHCTBO WJIM BCE W3 aMHHOKHCIOT BHe noMeHOoB CDR 3ameHeHbl
AMHHOKHUCJIOTAMH M3 UMMYHOTTIOOYJIMHOB Y€JIOBEKA, B TO BPEMsI KaK HEKOTOpBIE, OOJIBIINHCTBO
WM BCE aMUHOKUCJIOTBI B OHOM MM Heckodbkux oOnactsix CDR ABIsAOTCS HEM3MEHEHHBIMU.
SBnsrOTCA  MONMYyCTUMBIMH ~ HEOOJbIIME BCTABKH, J€JIE€LUH, HHCEPLUH, 3aMeHbl WJIHU
MOAM(UKALMY AMUHOKHUCIIOT TPH YCJIOBHH, YTO OHM HE YCTPAHSIOT CHOCOOHOCTb AaHTHTENA
CBSI3bIBATh KOHKPETHBIM aHTUreH. "I'yMaHW3UpPOBAHHOE" AHTHUTENO COXPAHSAET AHTUT€HHYIO
creu(pUIHOCTD, CXOAHYIO C AHTHICHHOHN CIIEeIM(YUIHOCTBIO HCXOHOTO aHTHTENA.

[0063] "XumepHoe aHTHTENO" OTHOCHUTCS K AaHTHUTENy, B KOTOPOM BapualOesbHbIE
00J1aCTH MPOMCXOAST U3 OAHOTO BUAA U KOHCTAHTHBIE OOJIACTH MPOUCXOMASAT U3 APYroro BHIA,
TAKOMYy KaK aHTHTEJO, B KOTOPOM BapHalesbHble 00JIACTH MPOUCXOAST M3 AHTUTENA MBIIIH U
KOHCTaHTHbIE 00JIaCTH MPOUCXOIST U3 AHTUTEJIA YEIOBEKa.

[0064] AxTHTENnO "HpPOTHB aHTUreHA" OTHOCHUTCS K QHTHTENY, KOTOPOE CHElU(pHUECKH
cBsi3bIBaeTCs ¢ aHTUreHoM. Hanpuwmep, antureno npotuB LAG-3 cnenndudecku CBsI3bIBAETCS €
LAG-3.

[0065] " AHTUTE€HCBA3BIBAIOIAS JacTh" aHTUTENA (Takske Ha3bIBaeMast
"aHTUTeHCBSA3BIBAIOIIMM (PPAarMeHTOM") OTHOCHUTCS K OJHOMY HWJIM HECKOJBKUM (hparMeHTam
aHTHUTENA, KOTOPBIE COXPAHSIOT CIIOCOOHOCTH CIELU(PHUYECKH CBS3BIBATBCS C AHTUTCHOM, C
KOTOPBIM CBSI3bIBAETCSI LIEJIOE aHTUTENO. BBUIO MOKa3aHo, YTO AHTUT€HCBAZBIBAIOINYIO (DYHKIIHIO
AHTHUTEJI MOTYT BBINOJHATH (PPArMEHTHl WJIM YacTH NOJHOPAa3MEPHOro aHtutena. llpumepsr
CBSI3bIBAIOINUX (PPArMEHTOB, OXBATHIBAEMBIX TEPMUHOM "aHTUI'€HCBSA3BIBAIOINAS YaCTh' WU
"aHTUIeHCBA3BIBAIOIIMK  (parMeHT” aHTUTENna, Hampumep, aHturena nporuB LAG-3,

OIMMCAHHOI'O B HACTOAIIEM OIIMCAHHUH, BKIIFOYAKOT:
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(1) Fab-dparmenT (pparment, nmonyyaemslii MOCPEACTBOM PACINEIUICHHUS MATAWHOM) WIIN
CXOIHBIA OJHOBAJIEHTHBIN (hparMeHT, cocrosiuii u3 nomeHos VL, VH, LC u CH1;

(2) F(ab’)2-¢pparmenT (¢pparMeHT, nosydaeMblii MIOCPENCTBOM PACIIETIIICHUS] NIETICHHOM)
WIN CXOIHBIM JABYXBaJEHTHbIM (parmeHt, conepxkamuii nsa Fab-gparmenra, cBs3aHHbBIX
AUCYIb(GUIHBIM MOCTHKOM B IIAPHUPHON 00JacTH;

(3) Fd-dpparment, cocrosimmii uz nomeHoB VH u CHI,;

(4) Fv-parment, cocrosiumii u3 nomeHoB VL u VH onHoro mie4a aHTurena,

(5) onHomomenHbI# pparmenT anturena (dAb) (Ward et al., (1989) Nature 341:544-46),
KOTOpBIN cocTouT n3 VH-nomeHa;

(6) OMOTHOMOMEHHOE AHTUTENO, KOTOPOE COCTOMT W3 NBYX VH-IOMEHOB, CBSI3aHHBIX
NIOCPEICTBOM LIAPHUPHON 00NacTH (NMepeHaleInBaloIIe aHTHTENa C ABOWHOW apPUHHOCTHIO
(DART));

(7) uMMyHOTIIOOYJIMH C TBOWHBIM BapHaOeIbHBIM TOMEHOM,;

(8) BBIIENIEHHYIO OMPENeNSIONYI0 KoMIieMeHTapHocTh obnacts (CDR); u

(9) xomOuHammro aByx winu Gonee BeieneHHbIX CDR, koTOphie HEOOS3aTENBHO MOTYT
OBITH CBsI3aHBI TIOCPEACTBOM CHHTETHYECKOTrO JIMHKepa. bomee Toro, xors nBa nomeHa Fv-
¢parmenta, VL u VH, KomupyroTcs OTAENbHBIMH T'€HaMH, OHU MOTYT OBITb CBSI3aHBI, C
UCTIONb30BAHUEM PEKOMOMHAHTHBIX CIIOCOOOB, TOCPEACTBOM CHHTETHYECKOTO JIMHKEpA,
KOTOPBIH MO3BOJISIET TIOJYYEHUE UX B KAYeCTBE €AMHON OENKOBOH Lienu, B KOTopoi obmactu VL
u VH o0pasyroT napy, GopMHUpYst OTHOBAJIEHTHbIE MOJIEKYJIbI (M3BECTHBIE KaK OHOLETIOYEUHBIN
Fv (scFv); cm., Hanmpumep, Bird et al. (1988) Science 242:423-426; u Huston et al. (1988) Proc.
Natl. Acad. Sci. USA 85:5879-5883). IlonpasymeBaercs, UTO TaKU€ OJHOLIETIOYEUHbIE aHTUTENA
TAK)K€ OXBATHIBAIOTCS TEPMUHOM "aHTUT€HCBS3BIBAIOINAS YacTh" WM "aHTHUICHCBSI3BIBAIOLIHI
¢dparment” anTuTeNna. DT GparMeHThl AHTUTEJ MOJYYAIOT C MCHOJIb30BAHHEM OOLIETIPHHATHIX
crIoco00B, M3BECTHBIX CIIELUAINCTAM B JAHHOH 00JaCTH, U (parMeHThI MOJBEPratOT CKPUHUHTY
B OTHOIIGHHWH TNPUMEHHMMOCTH aHAJOTMYHO TOMY, KaK M MHTAKTHbIE aHTUTENA.
AHTHIeHCBSI3bIBAIOLINE YaCTH MOXKHO IMOJy4daTh crocobamu pexomOuHanTHbIXx JIHK win
nocpeacTBoM  (EPMEHTATHMBHOTO  WJIM  XHUMHYECKOTO  PACLICTUICHWs]  HHTAKTHBIX
UMMYHOTJIOOYJTMHOB. B HEKOTOPBIX BapuaHTaX OCYINECTBJICHUS] aHTUTENO MPEICTABISET COOOH
AHTUTCHCBS3BIBAIOIIHNNA (PPArMEHT.

[0066] Tepmun "LAG-3" otHOCHTCS K TeHy akTuBanmu Jumbouutos 3. Tepmun "LAG-
3" BKJIFOWAET BapUaHTHI, W30(OPMBI, TOMOJIOTH, OPTOJOru U mapaioru. Hampumep, antuTena,
cneunpuyasie kK Oenky LAG-3 dyenoBeka, B OINpENENEHHBIX CIy4asX MOTYT MEPEKPECTHO
pearmpoBath ¢ Oenkom LAG-3 W3 BHIa, OTIIMYHOrO OT dYeEJOBEKa. B JApyrux BapuaHTax
OCYIIECTBJICHUS] aHTHUTeNA, crierududable B oTHOmeHnn Oenka LAG-3 uenoBeka, MOTYT ObITh
NOJHOCTBIO  cnenuduyueckumu B oTHomeHuun Oenka LAG-3 dyemoBeka W MOryT He
IEMOHCTPHPOBATh BHIOBYKO WM APYTrHe€ THIBI NEPEKPECTHOW PEaKTHBHOCTH, WM MOTYT
nepekpecTtHO pearupoBaTh ¢ LAG-3 U3 onpeneneHHbIX APYTUX BUAOB, HO HE M3 BCEX APYTHUX
BUAOB (Hampumep, nepekpectHo pearupytoT ¢ LAG-3 obe3psHbl, HO He ¢ LAG-3 mbimm).

Tepmun "LAG-3 uenosek" otHocurcsa k LAG-3 ¢ nocnenoBaTenbHOCTBIO YEIOBEKA, TAKONW Kak
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MOJIHAsi aMUHOKHCJIOTHAsl mocnienoBaTeabHOCTh LAG-3 uenoBeka, MUMENOIIasi HOMEp IOCTyTma
GenBank Ne NP 002277. Tepmun "LAG-3 wmpmun" ortHocures k LAG-3 ¢
MOCJIEI0BATENBHOCTHIO MBIIIN, TAKOW Kak MOJIHAsi aMUHOKHCIOTHas nocaenoBaTenbHocTh LAG-
3 mbiy, uMeromas Homep aoctyna GenBank Ne NP_032505. LAG-3 tax:ke U3BECTEH B JTaHHOU
obnactu kak, Harpumep, CD223. [TocnenoBarenpHocTh LAG-3 denoBeka MOXET OTIHYAThCS OT
LAG-3 uyenoseka ¢ HomepoM poctyna GenBank Ne NP 002277 namuuuem, Hampumep,
KOHCEPBATUBHBIX MYTAallMil MJIM MyTallii B HEKOHCepBaTHBHbIX obnactsx, 1 LAG-3 umeer mo
CYLIECTBY Ty ke Ouojorundeckyro (yHkuuioo, 4to U LAG-3 dYenmoBeka ¢ HOMEPOM MAOCTyMa
GenBank Ne NP 002277. Hanpumep, Ouonoruueckas ¢pynkumus LAG-3 yenoBeka COCTOUT B
HaJIUYUU 3MHUTONA BO BHEKJIETOYHOM JomeHe LLAG-3, ¢ KOTOpBIM CBSI3BIBAE€TCS AHTUTENO IO
HacrosimeMy u3o0peTeHuro, wiu Ouojormueckas ¢yHkuus LAG-3 yenoBeka COCTOUT B
cBs3biBaHuU ¢ Mosekyiamu MHC knacca II.

[0067] Konkpernast nmocnenoBarenbHOCTh LAG-3 uenoBeka, Kak MPaBUIIO MO MEHbBIIEH
Mepe Ha 90% uaeHTHYHa aMUHOKHUCIIOTHON nocnenoBaTenbHOCTH LAG-3 yenoBeka ¢ HOMEpOM
noctyna GenBank Ne NP 002277 u copmepXMT aMHUHOKHCJIOTHBIE OCTAaTKHM, KOTOpBIE
UICHTUQUIHUPYIOT aMHHOKUCIIOTHYIO TIOCJIENOBATENbHOCTh KaK MOCIENOBATENIbHOCTD YEJIOBEKA
10 CPABHEHHUIO C aMUHOKUCIIOTHBIME TocyenoBatenbHocTsiMu LAG-3 npyroro Buna (Hanpumep,
mpin). B ompenenenHeix cnydasx LAG-3 uenoBeka MoxeT OBITb NO MeHbIIEH Mepe
npuOam3uTeNlbHO Ha 95% wiM gaxke TO MeHbLIeH Mepe mnpuOIu3UTeIpHO Ha 96%,
npuOIM3UTEeNIbHO Ha 97%, npubnusurtenbHo Ha 98% wiu npubau3uTesibHO Ha 99% waeHTHYeH
aMUHOKUCJIOTHOH nocnenoBaTenbHocTH LAG-3 ¢ Homepom pgoctyna GenBank Ne NP 002277. B
ONpEAENEeHHBIX  BAapUAaHTAax  OCYLIECTBIEHUs  mnociaeposarenbHOCcTh LAG-3  denoseka
IeMOHCTpHUpyeT He Ooniee 10 aMHUHOKMCJIOTHBIX OTJIMYHEI OT mocnemoBarenbHOCTH LAG-3 ¢
HoMepoMm poctyna GenBank Ne NP 002277. B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHHS
LAG-3 dyenoBeka MOXET IeMOHCTpUpOBaTh He Oonee S5, uiam naxe He Oonee 4, 3, 2 wm 1
AMUHOKHUCJIOTHOTO OTJINYMsI OT nocienoBareiabHocTH LAG-3 ¢ Homepom noctyna GenBank Ne
NP 002277. IIpOuUeHTHYH0 HAEHTUYHOCTb MOXKHO ONpPENENsATh, KAK ONHUCAHO B HACTOSLIEM
OTIMCaHUU.

[0068] Kak  wmcrmome3yroT B paMKax  W300peTeHHs, TEPMHHBI  "OeJoK
3amporpaMMHUpPOBaHHON cMmepTH 1", "Oenok 3amporpaMMHPOBAHHOW KJIETOUHOW cmepTtH 1",
"6enok PD-1", "PD-1", "PD1", "PDCD1", "hPD-1" u "hPD-I" ucnonbs3yroT B3aMO3aMeHsIEMO, U
OHHM BKJIFOYAIOT BapHaHThl, uU30(OpMbI, BHUIOBbie Tromosiorn PD-1 uenoBeka, u aHanorwy,
UMEIOIIHe O MeHbIIel Mepe oauH obmuii snuton ¢ PD-1. ITonnas nocnenosarensHocTh PD-1
MOKeT ObITh HaliieHa ox HomepoM aoctyna GenBank Ne U64863.

[0069] Benok 3amporpammupoBanHoil cmeptu 1 (PD-1) sBusercs WHruOUTOPHBIM
npencraBuTeneM cemeiicta peuentopoB CD28, koropoe Takxke Bkmouaer CD28, CTLA-4,
ICOS u BTLA. PD-1 »skcmpeccupyercs Ha akTUBUPOBaHHbIX B-knerkax, T-knerkax u
MHUENONAHBIX KieTkax (Agata et al., Beime, Okazaki et al. (2002) Curr. Opin. Immunol. 14:
391779-82; Bennett et al. (2003) J Immunol 170:711-8). IlepBoHavyaibHbIE MPEACTABHTEIH

cemetictBa, CD28 u ICOS, ObuIH OTKPBITBI HA OCHOBE (PYHKLIMOHAJBHBIX 3((PEKTOB YCUICHUS
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npoiudepanun T-kinerok mocie nodasiernss MOHOKJIOHANbHBIX aHTHTeN (Hutloff et al. Nature
(1999); 397:263-266; Hansen et al. Immunogenics (1980); 10:247-260). PD-1 Obi1 OTKpPBIT
MOCPEICTBOM CKPUHHMHIA B OTHOLIEHWH Au(pdepeHnnasbHOl 3KCIpeccd B amoONTOTHYECKUX
knerkax (Ishida et al. EMBO J (1992); 11:3887-95). JIpyrue npencrasurenu cemeiicrsa, CTLA-
4 u BTLA, ObuiM OTKpPBITBI INOCPEACTBOM CKPHHUHIa B OTHOWIEHWH uddepeHnrnanbHomn
sKcIpeccuu B IUTOTOKCHYeckux T-nmumdonmurax u THI1-knerkax, cooTBercTBeHHO. Bee u3
CD28, ICOS wu CTLA-4 wumerOT HemapHbli OCTaTOK LUCTEHHA, MO3BOJIIFOIIUIN
romoauMepusauno. Hanporus, npennonaraercs, uro PD-1 cymecTByeTr B kauecTBe MOHOMEPA,
JHUIIEHHOTO He UMEIOIIEro Maphl OCTaTKa [IUCTEUHA, XapaKTePHOIO sl APYTUX MpeACTaBUTENeH
cemeiicrea CD28.

[0070] I'en PD-1 nmpencrasnsier coboit TpaHcMeMOpaHHbIi Oenok Tumna I maccoit 55 x/la,
KOTOpBIN sIBJIIETCS 4acThiOo cymepceMeiicTBa reHoB Ig (Agata et al. (1996) Int Immunol 8:765-
72). PD-1 comepXuT pacroiOKeHHBIH ONUM3KO K MeMOpaHe HWMMYHOPELeNTOPHBIN
TUpo3uHcoaepkamuii  mHruOuTopHblii  MotuB  (ITIM) ®  pacmonoXXKeHHBIH  THCTAJIBHO
OTHOCUTEJIbHO MeMOpaHbl MOTHB INepekitoueHnst Ha ocHoBe TuposuHa (ITSM) (Thomas, M. L.
(1995) J Exp Med 181:1953-6; Vivier, E u Daeron, M (1997) Immunol Today 18:286-91). Xots
OH U sBNsAeTCs CTPYKTypHO cxonHbiM ¢ CTLA-4, PD-1 numen motusa MYPPPY (SEQ ID NO:
32), KOTOpBIN SIBISIETCS KIFOYEBBIM sl cBs3biBaHUs B7-1 u B7-2. Bruto mpentudummposano
nBa juranaa st PD-1, PD-L1 u PD-L2, kotopble, kak ObLIO TIOKAa3aHO, MONABJISIOT AKTHBALHIO
T-xnerok npu cesazbiBanuu ¢ PD-1 (Freeman et al. (2000) J Exp Med 192:1027-34; Latchman et
al. (2001) Nat Immunol 2:261-8; Carter et al. (2002) Eur J Immunol 32:634-43). Kak PD-L1, tak
u PD-L2, asasarorca romonoramu B7, xoropeie cBsasbBaroTCs ¢ PD-1, HO He CBA3BIBANOTCA C
npyrumu npencraBurensiMu  cemelictea CD28. PD-L1  pacnpoctpaHeH B pa3jiMyHBIX
3JI0KaYeCTBEHHBIX OMyxoJisix uenoseka (Dong et al. (2002) Nat. Med. 8:787-9). Bzaumoneiicteue
mexxny PD-1 u PD-L1 npuBOAMT K CHIDKEHHIO B OMYXOJHM KOJMYECTBA HHQUIBTPUPYIOLINX
TUM(OLUTOB, CHUXKEHUIO oOrocpeayeMol T-KJIeTOYHBIM penentopoM mnpojudepauuu U
UMMYHHOMY YCKOJIb3aHHIO 3JI0KauecTBeHHbIX KieTok (Dong et al. (2003) J. Mol. Med. 81:281-7;
Blank et al. (2005) Cancer Immunol. Immunother. 54:307-314; Konishi et al. (2004) Clin.
Cancer Res. 10:5094-100). UMMyHHasi cynpeccusi MOXKeT ObITh oOpalneHa BCISITh TOCPEICTBOM
WHTHOUpPOBaHUs JIOKajJbHOro B3ammozeiicteusi PD-1 ¢ PD-L1, u stor 3ddekr sBasercs
aIIUTHBHBIM, KOraa Takxke Onokupyercs: B3ammopeiictsue PD-1 ¢ PD-L2 (Iwai et al. (2002)
Proc. Nat'l. Acad. Sci. USA 99:12293-7; Brown et al. (2003) J. Immunol. 170:1257-66).

[0071] B cootBercTBum C TeM, uTo PD-1 siBisieTcsi MHTHOUTOPHBIM TPEICTaBUTENIEM
cemerictea CD28, y wmbimeli ¢ pedpuuutom PD-1 pasBuBaroTCS pa3iuvHble ayTOUMMYHHbBIE
(peHOTHUMBI, BKIIIOYAsT ayTOUMMYHHYIO KapJHOMHOIATHIO M BOJYAHOYHOIIOAOOHBIH CHHIPOM C
aprpuroMm u HeppuroMm (Nishimura et al. (1999) Immunity 11:141-51; Nishimura et al. (2001)
Science 291:319-22). Kpome Toro, Op110 00Hapy:xkeHo, uto PD-1 urpaer pons B ayToNMMyHHOM
sHIEe(]aroMuennuTe, CHCTEMHON KPacHOH BOJYAaHKE, PeakUHMM "TPAHCILIAHTAT MPOTHB XO3suHA"
(GVHD), nuaGere Tuna I u pesmaTounaom aptpute (Salama et al. (2003) J Exp Med 198:71-78;
Prokunina and Alarcon-Riquelme (2004) Hum Mol Genet 13:R143; Nielsen et al. (2004) Lupus
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13:510). B nuHMm onyxonesbix B-kierok Mbimu Opwio nokaszano, uro ITSM u3 PD-1 sBnsercs
HEoOXOMMMBIM UIst GrIoKHpoBaHus omocpenyemoro BCR moroka Ca’+ i dochopunmpopanms
TUPO3WHA HIKecneaymux 3¢ dexropapix Mmonekyn (Okazaki et al. (2001) PNAS 98:13866-71).

[0072] "Jluranm Oenka 3amporpaMMupoBaHHON kierouHoit cmeptu 1 (PD-L1)"
HpencTaBisieT COOOH OAMH U3 JBYX MIMKONPOTEMHOBBIX JINTAHAOB KJIETOYHOH MOBEPXHOCTH JJISI
PD-1 (mpyro#i mpencraBnser coboit PD-L2), KOTOpbIi mopmaBiseT akTHBALMIO T-KJIETOK H
CeKpeLnI0 UTOKUHOB Ipu cBs3biBaHuM ¢ PD-1. Tepmun "PD-L1", xak ucnonb3yroT B paMkax
u3zobperenus;, Bkmouaer PD-L1 wyenmoseka (hPD-L1), BapuanTsl, u30(OpMbI M BHIOBBIE
romoyioru hPD-L1, u aHajoru, uMerIne no MeHblneil Mepe oguH oOmumii snuron ¢ hPD-L1.
[Monnas nmocnenosarenbHocTh hPD-L1 Moxker ObITh HadineHa mox HomepoM noctyna GenBank
Ne QINZQ7.

[0073] Tepmunsl "murang Oenka 3amporpammupoBanHoil cmeptu 2" u "PD-L2", kak
UCTIONB3YIOT B paMkax wu3oOpereHus, Bkiro4aoT PD-L2 uyemoseka (hPD-L2), BapuanThl,
u3ohopMbl U BHIOBbIe Tomosiorn hPD-L2, u aHajoru, uMeromue Nmo MEHbIIeH Mepe OIUH
o0mmii sturonn ¢ hPD-1.2. TMonnasa nocnepgosarenbHocTs hPD-1.2 MoxkeT ObITh HaliieHa IOJX
Homepom nocryna GenBank Ne Q9BQS1.

[0074] "IlamumeHnt", kak HUCHOJB3YIOT B paMKax HW300peTeHUs, BKIOYAaeT JIOOOTo
MAaIMEHTa, KOTOPBhIH CTpPagaer OT 3JI0KAYeCTBEHHOH OMyXoJiH (HarpHMep, METacTa3HpYIoLIas
Wi HepesekTaOenbHass MenaHoMma). TepMmuHbl "MHAUBHAYYM" W "HalMEHT' HCIONB3YIOT B
HACTOSLIEM OMUCAHUU B3aUMO3aMEHSIEMO.

[0075] "Beenenune" orHOCUTCS K (PU3MUECKOMY BBEACHHIO KOMIIO3HLIMH, CONIEpKaIIei
TEPaNeBTHUECKOE CPENCTBO, WHAMBUAYYMY, C HCIOJB30BaHHEM JIHOOOrO U3 Pa3IMYHbIX
CIIOCOOOB M CHCTEM JOCTaBKH, M3BECTHBIX CIIELHACTaM B JaHHOW obmactu. IlyTu BBeneHus
AJs1  COCTABOB, OINHCAaHHBIX B  HACTOSINEM ONHMCAHUH, BKJIKOYAOT BHYTPUBEHHBII,
BHYTPUMBIIIEUHBIH,  TOAKOXXHBIH,  BHYTPHOPIOLIMHHBIN,  CIHUHAJBHBIH ~ WJIM  APYrHe
NapeHTepalibHble MYyTH BBEICHUS, HANPUMEpP, MOCPEACTBOM HWHBEKIMH WIH HHOY3UH.
Bripaxkenne "mapeHTepaiibHOE BBeNeHHE", KaK HCIONb3YIOT B PaMKax HM300pPETEeHHUs, O3Ha4YaeT
croco0 BBENEHHs], OTJIMYHBIA OT YHTEPAJBHOIO MU MECTHOTO BBEICHHUS, OOBIYHO MOCPEACTBOM
UHBEKLUHU, U OH BKJIIOYAET, HO HE OrpaHUYMBAETCS UMM, BHYTPHUBEHHYIO, BHYTPUMBIILIEYHYIO,
BHYTPUAPTEPHATBHYIO, WHTPATEKAJIBHYIO, BHYTPHINM(ATUIECKYIO, OCYLIECTBIIIEMYIO BHYTPb
oyara TIOBPEKACHUs,  BHYTPHUKAICYJbHYI,  HHTPAOPOUTAIBHYI,  BHYTPHCEPIAEUHYIO,
BHYTPUKOXXHYIO, BHYTPUOPIOIIMHHYIO, TPAHCTPAXEaNbHYIO, MOAKOXHYIO, CyOKYTHKYJSIPHYIO,
BHYTPHUCYCTaBHYIO, CyOKancyJsipHyIo, cybapaxHOMIAJIBbHYIO, BHYTPHUIIO3BOHOYHYIO,
SMUAYPATBHYIO U BHYTPUTPYIUHHYIO HHBEKIHIO U UHPY3HIO, a TAKXKE SJIEKTPOIIOPALIHIO in Vivo.
B HexoTOphIX BapuaHTax OCYLIECTBJIEHUsS COCTaB BBOJAT HEMapeHTepalbHbIM IyTEM, B
HEKOTOPBIX BapHaHTax OCYILECTBJEHMs] IiepopaibpHO. Jlpyrue HemapeHTepajibHble MyTU
BKJIFOYAIOT MECTHBIN, SMNHUAEPMAlbHbIII MJIM MYKO3aJbHbI IyThb BBEIEHUS, HaIpUMeED,
UHTPAHA3AJIbHBIM TIyTEM, BaruHAJIbHO, PEKTAJbHO, CYOIMHIBAJIbBHO WM MECTHBIM IYTEM.
BBenenne Taxke MOXHO TIPOBOAWTb, HANpUMEP, OIWH pa3, HECKOJIbKO pa3 /WM Ha

MPOTAXKCHUH OAHOIO UJIN HECKOJIBKUX MTPOJOHI'MPOBAHHBIX IIEPUOAOB.
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[0076] '"Jleuenme" wnm "repanmus" WMHAMBHAYYMa OTHOCSATCS K JIFOOOMY THITY
BMEIIATENIbCTBA MJIM TPOLIECCA, MPOBOIUMOIO Y HHAMBHIYYMA, WM BBEOEHHS aKTUBHOTO
BEIIECTBA HWHAMBUAYYMY, C LeNbl0 OOpalleHus BCISATb, OCa0NeHus, OOJerdeHus,
MHruOUPOBAHUS, 3aMEVIEHUS] IPOTrPECCUPOBAHNUS, PA3BUTHUSA, TSHDKECTH UM PELIUUBA CUMIITOMA,
OCJIO)KHEHUS WM COCTOSIHUS, WM OWOXMMHYECKUX TPHU3HAKOB, AaCCOLMHPOBAHHBIX C
3aboneBanrieM. Kputepunm oueHku otBera conuaHbix onyxojeir (RECIST) sBisrorcs
nokasareneM 3(PQEKTHBHOCTH JIEYEHHs M IPENCTABISIOT COOOH OOIIenpuHSThIE NpaBUIIa,
KOTOpbIE OMNpPENeNsIOT, KOra OMyXOJH OTBEYAIT, CTAOMIM3UPYIOTCS WM MPOrPECCHPYIOT B
xozne nedeHust. RECIST 1.1 sBnsiroTCsSl COBpeMEHHBIM PYKOBOACTBOM IO U3MEPEHHIO CONMIHBIX
ONMyXOJIe U OMNpeNeNeHUsIM Uil OOBEKTUBHOW OLIGHKM HM3MEHEHHUs pa3Mepa OIMyXOJH IS
NPUMEHEHUS B KIMHHYECKHX HCIBITAHUSAX IPH 3JIOKAYECTBEHHBIX OIMYXOJSIX Y B3POCHBIX H
nereri. Tlokaszarenp oOLIEro COCTOSIHMS BOCTOYHOH KOOMEPATHBHON OHKOJIOTMYECKOH TPYIIIBI
(ECOG) mpencrasisier coO0OH YUCIOBYIO IIKANY, UCMONB3YEMYIO ISl ONIPEAETCHHS TTOMYJISILIFH
NAlMEHTOB JUI HCCIEJOBAHUS B HCIBITAHWH, KOTOpas MOXET ObITh €JUHOOOpa3HO
BOCMIPOU3BEICHA CpEeOM Bpadel, KOTOpble BKJIKOYAIOT NALUEHTOB B HUCHOBITaHUE. Y
NeTUaTPUUECKUX MALMEHTOB IIKajia 00mero cocTosiHus 1o JIaHCKH npencTasisieT coboit crmocod
onucanus (yHKIHOHAJIBHOrO cratyca y aereidl. OHa Obuta pa3paOoTaHa W TOATBEPKACHA
HETIOCPEACTBEHHO y JIETeH CO 3JI0KAYECTBEHHON OIYXOJIBIO I OLIEHKH OTBETA HA TEPAIHIO U
00I11ero COCTOSHUSI.

[0077] Kak ncronp3yroT B paMkax n3o0pereHus, ">pdexTuBHOE neueHne" OTHOCUTCS K
JIEYSHHI0, O0eCTIeYnBarOIeMy OnaronpusaTHbId 3(dexr, Harmpumep, CMIrdeHHe IO MEHbIIeH
Mepe OAHOro CUMIITOMA 3a0oieBaHus Wiu HapylieHus. bnaronpusatHeiii 5pdexkT MoxkeT uMeThb
dopMy yiyulleHHs OTHOCHUTEIBPHO MCXOJHOTO YPOBHS, T.€. YJYYIIEHHS OTHOCHUTEJIBHO
NOKa3aTessl I HaOJFOIeHHsI, CIENaHHOrO 10 Hadaja Tepaluyd B COOTBETCTBUHU CO CIIOCOOOM.
BbnaronpusaTHelil 3G QeKT Takke MOXKeT UMeTb (HOPMy OCTAHOBKH, 3aMEIJICHUS, TOPMOXKEHUSI
Wi crabWwin3auu  HeOJaronpusTHOTO MPOTrPECCUPOBAHMS MapKepa COJUIHOW OIMyXOJIH.
D dexTrBHOE NIeUeHNE MOKET OTHOCUTBCS K OOJIErYEHHIO 110 MEHbLIEH Mepe OTHOTO CUMIITOMA
comunHoi onyxonu. Takoe 3((eKTHBHOE Jie4eHHWE MOXKET, HAMpUMep, YMEHbLIaTh OONb Y
NAIMEHTa, YMEHbIIATh pa3Mep /MM KOJUYECTBO OYArOB MOBPEXKICHHUS, MOXKET CHUKATh HJIH
NpeaynpexIaTh METACTA3HPOBAHNE ONYXOJIH, W/ A MOXKET 3aMEIJISITh POCT OIYX OJIH.

[0078] Tepmun "s>pdexkTHBHOE KOMMUECTBO" OTHOCHUTCS K KOJMYECTBY CPENCTBA,
KOTOpOe obecrieunBaeT JKeJ1aeMbIii OHMOJIOTUYECKHHA, TepaneBTHYECKUN W/
NpOQHUIAKTHUECKUN pe3yJbTaT. IJTOT pe3yJbTaT MOXKET NPEACTaBIsATh COOOH CHMXKEHHE,
CMsIrYeHue, obNerdeHne, yMeHbIIeH!e, 3aMeJIeHIe U/ UiH ocablieHre OTHOTO UM HECKOJIBKHIX
NPU3HAKOB, CUMIITOMOB HJIM MPHYUH 3a00JE€BAaHUs, WIH JII0O00€ PYroe KelaeMoe M3MEHEHUE
Ononornyeckoii cucrtembl. B OTHOImEHHMH conMAHBIX omyxosied, 3((EeKTHBHOE KOIUYECTBO
BKJIFOYAET KOJIMYECTBO, IOCTATOYHOE MJsi OOECIeUeHHMs COKpPALIeHHs OMyXONMH W/WIH I
YMEHBLIEHUSI CKOPOCTH POCTa OIMYXOJU (HAIpUMep, AJI MOJABJIEHUS] pOCTa OMYXOJIH) WIN AJIS
OTCPOYMBAHUS JIPYrod HEXeJaTeNnbHOH KieTouHoW mponudepanun. B HEKOTOpBIX BapuaHTax

ocyuecTieHus 3P PeKTHBHOE KONINYECTBO NMPEACTABISIET COO0I KOIUYECTBO, 1OCTATOYHOE IS
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NPEAyNPEeXIEeHUs] WM OTCPOUYMBAHUS pelUauBa Onyxoiu. J(P(eKTHBHOE KOJIMYECTBO MOKHO
BBOJIUTb IIOCPEICTBOM OJHOTO HJIM HECKOJbKMX BBefeHUH. D(PQPEeKTHBHOE KOIUYECTBO
JEKapCTBEHHOTO  CPEACTBA WM  KOMIIO3MLIMU MOeT: (i) yMeHbIIaTh KOJMYECTBO
3JIOKQYECTBEHHBIX KJETOK; (i1) yMeHbLIaTh pa3mep omnyxouu, (iii) HHruOMpOBaTh, TOPMO3UTD,
3aMeJUIATh 1O HEKOTOPOM CTENEeHU U OCTaHABJINBATh MH(PUIBTPALUIO 3I0KAYECTBEHHBIX KJIETOK
B mnepudepudeckre oprasbl, (iv) MHrHOUpOBaTh (T.€. 3aMEMJIATH O HEKOTOPOW CTEMEeHU M
OCTaHABJIMBATh) MeTAaCTa3HpoBaHWe onyxony;, (v) uHrubupoBarb pocT omyxonu; (Vi)
NpPeAOTBpALaTh MM OTCPOYMBATH BO3HMKHOBEHHE H/WIM PELUUANB OMyxonu, w/uiam (Vii)
o0JsierdaTh 10 HEKOTOPOH CTENEHH OMH HMJIM HECKOJBKO U3 CUMIITOMOB, aCCOLIMMPOBAHHBIX CO
3JIOKQYEeCTBEHHOH omyxosblo. B onHOoM mpumepe ">3dekTHBHOE KOIMYECTBO" MPEACTABISIET
coboii komuuecTBO aHtuTena nporuB LAG-3 u kommdecTBOo aHTHTena mnporus PD-1, B
KOMOMHAIMH, JUISI KOTOPBIX KJIIMHHUYECKH TIOKA3aHO, YTO OHU BBI3BIBAIOT 3HAYUTEIBHOE
YMEHBLICHNE 3JI0KaYeCTBEHHON OIyXOJIH MJTH 3aMeIJIEHHE ITPOrPECCHPOBAHUS 3JI0KaYeCTBEHHON
OIyXOJIH, TAKOH KaK pa3BepHyTast CONMAHAS ONMyXxoJb. Kak HCHIONB3YIOT B paMKax U300peTeHus,
TepMuHBl "ukcupoBaHHas no3a’, "OazoBas mo3a" wu  "OasoBas-(pukcHpoBaHHas jgo3a"
UCTIONB3YIOT B3aWMO3aMEHsS€MO, M OHH OTHOCATCS K J103€, KOTOPYH0 BBOIAT MALUEHTY
HE3aBHCHUMO OT MAcChl TeJla U Iuiomanu nosepxHoctu tena (BSA) manuenta. Takum obpasom,
¢dukcupoBanHas uiau 0a30Bas 103a HE MPEIOCTABIISETCS B KAUECTBE J103bI B MI/KT, a B KaUeCTBE
abCONIIOTHOTO KOJNWYECTBA CpeAcTBa (Hampumep, aHturena npotuB LAG-3 u aHTHTENAa NPOTUB
PD-1). Hanpumep, neauBuayyMy maccoit 60 kr u nHauBHayymy maccoit 100 kr BBOAAT OfHY U
Ty ke 103y KoMmmno3unuu (Hanpumep, 480 mr anturena npotus PD-1 u 160 Mr anTuTena npotus
LAG-3 B O1HO# €MKOCTH C COCTaBOM B (DMKCHPOBAHHOM J103€).

[0079] Vcnonp3oBanue TepMuHa "kKoMOMHAIMS ¢ PUKCUPOBAHHOM 1030i" B OTHOIIEHUU
KOMITO3MLIMH 10 M300pETeHHIO O3HAuYaeT, uTo ABa WK Oojiee Pa3IMUHBIX AHTHTENA B OXHON
KOMITO3MLIUM MPUCYTCTBYIOT B KOMITO3MLIUU B KOHKPETHBIX ((PMKCHPOBAHHBIX) COOTHOLIEHHUSIX
APYyT ¢ IpyroM. B HEKOTOpBIX BapuUaHTAaxX OCYIIECTBJICHUs (PUKCHPOBAHHAs 1032 OCHOBaHA Ha
Macce (HarmpuMep, Mr) aHTutesl. B ompeneneHHbIX BapHaHTaxX OCYLIECTBIIEHHsS] (YHKCHPOBAaHHAS
7032 OCHOBaHA Ha KOHLEHTpAalMM (HAMpUMep, MI/MJI) aHTUTe]. B HEKOTOpBIX BapHUaHTax
OCYIIECTBJIEHHUs] COOTHOLICHHWE COCTABJSIET IO MEHbIIeH Mepe mnpudbmusutrenpbHo 1:1,
npubnusutensHo 1:2, mpubmmsurensHo 1:3, npubmmsurensro 1:4, mpubnusurensHo 1:5,
npubnusutensHo 1:6, mpubnusurensHo 1:7, mpuOmusurtensHo 1:8, mpubmmsurensHo 1:9,
npubnusutensHo 1:10, npubmmsurensro 1:15, mpubnusurensHo 1:20, mpubmusurtensuo 1:30,
npubnusutensHo 1:40, nmpubmmsurensro 1:50, mpubnusutensHo 1:60, npubmmsurensao 1:70,
npubnusutensHo 1:80, mpubmmsurensho 1:90, npudmmsurensrao 1:100, mpubmmsurensyo 1:120,
npubnusutensHo 1:140, mpubmmsurensuo 1:160, mpubmusurenvHo 1:180, mpuOnmsurensHO
1:200, mpubmusurensro 200:1, mpubmmsurensro  180:1, mnpubmusurensho  160:1,
npubnusutensHo 140:1, mpubmmsurensuo 120:1, mpubmusutenpsHo 100:1, nmpuOmmsuTensHO
90:1, mpubnusurensHo 80:1, mpubmmsurensro 70:1, mpubnusutensHo 60:1, mpuONMM3UTENBHO
50:1, mpubnusurensHo 40:1, mpuOmusurensHo 30:1, npubnusurensHo 20:1, npuONIU3UTENBHO

15:1, mpubnusurensro 10:1, mpubnusurensuo 9:1, mpubnusurensHo 8:1, mpubnusurensHo 7:1,
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npubnusutensHo 6:1, mpubnusutensHo S5:1, mpubmusurensHo 4:1, mpubnusurensHo 3:1, Uan
npuOIM3UTENIbHO 2:1 Mr TEepBOrO aHTUTENl OTHOCHTEJIBHO BTOPOro aHTuTena. Hampumep,
COOTHOLIEHHE 3:]1 mepBoro aHTUTeNa U BTOPOrO aHTUTENA MOXKET 03Ha4aTh, YTO €eMKOCTb MOXKET
comepxarh npudbnusutenpbHo 240 mr mepBoro aHturena u 80 Mr BTOPOrO aHTUTENA WIIH
NpUONU3UTENBHO 3 MI/MJI IIEPBOIO AHTUTENA M | MI/MII BTOPOTO aHTUTENA.

[0080] Tepmun "nmosa B pacuere Ha Maccy", Kak yKa3aHO B HACTOSILIEM OIHUCAHUH,
O3HAQYaEeT, YTO 7033, KOTOPYH BBOJAT MALMEHTY, BBIYUCJIEHA HA OCHOBE MACChl T€Ja MAaLUEHTA.
Hanpuwmep, koraa mauueHTy ¢ Maccoii tesa 60 kr tpeOyercst 3 mr/kr antutena npotus LAG-3 B
KOMOWHaUMKU ¢ 3 MI/Kr aHTuTena npotuB PD-1, MOXHO YyCTaHOBUTH COOTBETCTBYIOLIHE
konudecTBa aHtuten npotuB LAG-3 (t.e. 180 mr) u anrturena npotuB PD-1 (t.e. 180 mr) 3a
OIWH pa3 U3 cooTHomeHus 1:1 ans koMOMHALMU ¢ (PUKCHPOBAHHON H030i aHTHTENA MPOTHUB
LAG3 u anturena nportus PD-1.

[0081] Tepmun "BbDKHMBaHHE O€3 MPOrpecCUpPOBAHUs", KOTOPBIH MOXKET OBITh
COKpAIEHHO yKa3aH kak PFS, kak MCIONB3YIOT B paMKax M300pETEeHUs, OTHOCUTCS K MEPUONY
BPEMEHH B XOJI€ U TIOCIIE JICYSHUSI COJTUTHON ONyXOJH (T.€. MEJIAHOMBI), KOT/a MALUEHT KUBET C
3a0oneBaHneM, HO HE TPOUCXOINT €ro YXYyALUICHHUS.

[0082] "MuTrepBan Mexnay NO3MPOBAHUSMH', KaK HCIIONB3YIOT B paMKax HM300peTeHus,
O3HayaeT KOJMYECTBO BPEMEHH, KOTOpOE€ NPOXOAUT MEXAY BBEACHUSIMH J[03 COCTaBa,
ONMMCAaHHOTO B HACTOSINEM OIMCAHWM, KOTOPBIH BBOIAT HMHAMBHAYYMy. Takum oOpazom,
MHTEPBAJI MEXKAY TO3UPOBAHMS MOKET OBITh YKa3aH B KAYECTBE JUATIa30HOB.

[0083] Tepmun "gactora nO3uMpoBaHMA", KaK HCHOJB3YIOT B paMKax H300peTeHus,
OTHOCHUTCSI K 4acCTOTE€ BBEEHHUS 103 COCTaBa, OMUCAHHOTO B HACTOSLIEM OMHMCAHWHU, B JaHHBIN
nepuoj BpeMeHu. YacTora nO3MpPOBaHUSA MOXKET OBITh yka3aHa B KaueCTBE KOJMYECTBA 103 Ha
JaHHBIN IEPUOJ BPEMEHH, HAIIPUMEp, OAUH pa3 B HEAEIO UM OAMH pa3 B ABE HEAENU U T. 1.

[0084] Tepmunbl "npuOIM3UTENEHO ONUH pa3 B HeAesro", "OxuH pa3 NMPHONU3UTENIBHO
KUKy Hemear", "oauH pa3 NMpUOJU3UTENBHO KaXKIble IBE HeAenu" WU JIFOObIe CXOIHbIE
TEPMMHBI JJISl MHTEPBAJIOB JO3UPOBAHMS, KaK HMCIOJB3YIOT B paMKaxX HM300pPETEeHHUs, O3HAYAOT
NPUOIU3UTENIPHOE KOJMYECTBO, W "MPUOIM3UTENbHO OAMH pa3 B Hememo" wid "OauH pas
NPUOU3UTENFHO KAKAYIO HEAEN0" MOTYT BKIIFOYATh KAK/ABIE CEMb CYTOK + JBOE CYTOK, T.€. OT
KQXIbIX TMSATH CYTOK J0 KXKIBIX AEBSITH CYTOK. TakuM 0Opa3oM, 4acToTa JO3UPOBaHHS "OIUH
pa3 B HENENIO" MOKET MPENCTABIATh COOOH KaXKIble MATh CYTOK, KaKIbIE MIECTh CYTOK, KaXK/IbIe
CeMb CYTOK, KaX/Ible BOCEMb CYTOK WJIM KaXIble AEBATb CYTOK. "OIuH pa3 MpUOIH3UTEIHHO
Ka)K7Able YeTbIpe Helenu" MOoKeT BKIoUaTh 28 cyTOk + 3 CyTOK, T.€. OT KaXAbIX 25 CyTOK 10
kaxaplx 31 cyrok. CxonHble anmpoKCHUMalUU TNPUMEHHMBI, HampuMmep, IJsl OJHOro pasa
NPUOIU3UTENBHO KaXKIble TPU HEIENH, OHOTO pa3a MPHUOIM3UTENBHO KaXK/Ible YEThIpe HEIENH,
OJHOTO pa3a MPHUOIH3UTEIBHO KaXKIble IMATh HENeNb, OJHOrO pa3a MPUOIM3UTENBHO KaXKIble
IIECTh HENEeNb W OJHOrO pasa NMPHONM3UTEIBHO KaXAble JBEHAALATh HElelb. B HEKOTOpBIX
BapHUAHTaX OCYILIECTBIIEHHSI MHTEPBAJ MEXAY BBEACHUSMHU OIMH pa3 NPUOIU3UTENBHO KaXKAble
IIECTh HEAENb WM OAMH pa3 NPHUOJIM3UTENIbHO KaKIble BEHAALATh HENENb O3HA4YaeT, YTO

NEPBYIO 703y MOXXHO BBOAMTH B JIOOOH N€Hb HAa MEpBON HeEZene, a 3aTeM CIEAYIOIIYIO 103y
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MO’KHO BBOIMTL B JIFOOOH AeHb Ha INECTOH WM JIBEHAALATON HelIelle, COOTBETCTBEHHO. B
APYTUX BapUaHTaX OCYINECTBJICHHS MHTEPBAJ MEXAY BBEICHHSIMU OAMH pa3 NMPUOIH3HTEIHHO
KaX/ble LIECTh HEJENb WIM OJUH pa3 NPUOIU3UTENbHO KaXble ABEHAIaTh HEeIb O3HAUAeT,
YTO MEPBYIO J03y BBOJSAT B KOHKPETHBIN NIeHb NEpBON Henenu (Harpumep, NMOHEAENbHUK), a
3aTeM CJIEQYIOIYI0 A03y BBOAST B TOT K€ J€Hb ILIECTOM WM JBEHaaALaToW Henenb (T.e.
MOHE/IeNIbHUK), COOTBETCTBEHHO.

[0085] "3noxauecTBeHHass ONyxoJb" OTHOCUTCA K LIMPOKOW TIpYIIE Ppa3IHYHBIX
3a00NIeBaHM, XapaKTEPU3YIOUIEHCS HEKOHTPOJHPYEMbIM POCTOM aHOMAJIBHBIX KJIETOK B
opranusMe. Heperynmupyemoe nejleHHe KJIETOK M POCT TMPHBOAAT K OOpPa3sOBAHHIO
3JI0OKaYeCTBEHHBIX OIyXOJiel, KOTOpble IPOHUKAIOT B COCEJHHE TKaHH, & TakKe MOIyT
METaCTa3upoBaTh B OTAAJCHHbIE YaCTH OpPraHM3Ma uepe3 JUM(ATHYECKYH0 CHUCTEMY WM
KPOBOTOK. "3JIOKa4eCTBEHHAss OMyXOoJib" WU "TKaHb 3JIOKAYECTBEHHOW OMyXOJH"' MOXKET
BKJIOYATh OIyXOJIb.

[0086] Tepmun "omyxomp", Kak HCIOJB3YIOT B PaMKax H300pETeHMs, OTHOCHTCS K
mo00ii TKaHEBOM Macce, KOTOpas SBISIETCS PE3YJbTaTOM UYPE3MEPHOrOo pocTa MU
npoiudepanuu KJIeToK, JMOO DOOpOKaueCTBEHHOro (HEpakoBOro), JUOO 3JI0KauYeCTBEHHOTO
(pakoBoro), BKIIFOYAst MPEA3JI0KAYECTBEHHBIE OYard ITOBPEKIEHHSL.

[0087] Tepmun "momoxurtenpHbli 0 LAG-3" mnu "MOSOXKUTENbHBIN MO 3KCIPECCUH
LAG-3", kacatomutiicst sxkcnpeccud LAG-3, OTHOCUTCS K JI0JIe KJIETOK B TECTHPYEMOM 00pasie
TKaHH, COJEpIKAIeM OIyXOJIeBble KJIETKH WM MH(QUIbTPUPYIOIINE OMYXOJb BOCHAIUTENbHBIE
KJIETKH, BBIIIE KOTOPOHM oOpasel TKaHU ONpenessitoT Kak skcrnpeccupyromuii LAG-3. B
HEKOTOPBIX BapHaHTAaX OCyLIECTBJCHUs Aiis skcnpeccun LAG-3, aHanu3upyeMoil mocpeacTBom
ummyHorucroxumun (IHC), monoxurensHas nmo LAG-3 omyxonb WM NOJOXUTENbHAS I10
skcrpeccun LAG-3 onyXxojb O3Ha4aeT, 4To MO MeHbiuell mepe npubmusutensho 0,01%, mo
MeHblnei Mepe npudamsuTensHo 0,5%, mo MeHbluel Mepe npubnu3uTenbHo 1%, Mo MeHbIek
Mepe npubIu3uTeNbHO 2%, TO MeHbLIed Mepe npubnm3utenbHo 3%, MO MEHbLIeH Mepe
npubnusutensHo 4%, MO MeHbLIeW Mepe mnpuOnu3uTenbHo 5%, TO MeHbIIed Mepe
npubnusuTensHo 6%, MO MeHbLIeW Mepe mnpuOnusuTenbHo 7%, TO MeHbIIeH Mepe
npubnusutensHo 8%, MO MeHblied Mepe mnpuOnmsuTenbHo 9%, TO  MeHbIIeH Mepe
npubnusutensHo 10%, mo MeHblelr mepe mnpubmusutTenbHo 15%, 1o MeHbIneH Mepe
npubnusutensHo 20%, 1o MeHbIneH Mepe mnpubmmsuTenabHo 25%, TO MeHbIIeH Mepe
npubnusutensHo 30%, mo MeHbinel Mepe mnpubmmsurenbHo 40%, WO MeHbIIeH Mepe
npubnusutensHo 50%, mo MeHbned Mepe mnpubnusurenbHo ©60%, 1O MeHbIIelH Mepe
npubnusutensHo 70%, mo MeHbinel Mepe mnpubmmsurenbHo 80%, WO MeHbIIed Mepe
npudmmsuTenbHo 90% wiu 100% ot obiiero xonmudectBa KieTok skcmpeccupyror LAG-3. B
ApYTUX BapuaHTax ocyulecTBieHus s skcnpeccun LAG-3, aHanusupyeMoil moCpencTBOM
ummyHorucroxumun (IHC) nnm nportovnoii uutomerpun, nonokutenpHas no LAG-3 omyxonb
WIN TOJNIOKUTENbHAsT 1o sKkcnpeccun LAG-3 omyxonap O3Ha4aeT, 4YTO MO MEHBLIEH Mepe
npubnusutensHo 0,01%, mo mesbweid Mmepe npudbausurenpHo 0,5%, 1Mo MeHbInel Mepe

npubnusutensHo 1%, mo MeHblied Mepe npuOnmsutenbHo 2%, MO MeHbIeH Mepe
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npubnusutensHo 3%, MO MeHbLIeH Mepe mnpuOnmsuTenbHo 4%, TO MeHbIIEH Mepe
npubnusutensHo 5%, 1O MeHblIeW Mepe mnpuOnmsuTenbHo 6%, TO  MeHbIIEH Mepe
npubnusutensHo 7%, 1O MeHblIeW Mepe mnpuOnmsurenbHo 8%, TO  MeHbIIEH Mepe
npubnusutensHo 9%, 1o MeHswedl Mmepe mnpuOmmsurenbHo 10%, mo MeHbLIeH Mepe
npubnusutensHo 15%, mo MeHbielt mepe npubnusurenbHo 20%, No MeHbIIEH Mepe
npubamsutenvHo 25%, mo MeHbliel Mepe npubiamsutenpHo 30%, MO MeHblueil Mepe
npubmmsutensHo 40%, mo MeHblieli Mepe npudOmusnTenpHo 50%, MO MeHbLIeH Mepe
npubnusutensHo 60%, 1o MeHbined Mepe npubamsuTenabHo 70%, TO MeHbIIeH Mepe
npubnusutensHo 80%, mo MeHbineit mepe npudmmsurensHo 90% wnum 100% ot obmero
KOJINYECTBA ACCOLMMPOBAHHBIX C OMyXOJIbIO BOCHAIUTENbHBIX KJIETOK (Hampumep, T-KIeTok,
CD8+ T-knerok, CD4+ T-xnerok, FOXP3+ kierok) skcrpeccupyror LAG-3. TlonoxurenbHas
no LAG-3 onyxonp uiau nojokuTenbHas no skcrnpeccud LAG-3 omyxonb Takke B pamkax
HACTOSIIEr0 HM300peTeHHs MpencTaBisieT co0oil omyxonb, 3kcnpeccupyromyro LAG-3. B
HEKOTOPBIX BapuUaHTax OCYyLIeCcTBJIeHUs nojoxkurenabHas 1o LAG-3 omnyxonb uinu
noyiokuTenbHasi no skcnpeccun LAG-3 omyxonb 03HayaeT, 4TO OT MO MeEHbIIEeH Mepe
npubnusutensHo 0,1% no mo mesbliedt mepe nmpudmmsurensHo 20% OT o0Iero KoJuuecTsa
kJeTok 3kcnpeccupyioT LAG-3. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHHS MOJIOKUTENbHAS T10
LAG-3 onyxonp uiu nonoxurenpHas no skcrnpeccun LAG-3 omyxonb O3Hadaer, 4To OT IO
MeHblIei Mepe npubmmsurensHo 0,1% 10 mo MeHbneil Mepe npudamsuTeabHo 20% ot odiero
KOJINYECTBA ACCOLMMPOBAHHBIX C OIMYXOJIbIO BOCHAINTENBHBIX KJIETOK (Hampumep, T-KIEToK,
CD8+ T-knerok, CD4+ T-knerok, FOXP3+ knerok) skcrpeccupyror LAG-3. B onpeneneHHbIx
BApUAHTaX OCYLIECTBJEHUsl MoJjoxkuTenapHass no LAG-3 onyxojap WM MOJOXKUTEIbHAs IO
skcripeccun LAG-3 onyxoib O3Ha4aeT, 4To OT 10 MeHbluei Mepe npudnusurensHo 0,1% no no
MeHbInei Mepe mpubmusutenbHo 10% ot ofriero KonuvyecTsa KiIeTok skcrpeccupyror LAG-3.
B ompeneneHHbIX BapHaHTax OCYLIECTBJIEHUs moJjoxkurenbHas no LAG-3 onyxonb uiH
noyiokuTenbHast 1o skcrnpeccud LAG-3 omyxonb O03Ha4yaeT, uTO OT 1O MEHbIIEeH Mepe
npubmmsuTensHo 0,1% no mo Menbleld Mepe npudbnusurenbHo 10% oT o0Imero KoJu4ecTna
UHQUIBTPUPYIOIINX OMyXO0JIb BOCHATUTEIbHBIX KIeTOK (Harmpumep, T-kietok, CD8+ T-kierok,
CD4+ T-xnerok, FOXP3+ xierok) skcmpeccupytor LAG-3. B onpeneneHHbIX BapHaHTax
ocyiiecTBieHUs: nosnoxurenpHas 1no LAG-3 omnyxonb WM MOJOXKHUTENbHAs MO 3KCIPECCHU
LAG-3 omyxojib O3Ha4aerT, 4YTO OT MO MeHblIeld mepe npudnmsurensHo 0,1% no mo MeHbiuei
mepe nmpudausuTenbHo 10% ot obmero konuyecTBa KiIeTok skcnpeccupyroT LAG-3 B pacuere
Ha % muiomanu onyxonu. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUs nojoxkutenbHas no LAG-3
WIH TIOJIOKUTENbHAsT 1o 3Kcnpeccud LAG-3 omyxoiab O3Ha4aeT, 4YTO MO MEHBIIEH Mepe
npudm3uTenbHo 1% ot ofmmero konudecTBa KIeTok skcmpeccupyioT LAG-3 Ha KJIeTO4HOH
MOBEPXHOCTU. B HEKOTOpBIX BapuaHTax OCYyIECTBIEHMs monoxuTenpHas no LAG-3 wunm
NnoJIokuTeNbHast 1o skcnpeccun LAG-3  omyxomb 0O3Ha4yaeT, 4YTO IO MEHbLIEH Mepe
npubnusuTensHo 1% oT o0mmero kKonu4ecTBa MHPHIBTPUPYIOIINUX OMYXOJdb BOCHAIUTENBHBIX
kinerok (Hanmpumep, T-knmerok, CD8+ T-knerox, CD4+ T-knerok, FOXP3+ «kierok)

skcnpeccupyroT LAG-3 Ha kJI€eTOYHON MOBEPXHOCTH. B HEKOTOPBIX BapuaHTaxX OCYLIECTBJIEHUS
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nonoxutenbHas o LAG-3 wnu nonoxkurenbHas o skcnpeccuu LAG-3 onyxosib 0O3Ha4aeT, 4yTo
1o MeHbIIeH Mepe mpudiu3uTeabHo 1% OoT o0IIero Koiu4yecTBa KJiaeTok skcnpeccupyroT LAG-3
B pacueTe Ha % IUIOIAAMN ONyXOonu. B Apyrux BapuaHTax OCYyILECTBIEHUS MOJOKUTENbHAS IO
LAG-3 unu nonoxurenbHas 1o skcrpeccun LAG-3 onyxoJsib 03Ha4aeT, YTo MO MEHbLIEH Mepe
npubnu3uTeNnsHO 5% OT 0o0LIero KoiuvecTBa KJIeTOK skcmpeccupytoT LAG-3 Ha KJIeTOYHOMH
NOBEPXHOCTU. B  npyrux BapuaHTax oOcCyllecTBleHHs mnojoxurensHas no LAG-3  wmm
noyiokutenbHast 1o skcnpeccun LAG-3  omyxomb O3HayaeTr, 4YTO IO MEHBIIEH Mepe
npubIu3uTeNbHO 5% OT 00IIero KOoJW4ecTBa MHQPHIBTPUPYIOIINUX OMYXOJb BOCHAIUTENBHBIX
kinerok (Hanpumep, T-knmerok, CD8+ T-kierox, CD4+ T-knerok, FOXP3+ «kierok)
skcnpeccupyroT LAG-3 Ha k1eTouHOH MoBEepXHOCTH. B HEKOTOpBhIX BapHaHTaxX OCYILECTBIEHUS
nonoxutenbHas o LAG-3 wnin nonoxurenbHas o sxcnpeccuu LAG-3 onyxosib 0O3Ha4aeT, 4To
1O MeHbIIEeH Mepe MPUOIU3UTETHEHO 5% OT 00IIero KoJIu4ecTBa KJjaeTok skcnpeccupyroT LAG-3
B pacuere Ha % IUIOIIAAU OMyXOJH. B OAHOM KOHKPETHOM BapHUaHTE OCYILIECTBJICHMUS
nonoxutenbHas o LAG-3 win nonoxkurensHas o sxcrpeccuu LAG-3 onyxoJsib 0O3Ha4aeT, 4To
1o MeHblneil Mepe nmpudbnusutenvHo 1%, nmm nuamazoH 1-5%, oT o0Iero KoMu4ecTBa KIETOK
skcnpeccupyloT LAG-3 Ha KJIeTOYHON MOBEPXHOCTH. B OAHOM KOHKPETHOM BapHaHTe
ocyuiecTBiaeHus1 nojoxkurenbHas mo LAG-3 unm nonoxurenpHas mno skcmpeccun LAG-3
OMyXOJIb O3HAYAeT, YTO MO MeHbIIed Mepe npubmmsurenbHo 1%, wim guana3zon 1-5%, ot
o0mero KonMM4ecTBa HMHPWIBTPUPYIOIINX OIMYXOJb BOCMAJIHUTENBHBIX KJIETOK (Hampumep, T-
kinerok, CD8+ T-knerok, CD4+ T-knerok, FOXP3+ xinerok) skcmpeccupyror LAG-3 Ha
KJIETOYHOM MTOBEPXHOCTH.

[0088] "Otpuuarensubii no LAG-3" unmu "orpuuarenbHbii no skcnpeccun LAG-3"
OTHOCHUTCSI K J0JI€ KJIETOK B TECTUPYEMOM 00paslie TKaHHU, CONeprKallleM OMyXOJeBble KJIETKH U
UHQUIBTPUPYIOIIME  ONMyXOJb  BOCHAJNUTEIbHbIE  KJIETKH, KOTOpblE HE  SIBISIFOTCS
nojioxurenbHbIMUA 10 LAG-3 nnu nonoxurenabHbIME 10 dkcnipeccunt LAG-3.

[0089] Tepmun "nonoxurenbHbiil o PD-L1" wnn "nonoxurtenpHblii o skcnpeccun PD-
L1", kacarouuiics skcnpeccun PD-L1 Ha kj1€TOUHOI MOBEPXHOCTH, OTHOCUTCS K J10JI€ KJIETOK B
TECTHPyeMOM OOpa3lle TKaHH, CONIEp’KaIleM OIyXOJIeBble KJIETKH WM WHQPHIBTPUPYIOIINE
ONMyXOJib ~ BOCHAJIUTENIbHBIE  KJIETKH, BBIIIE KOTOPOro  oOpaser  OmpeneisiioT — Kak
skcnpeccupyromuii PD-L1 Ha kneroynoil nmosepxHocTH. [l SKCOpeccMM Ha KJIETOYHOU
MOBEPXHOCTH, aHAIM3HPYyeMoi nocpencTsoM numMmmyHorucroxumuu (IHC), nHanpumep, ¢ mAb 28-
8, nmosoxutenpHas no PD-L1 onyxone unu nonoxkurenpHas no skcnpeccun PD-L1 onmyxons
O3Ha4aeT, YTO MO MeHbIel Mepe npudbausutensHo 0,01%, mo MeHblIeld Mepe MPUOIM3UTEIBHO
0,05%, mo menbineii Mepe npudausuteabHo 0,1%, Mo MeHbIel Mepe npudmmsuTensHo 0,5%, mo
MeHblIeH Mepe nmpuOmmsutenbHo 1%, mo MeHbinel Mepe npuOAM3UTENbHO 2%, MO MEHbLIEH
Mepe mnpudmusuTenbHO 3%, MO MeHblned Mepe mnpudmuuTenbHo 4%, MO MeHbIeH Mepe
npubnusutensHo 5%, MO MeHblIeW Mepe mnpuOnmmsuTenbHo 6%, TO  MeHbIIEH Mepe
npubnusuTensHo 7%, 1O MeHblIeW Mepe mnpuOnmsurenbHo 8%, TO  MeHbIIEH Mepe
npubnusutensHo 9%, 1o MeHbwed Mepe mnpuOmusurensHo 10%, WO  MeHbLIeH Mepe

npubnusurensHo 15%, mo Menbinedt mepe mnpubnusutenpHo 20%, MO MeHbIIeH Mepe
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npubnusuTensHo 25%, Wiy mo MeHblueld mMepe npudausutenbHo 30% oT obuiero kKonmdecTsa
kyetok skcnpeccupyror PD-L1. IlonoxurenpHas no PD-L1 onyxonp wian mojoKUTENbHAs MO
skcrpeccun PD-L1 omyxonp Takke MOXKeT ObITh BBIpa)K€HA B HACTOSIIEM OIHMCAHUU Kak
OIMyXoJib, 3Kkcnpeccupyromas PD-L1. B apyrux BapuaHTax OCyIUECTBJICHHUs MOJIOKUTEIbHAS T10
PD-L1 onyxonp unu nonoxurenpHas no skcrpeccun PD-L1 onyxons o3Hagaer, 4To OT MO
MeHblIeH Mepe npubamsuTensHo 0,1% no mo meHbineit mepe npudiausuTensHo 20% ot obiero
KOJIM4YeCTBA KJIETOK sKkcnpeccupyloT PD-L1. B onpepeneHHbIX BapuaHTax OCYLIECTBICHUS
nonoxurenbHass 1o PD-L1 onyxone unu nonoxkurenpHas no skcmpeccuun PD-L1 onmyxone
O3Ha4yaeT, 4YTo OT Mo MeHbined wmepe npubmmsurensHo 0,1% 10 mo MeHbimed Mepe
npubnusuTensHo 10% ot obmero kojauuecTBa KJIeTOK skcnpeccupyrorT PD-L1. B HekoTopbx
BapHaHTaX OCYLIECTBIEHUs NoJoxkuTeapHas no PD-L1 unu nonoxurensHas no sxcnpeccun PD-
L1 omyxonb O3Hauyaer, YTo MO MeHbIIeH Mmepe mpudau3uTenpbHo 1% oT obmero komudecTBa
KJIeToK skcnpeccupyroT PD-L1  nHa knerodHoll mnosepxHOcTH. B gpyrux BapuaHTax
ocyuiecTBieHus: nojnoxutenbHas no PD-L1 unu nonoxurensHast mo skcnpeccun PD-L1
OIyXOJIb O3HAYAET, YTO 10 MEHbIIEH Mepe MPpUONU3UTENBbHO 5% OT 00IIero KOJMYecTBa KJIETOK
skcnpeccupyroT PD-L1 Ha kneTouyHONH NOBEPXHOCTH. B OAHOM KOHKPETHOM BapUaHTE
ocyuiecTBieHus: mnojnoxutenbHas no PD-L1 unu nonoxurensHass mno skcnpeccun PD-L1
ONyXOJIb O3HAUYAET, YTO IO MEHbLIeH Mepe npubmu3uTenbHO 1%, WM MO MEHbLIeH Mepe
npubnusutensHo 1-5%, or ofmero koiauyecTBa KIETOK skcrpeccupyroT PD-L1 Ha kierouHoi
MOBEPXHOCTH.

[0090] "HmmyHHBIM OTBeT" OTHOCUTCA K JAEHCTBUIO KJIETOK HMMMYHHOH CHUCTEMBbI
(marmpumep, T-nmumdouutel, B-nmumdounter, Harypanbhble kmuiepsl (NK), wmakpodary,
503MHOQWIBI, TY4YHbIE KJIETKH, ICHIPUTHbIE KJIETKH W HEUTPOPHIB) U PaCTBOPUMBIX
MaKpOMOJIEKYJI, IPOAYLUPYEMBIX JFOOBIMU M3 3THX KJIETOK WJIM MEUeHbIO (BKJIIOYAs aHTHUTEA,
LIUTOKHUHBI U KOMILJIEMEHT), KOTOPOE NPUBOIUT K CEJIEKTUBHOMY HALEIMBAHUIO, CBA3BIBAHUIO,
MOBPEKACHUIO, PA3pPYLICHUIO /WM BBIBEIEHUIO M3 OPraHU3Ma IO3BOHOYHBIX BTOPTLIMXCS
NATOT€HOB, KJIETOK WJIM TKaHel, MHQULIMPOBAHHBIX MATOTEHAMH, 3JIOKAYECTBEHHBIX WJIH PYTUX
AHOMAJIbHBIX KJIETOK, WJIM, B ClIydasx ayTOMMMYyHHUTETa WU MaTOJOTHMYECKOTrO BOCIAJIEHMUS,
HOPMAJIbHBIX KJIETOK WJIM TKaHEH ueoBeKa.

[0091] "UndunbTpupyroimas omyXojib BOCHAIUTENbHAS KJIETKA" WK "acCOIUUPOBAHHAS
C ONyXOJIbKO BOCMAJUTENIbHAST KJeTKa" mpeAcTaByisseT coOOH JIOOOW THM KIETKH, KOTOPBIM
OOBIYHO YYaCTBYET B BOCMAJHTEIBHOM OTBETE y WHAMBHAYYMa M KOTOPBI WHQPWIBTPUPYET
OIyXOJIEBYIO TKaHb. Takue KIETKH BKIIOYAIOT HHQUIbTpUpYomue onyxonb JuMonutsl (TIL),
Makpodaru, MOHOLUTBI, 503UHO(UIIBL, THCTHOLUTBI M ACHIPUTHBIE KIETKH.

[0092] JTomxHO OBITH MOHATHO, YTO HCIIOJBb30BAHUE abTEPHATHBHI (Harmpumep, "win"
O3HauaeT JuO0 OxHy, MO0 00e, MO0 MO0y KOMOMHAIMIO ajbTepHATHUB. Kak HCIONB3yIOT B
paMkax wu3zo0pereHus, (OpMy EIWHCTBEHHOIO YHCJIa CIeAyeT IOHHUMAaTh Kak "OOWH WU
HECKOJIbKO" U3 JFOOBIX YKa3aHHBIX HIIN MEPEUNCIEHHBIX KOMIIOHEHTOB.

[0093] Tepmun "w/unu", KOrga OH HCIHOJIB3YETCS B HACTOSIIEM OIMCAHUU, CIIEAyeT

NMNOHUMATb KaK KOHKPETHOC pPaCKpPbITUEC KaXAOro M3 JABYX VYKA3aHHBIX IIPU3HAKOB WJIHU
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KOMIIOHEHTOB C JAPYrHM H3 HUX uian Oe3 Hero. Takum obOpasom, TepmuH "w/min", Kak
UCTIONB3YIOT B BBIPAXKEHUH, TaKOM Kak "A w/unm B" B HacTosmeM ommcaHuu, MOApPa3yMeBaeT
BkiroueHue "A u B," "A unu B, "A" (Tonpko) u "B" (Tonpko). AHamOru4HO, TEpMUH "w/mian",
KaK UCIOJIB3YIOT B HACTOSIIEM OIMCAHUM B BBIPAXKEHUH, TakoM Kak "A, B w/umu C" oxBaTeiBaeT
Kaxabli u3 cneayromux acnektos: A, B u C; A, B wiu C; A wmu C; A wim B; B wu C; A u C;
A u B; B u C; A (tonbko); B (Tonbko) u C (TONbKO).

[0094] IlonsTHO, YTO, KOrJa acIleKThl OIMMCAHBI B HACTOSAIIEM OIMMCAHHH C IOMOIIBIO
bopMyupoBKH "comepikammuii", Takke TNPEAYCMATPUBAKOTCS B OCTAJBHOM aHAJOTHYHbIE
ACTIEKThI, OMMMCAHHBbIE B TEPMHUHAX "COCTOSALINHN 13" W/WiK "TIO CYIIECTBY COCTOSIIMM 13"

[0095] Tepmunsbl "npubnusureapHO" UK "MO CYINECTBY COCTABJISIOIIUNA" OTHOCSTCS K
BEJIMUMHE WM KOMIIO3ULIMM, KOTOpble HAXONATCS B Mpeaenax MPUEMIIEMOro auara3oHa
MOTPEIIHOCTU JJIs1 KOHKPETHON BENUYMHBI WJIM KOMIIO3MLIUU, KaK OMNpeAeNseT CHEeLHalNUCT B
JaHHOW 00JacTH, KOTOPBIH 3aBHCHUT YAaCTUYHO OT TOTO, KaK BEIWYMHY WM KOMIIO3ULIHEO
U3MEPSIIOT WM ONpENeNsoT, T.€. OrpaHW4YeHuil cucreMbl u3MmepeHus. Hanpuwmep,
"mpubnu3nuTeNnbHO" WM "MO CYIIECTBY COCTABISIOMIMIA" MOXKET O3HadaTh B mpenenax | wimm
Oonee 1 cTaHDApPTHOTO OTKJIOHEHHS B COOTBETCTBUH C TPAKTHKOW B JAaHHOW 0OmacTu.
AnprepHaTUBHO "TpUOMM3UTENHHO" WM "HO CYLIECTBY COCTOSIOMI HM3" MOXKET O3HadaTh
auana3oH BIIoTh 10 10% wmmu 20% (T.e. £10% wmnu £20%). Hanpumep, npubnusutensHo 3 Mr
MOJKET BKJIFOYATh JTI000€ KoJmuecTBo Mexay 2,7 mr u 3,3 mr (s 10%) unu mexny 2,4 mr u 3,6
mr (anst 20%). bonee Toro, B 4aCTHOCTH, B OTHOLIEHUH OMOJOTMYECKHX CHCTEM WIIU MPOLIECCOB,
TEPMUHBI MOTYT OBITH OKPYTJIEHBI IO MOPSIKA BEJIUYMHBI WM BIUIOTh 1O S-KPAaTHOTO 3HAYEHHS
BenuuuHbl. Korga KOHKpeTHble BEIMYMHBI WM KOMIIO3ULIUU MPENOCTAaBJIEHbl B 3asBKE HU
bopmyae u300peTeHUH, €CIM HEeT HWHBIX YKa3aHWii, 3Ha4eHue "mpuOnu3uTeNbHO" WM '"TMo
CYLIECTBY COCTaBISIIOIIUI" IOJKHBI TOAPa3yMeBaTbCS B paMKax MPHEMJIEMOro Iuara3oHa
MOTPELIHOCTHU JAJIsl 5TOW KOHKPETHON BEIMYUHBI U KOMIIO3ULIUHL.

[0096] Kak orucaHO B HACTOSIEM ONMUCAHUH, CIEAYET MOHUMATh, YTO JIFOOOH AUana3oH
KOHLIEHTpALUii, AUana30oH MPOLEHTOB, JUANa30H COOTHOLIEHWH WM AHANa3OH LENbIX YHUCel
BKJIFOYAET BEJMUYMHY JIFOOOr0 LEJNOro 4YHucjia B YKa3aHHOM JUANa30HE M, B COOTBETCTBYOIIUX
cilydasix, UX 4acTH (TakWe KakK OJHA JecsiTas U OJHA COTasl IeJIOr0 YHCJA), €CJIM HET HHBIX
YKa3aHUM.

[0097] Ecnmu He omnpeneneHO WHa4de, BCE TEXHUYECKHE U HAyYHbIE TEPMHUHBI,
UCTIONB3YEMBbIE B HACTOSIIIEM OMNHMCAHWH, OOJAaJar0T TeM K€ 3HAa4eHHEM, KOTOpoe OOBIUHO
NOAPA3yMEBAET CIELUANUCT B OOJACTH, K KOTOPOW OTHOCUTCS HAcTosee H300peTeHue.
Hamnpumep, B Concise Dictionary of Biomedicine and Molecular Biology, Juo, Pei-Show, 2nd
ed., 2002, CRC Press; The Dictionary of Cell u Molecular Biology, 5th ed., 2013, Academic
Press; u The Oxford Dictionary Of Biochemistry And Molecular Biology, 2006, Oxford
University Press, mpemocTaBiieH CreUagucTy B AaHHOW oOnacTy oOLMH CIOBAph MHOTHX M3
TEPMHUHOB, UCIIOJB3YEMbIX B HACTOSIIIEM OMMCAHUU.

[0098] Enunuiel, mpucTaBKM W CHUMBOJIBI OOO3HAYAIOTCSA B COOTBETCTBHH C HX

npusHaHHOH MesknyHaponHoi cuctemoil enunun, (SI) ¢opmoii. Uucnosele auana3zoHbI
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SIBJIIIOTCS]  BKJIIOYAIOLIMMH YHCNA, OIpeNessIolle AMana3oH. 3arojioBKH, IPUBEJEHHBIE B
HACTOSIIEM OITMCAHWM, HE SBIAIOTCS OTrPAHUYEHUSMH pPA3JIMYHBIX aCIEKTOB H300peTeHus,
KOTOpbIE MOTYT YCTaHOBJIEHbI IOCPEACTBOM OIMCAHMA B LenoM. Takum oOpas3oMm, TEpMHHBI,
OTpeJIeIeHHbIE HETTOCPEICTBEHHO HIDKe, OoJiee MoAPOOHO OIpeeseHbl ITOCPEACTBOM OMUCAHHUS
BO BCEH IOJIHOTE.

[0099] Pasnuunble acrekThl M300peTeHUs] OmMcaHbl Oojiee MOAPOOHO B CIEAYIOLIMX
nojpaszaenax.

2. Cnoco0bI Mo H300peTeHHI0

[0100] B omHOM acmekTe HacTosiiiee HM300pETEHHE OTHOCUTCS K CIOCOOY JieueHus
METaCTa3upyIeH WK Hepe3eKTabeIbHON MeJTaHOMBI Y UHIANBUAYYMA, HY KIAFOIIErOCs B 3TOM.
Kombunnposannas tepanust uHruoburopom LAG-3 (Hampumep, antureno npotuB LAG-3) u
uHruouropom kackana PD-1 (wanmpumep, antureno npotuB PD-1) mpuBogutr Kk Jydimum
TEPANeBTHYECKUM HCXOAaM (Harpumep, OOBEKTHBHBIN IMOKA3aTeNb OTBETA U YaCTOTa KOHTPOJIS
3a00seBaHusI) AJIsl CTPATAOIINX MAI[HEHTOB.

[0101] B onHOM BapuaHTe OCYIIECTBICHUS M300pETEHHE OTHOCHUTCS K CIoco0y BBIOOPY
Mal[MeHTa-4eJIOBEKa C  METacTasupyroIled Wid  Hepe3eKkTabeNbHOW  MENaHOMOH st
UMMYHOTEPANUH, BKIIOYAIOLIEMY omnpeneneHne ypoBHs skcrnpeccuun LAG-3 w/mmum PD-L1 B
oOpasiie OmyxoJiu.

[0102] B ogHOM BapuaHTe OCYLIECTBIICHUSI H300PETEHNE OTHOCHUTCS K CIIOCO0Y JIeUeHUs
METACTa3upYOIel WiIN Hepe3eKTadeIbHONH MENAaHOMBI Y TalUeHTa-YelIOBeKa, BKIIOYAOLIEMY:
NPOBEIEHHE Y MaleHTa IMMYHOTepanuy, BKitovaromer naruoutop LAG-3 (anTuTeno npoTus
LAG-3) u uarudurop kackaga PD-1 (aatureno nporus PD-1).

[0103] B ogHOM BapuaHTe OCYIIECTBIEHHs H300peTeHHEe OTHOCUTCS K CIIOCOOY JIeueHHsI
METacTa3upYOLIed iIM Hepe3ekTabeNbHONH MeIaHOMBI Y NMalleHTa-ueIOBEeKa, Hy KIAI0Ierocs B
9TOM, BKJIIOHaKoIeMy: (a) ompeneneHue ypoBHs skcnpeccun LAG-3 unu ypoBHs 3KCIpeccHU
LAG-3 u PD-L1 B o6pasue onyxonu; u (b) BBeneHHe MalueHTy TepaneBTUUECKU 3P PeKTHBHOTO
konuvectBa nuaruoutopa LAG-3 u uaruburopa xackana PD-1.

[0104] B ogHOM BapuaHTe OCYIIECTBIIEHUST H300pETeHHE OTHOCUTCS K CIIOCO0Y JIeUeHUs
METaCTa3UPYIOIIEH WM HEPe3eKTa0eIbHOW MEJTaHOMBI Y TMAIUEHTA-9eJI0BEKA, HYKAAIOIIETroCs B
3TOM, BKIIIOHaroIeMy: (a) ompeneneHue ypoBHs skcnipeccun LAG-3 wiu ypoBHS 3KCIPECCUU
LAG-3 u PD-L1 B obpasue onyxonu; (b) ompeneneHue NMpHCYTCTBUSI OIMYXOJEBBIX KIIETOK,
skcrpeccupyromux BRAF ¢ myraumeit V600; u (c) BBeOeHHME MALMEHTY TEPANEBTHYECKU
s¢pexTuBHOrO KonmuecTra naruouTopa LAG-3 u uaruburopa xackana PD-1.

[0105] B onpeneneHHBIX BapUaHTax OCYIIECTBIEHHUs H300pETEeHNE OTHOCHTCS K CIIOCO0Y
NPOJICHUs] IEPUOJIAa BBDKUBAHUA Oe3 mporpeccupoBanus Oojee yeM Ha 12 MecsleB y nmafeHTa-
YeJioBeKa,  CTPANaoIIEero  METAaCTa3supylIleld  WIM  Hepe3eKTadelbHOH  MeJaHOMOI,
BKJIIOUAIOLIEMY NIPOBEIEHUE Y MALMeHTa UMMYHOTepaIuy, ONMCAHHON B HACTOSIIEM ONUCAHUH,
I7ie MAlUeHT JEMOHCTPUPYET BbDKHUBaHME O€3 IpOrpeccUpoBaHMs B TedeHHe Ooyee dem 12
MecseB. B HEKOTOphIX  BapMaHTax  OCYLIECTBJEHHS  BBDKHBAHHME MALlEHTa  Oe3

MIPOrPECCUPOBAHUS MOXKET OBbITh MPOJICHO IOCIe BBEACHHs OoJiee yeM MpuOIM3UTeNbHO Ha 13
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MecsIleB, TpUONN3NTENBbHO Ha 14 MecsLeB, NpuOIM3UTENbHO Ha 15 Mecsies, NpUOIH3UTEIBHO
Ha 16 wmecsueB, npuOmm3uTeNbHO Ha 17 MecsmeB, NpuONMM3UTENTPHO Ha 18 Mecsies,
npuONU3NUTENPHO HAa 2 roja, NPUONU3WUTENPHO Ha 3 roja, NpuONM3UTENBPHO Ha 4 Troja,
NpUONU3UTENPHO Ha S5 JieT, NpuOIM3UTENBHO Ha 6 JeT, NpUONU3UTENBHO Ha 7 JIeT,
npuOIM3UTENPHO Ha 8 JeT, mpuOaM3uTeNbHO Ha 9 JeT uiam npuonusutenbHo Ha 10 jer mo
CPaBHEHHUIO C CTAHAAPTHOM Tepanuen.

[0106] B npyrux BapmaHTax OCYLIECTBJIEHHS H300pET€HHE OTHOCUTCS K CrIocoly
yMEHbIIEHUs pa3Mepa OMyXoJiu Mo MeHblel Mepe Ha 10% y manueHTa-ueaoBeka, CTpaiarInero
METaCTa3upyoIeld WIH Hepe3eKkTabeIbHOH MEeNaHOMOM, BKJIIOYAIOLIEMYy TPOBEICHHE Y
NAlUEeHTa MUMMYHOTEpAaluy, ONMCAHHON B HACTOSINEM OINUCAHWUM, IA€ BBEAEHUE YMEHbIIAET
pa3Mep OMyXONU MO MeHbLIeH Mepe npudmmsurenbHo Ha 10%, mpubmusurensHo Ha 20%,
npubnusutensHo Ha  30%, mnpubmmsurensHo Ha 40%, mnpuOmmsurensHo Ha  50%,
npubnusutensHo Ha 60%, mnpubmmsurensHo Ha 70%, mnpuOmmsurensHo Ha  80%,
npudmm3uTenbHo Ha 90% umu Ha 100% 1O CpaBHEHHIO ¢ pa3MEPOM OIMYXOJTU IO BBEICHUSI.

[0107] B HekoTOpBbIX BapuUaHTaX OCYIIECTBJICHHs CIOCOO BKIIIOYAET WACHTU(DHUKAIIHIO
MAMEHTa KaK UMEIOIIero HHPMIbTPUPYIOINE ONMyXOdb JUM(OIUTHI UM OMyXOJIEBbIE KIIETKH,
KOTOpPBIE 3KCIPECCUPYIOT WM COAEP>KAaT KOHKPETHBIM Mapkep. Hampumep, B HEKOTOPBIX
BapUAHTaX OCYULIECTBJICHUS MeJlaHOMa siBiisieTcs mnoJjiokurenbHoit mo LAG-3. B HekoTopbix
BapHAHTAaX OCYIUECTBJIEHHs MeEJIaHOMA sIBJsieTcs mnosoxkurenbHol nmo PD-L1. B HekoTopsix
BapUAHTaX OCYILECTBJICHUS MeJIaHOMA SIBJISIETCsl oNokUTeNbHOM 0 LAG-3 1 MOJ0KUTENbHOMN
no PD-L1. B HEeKOTOpBIX BapHaHTax OCYLIECTBIEHUs MejnaHoMa coxepkuT BRAF ¢ myranuen
V600. B HeKOTOpBIX BapuaHTax OCYLIECTBJICHUS MEJIaHOMA sIBJIAeTCs MojoxurenpHoi no LAG-
3 u skcopeccupyer BRAF ¢ myraumeit V600. B HeKOTOpBIX BapuaHTax OCYIIECTBJICHUS
MeJlaHOMa SIBJIsIETCsl MoNoKuTeNnbHOH 1Mo LAG-3 U conmepKuT OIyXoJeBble KJIETKH, KOTOpble
skcnpeccupyloT BRAF puxoro tuma. B HEKOTOpBIX BapHaHTax OCYILECTBIEHHUS MEJIaHOMA
siBysieTcst mojiokutenbHoi nmo LAG-3, monoxkurensHoit o PD-L1 u conepxut BRAF gukoro
Tumna. B HEKOTOpBIX BapuaHTaX OCYIECTBIEHHUS MeJaHOMa SIBJIsieTCs MoJokuTenbHoN no LAG-
3, nonoxurenpHoil o PD-L1 u comep:xxur BRAF ¢ myrauneit VO600. B HeKOTOpBIX BapuaHTax
OCYILECTBJIEHUs] MeJaHOMa siBJisieTcsl noyiokutenbHo o PD-L1 u comepxkxut BRAF nukoro
TUmna. B HEKOTOPBIX BapHaHTax OCYIIECTBJIEHUS MeJaHOMa SIBJII€TCs MoyokutenpHou no PD-L1
u conepxxut BRAF ¢ myrammeli V600. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS HHTHOUTOP
LAG-3 mpencraBnsier coboii antuteno mnporuB LAG-3 wu wuHrHOuMTOp Kackama PD-1
NpeAcTaBisieT coOOH aHTUTENo NpoTuB PD-1.

[0108] M300peTerne Takke MOKET BKIIOUATh CIIOCO0 MPEAyNPEKASHHS PELUINBA 1/ HITH
UHAYKLIUU PEMUCCUHU Y TAalMeHTa, BKIIOYAIOLIUN NMpOBEAECHHE y MallMeHTa NMMYyHOTepamuH,
ONMCAHHOW B HACTOSALLEM OMUCAHUU.

[0109] B onpeneneHHbIX BapUaHTax OCYLIECTBICHHS H300pETEeHNE OTHOCUTCS K CIIOCO0y
TIOBBILIEHHUS] 9aCTOThl OOBEKTUBHOIO OTBeTa N0 Oojiee ueM 55% B BBIOOpPKE MALIMEHTOB, TIE
KQXKIbIH TMalMeHT B BBIOOPKE MAIMEHTOB CTPajaeT OT METacTa3HpyoLled  Hiu

Hepe3ekTabeNnbHOH MENaHOMBI, IpH JIUEHHM 3JI0KAYeCTBEHHON OMyXOJH, BKIIOYAIOIEM
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NPOBEEHNE y MAlMeHTa UMMYHOTEPAINH, ONMHUCAHHON B HACTOSIIEM ONMCAHWUMU, TAE KaXKIbIi
NAlMEeHT WISHTUQULMPOBAH KaK HMEIOIIMNA METACTa3HPYIOLYI0 WIH Hepe3eKTa0eNbHYIO
MEJNAHOMy M TIZi€ 4YacToTa OOBEKTUBHOIO OTBETAa NPEBbIIIAET NpUOIM3UTENBHO 55%,
npubnusurensHo 60%, npubnusurenvHo 65%, npubausurenvbHo 70%, WK MPUONIU3UTENBHO
75% wnnu Gonee. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHUs CIIOCOO BKIFOYAET MACHTU(DHKALHUIO
NalMeHTa Kak MMeoLero nojoxkutenbHylo no LAG-3, nonoxurenshyto no PD-L1 onyxonb
NPOBEICHUEM Tepanuu. B HEKOTOpBIX BapHUaHTAaX OCYILUECTBJIEHUS OIYXOJb 3KCIPECCUPYET
BRAF ¢ mytanuein V600. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIEHUS UMMYHOTEpanusl BKJIOYAET
BBEICHHUE TepaneBTu4ecku 3(dexTruBHOro komuuecrsa uHruomropa LAG-3 u uHruburopa
kackana PD-1. B HekoTopwIx BapuaHTax ocyuiectBieHus uHruourop LAG-3 mnpencrasnser
coboii antuteno npotuB LAG-3 u unruburop kackana PD-1 mpencrasnsier coboit aHTHTENO
npotus PD-1 antureno.

[0110] B onpeneneHHbIX BapUaHTaX OCYLIECTBICHHS H300pETEHHE OTHOCUTCS K CIIOCO0yY
MOBBIIIEHHSI YaCTOTBI KOHTPOJIS 3a0oeBanust 10 Oonee 55% B BEIOOPKE MAIIMEHTOB, I€ KaKIbIH
NAllMeHT B BbIOOPKE MALMEHTOB CTPajgaeT OT METAcCTa3HpYIoIIedl wWin Hepe3ekTabeabHON
MEJIAHOMBI, TIPH JICUEHHH 3JIOKAYECTBEHHOH OMyXOJIM, BKIIIOYAIOIIEM IMPOBENEHHE Y MaLUeHTa
UMMYHOTEPAINNH, ONICAHHON B HACTOSIIEM OMHCAHUH, TAE KAKABIN MAUEHT UACHTU(PUIIMPOBAH
KaK UMEIOIINH METaCTa3UPYIOIIYIO MIIM HEPE3eKTa0eIbHYIO MEJIAHOMY, U € YaCTOTa KOHTPOJIS
3a00neBaHMs MPEBBIIIAET MPHONIU3UTENBHO 55%, npubdmmsurensao 60%, npudbnusutensHo 65%,
npubnusutensHo 70%, wnm npubimsurensHo 75% wunm Oonee. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHSI CITOCO0 BKIIIOYAET UASHTU(UKALUIO MAIIMEHTa KaK UMEOLIETO IMOJIOKUTENbHYIO
no LAG-3 nonoxurensHyto no PD-L1 onyxonp nepen nposeneHueM Tepanuu. B HEKOTOpBIX
BAPHAHTAX OCYINECTBIEHUs omyxoib comep:kuT BRAF ¢ myranuein V600. B HexkoTOpBIX
BApUAHTAaX  OCYLIECTBJIEHUs] HMMYHOTepamnus  BKJIIOYAaeT BBEACHHE  TepPaNeBTUYECKU
s¢dexTuBHOro Kommuectsa umHruouropa LAG-3 u unrnburopa kackama PD-1. B HekoTOpbIX
BapHuaHTax ocyinectsiaeHust uHruourop LAG-3 npexncrasiser codoit anturesno nporus LAG-3 u
uHruourop kackana PD-1 npencrasnser codoit antureno nporus PD-1.

[0111] B agpyrux BapuaHTax OCYIIECTBJIIEHUs KaKIbIA MAlUEHT B criocodax umeeT (i)
MPOIJIEHHYI0 BBDKHBAEMOCTb 0€3 TporpeccupoBaHusi B TeueHue Oosee 12 wmecsies, (ii)
YMEHBLICHHE pa3Mepa OIMyXOJH 10 MEHbIel Mepe npuoiamsurensHo Ha 10%, mpuOnu3uTenbHO
Ha 20%, mpubnusutenbHo Ha 30%, mpubmusuTtenbHo Ha 40% unu npubnusurensHo Ha 50% wumu
BBILIE [0 CPABHEHHUIO C Pa3MEPOM OITyXOJIH 10 BBeIeHUsI, Wi (iii) oba u3 HUX.

[0112] CrocoObl mo u300peTeHur0 B pe3yJbTaTe MPOBEACHUS HWMMYHOTEpPAIuy,
OMUCAHHON B HACTOSLIEM OMHCAHWH, MOTYT OCYIIECTBIIATH JICUEHHE METACTa3upYyoIeld Win
Hepe3ekTabenbHOH MENaHOMBI, YMEHbIIATh pa3Mep OMyXOJIM, MHTHOUPOBaTh POCT OIYXOJIH,
YCTPaHATh OMYXOJIb y MAIMEHTA, IPEAYNPEXKIATh PELUANB OMyXOJH, HHAYLUPOBATh PEMHUCCHIO
y mauueHTta wid 0Oyl HX KOMOMHAIMIO. B ompeneieHHbIX BapuaHTaX OCYIIECTBICHUS
NpOBeeHNEe UMMYHOTEPAINU, ONIMCAHHON B HACTOSALIEM ONMMCAHUH, HHAYLUPYET MOJTHBIN OTBET.
B npyrux BapmaHTax OCyIIECTBJIEHUs MPOBEACHHE UMMYHOTEpAIUH, OMMCAHHONW B HACTOSIIEM

OnrCaHvM, UWHAYLHUPYET YaCTUYHBIA OTBeT. B HEKOTOPBIX BapHUaHTaX OCYIICCTBJICHUA
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UMMYHOTEPANHs BKJIIOYAET BBEACHUE TEPareBTUUECKU 3(PpPeKTUBHOro Konmu4decTsa HHrHOUTOPA
LAG-3 u unruburopa kackaga PD-1. B HekoTOpbIX BapuaHTax OCYIIECTBIIEHHS WHTHOUTOP
LAG-3 mpencraBisier coboii antuteno mnporuB LAG-3 wu wuHruburop kackama PD-1
npeAcTaBisieT cobol anTuTeno npotus PD-1.

[0113] B HekoTOpBIX BapHaHTax OCyLIeCTBJIEeHUs nonoxurenbHas no LAG-3 w/unu PD-
L1 onyxomp comepXHUT NO MeHbIIeH Mepe mnpudbmmsurenbHo 1%, Mo MeHblIeld Mepe
npubamsutensHo 2%, 1O MeHblield Mepe mnpuOnusurenbHo 3%, TO  MeHbLIeH Mepe
npubnusutensHo 4%, MO MeHbLIeW Mepe mnpuOnusuTenbHo 5%, TO MeHbIIed Mepe
npubnusutensHo 7%, 1O MeHbled Mepe mnpuOmusuresbHo 10%, WO MeHbLIel Mepe
npubnusutensHo  15%, mo wmeHbineli Mepe mnpubmmsurenbHo 20%, TO MeHbIIEH Mepe
npubnusutensHo 25%, 1o MeHblned Mepe npuOmusuTenvHo 30%, MO MeHbIIEH Mepe
npubnusutensHo 40%, 1o MeHbinel Mepe mnpubmmsurenbHo 50%, WO MeHbIned Mepe
npubnusutensHo 60%, 1o MeHbinel Mepe mnpubmmsurenbHo 70%, WO MeHbIIeH Mepe
npubnusutensHo 80%, mo MeHbmedl wmepe mnpudmmsurensHo 90% wmmm 100%  knerok,
skcnpeccupyromux  LAG-3. B HekOTOpbIX  BapuaHTaX  OCYLIECTBJIEHHUS  KIJIETKH,
skcrpeccupyromue LAG-3, npencrasisator coboit HHPUIBTpUpPYIOIKE OMyXob JuMporuTsl. B
HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUs KIETKH, skcnpeccupyromue PD-L1, npencrasmsror
co00i1 ONyXOJieBbIe KIETKH.

[0114] B nekoropbIx BapuaHTax ocyiuecteieHus: skcmpeccuto LAG-3 w/mm PD-L1
OTIPENEeNAI0T MyTeM IOJYYEHHUsl Pe3yJbTaTOB aHAIN3a, CIIOCOOHOIO ONpENeNsiTh 3KCIPECCHIO
LAG-3 w/unmu PD-L1.

[0115] Crioco6 ompemenenust skcnpeccuun PD-L1 B oOpasue omyxosu, CrnocoObl
UIeHTU(QUKALMY TAalMeHTa KaK HMEIOLIEro MoJoKuTenbHylo no PD-L1 3nokauecTBeHHYIO
OMyXOJib U CIIOCOOBI ompenesenus skcnpeccud PD-L1 B 370ka4eCTBEHHO!N OMyXOJIM OMHCAHBI B
PCT/US2016/029878, unen KOTOPBIX BKJIIOUEHbI B HACTOSIIEE OMMCAHNE TIOCPEICTBOM CCBIJIOK.

[0116] JIns ouenku skcrpeccun LAG-3 u PD-L1 w/unu Hajaudus B 370Ka4€CTBEHHOU
onyxomu BRAF ¢ mytauueii V600, B OTHOM BapHaHTEe OCYLIECTBICHUS TECTUPYEMbIil oOpaserr
TKaHU TOJYy4aroT OT MalUMeHTa, KOTOpPbI HyXaaeTcs B Tepanuu. B HekOTOphIX BapuaHTax
OCYIECTBIIEHHS] TECTUPYEMbIil 0Opa3el] TKaHU BKJFOUAET, HO HE OTPaHUYHBAETCS UMH, JIFOOOH
KJIMHUYECKH 3HAYUMbI oOpasell TKaHW, TaKOH Kak OWONTAaT OMyXOJH, MOJYYSHHbIH
TOJICTOUTOJIbHOM OHoricuer oOpasern TKaHH, MOTyYeHHbIH TOHKOUTOJBHBIM CIIOCOOOM acrupar,
i obpaser] KUIKOCTH OpraHM3Ma, TaKOH KakK KpPOBb, IUIa3Ma, ChIBOPOTKA, JUM(a, aCIUTHAS
JKUAKOCTb, COAEpPKUMO€ KHUCThl WM Moda. B HEKOTOpBIX BapuaHTax OCYIECTBICHMUS
TECTHpPyeMbIli oOpas3el] TKaHU MOJNY4YeH M3 MEPBUYHOH OMyXoiu. B HEKOTOpBhIX BapHaHTax
OCYIIECTBIIEHHSI TECTUPYEMBIl 00pasell TKaHM MOJNyueH U3 MeTacTtasa. B HEKOTOphIX BapHaHTax
OCYIECTBIIEHHS TECTUPYEMble 0Opa3Ibl TKAHHU B3ATHI OT UHIAWBUAYYMA B HECKOJIBKO MOMEHTOB
BPEMEHH, HamnpuMep, OO JIEYEeHUs, B XOH€ JIEUCHUs W/WIM TOCie JieueHus. B HEKOTOphIX
BapUAHTaX OCYIIECTBIIEHUS TECTUPYEMble 00pa3Ibl TKAHU MOJIYYEHbI U3 PA3IMYHbIX o0jacTell y
UHIMBUAYYMa, KaK Hampumep, oOpasel W3 MEepBUYHONW OMyXoju M oOpasel M3 MeTacrasa B

OTIaJIEHHOI 00JIaCTH.
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[0117] B HekoTOpBIX BapUaHTaX OCYLIECTBICHHUS TECTUPYEMbI oOpas3er] TKaHH
NpeACTaBysieT COoOOW 3anuThlii mapapuHOM (UKCHUPOBAHHBIN oOpasen TKaHH. B HeKOTOpBIX
BapUAHTaX OCYLIECTBIEHHs TECTUPYEMbI 00pas3el] TKaH! MPeACTaBisieT coO00H PUKCHPOBAHHBIN
dopmanunom 3amuthiii mapadpurom (FFPE) oOpaseny Tkanun. B HekoTopeIx BapuaHTax
OCYLIECTBJICHHs] TECTHPYEMbIil 00pasel] TKaHW NpencTaBisieT coOol CBexuil oOpasen TKaHU
(manmpumep, onyxonu). B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS] TECTUPYEMBbIl oOpa3en TKaHH
IpencTaBisieT cOOOH 3aMOPOKEHHBII 0Opas3en TKaHu. B HEKOTOpBIX BapuaHTaX OCYIIECTBIEHUS
TeCTHpyeMbIii 0Opa3el] TKaHHu MpeacTaBisieT codoii cBexe3amopoxkenHsbli (FF) obpasen TkaHu
(Hampumep, onyxoJin). B HEKOTOPBIX BapuaHTaX OCYINECTBJIEHUS] TECTUPYEMbIil 00pas3el] TKaH!
npeAcTaBsieT CoOOM KJIETKY, BBIOGJNIEHHYK) M3 JKHOKOCTH. B HEKOTOpBIX BapHaHTaX
OCYIIECTBIIEHHSI TECTHPYEMBbIi 00pa3el] TKAH! COAECPIKUT LUPKYIHUPYIOLIHE ONMyXOJIeBbIe KIETKH
(CTC). B HEeKoTOpbIX BapHaHTaX OCYLIECTBICHHS TECTUPYEMbI 0Opas3ell TKaHU CONEPIKUT
uHpmpTpupyomue onyxonab Jumbonutsl (TIL). B HeEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS
TECTHPYEMBIH 00paszell TKAaHH COIEPKHUT OIMyXOJIEBbIE KJIETKU M WHPWIBTPUPYIOLIHE OIyXOJb
mumorurer (TIL). B HEKOTOpBIX BapHaHTax OCYLIECTBICHHUS TECTUPYEMbIi oOpaser] TKaH!
COIEPKHUT LUPKyJupyromue JuMporuTrsl. B HEKOTOPBIX BapHaHTaxX  OCYINECTBIICHHS
TeCTUPYeMbIii 00pasel] TKaHU MPENCTaBIsieT cOOOM apXHWBHBIN oOpaszel] TKaHU. B HEKOTOpBIX
BapHaHTaX OCYIIECTBJIEHUS TECTHPyEeMbIli oOpasell TKaHW NPEACTABISIET COOOH apXUBHBIN
oOpasen TKaHH C W3BECTHBIM JHMArHO30M, aHAMHE30M JIEUeHHUs] W/WIM UCcXona. B HEKoTOopbIx
BapHUaHTaxX OCYLIECTBIEHHs oOpa3el] npeacTasisieT co0oi 0ok TKaHu. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI TECTUPYeMbIH oOpasel] TKaHW NpeAcTaBisieT coOOH MucrepcHble KIeTKH. B
HEKOTOPBIX BapUaHTaX OCYILIECTBIEHUs pa3Mep oOpaslia COCTaBseT OT MPUONU3UTENBHO |
KJIeTKH 10 npuGmmsuTensHo 1x10° knerok mm Gonee. B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHIS
pasmep 06pasiia COCTaBiIsieT OT NpuOIM3HTeNbHO 1 KiteTkn 10 nmpubmsuTensHo 1x10° knerok. B
HEKOTOPbIX BAapHAaHTaxX OCYIIECTBJICHMs pa3Mep oOpaslia COCTaBJAE€T OT NPUOIM3HTENBHO |
kyeTku 10 npudausutenbHo 10000 kinerok. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUS pa3Mep
oOpa3ua cocraBjsier OT mnpubnusureapbHO | kinetku no mnpudausurensbHo 1000 kierok. B
HEKOTOPBIX BapUAHTAX OCYLIECTBICHHs pa3Mep oOpasla COCTaBsIeT OT MPUOIH3UTENTBHO 1
KJIeTKu 0 mnpubnusureapHo 100 kieTok. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJIEHUS pa3Mep
oOpa3ua cocraBisieT OT npuOIM3uTeNbHO 1 KieTku A0 mnpudmmsutenbHo 10 kierok. B
HEKOTOPBIX BAPUAHTAX OCYINECTBJICHUS pazMep oOpasia MpeacTaBisieT COO0H OTHY KIIETKY.

[0118] B npyrom BapmanTe ocyiuecTBiieHusi oneHky craryca LAG-3, PD-L1 w/wnu
BRAF V600 M0OxHO mpOBOANTH O€3 MONy4YeHHUs] TECTUPYEMOro oOpasia TKaHH. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBICHHUS BBIOOP MOOXOASIIETr0 MNaleHTa BKIo4aeT (i) Heobs3aTenbHO
NPEAOCTaBIEHHE TECTUPYEMOTo 00pa3lia TKaHH, MOJYYEHHOTO OT MAIHeHTa CO 3JI0Ka4eCTBEHHON
OIyXOJIBK0 TKaHH, MPUYEM TECTUPYEMBIH 00pasell TKaHU CONEPIKUT OMYyXOJIEBbIe KIETKH H/HUIIH
UHQUIBTPUPYIOIINE OMNyXOJb BOCHAJHUTEIbHbIE KIETKH, W (i) OLEHKY IOJMH KIETOK B
TecTupyeMoM oOpasle TKaHu, KoTopble skcupeccupyioT LAG-3, PD-L1 w/wm BRAF V600, Ha
OCHOBE OLIEHKH TOT'O, YTO JIOJIsl KJIETOK B TECTHPyeMOM OOpaslie TKaHH NPEBBIIAET 3aJaHHbINA

MOPOTrOBBIA YPOBEHb.
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[0119] Opnako cregyer MHOHMMATh, YTO B JIIOOOM U3 CIOCOOOB, BKITFOYAIOIIMX
omnpenenenue craryca LAG-3, PD-L1 w/umm BRAF V600 B tectupyemom oOpaslie TKaHH,
CTajusi, BKJIOYAIOLIAasl NPEAOCTAaBIEHHE TECTUPYeMOro oOpas3la TKaHH, IOJYYE€HHOrO OT
NalMeHTa, MPENCTaBIsseT co00l HeoOA3aTenbHyI0 cTanuio. MHbIMM cllOBaMu, B OINpeesIeHHBIX
BapUAHTaX OCYILIECTBJIEHHS CHOCOO BKIIOYAeT OTy CTQAMIO, a B JPYrUX BapUaHTax
OCYLIECTBJICHHUs 3Ta CTAAMs HE BKIIOUeHa B cnocod. Taxke MOKHO OBITh HMOHSTHO, YTO B
OTNpENIeNIEHHBbIX BapMaHTax OCYILIECTBIEHUS CTaAuilo "u3MmepeHus" wuiau "OLEHKH" I
UICHTH(QUKALMYA WIN OMNpEeAeNieHHs] KOJMYeCTBA WM JOJU KJIETOK B TECTHPyeMOM oOpasie
TKaHHU, KOTOpble dKcnpeccupyioT LAG-3 w/umn PD-L1, mpoBoasT mocpeacTBoM HOBATOPCKOTO
cnocoba ouenku LAG-3 w/mmm PD-L1, nHampumep, HOCPEACTBOM NPOBENEHUS aHATN3A C
UCTIOJIb30BAHUEM TOJIMMEPA3HOH LETHOM peakuuu ¢ oOpaTHol Tpanckpunrtasoil (OT-T1LP) wiu
ananmuza IHC. B HekoTOpBIX JApyrux BapuaHTaxX OCYIIECTBIEHMs HOBATOpPCKas CTaiusl He
BKIFOUeHa u skcnpeccio LAG-3 w/mnmum PD-L1 oneHuBaroT, Hampumep, MyTeM H3yUYEHHs
pe3yJbTaTOB TECTUPOBAHUS W3 Jadoparopud. B HEKOTOPBIX BapUaHTAaX OCYIIECTBICHUS
skcrpeccuro LAG-3  w/mwmm PD-L1  oumeHuBaroT myTeM  U3Y4YeHHsS ~— pe3yJIbTATOB
UMMYHOTHCTOXUMHYECKOTO  aHajim3a u3 Jaboparopuu. B ompeneneHHbIX  BapuaHTax
OCYIIECTBIIEHHs] CTQAUU CHOCOOOB BIUIOTH O M BKiIOHaromue oueHky LAG-3 w/wmm PD-L1
00eCcTeunBarOT MPOMEKYTOUHBIA PE3YJIbTaT, KOTOPBIH MOXKET OBbITh NMPEAOCTABIEH Bpady HIIH
APYyroMy JIHIy, OCYINECTBIIIIOIIEMY YXOA, AJsl WUCIOJBb30BAHUS IJIsI BBIOOpPA IMOIXOMSINETrO
KaHAugaTa 1yl KOMOMHUPOBaHHOH Tepanuu nHruouropom LAG-3 u nuaruduropom xackana PD-
1. B omnpeneneHHbIX BapMaHTax OCYLIECTBIEHUS CTaAMH, KOTOpble OOECIEeYHBAIOT
NPOMEXYTOUYHBIH Ppe3yJbTaT, MPOBOAUT MEIULMHCKUHA CIEHUAIUCT WM KTO-THOO TMof
PYKOBOACTBOM MEAMLIMHCKOIO CHenuanucTa. B apyrux BapuaHTax OCYLIECTBJICHUS 3TH CTAAUU
NPOBOAUT HE3aBUCHMAsi JabopaTopusi MM HE3aBUCHMOE JIMLO, Takoe Kak JabopaTOpHBIH
TEXHUYECKUH CHELUANINUCT. B HEKOTOpPBIX BapuaHTax OCYyLIECTBIeHUs Haauuue mytauun BRAF
V600 ompenessitoT ¢ UCMONIb30BAHUEM MOIXOAOB, MapauieabHbIX moaxonam aiasi LAG-3 w/unu
PD-L1.

[0120] B onpeneneHHbIX BapHaHTaX OCYLIECTBICHHS JIFOOOTO M3 HACTOSLIMX CIOCOOOB
JOJII0 KJIETOK, KoTopble skcnpeccupyroT LAG-3 u PD-L1, w/unu cogepxxat BRAF ¢ myrtauumeii
V600, oLleHnBalOT MOCPEACTBOM MPOBeeHus aHanu3a ans aerekuuu npucyrcrsus PHK LAG-3,
PD-L1 wunun BRAF. B crnenyromux BapuaHTax OCyLIECTBICHHs AeTeKuuio nmpucyrcTsusi PHK
LAG-3, PD-L1 wunmu BRAF mnposomsr nocpencrsom OT-IILP, ruOpuamzanmu in situ wmm
3amutel 0T PHK-a3. B HexkOTOpBIX BapuaHTax OCyILIECTBJIEHUs AeTekuuro npucyrcrsuss PHK
LAG-3, PD-L1 w/umn BRAF mnpoomar mocpenctsom aHammsza Ha ocHose OT-IILP. B
HEKOTOPBIX BapHaHTax OCYLIECTBJIEHHUs oleHuBarouiuil ananu3 Ha ocHoBe OT-IILIP Bkmrouaer
oueHky ypoBHs 3kcnpeccun PHK LAG-3, PD-L1 w/umn BRAF PHK B tectupyemom o0pasie
TKaHHU OTHOCUTEJBHO 33JJaHHOTO YPOBHs. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHUS SKCIIPECCHIO
onHoro unu Heckoiabkux u3 LAG-3, PD-L1 u BRAF V600 o1eHHUBalOT ¢ HMCIOJL30BAHUEM
orpeneneHust MpodUs SKCIPECCHUH MEHOB.

[0121] B npyrux BapuaHTax OCYIIECTBJIEHUS AOJIO KJETOK, KOTOPbIE 3KCIPECCUPYIOT
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LAG-3 u PD-L1 w/unu conepxar mytaruro BRAF V600, oneHuBaroT mocpencTBOM MpOBEACHUS
aHanu3a uist onpenenenust npucytcTBusi LAG-3 u PD-L1 w/unu vamuuus nomunentuna BRAF ¢
myTanuen V600. B crenyromux Bapuanrax ocyuiectsienus npucyrcrsue LAG-3, PD-L1 w/unun
nomunentuna BRAF V600  ompemensitor  mocpeactsom  IHC,  TBepmodasnoro
ummyHo¢pepmenTHoro aHanusa (ELISA), Busyanusauuu in vivo wim npoToyHoit nuromerpun. B
HEKOTOPBIX BapuUaHTaxX ocyuecTBieHus cratyc skcmnpeccun LAG-3, PD-L1 u BRAF V600
onpenensitor nocpeactsom IHC. B apyrux BapuaHTax OCYIIECTBJIEHHS BCEX M3 3THUX CIOCOOOB
SKCIIPecCUro Ha kietouHor noBepxHocTd LAG-3 u PD-L1 w/unu Hanmuuue BRAF ¢ myranueit
V600 ananu3upyrot ¢ ucnoipzoBanuem, Hanpumep, IHC wnu Busyanusanum in vivo.

[0122] B npyrux BapmaHTax OCYINECTBIEHHS JOJIO KIJIETOK, KOTOPbIE SKCIPECCUPYIOT
LAG-3 u PD-L1 w/unu comep:katr BRAF ¢ mytaumeii V600 B TectmpyeMoM oOpaslie TKaHH,
OLIEHUBAIOT IOCPEACTBOM IMPOTOYHOM LIUTOMETpUU. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIECHUS
TECTHPYEMBbIi 00pa3zell TKaHW, aHAJIU3UPYEMBI TOCPEACTBOM TPOTOYHOH IIUTOMETPHH,
COAEPKUT HMHQUIBTPUPYIOLINE OMyXOJb HMMYHHbIE KJI€TKH. B HEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHS]  3JIOKAUECTBEHHAs] OIyXOJb MPEACTaBIsIET COOOW  IeMaTOJOTHYECKYIO
3JIOKQYEeCTBEHHYIO OIyXOJib, W 00Opa3er] TKaHHW, aHAJIM3HPYEMBIH IOCPEACTBOM MPOTOYHOM
LUTOMETPHH, BKJIOYAeT KJIETKH nepudepudeckoil KpoBu. B HEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHS] TPOTOYHAS LIUTOMETPHsI MPEACTaBIsIeT COOOW MyJbTHUIUIEKCHBbIH aHaimm3. B
HEKOTOPBIX BapUaHTAax OCYLIECTBJIEHUS OLIEHKAa IIOCPENCTBOM MPOTOYHON LUTOMETPHUH
BKJIFOYAET OMNpeAesieHne >Kcrnpeccuu Mapkepos, Brimouaromunx LAG-3, CD4, CDS, FOXP3 u
molyr0 uX KOMOMHAIMIO. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHMsS OLIEHKA ITOCPEACTBOM
NPOTOYHOH IIUTOMETPHM BKJIOYAET OLIEHKY AOJH T-KJIETOK B TECTHPYEMOM o0pasle TKaHH,
kotopeie skcnpeccupyioT LAG-3 u PD-L1 w/unu comepxkar BRAF ¢ myraumedr V600. B
HEKOTOPBIX BAapHAHTAX OCYLIECTBJIEHUS OLEHKAa IIOCPENCTBOM MPOTOYHON LUTOMETPHUH
BKIoyaeT ouneHky pomun CD8+ T-knerok B TecTHpyeMoM oOpasne TKaHH, KOTOpBIE
skcrpeccupyrotr LAG-3 u PD-L1 w/unu conep:xkar BRAF ¢ mytaumeit V600. B HekoTOpbIX
BapHaHTaX OCYIIECTBJEHHUS OLIEHKA MOCPEACTBOM IMPOTOYHON IUTOMETPHUH BKJIIOYAET OLIEHKY
nonu CD4+ T-xi1eTok B TeCTUpyeMOM oOpaslie TKaHH, KoTopble skcrnpeccupyroT LAG-3 u PD-
L1 w/umu conep:xkat BRAF ¢ myTtanueii V600. B HeKOTOpBIX BapUaHTaX OCYIIECTBIIEHUS OLIEHKA
MOCPECTBOM TMPOTOYHOM LIMUTOMETPUU BKitouaeT oneHky poau FOXP3+ T-knerok B
TecTUpyeMoM oOpasie TkaHH, KoTopble 3kcmpeccupyior LAG-3 u PD-L1 w/wnu conmepskat
BRAF ¢ myTanueit V600.

[0123] B onpeneneHHBIX BapHaHTaX OCYLIECTBICHHS JIFOOOTO M3 HACTOSALIMX CIOCOOOB
JOJII0 KJIETOK, KoTopble skcrpeccupyror LAG-3, PD-L1 w/umu comepxxatr BRAF V600 B
TECTHPYEeMOM oO0pasle TKaHH, OLIGHUBAIOT IyT€M IPOBEINCHHs aHaiu3a sl OOHapy KeHUs
npucytcTBus nojunentuaa LAG-3. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS IMPHUCYTCTBHUE
nomunentuna LAG-3, PD-L1  wumn BRAF V600 ompenensitoT  MOCpenCcTBOM
MMMYHOTMCTOXUMHUYECKOTO aHajin3a. B HEKOTOpBIX BapUaHTaX OCYILIECTBJIEHMs TECTUPYEMbIH
oOpasenl TKaHM TMpeACTaBIseT CcoOOH Owmomnrar omnyxoaud. B HekoTOpbIX BapuaHTax

OCYIIECTBJICHUS] TECTHUPYEMbI oOpasen] TKaHU TpeAcTaByisieT coOol  (PUKCHPOBAHHBIMN
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¢dopmanunom 3anuteiii napadpurom (FFPE) obpazer.

[0124] B HexOTOpBIX BapuUaHTax OCYIIECTBJIEHUS MMMYyHOTHCTOXMMHUYECKHI aHAJIN3
NpeAcTaBsieT CcOOOH MOHOIUIEKCHBIM aHanu3. B HEKOTOphIX BapHaHTaxX OCYLIECTBIEHHS
UMMYHOTHCTOXUMHYECKUN aHAU3 IMPEACTaBisieT CcOOOH MyJbTHIUIEKCHBIH aHanu3. B
HEKOTOPBIX BAapHAHTAX OCYLIECTBJICHUs MYJbTUILUIEKCHBII MMMYHOTHCTOXMMHUYECKUI aHAIN3
cniocobeH onpenensth npucyrctsue CD4, CD8, FOXP3 wnu mo6ol 1X KOMOMHALIAY.

[0125] B HexkoTOpbIX BapuaHTaX OCYILECTBJIEHUS HMMMYHOTMCTOXMMUYECKUH aHaIu3
BKJIFOYAET MpuBEAeHHE oOpa3lia OMyXOJH B KOHTAKT C MOHOKJIOHaNbHbIM IgGl-aHTHTENIOM
M npotuB  LAG-3  uenoeka 17B4. B  HeKOTOpBIX BapuaHTax OCYIIECTBICHHUS
UMMYHOTHCTOXUMHUYECKUH aHAIN3 BKJOYAET MPUBEACHHE O0pasla OMyXOJd B KOHTAKT C
antutenoMm npotuB LAG-3, comepskamuM BapuadenbHble 00JACTH TSKEJIOW W JIETKOH LierneH,
coneprkamue mocieaoBaTenbHOCTH, ykaszaHHble B SEQ ID NO: 3 u 5, coorBercrBeHHOo. B
HEKOTOPBIX  BapUaHTaX OCYINECTBICHHs HMMYHOTHCTOXMMUYECKUI aHalu3  BKJIOYAeT
npuBeneHne oOpasia OMyXOJH B KOHTAKT MOHOKJIOHaJbHBIM Ig(G-aHTUTENOM KpOJIMKA MPOTUB
LAG-3 yenoseka SP346. B HEKOTOpBIX BapUaHTaX OCYILIECTBJIEHHUs] UMMYHOTHCTOXHUMHUYECKHI
aHaJN3 BKJIFOYAET NMPUBEACHHE 00paslia OMyXOJIM B KOHTAKT C MOHOKJIOHAJBHBIM aHTUTEJIOM
npotuB LAG-3 uenoseka 11E3 (Novusbio), 874501 (Novusbio) wiu EPR4392(2) (Abcam). B
HEKOTOPBIX BapUaHTaX OCYIIECTBICHMs HMMYHOTHUCTOXMUMUYECKUII aHalu3  BKJIOYAeT
npuBeneHue odpasia OMyXoJiH B KOHTAKT ¢ peareHtamu B Habope Dako PD-L1 IHC 28-8 mus
aHanmu3a skcnpeccuu PD-L1.

[0126] B HexOTOpBIX BapuUaHTaxX OCYLIECTBJIEHUS HMMYHOTHCTOXMMHUYECKUI aHau3
OLICHUBAIOT MpPU HU3KOM YBEJIWYeHUH. B HEKOTOpBIX BapuUaHTax OCYILECTBIEHUS HU3KOE
yBennueHue cocrasisier npudnmmusurenbHo 20X. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS
UMMYHOTHMCTOXUMHMYECKUN aHalu3 OLCHUBAIOT MpPHU BBICOKOM YyBEIMYEHUU. B HEKOTOpBIX
BapUAHTAaX OCYIIECTBIIEHUS] BBICOKOE YBEJIMYEHHE cOCTaBIsieT mpuodamsurensHo 40X.

[0127] B HekoTOpBIX BapHaHTaxX OCYILECTBJEHHS OLEHKY B MMMYHOTHCTOXHUMHUYECKOM
aHaJM3e MPOBOIAT C MOMOIIBI0 MPOrPAMMHOrO OOecredYeHus Ui aHajau3a uzoOpakeHuit. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJEHHS OLIEHKY B HMMYHOTMCTOXHUMHUYECKOM aHAJIM3€ MPOBOAST
MOCPEACTBOM BU3yaJIbHOM HMMMYHHOW OLIEHKM MaToJOroM. B  HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHHS OLIEHKY B MMMYHOTHCTOXHUMHUYECKOM aHAJIN3€ MPOBOAT BPYUHYIO.

[0128] B HekoTOphIX BapHaHTaxX OCYIIECTBJIEHUS OLEHKA B MMMYHOTHCTOXUMHYECKOM
aHamM3e BKJIIOYAET OLEHKY JOJM KJIETOK B TECTHPYeMOM o0pas3le TKaHH, KOTOpbIE
skcripeccupyrotr LAG-3 u PD-L1 w/unu conepkar BRAF ¢ myraumeit V600. B HekoTopsIx
BapHaHTaX OCYLIECTBJIEHUs OLIEHKa B HMMYHOTMCTOXMMMYECKOM aHajM3€ BKJIOYAeT OLIEHKY
IO UMMYHHBIX KJIETOK B TECTUPYeMOM oOpaslie TKaHH, KOTopble skcrpeccupyror LAG-3 u
PD-L1 w/uma comepkatr BRAF ¢ mytammeit V600. B HEeKOTOPBIX BapuaHTAaX OCYIIECTBIICHHUS
OlLlIeHKa B MMMYHOTMCTOXMMHUYECKOM aHaJIN3€ BKJIIOYAeT OLEHKY J0aU T-KJIETOK B TECTUPYEMOM
oOpa3ue Tkanu, kotopbie skcnpeccupyor LAG-3 u PD-L1 w/unu cogepxatr BRAF ¢ myranueit
V600. B HEKOTOpPBIX BapUAHTAaX OCYLIECTBJICHHs OLICHKA B MMMYHOIMCTOXMMHUYECKOM aHAJIN3E

BKirouaer oueHky goaun CD8+ T-kierok B TectupyeMoMm oOpasie TKaHH, KOTOpbIE
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skcnpeccupyloT LAG-3. B HeKOTOpbIX  BapuaHTax  OCYILECTBJIEHMs  OLEHKA B
MMMYHOTMCTOXMUMHUYECKOM aHaJHN3€ BKIO4aeT oueHKy nonu CD4+ T-kinetok B TecTUpyeMOM
oOpa3ue TkaHu, KoTopble 3kcmpeccupyioT LAG-3. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS
OLIEHKa B MMMYHOTMCTOXHMHUYECKOM aHaiu3e BKItodaeT oueHky nonu FOXP3+ T-knerok B
TECTHPYEeMOM 00pasiie TKaHHu, KOTopbie Skcmpeccupyor LAG-3.

[0129] B HexkoTOpbIX BapuaHTaX OCYINECTBJIEHUS MMMYHOTMCTOXMMUYECKUH aHaIu3
IpeACTaBsieT COOOH MyJIBTHILIEKCHBIM aHAJIM3, KOTOPBIH BKIIFOYAET AETEKIHIO 3KCIPECCUH
MHC xnacca Il onyxoneBbiMU KJIeTKaMH. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJIEHUS OLIEHKA B
UMMYHOTHCTOXUMHUYECKOM aHAJIN3€ BKIFOYAET OLEHKY JOJH KJIETOK B TECTHPyeMOM oOpasie
TKaHu, kotopeie skcrpeccupyror MHC kmacca II. B HekoTOphIX BapuaHTax OCYILIECTBIIECHUS
OLleHKa B UMMYHOTHCTOXHMMHUYECKOM aHAJHM3€ BKJIIOUAET OLIEHKY AOJIM HEMMMYHHBIX KJIETOK B
TecTUpyeMoM odpasiie TKaHu, KoTopblie skcrnpeccupyroT MHC knacca II.

[0130] B xoHKpeTHBIX BapHaHTax OCYIIECTBIEHUs] MPOBOASAT U3MEPEHHE SKCIPECCUu
¢ubpuHoren-nogoduoro Oenka 1 (FGL1) onyxoneBbIME KIIETKAMH.

[0131] CrniocoOrr Bu3yanu3anuu oOecrev i BaKHbIe HHCTPYMEHTBI JUTsI HCCIIEIOBAHUS
U JIEUYEHUs 3JI0KaueCcTBeHHOH omyxonu. llocnennme pa3paboTKu B CHUCTEMaxX MOJEKYJISIPHOM
BU3YaJIM3alMH, BKIJOYas MO3UTPOHHYI »MHcCHOHHYI0 Tomorpaduro (PET), omnodoToHHYIO
SMHCCHOHHYIO  KoMmmbioTepHyto — Tomorpaduro  (SPECT), Bu3yanuzauuio  OTpaskeHHs
dayopecueniuu  (FRI),  omocpenyemyro  ¢uyopecuennuiro  tomorpaduro  (FMT),
OnomoMuHecneHTHy0 Bu3yanmusauuio (BLI), koH(pOKaNIbHY0 MHKPOCKONHIO C JIa3ePHBIM
ckanupoanueM (LSCM) u mHOrodoronnywo mukpockonuo (MPM), BEepOsTHO, MpeaBeInaroT
eme OoJbllee NPUMEHEHHE STHUX CIOCOOOB B HCCIENOBAHMM 3JIOKAYECTBEHHOH OIyXOJIH.
Hekoropble u3 3THX CHUCTEM MOJIEKYJSIPHON BHU3yalM3alUd IO3BOJISIIOT BpadyaM HeE TOJBbKO
BUJETh, II€ B OPraHU3ME HAXOAUTCs OIMYyXOJlb, HO TaK)K€ BU3YAJIM3UPOBATb 3KCIPECCUI0 U
AKTHBHOCTb OINPEIENICHHBIX MOJIEKYJ, KJIETOK M OHMOJOrMYEeCKUX IPOLECCOB, KOTOPBIE BIHSIOT
Ha TIOBEEHHE OMyXOJM /MM CIOCOOHOCTh OTBEYATh HA TEPANEBTHYECKHE JICKAPCTBEHHBIC
cpeacta (Condeelis and Weissleder, Cold Spring Harb. Perspect. Biol. 2(12):a003848 (2010)).
CrenuyHOCTh aHTUTENA, COMPSDKEHHAs! C YyBCTBUTENIbHOCTBHIO U paspemenneMm PET, nemaer
BU3yaIM3alui0 nmocpenactBoM UMMYHO-PET ocoOeHHO mpuBieKkaTeNbHOM IJisi MOHHTOPUHIA W
aHaM3a SKCIPECCUH AaHTUIeHOB B oOpasuax TkaHell (McCabe and Wu, Cancer Biother.
Radiopharm. 25(3):253-61 (2010); Olafsen et al., Protein Eng. Des. Sel. 23(4):243-9 (2010)). B
ONpPENeNIeHHbIX BapHUaHTaX OCYIIECTBIEHHsI JIOOOr0 M3 HACTOSIIUX CIIOCOOOB  aHaW3
skcrpeccun LAG-3, PD-L1 w/umn BRAF V600 mpoBomdT moOCpeacTBOM BU3yalW3aLUH C
ucrions3oBaHueM HMMYHO-PET. B ompeneneHHbIX BapuaHTax OCYIIECTBIEHHs JIOOOro W3
HACTOSIIUX CITOCOOOB JONI0 KJIETOK B TECTUPYEMOM 0Opasle TKaHH, KOTOPBIE SKCIPECCHPYIOT
LAG-3, PD-L1 w/unu BRAF V600, oLieHHBarOT yTeM MPOBEACHUS aHAIM3a I ONPENeIeHUs
npucytctBusi nojiunentuga LAG-3, PD-L1 w/unn BRAF V600 Ha NOBEpXHOCTH KJIETOK B
TECTHPyeMOM o0pasle TKaHH. B ompeneneHHbIX BapHaHTax OCYLIECTBIEHHSI TECTUPYEMbIH
oOpasenr TkaHM Tmpencrasisier coOoil oOpasen Tkanm FFPE. B gpyrux BapuaHTax

ocymectsieHus: npucyrcreue nosmmnentuaa LAG-3, PD-L1 w/unmu BRAF V600 onpenensror
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nocpencteoM ananuza IHC. B cnenyromux BapuanTax ocyuectsienus aHann3 IHC nposoasT ¢
HCIOJIb30BAHNEM aBTOMATHUYECKOTO MpoLiecca.

3. Anaims 3xcnpeccuu LAG-3 u PD-L1 n/uan npucyrcereust BRAF ¢ myraunu V600
nocpeacrsom apromarudeckoii IHC

[0132] B omHOM BapuaHTe OCYIUNECTBJIEHHS HACTOSILIMX CIIOCOOOB aBTOMATHUYECKHIA
cnioco6 THC ucnons3yroT st aHanusa skcnpeccun LAG-3 u PD-L1, n/unu npucyrcrsus BRAF
¢ myraumeir V600 B obpasuax tkanu FFPE. B Hacrosimem onmcaHMM OIMCAHBI CIIOCOOBI
netexkiuu npucytctBust LAG-3, PD-L1 w/unmu BRAF V600 uenoBeka B TecTUpyeMOM 00pasiie
TKaHH WM KOJHYECTBEHHOro ompeneneHusi ypoBHsi antureHa LAG-3, PD-L1 w/unu BRAF
V600 4enoBeka WJIM JOJH KJIETOK B oOpasiie, KOTOpbIE SKCIPECCHPYIOT AHTUIEH, KOTOpbIE
BKJIFOYAIOT MPUBEICHHE TECTUPYEMOro o0pasla M OTPULATEIbHOrO KOHTPOJBHOTO oOpasua B
KOHTakT ¢ mAb, koropoe crenuduuecku ces3piBaercs ¢ LAG-3, PD-L1 w/umu BRAF V600
YeJIOBEKA, B YCIOBUSX, KOTOPBIE MO3BOJSIIOT 00Opa3OBaHHE KOMILIEKCA MEXKIY aHTUTEJIOM WU
ero gacteto U LAG-3, PD-L1 w/umm BRAF V600 uenoseka. B ompeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS] TECTUPYEMBI U KOHTPOJIbHBIH 00pa3lbl TKAHU MPENCTABISIOT CO00H 00pa3upl
FFPE. 3atem mpoBOAST AETEKIMIO OOpa30BaHMs KOMILIEKCA, TIE pa3indue B OOpa3OBaHUH
KOMILIEKCA MEXAy TECTUPYEMbIM O0pasloM U OTPHULATENbHBIM KOHTPOJBHBIM 00pa3nom
ykasbiBaeT Ha npucyrcTeue antureHa LAG-3, PD-L1 w/unmun BRAF V600 uenoseka B oOpasiie.
Paznuanble ciocoObl UCTIONB3YIOT Ut KonudecTBeHHoro onpenenerns LAG-3, PD-L1 w/unn
BRAF V600.

[0133] B xoHKpeTHOM BapHaHTE OCYIIECTBIEHHUs aBToMatuueckuii cmocod IHC
BKJIFOUaET: (a) nenapauHU3ALUI0 U PErHAPATALMIO 3aJIUTHIX CPE30B TKaHEH B aBTOMATHYECKOM
yCTpOHCTBe Il OKpauBaHus; (b) neMacKupoOBKY aHTUI€HAa B aBTOMATUYECKOM YCTPOHUCTBE ISt
OKpaIIUBaHus, (C) MOMEIIEHNE PEareHTOB B aBTOMAaTHYECKOe YCTPONCTBO AJIs1 OKPALIUBAHUS, U
(d) 3amyck aBTOMATHMYECKOrO VYCTPOIHCTBAa JJsi OKpPAIIMBAaHMS C BKIKOYEHHEM CTaJud
HeWTpalu3aly SHIOTeHHON epoKcuaasbl B 00pasie TKaHH, OJOKMPOBAHUE HECTIELU(UUECKUX
YYaCTKOB CBSI3bIBaHUSI OejiKa Ha TMPEIMETHBIX CTEKJaX; MHKYOAIlMI0 MPEAMETHBIX CTEKOJ C
nepBUYHbIM Ab; HMHKYOaIMi0 C TMOCTHEPBUYHBIM OJOKHMPYIOIIMM CPEICTBOM, WHKYOAIHIO C
MOCTIIEPBUYHBIM CPEICTBOM ISl AETEKLUH aHTHUTENa, TAKUM KaK JAPYroe aHTUTEO, KOTOpOoe
MOJKET OBITh MJI MOXKET HE OBITh KOHBIOTHPOBAHO C OCYLIECTBIISIOIINM JETEKIHI0 (PepPMEHTOM;
WHKYOALUI0 C peareHTOM IUisi NETeKLUU TOJUMEpHOro ¢epmenra; nobaBlieHHe cyOcTpaTa
XpPOMOT€Ha M TMPOsIBKY, M KOHTPAaCTHOE OKpallMBaHHE TIeMaTOKCHJIMHOM. B HekoTophIix
BApPUAHTAX OCYIIECTBIEHUS JEMACKHPOBKA AHTHI€HAa BKJIIOYAET HCIMOJIb30BaHUE JHOOOTO
yCTpOMCTBa 1151 1EMAaCKUPOBKH aHTUI€HA Ha OCHOBE HAarpeBaHUs.

[0134] B HexkoTOpbIX BapuaHTax OCYyILIeCTBJIEHMs s oueHku npucytcreus LAG-3, PD-
L1 w/unu BRAF V600 B o0pa3nax onmyxoJeBoi TKaHH, aToJor uecienyer konmmaectso LAG-3+
UHQUIBTPUPYIOIUX omyXxob JuMbonutos, PD-L1+ onyxonessix kinerok w/mnmu BRAF V600+
OMYyXOJIEBBIX KJIETOK B KaXIOM IOJi€ MOJ MHKPOCKOIIOM M MBICIEHHO OLIEHHBAET MPOLEHT
KJIETOK, KOTOpBIE€ SIBJISIFOTCSl MOJIOKUTENBHBIMM, 3aTEM YCPEOHSET €ro, nojydas KOHEYHBIH

NPOLEHT. Pa3nnyHyr0 HHTEHCUBHOCTh OKPALIUBAHUS ONpPEAessIoT Kak O/HeraTuBHOe, 1+/cnadoe,
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2+/ymepenHoe u 3+/cunpHoe. Kak mpaBuiio, BEIMYUHBI MPOLEHTOB CHAYaja ONMPENENsIOT IS
rpynn O u 3+, a 3aTeéM pacCMaTpPUBAIOT MPOMEXYTOYHYIO HMHTEHCUBHOCTb 1+ u 2+. [lnd
BBICOKOTETEPOT€HHBIX TKaHeW oOpaszell pas3leNsioT Ha 30HbL, U KAKAYID 30HY OLEHHBAIOT
OTAENbHO, a 3areM OOBEeNUHAIOT B €AWHBIH HAOOp NPOLEHTHBIX BeNHUuH. IIpoLeHTHI
OTPULATENIBHBIX U TOJOKUTENbHBIX KIETOK ISl PA3JINYHON HHTEHCUBHOCTH OKpAIIWBAHMS
OTNIPEAEISIIOT Al KaXkIoW o0JacTH, M KakJOH 30HE NPUCBAUBAIOT CPEAWHHYIO BEIUYMHY.
Koneynyr0 MNpOLICHTHYH) BEIWYMHY @PHUCBAMBAIOT TKAaHU Ui KaXAOH KaTeropuu
WHTEHCUBHOCTU OKpaliuBaHusi: HeraTuBHoe, 1+, 2+ m 3+ Cymma BCeX MHTEHCUBHOCTEH
OKpalIUBaHUs A0JKHA cocTaBisTh 100%.

[0135] B HexoTOpbIX BapuUaHTax OCYIIECTBJICHHUS OKpPAIIWBAHHE TAK)XKe OIIEHUBAIOT B
UHQUIBTPUPYIOIIUX OMYXO0JIb BOCIAIIUTENBHBIX KJIETKAX, TAKUX KaK Makpodaru u JUM(EOLHTHL
Makpodaru u JuM(POUUTHI OLEHUBAIOT B OTHOWEHWH okpamuBaHus LAG-3, PD-L1 w/unu
BRAF V600 u Bce 00pa3ipl perucTpUPYIOT TOJBKO KaK MOJIOKUTEIbHBIE WIJIM OTPULIATENIbHBIE
o Kaxx1iol kareropuu kjetok. OKkpallliBaHHE TaK)K€ OXapaKTEPU30BBIBAIOT B COOTBETCTBUU C
0003HaueHNEM MMMYHHBIX KJIETOK OITYyXOJIM Hapy>KHbI/BHyTpeHHHN. "BHYyTpeHHUI" O3Hauaer,
YTO UMMYHHBIE€ KJIETKH HaXOASTCS B OIMYXOJEBOW TKaHW W/WIJIM HAa IpaHULAX oOJacTH OMyXOJH
0e3 (pM3NYEeCKOro BKIIIOYEHHS MEXKAY OMyXOoJieBbIMH KieTkamu. "Hapyxeblil" o3HavaeT, 4To
OTCYTCTBYeT (pU3NYECKas acCOLUMALMsI C ONYXOJbIO, HWMMYHHBbIE KJIETKH HaXOmATCS Ha
nepudepun, acCCOLUMUPOBAHHON C COSAMHHUTENBLHOW WM JIFOOOH COOTBETCTBYIOINEH COCemIHeU
TKaHbIO.

[0136] B ompeneneHHBIX BapuaHTaX OCYIIECTBJIEHHUS 3TUX CIIOCOOOB OLEHKH OOpasilbl
HE3aBUCHMO OLIEHHMBAIOT J[Ba WK OOJIee MaTOJIOroB, a 3aTeM OLIEHKH OOBbEeANHAIT. B HEKOTOpBIX
APYTUX BapUAaHTaX OCYLIECTBICHUS WIACHTU(PUKALMIO TOJOXUTENbHBIX U OTPHLATENbHBIX
KJIETOK OLIEHUBAIOT C UCTIOJIB30BAHUEM ITOAXOASIIETO IIPOrPAMMHOTO 00ECIeUeHHUSI.

[0137] Tucro-nokazarenr (H-mokasarenb) HCHIONB3YIOT B KauecTBe  Oosee
KoimyecTBeHHOro mokaszartens aaHHbix IHC. I'mcto-mokazarenb BBIUUCIAIOT CIENYHOIINM
obpaszom:

I'ucro-nokazarens = [(% omyxonmb x 1 (HU3Kas MHTEHCUBHOCTH)) + (% omyxomp X 2
(cpenHsist ”HTEHCHBHOCTB)) + (%o omyxoJib X 3 (BbICOKast HHTEHCUBHOCTb) |

[0138] [lnsa onpeneneHus rUCTO-MOKa3aTeNs NaTOJIOT OLEHUBAET MPOLEHT OKPaIlE€HHBIX
KJIETOK B KQXJIOM KaTeropuy MHTEHCHUBHOCTH B 0Opasie. [Tockonpky skcnpeccus: OONBIIHHCTBO
OMOMapKepoB SIBISIETCS T€TEPOTeHHOMN, THCTO-MOKA3aTeNb SBJISIETCS] HCTHHHBIM OTOOpPaKEHUEM
obmeli skcripeccun. KoHeyHBIN AMAna3oH TMCTO-TOKa3aredsi coctaisieT oT 0 (MUHUMAJbHBIN
MOKa3aTeNlb, OTCYTCTBYeT 3kcmpeccusi) a0 300 (MakCUMaNbHBIA TOKa3aTeb, CHJIbHAS W
MAaccoBasi SKCIIPECCHsI).

4. Aaruduropel LAG-3

[0139] B onHOoM acmiekTe n3o0peTeHrne OTHOCUTCS K CITOCo0aM NMPUMEHEHUs] MHTHOUTOpa
LAG-3 nnsa nedeHHs 3JI0KaUeCTBEHHBIX omyxojei. Kak ncnonp3yroT B paMkax H300peTeHus,
uHruourop LAG-3 Bxirouaer, HO HE OrpaHUYMBaeTCA MMH, cBs3biBaromuecs ¢ LAG-3

coenuHeHust u pacteopumble nosnunentuabl LAG-3. CesseiBatouiuecs ¢ LAG-3 coenuneHus
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BKJIFOUAIOT AHTUTEJNA, KOTOpBIE crienudpuiecky csi3biBatores ¢ LAG-3.

[0140] B Hexoropbix BapumaHTax ocyiuectBieHuss uHruoutop LAG-3 mnpencrasnser
coboii cesspiBaroniee LAG-3 coenunenue, HarpuMep, aHtureno npotus LAG-3. B HekoTophIx
BapuaHTax ocyuecteiaeHust HHruoutop LAG-3 npencrasnser co00il paCTBOPUMBII MOJTUIIENTH
LAG-3, nannpumep, ciursiit nonunentun LAG-3-Fc, cnocobunsiii csizbiBaThest ¢ MHC kimacca 11.

[0141] Antutena nporuB LAG-3 dvenoseka (wu momenol VH/VL, mpoucxonsiuue u3
HHUX), TPUTOJHBIE JJIsI TPUMEHEHHUS B paMKaXx M300peTeHHs, MOXHO TOJIy4aTb C
UCTIOJIB30BAHUEM CIOCOOOB, XOPOIIO M3BECTHBIX B JAaHHOW 00JacTH. AJIBTEPHATUBHO MOXKHO
UCTIOJIb30BATh M3BECTHBIC B TAHHOW oOnacTy anTuTesna npotus LAG-3.

[0142] B HexkoTOpbIX BapuaHTax OCYLIECTBJEeHUs aHTuUTeno mnpotuB LAG-3
npencraisier coboii BMS-986016, conmepskaimee TsDKENYIO M JIETKYIO ILEMH, COIEpIKallue
nocnenoBateabHOCTH, TokazanHble B SEQ ID NO: 1 u 2, COOTBETCTBEHHO, WJIM WX BapHUAHTBHI,
kak ommcaHo B PCT/US13/48999, wunmen KOTOPBIX BKJIIOUEHBI B HACTOSINEE OIHMCAHUE
MOCPENICTBOM CCBUIOK. B HEKOTOpBIX BapMaHTax OCylIecTBIeHHs aHTUTeno BMS-986016 e
CONIEPIKUT KOHLIEBYKO aMHUHOKHUCJIOTY JIU3uH Tspkenoit uenu SEQ ID NO: 1.

[0143] B npyrux BapuanTax ocyiectBieHust aHTuteno umeer CDR Tskenoi u nerkoi
uerneld win BapuadenbHble oOnmactu BMS-986016 (penatnumab). Takum obpa3oMm, B OZHOM
BapHaHTe OCylecTBieHUs: anTtuTeno comepkut nomensl CDR1, CDR2 u CDR3 ob6mactu VH
BMS-986016, umeroieii nocienoBaTenbHOCTh, ykazanHyto B SEQ ID NO: 3, u nomenst CDR1,
CDR2 u CDR3 obnactu VL. BMS-986016, umeroreii mocaenoBaTeIbHOCTh, Yka3aHHY0 B SEQ
ID NO: 5. B apyrom BapuaHTe OCyLIECTBJI€HHUsI aHTUTeN0 conepxut nomeHsl CDR1, CDR2 u
CDR3, conep:xamue nocienopareabHocTH, ykazanusie B SEQ ID NO: 7, 8 u 9, COOTBETCTBEHHO,
u nomensl CDR1, CDR2 u CDR3, conepxamue nociaenoBateabHOCTH, yka3aHHble B SEQ ID
NO: 10, 11 u 12, coorBercTBeHHO. B npyrom BapuaHTe OCYIUECTBJIEHUS AHTHUTENO CONEPKUT
obnactu VH w/mmu VL, comepskamiye aMHHOKHCIIOTHBIE IOCJIENOBATENIbHOCTH, YKAa3aHHBIE B
SEQ ID NO: 3 w/umu SEQ ID NO: 5, cooTBeTcTBeHHO. B 1pyroM BapuaHTe OCYINECTBIICHUS
AHTHUTENIO CONEPKUT BapuabenbHyr obnacte Tsokenod nermu (VH) w/mnm BapuabenbHYEO
obnacte nerkoii mermu (VL), komupyembie MOCIENOBATENHOCTSIMH HYKJIEMHOBBIX KHUCJIOT,
ykazanabiMd B SEQ ID NO: 4 w/umu SEQ ID NO: 6, coorBercTBeHHO. B npyrom Bapuante
OCYIIECTBIICHHSI AHTUTEJIO KOHKYPHPYET 3a CBS3bIBAHHUE C W/MJIHM CBSI3BIBAETCS C TEM JKE
snutonoM Ha LAG-3, 4To u ynoMsiHyThI€ BhIle aHTUTeNa. B 1pyroM BapuaHTe OCyIeCTBIEHUS
aHTUTeNno cBs3biBaercs ¢ snuronoM LAG-3 uyenoBeka, copepallUM aMHUHOKHCIOTHYIO
nocienosarenbHocts PGHPLAPG (SEQ ID NO: 27). B apyrom BapuaHTe OCYIIECTBIICHHUS
aHTuTeNno cBs3biBaercs ¢ snuronoM LAG-3 uenoBeka, copepalluM aMHUHOKHCIIOTHYIO
nociaenosarenbHocTb HPAAPSSW (SEQ ID NO: 28) unmn PAAPSSWG (SEQ ID NO: 29). B
OITHOM BapwWiaHTe oOcCyllecTBiieHus1 aHtuteio coxepxkut (a) CDRI1 BapmabenpHOU obOnactu
TSDKEJION LIeTH, COAEPIKAIIYI0 IMOCIeN0BaTeNbHOCTD, YKkazaHHyio B SEQ ID NO: 7; (b) CDR2
BapuadebHON O0IACTH TSDKEION IeNH, COAep KaIly0 MOCIeN0BaTEIbHOCTD, YKa3aHHyo B SEQ
ID NO: 8; (c) CDR3 BapmalenpHON 00NacTd TSDKEJIOW  LEMH, COAEPIKALIYIO

NocJieIoBaTebHOCTD, Yka3aHHyo B SEQ ID NO: 9; (d) CDR1 BapuabenbHO# 00iacTu JIerKoit
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L[eNH, COAEpP KAIlyI0 IOCIeNoBaTeNbHOCTh, yKazanHyiro B SEQ ID NO: 10; u (e) CDR2
BapradeIpbHON 00JIaCTH JIETKOW LEeNH, COAEp KAy MOCIeNOBATEIbHOCTD, YKa3aHHY B SEQ
ID NO: 11.

[0144] B npyrom BapuaHTe OCYIIECTBJIEHHS AaHTUTENO OOJlajaeT Mo MeEHbIIeH Mepe
npuban3uTensHo 90% MAEHTUYHOCTBIO AMMHOKHCIIOTHOW MOCIIEOBATEIbHOCTH BapuadebHON
o0NacTH M BBIIEYNOMSHYTBIMH aHTUTEJIAMH (HAIpUMep, MO MEHbIIeil Mepe MpUOIH3HTETBHO
90%, 95% wmu 99% unentuyHocTh BapuabdenpHoii ooactu ¢ SEQ ID NO: 3 wnu SEQ ID NO:
5).

[0145] B HexoTOpBIX BapHaHTax OocyluecTBieHUs aHTuTeno npotuB LAG-3 nepekpecTHO
KOHKypupyeT ¢ BMS-986016 (penatnumad) 3a cesseiBanue ¢ LAG-3 denoseka. B nmpyrux
BapHaHTaX OCYIIECTBIEHUs aHTUTeNO NMpoTuB LAG-3 cBs3bpIBaeTCsA C TEM K€ SIUTONOM, YTO U
BMS-986016 (penatnumal). B HEKOTOPBIX BapuaHTaX OCYIIECTBIEHUs aHTHTENO poTnB LAG-
3 mpencraBnsier coOOM  XMMEPHOE  AHTUTENO, T'yYMAaHU3MPOBAHHOE AHTUTENO WM
MOHOKJIOHAJIbHOE aHTUTENIO YeioBeka. B Apyrux BapuaHTax OCYLIECTBJICHUs aHTUTENO MPOTUB
LAG-3 comepxuT KOHCTaHTHyIO oOnacte Tspkenod nenu IgGl-msoruna uenoseka mimm 1gG4-
U30TUNA YeJioBeKa. B KOHKPETHbIX BapuUaHTaxX OCYIIECTBIEHUs aHTuTeno npotuB LAG-3
npencrasisier coboiit BMS-986016 (penarnumab). B onpeneneHHbIX BapHaHTaX OCYIIECTBIICHHS
antuteno npotuB LAG-3 sBisiercs OuoaHamoroM. B HEKOTOPBIX BapHUaHTaX OCYIIECTBIICHHS
antuteno npotus LAG-3 sensiercst Ouoananorom BMS-986016 (penarnumab).

[0146] B HexkoTOpBIX BapHaHTax OCYLIECTBIEHUS B TEPANEBTHUYECKHX CIIOCO0aX IO
N300pETEHNIO MOKHO HCIIOJIb30BaTh M3BECTHBIE B JaHHOW obmactu aHtutena npotuB LAG-3.
Hanpumep, MoxxHO wucnonp3oBaTb aHtureno mnpotuB LAG-3 yenoBeka, ONHCaHHOE B
US2011/0150892 A1l u ynmoMmrHaeMoe Kak MOHOKJIOHaJIbHOe aHTuTeno 25F7 (Taxke U3BECTHOE
kak "25F7" m "LAG-3.1). [Ipyrue u3BecTHble B naHHOI obmactu anturena nporus LAG-3,
KOTOpPbIE MOJKHO MCIIOJIb30BaTh, BKIO4YaoT IMP731 (HSL7BW), onucannoe B US 2011/007023,
MK-4280 (28G-10), onucanroe B W02016028672, alLAG3(0414) u alLAG3(0416), onucanHoe
B WO2018185046, anmtureno mnpotuB PDI/LAG3 0927, onucannoe B WO2018185043,
REGN3767, omnucanHoe B Journal for Immunotherapy of Cancer, (2016) Vol. 4, Supp.
Supplement 1 Abstract Number: P195, BAPO50, omnucannoe B W02017/019894, IMP-701
(LAG-525), alLAG3(0414), aLAG3(0416), Sym022, TSR-033, TSR-075, XmAb22841,
MGDO013, BI754111, FS118, P13B02-30, AVA-017 u GSK2831781. Ot u npyrue anturena
nporuB LAG-3, npurogHeie B 3asBJICHHOM M300PETEHUH, MOTYT OBITh HAalIEHBI, HAPUMED, B:
W02016/028672, WO02017/106129, WO02017/062888, W02009/044273, W0O2018/069500,
WO02016/126858, WO02014/179664, WO02016/200782, W02015/200119, W0O2017/019846,
WO02017/198741, WO2017/220555, WO02017/220569, WO02018/071500, W0O2017/015560,
WO02017/025498, WO2017/087589, WO2017/087901, WO2018/083087, W02017/149143,
WO02017/219995, US2017/0260271, WO0O2017/086367, WO0O2017/086419, W0O2018/034227,
WO02018185046, W0O2018185043 u WO02014/140180. B omHOM BapuaHTe OCYLIECTBICHUS
antaronuct LAG-3 npexncrasnsier coboii IMP321 (a¢tunarumon ansda). Conepskanue xaxmuomn

U3 3THUX CCBUIOK BKIIFOYCHO B HACTOAIICC OMUCAHUEC MOCPEACTBOM CCBUIKHU B IMOJIHOM oobeme. B
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HEKOTOPBIX BAapHAHTaX OCYIIECTBJIEHHUs HACTOSALIEro n3o0pereHus: antureno nporus LAG-3
COIEPKUT MyTAaLUIO CEpUHA HA MPOJIMH B AMUHOKHUCIIOTHOM OCTaTKe 228.

[0147] Tax:ke MOXXHO HCIONB30BaTh AHTHTENA, KOTOPbIE KOHKYPHPYIOT C JIIOOBIM U3
BBILIEYKA3aHHBIX aHTUTEN 3a cBsi3biBaHue ¢ LAG-3.

[0148] B ompeneneHHBIX BapuaHTax OCYLIECTBICHHs aHTUTENO mnpotuB LAG-3
UCTIONB3YIOT Ais onpeneneHus skcrpeccu LAG-3. B HEeKOTOpPBIX BapHaHTax OCYILECTBJICHUS
aatuteno mnpotuB LAG-3 BbeiOMparoT mo ero cmocoOHOcTH cBsi3biBaThesi ¢ LAG-3 B
¢ukcupoBanubx (popmamnaom 3amutbix napadpuHom (FFPE) obpasuax tkanmu. B jppyrux
BapHaHTaxX OCyIeCTBIeHUs aHTuteno npotuB LAG-3 cnocobHo cesisbiBaThesi ¢ LAG-3 B
3aMOpO’KEHHBIX TKaHsAX. B crienyromux BapuaHTax OCyliecTBlieHUs aHTUTeNno npotuB LAG-3
CHOCOOHO pa3inyaTh MEMOPAHOCBSI3aHHBIE, LIUTOIIA3MATHYECKHE H/HIIH PAaCTBOPUMBIE (DOPMBI
LAG-3.

[0149] B HexoTopbIX BapuaHTax ocyliecTBleHus aHTuteno npotus LAG-3, npurogHoe
IUTsE aHalu3a, OOHAPYKEeHHs W/W KOJudecTBeHHOro omnpeneierns LAG-3 B COOTBETCTBUU CO
crioco0amu, OMUCAHHBIMA B HACTOSLIEM OIMCAHWH, TMPENCTABJISAET COOOH MOHOKJIOHAJIBHOE
IgG1l-antureno meimu npotuB LAG-3 yenosexka 17B4. Cm., Hanpumep, J. Matsuzaki, et al.;
PNAS 107, 7875 (2010).

5. Haruburops! kackana PD-1

[0150] B onHOM acmiekTe n300peTeHre OTHOCHTCS K CITOcoOaM MpUMEHEHUs HHTHOUTOpa
PD-1 nna neueHus 370KadyecTBEHHBIX omyxosied. Kak MCHonw3yroT B paMmkax H300peTeHus
"unruOurop kackaga PD-1" Bkjrodaer, HO He OrpaHMYUBAETCS] MMH, CBsi3biBaroiuecs ¢ PD-1
coenuHeHus1, cBsizbiBaroIecs ¢ PD-L1 coenunenus: u cBszbiBaromuecs ¢ PD-L2 coeguHeHwusl.
CesspiBatomimecss ¢ PD-1  coenuHeHMs BKIJIIOYWAIOT AaHTUTENA, KOTOpbIE CHELU(PHUECKU
cesizpiBatoTcs ¢ PD-1. CesswiBaroriuecst ¢ PD-L1 u PD-L2 coenuHeHMs] BKIIFOYAIOT aHTUTENA,
Kotopele crenuduyeckn cps3bBatoTes ¢ PD-L1 w/mmm PD-L2, a Taxke ¢ pacTBOPUMBIMH
nojunentunamu PD-1, koropeie cBsizbiBatoTcs ¢ PD-L1 w/unu PD-L2.

[0151] B HekoTOpBIX BapWaHTaX OCYIIECTBJIEHUs WHrHOUTOpP Kackama PD-1
npeacrasisier coboit ceszpiBaromeecs: ¢ PD-1 coenuHenue, Hanpumep, aututeso nporus PD-1.
B HekoTOphIX BapHaHTax OCYLIECTBJICHHs WHruOWTOp Kackama PD-1 mpencraBnsier coOoi
cesaspiBatolieecss ¢ PD-L1 coegunenue, Hanpumep, antuteno npotus PD-L1. B HekoTophIx
BApPHUAHTAX OCYINECTBJIEHUs] MHrUOUTOp Kackana PD-1 mpencraensier cOOOH CBS3BIBAIOIIEECS C
PD-L2 coenunenue, Hampumep, antureno npotus PD-L2. B crnenyromux BapuaHTax
ocymecTBieHus cpsi3biBaromeecss ¢ PD-L1 coenuHeHne mpencrasnsier coOOH pacTBOPUMBIN
nonunentun PD-1, vanpumep, cnuteii nojunentun PD-1-Fc, cnocoOHbil cBsi3biBaThest ¢ PD-
L1. B cneayromux BapuaHTax OCyLIECTBIeHUs CBA3biBarouiee PD-L2 coeanuHeHne npeacTaBiser
coboit pactBopumblii nmonunentun PD-1, nanpumep, cnuteiii nojmmnentun PD-1-Fc, ciocoOHbri
cBsi3bIBaThHCA ¢ PD-L2.

[0152] AuTuTena mpotuB PD-1 uenoseka (unu nomensl VH w/unmm VL, mpoucxopsimme
U3 HUX), IPUTOJHBIE JUII IPUMEHEHHUS B PAMKaxX HACTOSINEro M300pETeHUs], MOJKHO IMOJy4aTh C

UCTIONIb30BAHUEM CIIOCOOOB, XOPOLIO M3BECTHBIX B JaHHOW 00NacTH. AJBTEPHATUBHO MOXKHO
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UCTIONBb30BaTh M3BECTHBIE B JaHHOH obOmactu aHturena npotuB PD-1. Hampumep, moxHO
UCTIONIb30BaTh MOHOKJIOHaNbHBIE aHTUTeNna 5SC4 (obo3HayaeMoe B HACTOSIIEM OIMCAHMU Kak
HuBonymMad wiu BMS-936558), 17DS, 2D3, 4HI1, 4A1l, 7D3 u 5F4, omnucanasie B WO
2006/121168. [lpyrue usBectHble aHTuTena nporus PD-1 Bxmouaror mamOponusymad (MK-
3475), onucanueii B WO 2008/156712, u AMP-514, onucannoe B WO 2012/145493. [lpyrue
u3BecTHble aHTUTena npotuB PD-1 m nppyrue mnruburtopsr PD-1 BKIOHarOT Te, KOTOpBIE
omucaHbl, Hampumep, B WO 2009/014708, WO 03/099196, WO 2009/114335 u WO
2011/161699, xoTOopble BKIIOYEHbI B HACTOALIEE OMUCAHHE MOCPEICTBOM CCHUIOK. B omHOM
BapHUaHTe OCYLIECTBJICHUs1 aHTHTENO mporuB PD-1 mpexacrasnsier coboit REGN2810. B ogrom
BapHaHTE OCYINECTBJIeHUs aHTuTeno nporuB PD-1 mpencrasnsier cobori PDROO1. Jlpyroe
u3BecTHOE anTureno nporus PD-1 nmpencrasnsier coboii uanmmsymad (CT-011).

[0153] B onHOM BapuaHTe OocyliecTBiIeHUs: aHTUTEN0 poTuB PD-1 npencrasnser coboi
HuBONyMad. HuBonymad (Takike M3BECTHBIH Kak "Opdivo®"; panee obo3Haudaemblii kak SC4,
BMS-936558, MDX-1106 umun ONO-4538) mpencrasisier coOOH MOJIHOCTBIO HYeJIOBEYECKOE
IgG4-antureno (S228P) mpotuB MMMYHHOW TOukM KoHTponsi PD-1, koTopoe cenexkTHBHO
NpensaTCTByeT B3aumopencTsuio ¢ surasaamu PD-1 (PD-L1 u PD-L2), tem campiM Onokupyst
nojaByieHue mpoTuBoonyxonesblx pyHkuuid T-knerok (maternt CIIA Ne 8008449; Wang et al.,
Cancer Immunol Res. 2(9):846-56 (2014)). B apyrom BapuaHTe OCYLIECTBICHUS AHTHTEIO
nporuB PD-1 wim ero ¢parMeHT mnepekpecTHO KOHKypHpyeT ¢ HuBoiaymMabom. B apyrux
BapUAHTaX OCYLIECTBIIEHHsI aHTUTeNO NnpoTuB PD-1 mnm ero ¢parMeHT CBA3BIBAETCS C TEM K€
SIIUTONOM, YTO M HMBOJYMal. B ompeneneHHBIX BapuaHTax OCYIIECTBJIEHUS] aHTUTENO MPOTUB
PD-1 umeer te sxe CDR, uT0 1 HUBOJIyMaO.

[0154] B HexkoTOpbIX BapuaHTax OCYIIECTBJIEHUs aHTUTeNo mnpotus PD-1 comepxxut
TSDKEJIYIO M JIETKYIO LIeTIH, COAep Kallye MociaeoBaTesIbHOCTH, npeacrasieHHbie B SEQ ID NO:
17 n 18, COOTBETCTBEHHO, WM HX BapUaHTbL. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
antuteno mnpotuB PD-1 comepxkut (a) CDR1 BapuabenbHOH 00MacTu TSDKEJIOH Iemy,
COZIEPIKAIIYIO TIOCIENOBATENBHOCTD, YKkazaHHyto B SEQ ID NO: 19; (b) CDR2 BapuabenbHOI
00JIaCTH TSDKEJION IeTH, CONeP ALY MOCIEA0BaTEIbHOCTD, YkazanHyo B SEQ ID NO: 20; (c)
CDR3 BapuabenbHOM 0OJACTH TSIKENON 1ETH, COMEPIKAIIYIO MOCIeN0BATEIbHOCTD, YKa3aHHYIO
B SEQ ID NO: 21; (d) CDR1 BapuabenbHO# 00NaCTH JIETKOH LEMH, COAEPKALIYIO
MOCJIEIOBATENBHOCTD, Yka3anHyo B SEQ ID NO: 22; (e) CDR2 BapuabenbHoit 001acTH JIErKOM
L[eNy, COJEpPKaIlyI TOCIenoBaTeIbHOCTh, yka3aHHylo B SEQ ID NO: 23; u (f) CDR3
BapuadepbHON 00JIaCTH JIETKOW IEMNH, COMEpsKAIIyI0 MOCIENOBATEIbHOCTh, YKa3aHHYID B SEQ
ID NO: 24.

[0155] B npyrux BapmanTax ocyuiectieHus antureno umeer CDR unm BapuabenbHble
o0nacTé TsDKeNOM W Jierkod wemed HuBomymaba. Takum o0pa3oMm, B OZHOM BapHaHTE
ocymectBieHus: antuteno coxepxutr aomeHol CDRI, CDR2 u CDR3 VH nHuomymala,
MMEIOIINE TOCIeA0BaTeNIbHOCTh, ykazaHHyto B SEQ ID NO: 19, u gomenst CDR1, CDR2 u
CDR3 VL nHuBonymaba, uMerIue MOCIeqoBaTeNbHOCTh, yka3aHHyio B SEQ ID NO: 21. B

IPyroM BapuaHTE OCYIIECTBJIeHUs aHTUTeNno coaepkuT nomeHol CDR1, CDR2 u CDR3,
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coneprKallime rnocienoBareabHOCTH, ykazanHble B SEQ ID NO: 23, 24 u 25, COOTBETCTBEHHO, U
nomensl CDR1, CDR2 u CDR3, conepkainue nociaenoBarenbHOCTH, ykazanHbie B SEQ ID NO:
26, 27 u 28, cOOTBETCTBEHHO. B 1pyrom BapuaHTe OCYIIECTBIICHHUS aHTUTENIO COAEPIKUT 00IacTH
VH w/unn VL, conepskainne aMUHOKHUCIIOTHBIE ITOCIEI0BaTeIbHOCTH, Yka3zaHHbie B SEQ ID NO:
19 w/unun SEQ ID NO: 21, coorBercTBeHHO. B npyroM BapuaHTe OCYINECTBJIEHUS aHTUTENO
comepxutT BapuabenbHy o0aacte Tspkenoi uenu (VH) w/unu BapuabenbHy0 00JacTh JIETKOM
uernu (VL), kogupyemyro MmocaeoBaTelbHOCTSMU HYKJIEUMHOBOW KUCJOTHI, yka3aHHbIMH B SEQ
ID NO: 20 w/umu SEQ ID NO: 22, cooTBEeTCTBEHHO. B npyrom BapuaHTe OCYINECTBIICHUS
AHTHUTEJIO KOHKYPUPYET 32 CBSI3bIBAHUE C U/UJIH CBSA3BIBAECTCS C T€M ke 3nuTornoM Ha PD-1, uto u
YIOMSTHYTBIE BBIIIE AHTUTENA. B JIpyroM BapuaHTE OCYLIECTBJIEHUS] aHTUTENO O0JIafaeT Imo
MeHbIIeH Mepe mpudnn3nTeNbHo 90% HIEHTHYHOCTBIO AMUHOKHCIIOTHOH TOCHIEI0BATEIbHOCTH
BapuabenbHONH O00NacTH C BBILICYNOMSHYTBIMH AHTHTEIaMU (HampuUMep, MO MEHbIIeH Mepe
npubnusuTensHo 90%, 95% unn 99% unenTudHOCTH BapuabenpHoU obmactu ¢ SEQ ID NO: 19
win SEQ ID NO: 21).

[0156] B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs aHTUTeNO npotuB PD-1 mepexpectHO
KOHKYpUPYeT C HHUBOJyMaOOM 3a cBs3biBaHue ¢ PD-1 dyenmoeka. B apyrux BapumaHTax
OCYIIECTBJICHUS] aHTUTENIO MPOTUB PD-1 CBSA3BIBAETCS C TEM Ke 3MUTOINOM, UYTO M HUBOJyMad. B
HEKOTOPBIX BAPHAHTAaX OCYLIECTBIEHMs aHTUTENO potus PD-1 mpencrasnser cobol xumepHoe
AHTUTENIO, TYMAHU3UPOBAHHOE aHTUTENO WM MOHOKJIOHAJbHOE aHTUTENO YenoBeka. B mpyrux
BapUAHTaX OCYLIECTBIEHUs aHTUTENO NMPOTUB PD-1 comep:KUT KOHCTAaHTHYIO 00JAaCTh TSDKENOH
uenu IgGl-uzotuna uenosexka wnu IgG4-usotuna yenoBeka. B KOHKpETHBIX BapHaHTax
ocyIecTBIeHHs auTuTeno npotus PD-1 npeacrasiser codoit HMBOIYMaO niayu neMOponu3ymao.
B HekoTOpBIX BapHaHTaxX OCyLIeCTBIEHHUs aHTuTeno mnporuB PD-1 npexncrasmsier coboit
OuoaHanor HuBONyMaba. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS aHTHUTENO MpoTuB PD-1
npeacTaisier cobol Ouoanaor nemMopoau3ymada.

[0157] AnTutena npotuB PD-1, u3BecTHbIe B JaHHOW 00JIACTH, MOKHO HCIIOJb30BaTh B
OMHUCAHHBIX B HACTOSIIEM OMHMCAHUHM KOMITO3ULMAX M Croco0ax. Pa3nuyHble MOHOKJIOHAJIbHbIE
aHTHTENIa YeJIOBEeKa, KOTopble criennduiecku cBs3bBaroTcs ¢ PD-1 ¢ Bbicokoit ahduHHOCTEIO,
onucanbl B nateHte CIIIA Ne 8008449. bbuio nMpoaeMOHCTPUPOBAHO, YTO aHTUTENA NMpoTuB PD-
1 uenoseka, onucanHble B nateHTe CIITA Ne 8008449, neMOHCTpUPYIOT OAHY WUJIM HECKOJBKO U3
CIEeYIOIUX XapaKTepucTuk: (a) csizbiBaroTcsl ¢ PD-1 ywenoseka ¢ Kp 1x 107 M MEHee, Kak
OTpEeAENAI0T MOCPENCTBOM MOBEPXHOCTHOIO IIJIJA3MOHHOIO PE30HAHCa C HCIOJIb30BaHUEM
OunocencopHoli cucrembl Biacore; (b) mo cymecTtBy He cBszbiBatoTcst ¢ CD28, CTLA-4 wm
ICOS wuenoseka;, (c) ycwnmmBaroT nponudepanuro T-KIETOK B aHAIW3e C HCIOJb30BAHUEM
peakunu cMmemanHbix JuMdoruro (MLR); (d) mossimaroT npoayupoBanue nHTEpEepoHa-y B
aHammze MLR; (e) moeimaroT cekpeuuto 1L-2 B amamusze MLR; (f) cesswiBatotcst ¢ PD-1
yenoseka U PD-1 sBarckoro makaka, (g) uHruoupyrot cesasbsiBanne PD-L1 w/wmm PD-L2 ¢ PD-1;
(h) crumynupyroT OTBeTHl B BHAE aHTUreHcnenuduyeckol mnamsatd; (i) CTUMYJIUPYIOT
AHTUTENIbHBIE OTBETHL, U (j) MHTHOUPYIOT POCT OMYXOJIEBBIX KJIETOK in vivo. AHTHTENa MPOTHB

PD-1, mpurogHsle B paMKax HAaCTOALIEr0 M300PETeHHs, BKIIOYAIOT MOHOKJIOHAJIbHBIE AHTHUTETA,
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KOTOpbIe Crieru(puIecku CBs3biBatOTCs ¢ PD-1 denoBeka u JEMOHCTPUPYIOT IO MEHBIIEH Mepe
OJIHY, B HEKOTOPBIX BapUAHTAX OCYINECTBJIEHUS 10 MEHBIIEH Mepe IsTh, U3 MPENLIeCTBYIOINX
XapaKTEePUCTHK.

[0158] [lpyrue MoHOKJIOHanbHble aHTuTena npotus PD-1 ommcanb, Hanpumep, B
narentax CIIA Ne 6808710, 7488802, 8168757 wu 8354509, nyOnukauuu CIIIA Ne
2016/0272708 u nyonukanusix PCT Ne WO 2012/145493, WO 2008/156712, WO 2015/112900,
WO 2012/145493, WO 2015/112800, WO 2014/206107, WO 2015/35606, WO 2015/085847,
WO 2014/179664, WO 2017/020291, WO 2017/020858, WO 2016/197367, WO 2017/024515,
WO 2017/025051, WO 2017/123557, WO 2016/106159, WO 2014/194302, WO 2017/040790,
WO 2017/133540, WO 2017/132827, WO 2017/024465, WO 2017/025016, WO 2017/106061,
WO 2017/19846, WO 2017/024465, WO 2017/025016, WO 2017/132825 u WO 2017/133540
BCE U3 KOTOPBIX BKJIFOYEHBI B HACTOSIIIEE OMUCAHUE MOCPEICTBOM CCHUIOK B IIOJIHOM OOBEME.

[0159] B HekoTOpbIX BapuaHTaX OCYINECTBJIEHUS aHTUTENO npotuB PD-1 BeiOpaHOo u3
IPYIIBL, COCTOsAImeH M3 HUBOJyMmada (Takxke m3pecTHeIH kak OPDIVO®, 5C4, BMS-936558,
MDX-1106 m ONO-4538), nemOponuzymada (Merck; takke m3BecTHblli kak KEYTRUDA®),
nambponuzymada u MK-3475; cm. WO2008/156712), PDR0O0O1 (Novartis; Tak»ke U3BECTHOE KaK
cnapramm3ymad, cm. WO 2015/112900), MEDI-0680 (AstraZeneca; Takske u3BecTHoe kak AMP-
514; cm. WO 2012/145493), uemumiumada (Regeneron; takske n3BectHbli kak REGN-2810; cm.
WO 2015/112800), JS001 (TAIZHOU JUNSHI PHARMA; cm. Si-Yang Liu et al., J. Hematol.
Oncol. 10:136 (2017)), BGB-A317 ("Tucnenuzymab"; Beigene; cm. WO 2015/35606 u US
2015/0079109), INCSHR1210 (Jiangsu Hengrui Medicine; Tak:xe u3zBectHoe kak SHR-1210; cm.
WO 2015/085847; Si-Yang Liu et al., J. Hematol. Oncol. 10:136 (2017)), TSR-042 (Tesaro
Biopharmaceutical; Takke wu3BectHoe kak ANBO11; cm. WO02014/179664), GLS-010
(Wuxi/Harbin Gloria Pharmaceuticals; Taxxe uzsectnoe kak WBP3055; cum. Si-Yang Liu et al.,
J. Hematol. Oncol. 10:136 (2017)), AM-0001 (Armo), STI-1110 (Sorrento Therapeutics; cm.
WO 2014/194302), AGEN2034 (Agenus; cm. WO 2017/040790), MGAO12 (Macrogenics, cM.
WO 2017/19846), IBI308 (Innovent; cm. WO 2017/024465, WO 2017/025016, WO
2017/132825 u WO 2017/133540) u BCD-100 (Biocad).

[0160] B onHoM BapuaHTe ocyiuecTBieHus: aHTUTeN0 potus PD-1 npencrasnser coboi
HuBoaymMad. HuBomyma® mnpencraensier coOOH MONHOCTBIO uenoBeueckoe IgG4-anTHTENO
(S228P) mpoTuB MMMYHHOH TOYkH KOHTposisi PD-1, KOTOpO€ CENeKTHBHO MpPEensTCTBYET
B3aumMozeiicTeuio ¢ ymranaamu PD-1 (PD-L1 u PD-L2), Tem cambiM Onokupysi mojaBieHHE
npoTtuBoonyxoyeBbix ¢pynknuii T-kinerok (matent CIITA Ne 8008449; Wang et al., 2014 Cancer
Immunol Res. 2(9):846-56).

[0161] B npyrom BapuanTe ocymecTBieHns aHTHTENO npoTtuB PD-1 npexncrasisier coboi
nemOpommzymad. IlemOponnzymad mpeacrasisier co0OH T'yMaHH3MPOBAHHOE MOHOKJIOHAJIBHOE
IgG4-antureno (S228P), nHampasneHHoe mpotuB penentopa PD-1 kieTo4HONH MOBEPXHOCTH
gyenoBeka (Oenok 3amporpaMMHpOBaHHOH cMmepTH 1 wuiam  Oenok  3amporpaMMHpOBAaHHOMN
kyetouHoi cmeptu 1). IlemOponusymad ommcan, Hampumep, B nateHnrax CIIIA Ne 8354509 u
8900587.
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[0162] AnTurena mporus PD-1, nmpuroaHbie B ONMUCAHHBIX KOMITO3UIMAX U CHOCO0AX,
TaK)Ke BKJFOUAIOT BbIEJIEHHBIE AHTHTENA, KOTOpble crneunpuyecku cBs3bBaroTess ¢ PD-1
YeJioBeKa M MEePEeKPEeCTHO KOHKYPUPYIOT 3a CBsi3biBaHUe PD-1 yenoBeka ¢ qr00BIM U3 aHTHUTEN
npotuB PD-1, onmucaHHBIX B HACTOSIIEM OMUCAHUM, HAIpUMEpP, HUBOIyMaOOM (CM., HAIpUMep,
narenT CIITA Ne 8008449 u 8779105; WO 2013/173223). B HeKOTOpBIX BapHaHTax
OCYLIECTBJICHHUsI aHTUTENO NpoTHB PD-1 CBsi3pIBaeTCs C TEM K€ SMMTONOM, YTO M JiroOoe u3
antuTen npotuB PD-1, onmMcaHHBIX B HACTOSIIEM OMNMCAHWHW, HANpHMep, HUBOJIyMal.
CriocoOHOCTb aHTHUTEN MEPEKPECTHO KOHKYPUPOBATh 3a CBSI3bIBAHUE C AHTHICHOM YKa3bIBAET Ha
TO, YTO 5TU MOHOKJIOHAJIbHbIC AHTUTEJIA CBSA3BIBAIOTCS C OJHON U TOM K€ SMUTOMHON 00JIACThIO
aHTUT€HA W  TMPOCTPAHCTBEHHO  IMPEMSTCTBYIOT  CBSI3BIBAHUIO  JPYTHX  IEPEKPECTHO
KOHKYPHPYIOIINX AHTUTEN C 3TOH KOHKPETHOH »MHUTONHOH o0nacThio. OKupmaercs, 4To 3TH
NEPEKPECTHO KOHKYPHUPYIOLIHE aHTUTENA OyayT MMeTh (PYHKIIMOHAIbHbIE CBOHCTBA, B BBICOKOH
CTETIEHN CXOAHbIE C (YHKIMOHAIBHBIMH CBOWCTBAMH 3TAJOHHOTO AaHTHUTENA, HampuMep,
HUBOJIyMa0a, BCJIECTBUE UX CBSI3bIBAHHE C TOH ke snmuTomHoN obiacteio PD-1. [lepekpecTHo
KOHKYPHPYIOILIHE aHTUTENIa MOKHO Oe3 Tpyna MACHTH(PHUIHMPOBATh HA OCHOBE MX CIOCOOHOCTH
NEPEKPECTHO KOHKYPHPOBATH C HUBOJYMAaOOM B CTaHAAPTHBIX aHajM3ax CBs3biBaHus PD-1,
Takux Kak aHanm3 Biacore, anamu3el ELISA wumu nporounHast uutomMerpus (cM., Harmpumep, WO
2013/173223).

[0163] B ompeneneHHBIX BapHaHTaX OCYLIECTBJIEHUS AHTUTENA, KOTOPbIE MEPEKPECTHO
KOHKYPHPYIOT 32 cBsi3biBaHHE PD-1 yenoBeka uiy CBA3BIBAIOT TY JK€ STIUTOMHYIO 00JNACcTh, YTO U
antuteno PD-1 uenoBeka HUBOJMYMaO, MPEACTaBISIIOT COO0H MOHOKJIOHANbHBbIE aHTUTeNa. s
BBEICHUS JIOJAM O3TH TMEPEKPECTHO KOHKYPUPYIOIIME AaHTUTENA NPEACTaBISIOT COOOi
XUMEpPHbIE, CKOHCTPYHUPOBAHHBbIE AHTUTENAa WJIM TyMaHU3UPOBAHHbIE WU YEJIOBEYECKUE
anturena. Taxkue XuMepHbIE, CKOHCTPYUPOBAHHbBIE, T'YMAHU3UPOBAHHBIE WU YEJIOBEUYECKHE
MOHOKJIOHAJIbHbIE aHTUTEIA MOXKHO IMOJIY4aTh M BBIAEISTH CIOCOOAMH, XOPOLIO M3BECTHBIMH B
JTaHHOM 00JacTH.

[0164] Awnturena mnporuB PD-1, npurogHble B KOMIO3HMLHUSIX U crocodax 1o
N300pETEHHIO, TAKXKE BKJIFOYAOT aHTUTEHCBS3bIBAIOIINE YACTH YKA3aHHBIX BBILIE aHTHTEN. Bbu1o
B TMOJHOW Mepe MPOJEMOHCTPUPOBAHO, YTO AHTUT'CHCBSA3BIBAIOIIYIO (PYHKIIMIO aHTUTEIA MOTYT
BBIMOJIHATH (PparMeHThI MOJTHOPA3MEPHOTO AHTHUTENA.

[0165] Amnrturena mnpotus PD-1, mnpuroanele a5 TpUMEHEHUS B OMHUCAHHBIX
KOMITO3UIIMSIX M Ccrioco0ax, MPeACTaBISIIOT cOOOM aHTHTENa, KOTOphie CBsi3biBatoTCs ¢ PD-1 ¢
BBICOKOH cnennpUIHOCTBIO B adUHHOCTBIO, OnoKupyoT cBs3biBaHue PD-L1 w/unmm PD-L2, u
UHTUOUPYIOT MUMMYHOCYTIPECCUBHBIN 3(dekT Kackana nepenaun curHana PD-1. B moboi u3
KOMITO3UIIMI HJIM CIIOCOOOB, OMUCAHHBIX B HACTOALIEM omucaHuW, "antuteno” mportus PD-1
BKJIFOYAET aHTUT'€HCBS3BIBAIOINYIO YacTh MM (PPAarMeHT, KOTOPBIE CBS3BIBAIOTCS C PELIETITOPOM
PD-1 1 neMOHCTPUPYIOT (PYHKIIMOHAIBbHBIE CBOICTBA, CXOAHBIE CO CBOMCTBAMH LIENIBIX AHTHUTEI,
B OTHOIIEHWH WHIHOWPOBAHMS CBS3BIBAHUS JINTAHIA M aKTHBALlMM WMMYHHOH cHcTeMbl. B
ONpENENEHHbIX  BapuUaHTax  OCyLIeCTBJeHUs  aHTuTeno mnporus PD-1 wumm  ero

AHTUT€HCBSA3BIBAIOINASL YaCTh MEPEKPECTHO KOHKYPHPYET ¢ HUBOJIYMAaOOM 3a cBsa3biBaHue PD-1
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YeJI0BEKa.

[0166] B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs aHTUTeno npotus PD-1 mpencrasnser
coboli Oucrieruduueckoe aHTUTENO. B KOHKPETHBIX BapHAaHTaX OCYINECTBJIEHUS AHTUTENO
npotuB PD-1 npencrasisier codoit Oucnenuduueckoe aHTUTENO, KOTOPoe CBsi3bIiBaeT kak PD-1,
tak u LAG-3.

6. Auturena nporus PD-L1

[0167] B omnpeneneHHbIX BapuaHTax OCYINECTBJEHUS HACTOSINAsl 3asiBKa OXBATbIBAET
npuMeHeHue aHtutena npotuB PD-L1 B kadectBe mHruburtopa kackama PD-1. B omHOMm
BapHUaHTE OCYINECTBJIEHUs aHTUTeNo npoTuB PD-L1 uarubupyer cesspiBanue peuentopa PD-L1,
T.e. PD-1, ¢ ero nmurangom PD-L1.

[0168] Ilockonpky anTtureno mpotuB PD-1 u antureno mporus PD-L1 nHauenensr Ha
OUH M TOT )K€ CHUTHAJbHBIA MyTh, U B KJIMHUYECKHX HCIBITAHUSIX OBUIO TMOKA3aHO, YTO OHH
IEMOHCTPHPYIOT CXOIHbIE YPOBHH 3(PQPEKTUBHOCTH TIPU PA3JIUYHBIX 3JIOKAUECTBEHHBIX
OMyXOJISIX, BKJIOYAsl TOYEYHOKJIETOUHbIH pak (cm. Brahmer et al. (2012) N Engl J Med
366:2455-65; Topalian et al. (2012a) N Engl J Med 366:2443-54; WO 2013/173223), anTHTeN0M
nporue PD-L1 MoxHO 3ameHuTh anTuteno nporus PD-1 B moOoMm u3 TepameBTHUECKHX
CIIOCOOOB, OMHUCAHHBIX B HACTOAILIEM OIMUCAHMMU. TakuM o0pa3oM, ONpefeNieHHbIE AaCIEKThI
HACTOSIIIEr0 M300pPETeHUs] OTHOCATCS K CHoco0aM JICYeHHMs WHIWBUAYYMA, CTPAJAIOIIETr0 OT
onyxonu, Hampumep SCLC, umeromero BbicOkuil craryc TMB, BKIOYarOIINUM BBEAEHUE
UHIUBUAYYMY TOJBKO aHTHTena npotuB PD-L1 ("monoTepanus") unu anturtena npotus PD-L1
B KoMOuHanuu ¢ anturenoM npotuB CTLA-4. Arrurena npotus PD-L1, koTopsle H3BeCTHBI B
JaHHOM 00NacTH, MOHO MHCIIONIb30BaTh B KOMIO3MLIMSAX U CHOco0ax IO HACTOSIIEMY
u3obpetenuto. [Tpumeps! antuten nporus PD-L1, nmpuronHelx B KOMIO3ULUSAX U criocodax Mo
HACTOSIIIEMY M300pETEeHHUI0, BKJIIOUYAIOT aHTUTeNa, onucanHbie B mateHte CIIIA Ne 9580507.
bruto nmponEeMOHCTPUPOBAHO, YTO MOHOKJIOHANbHBIE aHTUTENa denoBeka mnpotus PD-L1,
onucanuble B mareHte CIIIA Ne9580507, umeroT OAHY WIM HECKOJBKO W3 CJENYIOLIUX
xapakrepuctuk: (a) cssbiBatorcss ¢ PD-L1 dyenoseka ¢ Kp 1x107 M win MeHee, npu
OTIpeieNIeHU: TOCPEICTBOM IOBEPXHOCTHOTO IUIA3MOHHOTO pPEe30HAaHCa C HCIOJIb30BaHHEM
OunocencopHoli cucrembl Biacore; (b) ycunmBator mnponmdeparmio T-kJIeTok B aHau3e C
UCTIONIB30BAHUEM peakinu cMemmanHbx JuMormtos (MLR); (¢) moBeIIaOT MpoayLHpPOBaHUE
unteppepona-y B aHammze MLR; (d) nosbrimator cekpenmto IL-2 B anamuze MLR; (e)
CTHMYJIUPYIOT aHTHTEIbHBIE OTBETHL, U (f) oOpamaroT BersATh 3G ekt peryiaTopHbIX T-KIeTok
Ha 3¢ exropHblie T-KIETKH W/WIH IEHAPUTHBIE KJIeTKH. AHTUTENa potuB PD-L1, npuronHeie B
paMKax HACTOSIEr0 M300pETEHHs], BKJIIYAOT MOHOKJIOHAJbHBIE AaHTHUTENA, KOTOPbIE
cneunguyeckn cBs3piBatoTCss ¢ PD-L1 denoBeka M UMEIOT NO MEHbIIEH Mepe OIHY, B
HEKOTOPBIX BapHaHTAaX OCYLIECTBJIEHUS IO MeEHbIIEeH Mepe IMAThb, W3 MPEeALIECTBYIOIIUX
XapaKTepUCTHK.

[0169] B onpeneneHHbIX BapHaHTax OCylIecTBIeHUs aHTUTENO potus PD-L1 BeiOpano
u3 rpynmnbl, cocrosimed u3 BMS-936559 (takke u3BectHoe kak 12A4, MDX-1105; cm,,
Hanpumep, nateHT CIIIA Ne 7943743 u WO 2013/173223), aresonmsymada (Roche; Taxske
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m3BecTHBIN kKak TECENTRIQ®; MPDL3280A, RG7446; cm. US 8217149, takxke cm., Herbst et
al. (2013) J Clin Oncol 31(suppl):3000), nypsanymaba (AstraZeneca;, Tak)ke H3BECTHBIH Kak
IMFINZI™, MEDI-4736; cm. WO 2011/066389), aBenymaba (Pfizer; Takke M3BECTHBIM Kak
BAVENCIO®, MSB-0010718C; cm. WO 2013/079174), STI-1014 (Sorrento; cm.
WO02013/181634), CX-072 (Cytomx; cM. W0O2016/149201), KNO35 (3D Med/Alphamab; cm.
Zhang et al., Cell Discov. 7:3 (March 2017), LY3300054 (Eli Lilly Co.; cMm., Hanpumep, WO
2017/034916), u CK-301 (Checkpoint Therapeutics; cm. Gorelik et al., AACR:Abstract 4606
(Apr 2016)).

[0170] B ompeneneHHbIX BapuaHTaxX OCYIIECTBJICHHWs aHTUTeno mnporuB PD-L1
npencrasisier codoii arezonuzymad (TECENTRIQ®). Ate3onusymad mpencraBiseT coOoit
MOJIHOCTBIO T'YMaHU3UPOBaHHOE MOHOKJIOHaNbHOE IgG1-anTureno nporus PD-L1.

[0171] B onpeneneHHbIX BapHaHTax OCYLIECTBIEHUs aHTUTeno mnporus PD-L1
npencraBisier  coboit  pypsanymad (IMFINZI™).  Jlypanymald mpenctaByisieT CoOOi
MOHOKJIOHaNbHOe aHTuTeno IgG1-kanmna yenoseka npotus PD-L1.

[0172] B onpeneneHHbIX BapuaHTax OCYLIECTBIEHUs aHTUTeno nporus PD-L1
npencraBisier  coboii  aBenymad (BAVENCIO®). Asenyma®d mpencraBisier  coOoi
MoHoKIoHanbHOe IgG1-nambOna uenoseka nporus PD-L1.

[0173] ArTuTena nporus PD-L1, npurogHeie B ONMUCAHHBIX KOMIIO3UIUSX U CIIOCO0AX,
TaK)Ke BKJIFOYAIOT BBIACJICHHbIE AHTUTENA, KOTOpble creuuduuecku cps3bBatoTes ¢ PD-L1
YeJI0BEeKa U MEPEKPECTHO KOHKYPUPYIOT 3a cBasbiBaHue PD-L1 yenoseka ¢ aHTUTENOM MpOTUB
PD-L1, omucaHHbIM B HACTOSIIEM OIHMCAHUU, HAMpHUMeEp, aTe30In3yMadoM, aypBaiymadbom
u/unu  aBenmymMaboMm. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHUs aHTUTeNO mnpotuB PD-L1
CBSI3BIBAET TOT K€ SIUTOIL, YTO M JIt000e 13 anturen npotuB PD-L1, onmucaHHBIX B HACTOSIIEM
OMHUCAHWU, HATNpuMep, are3onu3ymad, nypsanymad w/uwnm aBenymad. CrnocoOHOCTh aHTUTEN
NepEeKPECTHO KOHKYPHPOBATh 3a CBA3bIBAHHE C AHTUT'€HOM YKa3bIBA€T HA TO, YTO TH aHTHUTENA
CBSI3BIBAIOTCS C OMHOH W TOW K€ SMHUTOMHONW OOJIACTHIO AHTHIE€HA W MPOCTPAHCTBEHHO
NPENSTCTBYIOT CBSA3BIBAHUIO JPYTUX TMEPEKPECTHO KOHKYPHUPYIOIIUX AaHTHUTEN K OSTOH
KOHKPETHOMW 3MUTOMHON obnactu. OKMAAeTCsl, YTO 3TH NEPEKPECTHO KOHKYPHPYIOLINE aHTUTEA
OynyT uMeTh (PyHKIIMOHAIbHBIE CBOWCTBA, B BHICOKOH CTENEHH CXOAHbIE C (PYHKLHUOHATBHBIMU
CBOWCTBAMH 3TAJIOHHOTO aHTUTENA, HAMpHUMeEp, are3oiusymada w/wiu aBenymada, BCIEICTBHUE
WX CBSI3bIBAHMS C OMHOMW U TOM ke SMUTOMHOMN 00nacTeio PD-L1. IlepekpecTHO KOHKYPHUPYIOLIHE
aHTHUTENa MOXKHO 0e3 Tpyna HIeHTH(PHUIHMPOBATH Ha OCHOBE HX CIOCOOHOCTH MEPEKPECTHO
KOHKYPHPOBATh C aTe301u3yMadoM W/Win aBeayMadoM B CTaHAAPTHBIX AHAIN3AX CBS3BIBAHHS
PD-L1, takux kak ananu3 Biacore, ciocoObl ananu3a ELISA wiu nporodnast muroMeTpust (CM.,
Hanpumep, WO 2013/173223).

[0174] B omnpeneneHHbIX BapuaHTax OCYILIECTBJIEHHUS] AHTUTENA, KOTOpPbIE MEPEKPECTHO
KOHKYpUPYIOT 3a cBsi3biBanue PD-L1 4yenosBexka uiu CBS3BIBAIOTCS ¢ TOH K€ SMUTONHON
oOnacteto aHTHTena npotuB PD-L1 uenoseka, uro u arezonuszymad, aypsaimymad w/wiu
aBesymMad, MPENCTaBISAIOT COOONW MOHOKJIOHAJbHBbIE aHTUTEna. [[ns BBeNEHHs YeNOBEKYy 3TH

NEPEeKPECTHO KOHKYPUPYIOIIME AaHTHUTENAa TPEACTaBISAIOT COOOH XMMEpHble AaHTUTeENa,
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CKOHCTPYUPOBAaHHbIE aHTHUTENA, WM T'YMAaHU3UPOBAaHHbIE WM 4esloBeueckue aHtutena. Takue
XHUMEpPHbIE, CKOHCTPYHUPOBAaHHbIE, I'YMAaHU3UPOBAHHbIE WJIH 4YeJIOBEYECKHE MOHOKJIOHAJbHbBIE
aHTHUTENAa MOTYT OBbITh NOJYYEHBbI M BBIAENEHBbI CIOCO0aMM, XOPOLIO M3BECTHBIMU B IAHHOU
obnactu.

[0175] Anrturena mnporuB PD-L1, mpuromHele B KOMIO3MLIMSAX M crocodax IO
3asBJICHHOMY H300pPETEeHUIO, TaKKe BKJIIOYAIOT AHTUTE€HCBSI3BIBAIOIINE YACTH YKA3aHHBIX BBILIE
aHTUTEN. BRUIO B MONHON Mepe MPOAEMOHCTPUPOBAHO, YTO AHTHICHCBS3BIBAIOIIYIO (DYHKLIHIO
AHTHTEIa MOTYT BBIOJHSTH ()ParMEeHThI MOJTHOPA3MEPHOTO AaHTHUTENA.

[0176] Amnturena mnporuB PD-L1, npurogHele misi NPUMEHEHHS B OINKMCAHHBIX
KOMITO3ULUSIX U CHoco0ax, MPeACcTaBISIOT COOOH aHTHUTENa, KOTopble cBsizbiBatloT PD-L1 ¢
BBICOKOH CIeMU(PUUHOCTEI0 U aQPUHHOCTBIO, ONOKHPYIOT cBs3biBaHUe PD-1 m wmHrHOupyroT
uMMyHocyrnpeccuBHbIi 3 ekt PD-1 kackana nepenaun curHana. B moObIX U3 KOMIO3UIUI U
Croco0OB, OIMMCAHHBIX B HACTOsIIEeM omnucaHuy, "antuteno" mnpotuB PD-L1  Bkirodaer
AHTUTCHCBS3BIBAIOIIYIO 4YacTh WJM  (parmMeHT, KoTopele cBs3biBatoTCss ¢ PD-L1 wm
IEMOHCTPHUPYIOT (PYHKLHMOHAJBbHBIE CBOWMCTBA, CXOAHBIE CO CBOWCTBAMHU IIENIBIX AHTHTEN, B
OTHOIIEHNH WHTMOMPOBAHUS CBA3BIBAHHUS PELENTOpa M aKTUBALMM HMMYHHOH cHcTeMbl. B
ONpENENEeHHbIX  BapuaHTax  OCyllecTBiaeHuss aHtuTeno nporus PD-L1  wumm  ero
AHTUTeHCBS3BIBAIOINAS YacTh IEPEKPECTHO KOHKYPHUPYIOT C aTe30nu3ymMadoM, aypBaiymMadoM
u/nnm aBenmyMabom 3a cesizpiBanue ¢ PD-L1 uenoseka.

[0177] Antureno mporuB PD-L1, mpuromHoe B pamkax HACTOSIIEro H300peTeHHs,
MOJXKET TPEeACTaBIATh coOol Jroboe anTureno mnpotuB PD-L1, koropoe cnenuduyuecku
cBsasbiBaercss ¢ PD-L1, nHanpumep, aHTUTENna, KOTOpPblE MEPEKPECTHO KOHKYPUPYIOT C
aypBatymMaboMm, aBenyMaboM HIIH aTe301u3yMaboM 3a cBsaszbiBanue ¢ PD-1 yenoseka, Hanpumep,
AHTUTEJIO, KOTOPOE CBSA3BIBAETCSI C TEM JK€ SIMUTONOM, YTO M IypBaiymad, aBenymad win
areonu3ymMad. B KOHKpeTHOM BapuaHTe OCYLIECTBIEHUs aHTUTEeNo mnpotus PD-L1
npezacrasisier codoit aypBanymad. B npyrux BapuaHTax OCYINECTBJIEHUS] aHTHTEIO MPOTUB PD-
L1 npencrasnsier coboii aBenyMad. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS AHTHTEJO MPOTHB
PD-L1 npencrasisier coboit aTe3omu3ymad.

7. Anrturena nporus CTLA-4

[0178] B ompeneneHHbIX BapwaHTaX OCYIIECTBIIGHUsS HACTOSINAS 3asiBKA OXBAThIBAET
npuMmeHenue anturena npotus CTLA-4. B ogHOM BapuaHTe OCYIIECTBIEHUS] aHTUTENO MPOTUB
CTLA-4 ceszbiBaer u uarudbupyer CTLA-4. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS aHTHTEIO
npotuB  CTLA-4 mpencraBisier coboit  ummmmmymad (YERVOY), Ttpemennmymad
(Tnummumymab; CP-675,206), AGEN-1884 numn ATOR-1015.

8. ®apmaneBTHYECKHE KOMIIO3ULIUU

[0179] dapmaueBTHUeckue KOMITO3ULIUM, TIPUTOAHBIC IJIsI BBEICHHS MAIlUEHTA-JTIOASM,
KaK MPaBUJIO, COCTABJISIOT /JIs NAPEHTEPAIbHOIO BBEACHUS, HAIIPUMEp, B )KUJKOM HOCUTENE UIH
B ¢opme, NPUTOAHONH JJIsI BOCCTAHOBJIGHUS B JKUAKHH pacTBOp WJIM CYCHEH3HIO U
BHYTPUBEHHOTI'O BBEICHMSI.

[0180] Kax mnpaBmio, Takue KOMIIO3MLMH, TIJIABHBIM  0Opa3oM,  CcOnepskaT
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bapmareBTHUECKH NpUEMIIEMBIH HOCHTENb. Kak MCHONB3YIOT B paMKax HM300pEeTeHus, TEPMUH
"(apmareBTHUECKH TNpUEMJIEMBIH" O3Ha4aeT OAOOpPEHHBI MPABUTENBLCTBEHHBIM OPraHOM
perynupoBanusi win mnpuBeneHHblii B @apmakoree CIIA wmm apyroit oOmen3BeCTHOM
¢dapmakornee UIsI MPUMEHEHUs Yy JKUBOTHBIX, B YaCTHOCTH, y 4YeJioBeKa. TepMHH "HOCHUTENb"
OTHOCHUTCSI K pa30aBHUTEINO, abIOBAHTY, SKCIIMITUEHTY HMJIHM HAIMOJHHUTEII0, C KOTOPbIM BBOJST
coenuHenue. Takue (apmMaLeBTHYECKHE HOCHTENN MOTYT MPEACTAaBIATH COOOW CTEPUIIbHBIE
KMIOKOCTH, TaKHe KaK BOJAa M MAaclia, BKIIOYas JKUAKOCTH HE(PTSIHOro, >KHUBOTHOTO,
PaCTUTENIPHOTO WJIM CHUHTETUYECKOrO MPOHCXOXKIAEHHS, TaKhe KaK apaxucoBOE MAacyio, COEBOE
MacJio, MUHEpAJIbHOE MAacio, KyH)KyTHOE MacJio, MIULEePUH MOJU3TUIICHIJIMKONb PULIMHONEAT U
T.11. B kauecTBe HOCUTENEN MOXKHO UCIOJBb30BaTh BOAY WM BOIHBIN COJIEBOM paCTBOP U BOJHbIE
pPacTBOPBI IEKCTPO3bI M TIIHIEPUHA, B YACTHOCTH, JJISI UHBEKIIMOHHBIX PAaCTBOPOB (HAIpUMep,
comepskamux antuteno nporuB LAG-3 u antuteno npotuB PD-1). Kunkue koMmo3uuuu Jist
MapEeHTEPAIbHOTO BBEIEHUS MOJKHO COCTaBJIATH IS BBEAEHMs MOCPEACTBOM HHBEKIUH WU
HerpepbIBHOH nHOY3uH. IIyTH BBEemEeHHsI MOCPENCTBOM HHBEKLUHM WM HH(Y3UU BKIIOYAIOT
BHYTPUBEHHBIH, BHYTPUOPIOLINHHBIA, BHYTPUMBIIIEUHBIH, HHTPATEKAJIbHBI U MOAKOKHBIA. B
OJIHOM BapuaHTe oOcCyllecTBieHus aHtutena npotuB LAG-3 u nporus PD-1 BBogsar
BHYTPUBEHHO (HANpHMeEp, B OTAENBHBIX COCTaBaxX WJIM BMecTe (B OHOM COCTaBe WJIH B
OTIEJIbHBIX COCTABAX)).

9. Bb10OpKH NallHEHTOB

[0181] B pamkax HacTosiero n300peTeHus mpeayCcMaTpPUBAIOTCS KIMHIYECKUE CITOCOOBI
JEUeHUsT METACTa3HPYIOIeH WM Hepe3eKTa0eNbHOW MeNaHOMBbl y TNAalMeHTa-uelloBeKa C
UCIOJB30BAHUEM HMMYHOTEpAllMM, ONMCAHHON B HACTOALIEM ONUCAHUU, HalpuMmep,
koMmOuHau uaruouropa LAG-3 (nanpumep, antureno npotuB LAG-3) u nuaruburopa kackana
PD-1 (mampumep, antureno nporus PD-1). B ompeneneHHBIX BapuaHTaxX OCYLIECTBJICHHS
NALUeHTy, KOTOPOMY MPOBOAAT MMMYHOTEPANMIO, ONUCAHHYK) B HACTOSIIEM ONHUCAHUH, HE
NIPOBOAMIIM JIEYEHHE B OTHOLIEHHMM METacTa3supOBaHUsA. B OIHOM BapuaHTE OCYIIECTBJICHHUS
MalMEeHTY-4eJIOBEKY paHee He MPOBOIUIIH MPEALIECTBYIOLIYIO TEPAU0 METaCTa3uPYIOIeH Wiu
Hepe3ekTabenbHOH MeTaHOMBI. B ompeneneHHbIX BapHaHTaX OCYLIECTBIIEHHsS NALMEHTy He
MIPOBOAMIIN MPELIECTBYIOLIYIO CUCTEMHYIO Tepanuio. B HeKoTophIX BapHaHTax OCYIEeCTBIEHHUS
NPOBENEHHBIE CIIOCOOBI TEPANUU IO HACTOALIEMY M300PETEHHIO MPEACTABISIIOT COOO0M Tepanuu
NepBOl JIMHUM MPU METAacTa3upoBaHUHU. B HEKOTOPBIX BapHaHTaxX OCYILECTBJIEHUsI MeJaHOMa
npeAcTaBisieT CcoOOH  paHee HE TMOIBEPraeMyr JICYCHUIO METACTa3UPYIOIUID N
Hepe3eKTabebHYI0 MEJIAHOMY.

[0182] B omnpeneneHHbIX BapuUaHTax OCYINECTBIEHUs MAlUEHTy IPOBOAMIN
NpEeAIEeCTBYIOIIEe JIeUeHHe, KOria MelTaHOMa Oblia JIOKAIbHO pa3BepHyTOH. B ogHOM BapuaHTe
NalUeHTy-4eJI0BeKY NPOBOAMIN MPEAIIECTBYIOUIYIO aAbIOBAHTHYIO Tepanuio MejJaHoMbl. B
OJTHOM BapUaHTE OCYLIECTBJIECHUs MpPeNUIeCTBYIOLas AaAbIOBAHTHAsl Tepanus MeJaHOMBI
npeacrasisier coboil Tepanuio npotuB PD-1. B pasnuuHbIX BapmaHTax OCYIIECTBIICHUS
NPEAIIECTBYIOINAs aJbIOBAHTHASI TEPAIlUs MEJaHOMBI IMPEACTaBisa COOOH Tepamuio NMpPOTHB

CTL-4. B ompeneneHHbIX BapUaHTAax OCYLIECTBJICHUs NALUEHTY-4€JIOBEKY IPOBOAMIN
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NPEUIECTBYIOLIYI0O HEOAAbIOBAHTHYIO TEpaluil0 MeJaHOMbl. B  HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHs] MALMEHTY MPOBOAMJIN TEPANUI0 B XOJAE NepHOAa BpeMeHu Oojee ueM 3a 6
MeCsLEB O BO3ZHMKHOBEHHUs peuuauBa. B cienyrolieM BapuaHTe OCYLIECTBJIEHUS MALMEHTY
NPOBOJWJIN aIBbIOBAHTHYIO Tepamui HHTepdepoHOM. B mpyrom BapuaHTe OCYLIECTBIIEHHS
NAalMEeHTy MPOBOJWJIM HEOAABIOBAHTHYI Tepanuio uHreppepoHom. B oxgHOM BapuaHTte
OCYLIECTBJICHHs TALMEHTy MPOBOIIJIM Tepanuio, BKIovaoomyr uHruoutop BRAF. B
ONpEAENICHHBIX BapHAaHTaX OCYLIECTBJICHUs MNALUEHTY IPOBOAWIN TEPAIUI), BKIOYAKOLIYIO
unruoutop MEK. B onHOM BapuaHTe OCYLIECTBJICHHSI MALUEHTY TIPOBOIMIIN MPEAIIECTBYIOIIYIO
aIbIOBAHTHYIO TEPANMI0 MEJIAHOMBbI B XOJ€ Tepuoja BpeMeHHu Oojiee 4eM MM POBHO 3a 6
MeCsIeB MEXAy IocleAHell a030H M BO3HMKHOBEHHEM peLuanBa. B omHOM BapuaHTe
OCYIIECTBJIEHHsI MALEHT CTPagaeT OT METACTa3MPYIOLel Win Hepe3eKTaOeabHOH MEeTaHOMBI,
KOTOpast sIBISIETCS. pe(pakTepHOW K JIEYCHUIO MOCPEICTBOM TEPANUH  3JI0KAYEeCTBEHHOM
onyxoiu. B HEKOTOpBIX BapHaHTax OCYLIECTBIIEHHUS Tepanus 3JI0KaueCTBEHHOM OMyXOJIHU MOXKET
NPEACTABISTh COOOH JIYYEBYIO TEPAIHIO, XUPYPTHUECKYIO OMEPALHI0, XUMHOTEPAITHIO, TEHHYIO
tepanuto, JIHK-tepanuro, BupycHyro  tepamuto, PHK-tepanutro, wummyHOTepanuro,
TPaHCIIAHTALMIO KOCTHOIO MO3Ia, HAHOTEPAINHIO, TePai0 MOHOKJIOHAJIbHBIM aHTUTENIOM WU
KOMOMHALIMIO  BBIIIEYKA3aHHBIX. Tepamuss MoXer uMeTb (OpMy aabIOBAaHTHON MM
HEOaIbIOBAHTHOHN Tepanuu. "ANbIOBaHTHAs Tepanus’, KaKk UCMOJb3YIOT B PAMKaxX H300peTeHUs,
OTHOCHUTCSI K JIEUEHHUIO 3JI0KAYECTBEHHO! OIMyXOJIU, IPOBOJUMOMY IOCJE NMEPBUYHOIO JICUEHMUS,
IJ1sl YMEHbBLIEHUS] PUCKA BO3BPALLEHHUS 3JI0KAYECTBEHHON ONMyXOsu. AJBIOBAHTHAs Tepamus
MOJKET BKJIFOYaTh XMMUOTEPAIUIO, JIyYEBYH) TEpaINui0, TOPMOHAJIBHYIO TEparHio, TapreTHYIO
TEpaNu0 WK OHOJOTMYECKYI Tepanuio. ABIOBAHTHYIO TEPANUI0 YacTO HCIONB3YIOT IOCHe
NEpPBUYHOIO JIEYEHUs, TAaKOro KaK XHUpyprudeckas oOnepauus WINH JiydyeBas Tepamnusl.
AnBIOBaHTHAsl Tepanusi, NIPOBOAMMAs AO OCHOBHOTO JIEUEHHs, HA3bIBAETCS HEOAAbIOBAHTHOMU
Tepanueil. ITOT TUN aJbIOBAHTHOHN TEpanuy TaK:Ke MOKET CHIMKATh BEPOSITHOCTb BO3BPALIEHUS
3JIOKQYEeCTBEHHOM OMyXOJIM, M €r0 4acTO MCIOJB3YIOT IJisi mpoBeaeHus: donee 3¢(GHEeKTUBHOTO
NEPBUYHOrO JIEUEHUs, HANpUMeEp, XUPYPrU4ecKoll onepanuuu WIH Jy4eBOM Tepanuu, IS
yMEHbIIEHUs ONyXO0JIeBON Harpy3ku. B npyroMm BapuaHTe OCyIIEeCTBIEHUS MALMEHT CTPAAaeT OT
METACTa3UPYIOIEH WIN Hepe3eKTadeJbHOW MEJNAaHOMBI, KOTopas pedpakTepHa K JIEUYEHHIO
XUMUOTEPANHUEH.

[0183] B npyrom BapuaHTe OCYLIECTBJCHHUS MALUCHT CTPAAAeT OT METAaCTa3UpPYIOLIEH
WA Hepe3eKTa0eNbHONW MEJaHOMBI, KOTOpasi SIBJISETCS pepakTepHOH K JIEUEHUI0 HHIHOUTOPOM
MMMYHHOI TOYKM KOHTpoOJisi. B npyrom BapuaHTe OCYLIECTBJIEHUS MALUEHT CTpajaer oOT
METACTa3UPYIOIEH WIN HEPe3eKTaOeNbHOW MEJIaHOMBI, KOTOpas SBJSIETCS pedpakTepHOH K
neuennto uHruOutopom PD-1. B apyrom BapmaHTe OCYIIECTBICHHS MALMEHT CTPAgaeT OT
METACTa3uPYIOIEeH WIN HEPe3eKTaOeNbHOW MEJIaHOMBI, KOTOpas sBISIETCS pedpakTepHOH K
JedeHuro anturesnoMm npotus PD-1. B ogHOM BapuaHTe OCyLIECTBIEHUS MAaLMEHT CTPATAET OT
METaCTa3uPYOIIeH WK Hepe3eKTaOenbHON MEeTaHOMBI, I KOTOPOH CIPOTHO3MPOBAHO, YTO OHA
SBJISIETCS  pepakTepHON K JeueHU0 antutesioM npotuB PD-1. B onmHom Bapuante

OCYIECTBJICHHS] METACTA3UPYIOLIas M Hepe3eKTaOenbHasi MeJaHOMA CUUTaeTCs pedpakTepHOH
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K Tepanmuu aHTuUTeNoM mnpoTtuB PD-1, mcxons u3 aHamu3a OmomapkepoB. B ompeneneHHBIX
BAapUAHTaX OCYLIECTBICHHUS METACTA3UPYIOIAs MM Hepe3ekTaOenbHas MeJaHOMa SBISETCS
pedpakrepHoii k MoHoTepanuu PD-1. B npyrom BapuaHTe OCYIIECTBJIECHHUS MALMEHT CTPAAAET
OT MeTAacTa3MupyIollel WM Hepe3eKkTabeIbHONH MeNaHOMBbI, KOTopas sIBJsieTCsl pedpakTepHON K
JeueHuro antutenom nporus PD-L1.

[0184] ITaumenTtoB MOryT OBITH NPOTECTUPOBAHBI WM OTOOpPAHBI MO OJHOMY HJIH
HECKOJIbKUM U3 ONUCAHHBIX BBILIE KIMHUYECKUX NPU3HAKOB A0, B XOAE UJIH MOCJIE JEUEHUs!.

[0185] B HexkoTOpBhIX BapwaHTaX OCYIIECTBJEHHUS TMALUEHT SIBJSIETCS TOIPOCTKOM B
Bo3pacte 12-17 ner.

10. Crioco0b1 HMMYHOTEpPANTHH

[0186] B onmHOM acmekre crnocoObl MMMYHOTEpPAIUM, OIMCAHHBIE B HACTOSLIEM
OINMCAHWH, BOBJIEKAIOT BBeneHue nHruontopa LAG-3 (mampumep, antureno npotus LAG-3) u
uHruouropa xackana PD-1 (mampumep, antureno nporus PD-1 wmm antureno nporus PD-L1)
IUTS JIEYCHUST METACTa3UPYIOIIEH HITH Hepe3eKTaOeIbHOH MEIaHOMBL.

[0187] B ongHOM BapmaHTe OCYIIECTBICHUS! H300PETEeHNE OTHOCUTCS K AHTHTENY MPOTHB
LAG-3 u antuteny mnpotuB PD-1 cormacHo onpeneieHHOMY KIMHUYECKOMY DPEXKUMY
NO3UPOBAHUS  JJIs1  JIEYEHUs  HMHAMBUAYYMOB, HUMEKIIUX  METAaCTa3UPYHOILIYK  WUIU
Hepe3ekTabeNnbHyI0 MeJNaHOMy. B KOHKpEeTHOM BapuaHTe OCYILIECTBIEHHS AHTHTEIO MPOTHUB
LAG-3 mpencrasnsier coboii BMS-986016. B npyrom BapuaHTe OCYIIECTBIECHHS AHTHTEIO
npotrus PD-1 npencrasisier codoii BMS-936558. B npyrom BapuaHTe OCYIIECTBICHUS PEKUMBI
TO3UPOBAHUS SIBISAIOTCA (PUKCUPOBAHHBIMH. B Apyrom BapHaHTe OCYILIECTBICHUS DPEXUMBI
JO3UPOBAHUS KOPPEKTUPYIOT Uil 00€CHeueHus] ONTUMAIBHOTO JKEJIaeMOro OTBeTa (Harmpumep,
s¢dexTuBHOrO orBera). B omHOM BapuaHTe ocyiuecTBiieHHs aHTUTENo NpoTuB LAG-3 u
antureno npotus PD-1 BBonsar B noze 160 mr anturena LAG-3 u B no3ze 480 mr anturena PD-1.
B onHOM BapuanTe ocyiecTieHus: anturesno npotus LAG-3 u antureno nporus PD-1 BBogsr
B no3e 80 mr anturena npotuB LAG-3 u B go3e 240 mr antutena npotus PD-1. B omHom
BapuaHTe ocyiuectBieHusi antureao nporuB LAG-3 u antureno mporuB PD-1 BBOmsT B mose
160 mr antutena npotuB LAG-3 u B nose 240 mr antutena nporus PD-1. B HexoTophix
BapUaHTaxX oCyuiecTBiIeHus: aHTuTeno npotuB LAG-3 u antureno nporus PD-1 BBOmsT B 103€
240 mr anturena npotus LAG-3 u B noze 240 mr antutena npotus PD-1. B onHom BapuanTe
ocyuectsiaeHusi antureno nporuB LAG-3 u antureno nporuB PD-1 BBomst B noze 480 mr
anturena npotus LAG-3 u B no3ze 480 mr antutena npotus PD-1. B onpeneneHHbIx BapuaHTax
OCYIeCTBJIEHUs] COOTHOLIeHHe aHTtuTena npotus LAG-3 u anturena nporus PD-1 cocraBnser
1:1,1:2,1:3, 1:4, 1:5, 1:6, 2:1, 3:1, 3,5:1, 4:1, 5:1 unu 6:1.

[0188] Kak ucnonmb3yroT B pamMKax H300pETEeHHUs, CMEXKHOE WIH KOMOWHHPOBAHHOE
BBE/ICHNE (COBMECTHOE BBEACHNE) BKIFOUAET OJJHOBPEMEHHOE BBEICHHE COCAMHEHUI B OHOM U
TOW JK€ WM B PA3JMYHBIX JO3UPOBAHHBIX (POpMAx, HIIM OTAEIbHOE BBEACHUE COENUHEHHN
(Harmpumep, nmocnenoBareabHOE BBeeHUe). Takum oOpa3om, Hanpumep, antuteno npotus LAG-
3 u a"TUTeno npotus PD-1 MOXXHO BBOAUTH OJJHOBPEMEHHO B BOAHOM COCTaBe. AJIbTEPHATUBHO

antureno npotuB LAG-3 u antureno npotus PD-1 MoryTt ObITh COCTaBJIEHBI Ui BBEACHUS 110



56

OTAENbHOCTH U BBEIEHbI OJHOBPEMEHHO WM TOCIIENOBATENbHO (HANpPUMEp, OJHO AHTUTEINO
BBOJIAT B Mpeenax npuoOan3uTenbHo 30 MUHYT 10 BBEIEHUS] BTOPOTO aHTUTENA).

[0189] Hampumep, cHauana MOXXHO BBOAUTH aHTUTENO npotus PD-1, a 3aTtem (Hanpumep,
Cpasy IocJie 3TOr0) MOXKHO MPOBOIUTH BBeneHue aHtutena npotus LAG-3, wim Haobopor. B
OJIHOM BapUaHTe OCYILECTBIEHUs aHTUTeNno npotus PD-1 BBOAAT 10 BBEE€HUS aHTUTENA TPOTUB
LAG-3. B npyrom BapuaHTe OCYLIECTBJICHHSI aHTUTENO MpoTuB PD-1 BBOAAT mocie BBeneHUs
anturena nporus LAG-3. B apyrom BapuaHte ocyuiecTBieHus aHtureno npotuB LAG-3 u
antuteno npotus PD-1 BBogsaT onHOBpeMeHHO. Takoe ONHOBPEMEHHOE WIIH MOCIEN0BATEIbHOE
BBEJICHUE TNPEATNOYTUTENIbHO TMPUBOAUT K TOMY, 4YTO o00a aHTUTeNla OJHOBPEMEHHO
MPUCYTCTBYIOT Y MOABEPraeMbIX JIEUSHHUIO MALEeHTOB.

11. IIpoToKko.JbI JieHeHUs

[0190] B opgHOM acmekre MOOXOMAILINE MPOTOKOJBI JIEYCHHUS JJIsl  Teparuu
3JI0KaYeCTBEHHON OMNyXOJMM Yy TNAalUeHTa-4eloBeKa BKJIOYAIOT BBEACHHE  IALUEHTY
s¢pextuBHOro konmuecrsa uHruOutopa LAG3 (Hanpumep, antureno mnporuB LAG-3) u
uHruouropa xackana PD-1 (Hanpumep, antuteno npotus PD-1).

[0191] B HexoTOphIX BapuaHTax OCYLIECTBJIEHUS MOIXOMSIINI MPOTOKOJ JICUEHUS IS
Tepanuy 3JI0Ka4eCTBEHHON OMNyXOJM Yy NaleHTa-4esJOBeKa BKJIOYaeT, HalmpuMep, BBEACHUE
nanueHTy 3pPeKTHBHOrO KOJMUECTBA KAXKAOTO H3:

[0192] (a) arTuTena nporus LAG-3, Takoro kak aHTUTENO, coaepkamee nomensl CDR1,
CDR2 u CDR3 BapuabenpHON 00JaCTH TSDKENOH LM, WMEIOLIEH MOCIeI0BaTEIbHOCTD,
ykazanHyto B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenpHol 0071aCcTH JIETKOM
LIeMH, UMEIOLIEeN MOCIeI0BaTEIbHOCTD, YKa3aHHy10 B SEQ ID NO: 5, u

[0193] (b) anTurena nporus PD-1, Takoro xak aHturesno, conepsxkauiee nomersl CDR1,
CDR2 u CDR3 BapuabenbHOH OO0NACTH TSDKENOH Lenu, WUMEROINed MOCIe0BaTEIbHOCTD,
ykazannyto B SEQ ID NO: 19, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO# 00nacTu nerkoit
LeTH, UMEIOLIEeH MOCIeI0BAaTEIbHOCTD, YkazaHHyto B SEQ ID NO: 21;

[0194] rne cmoco0 BriIOYaeT MO MEHbIIEH Mepe OIMH KypC BBENEHHs, i€ Kypc
npeacTaBisieT coOOH MePHO, COCTABIISIFOIINK 4 HeAeNu, e Ul KaXI0ro U3 Mo MEHbIIEeH Mepe
OIHOTO Kypca IO MeEHbIIel wMepe oxHa no3a anturena npotuB LAG-3 cocraBisier

npubnusutensHo 1, mnpubmusurensHo 3, mnpubmmsurensro 10, npubmmsurensHo 20,

npubnusutensHo 50, npubmmsurensro 80, mpubmusurensHo 100, mpubmusurensHO 120,
npubnusutensHo 130, mpubnusutensHo 150, mpubmmsurensHo 160, mpubnmsurensro 180,
npubnusutensHo 200, npubmmsutensHo 240, npubmmsurensro 280, mpubmmsurensro 300,
npubnusutensHo 320, mpubmusutensHo 360, mpubmmsurensro 400, npubmmsurensHo 440,
npubnusutensHo 480, wim npubmusurenbHo S00 Mr ¥ MO MEHbLIEH Mepe OHA /1032 aHTUTeNa
npotuB PD-1 cocrasisier mpubmusurensHo 50, nmpuOmmsurensHo 80, mpubmusurensHo 100,
npubnusutensHo 130, mpubmusurensHo 150, mpubmmsurensro 180, mpubmmsurensro 200,

npubnusutensHo 240, npubmusutenvHo 280, mpubmusutensHo 320, mpubmusutenpHO 360,

2

npubnusutensHo 400, npubmusutenvHo 440, npubnmsurensHo 480, npubmmsurensHo 500,

2

npubnusutensHo 520, npubnusutenpvHo 560, mpubnmsurensHo 600, npubmmsurensHo 650,



57

npubnusutensHo 700 wnmu npudmmsurensHo 800 Mr. B npyrom BapuaHTe OCYLIECTBICHHS OIHA
no3a anrurena npotuB LAG-3 cocrasnsier 0,01, 0,03, 0,25, 0,1, 0,3, 1 unm 2, 3, 5, 8 unu 10
MI/KT MaccChl Tejia, ¥ OJlHa Ao03a aHturena npotus PD-1 cocrasnser 0,1, 0,3, 1, 2, 3,4, 5,6, 7, 8,
9 nmu 10 Mr/kr Maccel Tena.

[0195] B onHOoM BapuaHTe ocyInecTBieHus: anTuTeno npotus LAG-3 u aHTUTENO NPOTUB
PD-1 BBonAT B 0o3e 160 mr antutena npotus LAG-3 u 480 mr anturena nporus PD-1.

[0196] B onHOM BapuaHTe OCYIIECTBIEHHsSI OIyXOJib TMPEACTaBisieT  coOoit
METACTa3upPYIINYID WM  Hepe3ekTabelqbHyr0  MelnaHoMy. B creayromem — BapuaHTe
OCYIIECTBIIEHHUsS] OMyXOJb TPENCTaBIsieT COOOH paHee He TMOIBEPraeMyr JICUYSHHIO
METACTa3UPYIOIIYIO HIIH HEPE3EKTA0ENIbHYI0 MEJAHOMY .

[0197] B onHOM BapuaHTe OCYIIECTBJICHHS CIOCOO OTHOCHTCS K  Criocoly
UHTUOMPOBAHUST POCTa METACTA3UPYIOIIEeH MEJIaHOMBI Yy MAallMEeHTAa-4eJIOBEKa, MPUYEeM CIoco0
BKJIFOYAET BBEIEHHE MaunueHTy 3¢ exkruBHoro konuuectsa: (a) 160 mr anturena nporus LAG-
3; u (b) 480 mr anturena nporu PD-1, rme manMeHTy He NMPOBOAMIIM IMPEIIECTBYIOLIEE
JieUeHHE METaCTa3UPYIOLIeH MEeJIAaHOMBI (T.€. TIe JISYeHHEe MPEACTABISIET COOOM JieueHue TepBOi
JUHNUHM). B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS MALUEHTY HE MPOBOAMIIHN MPENLIECTBYOMIEE
CUCTEMHOE JieueHue. B omnpeneneHHbIX BapHaHTaxX OCYIIECTBJIEHUS MALUEHTY HE MPOBOIUIH
MPELIECTBYIOLIYIO XUPYPTUYECKYI0 OIEpaltio MO TMOBOAY MenaHoMbl. B npyrom BapuaHTe
OCYIIECTBJIEHUs] TMAaLMEHTy He NPOBOAMJIM Jy4YeByH Tepanuio. B ogHOM BapuaHTte
ocyuecTBiaeHuss antuteno mnpotuB LAG-3 comepxut pomenst CDRI, CDR2 u CDR3
BapuabenpbHON 00JIaCTH TSDKENOHN LienH, UMEIOIIel MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTu JIerKoW MemnH, MUMEoLei
NOCJeN0BaTeNbHOCTh, YKazaHHy0 B SEQ ID NO: 5, u antureno mporus PD-1 comepkut
nomensl CDR1, CDR2 u CDR3 BapmaGenpHOH o0OnacTu TsDKENOW LENH, HMERoIei
nocyienoBaTebHOCTh, ykazaHHyio B SEQ ID NO: 19, u pmomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JaCTH JIETKOH LieMH, MMEIOLIeH MOCIeq0BaTeIbHOCTh, yKazanHyo B SEQ ID
NO: 21. B onpeneneHHbIX BapuaHTax OCyIIeCTBJeHUs aHTUTENO npotuB LAG-3 nmpeacrasisier
coboit penmamiumad u antureno nporuB PD-1 mpencrasmisier coboii HuBonymad. B omHOoM
BapHUAHTE OCYIIECTBJICHUS KypC BBENEHHUS COCTaBJisieT ueThipe Hemenn (Q4W), koTopeli mpu
HEOOXOTMMOCTH MOJKET OBbITh TOBTOPEH.

[0198] B onmHOM BapuaHTe OCYINECTBJICHHS CIOCOO OTHOCHTCS K  Crocoly
UHTUOMPOBAHUSI POCTa HEPE3EKTAOENbHOW MEJaHOMBI y TAalMeHTa-4elIOBeKa, MPHYEM CIIOCo0
BKJIFOYAET BBeAEHHE MaunueHTy 3¢ ¢dexkruBHoro konuuectna: (a) 160 mr anrurena nporus LAG-
3; u (b) 480 mr anturena nporus PD-1, rme manmeHTy He NPOBOAMIIM IMPEIIECTBYIOLIEE
JieueHne Hepe3eKTabeNbHOW MeNIaHOMBI (T.€. Te JIeYeHHe TIPEICTaBIsieT COOOH JIeYeHHUe MepBOM
JUHNAHN). B HEKOTOpBIX BapHaHTaX OCYINECTBIIEHHS MALMEHTy HE MPOBOAMIIHN MPENLIECTBYOMIEE
CUCTEMHOE JieueHue. B omnpeneneHHbIX BapHaHTaX OCYIIECTBJEHHUS MALMEHTY HE MPOBOIWIH
NpEeLIECTBYIOIee XUPYPIUUECKOe JIedeHHe MeJaHOMbl. B npyroM BapuaHTe OCYLIECTBJICHMUS
NAaLUeHTy He MPOBOJAWIM Jy4€BYIO Tepanuioo. B OqHOM BapuaHTe OCYILECTBJIECHMsI AHTUTEINO

npotuB LAG-3 copmepxxut nomensl CDRI1, CDR2 u CDR3 BapuabGenbpHOIl obnactu Tskenon
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LeMH, UMEIOIIEeH MOCIeA0BaTeNbHOCTD, YKka3aHHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u
CDR3 BapuabenbHOI 00NacTH JIETKOM LENH, MMEIOLIEH NOCIeNOBATEIbHOCTh, YKA3aHHYIO B
SEQ ID NO: 5, u anrturteno mnporuB PD-1 comepxut agomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOH Lieny, UMEIOLIeH MmocaenoBaTeabHoCTh, Yka3anHyo B SEQ ID
NO: 19, u nomenst CDR1, CDR2 u CDR3 BapuabenpHOI 00JacTH JIErKOW LEMU, UMEIoIen
NOCJIe0BaTeNbHOCTh, YkasaHHylo B SEQ ID NO: 21. B onpeneneHHbIX BapuUaHTax
ocyuiecTieHus aHTuTeNo npotuB LAG-3 npencrasisier codoii penaTiumMad 1 aHTHTENO MPOTUB
PD-1 mpencraBnsier coboit HHBOJIyMaO. B OZHOM BapuaHTe OCYINECTBJICHUS KypC BBEIEHHSI
cocTaiisieT yeThipe Henenu (Q4W), KOTopbIi Py HEOOXOAMMOCTH MOKET OBITh IIOBTOPEH.
[0199] B onHOM BapuaHTe OCYINECTBJEHHS CIOCOO OTHOCUTCS K CIIOCOOY JieueHHs
METaCTa3uPYIOIEH MEITaHOMBbl y TMalMEeHTAa-ueIOBeKa, MPUYEM CIOCO0 BKIIOYAET BBEICHUE
nanueHTy 3¢ ¢exTuBHOro kojamyectna: (a) anraronucra LAG-3; u (b) naruduropa xackana PD-
1; roe manMeHTy He MPOBOMIIM MPEIIIECTBYIOLIEE JISUEHHE METACTa3UPYIOIIeH METaHOMSI (T.€.
rae JiedeHHe TpencTaBisieT coOoi JiedeHue mepBoil JHHMM). B HEKOTOpBIX BapHaHTaX
OCYIIECTBJIEHUs] TMALMEHTy HEe MPOBOAWUIM TMpPEALleCTBYIOLee CUCTEMHOe JiedeHue. B
OTpEENIEeHHbIX BapUaHTax OCYLIECTBJICHUS IMALMEHTy He IMPOBOAWIN IMpPEAllecTBYIOIlee
XUpypru4eckoe JieueHHEe MeNlaHOMbl. B ApyroM BapuaHTe OCYLIECTBJIEHHUS MalUEHTy He
MIPOBOJIMJIN JIy4eBYIO Tepamnuio. B ogHOM BapuaHTe ocymecTBieHus: aHTuteno npotus LAG-3
conepxkut nomersl CDR1, CDR2 u CDR3 BapualenbpHON OONACTH TSIKENION LIEMTH, UMEIOLIEH
nocyienoBaTeabHOCTh, ykazaHHyio B SEQ ID NO: 3, u gomenst CDR1, CDR2 u CDR3
BapuabenpbHON 00JacTH JIETKOH LienH, MMEIOLIe MOoCienoBaTeNbHOCTh, yKazanHyo B SEQ ID
NO: 5, u antureno nporuB PD-1 conmepxxut nomenst CDR1, CDR2 u CDR3 BapuabenpHOM
o0yacTu TsDKENON Lienu, UMeERoInel IociaenoBaTeabHOCTh, Yka3aHHyio B SEQ ID NO: 19, u
nomensl CDR1, CDR2 wu CDR3 BapualGenpHOH o00nacTu JErkod Lemd, HMeEroIei
NoCJIe0BaTeNbHOCTh, ykasaHHylo B SEQ ID NO: 21. B onpeneneHHbIX BapHaHTax
ocyuiecTBiieHus: aHTuTeno npotuB LAG-3 npencrasnser coOoit peiariumMad u aHTUTENO MPOTHB
PD-1 npencraBnsier co0oit HHBOJIyMaO. B OZHOM BapuaHTe OCYINECTBJICHUS KypC BBEIEHHS
coctaiisieT yetbipe Henenu (Q4W), KOTophii Py HEOOXOAMMOCTH MOKET OBITh IIOBTOPEH.
[0200] B onHOM BapuaHTe OCYINECTBJEHHS CIOCOO OTHOCUTCS K CIIOCOOY JIeYeHUs
Hepe3ekTabenbHOH MENaHOMBl y IalMeHTa-4eJIOBeKa, NMPUYEeM Crocod BKIIIOYAET BBEICHUE
nanueHTy 3¢ ¢exTuBHoro koiamyecrna: (a) anraronucra LAG-3; u (b) naruduropa xackana PD-
1; roe manMeHTy He MPOBOAMIIN NMPEAIIECTBYIOLIEE JIeUeHHEe Hepe3eKTabeIbHOW METaHOMSI (T.€.
rae JieuyeHWe TpencTaBisieT coOoi JiedeHue TmepBOoil JHHMM). B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHUS] MALlMEHTy HE MPOBOAUIM MpEAIlECTBYIOIlee CHUCTEMHOe JiedeHue. B
OTpEeeNIEHHbIX BapUAHTAaX OCYLIECTBJIEHUS NALMEHTy He MPOBOAWIM MpELIeCTBYIOLIee
XUpypru4eckoe JieueHHEe MeNaHOMbl. B ApyroM BapuaHTe OCYLIECTBJIEHUS MalLUEHTy He
IIPOBOAMIIN JIYYEBYIO Tepamnuio. B HEKOTOpBIX BapuaHTax OCYILECTBIEHHUS aHTUTENO IMPOTUB
LAG-3 comepxxut nomenst CDRI1, CDR2 u CDR3 BapuabenpHOU 0OJacTH TSDKEJION LeTH,
UMeIOIIEeHN MocienoBaTenbHOCTh, YkazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3

BapuabenbHON 00JacTU JIETKOH LiemH, MMEIOLIe MOoCienoBaTeNbHOCTh, yKazanHyo B SEQ ID
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NO: 5, u antureno nporus PD-1 conmepxxut nomenst CDR1, CDR2 u CDR3 BapuabenbHOM
o0JlacTH TSDKENIONW IeNH, MMEIoINeH IMOCIeNoBaTebHOCTh, yka3aHHylo B SEQ ID NO: 19, u
nomensl CDRI1, CDR2 wu CDR3 BapuabenbHOll 00OJAaCTH JIETKOW LeNu, HMeEIoLei
NOCJIEIOBATENbHOCTh, YyKkasaHHyro B SEQ ID NO: 21. B omnpeneneHHBIX BapHaHTax
ocyuiectyieHus aHTUTeNo npotuB LAG-3 npexncrasisier codoii penatiauMad U aHTHTENO MPOTHB
PD-1 npencraBnsier coboii HuBOaymMad. B omHOM BapuaHTe OCYLIECTBJICHUSI KypC BBEOCHUS
cocrasysieT yetbipe Henenu (Q4W), KOTopslil TpU HEOOXOIUMOCTH MOXKET OBITh TOBTOPEH.

[0201] B npyrom BapuaHTe OCYIIECTBJEHHUS BBOIMMOE KOJHMYECTBO AHTUTENA MPOTUB
LAG-3 w/wunu antutena npotuB PD-1 siBisieTcss MOCTOSHHBIM ISl KaXKAOW 103bl. B apyrom
BapHaHTe OCYIIECTBJIEHMs] BBOAMMOE KOJMYECTBO AHTUTENAa BapbUPYyeTCsl OT AO03bl K J03€.
Hanpumep, nognepskuBaromas (WM NOCIEAYIOLIAst) 1033 aHTUTEA MOKET ObITh OOJIee BEICOKOH
WIM TakoW >ke, KaKk M Harpy3odHas J03y, KOTOpPYIO BBOAAT cHauaja. B apyrom Bapuanre
OCYIECTBIIEHHsI TIOANEPKUBAIOINAs 1032 aHTUTENA MOXKET ObITh OOJiee HU3KOH WIIM TakOW Ke,
KaK ¥ Harpy3o4Has /103a.

[0202] B npyrom BapumanTte ocymecTBieHuss antureno nporuB LAG-3 u aHTHTENO
npotuB PD-1 coctaBieHsl Aj1si BHYTPUBEHHOIO BBEAEHUs. B 0AHOM BapuaHTe OCYLIECTBJICHUS
antureno npotus LAG-3 u antureno npotus PD-1 BBogaT Ha 1 u 28 cyTku Kaxaoro Kypca.

[0203] B npyrom BapuaHTe OCYIIECTBJICHHUS KYPC BBEIAEHUS COCTABJIIET YEThIPE HENENH,
KOTOPBIH MPH HEOOXOIUMOCTH MOXKET OBITh IOBTOPEH.

[0204] B oxmHom BapuaHTe ocyiecTBieHus aHtuteno npotuB LAG-3 mpeacrasisier
coboii BMS-986016 u antureno nporus PD-1 mpencrasnsier coGoii HuBoaymad. B omHOM
BapHaHTe ocyliecTBiIeHus antuTeno npotus LAG-3 npexncrasisier codoit MK-4280 u anTureno
npotuB PD-1 mnpencrasiser coboit memOponusymad. B omHOM BapuaHTe OCYIIECTBIIECHHS
antureno mnpotuB LAG-3 mpencraBisier coboii REGN3767 u antureno mnportu PD-1
npencrasisier coboit REGN2810. B onHoM BapuanTe ocyiiecTBieHus: aHTuTeso npotus LAG-3
npexacrasisier coborr LAGS25 u antureno nporuB PD-1 mpencrasnser coboit PDROO1. B
HEKOTOPBIX BapHUaHTaX OCYINECTBJIEHUs aHTHTeno mpotuB PD-1  mpencraensier coboi
oucnerduueckoe aHTUTENO. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHHs aHTUTeNo npoTtus LAG-
3-1 mnpencraBmsier coOoii  Oucneuugpuyeckoe AaHTUTENO. B  KOHKPETHBIX BapUaHTaX
ocyuiecTBiieHus: Oucnenuduueckoe aHTUTENO CBsi3biBaeT kak PD-1, tak u LAG-3. B omHom
BapHaHTe OCYIIECTBIeHUs Oucneuuduyeckoe antureno nporus PD-1/LAG-3 mpencrasisier
coboit TSR-075. B HEKOTOPBIX BapUaHTax OCYLIECTBIIEHUsT OuUCTe(pUUecKOe aHTUTEJO MPOTHUB
PD-1/LAG-3 mnpencrasnsier coboit MGDO13. B KOHKpETHBIX BapuaHTaX OCYIIECTBICHUS
AHTUTENIO TpeACTaBisieT cobol Oucnenuduueckoe antuteno mnpotus PD-L1/LAG-3. B
HEKOTOPBIX BapHaHTaX OCYyIIeCTBIeHUs Oucnenuduueckoe antuteno npotus PD-L1/LAG-3
npexncrasisier codoit FS-118.

[0205]

[0206] B npyrom acmekre n300peTeHHE OTHOCHTCS K JIFOOOMY U3 BBIIEYIIOMSHYTHIX
BAPUAHTOB OCYLIECTBJICHUS, InA€ aHTUTENO npotuB PD-1 3amMeHeHO mnoOCpeacTBOM WU

CKOMOMHHMPOBAHO ¢ aHTuTesoM rpotus PD-L1 unu anturenom nporus PD-L2.
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12. Ucxoabl

[0207] [TauueHT, KOTOPOrO JjiedyaT CrocoOAMH, OMUCAHHBIMU B HACTOSIIEM OIHMCAHHH,
MPEANOYTUTENBHO MUMeEET YyJyullleHHe [0 MeHbIlel Mepe OJHOrO NPHU3HAaKa 3JI0KaueCTBEHHOM
onyxonu. B OgHOM BapuaHTe OCYINECTBIEHHUS YJIy4YLIEHHE OINPENesStOT IO YMEHBLICHHIO
KOJIMYeCTBA W/WIM pasMepa MOJAAIOLINXCS HU3MEPEHHI0 O4YaroB IOBpexaeHus. B apyrom
BAPHAHTE OCYLIECTBJIECHUs OYaru IOBPEKICHUS MOJKHO OINPEAENsATb HAa PEHTTeHOTPaMMe
opranoB rpyaHoi kierku uinu cHuMmkax CT umm MRID B gpyrom BapuaHTe OCyIIeCTBICHHS
LUTOJIOTUI0 WM THUCTOJIOTMI0 MOXKHO HCIOJB30BaTh JJIsl OLEHKH CHOCOOHOCTH OTBEYaTh Ha
Teparnuo.

[0208] B onmnHOoM BapwaHTe OCYLIECTBJIEHHS TIOJBEPracMbIil JICUCHHIO TAI[UEHT
nemoHcTpupyer nonHblil oTBeT (CR), wactuuner orBer (PR), crabunpaoe 3aboneBanue (SD),
UMMyHoorocpeayemoe nojHoe 3abonesanue (irCR), mMMyHOONOCpEyeMbIi YaCTHYHBIA OTBET
(irPR) wimm ummyHoomocpenyemoe crtadbunbHoe 3aboseanue (irSD). B apyrom BapuaHTe
OCYIIECTBIIEHHs TALMEHT, IOIBEPracMblil JIEUEHUIO, HMEET COKpAIlEHHE OMyXOJH W/ MUK
CHI)KEHHE CKOPOCTH poOCTa, T.€. I[OoJaBlieHHe pocTa omnyxond. B apyrom BapuaHTte
OCYIIECTBIICHHsI HEXXeNaTelbHass mnponudepaunss KIETOK CHIDKaeTcs Wid uHruompyercs. B
APYTOM BapHaHTE OCYILIECTBJICHUsI MOXKET MPOMCXOAMUTb OAHO WUJIM HECKOJBKO U3 CIEAYIOLIUX:
KOJINYECTBO KJIETOK MOXET OBITh YMEHBIICHO, pa3Mep OIMYyXOJIH MOXKET ObITh YMEHBIIEH; MOXKET
NPOMCXOOUTh WHIMOMPOBAHME, TOPMOXKEHHE, 3aMEIJIEHHE WM OCTAHOBKA WH(PUIBTPALUH
3JIOKAYECTBEHHBIX KJIETOK B NepUpEepUIECKHe OPTraHbl, MOXET MPOHCXOAUTh 3aMEIJICHUE WU
UHrUOMPOBAaHUE METACTa3UPOBAHHME OMYXOJH, MOXET INPOUCXOAUTh WHTMOMPOBAHHE pPOCTA
ONyXOJIM, MOKET MPOUCXOAUTH MpenyNnpeXxaeHUe WIN OTCPOUYMBAHUE pELUANBA OMyXOJH;
MOXET TPOUCXOAUTh HEKOTOpoe OOJerdyeHne OJHOTO WM HECKOJNBKUX M3 CHMIITOMOB,
aCCOLMUPOBAHHBIX CO 3JI0KAYECTBEHHOMN OMyXOJIBIO.

[0209] B npyrux BapwaHTaX OCYLIECTBIECHHs BBeneHHE S((PEKTHBHBIX KOJIUYECTB
anturena npotuB LAG-3 u anturena npotuB PD-1 B COOTBETCTBHM C JIFOOBIMU U3 CIIOCOOOB,
OMUCAHHBIX B HACTOSLIEM OMUCAHHMH, OOECIIEUYNBAET 10 MEHbIIEH Mepe OJUH TepaneBTHUECKHUIT
s¢dekT, BRIOpaHHBIH M3 TPYMIIbL, COCTOSILIEH M3 YMEHbIICHHUs pa3Mepa OMYyXOJH, YMEHbIIEHHSI
KOJIMYECTBA METACTaTUYECKUX Ouaros, MOSBJSIIOLIMXCS C TEUEHHEM BPEMEHHM, [IOJIHOM
PEMUCCUH, YACTHYHOW PEMUCCHH WUJIA CTAOMJIBHOTO 3a00JIEBaHMUS.

[0210] B npyrux BapwaHTax OCYILIECTBJIEHUS] CIIOCOOBI JieueHUsl 00eCTIeYNBAIOT JIyUIITUH
NPOLEHT NanueHToB ¢ KiauHWYeckuM yaydmeHneM (CBR=CR+PR+SD>6 wecsues), uem
TOCTUTAETCS MOCPENCTBOM CItocoda JIeUeHHsI, KOTOPBIH He BKJIOUaeT craauto (i) ompeneneHus
yposHst 3kcnipeccun LAG-3, PD-L1 n/unn BRAF V600 B 00pasie onyxonu nepen JeueHueM, 1
(ii) meyeHue omyxonu. B apyrux BapmaHTax OCYIIECTBIIEHHS MOBBIIEHHE MPOIEHTA MAlEHTOB
C KJIMHUYECKUM YJIy4YIIeHHeM COCTaBjsieT npudnusurensHo 20% 20%, 30%, 40%, 50%, 60%,
70%, 80% wnnm Gonee 1Mo CpaBHEHHUIO CO CIIOCOOOM JIeUeHUs], KOTOPbII He BKIFOYAeT CTanuo (1)
onpenenenus: yposast skcnpeccuu LAG-3, PD-L1 u/umun BRAF V600 B obpasue onyxomu nepen
neueHneM, U (ii) jgeyeHus omyxonu. B Apyrux BapuaHTax OCYIIECTBJIEHUs CIIOCOOBI JIEYEHUS

obecrnieunBaror yactoty oObektuBHOro orBera (ORR=CR+PR) mno wmeHsbmeii wmepe
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npubnusutenvHo 15%, mo MeHpimeln Mepe npubnmsurenbHo 20%, TO MeHbIIEH Mepe
npubnusutensHo 25%, mo MeHbinelr Mepe npubnmsurenbHo 30%, mO MeHblIed Mepe
npubnusutensHo 40%, 1o MeHbineli Mepe mnpubnmsurenbHo 50%, TO MeHblIeH Mepe
npubnusutensHo 60%, 1o MeHbinel Mepe npubnusurenbHo 70%, 1o MeHbIIEH Mepe
npubansutensHo 80%, o MenbLIel Mepe npubausurenbHo 90%, wmn npubmusurensHo 100%.

13. HaGopb! U eTMHUYHbIE J03HPOBAHHBIE (POPMBI

[0211] Taxke B oObemM HacTosiero M300pPETEHHs] BXOISIT JAUATHOCTUYECKHE HAOOPBI,
conepxkamue aHtuteao npotuB LAG-3 npna anamuza skcnpeccun LAG-3 B kadecTBe
Onomapkepa Uil CKPHMHMHIA MALMEHTOB JUIi WMMYHOTEPANUH MM JJIsl TPOTHO3UPOBAHUS
s¢pexTuBHOCTH MMMyHOTepanuu. Habophbl, Kak MpaBwIIO, BKIOYAIOT SIPJIbIK, YKA3BIBAIOIIUN Ha
npeArnoaraeMoe MpUMEeHEHHe CONEPKUMOro Habopa M MHCTPYKIHMH MO NMPUMEHEHH0. TepMuH
"spabIk" BKIIOUAET JFOOOH NMHCbMEHHBIN WM COXPaHEHHBIN MaTepual, NMPEAOCTABIEHHBIN Ha
wii ¢ HaOOpOM, MM KOTOPbIH WHBIM 00pa3oM compoBokmaer HaOop. B ompeneneHHbIX
BapHUAHTAX OCYLIECTBIEHHs AHArHOCTHUECKOro Habopa mepBoe aHTuTeno npotuB LAG-3 mns
aHanmM3a, NETeKIMH W/WIM KOJIMYECTBEHHOro omnpexneneHus skcrpeccun LAG-3 coBmecTHO
YIIaKOBAHO IO MEHBIIEH Mepe C OOHMM TEPareBTUYECKUM AHTHUTENIOM (Hampumep, BTOpOe
aatureno npotuB LAG-3 u antuteno mporusB PD-1) ans nedeHuss meracta3upyroinedl wim
Hepe3ekTabenbHON MeTaHOMBI. B HEKOTOPBIX BapHaHTax OCYLIECTBIEHHs HAOOP HOMOJHUTEIBHO
comepkuT aHtuteno mnpotuB PD-L1 nns aHanm3a, OETEKUUH W/WIH  KOJHYECTBEHHOTO
ompenenenust skcrpeccun  PD-L1 B kauectBe Ouomapkepa il NPOTHO3MPOBAHUS
3¢ ¢peKkTUBHOCTH HUMMyHOTepanuu. B onHOM BapuaHTe OCYINECTBJIEHUS WMMYHOTEpAIus
BKJIFOYAET BBE/ICHUE MMALMEHTY TepaneBTHIecKU 3 pexTuBHOro Konuuecrsa nuuruounropa LAG-3
(marmpumep, antureno npotuB LAG-3) m unruburopa xackana PD-1 (Hampumep, aHTHTENO
nportus PD1).

[0212] B onpeneneHHBIX BapHaHTaX OCYINECTBICHHS AUATHOCTHYECKHH HAOOP COMEepPIKUT
MOHOKJIOHAJIbHOEe aHTuTeNno mnpotuB LAG-3 dyenoBeka [uUisi aHamu3a, MAETEKIMH W/UJIH
KOJIMYeCTBEHHOro onpenenenus skcrnpeccun LAG-3. Cm., Hanpumep, J. Matsuzaki, et al.; PNAS
107, 7875 (2010).

[0213] Taxxe B paMKax  HACTOSIIErO  M300pPETEHUs  MPEeNyCMaTPUBAFOTCS
TEpaneBTHUECKHe HAOOpB, KOTOpbIE  BKIOYAIOT  (DAPMALIEBTUYECKYI)  KOMIIO3HIIHIO,
conepxamyro antuteno nporuB LAG-3, takoe kak BMS-986016, u antureno nmporus PD-1,
TAKOe KaK HHUBOJIyMad, B TepameBTUYeCKH 3(PPEKTHBHOM KOJWYECTBE, aJANTHPOBAHHOM IS
NPUMEHEHUs] B OIMCAHHBIX BbIME crioco0ax. B ompeneneHHBIX BapuaHTaX OCYILIECTBICHHS
TepaneBTHUecCKoro Habopa antureno npotuB LAG-3 COBMECTHO YIAaKOBAaHO C AHTUTENIOM
nporuB PD-1 B emuHuuHOM no3upoBaHHOH (opme. Habopbl Taxxke HeoOs13aTENTbHO MOTYT
BKJIFOYATh HWHCTPYKLMH, HANpUMep, BKJIOYAIOIINE CXEMbl BBEIEHUsS, YTOOBI ITO3BOJIUTH
NPAKTUKYIOIEMY CIIEHUANNCTy (HampuMmep, Bpady, MeEACeCTpa WM NAalHUeHT) BBOIUTH
KOMITO3ULIMIO, COAEP>KALMYKCS B HEM, MALUEHTy, HMEIIIEMY 3JI0KaYECTBEHHYI) OIyXOJb
(Harpumep, COMMIHYIO omyxoub). Habop Take MOXKET BKJIIOYATh LITIPHLI.

[0214] HeoOs3aTrenpHO, AMArHOCTUYECKHE W/IIIM TEPaNeBTUYECKHEe HAOOPBI BKIIFOUYAOT
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MHOYKECTBO YIAKOBOK (hpapMalleBTUYECKHX KOMIIO3MLMN B OIHOKPATHBIX [103aX, KaXnas U3
KOTOPBIX cOepkUT 3¢ dekTnBHOE KoMn4ecTBO aHTurena npotuB LAG-3 unm aHTHTENa MPOTHUB
PD-1 nyist OMHOKPAaTHOTO BBEIEHUSI B COOTBETCTBHH CO CIOCOOAaMU, ONMMCAHHBIMU BbILIE. Takxke
B HaOOPBI MOTYT OBITh BKJIIOUEHBI HHCTPYMEHTBI MJIH YCTPOICTBA, HEOOXOAUMBIE JJIs1 BBEACHUS
dapmaneBTrueckol komnosuuuu(uit). Hanpumep, B HaOope MokeT ObITh MPENOCTaBIEH ONUH
WM HECKOJIBKO MPEBAPUTENBHO 3aMIOJIHEHHBIX LMIITPULIOB, COAEPKALIMX HEKOTOPOE KOJIMYECTBO
anrurena npotu LAG-3 unu anturtena npotus PD-1.

[0215] B ogHOM BapuaHTe OCYIIECTBJIEHHS] HACTOsIIIEe U300pETeHHE OTHOCUTCST HAbopy
I JIeYeHHs TAlUeHTa, CTPAajarollero OT MeTacTa3upymolneld Win Hepe3ekTabeabHON
MEJIAaHOMBI, IPUYEM Ha0Op, BKIIOYAET, HAIPUMED:

[0216] (a) no3y anturena mpotuB LAG-3, Takoro kak aHTUTEJIO, CONEpIKallee TOMEHbI
CDR1, CDR2 u CDR3 BapuabenbHO1 001aCTH TSAKEJON IeMH, UMEIOIIEH MOCIeI0BaATETbHOCTD,
ykazanHyo B SEQ ID NO: 3, u nomens CDR1, CDR2 u CDR3 BapuabenpHON 0071aCTH JIETKOH
L[eTH, UMEIOLIeH MOCIeI0BaTEIbHOCTD, YkazaHHyto B SEQ ID NO: 5;

[0217] (b) no3y anturena mpotuB PD-1, Takoro kak aHTUTENO, COIEpKallee TOMEHBI
CDR1, CDR2 u CDR3 BapuabenbHO# 001aCTH TSKEJON 1eTH, UMEIOIIEeH MOCIeI0BaTEIbHOCTD,
ykazanHyto B SEQ ID NO: 19, u nomenst CDR1, CDR2 u CDR3 BapuabenpHOIi 0bnactu Jerkon
L[eMU, UMEIOLIeN MOCIeI0BaTeIbHOCTD, YkazaHHyto B SEQ ID NO: 21; u

[0218] (c) uHCTPYKLIMHU MO MpUMeHeHHI0 aHTuTena nporus LAG-3 u aHTHTENa MPOTUB
PD-1 B crioco0ax, ONMMCaHHBIX B HACTOSIIIIEM OMHUCAHUH.

[0219] B HexkoTOpbIX BapHaHTaX OCYLIECTBJIEHUS 3JI0OKAYECTBEHHAs OMyXOJb
NpPEeACTaBIsIET COOOH METACTa3UPYIIYIO UM HEPE3eKTaOEIbHYIO MEIAHOMY.

[0220] Hacrosimiee wu300peTeHne pAajnee WUTOCTPUPYETCS TPUBEICHHBIMH HUXKE
IpUMepamMH, KOTOpble HE CleAyeT OrpPaHMYMBAThb KaK JOMOJHUTEIbHO OrPaHUYMBAIOLIUE.
CopnepsxaHne BCeX CChUIOK, LIUTHPOBAHHBIX HA NMPOTSKEHWU HACTOALIEH 3asBKH, BKIIOYEHO B
HACTOsIIIEe OMHCAHUE TIOCPEACTBOM CChIIKU B MIOJIHOM OOBEMe.

IMPUMEPHI

IMPUMEP 1

DddexkTUBHOCTL AHTUTENA OPOTUB Oeika reHa akTUBAUU JuMdouuToB 3 (aHTUTEIO

npotus LAG-3: BMS-986016) B kOMOMHALIMKA ¢ HUBOJYMAOOM V TALIMEHTOB C DAaHEe He

[OABEPracMON JICUEHUIO METACTA3UPYIOLIEH HIN Hepe3eKTa0eIpbHON MEJAaHOMOM

[0221] Llenbro HACTOSINErO MCCIENOBAHUS SIBJISETCS OlleHKa KoMmOuHanuu BMS-986016
(pematmuma®) u HuBonymMaba (BMS936558) mnpu sedeHun MeracTasupyromedl  wim
Hepe3eKTabeTbHOW MeJTAHOMBI.

[0222] TTaumeHTOB OTOMPAOT HAa OCHOBE CJENYIOIINX KPHUTEPHEB MPUTOAHOCTH IS
BKJIFOUeHUs: (1) HanM4HMe MeTacTa3upyoIlel Win Hepe3eKTade IbHON MeTaHOMBI, (2) OTCYTCTBHUE
NPEAIIECTBYIOIIEH CHCTEMHOW Tepanmuu METACTa3sHupPYIOIEro WM  HePe3eKTaOeIbHOrOo
3aboneBanust; (3) moka3aTeNib B COOTBETCTBHH C BOCTOYHON KOOIEPATUBHON OHKOJIOTHYECKOH
rpynmnoii PS 0-1; (4) omyxoneBass TkaHb, AOCTyNHAas Ui aHanu3a Omomapkepos. IlarmeHTos

crpatuuuupyrot no: (1) skcnpeccun omyxoneBeiMu kietkamu PD-L1 (= 1% umm < 1%),
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onpeneneHHoW ¢ ucnonb3oBaHueM Habopa Dako PD-L1 IHC 28-8 kit; (2) skcmpeccun
uMMyHHbIMH KiieTkamu LAG-3 (= 1% wunu < 1%), onpeneneHHON ¢ HCIIONBb30BAaHUEM aHTUTENA
mpin kioHa 17B4; (3) skcrpeccun myrantra BRAF V600 nporus BRAF nuxoro tuna; u (4)
CTaJuy COIJIACHO AMEpPUKAHCKOMY OOBEIMHEHHOMY OHKOJIOTHYeCKOMYy KoMmutery (8-e
U3JIaHKE).

[0223] B xome ¢a3bl jedeHus: B3pocabM mnauueHtam BBomaT 160 mr BMS-986016
(penatnumab) m 480 mMr HuBONyMaba B KaKAOM Kypce JICUEHUs] KaKIble YeThbIpe HEIel.
Bspocabie manueHTsl B Bo3pacte 12-17 HOMKHBI MMETh MMOKa3aTelb OOLIEro COCTOSHHS IO
Jlancku, mpesbimaromuii win paBHbI 80%. B3pocabiM nanmenTam maccoit MeHee 40 KT BBOASIT
BMS-986016 (penatnumal) B 1o3e 2 MI/KT U HUBOJlyMaO B 7103 6 MI/KT B XOZi€ K&XKA0TO Kypca
JICYECHUS KAXKble YEThIPE HENEIH.

ITOCJIEAOBATEJIbBHOCTHU

SEQ ID NO: 1, aMUHOKHCIIOTHAsI MOCJAEN0BATENIbHOCTh TSDKENOW Iienu; mAb npoTtus
LAG-3 (BMS-986016)

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPGKGLEWIGEINH
RGSTNSNPSLKSRVTLSLDTSKNQFSLKLRSVTAADTAVYYCAFGYSDYEYNWEDPWG
QGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPA
PEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTK
PREEQFNSTYRVVSVLTVLHQDWLNGKEY KCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSR
LTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

SEQ ID NO: 2, aMMHOKHUCJIOTHasi MOCJENOBAaTENbHOCTh JIeTKOM Lenu; mAb nportus
LAG-3 (BMS-986016)

EIVLTQSPATLSLSPGERATLSCRASQSISSYLAWYQQKPGQAPRLLIYDASNRAT
GIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPLTFGQGTNLEIKRTVAAPSVFIF
PPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS
TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 3, aMUHOKHUCJIOTHAs TIOCIENOBATENIBHOCTD BaprHaOeTbHOM 00JIaCTH TSKEJION
nernn (VH); mAb nporus LAG-3 (BMS-986016)

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPGKGLEWIGEINH
RGSTNSNPSLKSRVTLSLDTSKNQFSLKLRSVTAADTAVYYCAFGYSDYEYNWEDPWG
QGTLVTVSS

SEQ ID NO: 4, HykJeoTUIHAs MOCIEIOBATEILHOCTh BapHaOeIbHON O0JNaCTH TSKEION
uerw (VH); mAb nporus LAG-3 (BMS-986016)

caggtgcagctacagcagtgggegcgeaggactgttgaagecticggagaccctgtecctcacctgegetgtctatggtggetee
ttcagtgattactactggaactggatccgecageccccagggaaggggctggagtggattgggoaaatcaatcatcgtggaageaccaact
ccaacccgteectcaagagtcgagtcaccctatcactagacacgtccaagaaccagttctccctgaagetgaggtctgtgaccgecgegga
cacggctgtgtattactgtgcgtttggatatagtgactacgagtacaactggttcgaccectggggccagggaaccctggtcaccgtetecte

a
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SEQ ID NO: 5, aMHHOKHUCIIOTHAsI TIOCIENOBATEIbHOCTh BapHaOeIbHONH 00IacTH JIETKOU
uern (VL); mAb npotus LAG-3 (BMS-986016)

EIVLTQSPATLSLSPGERATLSCRASQSISSYLAWYQQKPGQAPRLLIYDASNRAT
GIPARFSGSGSGTDFTLTISSLEPEDFAVY YCQQRSNWPLTFGQGTNLEIK

SEQ ID NO: 6, HykJieoTHIHas MOCIENOBATENbHOCTb BapHabeabHOH 00JacTh Jerkon
uenu (VL); mAb nporus LAG-3 (BMS-986016)

gaaattgtgttgacacagtctccagecaccctgtctttgtctccaggggaaagagecaccctetcctgecagggecagtcagagta
ttagcagctacttagectggtaccaacagaaacctggecaggcetcccaggcetectcatctatgatgcatccaacagggecactggeatececa
gccaggttcagtggcagtgggtctgggacagacttcactctcaccatcagecagectagagectgaagattttgecagtttattactgtcageag
cgtagcaactggectctcacttitggecaggggaccaacctggagatcaaa

SEQ ID NO: 7, amubHokuciotHas nocienopateabHocTh CDR1 Tspkenmod nemu; mAb
npotuB LAG-3 (BMS-986016)

DYYWN

SEQ ID NO: 8, amMuHOKHCIOTHasl mociaenoBatebHOCTh CDR2 Tskenol Liemu;
npotuB LAG-3 (BMS-986016)

EINHRGSTNSNPSLKS

SEQ ID NO: 9, amuHOKHCHOTHasi mociaenoBarebHOCT CDR3 Tskenmol Lemu;
npotuB LAG-3 (BMS-986016)

GYSDYEYNWEDP

SEQ ID NO: 10, amunokucioTtHas mnocienoBareabHocTh CDRI1 jerkoi nemu; mAb
npotuB LAG-3 (BMS-986016)

RASQSISSYLA

SEQ ID NO: 11, amunOkHCIOTHas mnocienoBaTeabHOcTh CDR2 jerxoi nemu; mAb
npotuB LAG-3 (BMS-986016)

DASNRAT

SEQ ID NO: 12, amuHOKMCIOTHas mocienoBaTenbHocTs CDR3 jerxoit nemu; mAb
npotuB LAG-3 (BMS-986016)

QQRSNWPLT

SEQ ID NO: 13, aMMHOKHCIOTHAsI TTOCJIEIOBATEIbHOCTD TSDKEJION Lend; mAb mpoTus
PD-1 (BMS936558)

QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHWVRQAPGKGLEWVAVIW
YDGSKRYYADSVKGRFTISRDNSKNTLFLQMNSLRAEDTAVYYCATNDDYWGQGTLV
TVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVESCSVMHEALHNHYTQKSLSLSLGK

SEQ ID NO: 14, aMMHOKHCJIOTHAs [TOCJIEI0BATEIbHOCTD Jierko nenu, mAb npotus PD-
1 (BMS936558)

mADb

mADb
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EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRA
TGIPARFSGSGSGTDFTLTISSLEPEDFAVY YCQQSSNWPRTFGQGTKVEIKRTVAAPSVF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 15, aMHUHOKHCJIOTHas TOCJIEAOBATEIbHOCTh BapuabenbHON 00JacTu
tspxenoit nenu (VH); mAb npotus PD-1 (BMS936558)

QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHWVRQAPGKGLEWVAVIW
YDGSKRYYADSVKGRFTISRDNSKNTLFLQMNSLRAEDTAVYYCATNDDYWGQGTLV
TVSS

SEQ ID NO: 16, HykjeoTHaHAs MOCIEN0BATEIbHOCTh BApUAOEbHON O0NACTH TSKEION
uernw (VH); mAb nporus PD-1 (BMS936558)

caggtgcagctggtggagtctggegoagocgtggtccagectgggaggtecectgagactcgactgtaaagegtcetggaatea
ccttcagtaactetggeatgecactgggtccgecaggetccaggecaaggggctggagtggetggcagttatitggtatgatggaagtaaaag
atactatgcagactccgtgaagggccgattcaccatctccagagacaattccaagaacacgetgtttctgcaaatgaacagectgagageeg
aggacacggctgtgtattactgtgcgacaaacgacgactactggggccagggaaccctggtcaccgtctectca

SEQ ID NO: 17, aMUHOKHUCJIOTHAs TTOCJIEAOBATEIBHOCTh BapruabebHOM 00IaCcTH JIETKOU
uern (VL); mAb npotus PD-1 (BMS936558)

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRA
TGIPARFSGSGSGTDFTLTISSLEPEDFAVY YCQQSSNWPRTFGQGTKVEIK

SEQ ID NO: 18, HykjiieOoTHAHAs MMOCJIENOBATEIbHOCT BapradeabHOW 00JacTH JIETKOU
ueru (VL); mAb npotus PD-1 (BMS936558)

gaaattgtgttgacacagtctccagccacccetgtetttgtctccaggggaaagagecaccctetectgecagggecagtcagagtg
ttagtagttacttagcctggtaccaacagaaacctggecaggcetecccaggcetectcatctatgatgecatccaacagggecactggeatceca
gccaggttcagtggeagtgggtetgggacagacttcactctcaccatcagecagectagagectgaagattttgcagtttattactgtcageag
agtagcaactggcctcggacgttcggecaagggaccaaggtggaaatcaaa

SEQ ID NO: 19, amunokucioTHas nociuenoBarenbHocth CDR1 Tspkenod uenu; mAb
npotus PD-1 (BMS936558)

NSGMH

SEQ ID NO: 20, amuHOKHCIOTHas nociaenoBarenbHocTh CDR2 Tspkenod unenu; mAb
npotus PD-1 (BMS936558)

VIWYDGSKRYYADSVKG

SEQ ID NO: 21, amuHOKHCIOTHas nociaenoBarenbHocTh CDR3 Tsokenol nemnu; mAb
npotus PD-1 (BMS936558)

NDDY

SEQ ID NO: 22, amubHOKHCIOTHas mnocienopaTeabHOocTh CDRI1 jerxoit memu; mAb
npotus PD-1 (BMS936558)

RASQSVSSYLA

SEQ ID NO: 23, amuHOKHCIOTHas mociemoBareabHOcTh CDR2 jerxoit nemu; mAb
npotus PD-1 (BMS936558)

DASNRAT
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SEQ ID NO: 24, amunHOkHCIOTHas nocienobaTeabHOocTh CDR3 jerxoi nemm; mAb
npotus PD-1 (BMS936558)

QQSSNWPRT

SEQ ID NO: 25, nHykieoTuaHas IMOCJIE€NIOBAaTEIbHOCTh TsDKENONW uenu; mAb nportus
LAG-3 (BMS-986016)

caggtgcagctacagcagtggggcegecaggactgttgaagecticggagaccctgtecctcacctgegetgtetatggtgggtee
ttcagtgattactactggaactggatccgecageccccagggaaggggctggagtggattggggaaatcaatcatcgtggaageaccaact
ccaacccgteectcaagagtcgagtcaccctatcactagacacgtccaagaaccagttctcectgaagetgaggtetgtgaccgeegegga
cacggctgtgtattactgtgcgtttggatatagtgactacgagtacaactggttcgaccectggggccagggaaccctggtcaccgtetecte
agctagcaccaagggcccatccgtettcececctggegecectgetccaggageacctccgagageacagecgecctgggetgectggtca
aggactacttccccgaaccggtgacggtgtcgtggaactcaggegeectgaccageggegtgcacaccticceggetgtectacagtecte
aggactctactccctcagecagegtggtgaccgtgeccteccageagettgggcacgaagacctacacctgecaacgtagatcacaageecag
caacaccaaggtggacaagagagttgagtccaaatatggtcceccatgeccaccatgeeccageacctgagttcetgggggoaccatcagt
ctteetgttcececcaaaacccaaggacactctcatgatctceccggaccectgaggtecacgtgegtggtggtggacgtgagecaggaagac
cccgaggtecagttcaactggtacgtggatggcgtggaggtgcataatgccaagacaaagecgegggaggagceagitcaacageacgta
ccgtgtggtcagegtectcaccgtectgeaccaggactggetgaacggeaaggagtacaagtgecaaggtcteccaacaaaggecteecgte
ctccatcgagaaaaccatctccaaagecaaagggeagecccgagagecacaggtgtacaccctgececcatcccaggaggagatgacce
aagaaccaggtcagectgacctgectggtcaaaggctictaccccagegacatcgecgtggagtgggagageaatgggcagecggaga
acaactacaagaccacgcctccegtgetggactccgacggetcecttcticctctacagecaggetaaccgtggacaagagecaggtggeagg
aggggaatgtctictcatgetccgtgatgcatgaggcetetgecacaaccactacacacagaagagcectcetceectgtetetgggtaaatga

SEQ ID NO: 26, HykyeoTuaHasi MOCI€I0BATENbHOCTD Jierkol 1ienu; mAb npotus LAG-3
(BMS-986016)

Gaaattgtgttgacacagtctccagecaccctgtetttgtctccaggggaaagagecaccctetectgecagggecagtcagagta
ttagcagctacttagcctggtaccaacagaaacctggecaggeteccaggetectcatetatgatgecatccaacagggecactggeateeca
gccaggttcagtggeagtgggtetgggacagacttcactctcaccatcagecagectagagectgaagattttgeagtttattactgtcageag
cgtagcaactggectctcacttitggeccaggggaccaacctggagatcaaacgtacggtg gctgecaccatctgtettcatcttccegecatct
gatgagcagttgaaatctggaactgectetgttgtgtgcctgetgaataacttctatcccagagaggecaaagtacagtggaaggtggataac
geectccaatcgggtaacteccaggagagtgtcacagagcaggacagcecaaggacageacctacagectcageageaccctgacgetga
gcaaagcagactacgagaaacacaaagtctacgcctgegaagtcacccatcagggectgagetcgeccgtcacaaagagcettcaacagg
ggagaglgtiag

SEQ ID NO: 27, snuton LAG-3

PGHPLAPG

SEQ ID NO: 28, snuton LAG-3

HPAAPSSW

SEQ ID NO: 29, snuton LAG-3

PAAPSSWG

SEQ ID NO: 30, aMMHOKHCJIOTHasI MOCJIEA0BATEIbHOCTD TSDKEJION Lend; mAb mpoTus
LAG-3 (BMS-986016) 6e3 kOHIIEBOTO JIN3NHA

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPGKGLEWIGEINH
RGSTNSNPSLKSRVTLSLDTSKNQFSLKLRSVTAADTAVYYCAFGYSDYEYNWEDPWG
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QGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPA
PEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTK
PREEQFNSTYRVVSVLTVLHQDWLNGKEY KCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSR
LTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG
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D®OPMYJIA U3OBPETEHUS

1. Crioco® mHruOMpoBaHus pocTa METACTA3UPYIOLIEH METaHOMBI y MalUeHTa-4eJI0BEKa,
npuyeM croco0 BKIIOYAET BBEICHHE MAlueHTy 3(PPEKTUBHOTO KOJIMIECTBA:

(a) antaronucra LAG-3; u

(b) uaruduropa xackana PD-1;

Ir7ie MalMeHTy He NMPOBOIMIN NPEALIECTBYIOIee CUCTEMHOE JIEUeHHE MEeTACTa3upyoIei
MEJIAHOMBI.

2. Cnoco0 ne4yeHHMss METaCTa3MPYIOLIEH MeJaHOMBbI y TAlMEeHTAa-4eIOBeKa, NpUYeM
croco0 BKIIIOYAET BBEACHHE MAUEHTY 3P PEKTUBHOIO KOJTMYECTBA:

(a) antaronucra LAG-3; u

(b) uaruburopa xackana PD-1;

7€ TAlMEeHTY He MPOBOAWJIH MPENLIECTBYIOIEe CUCTEMHOE JICUEHHE METACTa3UPYOLIei
MEJIAHOMBI.

3. Cnoco® uHrHOUpOBaHUS POCTa Hepe3eKTabeNbHOW MeJaHOMBI Y TAl[MeHTa-4eI0BeKa,
npryeM crocod BKITOYAET BBEICHHE NMAueHTy 3P PEKTUBHOTO KOJINYECTBA:

(a) antaronucra LAG-3; u

(b) uaruburopa xackana PD-1;

7€ MAMEeHTY He MPOBOAIIIN MPEIIECTBYIONIEe CUCTEMHOE JieueHNe Hepe3eKTabenbHON
MEJIAHOMBI.

4. Cnoco0 neueHHs: Hepe3eKTadeNbHOW MEJaHOMBl y MAlMEeHTa-ueloBeKa, IPHYEM
cnocob BKITIOUAET BBEACHHE MalueHTy 3P PEeKTUBHOIO KOJIHYECTBA:

(a) antaronucra LAG-3; u

(b) uaruburopa xackana PD-1;

r7ie TALUEeHTY He MPOBOAMIIN IPENLIeCTBYIOINee CUCTEMHOE JieueHHe Hepe3eKkTadenbHON
MEJIAHOMBI.

5. Cnioco0 mo mobomy u3 1. 1-4, rae manueHTy IpOBOIUIIH MPEAIIECTBYOIIEE JICUeHUE,
KOTZa MeJIaHOMa Oblila JIOKAJIbHO Pa3BepPHYTOH, e MPEALIeCTBYIOIIEe JIeYeHHE MPEICTaBIISIO
co0O0 aTbIOBAaHTHYIO HJTH HEOAIBIOBAHTHYIO Tepanuio npotus PD-1 wiu nporus CTLA-4.

6. Cmoco6 mo mobGomy u3 mn.3 wiu 4, TIe MNalHeHT HMEeT THCTOJOTHYECKU
MIONTBEPIKIEHHYIO Hepe3ekTadenbHyo Menanomy craauu 111 v IV.

7. Cnocob mo mobdomy u3 mm. 1-6, rie marueHT uMeeT NoKa3aTeb OOIEro COCTOSIHUS B
COOTBETCTBUH ¢ BocTouHOM KoomnepaTuBHON oHkosnorudeckoil rpymmoit (ECOG) 0 um 1.

8. Cnocob mo mobomy u3 mm.1-7, rae mauueHT MMeeT MONMAIOINEecs ONPENeTCHHUIO
3a0oneBaHue MPH ONMPEAEICHUH MMOCPEICTBOM KPUTEPUEB OLIEHKH OTBETA COJHIHBIX OIMyXOJei
(RECIST) Bepcunm 1.1.

9. Cnocob mo mobomy u3 mnm.l-8, rme HMHOUIABTPUPYIOLIME OMYXOJb MALUeHTa
maMorutel skcnipeccupyrotr LAG-3.

10. Cnocob mo .9, rae 6omnee 1% UHOUABTPUPYIOIIUX OMYXOJb JTUM(OLUTOB MAIlHEHTA
skcnpeccupyroT LAG-3.

11. Cnoco® mo m.9 mmu 10, rme skcmpeccuro LAG-3 ompenenstoT B TECTHPYyEMOM
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o0pasue TKaHH, NOJYYEHHOM MOCPEICTBOM OUOTICHHU OITYXOJIH.

12. Cnoco6 no mobomy u3 mm.9-11, roe tectupyemsblii oOpas3er TKaHU HPEACTaBIIET
coboli pukcupoBaHHbIi popmanuHoM 3anuThiii napadpuaom (FFPE) obpaszerr.

13. Croco6 no mobdomy u3 nmn.9-12, rae sxcnpeccuto LAG-3 onpenensoT mocpeacTsom
usmepenus skcrpeccuu Oenka win PHK B Tectupyemom o6pasiie TKaHH.

14. Cnoco6 no modomy u3 nm.9-13, rae sxcnpeccuro LAG-3 onpenessitoT mocpencTsom
aHaym3a, CrocoOHOTro onpenensiTh ypoeHb Oenka LAG-3 B TecTupyemMom oOpasiie TKaHu.

15. Cnoco6 mo m.14, rme okcnpeccuro LAG-3  onpenensioT MOCPEICTBOM
UMMYHOTHCTOXUMHYECKOTO aHaN3a.

16. Crnoco® mo m.15, rae MMMYyHOTHCTOXUMHYECKUI aHaIU3 MpeacTaBisieT coOOH
MOHOIUIEKCHBIN aHAJIN3.

17. Crmoco®6 mo m.15, rae MMMYyHOTHCTOXUMHUYECKHI aHAJN3 MPENCTaBJsieT COOOH
MYJIbTUILIECHBIN aHAJIU3.

18. Cnocob no mobomy u3 nm.15-17, rae IMMYHOTHCTOXHMMUYECKHH aHAJIN3 BKJIOYAET
npuBeneHne oOpas3la OMyXOJH B KOHTAKT C MOHOKJIOHAJIBbHBIM aHTUTeNoM mnpotuB LAG-3
yenoseka 17B4, SP346, 11E3, 874501 unu EPR4392(2).

19. Crioco6 no mobomy u3 . 1-18, rae onyxonesble KJIETKH NallMEHTa SKCIPECCUPYIOT
PD-LI.

20. Cnocob no 1.19, rae 6onee 1% omyxoneBbIX KJIETOK MalMeHTa SKcrpeccupyroT PD-
L1.

21. Cnocob mo m.19 unu 20, rme skcrpeccutro PD-L1 onpepensitoT B TecTHpyeMoM
o0pasie TKaHH, NOJyYEHHOM MOCPEICTBOM OUOIICHHU OITYXOJIH.

22. Cnocob no mobomy u3 mm.19-21, rae TecTupyemslii oOpasen TKaHU NpPenCTaBIsieT
coboit pukcupoBanHbIi popmaanHoM 3anuTsiil napadgunom (FFPE) obpaser.

23. Cnocob no mobomy n3 . 19-22, rae skcnpeccuro PD-L1 onpenensitor mocpeacTsom
usMepenus skcrnpeccuu Oenka wiu PHK B Tectupyemom obpasiie TKaHu.

24. Cnoco0 no mobomy u3 . 19-23, rae skcnpeccuto PD-L1 onpenensitor mocpencTsom
aHaym3a, CrocoOHOro onpenensTh ypoeHb Oenka PD-L1 B TectupyemoMm oOpasiie TKaHH.

25. Cnocod6 mo m24, rme oskcmpeccuto PD-L1  ompenenstoT mocpencTBOM
UMMYHOTHCTOXUMHYECKOTO aHaIu3a.

26. Crmoco®6 mo m.25, rae MMMYHOTHCTOXMMHYECKHI aHalN3 MpencTaBisieT coOoH
MOHOIUIEKCHBIN aHAJIN3.

27. Cnocod mo m.25, rae MMMYHOTHCTOXMMHYECKHI aHalu3 MpencTaBisieT coOoi
MYJIBTUILIEKCHBIN aHAJIU3.

28. Criocob o yrobdomy u3 mi. 1-27, rae onmyxoJieBble KIeTKU naipenTa cougep:xat BRAF
¢ myTtauueit V600.

29. Crnoco6 mo mobomy u3 mm.1-28, rme anrtaromuct LAG-3 mpencrasiser coOoi
antureno nporus LAG-3.

30. Cnoco6 mno m.29, rme anrureno mnporuB LAG-3 mnpencrasmsier coOoi

TIOJIHOPA3MEPHOE AHTHTEJIO.
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31. Cmoco6 mno m.30, roe aHTHTENO MpenacTaBisieT CoOOH MOHOKIJIOHABHOE,
YeJIOBEUECKOe, T'YMAaHU3UPOBAHHOE, XUMEPHOE MJIH MYJIbTUCTIEHU(UIECKOE AHTUTEIO.

32. Cnocob6 mo mn.31, rme MynpTUCHEU(PUUIESCKOE AHTHUTENO MPENCTaBjsieT CoOOMU
nepeHanennBaromee aHTureno ¢ aBoMHON  adpduuHOCcTRIO (DART), DVD-Ig wmm
oucrnerpduueckoe aHTUTENO.

33. Cnocob6 mo m29, rae antuTeno mnpexacrasiser coboi F(ab'),-¢pparment, Fab'-
¢parment, Fab-pparment, Fv-dpparment, scFv-¢parment, dsFv-pparment, dAb-pparmenT wiu
OHOLETIOYEYHbBIN CBS3BIBAIOIIMI MTOJUIIETITU/.

34. Cnocob no n.29, rne antureno nporuB LAG-3 mpencrasnser cobori BMS-986016,
IMP731 (HSL7BW), MK-4280 (28G-10), REGN3767, GSK2831781, rymaHu3upoBaHHOE
BAPO050, IMP-701 (LAG-525), aLAG3(0414), aLAG3(0416), Sym022, TSR-033, TSR-075,
XmAb22841, MGDO013, BI754111, FS118, P13B02-30 umu AVA-017.

35. Cnoco6 mo mobomy u3 mm.1-28, roe anraronuct LAG-3 mpencrasnsier coOoi
IMP321.

36. Crocob mo mobomy u3 mm.1-31, rae antureno nporus LAG-3 comep:kUT JOMEHBI
CDR1, CDR2 u CDR3 BapuabenbHO# 001aCTH TSKEJON ey, UMEIOIIEH MOCIeI0BaATEIbHOCTD,
ykazanHyo B SEQ ID NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenpHON 001aCcTH JETKON
LIeTH, UMEIOLIEeN MTOCIeI0BaTENbHOCTD, YKa3aHHyo B SEQ ID NO: 5.

37. Cniocob no mrobomy u3 nm. 1-31 u 36, roe antureno npotus LAG-3 comepxut

(a) CDR1 BapuabenbHON 00JIACTH TSDKENOH LIEMH, COAEPIKAIIYIO MOCIeNOBATEIbHOCTD,
ykazanHywo B SEQ ID NO: 7;

(b) CDR2 BapuaOenpHOI 00NacTH TSDKENONW LENU, COAEPMKAIIYI0 MOCIEeI0BATEIbHOCTD,
ykaszanHyto B SEQ ID NO: §;

(c) CDR3 BapuabenbpHON 00JaCTH TSIKENOW LIETH, CONEPIKAINYIO0 MOCIeI0BATEIbHOCTb,
ykazanHyto B SEQ ID NO: 9;

(d) CDRI1 BapuabenpHOM 00jacTH JIETKOH LIEMH, COAEPIKALIYIO IMOCIIEN0BATEIbHOCTD,
ykaszannyio B SEQ ID NO: 10;

(e) CDR2 BapuabenbHOW 00JaCTU JIETKOH LEMHU, COAEPIKALIYI0 IMOCIIEeN0OBATEIbHOCTD,
ykazanHyio B SEQ ID NO: 11; u

(f) CDR3 BapuabenpHON 00JacTU JIETKOW IEMH, CONEPKAIIYI IMOCIEeNOBATEILHOCTD,
ykazannyio B SEQ ID NO: 12.

38. Cnocob mo mobomy u3 . 1-31, 36 u 37, rae anturteno nporus LAG-3 comep:kut
BapuabenbHble OONACTH TSDKENOM M JIETKOH 1Herel, conxepkaliue MOCIeNOBaTENbHOCTH,
ykazansble B SEQ ID NO: 3 u 5, cooTBeTCTBEHHO.

39. Crocob mo mobomy u3 mm.1-31 u 36-38, roe antureno nporus LAG-3 comepxut
TSDKEJTYI0 U JIETKYIO IIEMH, COIepIKallie mocaeaoBaTeabHoCcTH, ykazanabie B SEQ ID NO: 1 u 2,
COOTBETCTBEHHO.

40. Cnioco6 no mobomy u3 m. 1-39, rne narndutop xackana PD-1 npencrasnsier coOoii
antureno npotus PD-1 unu antureno nporus PD-L1.

41. Cnocob mo n.40, rae antureno npotuB PD-1 BeIOpaHO W3 IpyIIibL, COCTOSLIEH U3:
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HuUBOJNyMaOa, memOponusymada, nmumammsymada, PDR0O01, MEDI0O680, TSR-042, REGN2810,
JS001, PF-06801591, BGB-A317, BI 754091 u SHR-1210.

42. Cnocob mo mobomy u3 mnm.1-41, rae antureno npotuB PD-1 comepXUT ITOMEHBI
CDR1, CDR2 u CDR3 BapuabenbHO#1 001aCTH TSKEJION 1eTH, UMEIOIIel MOCIeI0BaTEIbHOCTD,
ykazannyto B SEQ ID NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO# 00nacTu nerkoit
LIeTH, UMEIOLIeH Moce10BaTeIbHOCTb, Yka3anHyo B SEQ ID NO: 17.

43. Cnoco6 mo mobdomy u3 . 1-42, roe antureno npotus PD-1 cogepsxut

(a) CDR1 BapuabenbHON OOJNACTH TSIKENION LIEMH, COAEPIKAIIYI0 MOCIEN0BATEIbHOCTD,
ykaszannyio B SEQ ID NO: 19;

(b) CDR2 BapualesnbHOM 00MAaCTU TSDKENOW LENU, COAEPIKAIYI) MOCIeN0BATEIbHOCTD,
ykaszanHyio B SEQ ID NO: 20;

(c) CDR3 BapuabenbHOH 00JIACTH TSIKENION LIENH, COAEPIKAINYIO MOCeI0BATEIbHOCTD,
ykaszanHywo B SEQ ID NO: 21;

(d) CDRI1 BapuabenbHOU 00jacTH JIETKOH LIEMH, COAEPIKAIIYI0 IMOCIEeNOBATEILHOCTD,
ykazanHyio B SEQ ID NO: 22;

(e) CDR2 BapuwaOenbpHON 00acTH JIETKOH LENU, COAEPIKAIIYI0 IMOCIEeNOBATEILHOCTD,
ykazanHyio B SEQ ID NO: 23; u

(f) CDR3 BapmabenpHON 00JacTH JIETKOH IEMH, CONEPKAIIYIO IMOCIENOBATEILHOCTD,
ykazanHywo B SEQ ID NO: 24.

44. Cmocod6 mo mobGomy wu3 mnm.1-43, rme antureno mnporuB PD-1 comepsxur
BapuabenbHble OONACTH TSDKENOM M JIETKOH 1Lerel, conxepskaliue IOCIeNOBaTENbHOCTH,
ykazaHHble B SEQ ID NO: 15 u 17, cOOTBETCTBEHHO.

45. Cnocob no modomy u3 mi. 1-44, rae antureno npotuB PD-1 comepkut TsDKEyr H
JIETKYIO0 LIeMH, COIep Kallue MOocaenoBaTeNbHOCTH, ykasaHHble B SEQ ID NO: 13 u 14,
COOTBETCTBEHHO.

46. Cniocob mo mobomy u3 m. 1-45, rne BBOAST KOMOMHALMIO ¢ (PUKCHUPOBAHHOW J030M
anturena npotuB LAG-3 unu anraronucra LAG-3 u anturena npotus PD-1.

47. Cniocob no modomy u3 . 1-46, rae cnocod BKIIFOYAET MO MEHBIIEH Mepe OUH Kype
BBEICHUS, TTIe KypC MPENCTaBNIseT COOOW MEPHOJ, COCTABISIIOIIMN YeThIpe HENelH, U TAe AJIs
K2)KA0r0 U3 1O MEHbLIeH Mepe OJHOro Kypca ojaHa no3a aHrturena npotuB LAG-3 wunm ero
aHTaroHucra cocrtasisier 160 mr u ogHa no3a anturena npotus PD-1 cocrasasier 480 mr.

48. Crocod mo modomy u3 . 1-47, rae antureno npotus LAG-3 nuiam ero aHTaroHucT u
anturteno npotus PD-1 coctaBneHsl AJisi BHyTPUBEHHOTO BBEAEHUS.

49. Cnocob mo modomy u3 . 1-48, rae antureno npotue LAG-3 niam ero aHTaroHucT u
anTuTeno npotus PD-1 cocTasneHsl BMecCTe.

50. Crioco6 no modomy u3 . 1-48, rae antureno npotuB LAG-3 wnun ero aHTaroHUCT u
anTurteno npotus PD-1 cocraBneHbl O OTAEIBHOCTH.

51. Cnoco® MHruOMpOBaHMs POCTa METACTA3UPYIOLIEH MEJIAaHOMBI y MAIl[MeHTa-9eJI0BEKa,
IpUYEeM CIIOCO0 BKIIIOUAET BBEEHHE MALMEHTY 3(PPEeKTHBHOrO KOJMUECTBA KAXKIOTO U3:

(a) amrurena mnporuB LAG-3, comepxamero npomenst CDR1, CDR2 u CDR3
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BapuabenpbHON 00JIACTH TSDKENOH LienH, UMEOIIEeH MmocienoBaTeabHOCTh, YKa3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTv JIETKOW LEMH, MMEIoLIei
MOCJIEIOBATENbHOCTD, Yka3aHHYI0 B SEQ ID NO: 5, u

(b) amtmrena mnporuB PD-1, copepxkamero pomenst CDR1, CDR2 u CDR3
BapuabeNbHON 00JIaCTH TSDKEJION LenH, MMEROINell MoCiIea0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuaGenpHOlH 00nacTy JE€rkod LENH, MMEroIeit
MOCJIEIOBATENBHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MAlMEeHTy He MPOBOIUJIM MPENLIECTBYIONEe CUCTEMHOE JICUeHHE METaCTa3upPYOLIei
MEJIAHOMBI.

52. Cnoco0 nedeHus METacTa3sHPYIOIIEeW MeJaHOMbl y TMalHUeHTa-4eJIOBEeKa, MPUYEM
crocod BKITIOYAET BBEACHHE MAaUEHTy 3P (PEKTUBHOIO KOJTHYECTBA:

(a) amturena mnporuB LAG-3, comepxkamero npomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO 00nacTy JIETKOW MEMH, MMEIOLeH
MOCJIEIOBATEIbHOCTD, YKka3aHHyi0 B SEQ ID NO: 5, u

(b) awmtmrena mnporuB PD-1, comepxkamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MmocaenoBaTeabHOCTh, Yka3anuy B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHoil 005acT JIETKOW LEMU, UMEIoIIeH
NOCJIEI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

r7ie MAlMeHTy He NMPOBOIWIN MPENIIECTBYIONEe CUCTEMHOE JIeUeHHE METaCTa3UpYIOLIei
MEJIAHOMBI.

53. Ciocob MHruOMpoBaHus POCTa HEPE3EKTAOENbHON MEIaHOMBI Y MAl[HeHTa-4eJI0BEKa,
IpUYeM Croco0d BKIIFOUAET BBEICHUE MaleHTy 3G PEeKTUBHOrO KOJIMYECTBA KAXKIOTO H3:

(a) amrurena mpotuB LAG-3, comepxamero npomensl CDR1, CDR2 u CDR3
BapuadenbHON 00JaCTH TSDKEJIOH LenH, MMEFOINel MOCiIea0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 005acTH JIETKOW LEMH, MMEIOLIEH
MOCJIeIOBATEIbHOCTD, YKkazaHHyi0 B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxkamero pomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LIenH, UMEIOIIEeH MocaenoBaTeabHOCTh, Yka3anuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LENMU, UMEoLIe
MOCJIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

e MalMeHTy He MPOBOAIIIN MPEIIECTBYIONIEe CHCTEMHOE JiIeueHHe Hepe3eKTabeabHON
MEJIAHOMBI.

54. Croco® nedeHusi Hepe3ekTaOETbHOH MENaHOMBI y MAIMEHTA-4eJIOBEKa, MPHYEM
crocod BKITIOYAET BBEACHHE MAUEHTY 3P (PEKTUBHOTO KOJTHYECTBA:

(a) amrurena mnporuB LAG-3, comepxamero npomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOI 00nacTv JIETKOW LEMH, UMEIoLIeH
MOCJIEIOBATENbHOCTD, YKka3aHHYi0 B SEQ ID NO: 5, u

(b) amturena mnporuB PD-1, comepxamero pomenst CDR1, CDR2 wu CDR3
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BapuabenpbHON 00JIACTH TSDKENOH LienH, UMEOIIEeH MmocienoBaTeabHOCTh, YKa3anHyo B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHOil 00JacT JIETKOW LENU, UMEIoLei
NOCIeI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

7€ MalMeHTy He MPOBOAMIIN MPEIIECTBYIOLIEe CUCTEMHOE JieueHHe Hepe3eKTabenbHON
MEJIAHOMBI.

55. Cnocob nHruOMpOBaHMs POCTAa METACTA3UPYIOLIEH MEIaHOMBI Y ALMeHTa-ueIOBEKa,
IpUYeM Crocod BKIIFOUAET BBEICHUE MauneHTy 3G PEeKTUBHOIO KOJIMYECTBA KAXKIOTO 3!

(a) anturena mnporuB LAG-3, comepxkamero aomensi CDRI1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENOH LNy, UMEIOIIeH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO#W 00nacTH JIETKOW LEMH, MMEIOLIEH
MOCJIeIOBATEIbHOCTD, YKa3aHHYi0 B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxamero pomenst CDR1, CDR2 wu CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHO 00JacTH JIETKOW LN, UMEIoIe
NOCJIeI0BaTENbHOCTD, YKka3aHHyto B SEQ ID NO: 17;

r7ie NalyueHTy He IPOBOIMIIM MPEALIeCTBYIOLIee CUCTEMHOE JIeUeHHEe MeTacTazupyrouei
MEJIaHOMBL, U Iie IO MeHbllIel Mepe ofHa no3a aHtutena nporuB LAG-3 cocrasnser 160 mr u
0 MEHbIIEH Mepe OaHa Ao3a aHturena nporus PD-1 cocrasmsier 480 mr, kaxkaple 4eTbIpe
HeZeNu.

56. Cnoco0 nedeHUs MeTacTasHUpyroIleld MeJaHOMBbl Y ITalMeHTa-4eJIOBEeKa, MPHYEM
cnoco0 BKITIOYAET BBEACHHE MalUeHTy 3P (PEeKTUBHOIO KOJIHYECTBA:

(a) amturena mnporuB LAG-3, comepxamero npomensl CDR1, CDR2 u CDR3
BapuabenbHON 00JaCTH TSDKEJION LenH, MMEROINel MocaeoBaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenpHOH o0nacTu JErkod Lenu, MMeEroIeit
NIOCJIEIOBAaTENbHOCTD, Yka3aHHyto B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxkaimero pomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOH Lienmy, UMEoLell MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00acTH JIETKOW LEMU, UMEIOLIEH
MOCJIeIOBaTENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MauyueHTy He IPOBOIMIIM MPEAIeCTBYIOLIee CUCTEMHOE JIeUeHHEe MeTacTa3upyrouei
MEJIaHOMBL, U Iie IO MeHblIel Mepe ofHa fno3a aHtutena nporuB LAG-3 cocrasnser 160 mr u
N0 MEHbIIEH Mepe OfHa Ao3a aHturena npotus PD-1 cocrasmsier 480 mr, xaxable 4eTbIpe
HeseNu.

57. Ciocob MHruOMpOBaHUs POCTA HEPE3EKTAOENbHOW MEJTAHOMBI Y MAIllHeHTa-9eJI0BEKa,
NpUYEeM CIOCO0 BKIIIOUAET BBEEHHE MAMEHTY 3(PPEeKTUBHOrO KOJMUECTBA KAXKIOTO U3:

(a) amturena mnporuB LAG-3, comepxamero momensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MMocienoBaTebHOCTh, YKa3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOI 00nacTv JIETKOW MEMH, MUMEIoLei
MOCJIEIOBATENbHOCTD, YKka3aHHYi0 B SEQ ID NO: 5, u

(b) amturena mnporuB PD-1, cogpepxkamero pomenst CDR1, CDR2 u CDR3
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BapuabenpbHON 00JIaCTH TSDKENOH Lienmy, UMeoIell MocaenoBaTeIbHOCTh, YKa3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHoil 00JacT JIETKOW LENu, MMEIoLei
NOCIeI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

7€ MalMeHTy He MPOBOAMIIN MPEIIECTBYIOLIEe CUCTEMHOE JieueHHe Hepe3eKTabenbHON
MEJIaHOMBL, U I'I€ IO MEeHbIIeH Mepe ogHa fo3a aHtutena nporus LAG-3 cocrasnsier 160 mr u
0 MeHbIIEeH Mepe OnHa no3a aHtutena npotus PD-1 cocrasnser 480 Mr, kaxxable 4eTbIpe
HeZeNu.

58. Cnoco0® sedeHusi HepesekTaOeIbHONW MENAHOMbBI Yy TMallMEHTAa-4YeJOBeKa, MpUYeM
croco0 BKIIIOYAET BBEACHHUE MALUEHTY 3P (PEKTUBHOIO KOJTHYECTBA:

(a) amrurena mnporuB LAG-3, comepxkamero momensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKEJION LienH, UMEIOIIEeH MocaenoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOU 00JacTU JIETKOW IEMH, HUMEKOINeH
MOCJIEIOBATEIbHOCTB, YKka3aHHyi0 B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxkamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENON LNy, UMEOIIEH MocaenoBaTeabHOCTh, Yka3anay B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JAaCTH JIETKOW LEMU, MMEOIIeH
NOCJIeI0BATENbHOCTD, YKka3aHHyto B SEQ ID NO: 17;

e MAMEeHTY He MPOBOAIIIN MPEIIECTBYIONIEe CUCTEMHOE JieueHNe Hepe3eKTabenbHON
MEJIaHOMBL, U Iie IO MeHblIel Mepe ofHa fo3a aHtutena nporus LAG-3 cocrasnser 160 mr u
[0 MEHbIIEH Mepe OaHa ao3a aHturena npotus PD-1 cocrasmser 480 mr, kaxable 4eTbIpe
HeZeNu.

59. Cnoco0 wuHruOMpoOBaHHUS POCTAa METACTA3UPYIOLIEH MeEIaHOMBI Y B3POCIOTO
NaLMEeHTa-4eJIOBEKa, MPHYEeM CIOCO0 BKIIOYAET BBEACHNE MALMEHTY 3(PEKTUBHOIO KOJINUECTBA
Ka)KAOTO U3:

(a) anturena mnporuB LAG-3, copepxxamero nomenel CDR1, CDR2 u CDR3
BapuabenbHON 00JIAaCTH TSDKENOH LIenH, UMEIOIIEH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 3, u momensi CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTH JIETKOW LEMH, MMEIOLIEH
MOCJIEIOBATEIbHOCTD, YKa3aHHYi0 B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxkamero pomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LENMU, UMEoMe
MOCJIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MalueHTy He IPOBOIMIIM MPEALIeCTBYIOLIee CUCTEMHOE JIeUeHHEe MeTacTazupyroLei
MEJIAHOMBI, U TJe N0 MEHbLIeH Mepe ofHa 103a aHTuTena npotus LAG-3 cocrasnsier 2 MI/kr u
0 MeHbIIeH Mepe onHa n03a aHTHTena npotuB PD-1 cocramisier 6 MI/KT, KaxIble 4YeThIpe
Hezenu.

60. Crioco0 neueHus: MEeTacTa3upyIOLIe MeTaHOMBI Y B3POCJIOro MalHeHTa-4esIOBEKa,
pUYEeM CIIOCO0 BKJIIOUAET BBEEHHE MAMEHTY 3(P(PEeKTUBHOIO KOJUUECTBA:

(a) amturena mnporuB LAG-3, comepxamero npomenst CDR1, CDR2 u CDR3

BapuabenbHON 00JIACTH TSDKENOHN Lieny, UMEIOIIEH MocienoBaTebHOCTh, Yka3aHHyo B SEQ ID
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NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOi 00nacTv JIETKOW LEMH, MUMEIOLIeH
MOCJIEIOBATENbHOCTD, Yka3aHHyi0 B SEQ ID NO: 5, u

(b) amtmrena mnporuB PD-1, copepxkamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOH Lieny, UMeroLIell ocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHOI 00jacTy JIETKOW LENu, UMEIoLei
MOCJIEIOBATENBHOCTD, YkazanHyio B SEQ ID NO: 17;

r7e NaluueHTy He IPOBOAMIM MPEALIECTBYIOLIEe CUCTEMHOE JICYEHUE METAaCTa3upyOLIen
MEJIAaHOMBI, U TJIe TI0 MEHbLIeH Mepe oHa n1o3a aHTurena npotus LAG-3 cocraBnsier 2 MI/KT U
IO MEHbIIEH Mepe onHa J103a aHThTena npotuB PD-1 cocramisier 6 MI/KT, KaxIble 4YeTbipe
Heseny.

61. Cnoco® wuHrHOMpOBaHUS pPOCTAa Hepe3eKTadeNbHON MeJaHOMBI Yy  B3POCJIOro
NAIMEHTA-YeJIOBEeKa, MPHYeM CrIocod BKIIFOUAET BBENEHHE MauueHTy 3(peKkTHBHOro Komu4ecTna
KaKA0TO U3:

(a) amturena mnporuB LAG-3, comepxkamero npomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEroInel MocaenoBaTeabHOCTh, YKa3anuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOi 00nacTy JIETKOW MEMH, MMEIOLIeH
MOCJIEIOBATENbHOCTD, YKka3aHHyi0 B SEQ ID NO: 5, u

(b) awmtmrena mnporuB PD-1, comepxkamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKEJOHN LienH, UMEoIIell MocaenoBaTeIbHOCTh, YKa3anHyo B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHoil 005acT JIETKOW LN, UMEoLei
NOCJIEI0BATENBbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

7€ MAlMeHTy He MPOBOAMIIN MPEIIECTBYIOLIee CUCTEMHOE JieueHHe Hepe3ekTabeabHON
MEJIAHOMBI, U TJie IO MEHbLIeH Mepe ofHa 103a aHTurena npotus LAG-3 cocrasnser 2 MI/Kr u
IO MeHbLIeH Mepe OfHa 103a aHTuTena npotuB PD-1 cocraBiser 6 MI/KI, KaKable 4eThIpe
Hezenu.

62. Crnocob neueHus: HepesekTadeabHOW MeJaHOMbI Y B3POCJIOrO MallMeHTa-4eI0BEKa,
NpUYeM CIOCO0 BKIIIOUAET BBEEHHE MAIMEHTY (P (PEKTHBHOTO KOJUYECTBA:

(a) amrurena mnpotuB LAG-3, comepxkamero npomensi CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LIenH, UMEIOIIEeH MocaenoBaTeabHOCTh, Yka3anuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTy JIETKOW MEMH, MMEIoLei
MOCJIEIOBATENbHOCTD, Yka3aHHYi0 B SEQ ID NO: 5, u

(b) anturena mnporuB PD-1, comepxamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEIOIIEH MocaenoBaTeabHOCTh, Yka3anay B SEQ ID
NO: 15, u momenst CDR1, CDR2 u CDR3 BapuabenbHoil 00JacTH JIETKOW LENMU, UMEIoIeH
NOCJIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

7€ MAlMeHTY He MPOBOAMIIN MPEIIISCTBYIONIEe CUCTEMHOE JieueHNe Hepe3eKTabeabHON
MEJIAHOMBI, U TJie IO MEHbLIeH Mepe ofHa 103a aHTurena npotus LAG-3 cocrasnsier 2 MI/Kr u
o MeHbIeH Mepe onxHa n03a aHTturena npotuB PD-1 cocramisier 6 MI/KT, KaxIble 4YeThIpe
Hezenu.

63. Cnocob no mobomy u3 nm.59-62, rae Bo3pacT mauueHTa cocrasisier 12 wnu Oonee
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JeT.

64. Criocob o n.63, rae Bo3pact naiueHTa cocrasisier ot 12 no 17 ner.

65. Crmocobd mo mrobomy u3 mm.51-64, rae mnpeaInecTBYIOIIee CHUCTEMHOE JIeUCHHE
NpeAcTaBysieT cOO0H abIOBAHTHYIO MM HEOAABIOBAHTHYIO Teparnuto npotus PD-1 mwim npotus
CTLA-4.

66. Cnoco6 mno mobomy u3 mnm51-65, rme mNaUMeHT WMeeT THCTOJOTHYECKU
HOATBEPIKAEHHYIO Hepe3ekTadenbHyro Menanomy cranuu I nmm IV.

67. Criocob mo mobomMy u3 1.5 1-66, rae nauueHT UMeeT MoKa3aTes b O0IEero COCTOSHUS
B COOTBeTCTBMM ¢ BocTouHOl koomepaTuBHOH oHkonorudeckoit rpymmnoi (ECOG) 0 wumu 1
u/Wim mokasatesb odrmero cocrosiHus o Jlancku 80% wnu Oonee.

68. Cnocob mo mobomy u3 mm.51-67, rae manueHT UMeeT MOANAOLIeecs ONPENeIeHHUIO
3a0oneBaHue MPH ONMPEACICHUH MOCPEICTBOM KPUTEPHEB OLEHKH OTBETAa COJNIMAHBIX OMyXOJeH
(RECIST) Bepcun 1.1.

69. Cnocob6 mo mobomy u3 mm.51-68, rae MHOUIBTPHPYIOLINE ONMYXOJNb MALUeHTa
muMorutel skcnpeccupyror LAG-3.

70. Cnocob mo m.69, roe Gonee 1% onyxomu manuenta. 71. Cnocod mo m.142, rume
skcnpeccuro LAG-3 onpenessiroT B TeCTUPyeMOM o0paslie TKaHU, MOJYYSHHOM TOCPENCTBOM
OHMOIICHY OITYX OJTH.

71. Cnocob mo m.69 mnu 70, rae TecTUpyeMblii oOpaser] TKaHW MPEACTABISET COOOH
¢dukcupoBanubiii Gopmanuaom 3anutsiil napadpuHom (FFPE) obpasern.

72. Cniocob mo mobomy u3 n.69-71, rae skcrpeccuro LAG-3 onpenessitoT mocpencTBoM
nu3Mepenus skcnpeccuu oenka i PHK B Tectupyemom obpasiie TkaHu.

73. Cnocob mo mobdomy u3 .69-72, rae sxcnpeccuro LAG-3 onpenensroT nocpeacTsoM
aHaJM3a, CIOCOOHOro onpenensiTh yposeHb Oenka LAG-3 B TecTupyeMoM oOpasiie TKaHHU.

74. Cnoco6 mo 173, rme oakcmpeccrmo LAG-3 ompenemstoT  HOCPEACTBOM
UMMYHOTHCTOXUMHYECKOTO aHaN3a.

75. Cnoco® mo mn.74, rae MMMyHOTMCTOXHMHYECKUI aHaN3 MpeacTaBisieT coOoH
MOHOIUIEKCHBIN aHAJN3.

76. Cnoco® mo mn.74, rae MMMyHOTMCTOXUMHYECKUI aHaN3 MpeacTaBisieT coOoH
MYJIbTUILIEKCHBIN aHAJIN3.

77. Cnocob no modomy u3 nm.74-76, rae UMMYHOTUCTOXMMHUYECKHHA aHAJN3 BKJIOYAET
npuBeneHne 0Opas3la OMyXOJH B KOHTAKT C MOHOKJIOHAJIBbHBIM aHTUTeNoM mnpotuB LAG-3
yenoseka 17B4, SP346, 11E3, 874501 unu EPR4392(2).

78. Criocob mo mrobomy u3 . 51-77, rie onyxoneBble KJIETKH MalHeHTa SKCIIPECCUPYIOT
PD-L1.

79. Cniocob o .78, rue Oonee 1% OmyxoseBbIX KIETOK MallMeHTa 3KcrpeccupyroT PD-
L1.

80. Croco6 mo n.78 mmm 79, rae skcnpeccuto PD-L1 ompenenstor B TecTupyemMom
o0pasie TKaHH, NOJyYEHHOM MOCPEACTBOM OUOIICHHU OITYXOJIH.

81. Cnocob nmo mobomy u3 nm.78-80, rae TectupyeMslii oOpasen TKaHU MPENCTaBIsAET
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coboti pukcupoBanHbIi popmanuHoM 3anuThiii napadpuaom (FFPE) obpazerr.

82. Cnocob mo modomy u3 n.78-82, rae skcnpeccuro PD-L1 onpenensiroT nocpencTsom
usMepenusi skcnpeccuu oenka win PHK B rectupyemom odpasiie TkaHu.

83. Cnocod mo m.82, rme skcmpeccuto PD-L1 omnpenensior mocpencTBOM aHAW3a,
crocoOHOTO omnpenessTh yposeHb Oenka PD-L1 B Tectupyemom oOpasiie TKaHH.

84. Cnoco6 mo mn83, rme oskcmpeccrmo PD-L1  onpenmenstor mocpencTsoM
UMMYHOTHCTOXUMHYECKOTO aHAIN3a.

85. Cnoco6 mo mn.84, rme MMMYHOTMCTOXMMHYECKHI aHAJH3 MpPENCTaBJisieT COOOH
MOHOIUIEKCHBIN aHAJN3.

86. Cnoco0 mo mn.84, rme MMMYHOTMCTOXMMHMYECKHH aHAJIM3 NPEACTaBJsieT COOOit
MYJIbTUILIEKCHBIN aHAJIN3.

87. Cnocob® mo smobomy u3 mm.51-86, rme oOmyxoJeBble KIETKH MALUEHTa COAEpKaT
BRAF c myranueit V600.

88. Crioco® MHrHOMpPOBaHMs POCTAa METACTA3HPYIOIIEH MEJTAHOMBI y MALMEHTa-9eJIOBEKa,
NpUYEM CIIOCOO BKIFOUAET:

(a) ompenenenne skcrnpeccnnn LAG-3 Ha UHOUIBTPUPYIOIIUX OMyXOJb TMAIMEHTa
muMmornmrax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaxX IMALUEHTa, W/WIN ONpeneeHne
npucytcteus myraund BRAF V600 B onyxoneBpIX KJIETKAaxX MALUEHTA; U

(b) BBeneHne nanueHTy 3QpPeKTHBHOrO KOJNUECTBA KAXKIOTO U3:

(1) anturena mnporuB LAG-3, comepxamero nomensl CDRI1, CDR2 u CDR3
BapuabenpbHON 00JIaCTH TSDKENOHN LienH, UMEIOIIel MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTu JIerKoW MemnH, MUMEoLei
MOCJIEIOBATENbHOCTD, YKka3aHHyi0 B SEQ ID NO: 5, u

(il) anturena mnpotuB PD-1, copmepxkamero nomensi CDRI1, CDR2 wu CDR3
BapuadenbHON 00JaCTH TSDKEJIOH LenH, MMEFOINel MOCiIea0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabGenbHOH 00acTH JIETKOW LEMH, UMEIOLIEH
NOCJIeI0BATENBbHOCTD, YkazaHHyto B SEQ ID NO: 17;

r7ie MalueHTy He IPOBOIUIIM MPEIIeCTBYIOIee CUCTEMHOE JIeUeHHEe MeTacTa3upyroLei
MeJIaHOMBI.

89. Cnoco0 neueHUs MeTacTa3sMpYHOIIEed MEJAaHOMbI Yy TalHUeHTa-4eJIOBEeKa, MPUYEM
CIIOCcO0 BKIIOYAET:

(a) ompenenenmne skcrnpeccnrn LAG-3 Ha UHOUIBTPUPYIOIIUX OMyXOJb MAIMEHTa
mumornmrax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaxX MALUEHTa, W/WIN ONpeneeHue
npucytctsus myraund BRAF V600 B onyxoneBpIX KJIETKaxX NALUEHTA; U

(b) BBenenne nanueHTy 3PpPEeKTHBHOrO KOJUYECTBA KAXKIOTO H3:

(1) anturena mporuB LAG-3, comepxamero nomensl CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOI 00nacTv JIETKOW LEMH, UMEIoLIeH
MOCJIEIOBATENbHOCTD, YKka3aHHYi0 B SEQ ID NO: 5, u

(11) anturena mnporuB PD-1, copmepxamero nomenel CDR1, CDR2 wu CDR3
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BapuabenpbHON 00JIACTH TSDKENOH LienH, UMEOIIEeH MmocienoBaTeabHOCTh, YKa3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOil 00JacT JIETKOW LN, UMEIoLei
NOCIeI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

Ir7ie MalMeHTy He MPOBOIMIN MPENLIECTBYIONEe CUCTEMHOE JIeUeHHE METaCTa3upYIOLIeit
MEJIAHOMBI.

90. Crioco® nHrubupoBaHus pocta Hepe3ekTabeIbHON MEeaHOMBI Y MallMeHTa-4eI0BeKa,
IpUYeM CoCo0 BKITFOYAET:

(a) ompenenenne skcrnpeccur LAG-3 Ha MHOUIBTPUPYIOIIUX OMyXOJb MallMEeHTa
mumonurax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaX MALUEHTa, W/WIN OMNpeieeHue
npucytcteus myrauud BRAF V600 B onmyxoseBbIX KJIE€TKax MalUeHTa; U

(b) BBenenne nanueHTy 3QpPeKTHBHOrO KOJUUECTBA KAXKIOTO HU3:

(1) amturena mporuB LAG-3, comepxkamero nomensl CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEeH MocaenoBaTeabHOCTh, Yka3anHy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTv JIETKOW MEMH, MUMEIOLei
MOCJIEIOBATEIbHOCTD, YKka3aHHyi0 B SEQ ID NO: 5, u

(1) anturena mpotuB PD-1, copmepxamero nomener CDR1, CDR2 wu CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEOIIEH MmocaenoBaTeabHOCTh, Yka3anuy B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHOI 00JacTH JIETKOW LENMU, UMEIOIIeH
NOCJIEI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

7€ MAlMeHTyY He MPOBOAMIIN MPEAIIECTBYIONIEe CUCTEMHOE JieueHNe Hepe3eKTabenbHON
MEJIAHOMBI.

91. Crocob neueHuss Hepe3eKTaOEeNbHONH MENaHOMBI Y IalMeHTa-4eJIOBEeKa, MPHYEM
Croco0 BKIIOYAET:

(a) ompenenenue skcrnpeccun LAG-3 Ha HMHOUIBTPUPYIOLIMX OMYXOJib MAaI[HEHTa
muMbonurax, skcnpeccun PD-L1 Ha omyxoneBeIX KJIeTKax MAlMeHTa, WM ONpeseeHHe
npucytcTus myrauud BRAF V600 B onyxoneBpIxX KJeTKax NalUeHTa; U

(b) BBenenue narueHTy 3gpPeKTHBHOrO KOJUUECTBA KAXKIOTO U3:

(1) amturena mporuB LAG-3, comepxkamero nomensl CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LIenH, UMEIOIIEeH MocaenoBaTeabHOCTh, Yka3anuy B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTy JIETKOW MEMH, MMEoLei
MOCJIEIOBATENbHOCTD, YKa3aHHyi0 B SEQ ID NO: 5, u

(i) anturena mnporuB PD-1, copmepxamero nomener CDR1, CDR2 wu CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEIOIIEH MocaenoBaTeabHOCTh, Yka3anay B SEQ ID
NO: 15, u nomerst CDR1, CDR2 u CDR3 BapuabenbHOI 00JacTH JIETKOW LENMU, UMEIoIIeH
NOCJIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

7€ MAlMeHTY He MPOBOAMIIN MPEIIISCTBYIONIEe CUCTEMHOE JieueHNe Hepe3eKTabeabHON
MEJIAHOMBI.

92. Ciocob MHruOMpPOBaHUS POCTA METACTA3UPYIOIIEH METAHOMBI Y ITallUeHTa-4eJI0BEKa,
pUYEM CIIOCOO BKJFOUAET:

(a) ompenenenue skcrnpeccnn LAG-3 Ha UHQUIBTPUPYIOIIUX OMyXOJib MAIMEHTa
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muMmornmrax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaxX IMALUEeHTa, W/WIN ONpeneeHne
npucytctsust myraund BRAF V600 B onyxoneBeIX KJI€TKax MNaLUEHTa; U

(b) BBenenne nanueHTy 3pPeKTUBHOrO KOJNUECTBA KAXKA0TO U3:

(1) anturena mnporuB LAG-3, comepxamero nomensl CDRI1, CDR2 u CDR3
BapuabeNbHON 00JIaCTH TSDKEJION LenH, MMEROINell MoCiIea0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO# 00nacTu JIETKOH LeNH, UMEroIei
MIOCJIEIOBATENBHOCTD, YKka3aHHyto B SEQ ID NO: 5, u

(il) anturena mnporuB PD-1, copmepxkamero nomenst CDR1, CDR2 wu CDR3
BapuabenbHON 00JIaCTH TSDKENOH LNy, UMEIOIIeH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00jacTH JIETKOW LEMH, UMEIOLIEH
MOCIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MaluyueHTy He IPOBOIMUIIM MPELIeCTBYIOIee CUCTEMHOE JIeUeHHEe MeTacTazupyrouei
MEJIaHOMBL, U Iie IO MeHblIel Mepe ofHa fo3a aHtuTena npotuB LAG-3 cocrasnser 160 mr u
N0 MEHbIIEH Mepe OfHa ao3a aHturena npotus PD-1 cocrasmsier 480 mr, xaxable 4eTbIpe
HeZleNH.

93. Croco0® nedeHus: METacTa3HMpYIOLIed MeNaHOMbl y TalHeHTa-4elloBeKa, NpUYeM
CIIoco0 BKITIOYAET:

(a) ompenenenne skcrnpeccnnn LAG-3 Ha UHOUIBTPUPYIOIIUX OMyXOJb MAIMEHTA
maMmpornmrax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaxX IMALUEHTa, W/WIN ONpeneeHne
npucytctust myraund BRAF V600 B onmyxoneBbIX KJIE€TKax MaLUeHTa; U

(b) BBenenne nanueHTy 3pPeKTUBHOrO KOJMUECTBA KAXKAOTO U3:

(1) anturena mnporuB LAG-3, comepxamero nomensl CDRI1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKEJON LeNH, MMEROINel MOCiIen0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 3, u nomenst CDR1, CDR2 u CDR3 BapuabenbHO# 00NacT JIErKOH LeMNH, UMEroIei
NIOCJIEIOBAaTENbHOCTD, Yka3aHHyto B SEQ ID NO: 5, u

(il) anturena mnpotuB PD-1, copepxkamero nomenst CDR1, CDR2 wu CDR3
BapuabenbHON 00JIACTH TSDKENOH LienH, UMEIOIIEH MocienoBaTeabHOCTh, Ykazanuy B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOi 00JacTH JIETKOW LEMH, UMEIOLIEH
MOCJIeI0BATENbHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MauyueHTy He IPOBOIMIIM MPEAIeCTBYIOLIee CUCTEMHOE JIeUeHHEe MeTacTa3upyrouei
MEJIaHOMBL, U Iie IO MeHblIel Mepe ofHa fno3a aHtutena nporuB LAG-3 cocrasnser 160 mr u
N0 MEHbIIEH Mepe OfHa Ao3a aHturena npotus PD-1 cocrasmsier 480 mr, xaxable 4eTbIpe
HeZeNH.

94. Crioco0 MHruOUpPOBaHUS POCTa Hepe3eKTaOeIbHON METaHOMBI Y TAIlUeHTa-4eI0BEKa,
NpUYEM CIIOCOO BKJFOUAET:

(a) ompenenenne skcnpeccnnn LAG-3 Ha UHQUIBTPUPYIOIIUX OMyXOJb MAIMEHTa
muMpornurax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJI€TKaxX IMALUEHTa, W/WIN ONpeneeHne
npucyrcTust myrauud BRAF V600 B onmyxoneBbIX KJI€TKax MAaLUEHTa; U

(b) BBenenne nanueHTy 3pPeKTUBHOrO KOJMUECTBA KAXKAOTO U3:

(1) anturena mnporuB LAG-3, comepxamero nomensl CDR1, CDR2 u CDR3
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BapuabenpbHON 00JIACTH TSDKENOH LienH, UMEOIIEeH MmocienoBaTeabHOCTh, YKa3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOI 00nacTv JIETKOW LEMH, MMEIoLIei
MOCJIEIOBATENbHOCTD, Yka3aHHYI0 B SEQ ID NO: 5, u

(1) amturena mnporuB PD-1, comepxamero nomenst CDR1, CDR2 u CDR3
BapuabeNbHON 00JIaCTH TSDKEJION LenH, MMEROINell MoCiIea0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuaOenbHO# 00MacTH JIETKOH LIEMH, UMEROoIIei
MOCJIEIOBATENBHOCTD, YKkazaHHyto B SEQ ID NO: 17;

r7ie MAlMEeHTY He MPOBOAMIIN MPEIIIeCTBYIONIEe CUCTEMHOE JIeueHUe Hepe3eKTabeabHON
MEJIaHOMBL, U Iie IO MeHbIeH Mepe ofHa no3a aHTutena npotuB LAG-3 cocrasnser 160 mr u
N0 MEHbLIEeW Mepe OfHa Ao3a aHturtena npotus PD-1 cocrasmsier 480 mr, xaxable 4eTbIpe
HeseNu.

95. Cnocob neuenuss Hepe3ekTaOeNbHOH MEJTaHOMBI Y MAIlUEHTA-4eJIOBEKa, MPUYEM
CHoCcO0 BKIIIOYAET:

(a) ompenenenue skcnpeccun LAG-3 Ha HMHOUIBTPHPYIOLIMX OMYXOJIb MAI[HEHTA
mumornmurax, skcrnpeccun PD-L1 Ha omyxoneBbIX KJIETKaxX MALUEHTa, W/WIN ONpeneeHue
npucytcteus myraund BRAF V600 B onyxoneBbIX KJIE€TKax MAaLUEHTa; U

(b) BBenenne nanueHTy 3PpPEeKTHBHOrO KOJUUECTBA KAXKIOTO U3:

(1) anrurena mnporuB LAG-3, comepxkamero pomenst CDR1, CDR2 u CDR3
BapuabenbHON 00JIACTH TSDKENOHN LienH, UMEIOIIEH MmocaenoBaTeabHOCTh, Yka3anHyo B SEQ ID
NO: 3, u momenst CDRI1, CDR2 u CDR3 BapuabenbHO# 00nacTv JIETKOW LEMH, MMEIoLei
MOCJIEIOBATENbHOCTD, Yka3aHHyi0 B SEQ ID NO: 5, u

(ii)) amturena mnporuB PD-1, comepxamero nomenst CDRI1, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKEJON LeNH, MMEROINel MOCiIen0BaTeIbHOCTh, YkasanHyo B SEQ ID
NO: 15, u nomensr CDR1, CDR2 u CDR3 BapuabenbHO# 00MacTH JIETKOH LM, UMERoIei
NIOCJIEIOBAaTENBbHOCTD, YKazanHyto B SEQ ID NO: 17;

e MAlMEeHTy He MPOBOAMIIN MPEIIIeCTBYIONIEe CUCTEMHOE JIeueHUe Hepe3eKTabeabHON
MEJIaHOMBL, U Iie IO MeHbIel Mepe ofHa no3a aHtutena nporuB LAG-3 cocrasnser 160 mr u
N0 MEHbLIEH Mepe OfHa ao3a aHtutena npotus PD-1 cocrasmsier 480 mr, xaxable 4deTbIpe
Hesenu.

96. Crocob neueHnss Hepe3ekTaOENbHOH MEJIaHOMBI Y MAIlUEHTA-4eJIOBEKa, MPUYEM
crocod BKITIOYAET BBEACHHE NMAaUEHTY 3P (PEKTUBHOIO KOMHYECTBA KAKIOTO H3:

(1) anturena mnporuB LAG-3, conmepxamero pomensi CDR1, CDR2 wu CDR3
BapuabenbHON 00JIACTH TSDKENOHN LNy, UMEOIIel MoCcienoBaTebHOCTh, YKa3anHyo B SEQ ID
NO: 3, u nomenst CDRI1, CDR2 u CDR3 BapuabenbHOI 00nacTH JIETKOW MEMH, UMEOLIeH
MOCJIEIOBATENbHOCTD, YKka3aHHYi0 B SEQ ID NO: 5, u

(1) amtmrena mnporuB PD-1, comepxamero nomenst CDRI, CDR2 u CDR3
BapuabenbHON 00JIaCTH TSDKENOHN Lieny, UMeoIIell MocaenoBaTeIbHOCTh, YKa3anHyo B SEQ ID
NO: 15, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOil 00JacT JIETKOW LENH, UMEIoIei
NOCJIEI0BATENbHOCTD, YKa3aHHyto B SEQ ID NO: 17;

7€ TALUEHTy He TMPOBOAMIIN NPEALIECTBYIOIIEE JeUeHNEe Hepe3eKTabeIbHOW MENIaHOMBI,
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U I'7ie 110 MeHbllel Mepe ofHa Ao3a antutena npotus LAG-3 cocrasnser 160 Mr u no MeHbliei
Mepe oaHa A03a anturena npotus PD-1 coctasnsier 480 Mr, kakble YEThIpEe HEACIH.

97. Cnocob no n.96, rae antuteno npotuB LAG-3 u antureno nporus PD-1 BBOmAT B
Ka4ueCTBe JICYEHUs] IEPBON JIMHUH.

98. Cnocob nedeHus: Hepe3eKTadeIbHOI MENaHOMbI Yy TMalMeHTa-4esIOBEeKa, MpU4eM
croco0 BKJIIOYAET BBeACHHE MaleHTy () ()EeKTHBHOTO KOJHMUECTBA KaXKIOTO U3:

(1) anTurena npotus LAG-3, conepxxamero (a) CDR1 BapuabenbHOH 001aCTH TSDKENOH
LeMNy, COAEpPKAIIYI0 TMOCIenoBaTeIbHOCTh, ykaszanHyiro B SEQ ID NO: 7; (b) CDR2
BapuadeIbHON O0IACTH TSDKEJION IeNH, COAEpPIKaIly0 MOCIeN0BATENbHOCTD, YKa3aHHyo B SEQ
ID NO: 8; (c) CDR3 BapuwabenpHOH 00MacTH TSDKENOW  LEMH, COMEPIKALIYIO
NOCJIeIOBATENBHOCTD, YKka3aHHy B SEQ ID NO: 9; (d) CDR1 BapuabenbHOI 00NacTH JIErKOM
LEeNMy, CONEpKaIlyr TMOCIeNoBaTeabHOCTh, yKazaHHyro B SEQ ID NO: 10; (e) CDR2
BapuadepbHON 00JIaCTH JIETKOW IENH, COMEPsKAIIyI0 MOCIENOBATEIbHOCTh, YKa3aHHYK B SEQ
IDNO: 11, u

(i1) anturena nporus PD-1, comepkamero (a) CDR1 BapuabenpHON 00nacTu TsDKETOH
LEeMNy, COAEpKaIyK TOCIeNoBaTeNbHOCTh, ykazanHyro B SEQ ID NO: 19; (b) CDR2
BapuadeIpbHON O0ACTH TSIKEION IeNH, COAEPIKAIly0 MOCIeNOBATEbHOCTD, YKa3aHHyo B SEQ
ID NO: 20; (c) CDR3 BapuabenpHOW 001acTH TSDKENOH IEMH, COAEPIKAIIYIO
MOCJIEIOBATEIBHOCTD, Yka3aHHyo B SEQ ID NO: 21; (d) CDR1 BapuabenbHoit 00acTu JIerKoi
LEeMNy, COMEpKaIlyl0 IOCIeNoBaTeabHOCTh, yKazaHHyro B SEQ ID NO: 22; (e) CDR2
BapradeIpbHON O0JIaCTH JIETKOW LEeMnH, COAep KAy MOCIeNOBaTeIbHOCTb, YKa3aHHYI B SEQ
ID NO: 23; u (f) CDR3 BapuabenpHON 00NacTH JIETKOH IeMH, COAEPIKAIIYIO
MOCJIEIOBATENbHOCTD, YKa3aHHYI0 B SEQ ID NO: 24,

e MALUEeHTy He MPOBOIMIIM MPEIIECTBYIOLIee JeUeHne Hepe3eKTaOelbHOW MeJIaHOMBI,
U T7ie TI0 MeHblIel Mepe ofHa 103a antuTena npotus LAG-3 cocrasisier 160 Mr u no MeHbluei
Mepe oaHa A03a aHtutena npotusB PD-1 coctaBnsier 480 Mr, kKak/ible YETbIPE HEACIH.

99. Cnocob mo n.96, rae antuteno npotuB LAG-3 u antureno npotus PD-1 BBOIAT B
Ka4yeCcTBe JIEUeHUs IEPBON JTUHUH.

100. Crnocob mo mobomy u3 nm.1-31 u 36-38 u 40-99, roe antureno nporus LAG-3
CONIEPIKUT TSDKENYIO M JIETKYIO LIEMH, COAep Kallre MoCIenoBaTeIbHOCTH, Ykazanabie B SEQ ID
NO: 30 u 2, COOTBETCTBEHHO.

101. Crocob neueHHst Hepe3eKTaOEeNbHOW MENAHOMBI y MALUEHTa-4eJIOBEKa, NMpPUYeM
crocod BKIIIOYAET BBEACHHE MAalUeHTy 3()PEeKTUBHOTO KOJUYECTBA KaXJAO0ro U3 pelaTiuMada u
HUBOJTyMaOa,

i€ TALUEHTY He TPOBOAMIIN NMPEALIECTBYIOIIEE JeUeHNE Hepe3eKTabeIbHOW MENaHOMBI,
U T7e IO MEHbLIeH Mepe OfHa [103a pearinMada coctasysier 160 Mr U Mo MeHbLIeH Mepe OJlHa
no3a HuBoJMymMada cocrasisieT 480 Mr, KaKable YeThIpe HeNeH.

102. Crioco® neueHHst Hepe3eKTa0eNbHOW MENaHOMBbI y TMAalMeHTa-4eJIOBEeKa, NMpUYeM
cnocob BKIIIOUAET BBEACHHE MAUEHTy 3(P(PEKTUBHOrO KOJIHYECTBA KAXKIOTO H3:

(i) anturena mpotuB LAG-3, comepikainero TSDKEIYIO M JIETKYIO LEMH, COAEpsKallne
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nocynenoBaTeabHOCTH, yka3aHHbie B SEQ ID NO: 30 u 2, cOOTBETCTBEHHO, U

(i1) anTuTena npotus PD-1, conmeprkamero nocienoBaTenbHOCTH, ykazanHele B SEQ ID
NO: 13 u 14, COOTBETCTBEHHO,

7l TALUEHTY He TPOBOIMIIN NPEALIECTBYIOLIEe JeUeHHe Hepe3eKTaOeNbHON MeTaHOMBI,
U I7ie 10 MeHbIlelH Mepe ofHa Ao3a aHturena npotus LAG-3 cocrasnser 160 Mr u no MeHbLIen
Mepe oflHa A03a aHTuTena npotus PD-1 cocrasnser 480 Mr, kakaple 4YeTbIPE HEAEIN.

103. Croco0 nedeHus: MeTacTa3upyrolell MeJaHOMbl y TalHUeHTa-4eJIOBeKa, MpHYeM
croco0 BKIIOYAET BBEACHHE MALMEHTY 3(PPEKTUBHOIO KOJUYECTBA KAXKAOrO M3 peyaTinmada u
HUBOJTyMa0a,

r7ie MalueHTy He MPOBOAUIIH MPEeIlecTBYOIIee JIeUeHe MEeTaCTa3upyIoLIeil MeIaHOMBI,
U T7Ie IO MEHbLIeH Mepe OJHa 103a pejarinmada coctasysieT 160 Mr u mo MeHbLIeH Mepe oHa
no3a HuBosMymMaba cocrasisieT 480 Mr, KasKIble YEThIpe HEEIIH.

104. Croco0 nedeHus: MeTacTa3upyromeil MeJaHOMbl Y TalUeHTa-4eJIOBeKa, MpHYeM
crocod BKITIOYAET BBEACHHE MAUEHTy 3P (PEKTUBHOIO KOTHYECTBA KAKIOTO H3:

(i) anturena mporuB LAG-3, comep:Kamero TSDKENYI0 W JIETKYIO LEMH, COAepIKallue
nocynenoBaTeabHOCTH, yKasaHHbie B SEQ ID NO: 30 u 2, cOOTBETCTBEHHO, U

(ii) anTuTena npotus PD-1, conmeprkamero mocienoBaTenbHOCTH, YkasanHele B SEQ ID
NO: 13 u 14, COOTBETCTBEHHO,

r7ie MalueHTy He IPOBOAUIIH MPEIeCTBYOIIee JIeYeHUEe METaCTa3uPYIOLIell MENTaHOMBI,
U I7ie 110 MeHblleld Mepe ofHa Ao3a aHtutena npotus LAG-3 cocrasnser 160 Mr u no MeHblei
Mepe ofHa no3a anturena npotus PD-1 cocrasnser 480 Mr, kaxable YETbIPE HEACIIH.

105. Crnoco0 neueHus: MeTacTa3WpyroIeld WM Hepe3eKTabeNbHON MENaHOMBI Y
NaLMEeHTa-4eJIOBEKa, MPHYEeM CIOCO0 BKIIOYAET BBEACHNE MALMEHTY 3(PEKTUBHOIO KOJINUECTBA
KaXXIO0To U3 penaTinmMada 1 HuBosmymada,

rIe NALUEeHTYy He MPOBOAMIM JIEYeHHE MEeTAacTasupyrolleld WM Hepe3ekTadenbHON
MEJIAHOMBI, U TJIe 10 MEHBIIEH Mepe OlHa 103a pesariumada cocTasisier 160 Mr U O MEHbIIEH
Mepe ofHa 1032 HIUBOJyMaba coctasiisieT 480 Mr, Kaskable YeThIpe HeJeNH.

106. Cnocob JjedeHus: MeTacTasupyrOLlell WM Hepe3eKTabelbHOW MENaHOMBI Y
MalMeHTa-4eJIOBeKa, MprYeM Crocod BKJIFOYAET BBENeHUE NMaueHTy 3P eKTHBHOrO KoMu4yecTBa
Ka)K0TO U3:

(i) anturena mporuB LAG-3, comeprkamiero TSDKENYIO U JIETKYIO ILENH, COAepIKallue
nocynenoBaTeabHOCTH, yKasaHHbie B SEQ ID NO: 30 u 2, cOOTBETCTBEHHO, U

(i1) anTurena npotus PD-1, conmeprkamero mocienoBaTenbHOCTH, ykasanHele B SEQ ID
NO: 13 u 14, COOTBETCTBEHHO,

re TANHEeHTy He TPOBOIWJIM JICYCHUE METAaCTasHpYIoIeld Win Hepe3eKTadelbHOU
MEJIaHOMBL, U Iie IO MeHblel Mepe ofHa fo3a aHtutena nporus LAG-3 cocrasnser 160 mr u
0 MEHbLIEH Mepe OaHa Ao3a aHturena npotus PD-1 cocrasmsier 480 mr, kaxzable 4eTbIpe
HeZeNu.

107. IlpomykT, comepxkaummii penarimMad W HHUBOIYMaO ayii KOMOMHHPOBAHHOI'O

NPUMEHEHHUs 1JIs JIEUeHUsT METacTa3upyIollel Uil Hepe3eKTaOeNbHOM MeJTaHOMBI Y MalleHTa-
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YEJIOBEKa, KOTOPOMY HE TMPOBOJAWIM TMPEAIIECTBYIOIIEE JIEUEHHE METACTa3upyroIlel uiu
Hepe3eKTabeTbHOW MeJTaHOMBI,

r7e JIeYeHHe BKIIIOYAeT BBENECHHWE IO MEHbINeW Mepe OIHOW J03bl perariumada,
cocrasysitonieit 160 Mr u Mo MeHbIIel Mepe OIHOMN 103bl HUBONyMaba, cocrassitoineit 480 mr,
Ka)KJbl€ YEThIPE HEIEIH.

108. IIponyxT, copepkammuii antuteno npotuB LAG-3, cogepikaliee TSHXKENYIO U JETKYIO
L[enH, coaepKalnue rnocaeaosarenbHocTy, ykazanable B SEQ ID NO: 30 u 2, cOOTBETCTBEHHO, U
antuteno npotuB PD-1, cogepkalee nocnenoBarenbHoCcTH, Ykazanabie B SEQ ID NO: 13 u 14,
COOTBETCTBEHHO, JJisi KOMOMHHUPOBAHHOTO MPUMEHEHUS Uil JIEYEHHs] METACTa3UPYIOIeH WiIH
Hepe3ekpalebHOW  MENAaHOMbl Y  MAlMEHTAa-4ejioBeKa, KOTOPOMY  HE  MPOBOIUJIH
MPeIIeCTBYIOIIEE JISYEHHE METACTa3UPYIOIIEH UTH Hepe3eKTa0eIbHONH MEIAHOMBI,

r7e JICUCHHE BKJIFOYAET BBEAEHHWE IO MEHbIIECH Mepe OJHON N103bl aHTUTENa TMPOTUB
LAG-3, cocrasnsromeii 160 Mr, u mo MeHblieil Mepe OAHOW 03bl aHTUTENO npotus PD-1,
cocrassironeit 480 Mr, Kakble 4eThIPE HEEIH.

109. TIlponykr, comepkamuii antureno npotuB LAG-3, comepxamee (a) CDRI1
BapuadeTbHON O0ACTH TSDKEION IeNH, COAEPIKAIIyI0 MOCIeN0BATENIbHOCTD, YKa3aHHyo B SEQ
ID NO: 7; (b) CDR2 BapuabGenpHON 0OJaCTH TSIKEJNOW MU, COAEPIKALIYIO
MOCJIeIOBATENBHOCTD, Yka3aHHyo B SEQ ID NO: 8; (¢c) CDR3 BapuabenbHOM 00IACTH TSKEIOM
LMy, COAEPIXKAIIYI0 TMOCIeNoBaTeNbHOCTh, yka3zaHnHylo B SEQ ID NO: 9; (d) CDRI1
BapuadeIpbHON 00JIaCTH JIETKOW LEeMnH, COAep KAy MOCIeNOBATEIbHOCTD, YKa3aHHyI0 B SEQ
ID NO: 10; (e) CDR2 BapuabenpHONW 00JacTU JIETKOW LENH, COAEPIKAIIYIO
NOCJIEIOBATENbHOCTD, YKka3aHHyo B SEQ ID NO: 11, u antureno nporus PD-1, conepskaiee (a)
CDRI1 BapuabesnbHOI 00acTH TSDKEJIOHN LIEMH, COAEPIKALIYIO MOCIENOBATEIbHOCTD, YKa3aHHYIO
B SEQ ID NO: 19; (b) CDR2 BapuaOenbHOi 00JacTH TSKEIOW LEMH, COMEPIKAIIYIO
nocjenoBaTeibHOCTh, ykasanHyro B SEQ ID NO: 20; (¢) CDR3 BapuabenbHoit obnactu
TSDKEJION 1eMH, COIep KaIlyo MOoCIenoBaTebHOCTh, YkazanHyo B SEQ ID NO: 21; (d) CDRI1
BapuadebHONW O0JIACTU JIETKOM LM, COAEPKAIYIO TMOCIENOBATEIbHOCTh, YKa3aHHy B SEQ
ID NO: 22; (e) CDR2 BapuabenpHOH 00JacTH JIETKOW LEMH, COAEPIKAIIYIO
MOCJIeIOBATENBbHOCT, YKa3aHHyo B SEQ ID NO: 23; u (f) CDR3 BapuabenpHoi obnacTu
JIETKOM IIenH, COAEpPIKaIly IIOCIeNOBaTeNbHOCTh, yka3zanHylo B SEQ ID NO: 24, nnsa
KOMOMHHPOBAHHOTO TMPUMEHEHUs I JICYeHUs METACTa3HpYIoIled WU Hepe3eKTabelbHOM
MEJIAHOMBI Y TIALIMEHTA-YE€JIOBEKA, KOTOPOMY HE TMPOBOAMIM TMPEAIMIECTBYIOIIEE JICUCHHE
METAaCTa3UPYIOIIeH UIH Hepe3eKTa0eTbHONH MEeITaHOMBI,

r7e JICUCHHE BKJIIOYAET BBEIAEHHE IO MEHbIIECH Mepe OJHOM M103bl aHTUTENAa IMPOTUB
LAG-3, cocrasnsromieii 160 Mr, u mo MeHbliuell Mepe OJHOW [03bl aHTUTena npotus PD-1,
cocrassiromei 480 Mr, KakJble 4eTbIPE HEEIH.

ITo noBepennocTn
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