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cyObeKTa, UMEIOImEero pak MoueBoro mys3eips, Hampumep UC, ¢ momombio 3pQeKTHBHON CXeMBI 103MPOBAHHUS
anturena k PD-L1, manpumep mypBaimyma0a, MM €ro aHTHT€HCBSA3bIBaOMmeEro gparmenta. Takxke MpexyCMOTPEHBI
Croco0BI, B KOTOPBIX aHTUTENO0 K PD-L1 npuMeHsroT B KOMOMHAINK C JPYTHM HMMYHOTEPAIIeBTHUECKIM CPEICTBOM,
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OITyXOJIM MOYEBOTO ITy3bIPS, XapaKTEePU3YIOIINXCS HU3KUM/OTCYTCTBYIOIMM ypoBHeM PD-L1 nnu BICOKHM ypoBHEM
PD-L1. Takxke npeaycMOTpEeHBI clIOCOOBI, B KOTOPHIX JICYEHNE paka MOYEBOTO ITy3bIPs € TIOMOILBIO aHTUTeNa K PD-
L1 npumeHsroT mocie CTaHAAPTHOW Tepanuy MM TePanuy NepBOH JIMHUK y CyOBEKTOB, y KOTOPHIX HAaOIIOAANOCh
MpPOTPECCHPOBAHHUE MOCTIE TAKUX BUJIOB TEPANTUH MM y KOTOPHIX HPOU3OIIEN PEIHINB MOCTE MPEABITYIEH CXeMBI
JIeUeHHSI.
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JIEYHEHUE PAKA MOYEBOI'O ITY3bIPA C IOMOLIbIO AHTUTEJIA K PD-L1

OBJIACTb TEXHUKH, K KOTOPO OTHOCHUTCSI U3OBPETEHUE

Hacrosiimee usoOpeTeHne B IIEIOM OTHOCUTCA K CHoco0aMm JieUeHHsl paka MOUYeBOTrO
ny3bIpsi y CyObekTa, MMEIIIEro pak MOYEBOro My3bIpsi, ¢ MOMOIILI 3(P(PEKTUBHON CXeMbl
no3upoBanus antutena kK PD-L1 B oTnenbHOCTH WM B KOMOMHALIMU C OJJHUM WJIM HECKOJIbKUMU
JOTIOJIHUTENIbHBIMU TPOTUBOPAKOBBIMU CPEACTBAMU WIIM BUAAMHU TEPAIUU.

HOPEANOCBIUIKHA U30OBPETEHUA

Pax MoueBOro my3blpsi sIBISIETCS AEBATHIM HauOojee pacHpOCTPAaHEHHBIM AMArHO30M
paka B MUpe: TIO OLIEHKaM, BO BceM mupe peructpupyercst 429800 HOBBIX CliyuaeB 3a00J€BaHUS
B rog, u B 2012 romy Opuio ormeueHo 165100 ciyuaeB cmepru or paka. Mcxonms us
menuuuHCKo# cratuctuky, B CIIIA B 2016 rony Oyner nuarHoctTupoBaHo 76690 HOBBIX CllyyaeB
3a0oneBaHus u, BEpOATHO, npousoiiner 16390 ciyyaes cmept. Hanbosee pacnpocTpaHeHHBIM
TUIIOM pPaKa MOYEBOIO Iy3bIps, MOYETOUHUKA, YPETPbl U ypaxyca sBJSETCS ypOTeluajbHas
kapuuHoMa (UC), Takxke u3BecTHas kak mnepexonHokyerouHas kapruHoma (TCC), Ha moiro
KOTOpOH mpuxomurcs mnpuMepHO 90% TepBUYHBIX 3JI0KAYECTBEHHBIX HOBOOOpa3OBaHMM
MOueBbIBOAAIIMX NyTel. bonee 90% yporenuanbHbIX OMyXoyiel BOZHUKAKOT B MOYEBOM Iy3bIpE,
Torna Kak 8% BO3HUKAIOT B MIOYEUHOH JIOXaHKe, 1 2% BO3HUKAIOT B MOUYETOUHHKE U YPETpE.

Pax MoueBOro mysblpsi, Kak MpaBUIO, MOAPA3AENSAETCS HA MbIIIEYHO-UHBA3UBHOE U
MBIIIEYHO-HEMHBA3UBHOE 3a00JIeBaHUE MO NMPHU3HAKY WHBA3HH B MBIMIEYHYIO 000J0uKy. Ilpu
NepPBUYHOM JUArHOCTUPOBAHUM pPaka MO4YeBOro mysbips B 70% cioydaeB QUArHOCTUPYETCS
MBILIEUHO-HEMHBA3UBHbIH pak MoueBoro my3bips (NMIBC) u mpumepno B 30% ciyuaes -
MBIIIEYHO-NHBA3UBHBIN pak MoueBoro my3beips (MIBC). Jlo 40% mnanuentoB ¢ NMIBC
xXapakTepusyroTcs: nporpeccuposanueM 10 MIBC B TeueHue 5 ner mocie qUAarHOCTHPOBAHMSL.
Cpenu manueHToB, y KOTopbix oOHapy»xkuBaercst MIBC npu auarHoctupoBaHuy, npuMepHo 15%
OyayT UMeTh MECTHOpacmpoCTpaHeHHOe 3aboneBanue, u mnpumepHo 8% OyayT umerhb
MeTacTaTuueckoe 3aboneBaHue. IIporHo3 A ManMeHTOB C MECTHOPACHPOCTPAHEHHOH Hiu
meractatuueckoir UC siBrsiercss HeONMaronpusiTHbIM, IPU 3TOM IOKa3aTeslb OTHOCHTEIBHOH S-

JIETHEH BBDKUBAEMOCTH COCTaBJsieT mpuMepHO 15%.
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MecTHOpPacpOCTPAaHEHHBIN WM METACTATUYECKUN paKk MOYEBOIO My3bIpsi, B YACTHOCTHU
UC, sBusieTcss ONMacHbIM Ui JKM3HHM 3a0oJjeBaHHeM, Ui KOTOPOro CyLIecTBYeT Oosbliast
HEYyJIOBJIETBOPEHHAsI MOTPEOHOCTh B HOBBIX M 3((PEKTUBHBIX BAPUAHTAX JICYEHHs, OCOOCHHO Y
NAINEeHTOB, HUMEIOIINX pakK, MPOrpecCHPOBABLIMII BO BpeMs WM I0CJIE IPOTHBOPAKOBOMN
Tepanuu NepBoy JUHUH, TAKON KaK CTAHJAPTHAsI CXEMa JICUEHUS.

[{uTrpoBaHUe WM ONpenesieHHe JIFOOOro JUTEPaTypHOrO HCTOYHHKA B KaKOM-JIHOO
paszenie HaCTOsIIEH 3asBKM HE JOJDKHO PAcCMATPUBATLCS Kak IMPHU3HAHME TOrO, YTO TaKoM
JUTEPATyPHBbII HCTOYHHUK JOCTYNEH B KadeCTBE IMPEALIECTBYIOLIErO YPOBHS TEXHUKU IO
OTHOLICHHUIO K HACTOSIIIEMY H300PETeHHUIO.

KPATKOE OITMCAHUE U30BPETEHUSA

Kak onmcaHo HMXKe, HAacTosee M300peTeHHe OTHOCHTCS K MMMYHOTEPaneBTHYECKUM
criocobaM JIeYeHHs] paka MOYEBOrO Iy3bIpsl W/WIM CTPYKTYP, BCIIOMOTATENbHBIX OpPraHOB U
TKaHEeH, CBSI3aHHBIX C MOYEBBIM ITy3bIPEM, B TOM YUCJIE MOYETOYHHKA, YPETPBI U ypaxyca, MyTeM
BBeeHust aHtutena Kk PD-L1 B pamkax 3¢dQexTHBHON cXeMbl IO3UPOBAHUS CYOBEKTY,
UMerIIeMy Takoi pak. B ogHOM BapuaHTe OCYIIECTBIEHUS pPaK MOYEBOrO My3bIps
npexacrasisier codoit yporenuanpayro kapuuHomy (UC), Takke M3BECTHYIO KaK KapIHHOMA U3
ypotenuanbhbix kjietok (UCC) mnu nepexomnokierounas kapuuHoma (TCC). B HekoTopbix
BapUaHTaX OCYLIECTBIEHUS CyOBEKT cTpajgaeT MecTHopacmpoctpaHeHHod UC  wnum
metactatnueckoii UC. B koHkpeTHOM BapuaHTe ocyuiecTBieHusi aHtureno k PD-L1
NpeACTaBIsAeT COoO0OM nypBanymad (Takke Ha3blBaeMblii B AaHHOM aokymeHte MEDI4736),
KOTOPBI TpeACTaBIseT CcOOOH 4YeloBeYeCKOe MOHOKJIOHAIbHOe aHTHTed0 (mADb), koTopoe
cesa3piBaeTcs ¢ PD-L1 wu Onokupyer ero B3aumozeiictsue ¢ PD-1 u xmacrepom
muddepenuposku (CD) 80 (CD80) (B7.1). B npyrom BapuaHTe OCYLIECTBJICHUS] aHTUTENO K
PD-L1 MOXHO BBOAUTb COBMECTHO C APYTMM TEPANEBTUYECKUM HIH XUMHOTEPANEBTUUYECKUM
cpencrtBoM, TakuMm kak aHtureno k CTLA4 (mampumep, TtpeMmenuMmymad) HIH €ro
AHTUTCHCBS3BIBAIOIIUI (pparMeHT, npenapar IUIaTHHBI U T. I1., WK COBMECTHO C APYTUM BHIOM
IPOTHBOPAKOBOI Teparue, TAKUM Kak oOJydeHHne, XUpyprudeckas ornepans, XHMHOTEPAHst 1
T. . [IOHATHO, 4TO, KOTZla B JAHHOM JIOKYMEHTE ymoMuHaercs: aHTuteno k PD-L1 (mampumep,
aypsanymad) uiau antutreno k CTLA4 (Hanpumep, Tpemenumymald), TaKOe aHTHTENO TaKKe
OXBATbIBAET AHTUT'CHCBA3bIBAIOLINH (PparMeHT aHTHUTENA, KOTOPBIH COXpaHsET U AEMOHCTPUPYET

crienu(pUUHOE CBS3BIBAHHE C €ro aHTHUreHOM-MmuiieHblo. [Ipumenenune antutena k PD-L1 B
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5 PEKTUBHBIX KOJIMYECTBAX B CIOCO0AX COTJIACHO HACTOSIIEMY H300peTeHHI0 o0ecrednBaeT
Kak JiedeHue rnepsoit nuanu (1L) ms cyObekra ¢ pakom MoueBoro my3bipsi, TakuM kak UC, Tak u
s¢pexruBHOe neueHue BTOpod JuHUM (2L) st cyOBpekTa ¢ pakoM MOYEBOrO My3bIps, Y
KOTOPOro HabIFOAJIOCh MPOrPECCHPOBAHKE MOCTIEe TEPAMUH MEePBOH JIMHUH C HUCIIOIb30BAHHEM
cranpaptHoro  jedeHus  (SoC)  paka, Hampumep,  BKJIOUAIOIIEro  NpPHUMEHEHHE
IJIATHHOCOAEPKAILEro JEKAPCTBEHHOIO CPEACTBA, WIH Y KOTOPOro MPOMU3OLIE PELUIUB MOCIE
NPUMEHEHUs! IPYTroi CXeMbl Tepanuu.

B oaHOM acriekTe crocoObl, ONMMCAaHHbIE B JAHHOM JOKYMEHTE, SBJISIOTCS MOAXOASILINMU
1S edeHns1 cyOBeKTa, MMEFOINero pak WM OIyXOJIb MOYEeBOro Iy3bIps, Takyro kak UC, rume
PaKOBBIE UM OIyXOJIeBbI€ KJIETKH WM TKaHb, MOJyUYEHHbIE U3 PAKOBOTO 00pa30BaHUs MOUEBOTO
ny3bIpsi, WAEHTUPULHUPYIOTCS Kak Jkcrnpeccupyromue PD-L1 Ha HU3KHMX, OT HU3KUX 0O
OTCYTCTBYIOIIMX (HU3KHUX/OTCYTCTBYIOIINX) WJIM BBICOKHX YPOBHSX, HallpuMep, paK WiIH
OMyXOJIb C HU3KUM/OTCYTCTBYrOLIUM ypoBHeM PD-L1 wmu Beicokum ypoBHem PD-L1
COOTBETCTBEHHO. TakuM 00pa3oM, € MOMOIIBIO CHOCOOOB IOJNYYEHHs XapaKTEePUCTHK paka
MOYEBOro My3bIpst CcyOBbekTa 1o ypoBHAM skcrnpeccun PD-L1  moxsO 3¢ddexTtusHO
UIeHTHHUIUPOBATh CYOBEKTOB, HMEIOMINX OMyXOJH, SKcnpeccupyromue PD-L1 Ha HU3KHX, OT
OTCYTCTBYIOIIMX 1O HU3KHX (HU3KHX/OTCYTCTBYIOLIVMX) MM BBICOKMX YPOBHSIX, HANPABJsAA TeM
caMbIM CyOBeKTa Ha COOTBETCTByIolIee U 3((PeKkTUBHOE JedeHne C MOMOLIbI0 aHTuTena k PD-
L1, Takoro xak aypsanymad, win aypBaniymada B KOMOMHALMH C OPYTUM TEPareBTHYECKIM
cpencreoM, Hampumep, aHtutenoM k CTLA4, takuMm kak TpeMenumymad, W/HIH IpyruM
NPOTHUBOPAKOBBIM CPEICTBOM MJIM TEPaNeBTHYECKUM CpeacTBOM. K mpumepy, MOHMKEHHas,
HH3Kas, a TaK)Ke HU3Kast/oTcyTcTBYIoMmas skenpeccuss PD-L1 orHocuTCs K cutyanuy, B KOTOpoH
CpenM PaKOBBbIX MJIM OIMyXOJIEBBIX KJETOK WM TKAHH, MOJYYEHHBIX U3 PaKOBOTro 0Opa3oBaHUs
WA ONMyXOJIM MOYEBOrO My3bIps CyOBEKTa, BbIABIEHA HOJs1 dkcrmpeccupyromux PD-L1 ot
COCTABJISIIOINEH MPUOIM3UTENbHO WM paBHOH 5% a0 cocraBisitomieit npubausurenbHo 50%,
WA OT COCTABJISIIOIIEH MPUOIM3UTENHHO WK PaBHOM 5% IO COCTaBsIONIEH MPUOIH3UTENHHO
25%, Wy cocTaBISAIOLIAst MPHOIM3UTENBHO 25%, unu cocrassiromas 25%. B npyrux npumepax
NIOHIKEHHBIE UM HU3KHE/OTCYTCTBYIOLINE YPOBHU 3kcnpeccun PD-L1 oTHOCSTCA K CUTyaluH,
B KOTOPOH MeHee 4eM OT npuomu3utensHo 5% 1o 50%, nnu MeHee 4eM oT mpuOIM3uTensHo 5%
no 25%, win MeHee 4eM mnpuOIM3UTENbHO 25%, wanm MeHee 25% KIETOK WIM TKaHH,

MOJIYYCHHBIX U3 PaKOBOT'O o6pa3013aH1/1$1 HJIN OIYXOJIM MOYECBOI'O ITY3bIpA CY6’beKTa, BBIABJICHBI
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kak skcrpeccupyromue PD-L1 unu kak AeMOHCTpUpPYIOLINE OKpAaIlIMBAHUE PEAreHTOM, KOTOPBIH
BbisiBisieT PD-L1, Takum kak aHtuteno k PD-L1 u 1.1 B KOHKpeTHOM BapuaHTe
OCYIIECTBJICHUSI TIOHW)KEHHBbIE WJIM HU3KHE/OTCYTCTBYIOLINE YypoBHH 3kcmpeccuun PD-L1
OTHOCSTCA K CUTyallUH, B KOTOPOI MeHee 25% KJIETOK WM TKaHH, MOJYyYEHHBIX U3 PAKOBOTO
o0pa3oBaHUs, ONYXOJHM WJIM TKAHH MOYEBOrO My3bIpsd CyOBEKTa, BbBIABIEHBI Kak
skcrpeccupyoume PD-L1. B KOHKpeTHOM BapuaHTe OCYLIECTBJEHUsSI BBICOKME YPOBHU
skcnpeccun PD-L1 orHOcsATCs K cUTyauuu, B KOTOpoil Oonee 25% KIETOK WM TKaHHU,
MOJyYEHHbIX U3 PAaKOBOro OOpa30OBaHMs, OMYXOJNHM WM TKAaHM MOYEBOrO Iy3bIpsl CyOBEKTa,
BBISIBJIEHBI Kak dKkcmpeccupyroimue PD-L1.

B npyrom acrnekte mpeaycMOTpeH Croco0 JiedeHHs, B KOTOpOM aHTureno k PD-L1
BBOISIT CYOBEKTY, IMEIOLIEMY paKk MOYEBOTO My3bIpsi, B 3()(HEeKTHBHOM KOJUUECTBE IS JICUSHUS
paka modeBoro my3bips. CormacHo 3ToMy acnekTy aHTtuteno k PD-L1 cayxur B kadectse
CPeACTBa NPOTHBOPAKOBON Tepanuy NEepBOH JMHHUM, HANPUMEP, MOHOTEpANuH, AJs JICUCHUs
paka MoueBoro my3bips. B ogqHoM BapuanTe ocyiectsyieHus: anturesno k PD-L1 npeacrasnsier
coboii nypsanmymab. B onHOM BapmaHTe OCYINECTBJIEHMS pPaKk MOUYEBOro Iy3bIps CyObekTa
OXBAaTbIBAET CTPYKTYPbI U TKAHHU, CBSI3aHHBIE C MOYEBBIM Iy3bIPEM, BKJIHOYAKOLINE MOYETOUHHUK,
ypeTpy, ypaxyc W/HIIM TOYEUHYIO JIOXaHKY. B OMHOM BapuaHTe OCYINECTBIIEHHS PaK MOUYEBOIO
nmy3bIpsi cyObekTa mpencraBisieT codol yporenmuanbHyro kapuwHomy (UC), sanymennyro UC
win meractatiueckyto UC. B oqHOM BapuaHTe OCYLIeCTBICHUS Y CyOBeKTa HASHTU(DUIIHPOBAHO
HaJIMuHe paka MoueBoro my3blps, Hanpumep, UC, ¢ Hu3Koi/oTcyTeTBYIOLIEel skcnpeccueii PD-
L1. B pmpyroMm BapuaHTe OCYIIECTBICHUS Yy CyOBEeKkTa HISHTH(UIMPOBAHO HAIMYUE paka
MoueBoro mnyselpsi, Hanpumep, UC, c Bpicokoi skcmpeccueit PD-L1. B onHom Bapuante
ocywmectsieHuss aHtureno k PD-L1 BBOmAT COBMECTHO ¢ IPYyrMM TEpPaneBTHUYECKUM HWIIH
XUMHOTEPANEeBTHYECKIM  CPeACTBOM, TakuM Kkak aHtuteno k CTLA4  (mampumep,
TpeMenuMymal), mpernapar IUIATHHBI, IJIATHHOCOIEp:Kallee NMPOTHBOPAKOBOE JIEKAPCTBEHHOE
CPencTBO W T. 1. B OZHOM BapwaHTe OCYLIECTBICHUs NypBaiymMad BBOAST B 3((eKTHBHOM
koaudectBe oT 10 mr/kr go 30 mr/kr, wiu ot 10 mr/kr mo 20 mr/kr, unu 10 mr/kr, wiun 20 Mr/kr
pa3 B Heneno (Q1W), pa3 B nee Henenu (Q2W), pa3 B Tpu Henenu (Q3W), pas B ueTbipe Heeu
(Q4W), pa3 B nisate Henenb (QSW), pa3 B mecTh Henenb (QOW), pa3 B cemb Henenb (Q7W), pa3 B
BoceMb Henenb (Q8W) m BIoTh 10 pasa B Tpu Mecsia. B ogHOM BapuaHTe OCYIIECTBICHUS

aypBanymMad BBOIST CyOBEKTY C pakoM MOYeBOro mys3bips, TakuM kak UC, B 3ddexTruBHOM
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komudyectBe 10 mr/kr Q2W B KauecTBe TepaneBTHUECKOTrO CPEACTBAa MPOTHUB paka MOUYEBOIO
ny3bIps. B apyrom BapmaHTe ocymiecTBiIeHUs AypBadyMad BBOIAT CYOBEKTY C PaKOM MOUEBOTO
ny3bipst, Takum kak UC, B sddextuBHoM kommyectse 10 wmr/kr Q4W B kadecTBe
TEPaneBTUYECKOr0 CpeACTBAa IIPOTUB paka MOYeBOro my3eipa. B agpyrom BapuanTe
OCYIIECTBJICHUSI TypBaTyMad BBOIAT CYOBEKTY C PakoM MOYEBOro mysbips, TakuMm kak UC, B
s dexrrBHOM KommyecTBe 20 Mr/kr Q2W B KauecTBe TepaneBTHUECKOrO CPEACTBA MIPOTHB paka
MOY€BOro My3bIpsi. B apyrom BapuaHTe OCyliecTBIeHUs AypBaayMad BBOAAT CyOBEKTY € pakoM
MoueBoro my3bips, TakuM kak UC, B s¢pdexruBHom kommuectBe 20 mr/kr Q4W B kaudecTse
TEPANEBTUYECKOIO CPEACTBA IPOTUB PaKa MOYEBOIO My3bIPsI.

B nmpyrom acrnekte mpeaycMOTpeH Croco0 JiedeHHs, B KOTOpOM aHTuteno k PD-L1
BBOIST CYOBEKTy, HMEILIeMy pak ModeBoro my3wips, Hampumep, UC, roe y cyObekra
HaOJI0JanoCch MPOrpecCUpOBaHUE IOCHE NMPHUMEHEHHs cxeMbl Tepanuu nepsoil nuHuu (1L),
HampuMep, TEpamuy TMpernapaTaMy IUIATUHBI WM LUCIUIATHHOM MJIM KOMOWHHPOBAHHON
Tepanuy, BKIKYAOIel IpUMeHeHHe MJIATHHOCOAEPIKALIETO JIEKAPCTBEHHOT'O CPECTBA, UJIH TAe
y cyObekTa NMpou3oIIeN PEeLUANB B TEUYEHHE OINpPeNeseHHOTO Iepuoja BPeMEHH, HalpuMep,
OJTHOTO TO/1a, MOCJIe HEOAABbIOBAHTHON UM aIbIOBAHTHOMN TepaIuu, B KOTOPOM aHTUTeno k PD-
L1 BBomaT B 3(pEKTUBHOM KOJUYECTBE IJIsi JICUEHUs paka MoveBoro myswips. Kak Oymer
MOHATHO MPAKTUKYIOLIEMY CIIELUANNCTY B JAHHOW O0JIaCTH, aAbIOBAHTHAS TE€PANHsi OTHOCHTCS,
Hanpumep, K NPOTUBOPAKOBOW WM MPOTUBOOMYXOJIEBOM TEpanuM, TAKOW KaK XMMHOTEPAIHs
WIN JlyueBas Tepamus, CAeAyHoIlel Nocjae XUPYpruueckoil onepanuu MpU JICYEHUU paka HiIn
OMyXOJM, KOTOpask MOMOraeT CHHM3UTb PHUCK IOBTOPHOIO MOSIBJEHUS paka WU OMyXOJIH.
Heoaﬂ"bI'OBaHTHaﬂ Tepanusi OTHOCUTC K BBCACHUIO OAHOTO WJIM HECKOJIBKUX TEPANCBTUYCCKUX
CPEICTB Iepel OCHOBHBIM WJIM NEPBUYHBIM JiedeHHeM paka. Hampumep, HeoanbroBaHTHas
rOpMOHaJIbHAasl TE€panuss MOXET IMPOBOAUTHCA OO Hy‘leBOfI TEpanru Jid JICHCHUSI YKa3aHHOTO
paka UM OmyxoJu. B COOTBETCTBUM C 3THUM acnekToM aHtuteno k PD-L1 moxer cinyxuTh B
KauecTBE CPEACTBa NPOTHMBOPAKOBOM Tepamuu BTOPOW JIMHUU ISl JIEYEHUS paka MOYEBOTO
IMy3bIps IIOCJIC JICYCHUA HepBOﬁ JIMHHUHU, HaIlipumep, JICUCHUA MJIATUHOCOACP X KALLTUM
JEKApCTBEHHBIM CpPeACTBOM. B ogHOM BapuaHTe oOCyliecTBieHuss aHtureno k PD-L1
npexacrasiser coboil nypeaaymad. B onHOM BapHaHTe OCYIIECTBIEHHS PaK MOYEBOTO My3bIpsi
cyObekra npeacrasisier codoit UC, B ToM ymcne 3amyiieHHyro win meractaruueckyro UC. B

OOHOM BapUaHTE OCYLICCTBIICHHUA VY CY6"beKTa I/II[eHTI/I(bI/II_II/IpOBaHO HaJIMIUEC pakKa MOUYECBOIO
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ny3bipsi, Hampumep, UC, ¢ oskcopeccueri PD-L1  or mpenebpexxumo Mamoil 1o
HHU3KOI/0TCYyTCTBYIOIIEH. B npyrom BapmaHTe ocylecTBieHHs y CyObeKTa WAEHTH(PHULHPOBAHO
HajM4uue paka mMoueBoro my3wips, Hanpumep, UC, ¢ Beicokol skcrpeccueit PD-L1. B ogHOM
BApUAHTE OCYLIECTBJICHMsI aHTUTENO K PD-L1 BBOASAT COBMECTHO C APYIrUM TepaneBTUYECKUM
WIN XHUMHOTEpaneBTUYEeCKUM CpeacTBoM, TakuM kak aHtuteno k CTLA4 (mampumep,
TpeMennMyMa0), Tpenapar IUIATUHBI U T. 1. B ONHOM BapuaHTe OCYIIECTBJIEHHs IypBalyMad
BBOIAT B 3 pexTuBHOM KojmuecTBe OT 10 Mr/kr 1o 50 mr/kr, umm ot 10 mr/kr go 30 mr/kr, wim
ot 10 mr/kr go 20 mr/kr, uimu 10 Mr/kr, umu 20 Mr/kr pas B Henenmto, pa3 B n1Be Hexenu (Q2W),
pa3 B Tpu Henenu (Q3W), pa3 B uetsipe Henenu (Q4W), pa3 B msath Henenb (QSW), pas B mecThb
Henenb (Q6W), pas B cemb Hexenb (Q7W), pa3 B Bocemb Henenb (Q8W) u BIIIOTH 10 pasa B
IIECTh MECALIEB WK peske. B 0HOM BapuaHTe OCYINECTBIICHUS NypBajlyMad BBOIAT CyOBEKTY C
pakom MmoueBoro my3bipsi, Takum kak UC, B addextuBHoM konmudectse 10 mr/kr Q2W B
Ka4yecTBe TepareBTHUECKOro CpelNCcTBa MPOTUB paka MOYEBOro mysbips. B npyrom Bapuanrte
OCYIIEeCTBJICHUS] AypBanyMad BBOIAT CYOBEKTY C pakoM MO4eBOro mys3bips, TakuM kak UC, B
s dexTuBHOM Konmuectse 10 Mr/kr Q4W B kauecTBe TepaneBTHYECKOrO CPEACTBA IIPOTUB paka
MOYEBOr0 My3bIpsi. B 1pyrom BapuaHTe OCYIIECTBICHUS TypBalyMad BBOAAT CYOBEKTY € PAaKOM
ModeBoro my3eipsi, TakuM kak UC, B sddextuBHOM konmuectBe 20 Mmr/kr Q2W B kauecTse
TEpaneBTUYECKOr0 CpeACTBa IPOTHB paka MO4YeBOro My3eips. B apyrom BapuaHTe
OCYILIEeCTBJICHHUsS] AypBaiyMad BBOIST CYOBEKTY C pakoM MOYeBOro mysbips, TakuMm kak UC, B
s dexTBHOM KonmuecTse 20 Mr/kr Q4W B kKauecTBe TepareBTHUECKOTO CPEACTBA MPOTUB paka
MOY€EBOr0 My3bIps.

B npyrom acmekte mpeaycMOTpeH Crocol JIedeHHsl paka MOYEBOrO Iy3bIpsi, HalpuMep,
UC, y cyObexTa, UMEIoIero pak MoueBoro my3bipsi, Hanpumep, UC, u Hy>KAaIOLIerocs B 3TOM,
BKJIFOYAIOINMN BBeleHUE nypBajymMaba CyOBEeKTy Ioclie TOro, Kak y cyObekTa ObLIO
UeHTU(QUIIIPOBAHO HAJIMYHE paka MOYEBOTO Iy3bIpsl, XapakTepusyrolnerocs skcrnpeccueii PD-
L1 or HM3KOH A0 OTCYTCTBYIOIIEH (HU3KHIA/OTCYTCTBYHOmMN ypoBeHb PD-L1) wmu BICOKOI
(BbIcOKHUH ypoBeHb PD-L1), B konm4ecTse, 3pPeKTHBHOM [UIs JIeU€HHs paka MOUEBOTO ITy3BIpSL.
B onHOM BapuaHTe OCYILIECTBJIEHUS 1ypBalyMad BBOAST COBMECTHO C APYTMM Te€parneBTHUYEeCKUM
CPEeZCTBOM, HaNpHMep, HMMYHOTEPANEeBTHYECKHM CPEeNCTBOM, TakuM Kak aHtuteno k CTLAA4,
HanpuMep, TpeMenuMyMad WM ero aHTUIeHCBSA3bIBAOIUI ¢parmeHT. B onmHoM BapuanTte

OCYLIECTBJICHUs AypBajdyMad BBOAST B KAYECTBE TEPAMH BTOPOU JIMHUU CYOBEKTY, Y KOTOPOTrO
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HaOJIOJAIOCh MPOTPECCUPOBAHUE IOCHEe NMPUMEHEHHs CxeMbl Tepanmuu nepBoid suHum (1L),
HalipuMmep, TEpanuu 1mnpernapataMu IUIATUHBL WKW LHUCILUIATUHOM WA KOM6I/IHI/IpOBaHHOI71
TEpaNuHU, BKIIIOYAKOLIEH NMPUMEHEHHE IUIATUHOCOAEPKALIETrO JEKapCTBEHHOIO CPEACTBA, WU Y
KOTOPOro MpOW30IIEN PEeLUANB B TEUEHHE OIPENeIeHHOr0 Iepuoja BPEMEHH, Harpumep,
OHOTO rofa, MOCJe JIEYEHUs C MOMOLIBI) HEOANbIOBAHTHON WM aAbIOBAHTHOM Tepanuu. B
OJTHOM BapHaHTe OCYLIECTBJIEHUsS AypBaiymad BBoAsT B komudectBe 10 mr/kr Q2W, 10 mr/kr
Q4W, 20 mr/kr Q2W umu 20 mr/kr Q4W. B omHOM BapuaHTe OCYLIECTBIEHHS AypBaiIymMad
BBOJSAT MyTEM BHYTPUBEHHOTO BBEACHMSI.

B KOHKpeTHOM acmekTe NpPeayCMOTPEeH Crocod JedeHus, BKIIIOYAIOLINN BBEACHUE
CyOBEKTy, UMerIIeMy pak MoueBoro my3bips, Hanpumep, UC, nypsamymaba B koauuectse 10
mr/kr pa3 B 2 Hepenu (Q2W). B onHOM BapuaHTe OCyIIeCTBIEHHs nypBajiymad BBOAST B BHJE
BHyTpuBeHHOH (IV) mH(py3un. B onHOM BapmaHTe OCYLIECTBIEHUS BHYTPUBEHHYIO HH(Y3HIO
ocymecTBsIIOT B TedeHue 30-90 wMuHYT. B KOHKpETHOM BapuaHTe OCYIIECTBIEHUS
BHYTPUBEHHYI0 HWH(Y3HIO OCYILIECTBISIIOT B TedeHne 60 wmuHYT. B OmHOM BapuaHTe
ocymectsieHus: cyobekt crpagaer UC, mectHopacnpoctpanenHoit UC min MeTacTaTH4eCcKOi
UC. B omHOM BapwaHTe OCYLIECTBJCHHS CYyOBEKT HMEeT MECTHOPACTIPOCTPAHEHHYIO WU
metacratiueckyro UC, mnporpeccupoBaBuIyi0 BO Bpems wiu mnocie cranmaptHoro (SoC)
JIEYEHUsl, HalpuMep, T[0Cie TPUMEHEHUs OAHOW CXEeMbl CTAHAAPTHOIO JIEUEHUs C
UCIIOJIb30BAHUEM TIPernapaToB IUIATHHBL. B onxHOM Bapuante ocymectBieHust 10 mr/kr
nypsanymada BBonAT Q2W B teuenune 60 munyT nyrem IV nHpy3un cyObekTy, y KOTOPOro pak
MoueBoro my3bips, Takol kak UC, mMeeT MeCTHOpPacCHpOCTPAHEHHBIM WM METacTaTHUECKUN
XapakTep, 10 AOCTH)KEHUsI B opranusme cyoObekTa otera, Hanpumep, ORR, OS, PFR wiu CR,
10 TIPOrPecCUPOBaHUsI 3a00JI€BaHUS WU [0 AOCTIKEHUS HEITPUEMIIEMON TOKCHYHOCTH.

B npyrom acriekte mpenycMOTpeH Croco0 JieueHHsl, BKIFOUAOIINI BBEIEHHE CYObEeKTY,
UMELIeMy  pak  MoueBoro  my3mips, Hampumep, UC, nypsamymaba wunm  ero
AHTHTEHCBSI3bIBAIOINEro ()parMeHTa B KOJUYECTBE OT NmpuOam3utensbHo 10 Mr/kr no SO mr/kr B
KOM6I/IHaLII/II/I C TpeMe.]'II/IMYMa6OM HNJIK €0 aHTUTCHCBA3bIBAIOIIINM q)paFMeHTOM B KOJIMYECTBEC OT
npubmuzurenpHo 1 mr/kr no 10 mr/kr. B onHOM BapuaHTe OCYLIECTBJICHUS Y CyOBEeKTa
UIeHTHQUIIUPOBAHO HAJIMYHE paka ModeBoro my3bips, Hampumep, UC, xoropsiii
XapaKTepU3yeTcsi HU3KOW/OTCyTCTByIOLIEeH skcnpeccueit PD-L1. B onmHom  BapuaHTe

OCYIEeCTBJIEHUs AypBaiymad BBOOAT CcyObekty B no3e 10 mr/kr. B omHOM BapuaHTe
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OCyIeCTBJIeHUsT nypBajgymad BBomsAT cyObekTy pa3 B 2 Hemenu (Q2W). B omHom BapuaHTe
OCYIECTBJICHUsI AypBaiiymMad BBOIAT cyObekry B mo3e 10 mr/kr Q2W. B omHoM Bapuante
OCYIIEeCTBJIEHUS AypBanyMad BBOAST cyObekTy B 103e 1,5 r. B omHOM BapHaHTe OCYIIECTBIEHUS
aypBanymad BBOAAT cyOwbekTy pas B 4 Hemenu (Q4W). B ogHOM BapuaHTe OCYIIECTBJICHUS
aypBanymad BBOAAT cyOwpekty B go3e 1,5 r Q4W. B omHOM BapuaHTe OCYIIECTBICHUS
nypsanymMad BBOAAT CyOBEKTy TIyTeM BHYTpPHBEHHOW wuH(}y3mn. B omgHOM BapuaHTte
OCYILIECTBJICHUS NypBaiyMad BBOIAT CyObEKTy IyTeM BHYTPUBEHHOH HH(QY3UH B TeUeHHE
nepuoaa BpeMeHu 60 MUHYT.

B onpeneneHHBIX acrmekTax TpeMeTUMyMad HIIHM €ro aHTHUICHCBS3BIBAIOIIHNN (QparMeHT
BBOJAT CYOBEKTY B 103€, COCTABIAIOIIEH NPUONU3UTENBbHO | MI/KT, WM B 03€, COCTaBIAIOIEH
npUOU3UTENBHO 3 MI/KT, WM B 103€, COCTaBJsitoIIel npuban3utenbHo 10 Mr/kr. B HEKOTOpBIX
BapUaHTaX OCYIIECTBJIEHHs CyOBEKTY BBOIAT MO MEHbINEl Mepe J1Be 1036l TpeMennmyMada Uin
€ro aHTHUTeHCBS3bIBAOIIErO (pparMeHTa, Te H03a COCTABJSET MPUONU3UTENbHO | MI/KT, WU
npubnmsuTenbHo 3 MI/Kr, Wi npubmusurensHo 10 mr/kr. B HekoTOpeIX  BapmaHTax
OCYIIECTBJIEHHUS [0 MEHbLIEH Mepe J1B€ 03bl BBOAAT C UHTEPBAJIIOM B NPUONNU3UTENBHO YEThIpe
HeIenu WM TpUONU3UTENIbHO JBEHANATh Heledb. B Ipyrux BapHaHTaX OCYIIECTBICHUS
CyOBeKTYy BBOZAT IO MEHbILIEH Mepe TPU A03bI TpeMenInMyMada Il ero aHTUT€HCBSI3bIBAIOIIErO
(dbparmMenTa, rae 103a COCTABIISAET MPUOIU3UTEIBHO | MI/KT, WM TIPUOTU3UTENBHO 3 MI/KT, WA
npubnmsurensHo 10 Mr/kr. B HEKOTOpPBIX BapHaHTax OCYINECTBICHHs IO MEHbIIEH Mepe Tpu
J03bl BBOIAT C HHTEPBAJIOM B NPUONUSUTENILHO YETBIPE HEAENM WM TNPHONU3UTENBHO
ABEHAALATh HEJelb.

JIONIOHUTENBHO MPENYCMOTPEH CIIOCO0 JIeUeHHUs! paka MOYEBOTO Iy3bIpsl Y CyOBeKTa ¢
PakOM MOUEBOTrO My3bIps, B KOTOPOM AypBajyMad WJIM €ro aHTUT€HCBS3BbIBAIOIIMUN (QparMeHT
BBOIAT CyOBekTy B kKommyecTBe 50-2000 mr pas B 2-4 nepenu (ot Q2W no Q4W) B komOuHamu
C BBeleHHEM CYOBeKTy TpeMennmymada WM €ro aHTHIeHCBA3bIBAIOIEro (¢parMeHTa B
konuuectse 50-150 Mmr pas B 2-4 Hemenu Assd JIEUEHHs] paka MOYEBOro myselps. B omHOM
BapUaHTe OCYIIECTBJIEHHsI AypBalyMald WM €ro aHTHI€HCBS3bIBAIOIIUKI (parMEeHT BBOZAT B
kommyectBe 1500 mr pa3 B 4 mHenenu (Q4W), u TpemenuMymad WU €r0 aHTHIE€HCBSI3bIBAIO NN
¢parmeHT BBOmAT B KodmuectBe 75 Mmr pa3 B 4 Hemenmu (Q4W). B onmHoM Bapuanre
OCYILIECTBJICHUS AypBaiyMad U TpemennmMyMad WM HMX AHTHI'€HCBS3bIBAKOLINE (hparMeHThI

BBOZAT B KOJHUYECTBE OO0 HCTHIPEX O03 3a LHKIL B OMPEACICHHBIX BapHaHTaX OCYILICCTBJICHUA
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aypBanyMad M TpeMeluMyMad WM WX aHTUT'€HCBS3bIBAIOLINE ()PArMEHTHI BBOAAT B OIHO H TO
K€ BpeMs WJIM B pasHoe BpeMsa. B OnHOM BapuaHTe OCYIIECTBJIEHHS Yy CyObekra
UIeHTH(HUIUPOBAHO HAJMYUE paka MOUEBOIrO My3bIpsi ¢ skcmpeccueit PD-L1 ot npenebpesxumo
Malol 10 HU3KOW (HM3KHWi/oTrcyTcTByrOmmid yposeHb PD-L1). B omHOM Bapuanre
OCYLIECTBJIEHUS y CyOBeKTa MAEHTU(UIIMPOBAHO HAJIWYHUE Paka MOUYEBOrO IMy3bIPsl C BBICOKUM
ypoBHeM skcnpeccuu PD-L1 (Bbicokuit ypoeHb PD-L1). B BapuaHTax OCyIIECTBICHHS pak
MOYEBOTr0 IMy3bIps MpencTaBisier codol yporenuanbhyo kapuuHoMy (UC) w/uim pak CTPyKTyp
U TKaHel, CBA3aHHBIX C MOUYEBBIM ITy3bIPEM, BKJIIOUAIOLIUX MOYETOUHMK, YPETPY, Ypaxyc W/uiu
MOYEYHYI0 JIOXaHKy. B KOHKpPETHOM BapuaHTe OCYIIECTBJIEHUS pPaK MOYEBOrO My3bIps
npeacTaBiser coOOH ypoTenHalbHYIO KapLUHOMY, 3amyuieHHyro UC uim MeTacTaTHYecKyro
UC.

B pasnuuHBIX BapHaHTaX OCYINECTBIEHMs JIFOOBIX YIMOMSHYTBHIX BBIIIE ACIEKTOB HIIH
JTr000ro acmekra CrocoOOB, ONMUCAHHBIX B OOIMUX YepTax B JAaHHOM JAOKYMEHTE, PaK MOYEBOIO
Iy3bIPsi OXBATHIBAET PaK JIFOOOH YaCTH MOUEBOTrO IMy3bIPsl, HANPHUMEp, MBI WM SIUTENHS, a
TaKXXe MPOTOKOBBIX CTPYKTYP, TAKUX KaK MOYETOUHHK, WU ypeTpa, Uiu ypaxyc. Pak ModeBoro
My3bIpsi, TMOIUICIKALINIA JIEYSHUIO ONUCAHHBIMH B JAHHOM JOKYMEHTE CIOCOOaMH, TaKke
BKJIFOUA€T THCTOJOIMYECKH WM IIUTOJIOTHUECKH ITOATBEPIKICHHYIO HEONepadeNbHy0 WU
METACTaTUUECKYIO MEPEeXOAHOKIETOYHYIO (B TOM UHCIE NMEPEeXOAHOKJIETOYHbIN U CMELIaHHBIN
HepeX OTHOKJIETOUHBIH/HEeTIepeX OMHOKJIETOYHBIN M'MCTOJOTHYECKHE THITbI) KapLIUHOMY YPOTEIHs
(B TOM umuClie MOYEBOIO My3bIpsi, MOYETOYHUKA, YPETPBl U MOYEUHOH JIOXaHKH). B pasnudHbIx
BApHAHTAX OCYLIECTBIEHHs JIOOBIX YHNOMSHYTHIX BBIIIE ACIEKTOB WJIM JIOOOTO acrekTa
crIocoOO0B, ONMUCAHHBIX B OOLINX YepTax B JAHHOM JOKyMeHTe, antureno k PD-L1 npencrasmnsier
coboli mypsanymadb (MEDI4736). B mpyrux BapuaHTax ocyiectBieHus aHtureno k CTLA4,
KOTOPO€ MOKHO BBOJUTH COBMECTHO C JypBalyMaOOM, MpeacTaBisieT codoil Tpemennmymad. B
Pa3NUYHBIX BapUaHTaX OCYIIECTBJIEHUS JIIOOBIX YMOMSHYTBIX BBILIE ACMEKTOB PaK MOUYEBOrO
MY3bIPSI SIBJISIETCS. MBIIIEYHO-UHBA3UBHBIM HJIM MBIIIEYHO-HEUHBA3UBHBIM IO MPU3HAKY WHBA3UU
PaKOBBIX KJIETOK B MBILIIEYHYKO OOONOYKY. B KOHKPETHOM BapHaHTE OCYINECTBIICHHs IFOOBIX
YIIOMSIHYTBIX BBIIIE ACIEKTOB pPaKk MOYEBOTO My3bIpsl MPEACTaBIsieT COOOH ypOTENHaNbHYIO
kapuuHoMy (UC). B pa3snuuHbIX BapHaHTaX OCYLIECTBICHHUS JIOOBIX YIOMSIHYTBIX BBIIIE
aCIIeKTOB JIEUEHHE NMPOBOAAT Pa3 B 2 HeleNH, pa3 B 3 HeAeNH, pa3 B 4 HeAenu, pas B 5 HeOelnb,

pa3 B 6 Henenb, pa3 B 7 HeAENb UM pa3 B 8 Helenb. B pasnnyHbIX BapuaHTax OCYLIECTBJICHMS
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TOOBIX YIOMSHYTBIX BBIIE ACHEKTOB IOypBasymMad BBOAST B KojmuectBe 10 Mmr/kr pas B 2
HeIenu Wid pa3 B 4 Hexenu, win B konuvecTse 20 MI/KTr pa3 B 2 HEAENU WK pa3 B 4 Heneny,
i B komuyectBe 1500 Mr pa3 B 2 Hemenu, 3 Hemenu uiau 4 Henmenu. B BapuaHTax
OCYIIECTBJICHHUS JIOOBIX YIOMSHYTBHIX BBIIIE ACIEKTOB AypBamyMad BBOIAT B mo3e 10 mr/kr
Q2W unu B noze 1500 mr Q4W. B oqHOM BapuaHTe OCYIIECTBIIEHHS JHOObIX YIOMSHYTHIX BBIIIE
acCIeKTOB ypBajgyMad BBOIAT MyTeM BHYTPUBEHHON MH(Y3HU.

B pasznuuHBIX BapHaHTax OCYIIECTBIEHUS JTIOOBIX YIIOMSHYTHIX BBILIE ACMIEKTOB CyOBEKT
UICHTU(UIIUPOBAH KAaK OTBEYANOLINI Ha JIeUeHHe C MOMOIIbI0 aHTuTena k PD-L1 nunu anTtuTena
kK PD-L1 B komOunHauuu ¢ antureoM kK CTLA4 unu ero aHTUT€HCBS3BIBAIOLINM (PparMeHToM, U
y Hero pocruraercss KOHTpoib 3aboinesaHus (DC), xak ommcaHo B JaHHOM JOKyMeHTe. B
Pa3IUYHBIX BAPHAHTAX OCYINECTBJICHHS JIOOBIX YIIOMSIHYTHIX BBIIE aCMEKTOB dKcmpeccuto PD-
L1l B pakoBblX KJIE€TKaX U TKAHAX MOYEBOTO IMY3bIps BBIABISAIOT C  IOMOINBIO
UMMYHOTUCTOXMMHUYECKOTO aHajdu3a (HampuMmep, C UCIOJb30BAaHMEM pPAKOBBIX KIETOK,
¢ukcupoBanHelx B (opmanuHe W 3anuThIX B mapaduH). B pasnuuHBIX BapuaHTax
OCYLIECTBJIEHHUS JTIOOBIX YIIOMSHYTBIX BBIIIE ACTIEKTOB CIOCOO MPHUBOAUT K YBEJINYEHUIO 00Ien
BepKHBaeMocTH (OS) (Hampumep, YBEIMYECHHUIO, COCTABJISIOLIEMY HECKOJIBKO HEIelNb, MeCsLeB
WIN JIeT) 10 CPAaBHEHMIO C BBEIEHHEM CTAHAAPTHBIX CPEICTB TEpPalHM, HAIpUMep, CPEACTB
Tepaniy Ha OCHOBE IUIaTUHBI. B uacTHOCTH, yBenU4YeHNe BbDKHBAEMOCTH COCTABIIIET Oojee 4yeM
npubnuzutenpbHo 4-6 Hemenb, 1-2 Mmecsua, 3-4 Mecsiua, 5-7 mecsiues, 6-8 mecsiueB wiu 9-12
MecsLeB Wiau Oonblue. B pasnuuHBIX BapHaHTaxX OCYLIECTBIEHHUS JIIOOBIX YIOMSHYTBHIX BBIIIE
aCIeKTOB BBEICHUE AypBajyMada MOBTOPSIOT TOYHO HJIM MPUOJIH3UTENHHO pa3 B 2 HEAEIH WU
TOYHO HJIU MPHOJIIM3UTENBHO pa3 B 4 HEIENu.

B pasnuuHBIX BapHaHTaX OCYIIECTBJIEHHsI JIOObIX YIOMSHYTBIX BBIIIE AaCHEKTOB
BBEJICHHE TpeMenuMyMada WM ero aHTHUI'€HCBS3bIBAIOLIEro (parMeHTa MPU NPUMEHEHHH B
KOMOMHALMU C AypBaJIyMaOOM IOBTOPSIOT NMPHUONU3UTENBHO pa3 B 4 Henmenu. B pasnnunbx
BapHAHTAX OCYIIECTBJIECHUs JIFOObIX YIOMSIHYTBIX BBIIIE ACHEKTOB BBEIAEHHE TpeMernmymada
WIN €r0 aHTUT€HCBS3bIBAIOIIEro (parmMeHTa MOBTOPSIOT MPUOIU3UTENBHO pa3 B 12 Henmenb. B
Pa3NUUYHBIX BapUAHTaX OCYLIECTBIEHUS JIOObIX YIOMSHYTBIX BbIIIE AaCHEKTOB BBEICHUE
TpeMenuMyMada MM ero aHTUT€HCBSI3bIBAOIIEro )parMeHTa MPOBOAAT HMPUOIH3UTENBHO pa3 B
4 Henenu 3a ceMb BBEAECHUN, a 3aTeM pa3 B 12 Henenb. B pasnuyHbIX BapUaHTax OCYLIECTBJICHUS

JTOOBIX YIOMSIHYTBIX BBILIE ACTIEKTOB BBEACHHE AypBaTymMada W/WIIHM TpeMeInMyMada WM ero
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AHTUTEHCBS3bIBAIOIIErO (pparMeHTa CyOBeKTy, HYKAAIOLMIEMYCsI B 3TOM, OCYIIECTBIIIIOT MyTEM
BHYTPUBEHHOI MH(]Y3uHN. B pasnuuHbIX BapuaHTaxX OCYIIECTBIEHUS JTIOOBIX YITOMSHYTBIX BBIIIE
aCIeKTOB JypBajymMad M JOMOJHUTENbHOE NPOTUBOPAKOBOE MM HMMYHOTEpANeBTUYECKOe
CPEICTBO, HAampUMep, TpPeMennuMyMad, BBOISAT OJHOBPEMEHHO WM B pasHoe Bpems. B
Pa3NUYHBIX BapHAHTaX OCYINECTBJEHMs JIOOBIX YNOMSHYTBHIX BBILIE aCMEKTOB AypBaiymald u
TpeMenumyMad BBOAST ¢ uHTepBasiom 12, 24, 26, 48 wnu 72 yaca, ¢ uHTepBasom 1, 2 uau 3
HEAEeNIU WIM C HHTEpBAJIOM B mpepenax 1, 2 u 3 Mecsaues. B pasiuuHbIX BapuaHTax
OCYLIECTBJIEHUS] JIIOOBIX YIOMSIHYTBIX BBILIE aCHEKTOB PaKOBas OMyXOJb MOYEBOTO Iy3bIpsi
skcnpeccupyer PD-L1 Ha Hu3KkMX (NMOHM)KEHHBIX) WM HEBBIABISIEMbIX (TPEHEOPEKUMO MAIIbIX
WM OTCYTCTBYIOIINX) YPOBHSX. B pasnu4HbIX BapUaHTaX OCYIIECTBJICHUS JIOOBIX YIIOMSHYTBIX
BBILIE AaCHEKTOB pak MoueBoro mnysbips, Hampumep, UC, xapakrepusyercss HHU3KOW WU
HU3KOW/OoTCyTCTBYyIOIEeH 3Kcnpeccueil PD-L1, ecnmu menee 25% pakoBBIX HIIM OMyXOJIEBBIX
KJETOK B TMOMYyJSILUU PAaKOBBIX WM OINYyXOJNEBBIX KJIETOK skcrpeccupyror PD-L1 wnnm
JEMOHCTPUPYIOT MOJOXUTENbHOE OKpamuBaHue Ha PD-L1 npu npumenenuum cpencrsa ajist
BeisiBNeHuss PD-L1 (Hanpumep, anturena x PD-L1 ¢ merextupyemoii merkoii). B pasmuunbIx
BApHAHTAX OCYLIECTBJIEHHUsS YHNOMSHYTHIX BBIIIE ACIEKTOB OIHCAHHBIE CIIOCOOBI JIEYEHHS
OPUBOIAT K YBEIWYEHHIO OOImeHd BbDKMBAEMOCTH, YacTOTl OOBEKTHBHOIO OTBETA,
BBDKMBAEMOCTH 0€3 IMpOrpecCUpoOBaHMsl WM MOJHOTO OTBeTa y CyObekTa. B pasnudsbx
BApPHAHTaX OCYINECTBJIEHMs YIIOMSHYTBHIX BBIIIE ACIIEKTOB MEAMAHHOE BpEMs 0 Haudaja OTBeTa
cyOBeKTa Ha JieueHHe HaXOAUTCs B AMANa3oHe OT npuOnmsuTenvHo 1 mecsaua 1o 8 mecsues. B
Pa3NIMYHBIX BAPUAHTAX OCYILIECTBJICHUS] YMOMSHYTBHIX BBILIIE ACIEKTOB IPOAOKUTEIBHOCTD
oTBeTa CyOBEKTa COCTAaBJIIET MO MeHbIIeH Mmepe 6 MecsieB, 9 mecsues, 12 MecsieB WK
Oonbuie. B BapuaHTax OCYILIECTBIEHUS YIOMSHYTBHIX BBILIE CIIOCOOOB OTBET Ha JieUEHUE
(manmpumep, obOmasi BepkEBaeMocTb (OS)) BeIiBIseTcst y Oomee 60% (Hampumep, 68%)
CyOBeKTOB € BbICOKOH skcrpeccueli PD-L1 B pakoBbIX HIIM OINYXOJEBBIX KIIETKAaX/TKaHU
MOYEBOTO IMy3bIPsi Yepe3 MpHONIM3UTENPHO 6 MecsieB; U OTBeT Ha jiedeHue (Hampumep, OS)
BoIsABIsiETCS y Oonee 40% (Hanpumep, 45%) cyOBEKTOB ¢ HU3KOH/OTCYTCTBYIOLIEH SKCIpeccrei
PD-L1 B pakoBbIX WJIM OMYXOJIEBBIX KJIETKAX/TKAaHU MOUYEBOTO My3bIPsl Yepe3 MPUOIU3UTENBHO 6
MecsLeB. B BapmaHTax OCYILIECTBICHUS YIOMSHYTBIX BBIIIE CIIOCOOOB OTBET Ha JICUCHHE
(manpumep, obmas BepkHBaeMocTb (OS)) BeiABusAercst y Oomee 60% (Hanmpumep, 65%)

CyOBeKTOB ¢ BbICOKOW dkcmpeccreli PD-L1 B pakoBbIX WM OIYXOJEBBIX KJIETKAX/TKaHU
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MOYEBOT'O Iy3bIpsi Yepe3 MPHONM3UTENbHO 9 MecsIeB; U OTBeT Ha JedeHue (Hampumep, OS)
BbIABIsIETCS y Oonee 35% (Hampumep, 36%) CyOBEKTOB ¢ HU3KOH/OTCYTCTBYIOLIEH SKCIpeccren
PD-L1 B pakoBbIX WJIHM OMYyXOJEBBIX KJIETKaX/TKaHU MOUYEBOTO My3bIPs Yepe3 MPUOIU3UTENBHO 9
MecsLeB. B BapuaHTax OCYIIECTBJICHHS YIOMSHYTBIX BbIIIE CIIOCOOOB OTBET HA JICUCHHE
(Hammpumep, oOmasi BepKuBaeMocTh (OS)) BhIsABISIETCS Y npubnusuTenbHo 60% CcyObeKkTOB ¢
BBICOKOH aKcmpeccueii PD-L1 B pakoBbIX MM OMyXOJEBbIX KJETKAaX/TKaHH MOYEBOIO My3bIps
yepe3 npubnusurenbHo 12 Mecsues, W oTBeT Ha JjedeHue (Hampumep, OS) BbIABISETCS Y
npubmu3uTenpHo 35% CyOBEKTOB ¢ HU3KOW/OTCYTCTBYIOIIEH sKkcmpeccueit PD-L1 B pakoBbix
WUIH ONyXOJIEBBIX KJIETKAX/TKAHM MOYEBOrO Iy3bIps depe3 mpuOmmsuTensHo 12 mecsies. B
APYTUX BapUaHTaX OCYLIECTBJIEHHs YIOMSHYTBIX Bbllle CHOCO0OB y mpubmusurensHo 60%
cyobektoB ¢ UC HaOmonmaercst otBeT B Buae oOmei BbbkuBaemoctH (OS) uepes
npubnuzutenpbHo 6 mecsies; y Oonee 55% (Hampumep, 56%) cyowrexToB ¢ UC Habmonmaercs
orBeT B Buae OS depes mpubnusurenpbHo 9 mecsues, u y Oonee 50% (Hampumep, 52%)
cyobektoB ¢ UC Habmronaercs: oteeT B Buae OS uepes3 npubnusurenbHo 12 Mecsies.

Jlpyrue npu3HaKy U MPEUMYLIeCTBA HACTOSIIEro n3o0pereHus OyayT O4YeBUAHBIMU U3
NoAPOOHOTO OMUCAHUS U POPMYJIBI H300PETEHHUS.

KPATKOE OIUCAHUE T’ PAOUYECKHUX MATEPHAJIOB/®UT'YP

®urypa 1 mnpexacraBisger coOOH KpaTkoe ONUCAaHWE TMOMyJALUM MAalUeHTOB B
KJIMHUYECKOM HcchenoBanuu (uccnenoBanue 1108), omucaHHOM B JaHHOM JOOoKymeHTte. Ha
¢urype 1. 1L = nepsas nunus;, 2L+ = Bropas unu Oonee no3nHsas nunusg, DCO = nara
npekpauienns coopa nanubix; UC = yporenuanbHas kapuuHoma. [lara DCO nns nauuentos 6e3
UC =29 ampens 2016 roga; nara DCO ans nauunentos u3 koroptsl UC = 24 urons 2016 roga. YV
nauveHToB u3 rpynnel 2L+ mocne Tepamuum  npenaparaMu  IIATHHBI  HAaONIOAAIOCh
IPOrpecCHPOBAHUE BO BPEMs WM MOCIE TEPalHH C UCIOJIb30BAHHEM IPErapaToB IUIATUHBL U
OHH BKJIIOYaJHM TeX MAalMeHTOB, Y KOTOPBIX HAOJIOAANOCh MPOTrPecCHpOBaHHE B TeueHue 12
MeCSIIEeB TIOCIIe OTYUeHHs TEPAITH B HEOAIbIOBAHTHOM/IbIOBAHTHOM PEXKHME.

Ha ¢urype 2 m3obpaxen ananmn3 Kamnana-Meiiepa 1l IpogoOJDKUTENBHOCTH OTBETA,
OTIpeNeNIeHHON MpH HE3aBUCUMOW LEHTpabHOH oueHke B cienoM pexxnme (BICR) B koropre
UC B uccnepoBanuu 1108 (momymsinust Uit nepBUYHON OLeHKH 5(()EKTUBHOCTH: MAIUEHTBHI,
NOJTy4aBIINe JIEYeHHE, C BO3MOXHOCTBIO TTOCNIENYIOIEero HaOmoqeHus B TeUeHue > 13 Heznelb),

KaK OMHCAaHO B mpumepe 2 B naHHOM nokymente. Ha ¢urype: CI = moBepuresbHBIN HHTEPBAI,
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NR = nve nocrurnyto; NE = He nmogmaercs olieHKe; BEpOsiTH. = BEPOATHOCTD; OTB. = oTBeT, UC =
ypoTenuanbHasi KapLiMHOMA.

Ha ¢urype 3 nzoOpaxena rucrorpamma, Ha KOTOPOH MOKa3aHO BpeMsl 10 Havajia OTBETa
U TOpOAOJDKUTEIbHOCTh OTBETA, ONPCACJICHHBIC IIpU HE3aBUCHUMOU ueHTpaanoﬁ OLICHKE B
cneriom pexkume (BICR) Ha ocroBanuu cratyca PD-L1 onyxoneit nanuentos B koropre UC B
uccnenoanuu 1108 (momynsiuust 1y MEepBUYHOM OLEHKU O((EKTHMBHOCTH:  TALIMEHTHI,
NOJTy4aBIINe JIEYeHHE, C BO3MOXHOCTBIO TTOCIIEAYIOIEero HaOmoeHus B TeueHue > 13 Heznelb),
KaK OMHMCAHO B MpUMepe 2 B JaHHOM okyMeHTe. Ha gurype: orcyTcTB. = oTcyTcTByromuii, PD-
L1 = nurann 1 6enka nporpammupyemoii rudbenn kinerok; UC = yporenuanbHasi KapIIHHOMA.

Ha ¢urype 4 npencrasnen rpadux Kamnmana-Meiiepa, I€MOHCTPUPYIOIIUN OLEHKY
obeii BbokuBaemoctu (OS) B koropte UC B uccaenoBanuu 1108 (momysisitust A1 IEPBUYHON
oLeHKH! 3((HEeKTUBHOCTU: TALMEHTHI, NOJIyYaBLINe JIEYeHHE, C BO3MOKHOCTBIO MOCIIEAYIOIIEro
HaOMmoeHus B TeueHue > 13 Henmenb), Kak OMUCAHO B MpuMepe 2 B JTaHHOM AokyMeHTe. Ctonden
"Bce" (c) Brmouaer 3 cyOBEKTOB, KOTOpBIE MMM Hem3BecTHhIN cratyc PD-L1 u koTopsle He
BKJIIOUEHbl HU B noArpymnmy (a) ¢ BbicokuM ypoBHeM PD-L1, Hu B moarpymmy (b) ¢
HIBKUM/OTCyTCcTBYIOIUM ypoBHeM PD-L1. Ha ¢urype: CI = nosepurensusiii unrepsan, NE =
He IIOJIaeTCsl OIeHKe, OTCYTCTB. = orcyrcrByromui; NR = He nmocrurnyro; OS = obmas
BbDKMBaeMOCTh, UC = ypoTenuanpHas KapLUuHOMA.

Onpenenenus

Ecnn He onpeneneHo MHOE, BCe TEXHUYECKHUE M HAay4yHble TEPMUHBI, UCIOJIb3yE€MbIE B
JTaHHOM JIOKyMEHTE, HMEIOT 3HaueHHe, OOBIYHO MOHSATHOE CIELHAJNCTY B OOJACTH TEXHUKH, K
KOTOPOH NpUHAIJIEKHUT Hacrosmiee uzooOperenune. Crepyromue IUTEPaTypHbE HCTOYHHUKU
NPEAOCTABISIIOT CHELHMANIUCTY o0Ilee OmpeAeleHne MHOTMX TEPMHMHOB, HCIOJNb3YEMbIX B
HacTositeM u3o0perenun: Singleton et al., Dictionary of Microbiology and Molecular Biology
(2nd ed. 1994); The Cambridge Dictionary of Science and Technology (Walker ed., 1988); The
Glossary of Genetics, Sth Ed., R. Rieger et al. (eds.), Springer Verlag (1991); u Hale & Marham,
The Harper Collins Dictionary of Biology (1991). Hcnonb3yemble B ZaHHOM JOKYMEHTE
CIEAYIOLIME TEPMUHBI UIMEIOT 3HAYEHUs], IPUITHUCBIBAEMbIE UM HIDKE, €CIM HE YKa3aHO UHOE.

ITon "amtutenom k PD-L1" mnoppa3symeBaercss aHTHTENO, KOTOpoe H30MpPATENBbHO
cesaspiBaeT noaunentun PD-L1. MmmroctpaTtusnble antutena k PD-L1 onucanel, Hanpumep, B

WO 2011/066389, koTopast BKIIFOYeHA B AaHHBII JOKYMEHT MOCPEACTBOM cChuTkh. [lypBanymad
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(MEDI4736) npencrasisier coboli mwnmocTpaTuBHoe anTureso k PD-L 1, koTopoe noaxonut st
crocoOO0B, ONMUCAHHBIX B JAHHOM JIOKyMeHTe. I1ocienoBaTenbHOCTH MPENCTABIEHbI B MepeuHe
nocJenoBarenpbHoCTel B JTaHHOM nokymenTe (Harpumep, SEQ ID NO: 3-10).

IMox "wuskum/oTcyrcTByHOIMM ypoBHeM PD-L1" mompasymeBaercs, 4TO KJeTKa WJIH
NOMyJsiLUsl  KJIETOK skcnpeccupyer PD-L1 Ha 3HAYMTENBHO NOHMMKEHHBIX, HMU3KHX WIH
HEBBLIBIIIEMBIX (HANPUMeEpP, OTCYTCTBYIOIIUX WM TpPEeHeOPEeKUMO MasblX) YPOBHAX IO
cpaBHEHUIO ¢ PD-L1-monoxuTenbHON KIETKOM WM MOMmyJsiueil kjieTok. B ogHOoM BapuaHTe
ocyuiecTBiieHus skcnpeccuss PD-L1 npoucxoauT Ha MOBEPXHOCTH OMyXOJEBOM, PakOBON HIH
UMMYHHOM  kyeTkh. B ogHOM  BapwaHTe  OCYIIECTBJIEHHS  JKCOPECCUs  SIBJISAETCS
HHU3KOW/MpeHeOpeskuMo Manol, ecau ypoBHH PD-L1 moHmwkeHsl Ha 1O MeHbIIEH Mepe
npubmuzurespbHo 5%, 10%, 25%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wuau Oonblie 1O
CPaBHEHHUIO C KJIETKOM WU MONyJsLUeNd KJIEeTOK C BbICOKUM ypoBHeM PD-L1. B apyrom
BapUaHTe OCYLIECTBJIEHUS KCIPECCHUs SIBJISETCS HU3KOH WM NPeHeOpeKuMO Malloi (Harpumep,
C HU3KUM/OTCYTCTBYIOIINM ypoBHeM PD-L1), ecnu meHee yem npubnusutensHO 5%, 10%, 25%,
30%, 40%, 50%, 60%, 70%, 80%, 90% wunam Oojblue KJIETOK B MOMYJSIIUH (HATpUMED,
PAKOBBIX/OITYXOJIEBBIX KJIETOK MOUYEBOT'O Iy3bIpsi, TakUX Kak kieTku UC) skcnpeccupyroT Oenok
umi nomunykineotun PD-L1 Ha BbIBIsieMBIX ypOBHAX. B KOHKpETHOM BapuaHTe
OCYILECTBJICHUs, KaK, HalpuMep, MPH OCYLIECTBJIEHUU HMMMYHOTHMCTOXMMHYECKOIO AHAJIN3A,
"Hr3kuit PD-L1" (umm Huskuii ypoBerb PD-L1) wnm "Huskuii/orcyreryromuii PD-L1" (wnm
HU3KUi/oTcyTeTBYomuil yposeHbs PD-L1) o3Havaer, uro meHee ueMm mnpubmusurensHo 25%
KJIETOK B 0Opasie ¢ pakoM JeMOHCTPHPYIOT OokpamuBaHue Ha PD-L1. B koHkpeTHOM BapuaHTe
OCYILECTBJICHUs, KaK, HalpuMmep, MpHU OCYLIECTBIEHUH HMMYHOTHCTOXUMHUYECKOIO aHAIN3a,
"Huzkuit PD-L1" (wnmun #Hm3kuii ypoBeHb PD-L1) wnm "Huskuit/orcyrcrByromuin PD" (umm
HHU3KUI/oTcyTCcTBYIOMMi ypoBeHb PD-L1) o3Hauaer, uro 25% wmiu MeHblIe KIETOK B o0pasiue ¢
PakoM JEMOHCTPUPYIOT oOkpammBanue Ha PD-L1. B 1pyroMm KOHKpPETHOM BapUaHTe
OCYLIECTBJICHUS TIOHIKEHHBIE, HU3KUE WM HU3KHE/OTCYTCTBYIOIINE YPOBHU dKcripeccun PD-L1
OTHOCSTCA K CUTyallUd, B KOTOPOI MeHee 25% KJIETOK WM TKaHH, MOJYYEHHBIX U3 PAKOBOIO
o0pa3oBaHus, OMyXOJU WM TKAaHH MOYEBOIrO My3bIpsi CyOBEKTa, Takoro kak omyxonb UC,
BBISIBJICHBI Kak skcnpeccupyromue PD-L1. B kOHKpeTHOM BapuaHTe OCYILLECTBJIEHHUS! BBICOKUE
ypoBHHU 3kcripeccun PD-L1 oTHOcsTCsa Kk cuTyauuu, B koTopoit 6omnee 25%, 30%, 40%, 50%,

60%, 70%, 80%, 90% wunu OoJblile KJIETOK WK TKaHH, MOJYYeHHBIX U3 PaKOBOTO 0Opa30BaHUs,
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ONyXOJH WJIM TKAHH MOYEBOTrO My3bIpsi CyObekTa, Hampumep, omyxoiu UC, BbIABIEHBI Kak
skcnpeccupyromue PD-L1. TlpakTukyromeMy CielUainucTy B JaHHOH objactu OyaeT MOHSTHO,
YTO TIOPOTOBBIE 3HAUEHHUsS ISl BBICOKMX M HM3KHMX MM HU3KHX/OTCYTCTBYIOLIMX YPOBHEH
skcnpeccnd PD-L1 B pakoBBIX MM OMyXOJIEBBIX KJI€TKAX W/WIM TKAaHH MOYEBOTO Iy3BIPS
MOJKHO OMNPEAENUTb C MOMOLIBK PA3JIUYHBIX MPOLEAYP BBIABJICHHS M AaHAIN3A, U3BECTHBIX U
NPUMEHSEMBbIX Ha TPAKTHKe B ITAHHOW OOJACTH TEXHUKH, M OHH MOTYT BapbHUpPOBATHCS B
3aBUCUMOCTH OT MCIIOJIb3YE€MON CHCTEMBbl BBIABIEHUs. B OZHOM BapuaHTe OCYLIECTBJIECHUS
UCMOJIb3YIOT MMMYHOTMCTOXMMHUYECKUI aHAIW3 WIN OKpAIlMBAaHUE HapsAdy C AHAJIU30M IO
METOAy COPTHUPOBKHM KJIETOK, HAlpUMep, COPTUPOBKH KJIETOK C AaKTUBHPOBAHHOMU
¢bayopecuenuneti (FACS).

ITon "monumentumom PD-L1" mnoapasymeBaercss MONUNENTHI WM €ro (hparMeHrt,
XapaKTePU3YIOLIUICS MO MeHblIeH Mepe mpudnuzuteabHo 85% wnu OonblIei HIEHTHYHOCTHIO
AMUHOKHUCJIOT MO OTHOLICHHIO K mocnenoBarenbHOcTH ¢ Ne noctynma B NCBI NP 001254635
(SEQ ID NO: 1, Hike) u obnagaroiuii akTHBHOCTBIO cBsizbiBaHusi PD-1 u CD80. PD-L1 moxHO
UCMOJb30BATh B3aMMO3aMeHsieMo ¢ TepMuHoM "B7-H1".

ITocnenosatenbHOCTh NONunentuaa PD-L1

Ne noctyna B NCBI NP 001254635

1 MRIFAVFIFM TYWHLLNAPY NKINQRILVV DPVTSEHELT CQAEGYPKAE VIWTSSDHQV
61 LSGKTTTTNS KREEKLENVT STLRINTTTN EIFYCTFRRL DPEENHTAEL VIPELPLAHP

121 PNERTHLVIL GAILLCLGVA LTFIFRLRKG RMMDVKKCGI ODTNSKKQSD THLEET

ITon "monekynoi HykjgenmHoBOH kucinotrsl PD-L1" moppasymeBaercs monmHykJIeoTHI,
kogupyromuii  nomunentun  PD-L1.  HMmmocTpatuBHass NOCIEAOBATENBHOCTD  MOJIEKYJIBI
HykJienHoBo# kucnotel PD-L1 npusenena mox Ne noctyna 8 NCBI NM 001267706 u mon SEQ
ID NO: 2 Huxe.
ITocnenoBaTeabHOCTb HYKJIEUHOBOU KUCIOTEI PD-L1

Ne noctyma B NCBI NM 001267706, MPHK

61
121
181
241

ggcgcaacgc
gctccgcacc
gctgtcttta
caaagaattt

ggctacccca

tgagcagctg
agccgecgcett
tattcatgac
tggttgtgga
aggccgaagt

gcgegteccg
ctgtccgect
ctactggcat
tccagtcacce

catctggaca

15

cgcggcccca
gcagggcatt
ttgctgaacyg
tctgaacatg

agcagtgacc

gttctgcgceca
ccagaaagat
ccccatacaa
aactgacatg

atcaagtcct

gcttccecgag
gaggatattt
caaaatcaac
tcaggctgag

gagtggtaag
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301
36l
421
481
541
601
66l
721
781
841
901
961
1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
lez2l
1681
1741
1801
1861
1921
1981
2041
2101
21el
2221
2281
2341
2401
24061
2521

accaccacca
atcaacacaa
aaccatacag
actcacttgg
ttccgtttaa
tcaaagaagc
cttcaagcag
ggaaggaatg
atggaacctg
ggagggagac
aaaggatact
cgggttgaga
aatgcctcaa
atgtatgagt
ttgtgaatga
aaacttgctg
tggtctcctce
taggatgtca
ctcaagtgtc
ctacacacat
tacccatcgt
cagacctcag
taagcaattc
ccaggcattg
tataatgagg
aggatgatgc
gtctgggacg
gagaggtcgg
tatttattcc
ttgtttaaca
catgattcaa
caagccattce
ctaaagatag
ctaaatagta
ttcttatata
tgtttctaag
aaatatgtcc

gagtttggat

ccaattccaa
caactaatga
ctgaattggt
taattctggg
dgaaaagggag
aaagtgatac
ggattctcaa
ggcccgtggg
gcgaaagcag
cttgatactt
tctgaacaag
atccctaatt
tttgttttct
ttttcctatt
tttcttttga
cttaatgatt
tataactaca
cctttattta
tgtgcagtat
aatctcattt
acagctgagg
actgccaccc
ttttattcaa
aatctacaga
agattaacaa
gaggggaaaa
gttggatata
tacttaaaat
tgatttgcect
gttctgtett
aattcaaaag
aagtttcctt
tctacatttg
acacattgta
gcagatggaa
ttatctttce
tacatataca

ttgtttatgt

gagagaggag
gattttctac
catcccagaa
agccatctta
aatgatggat
acatttggag
cctgtggttt
atgcaggcaa
aggaggagaa
tcaaatgcct
gagcctccaa
tgagggtcag
gcatgactga
tattttgagt
agatatattg
tgctcacatc
agtatacatt
acccattaat
ctgttccatt
catcgctgta
aagcaaacag
actgtccttt
aaaccattta
tgtgagcaag
gaaaatgtat
cccgagcagt
cttaaacatc
aaccctgaaa
ttgccatata
ttctatttaa
atcccatggg
tccagaagca
gaaatgtatg
tgtctgectgt
tgaatttgaa
catagctttt
tttagacaac

ttgctcaaaa

16

aagcttttceca
tgcactttta
ctacctctgg
ttatgccttyg
gtgaaaaaat
gagacgtaat
aggggttcat
tgtgggactt
tgaagaaaga
gaggggctca
gcaaatcatc
ttcectgcaga
gagtctcagt
ctgtgaggtc
tagtagatgt
tagtaaaaca
ggaagcataa
actctggttg
taaatatcag
accaccctgt
attaagtaac
tataatacaa
ttaagtgccc
acaaagtacc
tattacaatt
gttgccaaga
ttaataatca
aataacactg
atctaatgcect
atgccactaa
agatggttgg
actgctactg
ttaaaagcac
gtactttgcect
gttcccaggg
cattatcttt
caccatttgt

ggagacccat

PCT/US2018/018513

atgtgaccag
ggagattaga
cacatcctcc
gtgtagcact
gtggcatcca
ccagcattgg
cggggctgag
aaaaggccca
tggagtcaaa
tcgacgectg
cattgctcat
agtgcccttt
gttggaacgg
ttcttgtcat
tacaattttg
tggagtattt
agatcaaacc
acctaatctt
ctttacaatt
tgtgataacc
ttgcccaaac
tttacagcta
ttgcaatatc
tgtcctcaag
tagtccagtg
ggaggaaata
gagtaatttt
gaattccttt
tgtttatata
attttaaatt
aaaatctcca
cctttcatte
gtatttttaa
atttttattt
ctgaggatcc
catatgatcc
taagtatttg
gggctctcca

cacactgaga
tcctgaggaa
aaatgaaagg
gacattcatc
agatacaaac
aacttctgat
cgtgacaaga
agcactgaaa
cagggagcct
tgacagggag
cctaggaaga
gcctceccacte
gacagtattt
gtgagtgtgg
tcgccaaact
gtaaggtgct
gttggttgca
attctcagac
atgtggtagce
actattattt
cagtaaatag
tattttactt
aatcgctgtg
gagctcatag
tcatagcata
ggccaatgtg
catttacaaa
tctagcatta
gtgtctggta
catacctttc
cttcatcctc
atatgttctt
aatttttttc
attttagtgt
atgccttcett
agtatatgtt

ctctaggaca

gggtgcactg
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2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181
3241
3301

agtcaatcta
gaacttttgt
atcacatttt
gaaaagcctce
ccctectaag
tcctttecct
tgtcaaggct
tgcatttgta
ggctgagcaa
gttggatttyg
agagatgata
aatattctta

tgtttaataa

gtcctaaaaa
tttctgecttt
ctttctggaa
attcgttgtg
aggcttcctg
cttggccata
gaagaaacag
cagtaattgg
ggcacatagt
taaggcactt
cctaattctg
tttattttgt

aatgttcagt

gcaatcttat
ctgtcaagta
attccggcag
cttgaaccct
gaggtttcga
ttctggtgte
tgtctccaac
tgtgacagtyg
ctactcagtc
tatccctttt
catttgattg
tacttggtac

ttaacatccc

tattaactct
taaacttcac
tgtaccttga
tgaatgccac
gattcagatg
aatgacaagg
agagctcctt
ttctttgtgt
tattcctaag
gtctcatgtt
tcactttttyg
accagcatgt

agtggagaaa

PCT/US2018/018513

gtatgacaga
tttgatgctg
ctgctagcta
cagctgtcat
ccectgggaga
agtaccttgg
gtgttatctg
gaattacagg
tcectaactcece
tcatcgtaaa
tacctgcatt
ccattttctt

gttaaaaaa

atcatgtctg
tacttgcaaa
ccctgtgeca
cactacacag
tcccagagtt
ctttgccaca
tttgtacatg
caagaattgt
tcecttgtggt
tggcataggce
aatttaataa

gtttattttg

ITog "awturenom k CTLA4" mnoppasymeBaercss aHTHTENO, KOTOpOe H30OHPATENIbHO
cesizbiBaeT nojunentuy CTLA4. UnmoctparuBabie anTutena k CTLA4 onucansl, Hanpumep, B
narentax CIIIA NoeNe 6682736, 7109003; 7123281; 7411057; 7824679, 8143379, 7807797 u
8491895 (B Hux Tpemenumymad obOo3HaueH kak 11.2.1), KOTOpble BKIOYEHBI B JaHHBIH

DOKYMEHT MOCPEACTBOM CCBUIKH. TpemennMymald IpeAcTaBisieT COOOH WILIIOCTPATUBHOE

aututeno k  CTLA4. TlocnemoBarenbHOCTH — TpeMmenumymala  TpENCTaBleHbl B
HIDKEITPUBEIEHHOM MEPEeYHe MOCIEN0BaTEIbHOCTEN.
Tepmun "antureno", UCHONb3yeMbIi B JaHHOM JOKYMEHTE, OTHOCUTCA K

UMMYHOTJIOOYJIUHY HIIA ero (hparMeHTy WIM MPOHU3BOIHOMY U OXBAThIBAET JIFOOON MOJTUIENTH]I,
COIep KAl aHTUTEHCBSA3bIBAIOIINI YUACTOK, HE3aBUCHUMO OT TOTO, MOJIYYEeH JIU OH i/ VilFo uiu

in  vivo. TepMHH BKJITOUaeT 0Oe3 OrpaHUY€HNs  MOJHUKJIIOHAJIbHBIC, MOHOKJIOHAJIbHBIC,

MOHocrerupudeckue,  nonucnenupuveckue, — Hecrneuupuyeckue,  T'yMaHU3UPOBAHHBIE,
OJTHOLICTIOUEYHbIE, XHUMEPHbIE, CUHTETHYECKHUE, PEeKOMOWHAHTHbIC, TUOPUIHBIC, MyTaHTHbIC U
npuBUTHIE aHTUTENa. Kpome HHBIX cilydaes, KOrza OH MOAU(ULIPOBAH TEPMUHOM "HHTAKTHOE",
KaK B Cjly4ae "MHTAKTHBIX aHTUTEN", IJIsl LiejIel HACTOsINero u3o0peTeHus TepMUH "aHTUTENO"
TAK)Ke BKJIOYAaeT (pparMeHThbl aHTUTENA, TaKHe KaK aHTUreHCBs3biBaromuii gparment (Fab),
F(ab'),, F(ab'), momennwiii Bapuabenbublii ¢(parment (Fv), onmHouemo4yeuHble AaHTUTENA,
onHouenouevHbie Bapuadenbubie pparmentsl (scFv), Fd, dAb, ogHouenovyeunsie anturena, Fv,
cTabunusupoBaHHble aucynbGuaHbIMU cBsi3siMu (sdFv), uHTparena u apyrue ¢parMeHTb!
aHTUTENl, KOTOpbIE COXPAHSIOT CIIOCOOHOCTh

AHTUTEHCBSI3bIBAIOINYIO  (YHKIHIO, T. €.

17



10

15

20

25

30

WO 2018/152415 PCT/US2018/018513

cienuduuHo cBs3biBaTh PD-L1. OObuHO Takue (parMeHThl conepKaT aHTUTCHCBSI3bIBAIO I
noMmeH, HarpuMep, PD-L1-cBs3piBatommii JOMeH, WU COepsKaT OJHY MIIM HECKOJIBKO obnacTeil,
onpenensiromux  komriemeHTapHocts  (CDR), wampumep, CDRI1, CDR2, CDR3, wus3
BapuabenbHbIX 00MacTel JerKOH U TSDKENOH 1ernel, KOTopble CrIeLU(IYHO CBA3bIBAIOT aHTHIEH,
HaIpUMep, NOJUNENTUAHbINA aHTUreH PD-L1.

TepMuHbl "aHTUT€HCBA3BIBAIOLIUI TOMeH", "aHTUreHCBs3bIBatOUi (parMeHT" u
"cesi3pIBatOIIMN  (pparMeHT" OTHOCATCA K YacTH MOJIEKYJbl aHTHTENa, KOTOpas COAEPIKUT
AMMHOKHCJIOTBI, OTBEYAIOLINE 3a CrIeLU(pUUHOEe CBA3bIBAHUE MEKAY aHTUTEJIOM U aHTUreHoM. B
TE€X Cllydasix, KOIJIa AHTUTEeH SIBJIIETCS KPYIIHBIM, AHTUT'€HCBS3BIBAIOLIUI JOMEH MOXKET
CBSI3bIBATHCSI TOJIBKO C YaCTbIO aHTHreHa. YacTb MOJIEKYJbl aHTUI€HA, KOTOpas OTBEYaeT 3a
crienu(pUUHbIe B3aUMOAEHUCTBHSI C AHTHUICHCBS3BIBAIOIIUM IOMEHOM, Ha3bIBAETCS "SMHUTOINOM"
win "aHTUT€HHON JeTepMUHAHTON". AHTHUIeHCBSI3bIBAIOIINN JAOMEH OOBIMHO COHEPIKHUT
BapuabenpbHyr0 00JacTh Jierkor mernu anturena (Vi) u BapuabesbHYI 00JIaCTh TSOKEIOW LIeTH
antutena (Vy), ONHAKO OH He 00s3aTeNbHO NOJDKEH comepikaTh ux obe. Hampumep, Tak
Has3biBaeMblil Fd-pparMeHT aHTHUTENa COCTOUT TOJBKO M3 Vy-IIOMEHA, OJHAKO IO-TIPEKHEMY
COXpaHsieT HEKOTOPYIO aHTUTE€HCBSI3bIBAIOINYIO (DYHKIIMIO MHTAKTHOTO AHTUTEJIA.

Casi3biBaroiye pparMeHTbl aHTHTENA MOJYYaOT ¢ TIOMOIIBI0 METOJIUK PEKOMOMHAHTHBIX
JHK wnu ¢ moMoIbio pepMEHTATUBHOTO MJIM XUMHUYECKOTO PACIIETIICHUSI UHTAKTHBIX aHTUTEL.
CeseiBatomue (pparmentsl BkiouaroT B cebst Fab, Fab', F(ab')2, Fv u onmHouenoveuHbie
anturena. IIOHMMAKOT, YTO AQHTUTENO, OTJAMYHOEe OT "Oucnmeumduueckoro"  wim
"Ou(yHKIMOHATIBHOTO" aHTUTENA, UMEET CBSI3bIBAIOLINE YYACTKH, BCE U3 KOTOPBIX SIBJISIOTCS
UICHTUYHbIMH. PaciienyieHne aHTuTesl (PepMEHTOM MananHOM MPUBOIUT K OOPa3OBaHUIO ABYX
UJICHTUYHBIX aHTUTECHCBS3BIBAOIINX (PParMEHTOB, U3BECTHBIX Takke kak "Fab"-pparmeHTsl, u
"Fc"-pparmenra, He oOnamaroIero AaHTHICHCBS3BIBAIOIIEH AKTHBHOCTHIO, HO oOamaromero
CIOCOOHOCTBIO K KpUCTaJUIM3alMy. Pacinennenue antuten pepMEHTOM IMENCHHOM NMPHUBOAUT K
obpazoBanuto F(ab'),-pparmenra, B KOTOpOM [Ba Iule4a MOJIEKYJIbI AHTUTENA OCTAKTCS
CBSI3AHHBIMU W COJEpPXKaT JBa AHTUICHCBs3bIBaOIMX yudacTka. F(ab'),-pparmenT obnamaer
CIIOCOOHOCTBIO K MEPEeKPECTHOMY CBS3bIBAHUIO aHTUreHa. [Ipu HCHONb30BaHMM B JaHHOM
nokymeHTe "Fv" OTHOCHTCS K MUHHMAaJIbHOMY (parMeHTy aHTHUTeNa, B KOTOPOM COXPAaHSIOTCS

KakKk aHTHFeraCHOSHa}OLL[I/Iﬁ, TaK H aHTI/IFeHCBﬂSI:;IBaIOH_II/Iﬁ Y4aCTKH. HpI/I HUCIIOJb30BAHUU B
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naHHOM nokyMmeHTe "Fab" oTHOcHTCS K (pparMeHTy aHTUTeNa, KOTOPBIA CONEPUT KOHCTAHTHBIH
nomeH Jierkoil uenu u CHI-goMeH Tsoxenol nenu.

Tepmun "mADb" OTHOCHTCS K MOHOKJIOHAJbHOMY aHTUTENy. AHTHUTENA MO HACTOSIIEMY
U300pETeHUI0 BKIIFOYAIOT Oe3 OrpaHHuYeHHs] MOJIHbIE HATHUBHbIE aHTHUTENA, Oucnenuduueckue
aHTHTeNa;, XUMepHble aHTtHTena, Fab, Fab', ogHouenoueunsie ¢parmentsr V-obmactu (scFv),
CJIUTBIE MOJUNENITUBI U HETPATULIMOHHBIE AaHTHUTETIA.

ITox "Oumonormueckum oOpasuoM" moapasyMmeBaeTcs Jito0asi TKaHb, KJIETKA, JKHIKOCTb
WU JIPYyrodl maTepua, TOJNY4YeHHBI K3 OpraHu3Ma. B OmHOM BapuaHTe OCYIIECTBICHHS
Ounonornuecknii obpasen mnpexacrtaBiser coboil OuonTar pakoBoro 0Opa3OBaHUS MOUYEBOTO
ny3bIpst uiu onyxonu UC.

Ucnonb3yemblii B TaHHOM JTOKYMEHTe TepMHUH "Ouomapkep" wiam "mMapkep" OOBIMHO
OTHOCUTCA K 66J1Ky, MOJICKYJIC HYKJICI/IHOBOﬁ KHUCJOTBL, KIIMHUYCCKOMY IIOKa3aTe/It0 WIIN
APYrOMy aHaJU3UPyeMOMY KOMIIOHEHTY, acCOLMMpPOBaHHOMY C 3aboneBaHueM. B omgHOM
BapUaHTe OCYIIECTBJICHUS Mapkep Xapakreprmsyercs Au@epeHIHaTbHbIM IMPHCYTCTBHEM B
OuonoruueckoM o0paslie, MONY4EeHHOM OT CyOBeKTa, UMeroLIero 3adoeBanue (Hanpumep, pax
MOYEBOT'O My3bIPsi), O CPABHEHUIO C YPOBHEM, PUCYTCTBYIOIUM B KOHTPOJIBHOM 00pasLe Win
JTAJIOHE.

B Hactosmem uzoOpereHuu TepmuHBbl "comepskut", "comepskamuit", "cocrosmmit', a
TaKke "MMEIMMWI" W T. M. MOTYyT HMMEThb 3HAa4Y€HHE, IPUIHCHIBAEMOE HM B IATEHTHOM
3akoHonarenbcTse CILIIA, 1 MOryT 03HauaTh "BKJIIOUAET", "BKIIIOUAIOLIUN" U T. I1.; aHAJIOTHYHBIM
obpazom, TepMuHBI "cocTosiuil pakTrdecku u3" win "cocTouT (HakTUIecKn" UMEIOT 3HAYEeHUE,
MNPpUMUCBIBACMOE UM B IATCHTHOM 3aKOHOAATCIBCTBC CI_HA, npu 3TOM TCPMUH SABJISICTCS
OTKPBITBIM, AOMYCKAIOIIUM HAaJW4KM€ HE TOJBKO TOTO, YTO YIOMHHAETCS, NMPH YCJIOBUH, YTO
OCHOBHbBIC HJIM HOBBIC XAPAKTCPUCTHUKU TOr'0, YTO YIOMHUHACTCS, HC HU3MEHAIOTCA 6J1ar0):[ap$1
HAJMYUI0 HE TOJIBKO TOTO, YTO YIOMHHAETCS, HO HCKIJIIOYAaeT BapHaHTBl OCYIIECTBICHUS W3
NPEeALIECTBYIOLIEr0 YPOBHS TEXHUKHU.

Hcnone3yemble B JaHHOM AOKYMEHTE TepMUHBI "ompeneneHue", "onenka", "anamms",
"uzmepeHue" u "BbIABIEHUE", a Takxke "HAEHTH(PUKALUA" OTHOCATCA KaK K KOJIUYECTBEHHBIM,
TaK U K Ka4eCTBEHHBIM OIpENeSIeHUsIM, U TOSTOMY TEPMHUH "ompeneneHue" HCIONb3yeTcs B
JAHHOM JOKYMEHTE B3auMo3aMeHsemMo ¢ "a”amuzoMm", "usmepenuem" wu T. 1. Ecamn

MOpa3yMeBaeTcss  KOJIMYECTBEHHOE  OMNpefesieHHe, HCHONB3YIoT  (pasy "ompeneseHue
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KOoNMM4yecTBa" aHATU3UPYEMOro KOMITOHEHTa, BelecTBa, Oenka u T. . Ecnu moapasymeBaercs
Ka4eCTBEHHOE W/WJIM KOJMYECTBEHHOE ONpeesieHHe, TO HUCHOJb3yT (pa3y "ompeneneHue
YPOBHSI" aHATM3UPYEMOTO KOMITOHEHTA UJTH "BBISIBJIEHHE" aHAJTU3UPYEMOTI0 KOMITOHEHTA.

ITon "3aboneBanumem" moppasymeBaercs J00O€ COCTOSHHE WM PaCcCTPOHCTBO, IPH
KOTOPOM IMPOUCXOAUT HAPYIICHUE, PEMATCTBOBAHUE WM TUCPETYJISILHIS HOPMATbHOM (PyHKUNN
KJIETKH, TKaHU Wiad opraHa. [Ipu 3abojeBaHMM, TAKOM Kak pak (HampuMmep, pak MOYEBOIO
ny3bIpsi), HOpMajbHast (YHKUUS KJIETKH, TKAHU WJIM OpraHa AeCTa0WIU3HPYeTCs, YTO
o0ecneunBaeT BO3MOKHOCTh YCKOJIb3aHUSI OT MMMYHOJIOTHUYECKOrO Han30pa W/WiHM n30eraHus
ero. Kak oTMeueHO BbIlle, paKk MOYEBOTO My3bIpsi BKJKOYAET B CeOsl pak JIFOOOW 4acTH MOYEBOTO
Ny3bIpsi, HATPUMEpP, MBI HJIA SMUTENIHA, & TAKXKE IPOTOKOBBIX CTPYKTYp, TaKUX Kak
MOYETOYHHMK, HJIM ypeTpa, WIH ypaxyc. Pak MOYEBOro mMy3bIps MOXKeT ObITh MBbIIIEYHO-
WHBA3WBHbIM WJIM MbIIIEYHO-HEUHBA3UBHBIM [0 TMPU3HAKY WHBAa3MHM pPAKOBBIX KJETOK B
MBILIEYHYIO0 000I0UKY.

Tepmunbl "BoigeneHHbNH", "OYHINEHHBIH" WK "OHOJOTHYECKH YUCTBIA" OTHOCATCS K
MaTepuaity, KOTOPBbI B pPAa3JIMYHOW CTENEHW HE COAEPKHUT KOMIIOHEHTBL, OOBIMHO
COIyTCTBYIOIIME €My, Kak OOHAPY>KHBAETCs B €0 HATUBHOM COCTOsSIHUH. "Brinenenue" o3Havaer
CTeNeHb OTAEJNEHUs OT HCTOYHMKA TMPOMCXOXKIEHUS WM OKpykeHus. "Ouucrtka" O3HauvaeT
CTeNeHb OTHeNeHus1, OoJiee BBICOKYIO, YeM MpH BbiaeneHuu. "OunineHHbiin" uiu "Onoaorudecku
YUCTHII" OENOK B JOCTATOYHOW Mepe HE COAEPIKHUT APyTrHe MaTepualibl, TaK YTO Kakue-irndo
NPUMECH CYIIECTBEHHO HE BJIMSIFOT HA OMOJIOTMYECKHE CBOWCTBA O€JIKa U HE BBI3BIBAIOT APYTUE
HeOJIArONpUsATHbIE TMOCIEACTBHA. OTO O3HAYAeT, 4YTO HYKJIEHHOBAs KHCJIOTa WM TIENTHJ
SIBJIIFOTCS. OYMIIEHHBIMY, KAK HCIIOJNBb3YETCs] B JAHHOM JOKYMEHTE, €CJIH OHH MPAKTUYECKH HE
colepKaT KJIETOYHBIM MaTepuall, BHUPYCHBIM MaTepHal WIH KYyJbTYPaJIbHYIO Cpeay Ipu
NOJIyYeHUH C TOMOIIBI METOAMK pekoMOMHaHTHBIX JIHK wuau XuMuuYecKux CoenuHEeHHil-
NPEIIIECTBEHHUKOB WA JPYTHX XUMHUYECKUX BEIIEeCTB MPH XMUMUYECKOM CHHTE3e. UHuCTOTy M
OJHOPOAHOCTb OOBIYHO OMPEAEISIIOT C MOMOIIBI0 METOIUK aHAJIUTUYECKON XMMHHU, HAMIPUMED,
snekTpodope3a B MONUAKPHUIAMUIHOM  Tejie,  BbICOKOI(D(EKTHBHONW  JKUIKOCTHOM
xpomarorpapun (HPLC), Macc-CrieKTpOMEeTpUYeCKOro aHainu3a U T. A. TepMuH "ouuieHHbIn"
MOJKET O3HauaTh, YTO HYKJIEHWHOBAs KHUCJIOTA HJIM OENOK JaeT MO CYIIECTBY OAHY IOJIOCY B
snekTpodopeTrHyeckoM rene. B ciydae Oenka, KOTOPBIH MOXHO MOABEPraTh MOAU(DHUKAIIIM,

HanpuMmep, (HOCPOPUIUPOBAHUIO WM TIMKO3UJIMPOBAHMIO, pa3jMYHbie MOAU(PUKALUH MOTYT
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NPUBOIUTH K OOPAa30BAHUIO PA3JIUYHBIX BBIIEICHHBIX OENKOB, KOTOPbIE MOXHO OYHINATh IO
OTAENbHOCTH.

ITox "»TanoHom" monmpasymeBaeTcst CTaHAAPT IS CPABHEHUSI.

Ilox "orBevaromuM" MPUMEHUTENBHO K TEPANUU MOAPA3YMEBAETCS BOCIPUUMYHUBOCTD K
JIEYEHUIO.

ITon "cmeuupuyHO CBSA3BIBAKOLIMMCS" TOApPAa3yMEBAETCs COenUHEeHHe (HampuMep,
aHTUTEI0), KOTOPOE paclo3HaeT MOJIEKYJy (HampuMep, MOJUIIENTHA) U CBA3BIBAETCS C Hel, HO
KOTOpO€ MPAKTUUECKH HE PACIO3HAET IPYyrue MOJEKYJbl U He CBSI3bIBAETCS C HUMHU B 00paslie,
HarpuMmep, B Oumonormdeckom oOpasue. Hampumep, aBe MOJEKysbl, KOTOpbIe CIEHUPHIHO
CBSI3bIBAIOTCS, OOpAa3ylOT KOMIUIEKC, KOTOPBIH SBISAETCA OTHOCUTENbHO CTaOWJIbHBIM B
¢usnonornyeckux  ycnousx. CrneunpuuHoe CBS3bIBAHME  XapaKTEPU3YeTCs  BBICOKOU
aQPUHHOCTBIO M EMKOCTBIO OT HHU3KOH [0 YMEpPEeHHOH, B OTJIMYME OT HEeCHeLU(pUIHOTro
CBSI3BIBAHMSI, KOTOPOE OOBIYHO XapakTepusyercs HU3KoW ap@PUHHOCTBIO W €MKOCTBIO OT
yMEepeHHO! 110 BhICOKOH. Kak mpaBuio, CBS3bIBAaHHE CUMTAETCS CIIEHU(DUIHBIM, €CIIH KOHCTaHTa
addunnoctu K, npessimaer 10° M™ wm, Gonee npexnoururensuo, mpeseimaer 10° M. ITpu
HEOOXOIMMOCTH HecTiel(pHIHOe CBSI3bIBAHNE MOKHO YMEHBIIUTD 0€3 CYIECTBEHHOTO BIIHSHUS
Ha crienuduyHOe CBsI3bIBAHHE IyT€M H3MEHEHUs YCIOBUH CBsi3biBaHUS. COOTBETCTBYIOIIHE
YCJIOBUS CBSA3bIBAHMS, TaKHE KaK KOHLIEHTpALMs aHTUTEN, MOHHAs CHJIAa PacTBOPa, TeMIepaTypa,
JOMYyCTHMOE BpEeMsl CBSI3bIBAHMS, KOHLEHTpAWs OJIOKHPYIOLIEro Cpenacrsa (Hampumep,
CBIBOPOTOYHOTO albOyMUHA, Ka3eWHa MOJIOKA) M T. 1., MOTYT OBbITb ONTHMH3UPOBAHBI
CIEeLHATUCTOM B JAHHOU O0JIACTH C MPUMEHEHUEM OObIYHBIX METOJIHK.

ITox "cyObekToM" mompa3syMeBaeTCsi MIISKOMMTAIOLIEE, B TOM YHCIe 0e3 OrpaHuYeHHs
YeJIOBEK, TaKOe KaK MallMeHT-4eJOBEK, OTIMYHBIH OT YeloBeKa MPUMAT WIM OTJIHYHOE OT
YeJIOBEeKa MIICKOITUTAIOIEe, TAKOe KaK MPEICTABUTENb ObIYbHX, JIOMIAAMHBIX, ITCOBBIX, OBEUbHX
WJIH KOLTAYbHX.

Jluana3oHbl, MpeayCMOTPEHHbIE B AaHHOM JOKYMEHTE, NMOHMMAIOT KaK COKpAlEHHYIO
3alMCh BCEX 3HAYEHUH B Ipenesnax AWAana3oHa, B TOM YHCIE IE€PBOTO U IIOCIENHEro Hu3
yKa3aHHbIX 3HaueHud. Hampumep, nuama3on 1-50 mOHMMAOT Kak BKJIOUYAOLIHMNA JHO00E YUCIIO,
KOMOMHAIIUIO YHMCeN WM MOAIUANa30H U3 TPpymibl, cocrosimei u3 1,2, 3,4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37,
38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, unu 50.
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Hcnonp3yemble B MaHHOM [OKYMEHTE TEPMHUHBI "neuuTh", "MPOBOIUTH JiedeHue",
"neyeHne" W MOAOOHBIE OTHOCSTCS K CHIDKEHUIO, OCIAOJICHUIO, YMEHbLICHHI) WHTEHCUBHOCTH
NpPOSIBJICHUN, OOJIErYeHuro, TMONABJICHUI0 WM YJIYYIIGHHUIO TEUEHHUs HApyLICHUs W/ Win
ACCOLIMMPOBAHHBIX C HUM CHUMIITOMOB. ByJeT MOHSTHO, YTO TpPH OCYILIECTBICHUH JICUCHUS
HApyIIEHUs HJIM COCTOSIHMS He TpeOyercs, 4ToObl Takoe HapyIICHWEe, COCTOSHUE WU
aCCOLMHPOBAHHbBIE C HUMHU CHMITTOMbI IOJTHOCTBIO YCTPAHSJINCh, XOTh 5TO U HE UCKJIIOYAETCS.

Ecnu crenmanabHO HE yKa3aHO WM HE OYEBHIHO U3 KOHTEKCTA, UCTIOIB3yEMbIi B TaHHOM
JOKYMEHTE TEpMHH "MJIK" MOHUMAKOT Kak BKIouaromui. Eciu cnenuanpbHO HE yKa3aHO WM He
OYEBUIHO M3 KOHTEKCTA, UCMOJb3yeMble B JaHHOM NOKyMeHTe ()OpMbI €IUHCTBEHHOTO YHUCIA
MOHUMAIOT B €IMHCTBEHHOM MJIM MHOKECTBEHHOM UHUCJIE.

Ecnu crienmanbHO HE yKa3aHO WM HE OYEBHIHO M3 KOHTEKCTA, UCTIOIb3YEMbIi B JAHHOM
JOKYMEHTE TEPMHH "TPUOTU3UTEIBHO" MOHUMAIOT KaK HAXOXKACHUE B JIHANA30HE JOMYCTUMOMN
MOTPELTHOCTH B TAHHOW O0JIACTH TEXHUKH, HAIIPUMEP, B Mpeaeax 2 CTAaHAAPTHBIX OTKJIOHEHUH
OT cpenHero 3HavyeHus. TepMuH "MPUOIU3UTENBHO" TOHMMAKOT KaK OTHOCSIIUICS K
HaxoxaeHo B npenenax 5%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5%, 0,1%, 0,05%
wm 0,01% ot ykazanHoro 3HaveHws. Eciu mHOe He OYEeBHAHO M3 KOHTEKCTA, BCE UYHCJIOBBIE
3HAUEHUs], PEAYCMOTPEHHbBIE B JAHHOM JOKYMEHTE, MOAU(HUIIMPOBAHBI C MOMOIIBI TEPMUHA
"MpUOIU3UTENBHO" .

HznokeHue nepeyHs XUMUYECKUX TPYIIN B JEOOOM OMNpenesieHHH NePEMEHHON B TAHHOM
JTOKYMEHTE BKIIFOUAeT OIpe/eeHUs] TAKOH NMepeMEeHHON B KauecTBe JIF0OOH OTHENIbHON IpyIIbl
WIN KOMOWHAIIMM TEepPEUHCIIeHHBIX TIpymnmn. V3jokeHne BapWaHTa OCYIIECTBICHHS IS
NEePEeMEeHHON WJIM acrieKTa B JAHHOM JOKYMEHTE BKJIFOYAeT TAaKOW BapUaHT OCYILIECTBJIEHHUS B
KauecTBe JHOOOr0 OTHEIbHOTO BapHaHTAa OCYIIECTBIEHUS WM B KOMOWHAIIMHM C JFOOBIMHU
OPYTUMH BapUAaHTAMU OCYLIECTBJICHHS MM UX YaCTSMU.

JIroOble KOMITO3ULIMU WU CIIOCOOBI, MPEAYCMOTPEHHBIE B TaHHOM IOKYMEHTE, MOXHO
KOMOUHHPOBaTh C ONHOM WM HECKOJbKUMH W3 JIFOOBIX IPYTrUX KOMIIO3UIHIA U CHOCOOOB,
MPENIyCMOTPEHHBIX B JAHHOM JOKYMEHTE.

HOAPOBHOE OINTMCAHUE U30OBPETEHUA

Kak omucaHo Hike, HacTosiliee W300pETeHHe OTHOCHUTCS K Crocobam JieueHUsl paka

MOYEBOTr'0 My3bIps, Hanpumep, ypotenuanbHoil kapuuHomsl (UC), y cyObekTa, UMEIOIEero paxk

MOYEBOTO My3bIps, W/WIH y CyOBEKTa, Y KOTOPOro WACHTH(PHLUPOBAHO HAIUYHE paKa MU
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OMyXOJH, XapakTepusyromuxcs skcrpeccueil PD-L1 Ha pasnuuHbIX ypOBHSIX, TakOH Kak
OIyXOJIb C HU3KUM/TIpeHeOpe:KuMO MajbiM ypoBHeM PD-L1 mnn onyxonb ¢ BHICOKUM ypOBHEM
PD-L1, ¢ momomibio antutena k PD-L1, B yactHoctn aypBaidymaba. OmucaHHbIE B JaHHOM
JTOKYMEHTEe CIIOCOOBI JIEYeHUsI paka MOYEBOTO My3bIpsi BKJIIOYAIOT BBeAeHue antutena k PD-L1 B
Ka4yecTBe NMPOTUBOPAKOBOM Tepanuu nepBod JHHUU B 3QPEKTUBHOM KOJIMYECTBE AJIS JIEUEHUs
paka Mo4eBOro my3bIpsi cyobekTa. CriocoObl 1eueH s, ONMUCAHHBIE B JAHHOM JOKYMEHTE, MOTYT
TaKXKe BKJIIOYaTh BBeneHUe 3(pdexTuBHOro komuvecta anturena k PD-L1  cyOwexry,
UMEIOLIeMy PaK MOUYEBOIO Iy3bIpsi, MOCJE TOrO, Kak CyOBEKT MOSy4MJI JieueHHe C MOMOLIBIO
IPOTHBOPAKOBOI Teparnuy NMepBoil TMHUH, Takol kak crannaptHas (SoC) tepamusi, Harpumep, ¢
TIOMOIIBIO  TUIATHHOCOZEPIKAIEro JIEKAPCTBEHHOI'O CPEACTBAa, HO Yy HEro HaOMoaanoch
IpOrpeccUpoBaHUe WU peuuans rnociue tepanuu SoC nepsBoi JuHUU. B KOHKpeTHOM BapuaHTe
ocymectBieHus: aHtureno k PD-L1 mnpencrasmsier coboit mypeanymad (MEDI4736). B
BapHaHTaX OCYLIECTBJIEHUS aHTUTENO K PD-L1 BBOAST, OMHOBPEMEHHO JHOO MOCIENOBATENBHO,
COBMECTHO C 3()(eKTUBHBIM KOJMYECTBOM APYIOro MPOTHBOPAKOBOIO TEPAIEBTUYECKOTO HIIN
UMMYHOTEpAeBTUYECKOr0  CpeacTBa, Hampumep, anturena k CTLA4, Takoro kak
TpeMeInMyMa0, WIH €r0 AaHTHIeHCBSI3bIBAIOLIEr0O (parMeHTa.

PD-L1

Ponb MMMyHHOH CHCTEMBI, B YaCTHOCTM LMTOTOKCHYHOCTH, omnocpenoBaHHon T-
KJIETKaMH, B KOHTPOJIE OIyXOJiel Xopomo u3BecTHa. IlosiBisiercss Bce OoJblie TOKA3aTelIbCcTB
TOro, YTO T-KJIETKH KOHTPOJIUPYIOT POCT OMYXOJH U BbDKMBAEMOCTD MMALIMEHTOB C PAKOM KakK Ha
PaHHMX, TaK U Ha MO3IHHUX cTaausx 3abonesanus. OnHako onmyxonecnenupuyHble T-KIeTOYHbIe
OTBETHI y MALMEHTOB C PAKOM TPYIHO (POPMHPOBATE U MOAEPKUBATS.

B nByx myTsx MoAynupoBaHHs T-KJETOK, KOTOpble BaXKHbI Ul (PYHKIMM HMMYyHHBIX
KJIETOK, CHTHaJ Tiepenaercs uepe3 Oenku juraHa 1 Oenka mporpaMMHUpyeMoil THOeNu KJIeTOK
(PD-L1, rtaxxe wusBecTHolii kak B7H-1 wnu CD274) u antured 4 nurorokcuyeckux T-
mum¢pouutos (CTLA-4, CD152).

PD-L1 sBnsiercst 4acThlO CIOKHOW CHUCTEMbI MUMMYHOMOAYJHPYIOLIUX PELENTOPOB U
JUTaHAOB, KOTOpbIE Y4YaCTBYKOT B KOHTposie aktuBauuu T-kierok. bemox PD-L1 sBasercs
IpeACTaBUTENeM CceMelcTBa B7 nHuraHmos, KOTOpble HHTHOMPYIOT aKTUBHOCTH T-KJIETOK
nocpencTsoMm cpsizpiBaHus ¢ peuentopom PD-1 u ¢ CD80. B nopmanpHbeIx TKaHsax PD-L1

sKcmpeccupyercs  Ha  T-kierkax, B-kimerkax, JeHAPUTHBIX  KIeTKaX, Makpodarax,
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ME3€HXHMMAJIbHBIX CTBOJOBBIX KJIETKAX, TYYHBIX KJIETKaX KOCTHOMO3TOBOIO IPOUCXOKAEHUS, &
TAK)KE€ HA PpA3MUYHBIX KJIETKAaX, He SBJAIOLINXCA remMonosTuueckuMu. Ero HopMmanbHOI
byHKIMEH sBisgeTCS peryysnus OanaHca MEXIy AakTHBALMeW M TOJEPAHTHOCTBIO T-KJIETOK
NOCPEACTBOM B3aMMOJEHCTBHUS C €ro ABYMS pELEeNTOPHbIMH OeKaMu: "6enkom 1
nporpammupyemoit rudenu kinetok" (takxke n3BecTHbIM Kak PD-1 wimn CD279) u CD80 (Takske
u3BeCcTHbIM Kak B7-1 umu B7.1).

PD-L1 Takxke 3SKCIpeccHUpyercsi OMyXOasIMU U AEHCTBYeT BO MHOXKECTBE O4Yaros,
NIOMOTasl OMYXOJISIM U30€erath BBISIBICHUS U YCTPAHEHUS UIMMYHHON cucTeMol xo3simHa. PD-L1
HKCIPECCHPYETCs C BBICOKOH YacTOTOH MpU IHUPOKOM criekTpe ¢popM paka. Dkcnpeccust PD-L1
kak B omyxoneBblx kierkax (TC), Tak u B MHOUIBTPUPYIOLUINX OMYXOJb UMMYHHBIX KIJIETKaxX
(IC) mrayuupyercs NMpOBOCHAIMTENBHBIMUA CHUTHAJIAMH, KOTOpPbIe OOBIYHO ACCOLMHPOBAHBI C
allanTHBHBIM HUMMYHHBIM OTBeTOM (Hampumep, Beipabotkoil IFNy). Ilpu cBsspiBanuu PD-L1 ¢
PD-1 Ha akTuBHpoBaHHBIX T-Kj€TkaX MHMHOMPYIOLIMH CUrHAJ AocTaBisAercs B T-KJIeTKH, TeM
CaMbIM 3alLlHINasi OMyXOJdb OT UMMYHHOH siuMuHammu. PD-L1 Takxe moker MHrHOMpoBaTth
aKTUBHOCTb T-KJIETOK IyTeM cBsi3biBaHusA ¢ CD80, XOTs TOUHBIN MEXaHU3M HAaXOJIUTCS B CTaIUU
m3ydenusi. [Ipum HekoTopbix ¢opmax paka skcrpeccusi PD-L1 Oputa accoumupoBaHa co
CHIDKEHHEM BBDKHBAEMOCTH W HEOJNArONPHUSTHBIM IPOTHO30M. AHTHUTENA, KOTOpble OJIOKHPYIOT
B3aumogelicteue Mexxny PD-L1 u ero peuentopoM, crnocoOHbl kK ocnabmenuto PD-L1-
3aBHCHMBIX UMMYHOJENPECCHBHBIX 3(P(EKTOB M K YCHIEHHIO LUTOTOKCHYECKOH aKTHBHOCTHU
IPOTUBOONYXOJIEBbIX T-KIETOK in Vifro. Kpome TOro, uccienoBaHus in vivo NMOKa3ald, 4TO
aypBanyMad MHIHOMPYET POCT ONMYXOJH B KCEHOTPAHCIUIAHTATHBIX MOJEINSAX IocpencTsoM T-
KJIETOUHO-3aBUCUMOro MexaHu3Ma. be3 orpanndeHus kakoi-nmmubo Tteopuel, nypsamymad B
crocobax COrJIaCHO HACTOSIIEMY M300PETeHUIO CTUMYJIHPYET MPOTHUBOOMYXOJIEBbIH UIMMYHHBIH
OTBET y CyOBEKTa C PAKOM MOYEBOTO My3bIpst IyTeM cBsizbiBaHus ¢ PD-L1 u cnBura 6ananca B
CTOPOHY IIPOTUBOOMYXOJIEBOTO OTBETA.

CTLA4

B ormumume ot PD-L1, anturen 4, acCOLUMMpPOBAHHBIM € LUTOTOKCcHYeckumMu T-
mum¢pouutamu (CTLA-4), KOHCTUTYTHBHO 3KCIPECCUPYETCSl PEryJSTOPHbIMU T-KJeTKaMH, U
€ro SKCIpeccHsl MOBbIIeHAa Ha akTuBHpoBaHHbIX T-kinerkax. CTLA4 cnyxur B KadecTse
KOMHrUOWTOpa Hisi yaep:kaHus T-KJIETOYHBIX OTBETOB 1OA KOHTposnem mocie CD28-

onocpenoBaHHON akTuBauuu T-kjetok. Ilojararor, 4To mocne mnpusiedeHUs T-KJIETOUHBIX
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peuentopoB (TCR) CTLA4 perynupyeT aMIUIUTyly paHHEH aKTUBaLUU HEOOY4YeHHbIX T-KJIETOK
u T-kIeTok maMsATH U SBJISETCS YacThbIO LEHTPAJbHOIO HHTHOMPYIOLIEro IMyTH, KOTOPBIH
OKa3blBaeT BJIMAHUE KaK HAa IPOTHBOOIYXOJEBbII HMMyHHUTET, TaK M Ha ayTOUMMYHHTET.
CTLA4 skcnpeccupyetcst TiaBHbIM 00pa3oM Ha T-kjeTkax, u skcrpeccus ero guranaos CD8O
(B7.1) u CD86 (B7.2) B 3HaUUTENbHOH CTENEHH OrPaHUYMBAETCS AHTUT€HIPE3EHTHPYIOIIUMU
KJeTKamMH, T-KJIeTKaMH U JAPYTHMH KJIETKAMH, OMOCPEenyrIIMMU UMMyHuTeT. CBs3pIBaHNe
CTLA-4 ¢ CD80 wmu CD86 Ha MHQUIBTPUPYIOIIUX OMyXONb HUMMyHHbIX kieTtkax (IC)
NPUBOANT K HWHruOupoBaHuro  aktuBaumu T-kmerok. Coobmanoce O TOM, dYTO
anraronucruueckue anturena Kk CTLA4, xoropeie Omokupyror curHanbHbii nyTe CTLAA4,
yCUIMBAIOT akTuBauuio T-knetok. OfHO Takoe aHTHTeNo, unminmymad, osuto onodpeno FDA B
2011 romy nms nedeHws: MeractaTudeckoil MenmaHombl. [lpyroe antuteno k CTLAA4,
TpemenumyMad, TecTHpoBaiu B HCHbITaHusX Il ¢asbl B OTHOLIEHMM JICYSHHs 3aImyIlEeHHOM
MENIaHOMBI, HO B TO K€ BpEMsI OHO CYLIECTBEHHO HE YBeIMYMBaeT OOLIYI0 BBDKHBAEMOCTb
MAIMEeHTOB 10 CPABHEHHIO CO CTAHAAPTOM JIeYeHHs (TEMO30JIOMUIOM WK TakapOa3uHOM).
AnTnrena k PD-L1

AnTHTeNa, KOoTophle crnenu(puuHo CBs3bBAIOT PD-L1 M MHrHOMPYIOT €ro akTHBHOCTb
(manpumep, ces3piBaHue ¢ PD-1 w/mnm CD80), mpuMeHMMBbI IJIs1 JIeYeHUs] paka MOUYEBOTO
ny3bipst (Hanpumep, UC).

Hypsanymad (MEDI4736), nmmroctpatuBHoe antureno k PD-L1, npencrasnser coboit
YeJIOBEUECKOe MOHOKJIOHAJIbHOE aHTuTesno (mAb) (ummynornobymun Gl (IgGl) xanma),
CO3JJaHHOE  METOJAaMU  TEeHHOW  HH)KEHepUM  JUId  CHIDKEHHMs  AHTHUTEeNI03aBUCUMOMN
KJIeTouHoomnocpenoBanHol nurorokcnyHoctu (ADCD). JlypBanymab cesseiBaercst ¢ PD-L1 u
Onokupyer ero B3aumonelicteue ¢ peuentopamu PD-1 nHa T-kietkax u peuenTopamu-
knacrepamu nuddeperuuposku (CD80, B7.1) Ha MHOUIBTPHPYIOIIMX OMYyXOJb WMMYHHBIX
kierkax (IC). Jdypsanymad moxer ocinabmnste onocpenosannoe PD-L1 nmopaBneHue akrupauuu
T-kneTok venoBeka in Vilro myTeM aHTarOHUCTHYECKOTO BJIMSIHHMS Ha MHTHOMPYrOUuit 3¢dexT
PD-L1 B orHOLIEHUU NEpBUYHBIX T-KJIETOK 4Y€IOBEKA, YTO NPUBOAUT K BOCCTAHOBIEHUI) HX
nponudepamu U BbIcBOOOXKAeHNIO0 ramma-unTepdepona (IFNy), u moxker HHruOMpoBaTh pocT
OIYyXOJIN B KCEHOTPAHCIIJIAHTATHOW MOJIENIN MOCPENCTBOM T-KIJIETOYHO-3aBUCHMOIO MEXaHNU3MA.

Hudopmanuro, xacaromyrocs aypeaiymada (wiu ero (pparMeHTOB) Uil IPUMEHEHHS B

cnocobax, MpenyCMOTPEHHBbIX B JaHHOM JOKyMeHTe, MOKHO Haiitu B marteHte CIIIA Ne
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8779108, packpelTHE KOTOPOTO BKJIIOYEHO B JAHHBIN AOKYMEHT MOCPEACTBOM CCBUIKH BO BCEH
cBoeii nonHoTe. JlomeH aypBanymada, NpeacTaBIsIIOIUi COO0H KPUCTAIUTU3YIOIUICS GparMeHT
(Fc), comepkut TpOWHYIO MyTallM0 B KOHCTAHTHOM noMmeHe Tspkenmou memw IgGl, xotopas
yMeHbIIAaeT cBs3biBaHMe ¢ komroHeHToM Clq cucremel kommemeHnTta u Fcy-penenropamuy,
OTBEYAIOIIMMH  3a  OINOCPEIOBAHHE  AHTUTENIO3aBHCUMOH  KJIETOYHOONOCPEIOBAHHON
utotokcuuHoctu (ADCC).

Hypsanymad (MEDI4736) u ero aHTUreHCBsI3bIBatOIINE (pparMeHThl Ul IPUMEHEHUs B
criocobax, MpeayCMOTPEHHBIX B JAHHOM JOKYMEHTE, COAEPKaT TSLKENyIo Lielb U JIETKYIO Lelb
Wi BapuabenbHY0 00JacTh TSDKENOW Lenu W BapuadenbHyr o00jacTh Jjerkoil uenu. B
KOHKPETHOM acIeKTe AypBalyMal WM ero aHTUT'€HCBSA3bIBAIOIIUI parMeHT Al IPUMEHEHUs B
crocobax, MpeayCMOTPEHHBIX B JAHHOM JOKYMEHTE, CONEP KUT BapruabenbHyI0 00IacTh JIerKon
Leny, COAEpIKAIlyK aMHUHOKHUCIOTHYK mnocnenoatenbHocTe moxgy SEQ ID NO: 3, wu
BapuabeNnbHyI0 00JacTh TSXKENON LeMH, COAep Kallyl0 aMHUHOKHUCIOTHYIO NOCIe0BaTelbHOCTh
nog SEQ ID NO: 4. B KOHKpPETHOM acrekTe AypBajiymMad WM €ro aHTHUT€HCBSI3bIBAIOIINN
(dparMeHT AN MpUMEHEHHUs B Crocodax, MPeIyCMOTPEHHBIX B JAHHOM JOKYMEHTE, COAEPIKUT
BapuabenbHYl0 00NacTh TsDKEIOH uenu W BapuabenbHYHO o00JacTb JIETKOW LEMmH, TIe
BapuabenbHas o0nacTh TSKEIION LeTH COAePKUT onpeneneHHble o Kabat nocnenosarensHocTH
CDRI1, CDR2 u CDR3 mnon SEQ ID NO: 5-7, u raoe BapuabenbHass 00JacTh JIETKOH Lienu
conepkut onpenenennbie no Kabat nmocnenosarensnoct CDR1, CDR2 u CDR3 nox SEQ ID
NO: 8-10. Cpennue cnenuaIucThl B JaHHOH 00JacTH cMOryT Jierko uneHtuduiuposats CDR,
ompenenennbie mo Chothia, onpemenenHeie mo Abm, onpemenennele 1no Kabat wmm
OIpeIeNieHHbIe COTJIACHO IPYTUM CHUCTEMaM, H3BECTHBIM CPEIHUM CIIEIHAICTaM B JaHHOU
obnactu. B kOHKpeTHOM acnekTe AypBajdyMald HJIM €ro aHTUIEHCBSI3BIBAIOIIUN (parMeHT 1Jis
IMPUMCHCHU B cnoco6ax, npeayCMOTPEHHBIX B JaHHOM AOKYMEHTE, COACPIKUT
nocnenosarenbHocTy CDR BapuabenpHOI oOnmacTu Tspkenod umenu U BapuabenbHON obnmactu
nerkoi nernu anturena 2.14H9OPT, packpseireie B WO 2011/066389 A1, koTOpast BKJIIOUEHA B
JAHHBIA JOKYMEHT IOCPEICTBOM CChUIKH BO BCEH CBOEH MOIHOTE.

CrocoObl ieueHust paka MOYE€BOI0 IMy3bIpsi, ONMCAHHBIE B JAHHOM JJOKYMEHTEe, OCOOEHHO
s dexkTHBHBI A1 CYyOBEKTOB, UMEIOIUX pak MO4YeBOro my3bipsi, a uMeHHO UC. CriocoObI Tak:xke
3¢ EeKTUBHBI IS JIeUeHUs] CYObEKTOB, PAKOBBIE HIIM OIyXOJIEBbIE KJIETKH WM TKaHb MOYEBOTO

My3bIPsi KOTOPBIX ObLTH HASHTU(PHUIMPOBAHBI Kak skcrnpeccupyromue PD-L1 Ha HU3KUX ypOBHSIX
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(c Hmxkum ypoaeM PD-L1) wmmum PD-L1 Ha OTCYTCTBYIOIIMX/HU3KHX VpPOBHSX (C
HHU3KHUM/OTCyTCTBYIOIUM ypoBHeM PD-L1), B Tom uncie knerku uinn tkanb UC. Kpome Toro,
CIOCOOBI, OMMCAHHbIE B JAHHOM JAOKYMeHTe, 3 (QeKTUBHBI [JI JIeueHHUsl paka MOUEBOTO My3bIps,
Harpumep, UC, y cyOBeKTOB, UMEIOIUX PaKOBbIE OMyXOJIH Mo4ueBoro my3sips (Hanpumep, UC),
skcnpeccupyromue PD-L1 Ha BBICOKMX YPOBHSX (HampuMep, OMyXOJIU € BBICOKUM ypoBHeM PD-
L1).
JlocTynHble B HAaCTOsIIIee BpeMsi BHAbI TEPANHMH 3ANYIIEHHBIX HWJIH METACTATHYECKHX
yporeauanabHbIX KapuuHoM (UC) u cBsi3aHHBIE ¢ HUMH He0CTATKH
HauanbHas Tepanust Jist JJe4eHUs] MECTHOPACIIPOCTPAHEHHOI 0 3200J1eBAHMS

MectHopacnpoctpaeHHy0 UC 0OBIMHO JieyaT ¢ MOMOIIBI0 PAAUKAIbHON [IUCTIKTOMHUU
M HEOaJbIOBAHTHOW M amblOBaHTHONH xumuorepanuu. CucremMHas KOMOWHHMPOBAaHHAs
XUMHOTEPAIUsl CPEACTBOM Ha OCHOBE IJIATHUHBI SIBISIETCS IMPENIOYTUTENbHONH CXeMOW Kak B
HEOA[bIOBAHTHOM, TaK U B aABIOBAHTHOM pexuMme. IlanueHTel, y KOTOpBIX peLUIuB
3aboneBanusi HabOmromaercss Oojiee 4yem uepe3 12 MecsleB TMOCHAE HEOAIBIOBAHTHOW WJIH
aJIbIOBAHTHON TepaIuy, MOTYT OBITH MOJBEPIHYTHI IOBTOPHOMY JICUEHHIO C IIOMOLIBIO Teparnuu
C UCTIONIb30BAHHMEM IIPENapaToOB IUIATHHBI B KauecTBe cxeMbl nepBoi suHuu (1L), kak ommcaHo
Hwke. OnHako y mpuMepHo 25% mnanueHToB peuuans 3a0oneBaHust HaOIIONaeTCs B TeUeHue |
rojia mocje Tepanuu. JTU MaLUeHThl He yIOBIETBOPSIOT KPUTEPUAM Ha3HAYEHUS CTAHIApTHOU
TEpAINH C HCIIOIb30BAHHUEM NPENAapaTOB IUIATUHBI U UIMEIOT OIPAHUYEHHbBIE BAPHAHTHI JICUECHHUSL.
Tepanusi mnepsBoii JHHMH ¢ HCHOJbL30BAHHEM MPENapaToB IUIATHHBI [JIs1 JieYeHHUs!
MEeCTHOPACMIPOCTPAHEHHOI0 HJIH METACTATHYECKOro 3a00/1eBaHHUsI

Jnsg mauMeHToB € MeCTHOpacmpocTpaHeHHOH uiu Mmeracratudeckoil UC cucremHas
KOMOMHHMPOBaHHAs XUMMOTEpAIus, BKIIOYAIOINas MPUMEHEHNe LUCIUIaTHHA, BBEACHHAs MOYTU
30 mer Ha3anm, B Hacrosimee Bpems siBisieTcss craHzaproM JedeHus (SoC). Xummorepamus
nepsoii nuHuM (1L) BKIIOYaeT NpUMEHEHHWE IMCIUIATHHA/TeMIUTa0NMHA HIIM METOTpPEeKCaTa,
BuHOnacTnHa, ADRIAMYCIN' (nokcopybuumna) u uucriatnia (MVAC). B pamkax 5THX
CXeM JICUEHUs JOCTHTAJIMCh MOKa3aTeu 4acToThl 00bekTuBHOrO oTBeTa (ORR) OT 46% 10 60%,
MenuaHHas BbDKHMBaeMOCTb Oe3 mporpeccupoBanus (PFS) or 7 mo 8 mecsaueB m mMennanHas
obmas BeikuBaeMocTh (OS) ot 13 o 15 mecsaues npu cxeme Tepanuu 1L. Ograko npumepHO
TIOJIOBHHE MAIMEHTOB He MOAXOJUT XUMHOTEPAaIlns, BKJIIOYAOLIast IPUMEHEeHNe [IUCIUIATHHA, U3-

3a TIOXOrO OOINEro COCTOSIHMS, HApyIIeHHs (PYHKLUHU MMOYEK WM COMYTCTBYIOLIEH MaTOJIOTHH,
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TaKMM TallieHTaM OOBIYHO HA3HAYAT TMaJUIHATHBHYK) TEparMi0 COIJIaCHO CXeMe ¢
UCTIOJb30BAHMEM KapOOIJIATMHA WM MOHOTEPANHI0O TaKCAaHOM WJIM TeMIUTa0MHOM. OTH
crocoObI ieyeHnst MeHee 3G (HEeKTUBHBI, YeM XMMHOTEPATHs ¢ UCTIOJIb30BAHUEM ITUCTUIATUHA, U B
HUX JOCTHTAIOTCs TOKasaTeaun dYactoThl oObekTHBHOro oteBeta (ORR), cocrasmistomue
npumepHo 30%-40%; menuanHas PFS, cocraBnsiomas npuMepHO 3-6 MecsLEB; U MeIHaHHas

OS, penko npesbrmaromas 10 mMecsiies.

Tepanusi moc/ie npuMeHeHHs1 NPENAPATOB MJIATHHBI

HecMmoTtpst Ha KIMHUYECKYIO MOJb3Y pekuma 1L, y mauueHTOB HeU3MEHHO MPOUCXOIUT
IpOrpeccrpoBaHue 3a00JeBaHus 1OCHe MPeKpaIleHss UMH MTOJyYeHUs XUMHOTEPaIuy, Jaxke y
TeX TMAaLMeHTOB, KOTOPbIe H3HAYAJbHO OTBEUAOT Ha Xumuorepanuwo. Ilpumepno 6500
nanveHtoB B CIITA exeromHo mnepexonsT Ha Tepamnui BTopoi nuHMM (2L) nns nedeHus
MECTHOpaCIpOCTpaHeHHON uimn meractatudeckoit UC.

B nacrosmee Bpems B CIIIA He cymecTByeT NOCTYNMHOW Tepanuu WIJIM CTaHIAPTHOMN
Tepanuy I MAlMeHTOB, Y KOTOPBIX HAaOI0AaIoCh IPOrpeccupoBaHme nocjie repanuu 1L wmn y
KOTOPBIX MPOU3OIIE PELUIUB B T€YEHHE | roja mocje HeOaJbFHOBAHTHOW WM aJbFHOBAHTHOMN
tepariui. B EBpome BunbayHuH ObU1 omoOpen st Tepanuu 2L Ha  OCHOBaHHH
PaHAOMH3UPOBAHHOIO UCIIBITAaHUA (a3bl 3, B KOTOPOM CpaBHMBAJIM KOMOMHALMIO BUH(IYHUH +
Haunyuiras noaaepkusaromast tepanusi (BSC) u BSC B otnensHocTn y manmentos ¢ UC, y
KOTOpPbIX HAONIOAAJOCh IporpeccHpoBaHMe Tmocne xumuorepanuu 1L,  Bmrouaromeit
IpUMEHEHHe IpenaparoB IaTHHeL. OIHAKO B 3TOM HCIHBITAHUM HE ObUIA JOCTHTHYTA €ro
nepsuuHasi KoHewyHas Touka OS. Amnocrepuopsblii MHoOrodakropHsiii anamms Kokca ¢
MIOTIPABKOM Ha MPOTHOCTHUECKHE (PAKTOPbI TOKa3aJl CHUKEHHWE pHucka cMmeptu Ha 23% vy
HanyeHToB, nonydasmux BuHGIyHEEH + BSC, o cpaBHeHuto ¢ TemMu, KTo mosydan Toabko BSC
(otnomenune puckos [HR] = 0,77 [95% CI. 0,61, 0,98]; p = 0,036). B mnonymsuuuy,
yIOBJIETBOpsAOIEH kpurepusM, MenuanHast OS Obuta Gonblued [ MALMEHTOB, MOJTYYaBLINX
nedenre BuHGayHUHOM + BSC, uem ans manueHToB, MONy4yaBIIUX JiedyeHHe ¢ nomoupio BSC
(6,9 B cpaBaeHuu ¢ 4,3 mecsiia coorsercTBeHHO;, HR = 0,78 [95% CI: 0,61, 0,99]; p = 0,040).
Vnyumennyto ORR (8,6% B cpaBuenuu ¢ 0%, 95% CI: 5,0%, 13,7%; p = 0,006) u MmenuaHHyrO

PFS (3,0 B cpaBHenuu ¢ 1,5 mecsua; p = 0,001) HaOMr0mamM B MOANAIOLIESHCS OLICHKE MOMYJISILIHH
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NAalMeHTOB. B uCHBITAHUM MeOWaHHas NPONOJLKUTENbHOCTh oTBeta (DOR) Ha Tepamuro
BUH(JIYHHHOM cocTaBsina 7,4 Mecsua.

B CIIA Buabl Tepanuu MOCA€ MPUMEHEHUS NPENapaToB IUIATUHBI BKJIIOYAOT
NPUMEHEHNE BHE 3apernCTPHUPOBAHHBIX MMOKA3aHUH TakcaHa (omerakcena, MakjiIUTaKcena, HaO-
NaKJUTaKceNa) WIM KOMOWHAIMM MaKjiuTakcena ¢  remuurabuHoM. CBHUIETENBCTBA,
NOATBEP KAAIOLINEe OOOCHOBAHHOCTh TPUMEHEHHs 3THX CPEICTB, B OCHOBHOM IIOJy4Y€HBI M3
HeOONBbINNX HEKOHTPOJIUPYEMBIX HCCIeNoBaHui (as3sl 2 ¢ KpaiiHe N3MEHUYNBBIMH Pe3yJIbTaTaMHu,
KOTOpbIE 3aBUCAT OT BbIOOpA MALIMEHTOB. AHAJINU3 YaCTO MPUMEHSIEMOro JIeueHHs BTOPOH TMHUU
(2L) ¢ wucmonb3oBaHMEM NHTOTOKCHYECKHX CPEICTB MOHOKOMIIOHEHTHOW XHUMHOTEpanuu
npoaeMoHcTpuposal, yTo nokasarean ORR cocrasnsim npumepso 10%, a OS He yayuiianacs.
Mera-aHann3 MOHO- M JBYXKOMIIOHEHTHOM XuUMUOTepanud 2L, BKIOUarOIIell NPUMEHEHHE
LUCIUIaTHHA WM KapOornatuHa, nokasan ynydmeHne ORR (14,2% B cpasrenun ¢ 31,9%
COOTBETCTBEHHO) JJIsl IBYXKOMIIOHEHTHOM XMMHUOTEPAINK U HEOOBIOE Pa3Inine B MEAUaHHOMN
PFS (2,7 B cpaBaenuu ¢ 4,1 mecsa cooTBeTcTBeHHO) M MenuanHoit OS (7,0 B cpaBHeHHH C
8,5 mecsiua) coorBeTcTBeHHO. OOBENMHEHHBIC MAaHHBIE W3 JECSATH HCIbITAHUN (a3bl 2, B
KOTOPBIX OIIeHMBaNach xumuorepanusi 2L, Ouojormueckue mpemnapatbl U KOMOMHHpPOBAHHAs
Tepanusi C MCIOIb30BAHUEM XUMHOTEPANUU U OHOJOTHYECKHUX CPEACTB, MPOJEMOHCTPHPOBAIN
nokasarenb OS depes 12 mecsues, coctassirornuii 20% (95% CI: 17, 24).

O™ BUABl XUMHOTEPANUU  SIBJISTIOTCS  MAJUIMATUBHBIMU U XAPAKTEPU3YIOTCA
3HAYUTENIbHBIMU ~ HEOJArOMPUSTHBIMH ~ PEAKLHMSIMH, KOTOPbIE  MOTYT  NPHUBOOUTH K
HerepeHoCcuMocTH JiedeHusi. Coobmanoce 0 TOKCHYHOCTH 3 WK 4 CTEeNeHH, KOTOopasi BKIF0Yaa
0e3 OrpaHMYeHHS HEWTPONEHWIO, AaHEMHUIO, YCTaJIOCTh, 3amop W TPOMOOLUTOIEHHIO.
MecTtHOpacnpocTpaHeHHass unu Metacratudeckas UC y manueHTOB, KOTOpbIE paHee MOoydaiu
TEPAIUIO C UCTIOJIB30BAHUEM IPETIAPATOB IUIATHUHBI, SIBJISIETCS CEPbE3HBIM M ONACHBIM JIS YKU3HU
COCTOSTHHEM, JUIsI KOTOPOro 0O0CHOBaHHO HEOOXOMMBI HOBbIE BU/IbI JICUEHHS U CXEMbI TEPAITHH.
B cnocobax cornmacHo HacTosIeMy H300pETEHHIO MPEAyCMOTPEHbI TaKHe HEOOXOAUMBIE BHIBI
JeueHust U cxeMmbl Tepanuu A nauueHtoB, umeromux UC, 3anymennyro UC unun
metactarnueckyro UC.

MoHoTepanusi HJIH KOMOHMHHPOBAHHASI Tepamusi ¢ nomompbl aHtutena k PD-L1

(aypBajiyma0a) AJsl Je4eHHs] paKa MO4eBOro my3bipsi, Hanpumep, UC
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CnocoObl, oOmHMCaHHbIE B JAHHOM JOKYMEHTe, O0eCleYrBalOT MEIULUHCKYIO |
KJIMHUYECKYIO TIONb3Yy, CBSI3aHHYIO C BBeAeHUeM aHtutena k PD-L1, takoro xak aypsanymad,
CyOBEeKTY, UMEIOIeMy pak MOYeBOro my3bips, Hanpumep, UC, u HyXKAarolemMycs B JI€UeHUH, B
3¢ PEeKTHBHOM KOIMUECTBE Ul JICUSHHs paka Mo4eBoro mysbipsi, Harpumep, UC, y cyObexTa.
Tepanesrrueckast mosp3a antutena k PD-L1, B yacTHOCTH nypBanmyMada, B Ka4eCTBE CPENCTBA
MOHOTepanuy Win JieueHus: nepsoi nunuu (1L) npu pake modeBoro mys3bips, TakoM kak UC,
OIMCaHa B TaHHOM NOKYMEHTE U IIPOAEMOHCTPUPOBAHA B IpUMeEpax.

B Hacrosiee Bpems B CIIIA HeT HU JOCTYNHOM Tepanuu, HU CTAaHAAPTHOW Teparnuu JJist
NALUEHTOB C MECTHOPACHPOCTPAHEHHON WJIM METACTaTHUYECKOH YpOTeIualbHON KapLUHOMOM
(UC), y KoTOpBIX HAOMIOAANOCh MPOTPECCUPOBAHHUE MOCHE Tepanuu nepBoit sunuu (1L) wm y
KOTOPBIX MPOW30INEN PEHHUIMB B T€YeHHE | roja mocje HeOaJbIOBAHTHOW HIIM aIbIOBAHTHON
Tepaluy, HalpuMep, BKIIOYAIOIIEH JieueHHe C  IOMOLIBI0  IJIATHHOCOAEP:KALIEro
XUMHOTEPANEBTUYECKOrO  JICKAPCTBEHHOIO ~ CPEACTBA WM CXEMbl  IpU€Ma  TaKOro
JICKaAPCTBECHHOI'O CpeaACTBaA. BI/I)IBI XUMHUOTEPAIIUU ITOCJIE ITPUMCHCHUS MPENapaToB IJIATUHBIL, KaK
NPaBUJIO, SBJSIIOTCS — NAJUIMATUBHBIMHU, XAapaKTEPU3YsCh  OIPAHUYEHHONW  KIMHUYECKOU
3 PEKTUBHOCTHIO u 3HAYUTEIbHBIMU HeOJIaronpus THBIMH peaKIUsIMH.
MecTHopacnpocTpaneHHas win meractarindeckass UC npencrasisier coOoi OnacHoe IJIsl JKU3HH
3aboneBaHue, sl KOTOPOTrO CYIIECTBYeT OOJbllasi HEyAOBJIETBOPEHHAs MOTPEOHOCTh B HOBBIX
BapHUaHTax JICUCHUSA TMAaLlUCHTOB, Y KOTOPbIX Ha6n}0)1an001> MporpeCCUpOBaHu€ BO BPEMs WUIIU
Nocjae TMPOXOXKACHUs JIEYEHMs], BKIJIIOYAKOIIEr0 CXeMy IpueMa IUIAaTHHOCOAEP KAILEero
XHUMHOTEPANEBTUYECKOI O JIEKAPCTBEHHOI'O CPENICTBA.

CoOTBEeTCTBEHHO, YTOOBI YIOBJIETBOPUTH 3Ty NOTPEOHOCTb, CHMOCOOBI COTJIACHO
HACTOSIIIEMY  HM300peTeHut0  ol0ecneunBarOT 3(PQPEKTUBHYIO  TEPANEeBTUYECKYIO  IOJb3Y,
CBSI3aHHYIO C TpuMeHeHueM aHTurena k PD-L1, B wactHocTm nypsamymaba, aisi Je4eHHs
cyOBeKTa, MMEILIEro pak MoueBOoro my3blps, Takoi kak UC, u ansa neueHus cyObekra,
UMEIOLIEero paKk Mo4eBOro mys3bips, Takoi kak UC, y KOTOpOro pak NnporpeccupoBail Wi Y
KOTOPOTO MPOM30LIET PElHUINB B TEUSHHE rojia Mocie JedeHus paka nepsoi smuun (1L), xak,
HampuMep, C TMOMOLIBK IUIATUHOCOAEP:KALIEr0 XUMHUOTEPANEBTUYECKOrO JIEKAPCTBEHHOTO
CPeACTBa UM CXEMBI IIpHeMa TaKOTo JIEKAPCTBEHHOT'O CPECTBA.

B BapmaHTax OCYyLIECTBIIEHHS BCEX OIHMCAHHBIX CIIOCOOOB COIJIACHO HACTOSIIEMY

N300pETeHUI0 Y CYOBbeKTa, MPOXOISINEro JISYSHHE FITH MOJJIEKAIIEro JICYSHHIO B COOTBETCTBHU
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CO crmoco0aMu COTJIACHO HACTOALIEMY H300pETeHHI0, HASHTU(DHIHMPOBAHO HAUYHE paka
MoueBoro myselps, B uactHoctu UC, ¢ pasnuuHbIMH ypoBHsiIMH dkcrnpeccun PD-L1. B
HEKOTOPBIX BApHAHTAX OCYLIECTBJIEHHUS PAKOBbIE MM OMyXOJIEBble KJIETKH MM TKaHb CyOBbEKTa
c pakom MmoueBoro my3eips, B yactHoctu UC, skcmpeccupyror PD-L1 nHa ypoBHAX oOT
OTCYTCTBYIOIIMX A0 HU3KUX (C HM3KUM/OTCYyTCTByrOUMM ypoBHeM PD-L1) umu PD-L1 Ha
BBICOKMX ypOBHsIX (C BbicOkuM ypoBHeM PD-L1). CormacHo Hacrosiiemy H300peTeHUIO
crnocoObl JieYeHWs, BKIIOYAKOIIME MpuMeHeHue antutena k PD-L1, u B uacTHOCTH,
aypBaidymala, AJd JleueHus paka MoueBoro myseips, ocodeHHo UC, OXBaTbhIBalOT BBEAEHUE
Hy>KHaromemycss cyobekTy 3¢ ¢ekTuBHOro kojuuecTBa antutena k PD-L1, B wyactHOCTH
aypsanymala, A JieUueHHsl paka MOUEBOro Mmy3bipsi cyObekrta, Hanpumep, UC, ecnu pak wiu
OMyxoJib WAEHTU(OULUPOBAHBI B OTHOIIEHWH 3kcrmpeccun PD-L1 kak xapakTepusyroiimecs
HU3KUM/OTCyTCTBYIOIUM ypoBHeM PD-L1 mnu Beicokum ypoBaem PD-L1. B ogHOM BapuanTe
OCYILECTBJICHUs] PAKOBasl WM OINyXOJIeBasl KJIETKAa WM TKAaHb CYUTAETCSl XaPAKTEPU3YIOILENCs
HU3KHUM/OTCyTCTBYIOIUM ypoBHeM PD-L 1, eciu yposens skcnpeccun PD-L1 cocraisier meHee
25% 1o CpaBHEHHIO C MOIXOASIIUM KOHTPOJEM, HAmpuMep, NP U3MEPEHHH C IOMOILBIO
UMMYHOTUCTOXMMHYECKOTO AaHalnW3a WM aHaIW3a OKpamMBaHusa. B ogHOM BapuaHTe
OCYILECTBJICHUs] PAaKOBas WJIM OINyXOJieBasl KJEeTKa WIM TKAHb CUUTAETCS XapaKTepU3yHollencs
BbICOKUM ypoBHeM PD-L1, eciu yposens skcnpeccun PD-L1 npesbiuaer 25% no cpaBHEHHIO €
MNOIXOASIIUM KOHTPOJIEM, HAlpUMep, NMPU U3MEPEHUN C TIOMOIIBI0 UMMYHOTIHCTOXHMHYECKOTO
aHanIM3a WM aHanu3a okpammBaHus. Kak OyneT NMOHATHO NMPaKTUKYIOIEMY CIEHaNCTy B
JTaHHOW 00JIaCTH, NMOPOTOBbIe 3HaUeHHs ISl dkcnpeccud PD-L1 B pakoBBIX WM OMyXOJIEBBIX
KJIETKaX W TKaHAX, ONpenensieMbIX Kak skcrpeccupyoomue PD-L1 Ha HU3KHX/OTCYTCTBYIOLINX
ypoBHsAX PD-L1 mnu BbicOKMX ypoBHsAX PD-L1 1o cpaBHEHMIO C KOHTPOJNBHBIMH YPOBHSIMH,
3aBUCAT OT THIA aHAJIN3a WIH aHAJIM30B, UCMONb3YEMbIX I onpeneneHus skcnpeccun PD-LI;
TaKHe aHAJIN3bI JIETKO MOTYT OBITh MPHUMEHEHbI HA MPAKTHKE CIIELUANINCTaMHU B JAHHOH 00J1acTH.

B BapmaHTax OCYLIECTBJECHHUS] BCEX YIMOMSHYTBIX BbIIE CIOCOOOB aHTUTeNno k PD-L1
npexacrasiser coboil nypsanymad, BBOAMMBIA B 3¢(dexkTuBHOM KoiudecTBe (Mam 1o3e) or 1
MI/KT 10 S0 MI/KT, Win OT NPUOIU3UTENBHO 4 MI/KT 10 5 MI/KT, wim ot S mr/kr g0 10 mr/kr, win
ot 10 mr/kr o 50 mr/kr, unu ot 10 mr/kr o 30 mr/kr, uwiu ot 10 mr/kr o 20 mr/kr, uau 10
mr/kr, uin 20 mr/kr, unu 1500 mr pas B Heneno, pa3 B aAse Henenu, (Q2W), pas B Tpu Hexenu

(Q3W), pa3 B uetnipe Henenu (Q4W), pa3 B msith Henenb (Q5W), pa3 B mecTh Hemenb (QO6W),
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pa3 B cemb Henenb (Q7W), pa3 B Bocemb Henenb (Q8W) u BILIOTH 10 pas3a B LIECTb MECSIIEB HIIH
pexxe. B KOHKPETHOM BapHaHTE OCYIIECTBJIEHHS AypBaiymMald BBOIAT CYOBEKTYy C pakoM
MoueBoro my3bips, TakuM kak UC, B s¢pdexruBHom kommuectBe 10 mr/kr Q2W B kaudecTse
TEpaNeBTUYECKOr0 CpeAcTBa NPOTUB paka MoueBoro my3sips (mnum UC). B koHKpeTHOM
BapUaHTe OCYLIECTBJIECHUS AypBalyMal BBOIAT CYOBEKTY C PAKOM MOUYEBOTrO Iy3bIpsl, TAKUM Kak
UC, B sddextuBHomM komuvectBe 10 mr/kxr Q4W B KkauecTBe TepameBTHUECKOTO CpPEICTBa
npotuB paka MmoueBoro mny3bipsg (umm UC). B KOHKpETHOM BapuaHTE OCYILIECTBICHUS
nypBaiymad BBOIAT CYOBEKTY ¢ pakoM Mo4eBOro my3bips, TakuMm kak UC, B s3ddexkTuBHOM
kommyectBe 20 mr/kr Q2W B KadecTBE TEpareBTUYECKOrO CPeACTBa MPOTHB paka MOYEBOTrO
ny3bips (mnu UC). B xOHKpeTHOM BapuaHTe OCYLIECTBIEHUS AypBajdyMald BBOAAT CyOBEKTY C
pakom ModeBoro my3bipsi, Takum kak UC, B addexktuBHoM konmudectBe 20 mr/kr Q4W B
Ka4eCTBE TePANeBTUIECKOTr0 CPECTBA MPOTUB paka ModyeBoro ny3bips (i UC). B koHKpeTHOM
BapUaHTe OCYLIECTBJIECHUS AypBaIyMad BBOIAT CyOBEKTY C PAKOM MOUYEBOTO My3bIpsl, TAKUM Kak
UC, B adpdextuBHOM KommuectBe 1,5 1 Q2ZW B kadecTBe TepaneBTHYECKOrO CPEACTBA MPOTHUB
paka mouesoro my3bips (unun UC). B KOHKpeTHOM BapHaHTe OCYIIECTBIEHUS AypBaaymad
BBOZST CYOBEKTY C paKOM MOUYeBOro my3bIpsi, TakuM kak UC, B 3¢ dexTnBHOM KonmyecTe 1,5 T
Q4W B kadecTBe TepaneBTUYECKOrO CPEACTBAa NMPOTHUB paka MoueBoro mysbips (wmm UC). B
APYyroM BapuaHTe OCYyINeCTBieHUs aHTuteno k PD-L1, Hampumep, nypsamymald, BBOZST
BHYTPHUBEHHO, Kak, Hampumep, nyTeMm BHyTpuBeHHOW (IV) undysun. B omHom Bapmanre
ocyuiecTBieHus: antureno k PD-L1, Hanpumep, nypsanymal, nocTaBisieTcs ¢ momoiubo 1V
MH(Y3UN B TEUEHHE 3apaHee ONPEAEIEHHOro Iepuojia BpEMEHH, Kak, Harpumep, B TedeHue 10,
20, 30, 40, 50, 60, 70, 80 unu 90 MuHyT. B KOHKpPETHOM BapHaHTE OCYLIECTBJICHHs 1032
anturena k PD-L1, nHanpumep, nypeanymada, 1ocTaBisiercs ¢ nomombio IV nHpy3uu B TeueHue
60 muHyT. B CBA3aHHBIX BapuaHTax ocylecTsiaeHuss aHtureno k PD-L1, nHanpuwmep,
aypBadyMal, BBOIAT IO JOCTHXKEHHUS Y CyOBbEeKTa KOHEYHOH TOUYKH, Hampumep, OOLIero Wiu
MOJIHOTO OTBeTa WM OOWIed BbDKMBAEMOCTH, IPOrPECCHPOBaHMS 3a00NEBAHUS WM
HEelpHeMJIeMOH TOKCHYHOCTH. Takue KOHEYHble TOYKH MOIyT OBITb  ONpeneseHbl
KBaTU(UIPOBAHHBIM MPAKTUKYIOIUM BPauOM UJIH KIMHULICTOM.

B npyrom BapuanTe ocyuiectBieHus aHtuteno k PD-L1 (manpumep, aypsaiymad)
BBOAAT COBMECTHO C  JAPYTUM  TEpaleBTHUUECKUM, HUMMYHOTEpPANEBTUYECKUM MU

XUMUOTEPANIeBTHUECKUM ~ CPeIACTBOM, TakuM kak aHtuteno k CTLA4 (mampumep,
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TpemenumyMad). B HEKOTOpbIX BapuaHTax OCYIIECTBICHUS JIEKAPCTBEHHOE CPENCTBO,
SBJIAIOLIEECS] CTAHNAPTOM JIEYEHUsl, TaAKOE€ KaK XMMHOTEpANeBTHUECKOE CPEICTBO Ha OCHOBE
IUTATUHBI, TUIATHHOCOJEPIKALee X UMUOTEPANIEBTUUECKOE CPEACTBO U T. I1., TAKXKE BBOAST BMECTE
¢ auturesoM k PD-L1 w/umu anturenom k CTLA4 wmu HUX aHTUTEHCBSI3bIBAIOLMMU
¢parmenramu. Ilpu Takol KOMOMHMPOBAHHOH Tepamuu AaHTHUTENAa MOXHO BBOAHUTH IO
OTAENBbHOCTU WM BMECTE, B OJHO M TO € Bpems Wid B pa3Hoe Bpems. Kpome Toro,
JIEKapCTBEHHOE CPEICTBO, ABJISAIOLIEECS CTAHAAPTOM JICUEHUs], MOSKHO BBOJUTH OJTHOBPEMEHHO C
BBenmeHueM anturena kK PD-L1 w/unu anturena k CTLA4 wunu B apyroe BpeMsi OTHOCHUTEBHO
HETO.

Jleyenune ¢ nomompbio anturtena k PD-L1 u antutena k CTLA4 (Tpemenumymaba)

CyObekToB, CTpajgaromKMx pakoM ModeBoro my3bips (Hampumep, UC), MOXKHO
MPOTECTUPOBATh B OTHOLIEHUHU HKCIPECCUU NMONMHYKiIeoTuna unu nojunentuna PD-L1 B xone
BbIOOpa crmocoba sedeHus. IlanueHToB, HAEHTU(UIUPOBAHHBIX KaK HMMEIOLIUX OMyXOJH,
KoTopble dKcnpeccupyoT PD-L1 Ha npeHeOpexrMo MajbIX MM HU3KUX YPOBHSX (Harpumep,
ompenensembix no Ct wmm Oamny IHC-M), unm uMeOUUx NOHWXKEHHblE (HU3KHE) WU
HeBbIsIBIIsIEMble YPOBHU PD-L1 1o CpaBHEHHIO C STaJOHHBIM YPOBHEM, UACHTH(PHLUPYIOT Kak
OTBEYAIOIIMX Ha JieYeHHe C NoMolpio aHturena k PD-L1, Takum kak aypBanymad, wuim
komOuHaiuu anturena Kk PD-L1 u anturena x CTLA4, takoro kak Tpemenumymad. Takum
cyObekTam BBOIAT aHTHTENO K PD-L1, Takoe kak aypBanymald, WM ero aHTUT€HCBSI3bIBAIO ITUH
¢dparMeHT B KOMOMHALINHU C TPEMETUMYyMaOOM.

WHpopMaunio OTHOCUTENPHO TpeMenumymada (WIM €ero aHTUT€HCBSI3bIBAIOLINX
(parMeHTOB) A1 MPUMEHEHUs] B CrOco0ax, MPeAyCMOTPEHHBIX B JTAHHOM JTOKYMEHTE, MOXKHO
Haiitu B mareHte CIIA Ne 6682736 (B koTopoM Tpemenumymad obOo3HaueH kak 11.2.1),
pPacKpbITHE KOTOPOTO BKJIIOUEHO B JAHHBIM JOKYMEHT IOCPENCTBOM CCBUIKH BO BCeH CBOeH
nojHoTe. Tpemenumyma® (taxxke wu3BecTHbli kak CP-675,206, CP-675, CP-675206 wu
TULMJINMyMa0) TpencraBisieT coOOW MOHOKJIOHaNbHOE aHTuTeno IgG, uenoBeka, KOTOpoe
sBIsieTcsl BeIcOKom3OuparenbHbM B oTHOmeHnH CTLA4 u Onokupyer cesispiBanne CTLA4 ¢
CD80 (B7.1) u CD86 (B7.2). bbuio moka3aHo, 4TO OH MPUBOAMT K aKTUBALUHU UMMYHUTETA i1
Vifro, M y HEKOTOPBIX NAlMEHTOB, IMOJYyYaBLINX JIeUeHHe TpeMeanMymadbom, Habironanu

perpecCuro OnyxoJju.
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Tpemenumymald auisi npUMeHEeHHUs B Crioco0ax, MpeayCMOTPEHHBIX B TAHHOM JIOKYMEHTE,
COACPIKUT TSKCIIYKO LCNb U JICTKYHO LCIb HWIN BapI/Ia6eJ'IbHYIO O6.]'IaCTb TSDKEIOU oenu "
BapualbenbHy0 00JacTh JIerkoi menmu. B KOHKpPETHOM acrhekTe TpeMenumymad M ero
aHTHFeHCBHSbIBaIOH.[I/Iﬁ (bpal"MeHT AJIsl IPUMEHEHUA B cnoco6ax, npeayCMOTPEHHBIX B JaAHHOM
JIOKYMEHTe, COoziepskaT BapuabenbHyI0 OONacTb JIETKOH LEMH, COAEPIKAIlY0 aMHHOKHCIOTHYIO
nocaenoBarenbHocTh mog SEQ ID NO: 11, u BapuabenbHyr0 00JacTh TSDKEIOH ILETMH,
coleprKalyr0 aMHUHOKHCJIOTHYI0 mnocnenoatenbHocTh nog SEQ ID NO: 12, B koHKpeTHOM
acriekTe TpemMenumMymMad WM €ro AaHTUIEeHCBS3bIBAIOLIMK (parMeHT s IpPUMEHEHHUs B
criocobax, MPeAyCMOTPEHHbIX B JAaHHOM JOKYMEHTE, COIep)kaT BapuadenbHyr0 o00JacTb
TSDKENON Lenu U BapuaOenbHyI0 OONacTb JIETKOH Liernu, rae BapuaOenbHas o0JacTh TsKeNoH
ey comepskut onpenesennbie no Kabat nocienosarensHoctu CDR1, CDR2 u CDR3 non SEQ
ID NO: 13-15, u raoe BapuabenpHasi 00JIACTh JIETKOW LIEMU COAEPIKUT omnpeneneHHbie mo Kabat
nocnenosarenbHocTd CDR1, CDR2 u CDR3 nox SEQ ID NO: 16-18. Cpeanue cnenuaiucTsl B
naHHOW obnactu cmoryT Oe3 Tpyaa unentudumuposats CDR, onpenenennbie mo Chothia,
onpeneneHHole mo Abm, ompeneneHHsle mo Kabat wnm ompeneneHHble COrJacHO IPYyTUM
CHCTEMaM, M3BECTHBIM CPEIHHMM CIIEHAJINCTaM B JaHHOH oOmacti. B KOHKpeTHOM acmekrte
TpeMenuMyMad WM €ro aHTHIeHCBS3BIBAIOIUI (parMeHT IJsI NPUMEHEHHs B Crocodax,
NPEAyCMOTPEHHBIX B JAHHOM JIOKYMEHTE, cofepkuT nocnenosarenbHoctn CDR BapuabenpHOMN
obmactu TspKenol nenu u BapuabenbHOI oOnacTu yierkoit nerm antutena 11.2.1, packpsitoro B
narenre CIIIA Ne 6682736, KOTOpBII BKJIHOYEH B AAHHBIN JOKYMEHT MOCPEACTBOM CCBUIKU BO
BCEH CBOEH MOJIHOTE.

B onpeneneHHBIX acrekTax CyOBEKTY, y KOTOPOro OOHAapy»KeH pak MOYEBOTO My3bIps, a
umeHHo UC, BBOIAT AypBaiymMad WM €ro aHTHIeHCBSA3BIBAIOIIUN (parMeHT U TpeMenuMyMad
WIN ero aHTHIeHCBs3bIBAOINKA (parment. JlypBamymad WM €ro aHTUTEHCBSI3bIBAIOIIHIN
¢dparmMeHT u TpemenumMyMad MM €ro aHTUT'€HCBSI3bIBAIOLINN (parMeHT MOKHO BBOJUTH TOJBKO
ONWH pa3 WM HEYacTo, IMO-TIPeKHeMy oOecneunBas IPH 3TOM IONb3Yy Ul TalUeHTa. B
JOIOJHUTEJIbHBIX  acIleKTax cy6beKTy BBOJSAT JOINOJHUTENbHBIE IIOCJIEAYIOINNE O3bL
ITocnenyrolye 1036l MOJKHO BBOAUTH C Pa3IMYHbIMU MHTEpBaJaMH BPEMEHH B 3aBUCHMOCTU OT
BO3pAcTa, Macchl Tesa CyOBbeKTa, KIMHIUYECKOH OLIEHKH, OMyXOJEeBOH HArpy3KH /WM APYTHX
¢dakTopoB, B TOM dHcie KBaIH(QHUIMPOBAHHOTO MHEHMs JI€Halllero Bpaya, KIMHHLUCTA HWIH

IPAKTUKYIOLIETrO Bpaya.
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HHTepBasbl MEKAY I03aMU AypBajlymMada WM €ro aHTHIeHCBS3BIBAIOIIEro (parMeHra
MoryT coctaBiath ae Hemenu (Q2W), tpu wemenu (Q3W) wmmm yersipe Hemenn (Q4W).
HHTepBanbl MEXAY A03aMH TPEMeIMMyMada MM €ro aHTUT€HCBA3BIBAIOIIETO (parMeHTa MOryT
COCTaBISITH 4eTblpe Hexenu. HWHTepBambl MeXOy JA03aMH  TpeMmennMmymada WiIH  ero
AHTUTEHCBS3bIBAIOLIETO (pparMeHTa MOTYT COCTABIIATD JIBE HENENU, TPH HEIENH, YeThIpe Helenu
U T. A., BIUIOTb O ABEHAALIATH HEAEb, IPU NIPUEME O YeThIpeX 103 3a LUKJI. B onpeneneHHOM
BapUaHTe OCYLIECTBIEHMs IypBalyMad WM €ro aHTUI'€HCBS3bIBAIOLIMNA (parMeHT BBOIAT
CyOBEKTy, UMEIIIeMy pak MoueBoro myssips, Hampumep, UC, B noze 1500 mr (1,5 r) pa3 B 4
Henenu (1500 mr Q4W, 1IV) B koMOuHaLHN ¢ TpeMenuMyMadoM, BBOAMMBIM B 1o3e 75 Mr pa3 B
yeTelpe Hepenu (75 mr Q4W, IV), B xonuuecTBe A0 YeTHIpeX A03/LUKJI Kaxaoro. B omHoMm
BapUaHTe OCYIIECTBICHHS 3a OSTUM KOMOMHHMPOBAHHBIM JIEYEHHEM CJIeNyeT BBEICHUE
nypsanymada B nose 1500 mr (1,5 r) pa3 B uereipe Hemenmu (1500 mr Q4W, IV). B omrOM
BapUaHTe OCYLIECTBJIEHUS Yy CyOBeKTa ¢ pakoM ModeBoro myselps, Hampumep, UC,
UIeHTHOUIUPOBAHO HAJWYHE PAKOBBIX HWIJIM OINYXOJEBBIX KJIETOK WM TKaHH, KOTOpBIE B
oTHouleHnu skcnpeccun PD-L1 xapakrepusyroTcs HU3KUM/OTCYTCTBYIOIIUM ypoBHeM PD-L1;
Hu3kuM ypoBHeM PD-L1 unu Beicokum ypoBHeMm PD-L1.

B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUS CYObEKTY BBOAST IO MEHbIIEH Mepe ABE J03bl
AaypBadymaba MM €ro aHTUIEHCBs3bIBAIOINEro (QparMeHra U TpeMenumymada HIH €ro
AHTUTEHCBS3bIBAIOLIEro (parMeHTa. B HEKOTOPBIX BapHaHTAX OCYIIECTBJICHUS CYOBEKTY MOKHO
BBOJMTB [0 MEHbILEN Mepe TPU A03bL, 110 MEHbILIEH Mepe YeThIpe JO3bl, 10 MEHbLIEH Mepe MATh
1103, TI0O MEHbILIEH Mepe IIECThb 03, 0 MEHbIIEH Mepe CEMb 103, TIO MEHbIIEH Mepe BOCEMb 03,
[0 MEHbIIeW Mepe IeBsITh 103, MO MEHbLIeH Mepe [ecsiTh 03 WIM IO MeEHbllell Mepe
ISTHAALATh Win OoJbliie 03 OXHOro uiau oboux u3 anrtutena k PD-L1 w/unm anturena x
CTLA4. B HEeKOTOpBIX BapHaHTaxX OCYLIECTBICHHS NypBalyMad WM ero aHTUT'€HCBSI3bIBAIO I
¢parMeHT BBOAAT B TEUEHHE JBYXHENEJBbHOIO IepUoJa JIEYeHHUs, B TEUCHHE
YETBIPEXHEENBHOTO MEPHOAA JICYEHHs, B TEUEHHE HIECTUHEAEIbHOrO Mepuoja JIeYeHHs, B
TE€YeHHE BOCBMUHEENBHOIO IEpPHOAa JIeUEHUs, B TEUEHUE [BEHAALATUHENENbHOrO IMepHoaa
JIeYeHUs], B TEUEHUE ABAALIATUYETBIPEXHEAENBHOIO Meproa JeUeHHs WIN B TEYEHHE TOJAUYHOIO
vn OOJBIIIEro Meproya JiedeHnsl. B HeKOTOPBIX BapHaHTaX OCYINECTBICHUS TpeMenruMyMad uim
€ro aHTUIeHCBSA3BIBAIOIINI (parMeHT BBOAAT B TEUEHHE YETBIPEXHEELHOIO NIepHOa JICUeHHN,

B T€UYCHUC BOCBMHHCACJIBHOI'O NnEpruoaa JCUCHUA, B TCUHCHUE ABCHAAUATHHCACIBbHOIO nepuoaa
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JeUeHus, B  TEeUeHHe  INeCTHAAUATHHENENbHOrO  Iepuoja  JIeUYeHHs, B  TEeUeHHe
ABaJILIATUHEIETIbHOTO TEepUOoJa JIeYeHUs, B TEYEHHE ABAJLATHYETBIPEXHEAEIbHOrO Mepuona
JedeHus, B TEYEHHE TPUALATUIIECTUHENEIbHOrO MEpPUOAA JIEYEHMs, B  TEYECHHUE
COPOKaBOCBMHUHEIENBHOTO NIEPUOA JICUSHHS WIIH B TeUEHHE FTOAMYHOrO MM OOJIbIIEro nepuoaa
nedeHus. B KOHKpeTHOM BapuaHTe ocylecTieHHus aypsanymad BeomaT Q2W wmmu Q4W no
NOSIBJICHUS] OTBeTa CyOBEeKTa, IO TporpeccupoBaHMsi 3a00JNeBaHHsl WM 1O TPOSBICHHS
HelpHeMJIeMOH TOKCHYHOCTH. B IpyroM KOHKPETHOM BapHaHTe OCYLIECTBIEHMs AypBaiTymMad
BBOISIT COBMECTHO ¢ Tpemenumymabom Q2W wmnu Q4W 1o mosiBieHUss OTBeTa CyOBbeKTa, IO
IPOrPEeCCHPOBAHUS 3a00JI€BAHUS HITU 1O POSIBIICHHST HEPHEMIIEMOH TOKCHYHOCTH.

KomuuecTso nypBanmymMada WM €ro aHTUTEHCBS3BIBAIOINErO ()parMeHTa U KOJIUYECTBO
TpeMennMyMada MM €ro aHTUTeHCBSA3BIBAIOINETO ()parMeHTa, KOTOpOe CJIEAyeT BBOIHTH
CyOBeKTy € pakoM MoueBOro my3blps, B dactHoctH UC, Oynmer 3aBHCETb OT Pa3JIMYHBIX
napaMeTpoB, TAKUX KaK BO3pacT, Macca Tejla MalUeHTa, KIMHUYEeCKas OLEHKA, OIMyXoJeBas
Harpyska u/uin apyrue GakTopsl, B TOM YHCIe KBATU(PUINPOBAHHOE MHEHHE JIeYaIero Bpaya.

B omnpeneneHHOM acrekTe CyOBEKTYy C PakoM MoueBOro myseips, B yactHoctn UC,
BBOJSIT NypBayMad WJIM €ro aHTUTCHCBSI3BIBAIOINNHN (pparMeHT B 103e OT 1 Mr/kr no 20 mr/kr, B
qacTHOCTH B mo3e 1,5 r, pa3 B 2 Hepenu (Q2W) B KxoMOMHAIMM C TpeMenuMyMaOOM WM €ro
AHTUTEHCBSI3bIBAIOIIUM ()ParMeHTOM B 103€ OT 1 MI/KT A0 5 MI/KT, B YaCTHOCTU B A03€ 75 MT,
Q4W, B xommuectBe 10 4 no3/umki. B ompeneneHHOM acrnekte CyOBEKTY ¢ pakOM MOYEBOTO
ny3bIps, B yacTHocTH UC, BBOIAT nypBaiiyMal MM €ro aHTUTNeHCBA3BIBAIOIUI (parMeHT B 103€
ot 1 mr/kr o 20 Mr/kr, B yacTHOCTH B no3e 1,5 r, pa3 B 4 Henenu (Q4W) B koMOMHAIUMHU C
TpeMenMyMadoM WM €ro aHTHUT€HCBSI3BIBAIOINM (parMeHTOM B f03€ OT 1 MI/Kr 10 5 MI/kr, B
yacTHOCTU B Jo3e 75 mr, Q4W, B konmuecTBe 10 4 103/UMKI B KaKaoM U3 5THX aCIEKTOB
NAalEeHTy BBOJAT IypBalymMad WMJIHM €ro aHTHUreHCBsi3bIBaOIuil parment B noze 1,5 r Q4W
nocie BBEINEHMsA TpemennuMmymaba. B onHOM BapuaHTe OCYINECTBIEHHsI aHTUTENa BBOIAT
CyOBEKTY IyTeM BHYTPHBEHHON HH(Y3UH.

AntuTeno k PD-L1 wuiam ero aHTHUreHCBSI3BIBAIOLIMK (parMeHT, Kak, Harpumep,
aypsanymad, w/wnmu antuteno Kk CTLA4 wnm ero aHTUreHCBS3BIBAIOLIMKA (PparMeHt, Kak,
HanpuMmep, TpeMennMyMad, MOKHO BBOAWTH B OINHCAHHBIX CIIOCO0AaX € IMOMOIIBIO 0000
NPUEMIIEMOTO TNyTH BBEIEHUs, W3BECTHOTO U HCIIONB3yEeMOrOo B COOTBETCTBYHOINEH oOmacTu

TEXHUKH. be3 OrpaHu4€HusA, BBEACHUEC OAHOTO HMJIM HECKOJBKUX AHTHUTECI MOYKHO OCYHICCTBJIATDH

36



10

15

20

25

30

WO 2018/152415 PCT/US2018/018513

C TMOMOINBI BHYTPUBEHHOTO (HAIpHMep, BHYTPUBEHHOH WH(Y3UH), MAPEHTEPATBHOTO WU
IIOAKOXKHOT'O HYTefI BBCACHU:. B KOHKPETHOM  BAPUAHTC OCYILICCTBJIICHHUsS BBCACHUC
OCYIIECTBIISIOT MyTeM BHyTpuBeHHOMH (IV) nudy3un.

B onpenenenneix acnektax 10 Mr/kr aypBaiymada WM €ro aHTUT'€HCBSI3BIBAIOIIETO
¢dparmeHTa BBOAAT CyOBEKTy, HUMEIOIEMY pak ModeBoro mysbips, Takoil kak UC, pa3 B nBe
Henenu (Q2W), HanpuMep, yTeM BHYTPUBEHHOW MH(Y3UH, 10 MOSBICHUS OTBeTa CyObeKTa Ha
JedeHre ¢ nomombo anrutena k PD-L1 (sanpumep, noctiskenus ORR, OS, PFS unu CR), no
IporpeccUpoBaHusi 3a0oyieBaHMA WIM A0 BO3HUKHOBEHMs HENpHEMJIEMOH TOKCUYHOCTU. B
OHOM BapHaHTE OCYIIECTBJICHHsS BHYTPUBEHHYIO HH(Y3HIO OCYIIECTBISIOT B TedeHue 60
MHUHYT. B 0HOM BapHaHTe OCyIECTBIEHUs NypBasyMad BBOIAT B KOMOMHAIMM C aHTUTEJIOM K
CTLAI1, TakuMm Kak TpeMenuMymad, B OOHO U TO K€ Bpems JuUOO B pas3Hbie 3apaHee
OMnpeaACICHHBIE MOMCHTBI BPEMCHU WUJIN LIUKJIbI BBEACHUS.

B ompenenennpix acmektax 1,5 r© nypBamymaba WM €ro aHTHICHCBSI3bIBAIOILETO
(parmeHTa BBOIAT CYOBEKTY, UMEIOLIEMY PaK MOYEBOTO My3bipsi, Takoi kak UC, pas B ueThipe
Henenu (Q4W), HanpuMep, yTeM BHYTPUBEHHOHW MH(]Y3UH, 10 NMOSBIEHUS OTBeTa CyObeKTa Ha
JedeHre ¢ nomombio antutena k PD-L1 (manpumep, noctiskenns ORR, OS, PFS wmu CR), no
nporpeccupoBanusi 3a00JIeBaHUSI WM 1O BO3HHUKHOBEHMsI HENMPHUEMJIEMON TOKCHMYHOCTH. B
OITHOM BapHaHTE OCYIIECTBJICHHs AypBaiyMad BBOIAT B KomOwHammu ¢ antutesom k CTLAI,
TaKUM Kak TpeMennmyMad, B OIHO M TO kK€ BpeMsl JHOO B pa3HbIe 3apaHee OINpeneSieHHbIe
MOMEHTBI BpEMEHH MJIH LIUKJIbl BBEJICHMS.

B onpenenenHpix acmekrax 1,5 r© agypBaiymaba WM €ro aHTHUICHCBSI3BIBAIOIIETO
¢dparmeHTa BBOIAT CYOBEKTY, HIMEIOIIEMY pak MOYEBOro my3bIps, Takoi kak UC, pas B yeTbipe
Henenn (Q4W) B komMOMHauMu C BBeAGHMEM 75 Mr TpemenuMymadba WIH €ro
AHTUTEHCBS3bIBAIOLIETO (parMeHTa pa3 B 4etbipe Hepenn (Q4W) B konudecTse 10 4 103 32 LIUKJT
BBenieHus. [locne BBenenus 1,5 r nypsanymaba Q4W crnenyer BBeneHue 75 Mr Tpemenumymada
Q4W. B omHOM BapuaHTe OCYLIECTBIEHHS BBEICHHE OCYINECTBISIFOT IyTEM BHYTPHBEHHOM
uadysun. B onpemeneHHBIX  acmekrax — KOMOMHamuio — gypBanymaba WM €ro
AHTUTEHCBS3bIBAIOLIEr0 (parMeHTa MU TpeMenuMymada WIM €ro aHTUTEHCBSI3bIBAIOIIEro
(parmMeHTa BBOIST A0 MOSIBJIEHHs OTBETa CyOBeKTa Ha JedeHue (Harpumep, noctikeHnst ORR,
OS, PFS unmu CR), 1o nporpeccupoBaHusi 3a00JIEBaHUS UM 10 BOSHUKHOBEHUSI HEPUEMIIEMOM

TOKCHYHOCTH.
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Crnioco0blI, MpenycMOTpeHHbIE B JAHHOM NOKYMEHTE, KakK TMOKa3aHO, YMEHBIIAT N
3aMEMJISII0OT TEMITbI POCTa PAKOBOM OMYyXOJM MOYEBOIO My3bIpsi, U B YaCTHOCTH, TEMIIbI POCTa
OMyXOJIM YPOTEJNHUAIbHON KapLUUHOMBL. B HEKOTOPBIX acrekTax CHUXKEHHE WIH 3aMeaJieHUe
TEMIIOB POCTa OMyXOJU MOXKET ObITh CTaTUCTHYECKH 3HAYMMbIM. CHIDKEHHE TEMIIOB pOCTa
pakoBoi omyxonu MoueBoro my3bips (Hampumep, UC) MOXKHO U3MEpsITh NMyTeM CPABHEHHS C
TEMIIAMH POCTa OMyXOJH CyObEeKTa B MCXOAHBI MOMEHT BPEMEHH, C OKHIAeMbIMU TEMIIAMU
pOCTa OMyXOJH, C OKUAAEMBIMU TEMIIAMH POCTA OMYXOJIH MO JAHHBIM U3 OOJIBbIION MOMYJISLUN
NALMEHTOB WJIM MO JaHHBIM O TEMIIax POCTa OMYXOJH B KOHTPOJIbHOU nmomyJsiuuu. Kpome Toro,
CHIDKEHHE TEMITOB pocTa (MU pa3Mepa) pakoBOM Omyxojii MoveBoro mys3bipsi (Hampumep, UC)
MOKHO H3MEpSITh IYTEM CpPAaBHEHUS TEMIIOB pPOCTa WJIM pa3Mepa Omyxoiu CyObeKTa B
OTpeneseHHbIi MOMEHT BpPEMEHH TMOCje JieueHHs CyObekTa C MOMOIIb aHTuTena k PD-L1
(Hampumep, nypBanymada) WM €r0 aHTUT'CHCBS3BIBAIOIIETO (hparMeHTa B OTHAENBbHOCTH WA B
koMOuHaruu ¢ a"turenqom kK CTLA4  (Hampumep, TpeMenumMymMaOoM) WM €ro
AHTUTEHCBSI3bIBAIOIIUM (PParMEHTOM B CPABHEHUH C TEMIIAMH POCTA WJIU Pa3MEPOM OIMyXOJH B
UCXOJHBI MOMEHT BPEMEHHU.

B ompeneneHHBIX  acmekTax ~OTBET ONYXOJM  U3MEPAIOT C  NPUMEHEHUEM
UMMYHO3aBUCUMBbIX KpuTepueB oreera (irRc). B ompeneneHHbIX acmekTax OTBET OMyXOJH
U3MEPSIOT C MPUMEHEHHEM KpUTepueB OlleHKH oTBera conmuaHbix omyxosei (RECIST). Ortu
METOIUKH U3MEPEHUSI OTBETa M3BECTHBI M MPHUMEHSIOTCS Ha TIPAKTHKE CTIIEUATNCTaAMUA B TaHHON
obnacTu.

B omnpeneneHHBIX acrekTax OTBET CyObEKTa Ha JISYSHHE paKa MOUYEBOTO My3bIPST MOXKET
ObITb BBIBIEH Yepe3 mnpuOmusurensHo 1,5-7,5 Mecsma. B onpeneneHHBIX acrekTax OTBET
CyOBEKTa Ha JICUEHHE paka MOYEBOTO My3bIPs MOXKET ObITh BBIABJICH K MPUOIU3UTEIBHO HEZENe
4, venmene 5, Hemene 6, Hexene 7, Hexene 8, Henene 9, Henene 10, Henene 11, Hemene 12, Henene
13, venene 14, nenene 15, nenene 16, venene 17, Henene 18, Henene 19 unm Henene 20 unu B
INPOMEXYTKE MEXKAy HUMU. B OmpeneneHHBbIX acleKTax OTBET CyObeKTa Ha JIeYeHUe paka
MOYEBOTO My3bIPsi MOKET ObITh BBISIBJICH B Henmemo 25, Hememo 28, Henemo 30, Hememo 33,
Henento 35, Hemento 40, Hememo 45 wnm Henmemo 50 WM B NPOMEKYTKE MEXIy HUMU. B
OTMpeNeseHHbIX acleKTax OTBET CyObheKTa Ha JIeYeHHE paka MOYEBOIrO My3bIpsSi MOXKET ObITh
BBISIBJIEH B Heneno 60, Hemenmo 65, Henenmo 70 unm noske. B onpeneneHHbIX acneKkTax OTBET

Cy6’beKTa Ha JICYCHHUEC paKa MOUYECBOIO IIY3bIpsA ABJIACTCA AJIUTEJIBHBIM, TaK YTO OTBET VY
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CyOBEKTOB COXpaHsETCs B TeUeHUue 6 MecsieB, 7 MecsieB, 8 Mecsues, 9 mecsues, 10 Mecsues,
12 MecsLeB U [ONblIE B XOJ€ JICUeHHs B COOTBETCTBUH CO CIIOCOOAMH COTJIACHO HACTOSIIEMY
HU300PETEHHUIO.

B ompeneneHHbIX acmekTax y CyObekTa, MOIYYArOIIero JeYeHHe COTNIACHO ONMMCAHHBIM
cnocodaMm, pocturaercsi KoHTposb 3abonesanuss (DC), KOTOpbIA Takke CHYXUT IS
obo3HaveHus: oteeta cyObekTa. KoHTpoab 3a00/eBaHUST MOXKET MPEACTAaBNIATbh COOON MOJHBIN
oreBer (CR), vactuunbiii orBer (PR) mnu crabunuzauuio 3abonesanus (SD). "TlomHbiii oTBeT"
(CR) oTHOCHUTCS K HCUE3HOBEHHUIO BCEX OYaroB, HE3aBHCUMO OT TOrO, MOANAIOTCS JHU OHU
U3MEPEHUIO, U OTCYTCTBHIO HOBBIX O4aroB. [loATBeprkneHHE MOXKHO TMOJYYHUTb C MOMOLIBIO
NIOBTOPHOI MOCienyroliel OLeHKH He paHee ueM depe3 YeThIpe HesleNu IOcie AaThl IepBOro
JOKYMEHTAJIbHOTO MOATBepkAeHMs.. HoBble He mopnaroiuecss U3MEPEeHHI0 O4aru HCKIIOYAK0T
CR. "Hactuusslii otBer" (PR) OTHOCHTCS K YMEHBIIEHHIO OMyXOJeBOH Harpy3ku Ha > 30% mo
CPaBHEHUIO C UCXOAHbIM ypoBHeM. IloaTBepikneHHE MOKHO TMOJNYYUTh C TOMOLIBIO
MOCJIeAYIOIIe MOBTOPHOM OLIEHKH Yepe3 MO MeHblIeil Mepe 4 Henelu Mociie NaThl MePBOro
JTOKyMEHTaJIbHOrO noatsepskaeHus. "Crabununsaius 3a0oneBanus” (SD) ykaseiBaeT Ha TO, 4TO
HE MOXKET OBITh YCTAHOBJICHO YMEHBLICHHE OMNyXOJIEBOW Harpy3ku MmeHee uyeM Ha 30% mo
CPAaBHEHHUIO C UCXOIHBIM YPOBHEM M HE MOXKET ObITb YCTAHOBJIEHO yBejuueHue Ha 20% wuimm
OoJIblIle IO CPaBHEHHIO C HanOOoJIee HU3KUM YPOBHEM.

B onpeneneHHBIX acrmekTaX BBeIeHHE IypBaiymMada WM €ro aHTUI'€HCBS3bIBAIOIIETO
¢dparmMeHTa B OTZENBHOCTH B KauecTBe MOHOTEpANNH, THO0 B KOMOWHAIMU C TPEeMeITNMyMadoM
WIN €r0 aHTHUIE€HCBS3BIBAIOIINM (parMeHTOM, JUOO B KOMOMHAIIMHM CO CTAaHIAPTHOW CXeMOMU
TEepamud MOXKET YyBEJIMYUBATh BbDKMBaeMOCTb 0Oe3 mnporpeccupoBanusi (PFS) cyObekra,
NPOXOJSAIero JedeHue. B omnpeneneHHBIX acmekrax BBeleHHE [ypBalymada WIH €ro
AHTUTEHCBSI3bIBAIOIIEr0 (parMeHTa B OTHENBHOCTH B Ka4yeCTBe MOHOTEpamnuu, JuOO B
KOMOMHAIMU C TpeMeauMyMaOboM WM €ro AaHTUIeHCBSI3bIBAIOIIUM (parMeHToMm, Judo B
KOMOMHALIMU CO CTAHAAPTHOHM CXEMOH Teparuu MOXKET YBEJIHMYHBATh OOLIYI0 BBIKHBAEMOCTH
(OS) cyOBekTa, mpOXOASIIIEro JIeYeHue.

B HEKOTOpPBIX BapUaHTaX OCYIIECTBIEHUs CyOBEKT paHee MOoJydal JIedeHHe 10 MeHbIIel
Mepe OJHUM XHUMHOTEPANEBTUYECKUM CPEIACTBOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CyOBEKT paHee IMoJiyda] JIeYeHHE IO MEHbIIeH Mepe JABYMS XHMUOTEPANeBTHUECKUMHU

cpencTBamMu. XHMHOTEPAIEBTHUECKOE CPEICTBO MOXKET MPeNCcTaBlsiTh coOoi, Hampumep, Oe3
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orpaHnyeHus1, semypadenud, spaotunnd, agatunnod, nerykcumad, kapdomnarus, 6eBarusymad,
5pnoTHHUO, TedpuTHHHO W/HUIM TeMeTpekcen. B ompeneneHHbIX BapHaHTaX OCYIECTBICHMS
cyObekT mojydan cranmaptHoe sedenue (SoC), BKIOYarolnee, Hampumep, Oe3 OrpaHUYEHMSs,
NpUMEHEHNE IHCIUTATHHA, KapOOoMaTHHA, IBYXKOMIIOHEHTHONH KOMOWHALIMU IUCIUIATHH +
reMuuTabuH unu kapoormnatus + remiurabud. (Cum., Hanpumep, R. Nagourney et al., 2008, Clin.
Breast Cancer, Vol. 8, No. 5:432-435).

B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUs CYOBEKT MMeeT MHIEKC OOLIero COCTOSIHUS
coritacHo BocTounot o0senunenHol onkosoruyeckoit rpynmne (ECOG) (Oken MM, et al. Am. J.
Clin. Oncol. 5: 649-55 (1982)), cocraBmsrommii 0, 1 nim 2 1o BBeneHUs AypBantymada WM ero
aHTUTEHCBs3bIBarOllero  QgparmMeHra  wiauM  KoMOuMHamMum  AypBanymaba WO €ro
AHTUTEHCBS3bIBAIOLIEr0 (parMeHTa M TpeMelnuMymada WIH ero aHTUT€HCBSI3bIBAIOIIErO
¢dparmenTa.

Kak npenycMOTpeHO B JaHHOM JIOKYMEHTE, ypBalyMad WU €ero aHTUT€HCBSI3bIBAOIIUH
(dparMeHT Takke MOXeT CHIXaTb YpOoBHH cBoOomHOro (pacrsopumoro) PD-L1. "CsobonHblii
(pactBopumbiii) PD-L1" otHOcuTcst k¥ PD-L1, KOTOpBIN HE SIBNSETCS CBSI3aHHBIM (HANPUMED,
nypsainymadom). B HeKOTOphIX BapHaHTax ocyliecTBIeHUs1 ypoBHU sPD-L1 cHmxaroTcs w/mmm
He BBIIBJIIIOTCSI ITOCIIE BBEICHUS AypBaymMada UM ero aHTUT'€HCBA3bIBAIOIIEro (hparMeHTa, Win
1ocjie BBEAEHUS KOMOMHALMU AypBajymMada WM €ro aHTUIeHCBA3bIBAIOLIEro (parMeHra u
TpeMenuMymada WM €ro aHTHIeHCBS3BIBAIOIEro (parMeHTa. B HEKOTOpBIX BapHaHTax
OCYLIECTBJIEHUS] B pe3yJbTaTe BBENEHUS AypBajdymMada MM €ro aHTUIeHCBS3BIBAIOIIEro
¢parmeHTa nnM BBeNeHHMs KOMOMHAUMHU AypBalymaba WIH €ro aHTHUIeHCBSI3BIBAIOIIETO
¢parmenTa 1 TpemenumMymada M €ro aHTUT€HCBA3bIBAIOLIEro (parMeHTa CHUXKAeTCsl CKOPOCTh
yBeNIUYEeHHsT ypoBHeH cBoOoxHoro (pactsopumoro) PD-L1 mo cpaBHeHuro, Hampumep, €O
CKOPOCTBIO YBeJIMUeHUsI ypoBHEH cBobonHoro (pacrsopumoro) PD-L1 o onucaHHBIX BBEIEHHI.

Jleuenne cyObeKkTa C PakOM WM ONYXOJbIO MOYEBOro mys3bips, Takod kak UC, ¢
IOMOIIBI0 AypBaiymMaba MM €ro aHTHI'€HCBS3BIBAIOLIErO ()parMeHTa WM KOMOWHALUH
aypsadymMa0a WM €ro aHTUIeHCBs3bIBarOIlero ¢QparmMeHTa W TpemennMymada WM ero
AHTUTEHCBs3bIBaIOLIEro (parmMenTa (T. €. COBMECTHOI Tepanuu), Kak MpeayCMOTPEHO B JaHHOM
IOKYMEHTE, B HEKOTOPBIX CIy4asXx MOXKET NPUBOAUTH K aJIUTHBHOMY W/ M CHHEPTHYECKOMY
s¢pexry. Hcnonmp3yemplii B AaHHOM JOKYMEHTE TEPMHH "CHHEPTMYECKUI'"' OTHOCUTCS K

KOMOMHALIMM CPEeNCTB Tepamuu (Hampumep, K KOMOWHAImu JaypsBaiymMada WM  €ro
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AHTUTEHCBS3bIBAIOLIEr0 (parMeHTa M TpeMelnruMymada WIH €ro aHTUT€HCBSI3bIBAIOIIErO
¢parmenTa; win K KOMOMHALMM AypBajymMada WM AaHTUTCHCBS3BIBAKOINErO ()parmMeHTa u
APYroro CpeacTBa NMPOTUBOPAKOBOH Tepammu miam Teparmun SoC), KoTopast sBisercs Oonee
3¢ dexTUBHON, YeM anauTuBHBIE 3()(GEKThI OTACTBHBIX CPEICTB TEPAITHHL.

Cunepruueckuii >pdexr koMOMHAIIMU CPEACTB Tepanuu (HarmpuMep, KOMOWHAIMU
nypBanymMada WM €ro AaHTHIeHCBsI3bIBAOLIEro (parMeHTa W Tpemenumymada WM €ro
AHTUTEHCBS3bIBAOLIEr0 (pparMeHTa) MO3BOJSET NMPUMEHATh OoJjiee HHU3KHME O3Bl OJHOIO WU
HECKOJIbKMX TepaneBTHUECKUX CPEJCTB W/UJIM MEHee YacTO BBOAUTH TEpANeBTUYECKHE CPECTBA
CyOBbEKTy C pakOM WM OMNyXOJbD MO4YEBOro my3bips, Takoi kak UC. Bo3MOKHOCTB
HCIIONIb30BaHUs OoJiee HU3KHUX /103 TepareBTUYECKUX CPENCTB W/HIIM MEHee 4acTOro BBEAEHUS
TAKUX TepareBTUUECKUX CPEACTB IO3BOJIIET CHU3UTh TOKCHYHOCTb, ACCOLIUUPOBAHHYIO C
BBEJICHUEM CPEICTB Tepanuu cyObekTy, 0e3 cHukeHus 3(pQeKTUBHOCTH CPENCTB Tepanuu npu
JIEUCHUU pakKa WIM OMyXOJu MoueBOro mysbips, Takoil kak UC. Kpome Toro, cuHepruyeckuii
3¢ dexT MOXKET NMPUBOIUTH K TOBBIIICHHIO 3(P(QEKTHBHOCTH TEPareBTHUECKUX CPEACTB IPH
KOHTpOJIE, JICUEHUH WIIM YIY4IIEHHUH NPOSBIEHUH CONMAHON PaKOBOM OIYyXONH MOUYEBOrO
ny3eIps. brnarogapst cuaeprudeckoMy 3¢dhexTy KOMOMHAILNH TePANEBTHYECKUX CPEACTB MOXHO
n30exxaTb HeONaronpHsITHBIX WM HEKeNaTelIbHbIX IMOOOYHBIX 3(QEKTOB, CBSI3aHHBIX C
NPUMEHEHHEM KaXIOro U3 CpPEeACTB Tepalnud B OTJAENbHOCTH (B KauecTBe MOHOTEpaIluu),
Harpumep, B Oosiee BBICOKOW 103€, UM YMEHBIIUTD UX.

IIpu coBmecTHONH Tepanuu AypBaidymMad WIM €ro aHTUICHCBSA3BIBAOLIMKM (parMeHT
MOXeT OBbITh HeoOs3aTeNbHO BKIIOYEH B Ty k€ (hapMaLeBTHYECKYI0 KOMIIO3UIMIO, YTO H
TpeMenuMymMad WM ero aHTHUIeHCBS3bIBAIOIMUI (parMeHT, Wiau aypBanymMad HIH ero
AHTUTEHCBS3bIBAIOLINN (ParMEHT MOXeET ObITh BKJIIOUEH B OTAENbHYI0 (hapMaleBTUYECKYIO
KOMITO3UIMK. B 3TOoM mocnenHem ciiydae QapmarneBTHYecKass KOMIO3HIUS, COAeprKarnas
AypBadyMal WM €ro aHTHUIe€HCBS3BIBAIOIUN (parMeHT, MOAXONUT Il BBEIEHHS 10 BBEICHMS,
ONHOBPEMEHHO C BBEJACHHEM WJIM TIOCJHE€ BBEACHUS (papMaleBTHUECKOH KOMIO3UIINH,
copepkaiiell TpemennMyMad WM €ro aHTHreHCBs3bIBarOIMK ¢(parment. B omnpeneneHHbIX
cilydasix BBEACHUE AypBatyMada WM €ro aHTUT€HCBS3BIBAIOIIETO (pparMeHTa CyOBbeKTy B OTHOM
KOMITO3UIIMM  COBMaJaeT IO BpPeMEHH C BBEIEHHEeM TpeMennmymaba WM ero

AHTUT'CHCBA3BIBAIOIIECTO (bparMeHTa B OTHGHBHOﬁ KOMITO3HUILINH.
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[Ipy npakTUYeCKOM NPUMEHEHHH HACTOSINEro H300PeTeHHs HCIONB3YIOT, €CJH He
yKa3aHO WHOe, TPaJULMOHHbIE METOAUKH MOJIEeKYJsApHOH Ouonormu (B TOM dHCIe
PEKOMOMHAHTHBIE ~ METOJUKH), MHUKPOOHOJOTHHM, KJIETOYHOH  Ouomormu, OHOXHUMHH,
UMMYHOTUCTOXMMHUH ¥ HMMMYHOJIOTHH, KOTOpPbI€ IIONHOCTBIO HAXOAATCS B Ipedenax
KOMITETEHLIMN CIeLuaniucTa B AaHHOW oOnactu. Takue METOAMKM B IIOJHOM 00OBeMe
OOBSICHSIFOTCSI B JHTepaType, Kak, Hampumep, B "Molecular Cloning: A Laboratory Manual",
BTOpoe m3nanue (Sambrook, 1989); "Oligonucleotide Synthesis" (Gait, 1984); "Animal Cell
Culture" (Freshney, 1987); "Methods in Enzymology", "Handbook of Experimental
Immunology" (Weir, 1996); "Gene Transfer Vectors for Mammalian Cells" (Miller and Calos,
1987); "Current Protocols in Molecular Biology" (Ausubel, 1987); "PCR: The Polymerase
Chain Reaction", (Mullis, 1994); "Current Protocols in Immunology" (Coligan, 1991). JlanHbie
METOIUKN TPUMEHHMbI MJIs1 IONYYEHHUS MOJUHYKJICOTHAOB U IIOJMIENTHAOB COIJIACHO
HACTOALIEMYy MH300pETeHHI0 M B CHJIy 3TOrO MOTYT YYMTBIBaTbCSl MPU CO3JAHUM U
OCYIIECTBJICHUU Ha TPaKTHKe HacTosmero nzodpereHus. OCoOEHHO NMPUMEHHMBIE METOIUKU
IS OTNIPEAENICHHBIX BAPHAHTOB OCYLIECTBIIEHU OyyT 00CYKIaThCs B CIENYIOUINX paszenax.

Crnenyroume mnpuMepbl HW3JIOKEHbI Ui TOTO, 4YTOOBI TPENOCTABUTH CPEIHUM
CIELHAINCTaM B JJAHHOHM OOJIaCTH IOJHOE PACKPBITHE U ONMHMCAHHE TOTO, KaK OCYIIECTBIATH U
NPUMEHATh AHAJIUTHYECKHE, CKPUHUHTOBbIE U  TepareBTUYECKHE CIIOCOObI  COMNIACHO
HACTOSALIEMY H300PETeHHIO, U OHHM He NpeIHa3HaueHbl Ui OrPaHHYeHUs 00beMa TOro, 4YTO
aBTOPBI HACTOSIIEr0 H300PETEHHUs CYNTAIOT CBOMM HU300pETEHHEM.

IIpumep 1 — CaoiicTBa aypBasymada, ompeaejieHHbIE MO Pe3yJbTATAM KJIHHHYECKHX
AHAJIN30B

B sToM mnpumepe mnpencrtasieH 0030p KIMHUKO-(GApMaKOIOTHYECKUX XapaKTePHCTUK
aypBainymMada B AEMOHCTPUPYETCs, YTO 3TO aHTUTENO K PD-L1 uiam ero aHTHreHCBA3bIBAO NI
(dparMeHT AEMOHCTPUPYET CBOWCTBA M XapaKTEPUCTHUKH, KOTOpPbIe IOATBEPXKAAIOT €ro
IPUTOAHOCTD [l IPIMEHEHUSI B ONTMCAHHBIX CIIOCO0aX JIEYEHHUs paka MOYEBOTO Iy3bIpsi, TAKOTO
Kak yporenuanbHast kapipHoma (UC), y cyObpekTa, MEIIero pak MO4eBOTro My3bIpsl, TAKOW Kak
UC, ¥ Hy»XTarOIIerocst B 3TOM.

A. dapmakoxkuHernieckue xapakrepuctuku (PK) nypsanymada
dapmaxoknHerndeckue xapakrepuctuku (PK) nypsanymaba nsyuanu y 1337 nmaumeHTos

C COJUIHBIMHU ONMYXOJISIMH, KOTOpPbIE MOJydaIn aypBaiymad B no3ax B auanasone ot 0,1 mo 10
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mr/kr, BBomuMbix Q2W, wnu 15 mr/kr, BBomuMmbIx pa3 B 3 Hemenau (Q3W), umu 20 wmr/kr,

BBOIMMBIX pa3 B 4 Hexenu (Q4W). Oxkupaercs, 4To mocje JieueHus: aypsaiymadom B nose 10

mr/kr Q2W PK-npodune Oyaer HaXOOUThCs B JMHEHHOM JMara3oHe U COOTBETCTBOBATH

TAKOBOMY Y TUITMYHBIX MOHOKJIOHaJBHBIX aHTHTEN (MAb). OcHoBHBIE pe3ynbraTsl PK-anannzos

IMoKasaJii CJIEAYIOLIEE.

HypBanymad nemMoHCTprpoBan HenuHelHbl PK-npodue B mo3ax < 3 MI/Kr, BepOsITHO,
M3-32 HAChILIIAEMOr0 KJIMPEHCa, ONOCPEAOBAHHOIO MUULIEHBIO, U JE€MOHCTPHPOBAJ
nuaedHbli PK-npodune B moszax > 3 wmr/kr. I[lnomanps mox KpUBOH 3aBUCHMOCTU
koHueHTpamu ot BpemeHu (AUC; or 0 no 14 nmeli) ysenmuuBaniach Oosee 4yem
JIO30MPONOPLMOHANBHO B auamazoHe 103 or 0,1 go 3 MI/kr W yBeJIU4YuBajach
JO30MPOIOPILHOHANBHO B J03ax > 3 Mr/kr. MakcumanbHas kOHUEHTpauus (Cpmax)
yBEJINYUBANIACH JO30IPONOPLMOHAIBHO B IIpeaeNnax UCCIeyeMOro Juana3ona a03.
PaBHOBecHOe cOCTOsIHME OBUIO JOCTUTHYTO IIOCIE€ OKOJO Hexenu 16 TOBTOPHOTO
BBenieHus 103. Cucremnoe HakoruieHue npu Cpyy 1 ocTaTouHOH KOoHUEHTpamu (Cough)
Ob10  cooTBeTcTBeHHO 0,64-1,87-kpaTHbiM U 3,39-4,93-KpaTHBIM B HCCIEAYEMOM
Juana3oHe J03.

CpenHuii CHCTEMHBIH JIMHEHHBIH KJIMPEHC U ILEHTPAJIbHBIA O0BEM pacrpeneaeHus
coctaBys 226 mu/nensb u 3,51 1 npu yMepeHHOH M3MEHYMBOCTH MEXAY CyOBeKTamu,
COCTaBJIsIBIIEH COOTBETCTBEHHO 29,3% u 21,2%. PacueTHblll nepuoj NOJyBbIBEACHUs
cocTaBysul MpuOAM3uTENbHO 21 JeHb mociie BBeAeHHs aypBajiymadba B moze 10 mr/kr
Q2W.

KoHuenrpaums nypsaidymada, ONMCBHIBAIOLIAs MOJNYMAaKCHMAJIBHYE) €MKOCTb IS
HenmHelHoro kiuperca (Km), cocrasisiia mpumepHo 0,5 mkr/mi. Ha ocHoBanuu >TOM
OLIEHKH OKuzajoch > 99% HachlllleHHe MUIIEHH IpU KOHLEHTpalUuu AypBantymada
npumMepHO 50 Mkr/mu. Okmupanock, 4to npu mo3e 10 mr/kr Oyaer JOCTHUTHYTO JaHHOE
BO3/IEIICTBHE HA MULIEHDb Y > 95% NanueHToB.

Jns mpennokeHHOM 103bl aypBamymaba 10 mr/kr Q2W IV He pexomeHaoBanach
KOPPEKLHUs O3bI C YI€TOM AeMOrpaduyecKuxX JaHHBIX WM XapaKTePUCTUK 3a00JeBaHuUs
y MaLUeHTOB Ha UCXOAHOM ypoBHe. 1o pesynbratam nonyssuuonHoro PK-ananusa ne
HaOJIOMaNCss KJIMHUYEeCKH 3HauuMblii  3¢p@dekT Bo3pacTa, MacChl Tena, TOJa,

MPUCYTCTBYIOIIMX AHTUTEN K JIeKapCTBEHHOMY cpenctBy (ADA), cocTosiHUs, ypOBHEH
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anbOymuHa, ypoBHeii LDH, ypoBHeii kpeatnHuHa, ypoBHel pactopumoro PD-L1 (sPD-
L1), Tuma omyxonu, pachl, HapylleHus GYHKIMU MOYEK OT JIETKOTO IO YMEPEHHOTO,
JIETKOTO HapylieHus: GyHKIUN nedeHu win uaaekca cocrossaust mo ECOG B oTHOmeHun
PK-xapaktepuctuk aypsaiymada.

. Ilonynmaunonnoe PK-mozenupoBaHue NOATBEPAWUIO MPUMEHEHHE MMOTEHLHAJIBHON
¢ukcupoBaHHOW cxeMbl po3upoBaHust 750 mr Q2W IV uinm  SKBHBaJeHTHON
(buKCUPOBaHHON CXEMBI JO3UPOBAHUS C MeHee 4acThbM BBeieHneM 1500 mr Q4W IV,

B. HNmmyHoreHHocTs nypBajaymabda
B uenom, aypBanymad HeMOHCTPUpPOBAT HHU3KYIO 4acTOTy BbisiBieHUs (2,6%; 37/1412)

ADA, TNOSBISIOIUXCS TOCHE Hayala JiedeHus, Oe3 KIMHUYEeCKH 3Hayumoro s¢ddekxra B

otnomenun PK nocse BBenenus no3nl 10 mr/kr Q2W IV.

B uccnenosanun 1108 (unentuduxarop ClinicalTrials.gov: NCT01693562), onncanHoM

B pumepe 2 Hike, 25 (2,5%) u3 1012 naumeHToB, MOJMyYaBIINX JIEYeHHE TypBAITyMadOM B 103€

B nuanaszone oT 0,1 mo 20 MI/Kr, UMenu MOJOXKUTENbHBIA pe3ysnbTaT TecTHpoBaHust Ha ADA,

TOSIBJISTFOLITMECS] TTOcye Hadaja JjedeHus, u Tpu (0,3%) mamueHTa uMenu HeHTpalu3yrolue

aatutena. M3 970 manmeHTOB, MOJNy4aBIIUX JiedeHHe nypBasymadbom B po3e 10 mr/kr Q2W,

Bkmouas 191 marmenra B koropre UC, 21 (2,2%) nmauueHT uMeN MOJIOKUTENbHbIN pe3yabTaT

TecTupoBaHusad Ha ADA, nosBisiroluecs nocjie Hadajga JeUeHUs, a HeHTpaausyroliue aHTuTena

Obutn BbIsIBIIEHB! TONIBKO ¥ 1 (0,1%) marmenTa. Tutpsr ADA Haxoxwnmuch B auamnasoHe ot 1 go

32 (B 75% cny4dae B nuamna3one ot 1 o 4 [n =43], B 21% cayuaes B quanaszone ot 8 1o 32 [n =

12]) nns OonbiimHCTBA 00pas3noB, mnonokutenbHbix Ha ADA. IlpucyrcrBue ADA, mo-

BUIMOMY, HE OKa3bIBAJIO KIIMHIUYECKHU 3HAUUMbIN 3¢ ekt B oTHOmeHnn PK -xapakrepucTuk.
Jina cpaBHEeHMs, B HCCICJOBAHMM, BKJIIOYAOLIEM JICUCHHUE NALMEeHTOB, HMMEKLINX

HeMenkokJeTouHbld pak jerkoro (NSCLC), 16 (3,6%) u3 442 nmanueHToB, NOTyYaBIINX JICUCHHE

aypsanymadom B mo3e 10 mr/kr Q2W, uMenn MONOXHUTEIbHBIA PE3ylbTaT TECTHPOBAHUS HA

ADA, nosiByisiroriuecs: mocyie Havana jiedeHusi, u 2 (0,45%) mauueHTa UMenn HEUTpaTU3yrOIIne

antuTena. B aTom nccnenosanuu tutpel ADA ObUTH HU3KMMU U HAXOAWJIMCH B HAna3oHe OT 1

no 16 mns 95% (18/19) obpasuos (1 obpasen mmen tutp 1024). IlpucyrcrBue ADA, mo-

BUIMOMY, HE OKa3bIBAJIO KIMHUYECKH 3HauuMbIi 3(dexr B orHOmeHnnn PK-xapakrepucTuk,

6e3omacHOCTH WK 3()PPEKTUBHOCTH B 3TOM UCCIICIOBAHUU.

C. dapMakoAHNHAMHYECKHE XAPAKTEPUCTHKH H B3anmMocssa3b PK/PD
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Cesi3biBaHHE ¢ MHIIEHBIO. Ilocne IV BBemeHus nypBanymaba HaOmOgau
J0303aBUCHMOE TIOfIaBJIeHHe ypoBHel cBoOomHoro pacrsopumoro PD-L1 (sPD-L1). Ilocne
BBEZICHHs NypBaiymMaba HaOmomadu mojHoe nogasieHue yposHed sPD-L1 npu ypoBHsIX 103bI
okoyio > 0,3 mr/kr. ITocne BBenenus aypsanymada B noze 10 mr/kr Q2W > 93% mnainueHTOB
JEMOHCTPUPOBAJIM TNOJIHOE NoAasieHue ypoBHel sPD-L1 B TedueHune Bcero MHTEpBaja MEXKIY
BBEICHUAMH J103.

dapmakoanHAMU4YecKHe Ouomapkepbl. CpenHue KoJaudecTBa NPOIU(PEPHPYIOLINX
CD8+ T-kieTok ObUIM 3HAYHTENBHO BBINIE CPEIHErO 3HAYCHHsS B JAHUANA30HE W3MEHYUBOCTH B
nenb 10 (cpemnee + cranmaptHasi ommOka cpegHero [SEM]): 110% =+ 27%) u B genp 15
(cpemnee £ SEM: 67% + 15%) mnocne BBemeHuss 10 mr/kr nypeaimymada. AHaJIOrM4YHBbIC
TeHAeHUUN Habmoxanu nisi nponudepupyromux CD4+ T-knerok B nenb 10 (cpennee £ SEM:
64% =+ 18%), XOTs BeIMYMHA YBEJIMUEHUS] HE3HAUUTEIBHO MPEBbIIIANA JUATIA30H U3MEHUYUBOCTH
(RV). Hukakue apyrue monysisinuy JTUMQOLMTOB He IPOAEMOHCTPUPOBAIH CPEAHNE U3MEHEHHS
[0 CPaBHEHHUIO C MCXOIHBIM YPOBHEM, KOTOphle mpesblmain Obl RV, B Teuenne mepebix 100
AHEW HUCMbITaHUs. JTU JaHHbIE NEMOHCTPHUPYIOT (apMakoguHaMudeckuil 3¢ddext, koropuiit
COTJIaCyeTcsl C MpearoiaraeMbIM MEXaHH3MOM JeHCTBUS TypBasymada.

d¢exT Bo3aelicTBHs B 0THOMEHHH 3¢ PexTBHOCTH. He ObLIO BBIIBIEHO HUKAKOH
CBSI3M MEXJy OTAeNbHbIMU HaOmonaembiMu PK-Bo3aelicTBuAME (KOHLIEHTPALHS 110 OKOHYaHUH
uHpy3un 1036l 1 [Cmax1], mepen unapysmern no3bl 1 wmm 2 [Cpin2], nepen undysueir B
PaBHOBECHOM COCTOSIHUU [Cinss]) 1 KOHEUHBIMH TOUKaMH KIMHUYecKol ¢ dextuHocTH (ORR
u DoR npu ouenke B pexxume BICR) mi1si manueHTOB, MOMyYaBIIUX JIEYeHHE AypBayMaOOM B
noze 10 mr/kr Q2W IV B koropre UC B uccrnenoBaHuH, ONMCAHHOM B JAaHHOM JIOKYMEHTE
(uccnemoBanue 1108, mpumep 2). OTH MONyYeHHbIE PE3yJNbTaThl COTJIACYKOTCS C aHAJIHU30M
3aBHCUMOCTH OTBETA OT BO3/EHCTBUS.

D¢ dexT BO3AEHCTBHA B OTHOWIEHHH 0e30macHOCTH. He ObUIO BBIIBICHO HUKAKOH
cBsi3u Mexay otaenbHeiMH HabmonaeMbiMi PK-BoznedcTBUAMH (Cmax1, Cminz U Chings) U
BO3HMKHOBeHMeM HeOnaronpusaTHbIX siBineHuil ((AE), AE, cazannbix ¢ nedenuem, AESI, AESI
CBSI3aHHBIX C JIEYEHHEM (C IOTTOJHUTENBHBIM Pa3/IeIeHHEM 110 JIIO00H CTeneHH, > 2-i CTeneHH, >
3-it crenenn), u AE, npuBoasmyX K OKOHYATEILHOMY IPEKpAIeHHIo IpuemMa aypsainymada) y
MAIMEeHTOB, MOJYYaBIIUX JieueHHe aAypBaiymadoMm B noze 10 mr/kr Q2W IV B uccnenoBanumn

1108. Habmonanuch HeCKOJMbKO OoOpaTHbIX TeHmeHIuil (Oonee cnabo BeipaskeHHbie AE mpu
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Ooee BHICOKOM ypOBHE BO3JEHCTBHSI) U TEHACHLUI BO3pacTaHus (0ojiee CHIIBHO BBIPaXKEHHBIS
AE mpu Oonee BBICOKOM ypOBHE BO3ACHCTBUS). DTH TEHACHLUH, MO-BUAUMOMY, SIBJISLTUCH
CIy4allHBIMU BapHALMSIMA M HE CUUTAJIUCH KJIMHUYECKH 3HAYUMBIMHU, TOCKOJBKY TEHICHLINU
qacTo 6I>IJ'II/I NPOTUBOPEIMBBIMU U HE COITIACOBBIBAJINCH MEXKY UCIBITAHUAMU, TUIIAMU AE nnu
PK-nokasarenasimu.

Oo6ocHoBanue 103bl. [Ipennaraemasi cxema qo3UpoOBaHUs AypBanymada B 1o3e 10 mr/kr
Q2W nmnoareep:knanach HaJeKHbIM HAOOPOM [aHHBIX, MOJYUYEHHBIX B XONI€ KIMHUYECKUX U
HEKJIMHUYECKUX HCNbITaHui. HekoTopble M3 KIOUEBBIX OCOOEHHOCTEH BKIIIOYAIOT B ce0s
cnenyromee. (i) Jledenne nypBamyMaOboM XOpOLIO TMEPEeHOCHSIOCh. HUKAaKOW TOKCHYHOCTH,
orpaHMYHUBANOLIEl 103y, He HaOmoxanu npu no3ax nypsanymaba 10 mr/kr Q2W wunu 20 Mr/kr
Q4W; (ii) xnuHMYecku 3HauynMas d(P(EeKTHBHOCTh, Kak o0OCyKkmaercs B mpumepe 2
npumennTensHo k koropre UC kimmHMYeckoro uccienosanust (uccrneposanus 1108); (iii)
IOCTHKEHHE BO3ICHCTBUS Ha MHUIIEHb MO pe3yJbpTaraM KinHu4eckoro aHammza PK/PD-
xapakrepuctuk. PK-npoduns nypeasymaba npubmmkancs K JuHeliHOMY B 1o3e > 3 mr/kr Q2W
(ocTarouHasi KOHUEHTpalusi nmpuMepHO S50 MKI/MII), YTO yKa3bIBA€T HA MOJHOE HACHILIICHUE
mumieHu. IlonymsumnonHoe PK-monenmpoBanue ykasplBajJo Ha TO, YTO MOCHE MPUMEHEHUS
cXembl J03upoBaHus nypBanymaba B nmo3e 10 mr/kr Q2W y > 95% mnauuentoB Oyner
JAOCTUraThCsl LieJieBas OCTAaTO4YHAsl KOHLEHTpamus > 50 Mr/mi ¢ JOCTHKEHHEM IOJIHOTO
HAaCbIIICHUA MUIICHU, (lV) JOCTHUIKCHHUC BOSHeﬁCTBHH Ha MUIIEHb HA OCHOBAHUWH HCKJIMHUYCCKUX
monened s¢dexkruBHocTH:  aypsanymad B no3e 10 wmr/kr Q2W pocturan MemuaHHON
OCTaTOYHOW KOHUEHTparmu > 100 MKr/mMi (MAeHTH(QULUPOBAHHON KaK LieieBasi KOHLIEHTPALUs
aypBanymada, KOTOpas NPUBOOWIA K MAaKCHMaJIbHOMY HHTHOMPOBAHUIO POCTA OIMyXOJH B
MBILIUHBIX MOAENX); (V) HeT siBHOU cBsizu Mexny PK-BosneticTBuem u 3(pQeKTHBHOCTBIO MM
0e30macHOCTRIO: He OBLIO BBIBICHO B3aUMOCBSI3U MEXIy BO3AeicTBHEM U 3()()EeKTHBHOCTHIO B
koropre UC B uccienoBannu 1108, u He ObUIO BBIBICHO YETKOW B3aMMOCBSI3U MEXIY
BO3JIEHCTBHEM M 0€30MaCHOCTBIO B MOMYJISILUSAX A OLEHKH O€30IMaCHOCTH B HCCIENOBAHUU
1108 (umu B uccnenosanuy, BiimovaromeM jedeHrne NSCLC ¢ momoureto anturena k PD-L1)
nocje BBeAeHHs AypBaiymada B no3e 10 mr/kr; u (vi) mocie BBeaeHus aypsaiymada B gose 10
mr/kr Q2W Habmonmanace yactota BbisiBaeHus ADA 2,6% (y 37/1412 nauuentoB) 0Oe3
KJIUHUYeCKH 3HaunmMmoro s¢pdexkra B otHOomeHun PK-xapakrepuctuk. Takum oOpaszom,

HaOMonaemasi KJIMHUYeCKass aKTHMBHOCTh y manueHToB ¢ UC Hapsay ¢ KOHTPOJIHPYEMbIM
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npodunem Oe3omacHOCTH ¥ OJArONPUSATHBIMH KOPpENATAMH Iepexofa IMOATBEPKAAIOT
00OCHOBaHHOCTb BBeneHus: nypeainymada B goze 10 mr/kr Q2W IV nmns nedeHusi cyObeKTOB,
umeromux UC.
D. IIpoaokNTEeIBLHOCTD JIeUeHHsI

X0Ts ONTUMAaNbHAs MPONOJKUTENBHOCTh TEPANMK C MOMOLIBIO aHTuTena k PD-1/PD-L1
I0 CHX TOp HEsICHA, MPOMOJIKHUTENbHOCTh JIeYeHUs ¢ MOMoInblo aHTutenaa k PD-1/PD-L1 B
KJINHUYECKUX HCIBITAHUSX BapbUpPyeTCs B Auana3oHe A0 12 mecsaues, 24 MecsAles WU A0
nporpeccupoBanus 3abonesanus. He jxenas orpaHHuuBaThcs Kakoil-muOo Teopueil, mojararor,
4TO, TOCKOJNbKY aHtutena k PD-1/PD-L1 B mepByro ouepenp OHOJOTHYECKH OJOKHPYIOT
B3aumogeiictsue PD-L1 ¢ PD-1, e mmenss skcnpeccuto PD-L1 B onyxonesbix kierkax (TC)
WIN B OINYyXOJI€aCCOLUMUPOBAHHBIX MMMYHHBIX KieTkax (IC), HempepbiBHasi Onokama MOXKeET
ONTHUMAaJBHBIM 00pa3oM MpeNoTBpallaTh HCTOLIeHHWEe momyssnuu T-kinerok. B mpeppimymimx
NPOTOKOJIAX, BKJIOUAIOIIUX MPHUMEHEHHe JAypBalymada, MCIOIb30BaJd  OrPaHUYEHHYIO
NPOAOJDKUTENBHOCTD JIEUEHUS] C BO3MOXHOCTBIO MOBTOpHOro JjeueHus. Ilockonbky auns
JOJTOCPOYHOTrO BBEIEHMs 103 ObLI IMPOAEMOHCTPUPOBAH MpUeMIIeMblil poduis 6e30macHOCTH,
1 BO3HUKHOBeHHE HOBBIX AE, Mo-BHAMMOMY, BBIXOJWJIO Ha IUIATO B TeueHHe mepuoaa no 12
MecCsILIeB JIeUeHHs], BCe MPOTOKOJBI ¢ MPUMEHEHHEeM aypBaiymMada OXBaThIBAIOT HENPEPBIBHOE
JedeHue 10 MporpeccupoBaHus 3aboneBaHus. B KOHEYHOM cueTe MOTEHIMajbHAs BBIFOAA OT
TOr0, YTO MALMEHTHI, MOJYyYaIoLINe MMOJIb3y OT JypBaiymada, MOTYT MPOJIOJDKAThH JIEYSHHE IO
ucTteueHuu 12 mecsues, ONMpaBAaHa, UCXOAs U3 CYLIECTBYHOINUX pUCKOB. IIo 3Tol mpuuune
HCCIIEIOBAHNUE, OMICAHHOE B MPHMepe 2, BKIFOYAET JICUSHHE paka MOYEBOrO My3bIpsi CyOBeKTa
(rampumep, UC) 1o mporpeccupoBaHus 3a00J€BaHUsI.
IIpumep 2 — KnuHnveckoe HCNBbITAHHE, BRJIKYAKOLIee JeUeHHe CYObeKTOB, HMEIOLIHUX PaK
mouesoro my3bipsi (UC), ¢ nomombio xypsasymada
A. OO0muii NJIaH UCNBITAHUS

JlaHHBIe, OTHOCSIINECS K CIoco0aM, OMHCAHHBIM B JAHHOM JIOKYMEHTE, IPeCTABIEHbI
U3 NpooJDKaroLerocs ucciaenosanus 1108 - HECPaBHUTEIBHOIO OTKPBITOIO MHOIOLIEHTPOBOIO
kJuHIYecKoro ucnbitanus (asel 1/2 (upenruduxarop Clinical Trials.gov: NCT01693562). daza
pacUIMpeHus] 4YHCiIa [alUeHTOB, IMOJNYYAKOUINX MAKCUMAJIbHYI0 MEPEHOCHUMYI0 JA03y, B
HCCIIEOBAHUH BKIIOUana 17 pa3iu4HbIX OnyxoJecrnenu(uyeckux Koropt, B TOM YHUCiIe KOrOpTy

¢ pakom wmodeBoro my3bips (UC). Tlauments B (ase pacimidpeHHs YWCla MalUueHTOB,
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NOJIyYalOIIUX MAaKCUMAJIbHYI0 TEPEHOCHMYIO 03y, NOJy4ald JIeYeHHE M MPONOJDKAIOT
NOJTy4aTh JieueHne nypeasymadom B 1oze 10 mr/kr Q2W.

CozgaBanu pacimvpeHHyo koropty nauweHToB ¢ UC, monydarmmx MaKCUMaJIbHYHO
NEePEeHOCHMYIO0 103y, 0e3 OrpaHMYeHHs 0 NPEALISCTBYIOLINM JIMHHSIM TEParuyd, B KOTOPYIO
JOJDKHBIL ObLTH OBITH BKJIFOUEHBI NMPUMEPHO 60 MalMeHTOB, UMEIOLIUX THCTOJOTHYECKH WU
nuronornuecku noareepxkaeHHyr0 UC; mepBbix 20 ManMeHTOB BKIIOYAIA B HCCIIEIOBAHUE
He3aBHCHUMO OT skcripeccun PD-L1, a nocnenyromue 40 manueHToB JODKHBI ObIIIH UMETh > 5%
OMyXOJIEBbIX KJIETOK, MOJOXKUTEIbHBIX B OTHOwWeHUU 3kcrpeccun PD-L1. Ilocne storo 132
JOTIOJIHUTENbHBIX MAlUEeHTa, UMEIOLINX MMCTONOTHYECKH UM LIUTOJIOTHYECKU MOATBEPKACHHYIO
HeonepaOeNbHYI0  MJIM  METAaCTaTHYECKYI0  IePEeXOJHOKJIETOYHYH0 (B TOM  HHCIe
NEPEXOMHOKIETOYHBIH W CMEIIAHHBIM  MePeXOIHOKJIETOYHbIN/HeepeX0JHOKIETOUHbIN
T'HCTOJIOTMYECKHE THUIIBI) KAPLUHOMY YpOTeNus (B TOM YHCJIE MOYEBOIO Iy3bIPsi, MOYETOYHHKA,
ypeTphl U MOYEUHOHN JIOXaHKH), AOJKHBI ObUTH OBbITh BKJIFOUEHBI B HCCIIEIOBAHNE HE3aBUCUMO OT
skcnpeccun PD-L1; 3t nanuenTsl noayyunu ot 1 10 2 BUAOB NPEALIECTBYIOLIEH CUCTEMHOMN
TEpanuy, B TOM 4YHUCIE€ CXEMy C HCIOJb30BAHHEM IIPENaparoB IUIaTHUHBL B wacTHOCTH, 3TH
MAaLMEHThl JOJUKHBI ObUTH MOJIy4aTh MO MeHblIed mepe |, HO He Oojee 2 MpenmIecTBYIOINX
JUHUI CHCTEMHOHM Tepamuu JUIs JIeYeHHs HeonepadenpHOro WM METacTaTHYeCKOro
3a0oneBaHus, B TOM UHCJIE CXEMy CTaHJApTHONH Tepamuu C HCIOJNB30BAHHUEM IIpernapaToB
IUIATHHBL, U Y HHUX JOJDKHBI ObUIM HAOMIONATBHCS MPOTrPECCHPOBAHUE WM PE3UCTEHTHOCTDH IO
OTHOIIEHUIO K O3TUM JIMHUAM Tepanuu. IIpenecTByromyr pajguKalbHYIO XUMHOIYUYEBYIO
TEpaiil0  MECTHOPACIPOCTPAHEHHOrO  3a00NeBaHUs,  AABIOBAHTHOE  JICUCHHE  HIIN
HEOAJbIOBAHTHOE JIEYEHHE CUUTAIM IPENUIeCTBYIOIIeH JUHUENH Tepanuu IpU YCJIOBHUU, YTO
IPOrpecCUpPOBaHUE MPOMCXOAMIO uepe3 < 12 wMecsleB mocie Hadana Tepanuu (1Jis
XUMHOJIYYEBOTO M abIOBAHTHOTO JISYEeHUsT) WK < 12 MecsIeB mociie XUpyprudeckoi onepanim
(11 HeoanbIOBAHTHOrO JieueHus). HHTepBanbHOE NPOTPECCUPOBAHUE MEXAY 2 JHUHHUSIMU
TEPaNNU ONpenesseT OTAENbHbIE JUHUH TEPAIINU.

ITepBuuHOl kKOHeuHOH ToukoW 11t Koroptsl UC ObLI MOATBEP:KIAEHHBIH OOBEKTHUBHBIN
oteeT (OR) cormacuo RECIST v1.1, onpenesneHHblil Ipu HE3aBUCHMOHN LIEHTPATBHONW OLICHKE B
cneriom pexxume (BICR). KinroueBbie BTOpHUHBIE KOHEYHbIE TOYKM BKitouanu DoR, vacrory
koHTpost 3abonesanust (DCR), PFS u OS.

B. Honyasiuus naueHToB
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ITarmeHTsI, yIOBIETBOPSAIOIINE KPUTEPUSAM, HMEJIU BO3pacT = 18 J1eT ¥ rucTONOrn4ecku
WIA IUTOJOTMUYECKU MOATBEPKAECHHYI0 MECTHOPACIPOCTpaHEHHYI win Mmeracratudeckyro UC.
Kpurepuu BKIIIOUEHHs B UCCIEOBAHUE C YUETOM MPEAbIAYLIUX JUHUHI Tepanuu U3J10:KeHbl B (A)
Bbile. [TarmenTsl umenu unaekce obdimero cocrosinust o ECOG, pasubiii 0 uiu 1, Hagiexamue
(yHKLUN OpraHOB M remMartojorudeckue (QpyHKIUM, a TaKKe CBEXHH OMONTAT OMyXOJMH W/WIH
APXUBHYK) OMyXOJIEBYIO TKaHb, AOCTYIHBIE JIsi TecTHpoBaHusi B orHomeHuun PD-L1. U3
UCIIBITAHUS HCKIFOYAIM MAIHeHTOB C HWMMYHOAe(HIMTOM B aHaMHe3e, C MeAMLUHCKHIMU
COCTOSIHHSIMH, KOTOpbIe TpeOOBali CUCTEMHOIO MOJABJIEHUS UIMMYHHOTO OTBETA, C TSKEJIbIMU
UMMYHOOIIOCPEJOBAHHBIMI ~ HEONAaronpusATHBIMH ~ peakUusiMH B  aHaMHe3e, C  He
NOJBEPraBLUIMMUCS JICUEHUI0 METAacTa3aMH B LEHTPAJIbHON HEPBHOH CHCTEME, a Takke C
BUPYCOM HMMMYHOAE(HIIMNTA UYeIOBeKa, aKTUBHOH (opmoil TyOepkyne3a Win MHOEKIMOHHBIM
renaturoM B nmu C.

C. Koneunrbie ToukH 1 aHATU3bI 3P (PeKTHBHOCTH
IIpomesxkyTouHbIil aHATH3 Y(PPEKTHBHOCTH

IIpomexyTouHbIl aHanu3 3QQPEeKTUBHOCTH NMPOBOAMIIN IOCe TOro, kak 103 marueHTa ¢
UC nonyumnu jnedeHue nypsaiymadom B mose 10 mr/xr Q2W, B ciydae, eciu OHH UMEH
BO3MOJKHOCTh MPOXOIUTh HAONIOIEHUE B TE€YEHHE MO MeHbluel mepe 13 Henenb (T. €. uUMenH
BO3MOXKHOCTb TIPOWTHM 1O MeHbIIel Mepe 2 o00cieqoBaHus B paMKax MOCJIEAYHOIIero
HaOmonenus aus ouenku coryacHo RECIST v 1.1 B Hemenu 6 u 12 ¢ 1-HenenpHBIM OKHOM
BU3UTA).

AHanu3upyeMbpIMU TMOMYJISILUSMHU, HCIOJNb3YEMbIMH JJIsI MPOMEXYTOYHBIX aHAJIN30B
3¢ GEKTUBHOCTH, SBIBSUTICH ITOMYJISLHS U1l HEPBUYHON OLeHKH 3¢ eKTUBHOCTH, ONpesessieMast
kak nagueHtsl ¢ UC, mnonmyuyuBlIMe J€4eHHe, KOTOPble HMMEIH BO3MOXKHOCTh IPOXOAMTH
HaOmonenue B TeueHue > 13 wHemenp a0 matel DCO (T. e. monydyuBIINE TEPBYIO O03Y
nypsanymada 3a > 13 "enens no narsl DCO). Oto Obina nomyssiuys A7l IEPBUYHOTO aHAIN3a
AT IPOBEICHHSI TTPOMEXKYTOYHOrO+ aHaNM3a BCEX NAHHBIX 00 3((EeKTHBHOCTH; W MOMYJISLIUSL
IS DOTNOJHUTENbHOH OLeHKH 3¢ (eKTUBHOCTH, ompernensemas kak Bce manueHTel ¢ UC,
NOJTyYUBLINE JIeU€HHEe, KOTOPble UMEN BO3MOKHOCTh MPOXOAUTh HAOMIOIeHNE B TeueHue > 24
Henenb 10 natbl DCO (T. e. mony4uBIINe MEpBYIO N03y AypBaiyMada 3a > 24 Hememu OO NaThl
DCO). Oro 6plta monyAnys sl JOTIONHUTENBHOTO aHAIM3a AJIs IPOBEAECHUS IIPOMEXYTOUYHOTO

aHanu3a 3QPEKTHBHOCTH.
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IlepBuuHbIH aHAIN3 3PPEKTHBHOCTH

ITepBuuHOll KOHe4HOW ToukoW »>ddexTuBHOCTH ObLT O0OBeKkTHBHBIN OTBeT (OR),
onpenesieMblii KaKk HaWIydinui oOIIuii OTBET B BHae moarBeps:kaeHHoro CR wiM 4acTUYHOrO
oreeta (PR) cormacHo RECIST vl1.1, onpenenennsiii B peskume BICR. PaccunteiBann ORR,
onpenenseMyro kak nono nauueHTos ¢ OR, u ouenusanu 95% tounsle asycroponHue CI nis
ORR mno wmerony Knommnepa-ITupcona. IlaumuenTtsl mpoxomuiud oOCieqoBaHHE [Jisi OLIEHKH
3a0oneBaHus Ha UCXOHOM YpOBHE, B Henenu 0, 12 u 16 nocie Havyana Tepanuy aypBasyMadoM,;
a 3aTeM pa3 B 8 Hezenb B Xoze JedeHus. [locne npekpalieHus ieueHusl NalueHToB 00CiIea0Batu
pa3 B 2 Mecsia B TeueHue 1 roxa, a 3areM pa3 B 3 Mecsla 10 NOATBEP KAEHHs OOBEKTHBHOTO
IPOrpecCUpPOBaHUs 3a00J€BaHNUS.

[TepBuunbiii mpomeskyTounbiii aHanu3 ORR (tounbiit 95% CI) BbImonHAIM 111 BCEX
naneHtoB ¢ UC, mnoay4amomux JiedeHue, KOTOpble HMENU BO3MOXKHOCTb IPOXOAUTH
HaOMroJeHue B TeueHHe Mo MeHbluel Mepe 13 Henmenb (B ONMMCAHHOW Bbllle MOMYJSALUH IJIs
nepBuuHON oneHkn 3¢¢dexrtusHocTH). Jomonuurensubii anamns ORR BeIMoOnHAIM 1711 BCEX
naiueHtoB ¢ UC, mnoay4alomux JieYeHue, KOTOpble HMENU BO3MOMKHOCTb IPOXOAUTH
HaOJIOJIeHHe B TeUeHHe MO MeHbluel Mepe 24 Henmenb (B OMUCAHHOW BBILIE MOMYJISILMH JJIS
nononHUTeNbHOH oueHku 3¢dexruBHocTH). Kpome Toro, anamormunele anammsel ORR
BBIMOJHSIN Uil cyOnomnyisiuuu Beex mnanueHToB ¢ UC, mojydaromux JieueHHe, y KOTOPBIX
HaOJII0JaI0Ch MPOTrPECCHPOBAHNE BO BPEeMs MITH TIOCJIE TePAIii Ha OCHOBE Iperapara IJIaTHHB,
BKJIFOUasl T€X MALMEHTOB, Y KOTOPBIX HAONIOAANOCh IPOrpecCHpPOBaHUE B Te€UeHHE 12 MecsueB
TIOCJIe TIOJMYYEHHs Tepalnuy B HEOAJAbIOBAHTHOM/AJABIOBAHTHOM pekume (2L+ mocne Tepammu
npenapaTamMy IJIaTHHBI).

BropuuHblie aHaau3bl 3PPeKTHBHOCTH

Bropuunbie koHeuHbIe TOUKH 3¢ dexTrnBHocTH Brodanu DoR, DCR, Bpems no Hauana
oreera, PFS, m3smenenue pasmepa uenesoro oudara cornacHo RECIST vl.1, onpenenennoe B
peskume BICR u mpu onenke uccnenosarenem, u OS. Jns ouenkn skcnpeccuu PD-L1 B cBsizu ¢
NPOTHBOOIYXOJIEBOH aKTHUBHOCTBIO aypBaiymaba y mamueHtoB ¢ UC  naHHele 00
3¢ PEKTUBHOCTU TaKXKe aHAJTU3UPOBAIM IO MOATPYIIaM, UASHTU(DHULUPOBAHHBIM Ha OCHOBAHHU
skcnpeccun PD-L1, B Buae ompepensieMoil OLeHKH MeMOpaHHOro okpamuBanus PD-L1 B
onyxosiesbix kiertkax (TC) m obmero oxpammsanuss PD-L1 B omyxoneacconMupOBaHHBIX

UMMYHHBIX KJieTkax (IC) maTonoramu, oOy4eHHBIMHU OLIEHKE B paMKax YTBEPIKICHHOTO aHAJIN3a
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VENTANA PD-L1 (SP263). B ofmeti cnoxuoctu 103 mauuenra ¢ UC obecrnieunBany [mupuHy

ToyHOro nByctopoHHero 95% ClI mexny nHaOmomaemoii ORR u ee HWXHUM mpenenoM B

nuamasone oT 7% 10 9%, korna oxunangock, uto ORR Oyner HaxomauThest B quamna3one ot 20%

1o 30%.

D. Ouenka 3kcnpeccun PD-L1 ¢ ucnosb3oBaHMeM YTBEpP:KAGHHOI0 aHAJAM3a Ha
pbisiBjienue PD-L1

ABTOpBI HacTOALIErO N300peTeHNs pa3paboTail aJropuTM OLIEHUBAHUS AJISl IPOBENCHUS
pa3NnUUuil MEeXAy OTBEHANOLUIUMH M HE OTBEYANOLIUMH NALMEHTaMH Ha OCHOBAHWM IOPOrOBOTO
ypoBHsa okcnpeccun PD-L1. B3aumocssizp Mexay ypoBHaMmH dkcnpeccun PD-L1 kak B
onyxosiesbix kierkax (TC), tak u B ummyHHbIX Kkietkax (IC) m oTBeroM Ha Tepamuio
aypBanyMaOOM OLIEHHBAJM B OOpaslax ONyXoJieil OT MAlHeHTOB, MOJyYaloUNX JIEYEHUE, B
koropre UC B uccnenosanuu 1108. B sToM aHanuse yCTaHOBUIIM ONTUMAJIbHBIN aJrOPUTM IS
KoMOuHMpoBaHHOM oueHku okpawmuBanus TC u IC va PD-L1.

Urobbl ompenenuTh mnepBuuHble moxarpymmel PD-L1 s aHamu3a, yCTaHOBUIIH
TIOPOTOBBIN YPOBEHb MAJI IMALMEHTOB, OTBEYAIOIINX HAa MOHOTEpAnHio AypBalymMaboMm. ITOT
TIOPOTOBBIN YPOBEHb OMPEEIIUIH C TIOMOLIBIO TPEHHPOBOYHOTO HAOOPA JAHHBIX, COCTOSALIETO U3
Ha4yaJbHON IpyMIibl CyOBEKTOB, BKIFOUEHHBIX B UCCIIEIOBaHNE, KOTOPBIX HAONIOANN B TEUEHHE
He MeHee 12 Henmenb. [lanubie 00 skcnpeccun PD-L1 u mannbsie 06 ORR, monydeHHble Ha
OCcHOBaHMHM OLIeHOK uccienoBaresivu coracHo RECIST v1.1, y aTux cyObeKTOB UCTIOIB30BAIN
IUTSL ONIPEIENIEHUs] TIOPOTOBOr0 YPOBHS dKcnpeccun PD-L1, koTopslii yulie Bcero obecrneynnat
IPOBEACHNE PA3IMYNN MEXKAY OTBEHAIOLUIMMH M HE OTBEHAOIIUMHU cyObekTamu. IIpuHnManu Bo
BHUMaHue U apyrue nanasie cornacHo RECIST vl1.1, nonydeHHBbIe HCCIenOBaTesIME (TaKHue Kak
NPOLIEHTHOE M3MEHEHHE I10 CPaBHEHUIO C HCXOJHBIM YPOBHEM B I€NeBbIX Ouarax), U
KJIMHUYECKHe NaHHbIe (TaKue Kak MpeKpaleHne JieueHus Beuenctsue PD wiu pansHeidt cmepTi).
OntuManpHBIl aNnrOpuTM KiacCUQULIUPOBAI MALMEHTOB KaK HWMEIOIIUX OMYXOJH C BBICOKUM
ypoaeM PD-L1, eciu ucxonuseiii yposeHs skcnpeccunt PD-L1 B TC nubo IC cocrasmsin > 25%;
YT ONYXOJIM C HU3KUM/OTCYTCTBYIOIINUM ypoBHeM PD-L1, ecu HCXORHBINH ypOBEHb SKCIIPECCHU
PD-L1 cocransn < 25% B TC u IC. Ucxons U3 3T0ro noporoBOro ypoBHsl, ONPEAENIUIN EPBYIO
BEpCHIO airoputma (pa3padaTbiBaeMblii aITOPUTM).

Ob6ocnoBanue noporosoro ypoBHs 25% 11t TC 0CHOBBIBAJIOCH Ha CIENYIOIIEM.
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1. buonoruyeckoe naericteue PD-L1 u oTBeT: ObLIO MOKA3aHO, YTO BBHICOKASI HKCIIPECCHUS
PD-L1 Ha memOpaHax OMyXOJIEBBIX KJIETOK KOPPEIHPYET € JNYYIIUM KJINHHYECKHM OTBETOM Ha
JIeKapCTBEHHbIE CPEACTBA, HallenuBarorecs Ha myTs PD-1/PD-L1.

2. Pacnipoctpanennocts npu UC: onenka skcrpeccun PD-L1 B kommepueckux obpasiax
C pakoOM MOUEBOro Iy3blps, rzae Obulo OOHapyxkeHOo, 4ro PD-L1 B HEKOTOpBHIX ciyuasx
JKCIpeccUpyercs Ha BbICOKOM ypoBHe B TC, mo3BonseT NpennoyioKUTh BPOXKIACHHYIO WIH
amanTusBHyIO ceepxskcnpeccuro PD-L1; a Takoxke:

3. Jlannble o knuHH4YeckoM ucxone npu UC: oquH u3 cyObEKTOB C YaCTUUHBIM OTBETOM
(PR) u npyroii cyObeKkT ¢ HaMITy4IIuM H3MeHeHueM -38,5 nmenu yposenb PD-L1 > 25% B TC.
AnanornyHsiM 00pa3oM, oOocHOBaHHE Moporosoro ypoBHs 25% nnsa IC ocHoBbIBajoCh Ha
CJIEAYIOILEM.

1. buonoruyeckoe nericteue PD-L1 u oTBeT: ObLIO MOKa3aHO, YTO BBICOKASI HKCIPECCHUS
PD-L1 B IC xoppenupyer ¢ JydlIuM KJIMHUYECKMM OTBETOM Ha JIEKAPCTBEHHOE CPEICTBO,
npexacrasisitonee coboit antureno k PD-L1 atezonuzymad.

2. PacnpoctpanenHocts npu UC: B KoMMepUeckux o0paslax ¢ pakoM MOYEBOT0 Iy3bIpsi
ObuT0 0OHApYskeHO, uTo PD-L1 BO MHOTHX Cilydasix SKCIIPEeCCHPYETCst Ha BLICOKOM ypoBHE B IC,
YTO MO3BOJISIET NPEANONOKUTh aNANTUBHYIO cBepxakcnpeccuro PD-L1; a takxe:

3. Jlannble o knuHudeckoMm ucxoae npu UC: Obu1o 0OHApyskeHO, 4yTo BCe 4 CyObeKTa ¢
PR umenu yposens PD-L1 > 25% B IC.

Jpyrum BaxxHbIM (PaKTOPOM, KOTOPBIH YUUTBIBAIH ITPU BEIOOPE ITOPOrOBOro ypoBHs 25%
kak i TC, Tak u ma IC, Obta oxxumaeMast CTeneHb CXOJUMOCTH CUUTHIBAHUS HECKOJBKUMHU
CIeLUANNCTaMH  (BOCIIPOM3BOIUMOCTh MEXKAY IIaTOJIOTaMHM) Ha OCHOBAHUHM BOCIPHSTHS
natosoroB 3 Medlmmune u Ventana Medical Systems. ORR, oneHeHHasi wccienoBarenem
cornmacio RECIST v1.1 y cyObekToB M3 TPEeHHPOBOYHOrO Habopa AJisi CYOBEKTOB C BBICOKUM
ypoBaeM PD-L1 (= 25% B TC unu IC), coctasnsna 36,4% (4/11, 95% CI: 10,9, 69,2), Torna xak
ORR myisi cyObekTOB ¢ HM3KHM/OTCYTCTByROIMM ypoBHeM PD-L1 (< 25% B TC u IC)
cocraBmsia  0%. KomOuwHupoBauHbIA — anroputM  obecrieunBaer  Ooiee  BBICOKYIO
NPOrHOCTHYECKYI0 LIEHHOCTh OTpuLaTesibHOro pesysprara (NPV) u Oosee BBICOKYHO HacTOTy
UCTUHHO MOJIOXKHUTEIbHBIX pe3ynbTatoB (TPR), yem onennBanme ¢ ucrnonp3oBanueM Tobko TC

nnu IC.
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ITpoTtokoun aHanu3a ans okpamuBaHust PD-L1 ObuT 3aKpbIT 1O TECTUPOBAHHS MALUEHTOB,
a anroput™M ObUI 3aKpBIT IIOCIE€ CYUTHIBAHUS IAaHHBIX B TPEHHPOBOYHOM Habope u3 20
nauueHToB. [lo3nHee B XOone WCHBITAHUS 3a0€HCTBOBAM KOHEYHbIH anroput™m (tabmuua 1),
KOTOpBIA TaKke peajn30BbIBaIM B Hadane nodasieHus nauueHToB (132) B mccienoBaHue,
copepkamuii  Moaudukanuoo pa3pabaThblBA€MOr0 ajropuTMa JAjsl TOBBIIIEHHS TOYHOCTU
OLICHWBAHUS B Cly4asix, korna ypoeHb skcnpeccun PD-L1 B IC cocraBmsn < 1%, ciaenyromum
obpazom.

Tab6muua 1. Onucanue craryca PD-L1

Craryc PD-L1 Onucanue

Bricoxuit yposerp PD-L1 (oGo3mawaemsrii kak PD-L1- | > 25% B omyxomneBeIX KieTKax WM >

nosioxureibubie B CSP 25% B UMMVHHBIX KJIETKaX
y

Huskuii/orcyrersyromuii yposenr PD-L1 (o0o3Hauaemsiii | < 25% B omyxo/eBbIX kiaeTkax u < 25%

kak PD-L1-orpunarensasic B CSP) B IMMYHHBIX KJICTKaX

CSP = nmpotokoi knuaHyeckoro uccienosanms; PD-L1 = nmurana 1 Genka nporpammupyemoii rudenu
KJIETOK.

[Mpumeuanne. Ecan mmomanp, 3aHAMacMas MMMYHHBIMH KICTKamu, coctaBitia < 1% or olmeit
IIOIIATH OIYXOJIH, craryc dkcnpeccun PD-L1 onpeaensiu ciaeayromum o0pa3oM: BEICOKHH YPOBCHb
PD-L1, ecau ucxoansiii yposens skcnpeccuu PD-L1 cocrasnsa > 25% 8 TC uau = 100% B IC, u
Hu3Kui/oTcyreTByromuil yposens PD-L1, eciau ncxoausiii yposens coctasisa < 25% B TC u < 100%

B IC.

Ota MonudUKaLHs aJrOPUTMA MOBBICHIIA TOYHOCTh OLIEHUBAHUS B CIIy4asX C HU3KOH CTEIEHBIO
uaunerpaunun IC npu coxpanenmn 100% cooTBeTcTBUS MeXAy paspabaTelBaeMbIM U
KOHEYHBIM aJITOPUTMAMHU.

[IpumeHenne anropuTMa OLEHHMBaHHS Ayl omnpeneneHus craryca PD-L1 (Bbicokoro
YPOBHSI B CPaBHEHUH C HU3KUM/OTCYTCTBYIOIIMM) BBIMOJIHSIN MPOTPAMMHBIM IIyTEM Ha OCHOBE
HeOOpabOTaHHBIX JAHHBIX, MTOJYYEHHBIX B XOJ€ OLIEHKH MATOJIOTOM IPOLEHTHOH JOJH KJIIETOK
TC u IC, okpamensbix Ha PD-L1. KoHeuHbll anropuT™ NpuMeHsUIH MPOCIIEKTUBHO B 0Opasiax
OT 43 mnanueHTOB B NOMYJIALMU AN MEpBUYHON OLeHKH 3(P(EeKTUBHOCTH U NPUMEHSIN
PETPOCIEKTUBHO B OTHOLICHMH 63 MALUEHTOB B MNONYJSLUUU [Js NEPBUYHON OLEHKH
s¢dexruBaocTr. He mnpemnonaras orpanwyeHws, aHanu3 Ha BbiiBieHHe PD-L1 (anamm3

VENTANA PD-L1 (SP263)) MoXeT CIy>KUTh JONOJHUTEIbHBIM JHATHOCTUYECKUM aHAIH30M,
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MOCKOJIbKY OH MOKeT olecrneuuTh OueHKy skcrpeccun PD-L1 u mosnesHyro uHDOpMaLu0 o
BEPOSITHOCTH OTBETa Ha AypBanymad mo Beei nmomyssanuu ¢ UC.

IToporoselii ypoBeHb 3kcnpeccun PD-L1 u nepBoHavanbHbIN alropuTtM OLEHUBAHUS
OTIpeNeNsuI Ha OCHOBE TpeHHpOoBOoYHOro Habopa u3 20 cyowexkros ¢ UC (nepBbie 20 cyOBeKTOB
¢ UC, BxmoueHHbIXx B wuccinenosanue 1108), u Beicokuii ypoeHb PD-L1 wusHauampHO
OTpeneNsuid Kak MUCXOOHBIM ypoBeHb dkcmpeccun PD-L1 > 25% B TC wmm > 25% B IC, a
HHU3KUI/oTcyTeTBYomuil yposenb PD-L1 onpenensnu kak ucxomHslil ypoBeHb 3kcnpeccuu PD
L1 <25% B TC u < 25% B IC (pa3pabarbiBaembiii anroputm). [To3gHee B XoHe WCCIETOBAHMS
3aefiCTBOBAI KOHEYHBIH alrOPUTM, KOTOPBIM COmepskal MOIN(UKALMIO pa3padaThIBAEMOTrO
aJITOPUTMA - €CJIU TUIoIaab, 3auuMaeMasi IC, cocrapisuia < 1% ot olreit miomanu onyxoiu, To
craryc skcnpeccun PD-L1 ompenensiiu cneayroiuM oO0pa3oM: BbiCOkHE ypoBeHb PD-L1, ecnu
UCXOAHBIN ypoBeHb skcmpeccuu PD-L1 cocraBmsin > 25% B TC w/wnmu = 100% B IC, u
HU3KHN/OTCyTCTBYIOIMI ypoBeHb PD-L1, ecnmu wucxomHeli ypoBeHb skcmpeccun PD-L1
cocraBist < 25% B TC u < 100% B IC. [loOaBieHne 5TOro mpaBuja MOBBICHJIO TOYHOCThb
OLICHUBAHUS B ClIy4asix ¢ HU3KUM coaepkanueM IC.

E. Hccnenosannbie nonyasiuyy NalHeHTOB

W3 103 marmentos ¢ UC B momyssiuuy Uit EpBUYHON onleHkH 3¢ dexruBHOCTH 94 ObLIN
NalMeHTaMu U3 Tpynibl 2L+ nocne Tepanuu npenapaTaMiy IUIATHHBL, Y KOTOPBIX HAOMIOAANOCh
IIPOrPECCUpPOBaHNE BO BpeMsl WM IIOCJIE TEPaluM C HCIOJNb30BAHUEM MPENapaToB IUIATHUHEL,
BKJIFOUas T€X MALMEHTOB, Y KOTOPBIX HAOIIONAJOCh MPOrpecCUpOBaHKe B TeueHue 12 mecsies
1oC/ie TOJNYYeHUs] Tepanud B HEOAJbIOBAHTHOM/aABIOBAHTHOM pexume. OcranbHble 9
NAlMEeHTOB paHee He MOJydajH JiedeHus Tu0o Oputm 0003HaueHb! Kak MaunueHThl rpymmnsl 1L,
KOTOpBIE  NOJy4YaJud  TEPalul €  UCHOJb30BAaHUEM  IpEenapaToB  IUIATHHBI B
HEeOaIbIOBAHTHOM/aIbIOBAHTHOM PEXXHMeE U Y KOTOPBIX HAaOIOAANOCh MporpeccupoBanue domnee
yeM depe3 12 MecsleB nociie nocienHeit 1o3nl cpeactsa Tepanuu. CeMb U3 9 NalMeHToB, paHee
HE TOJIy4aBIIMX JIEYeHHe/TIallueHToB rpynmbl 1L, ObutM mpuU3HAHBI HE YIOBJIETBOPSIOIIUMHU
KPUTEpPUSIM Ha3HAUEHUs LUCIUIATUHA HAa OCHOBAHUU KPUTEpPUEB MPHUEMJIEMOCTH HA3HAYEHUs
LUCIUIATHHA, UCTIOJIb3YEMBIX B JAHHOM UCCIIEOBAHUU.

INonymsiumss mnammentoB ¢ UC, mnonyvaBmas JsedeHue B uccienoBaHuu 1108,
npesacTaBisAia COOOH YETKO OIpeNeNeHHYI0 MOMYyJSALUI0 C BBICOKOH HEYIOBIETBOPEHHON

KJIMHAYECKOH HOTpe6HOCTb}0 U ABJIAJIACH npennonaraeMoﬁ HOHYHSILII/Ieﬁ A JICUCHUA B
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KIIMHU4ecKor npaktuke. Kpurepun BrimodyeHus: ObU pa3paboTaHbl AJil TOUHOTO OMpPenesIeHUs
UCCIEAYEMON TMOMyJSIUUM, COOTBETCTBYIOIIEH COBPEMEHHON KIMHUYECKOW MPAKTHUKE B
IpeAnoNaraeMoi LeneBol MOMyIALuy, U AJIs UCKIIOYEHUs MAllMeHTOB, y4acTHe KOTOPBIX ObLIO
OBl HEYMECTHBIM IO COOOpakeHUsIM Oe30macHOCTH. MenuaHHbIi BO3pacT MAleHTOB COCTABIISLI
OKOJIO IIECTUAECATH IATH JIeT, OONBIINHCTBO MALUEHTOB ObIIIM MYy>KYHHAMM, U OOJIBIINHCTBO U3
HuX umenn uaaekc cocrosiaus mo ECOG, paBHbIl 1, HA MOMEHT BKIIFOUEHHs! B UCCIIEIOBAHUE
(Tabnuua 2). BoabIIMHCTBO MAIMEHTOB NOAYYHIN | WK 2 MpenecTBYOINe JIMHUAHY JICYSHHUS Ha
MOMEHT BKJIFOYEHHs B MCCIeOBaHMEe. Bce, kpoMe 3 ManueHToB, NOay4ald MPEAIeCTBYIOYO
TEPAIUIO C MCIIOJNIb30BAHUEM IIPENapaToB IUIATHHBL, KOTOpas MpeayCcMaTpuBajia NCIOIb30BAHHE
nucratiaa (69,9%) mmbo kapborutatuna (27,2%). XapakTepucTuke 3a00J€BaHUS HA UCXOTHOM
YPOBHE yKa3bIBaJId HA UCCIIEAYEMYIO MOMYJISALUIO C HEOIAronpusiTHBIM MPOrHO30M (Tabnuua 2).
ITpumepro 95% mnaMeHTOB B MOMYJISLMM Ui NMEPBUYHOW OLEHKU >PPEeKTHBHOCTH HMEIH
3a00eBaHNe BHYTPEHHUX OPraHOB, B TOM 4Hcie nmoutu 50% umenu meracrtasbl B nedeHu; 36,9%
NOJyYMJIM 10 MeHbIIell Mepe 2 MpeAIIecTBYIOUIME JMHUM CHCTeMHOW Tepanuu, u 14,6%

noJy4ny 3 unu Oonee MpeAIecTBYIOINE TMHUN TePauu.

Tadauua 2. [lemorpaguueckne AaHHbIE H HCXOJAHbIE XAPAKTEPHCTHKH 3200/1eBAaHUS 110
crarycy PD-L1 - koropra UC B uccinenosanuu 1108 (monmyasimus ans
NepBUYHOI OLEHKH 3J((PeKTHBHOCTH: MNALHUEHTbl, MOJY4YHBIIHE
JeyeHHe, HMEKIIHe BO3MOXKHOCTbL IMPOXOAHTbL MNOCJEAYHoLIee

Ha0aaeHne B TedeHue > 13 Hexesp)

UC, 2L+ nmocsie Tepanuu npenapatamu
UC, Bce
IJIATHHBI
Huskwnii/o Huskwnii/o
Boicoxnii TCYTCTBY Boicoknii TCYTCTBYHO
IMapameTp
Bcero yposenb PD- | rommii Bcero yposeHb PD- | mmii
N=103 L1* ypoBenb | N =94 L1?* ypPOBEHb
N =61 PD-L1* N =58 PD-L1*
N=39 N=33
Bospacr (ieT)
Meauana 66,0 67,0 65.0 66,0 67,5 65,0
(MuH., (34, 88) (34, 8%) (48, 82) (34, 88) (34, 88) (48, 82)
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Tadauua 2. [lemorpadguueckne faHHbIE H HCXOAHbIE XAPAKTEPHCTHKH 3200/1eBAaHHS 110
cratycy PD-L1 - koropra UC B nccienopanuu 1108 (monmyasinus aas
NepBUYHON OUEeHKH 3J((PeKTHBHOCTH: NALUEHTbl, MOJYYHBIIHE
JleyeHHe, HMeIoIHe BO3MOXKHOCTH TMNPOXOAHTH  MOCJeAyloliee

Ha0JII0eHHe B TedeHue > 13 HegeJb)

UC, sce UC, 2L+ nmocsie Tepanuu npenaparamu
NJIATHHBI
Huskwuii/o Huskwuii/o
Tapaverp Boicoknii TCYTCTBY Bobicokwnii TCYTCTBYIO
Bcero yposeHb PD- | rommii Bcero ypoBeHb PD- | mmii
N=103 L1? yposenb | N =94 L1? ypOBeHb
N=61 PD-L1* N =58 PD-L1*
N=39 N=33
MAaKc.)
IToxa, n (%)
Kenmmusr | 32 (31,1%) | 18 (29,5%) 13 28 (29,8%) | 18 (31,0%) 9 (27,3%)
(33,3%)
Mysxumaer | 71 (68,9%) | 43 (70,5%) 26 66 (70,2%) | 40 (69,0%) 24 (72,7%)
(66,7%)
ECOG, n (%)

0 30 (29,1%) | 19 (31,1%) 8 (20,5%) | 27 (28,7%) | 18 (31,0%) 6 (18,2%)
1 73 (70,9%) | 42 (68,9%) 31 67 (71,3%) | 40 (69,0%) 27 (81,8%)
(79,5%)

Ouar 3a607CBaHMs Ha HCXOXHOM yPOBHE, n (%) °

Buyrtpennne | 98 (95,1%) 58 (95,1%) | 39 (100%) | 89 (94,7%) | 55 (94,8%) | 33 (100%)

OpraHsl

[Meuens 50 (48,5%) 30 (49,2%) 20 46 (48,9%) | 28 (48,3%) | 18 (54,5%)
(51,3%)

Tombko

mamarmaec | 5 (4,9%) 3 (4.9%) 0 5 (5,3%) 3 (5.2%) 0

KHC Y37Ib

INpeammecTByoImas THHUS TCPAITHH IS JICUCHIS HEOTICPaOe IbHOT0/METACTATHISCKOTO 3a00/ICBAHHUS,

n (%)
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Tadauua 2. [lemorpadguueckne faHHbIE H HCXOAHbIE XAPAKTEPHCTHKH 3200/1eBAaHHS 110

cratycy PD-L1 - xkoropra UC B ncciaenosanuu 1108 (monyasiuusi aus

NepBUYHON oOueHKH 3¢ peKTUBHOCTH:

JedeHue,

HMEKIue

BO3MOKHOCTDb

Ha0JII0eHHe B TedeHue > 13 HegeJb)

NMALHEHTHI,

NMPOXOAHTDH

noJIiyiuBIlIHE€

nocJieAyoniee

UC, 2L+ nmocsie Tepanuu npenaparamu

UC, Bce
NJIATHHbI
Huskwnii/o Huskwuii/o
Tapaverp Boicoknii TCYTCTBY Bobicokwnii TCYTCTBYIO
Bcero yposeHb PD- | rommii Bcero ypoBeHb PD- | mmii
N=103 L1? yposenn | N =94 L1? ypOBeHb
N=61 PD-L1* N=58 PD-L1*
N=39 N=33
0 9 (8,7%) 3 (4,9%) 6 (15,4%) 0 0 0
: 56 (54,4%) 35 (57,4%) 1 56 (59,6%) | 35(60,3%) | 18 (54,5%)
(46.,2%)
2 23 (22,3%) 15 (24,6%) | 8(20,5%) | 23 (24.5%) | 15 (25,9%) 8 (24.2%)
3 9 (8,7%) 4 (6,6%) 5(12,8%) | 9(9,6%) 4 (6,9%) 5 (15,2%)
>4 6 (5,8%) 4 (6,6%) 2 (5,1%) 6 (6,4%) 4 (6,9%) 2 (6,1%)

Hpe,umeCTBonmasI TCparus 1o CXCMeE ¢ UCNOJIb30BaHUCM NIPCTIapaTOB INTATUHBI

fla 100 (97,1%) | 61 (100%) >0 94 (100%) 58 (100%) 33 (100%)
(92,3%)

C

HetiobsoRa 72 (69,9%) 46 (75,4%) 2 68 (72,3%) | 45(77,6%) | 22 (66,7%)

HUEM (64,1%)

LUCTIIATHHA

C

HCTIONIB30BA

HHCM 28 (27.2%) 15 (24.,6%) (281,;%) 26 (27.7%) | 13(22,4%) | 11(33.3%)

kapOomiaTu

Ha

Her 3 (2.9%) 0 3 (7.7%) He npumenumo

2L+ = Bropas wim 6ojce mo3aHAs muHus, DCO = mata npekparuenns coopa marubx; ECOG = BocrouHas
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Tadauua 2. [lemorpadguueckne faHHbIE H HCXOAHbIE XAPAKTEPHCTHKH 3200/1eBAaHHS 110
cratycy PD-L1 - koropra UC B nccienopanuu 1108 (monmyasinus aas
NepBUYHON OUEeHKH 3J((PeKTHBHOCTH: NALUEHTbl, MOJYYHBIIHE
JleyeHHe, HMeIoIHe BO3MOXKHOCTH TMNPOXOAHTH  MOCJeAyloliee

Ha0JII0eHHe B TedeHue > 13 HegeJb)

UC, 2L+ nmocsie Tepanuu npenaparamu
UC, Bce
NJIATHHbI
Huskwnii/o Huskwuii/o
Boicoknii TCYTCTBY Bobicokwnii TCYTCTBYIO
Tapamerp Bcero yposeHb PD- | rommii Bcero ypoBeHb PD- | mmii
N=103 L1? yposenn | N =94 L1? ypOBeHb
N=61 PD-L1* N =58 PD-L1*
N=39 N=33

00BeAMHEHHAA OHKOTOTHYecKas rpynmna; IC = IMMyHHas KJIETKA; MAKC. = MAKCHMYM; MUH.= MUHEMYM; PD-L1
= muranp 1 6eska nmporpamvupyemoit rudemu kinerok; TC = omyxonesas kietka, UC = yporeauanbHas
KapIIHOMA.

[MareHTH! MOTyYaIH CBOKO NIEPBYIO 103y AypBaidymada mo MeHbIeit Mepe 3a 13 weaens a0 aarsl DCO.
Bricokutit yposers PD-L1 onpenemsamu kak > 25% B TC wmi > 25% B IC; HU3KHH/OTCYTCTBYIOLIMH YPOBCHD
PD-L1 onpeaemsamu kak < 25% 8 TC u <25% B IC.

Jaunble 00 ouare 3a00J¢BaHUS HA HCXOJHOM YPOBHE IOJIy4YaId HA OCHOBAHWH OIICHKH 3a00JICBAaHUA HA
HCXOJHOM YPOBHE, ONPEACICHHON HCCIEI0BATEIEM H HE3aBUCHMBIM HKCTIEPTOM B IICHTPAIM30BAHHOM CJICIIOM
pexKuME. MertacTtassl BO BHYTPCHHHUX OPTaHAX BKIIFOYATIH METACTA3bI B ICUCHH, JICTKOM, KOCTH HJIH mo00M

Y4acTKE, OTJTATHOM OT J'[I/IM(I)aTI/I‘ICCI(OI‘O y371a, WiId MATKHUX TKAHAX.

F. P dexkTUBHOCTH
YacroTa o0bekTuBHOrO oTBeta (ORR), npogokuressHocTs oTBera (DoR) n yacrora
KOHTPO.J1s1 3a00J1eBaHusl, onpeneieHHbie B pesxxume BICR

MoHoTepanust  AypBallyMaOOM NPOJAEMOHCTPHPOBANIA  3HAYUTENBHYIO MONB3Y Y
NalNeHTOB C MeCTHOpacnpocTpaHeHHOM wnn Meracratudeckoit UC mo pesynbraTam aHaiusa
koHeuHbIx Touek (ORR, DoR), mo koTOpbIM MOXXHO Mpenckas3aTh KIMHHYECKYIO TMOJb3y. B
TIOMYJISILMH J1JIs1 IEPBUYHOMN OLIeHKH 3((PEKTUBHOCTH MOHOTEpAIHs AypBaayMabOM MPUBOIMIIA K
ORR 20,4% (95% CI: 13,1%, 29,5%), onpenenennoii B pexxume BICR cornmacao RECIST vl.1y
Bcex nmauueHToB ¢ UC u ORR 20,2% (95% CI: 12,6%, 29,8%) B moarpyme 2L+ nocne Tepanuu

npenaparamMud  miaTuHbl  (Tabmuma  3). YV Tpex  ONOJHUTEIbHBIX — MALEHTOB  ObUI
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HETIOATBEePKIEeHHbI OTBeT, ompeneneHHbpli B pexume BICR, mo cocrosamo nHa DCO ¢
BO3MOJKHBIM IOATBEPKIACHUEM, KaK YKA3aHO HIDKE. Y OJHOIO M3 TpexX MAlMEHTOB, BCE elle
nojydaromux jedenue, Opi1 PR, xoropeiii 6pi1 moaTeepskneH B pesxkume BICR Ha ocHOBanuu
nocnenyroomero obcnenosanust nocie DCO; y BTOporo u3 Tpex MAIMEHTOB, BCe elle
NOJIyYarOIIUX JieueHue, Obut onpeneneH PR Bo BpeMs 2 mocienoBaTeNbHbIX 00CIEIOBAHUN, HO
UHTEpBaI Mexay 2 oOCleqOBaHUSIMHU COCTaBJsul 26 nHel (< 4 Helenb); U y TPEThEro U3 Tpex
NIALIEHTOB, BCE ellle MOJy4aroIux JedeHne, Opu1 PR, mepBoHauanbHO OnpeneseHHbll BO BpeMs
BTOpOrO obcnenoBanus (Hemens 12), ¢ BOSMOKHBIM MTOATBEPKICHUEM.

OTBeTbl NaNMEHTOB NOSBSUINCH HA PAHHUX OJTalax B XOHAe JiedeHUst U Obun
anurenbHbIMU. Cpenn 21 manueHTa, OTBEYAOLIEro Ha TEPANui0, MEAUAHHOE BpeMs O Hadala
orBera cocraBisuio 1,41 wmecsua (mmamasoH ot 1,2 mo 7,2). Menuannas DoR He Obina
nocturHyra (auamaszoH ot 1,4+ no 19,9 mecsma). B obmel crnoxsoctH y 16 manueHTOB
COXPAaHSJICS OTBET B TEUEHHE 110 MEHbIIEH Mepe 6 MeCsLEB, y 7 MaLUEHTOB COXPAHsIICS OTBET B
TE€UEHUEe MO MEeHblIeH Mepe 9 mecsueB. Y BOCeMHAaALATH U3 21 mamueHTa, OTBEYAOLIEro Ha
tepamuto  (85,7%), orBer mpomospkancss Ha MomeHT DCO. M3 3 mauMeHToB, y KOTOPBIX
HaOJII0 1ATOCh MPOTrPECCHPOBAHNUE TTOCIIE TIEPBOHAYAIBHOTO OTBETa MpH OleHKe B pexkime BICR,
BCE 3 3aBepIIMIMN 12-MecsyHOe JieueHue OypBaiymMaOboM, BBOAMMBIM B no3e 10 mr/kr Q2W,
BKJIOUass | mammeHTa, y KOTOpOro ObLIO ONpeneNeHO MPOrpecCUpOBaHUE HU3-3a YBEIHUYEHUs
L[eIeBOro odara B JeHb 286 (omeHka 3abonieBaHusi 6). Y 3TOro manueHTa B TOCJEIYIOIIEM
Habmonancss CR mpu ouenke B pexxume BICR, naunnast ¢ nus 392 (onenka 3adonesanus 8), u
nojaep:kuBaics npogoukaromuiics CR no mocnennero HadmoneHus mo cocrostauto Ha DCO B
neHb 650 (onenka 3abonesanus 12). [Tonrpynmna 2L+ nocie Tepanuu npenapaTtamy IUIATHHBI C
UC npoaeMOHCTpUpOBaJia aHAIOTHYHYO0 3¢ (HeKTUBHOCTD (Tabnumna 3).

G. Ananus noarpynn PD-L1

Xots aypBanymad MpoAeMOHCTPUPOBAN KIMHUYECKYIO aKTHUBHOCTD U
MPOAOJKUTENBHOCTD OTBETA B IMOATPYMIAX Kak C BBICOKUM ypoBHeM PD-L 1, Tak u ¢
HHU3KHUM/OTCYTCTBYIOIUM ypoBHeM PD-L1, KOMOMHMPOBaHHBIH aNTOPUTM C UCTIONB30BAHHEM
TC/IC B ananmuze VENTANA PD-L1 (SP263) noka3zan Beicokyto TPR (85,7%) u Beicokyro NPV
(92,3%). B otimuue ot 3TOr0, aIropuTMBI ¢ HCHoIb30BaHHeM Tonbko TC mnmm Tonbko IC
BBIABILIIOT PA3JIMUMs HE TaK XOPOIIO, Ha YTO yKasbiBatoT Oonee Hu3kue TPR u NPV. Otu

JaHHBIE TIOATBEPKAAIOT MOJIE3HOCTh OOBEINHEHHOTO anroputMa ¢ ucnonas3oBanueM TC wm IC
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11t uAeHTU(UKALNUN CYObEKTOB, KOTOpPbIE C 0OJIbIIEl BEpOSITHOCTHIO OTBEYAIOT Ha IypBaymad.
Kpowme Toro, ¢ yuerom Bricokoii NPV aHanu3a OH SIBJSIETCSE OCOOCHHO MOJIE3HBIM JIJIst
MH()OPMHUPOBAHUS MTAIIUEHTOB O BEPOSATHOCTH OTBETA Ha AypBaNyMad, TO €CTb CyOBEKTHI,
KoTOpbIe Kiaccuduunposans! ¢ momombio aHammza VENTANA PD-L1 (SP263) kak nmeromue
BbICOKHH ypoBeHb PD-L 1, kak npasuo, umerot 6osee Bricokyro ORR, uem cyObekTsI ¢
HU3KUM/OTCYTCTBYIOLIUM ypoBHEM PD-L1. KoMOMHUPOBaHHBIH aJrOpUTM MOATBEPKIAET
NIOJIE3HOCTD aHAJM3a AJis HAeHTU(UKAIMN CYyOBEKTOB, KOTOPBIE C HAHOOJbIIEH BEPOSITHOCTHIO
OTBEYAIOT HAa AypBalyMad, HO HE UCKIIOUAET MOJHOCTBIO CYObEKTOB, KOTOPbIE MOTYT OTBEYATh.
Crioncop cuen, uro Beicokast NPV ananmsa siBisieTcsi 0COOEHHO MONIe3HOH Tt HH(POPMHUPOBAHHUS
NIALIMEHTOB O BEPOATHOCTH OTBETA Ha ypBasiyMal, HO €ro He CJeyeT UCIOIb30BaTh JUIA
UCKJTFOYEHHUs] CyObEKTOB U3 TEPAIUH, MOCKOJIBKY Y TpeX (3) cyOBbeKTOB ¢ HU3KUM/OTCYTCTBYFOLIHM
yposaeM PD-L1, nonyuaBmux nedenue nypsanymadbom, Oputn kinnHudeckue orsersl (1 PR u 2
TIOJIHBIX OTBETA), MPUYEM OTBETHI BCE ellle mpoaopkanuch Ha MomeHT DCO.

KnuHIueckyro akTUBHOCTh HAONIIOAANH B MOATPYIAX C BBICOKMM ypoBHeM PD-L1 wu
HU3KuM/oTcyTeTByomuM yposaeM PD-L1. ORR cocrasmsna 29,5% (18/61; 95% CI: 18,5%,
42,6%) B moxrpynme ¢ BbeicOkuM ypoBHeM PD-L1 u 7,7% (3/39; 95% CIL. 1,6%, 20,9%) B
noArpynmne ¢ HU3KUM/OTcyTcTByrommuM ypoBHeM PD-L1. CR nHabmomamncs B obenx
NOATPYINax: y 3 MamMeHTOB ¢ BbiICOKMM ypoBHeM PD-L1 (4,9%) u y 2 mnauueHTOB ¢
HIBKUM/OTCyTCcTBYIOIUM  ypoBHeM PD-L1  (5,1%). Ortsers, HaOmopaemele B 00enx
NOArpyMNIax, ObUIN TUTENbHBIMH.

H. JonoanuTtebHbIi aHATN3 3PPEKTUBHOCTH

B monymsimuu s mononHutenbHoM oueHku 3¢dextusHoctn ORR cocrasnsiia 28,6%
(95% CI. 17,9%, 41,3%) nns Bcex maumeHToB ¢ UC u 29,6% (95% CI: 18,0%, 43,6%) nns
NalyeHToB U3 rpymnmnsl 2L+ mocne tepanuu npenapatamu riatuHbl (tabnuna 4). MenuanHas
NPOIOJDKUTENBHOCTh OTBETa HE ObLIa AOCTUTHYTa. AHAJOTHYHO TOMYJSALUHU AJSl TEePBUYHON
OLEeHKH 3((HEeKTHBHOCTH, KJIMHMYECKYI) AKTHBHOCTb HAONIOAAIM B TOATPYINAX C BBICOKUM
ypoBaeM PD-L1 u Huskum/orcyrerByromnmM yposHeM PD-L1. ORR cocrasnsina 40,0% (16/40;
95% CI: 24,9%, 56,7%) B nonrpymmne ¢ BeicokuM yposHeM PD-L1 u 8,7% (2/23; 95% CI: 1,1%,
28,0%) B moxrpymnmne ¢ Hu3KUM/OTcyTcTBYomuM ypoHeM PD-L1. CR nabmonamuce B obenx

NOATpyNnax: y 2 TalueHTOB C BbICOKMM ypoBHeM PD-L1 (5,0%) u y 2 mnanueHToB ¢
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HI3KUM/OTCyTCTBYIOIUM  ypoBHeM PD-L1  (8,7%). Ortsers, HaOmonaemble B o00enx

noarpymmax, ObLTH JJINTEJIbHBIMU.
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¢ dexTuBHOCTH, onpenenenHas B pe:xkume BICR corinacao RECIST v1.1 no crarycy PD-L1 - koropra

UC B uccinegosanuu 1108 (monyJsisinust 4151 NepBHYHON olleHKH 3¢ (PpeKTHBHOCTH: NaLEHTDI,

NMOJIyYHBIIHE JIedeHHe, HMeIoIHe BO3MOKHOCTD MPOXOAUTD MOCJaenyoniee Ha0oaeHne B TedeHue > 13

HeJeJIb)
UC, Bce UC, 2L+ nocJe Tepanuy NpenapaTaMmu IIaTHHbI ©
Huskmuii/oTcyTe Huskmnii/oTcyte
Boicokmii Bricoxmii
TBYHOLIHI TBYHIUHH
IMapametp Bcero * yposens PD-L1 Bcero yposens PD-
) ypoeens PD-L1 b yposenn PD-L1
b L1 b
N=103 N=61 N=39 N=94 N=358 N=33
ORR, n (%) 21 (20.,4%) 18 (29.5%) 3(7.7%) 19 (20,2%) 17 (29.3%) 2 (6.1%)
(95% CI) (13,1%, 29.5%) | (18,5%, 42,6%) (16%,20.9%) | (12.6%,29.8%) | (18,1%, 42.7%) | (0,7%, 20,2%)
Haumyummit o0muii oTeeT

CR 5 (4.9%) 3 (4.9%) 2 (5.1%) 1 (43%) 3 (5.2%) 1.(3.0%)

PR 16 (15,5%) 15 (24.6%) 1(2.6%) 15 (16,0%) 14 (24.1%) 1.(3.0%)
DCR, n (%) 14 (42.7%) 31 (50.8%) 10 (25.6%) 40 (42,6%) 29 (50,0%) 8 (24.2%)
(95% CI) (33.0%, 52.8%) | (37.7%.63.9%) | (13.0%.42.1%) | (32.4%, 532%) | (36.6%, 63.4%) | (11,1%,42.3%)
OTBeTHI, POIOLKAOIIHECS

18 (85.7%) 15 (83.3%) 3 (100,0%) 16 (84,2%) 14 (82.4%) 2 (100,0%)
Ha MomeHnT DCO
[TpoomKUTETBHOCTE OTBETA (MECSIIBI)

Menunana NR NR NR NR NR NR

(95% CI) (NE, NE) (6.2, NE) (NE, NE) (6.2, NE) (6,2, NE) (NE, NE)

(MuH., MaKc.) (1,4+,19.9+) (1,5+, 19,9+ (1,4+,9,6+) (1,4+,19.9+) (1,5+,19.9+) (1,4+,9,6+)

> 6 mecsues, n (%) 16 (76,2%) 14 (77,8%) 2 (66,7%) 14 (73,7%) 13 (76.5%) 1 (50,0%)

> 9 mecsues, n (%) 7 (33.3%) 6 (33.3%) 1 (33.3%) 7 (36.8%) 6 (35.3%) 1(50,0%)
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Ta6auuna 3. ¢ dexTuBHOCTH, onpenenenHas B pe:xkume BICR corinacao RECIST v1.1 no crarycy PD-L1 - koropra
UC B uccinegosanuu 1108 (monyJsisinust 4151 NepBHYHON olleHKH 3¢ (PpeKTHBHOCTH: NaLEHTDI,
MOJIyYMBIIHE JIe4eHHe, HMeIolIie BO3MOKHOCTD NPOXOAUTD Moc/ieayomlee Ha0M0JeHue B TeyeHue > 13
HeJeJIb)
UC, Bce UC, 2L+ nocJe Tepanuy NpenapaTaMmu IIaTHHbI ©
Huskmuii/oTcyTe Huskmnii/oTcyte
Beicoknii Beicoknii
ITapameTp TBYHO LU TBYHOILIHH
Bcero * yposens PD-L1 Bcero yposens PD-
) ypoeens PD-L1 b yposenn PD-L1
L1
b b
> 12 Mecsues, n (%) 1 (4.8%) 1 (5.6%) 0 1(5.3%) 1 (5.9%) 0
Bpemsa 10 Havanma oTBeTa (MECALBI)
Meuana 1.41 1.41 148 1.41 141 145
(MHH., MaKC.) 1.2.7.2) (1.2,7.2) (14.2.7) (1.2.3.2) (1.2.3.2) (1.4.15)

21+ = Bropas wim 6oaee no3auss muauA, BICR = HezaBHCHMAs LCHTPATbHASA OIICHKA B ciienioM peskaMe; CI = moepurtenpHbIid HHTEpBaT, CR = Mo HBIH

oteer; DCO = nara mpekpameHus coopa gaHubx; DCR = uacrora xoHTpO 1 3a001n¢Banmd, BrIrouaromad CR, PR wmu SD B TeueHue > 6 Henemy; 1C =

AMMYHHAs KJICTKA, MHH.= MHHAMYM; Makc.= MakcumyM; NE = He moaaacTcs OLCHKE, OTCYTCTB. = oTCyTCTBYroImiA; NR = He mocturayto; ORR = yacrorta

o0bekTHBHOTO 0TBeTa; PD-L1 = muranz 1 6eska mporpamMupyemoii rudem kiaeTok; PR = wactuunstit otset; RECIST v1.1 = xpuTepHu OLCHKH OTBETA

comuaHbIX omyxoueii Bepcuu 1.1; SD = crabmmsamus 3adonesanmsa; TC = onmyxomnesad kiuerka, UC = ypoTennaibHAd KapIITHOMA.

TameHTHI MOy YA CBOKO IEPBYIO J03Y AypBanyMada 3a > 13 mexens a0 marsl DCO. Orser onpenemum B peskume BICR Ha ocHOBanmu RECIST v1.1.

# Cronben "Beero" Bmouaet 3 CyObEKTOB, KOTOPIE HMEH HEU3BECTHBIN cTaTyC PD-L1 U KOTOpPBIE HE BKIFOYEHB! HH B MOATPYINTY C BHICOKAM YPOBHEM

PD-L1, Hu B moarpymiy ¢ HH3KAM/OTCYTCTBYROIINM ypoBHeM PD-L1.

® Bricoxuit yposers PD-L1 onpenemsum kak > 25% 8 TC wmm > 25% 8 IC; au3kuii/oTcyTeTByRomuii yposers PD-L1 onpexemimm kak < 25% B TC 1 <

25% B IC.

c

Y manueHToB U3 rpymmsl 2L+ mocie Tepaniu npenapaTaMy IATHHBL HAGTI0AAT0Ch TPOTPECCHPOBAHNE BO BPEMSI HITH MOCIIC TSPAITHH C

HCIIOJIb30BAHMEM MPETIAPATOB IUIATHHBL, H OHH BKJTIOYAJH TSX MALMCHTOB, Y KOTOPBIX HAOIIOAATOCH NPOTPECCHPOBAHUE B TCUCHHE 12 MECSIIIEB MOCe
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Ta6auuna 3. ¢ dexTuBHOCTH, onpenenenHas B pe:xkume BICR corinacao RECIST v1.1 no crarycy PD-L1 - koropra
UC B uccinegosanuu 1108 (monyJsisinust 4151 NepBHYHON olleHKH 3¢ (PpeKTHBHOCTH: NaLEHTDI,
MOJIyYMBIIHE JIe4eHHe, HMeIolIie BO3MOKHOCTD NPOXOAUTD Moc/ieayomlee Ha0M0JeHue B TeyeHue > 13
HeJeJIb)

UC, Bce UC, 2L+ nocJe Tepanuy NpenapaTaMmu IIaTHHbI ©
Huskmuii/oTcyTe Huskmnii/oTcyte
Beicoknii Beicoknii
IIapameTp TBYHO LU TBYHOILIHH
Bcero * yposens PD-L1 Bcero yposens PD-
) ypoeens PD-L1 b yposenn PD-L1
L1

b

b

MOJIYUCHUS TCPAITii B HCOAIBIOBAHTHOM/ A BEOBAHTHOM PEKUME.
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Ta6nuuna 4. ¢ dexTUBHOCTD, onpenenenHasn B pe:xkume BICR corinacio RECIST v1.1 no crarycy PD-L1 - koropra
UC B uccnenosannu 1108 (momysisiuust aJist AONMOJHUTEIHHOH OLleHKH 3 (PeKTHBHOCTH: MAIIHEHTHI,
NMoJIyYHBIIHE JiedeHHe, HMeIoIHe BO3MOKHOCTh MPOXOAUTH MOCJenyolee HAOMI0AeHHe B TeYeHue > 24
HeJeJIb)
UC, Bce UC, 2L+ mociie Tepanuy npenapaTaMmH IiaTHHbI
b
Husknii/oTcyTce Husknii/oTcyte
Bobicokmii Boicokmii
IMapamerp TBYHOLUHH TBYHOIUHH
Bcero yposens PD-L1 Bcero ypoBeHs PD-
ypoBeHs PD- ypoBeHb PD-
a L]. a
L1* L1*
N=63 N=40 N=23 N=54 N=37 N=17
ORR, n (%) 18 (28.6%) 16 (40,0%) 2 (8.7%) 16 (29.6%) 15 (40,5%) 1(5.9%)
(95% CI) (17,9%, 41,3%) (24,9%, 56,7%) (1,1%, 28,0%) (18,0%, 43,6%) (24,8%, 57,9%) (0,1%, 28,7%)
Haunyynmiit oOrmuii oTeeT
CR 4 (6,3%) 2 (5.0%) 2 (8.7%) 3 (5.6%) 2 (5.4%) 1 (5.9%)
PR 14 (22.2%) 14 (35,0%) 0 13 (24,1%) 13 (35,1%) 0
DCR, n (%) 29 (46,0%) 23 (57,5%) 6 (26.1%) 25 (46.3%) 21 (56.8%) 4(23.5%)
(95% CI) (33,4%, 59,1%) (40,9%, 73,0%) (10,2%, 48,4%) (32,6%, 60,4%) (39,5%, 72,9%) (6,8%, 49,9%)
OTBCTBL, POIOILKAOIHCCS 15 (83.3%) 13 (81,3%) 2 (100,0%) 13 (81.3%) 12 (80,0%) 1 (100,0%)
Ha MomenT DCO
[1Ipox0mKUTETBHOCTD OTBETA (MECSLIBI)
Meanana NR NR NR NR NR NR
(95% CI) (NE, NE) (6.2, NE) (NE, NE) (6.2, NE) (6,2, NE) (NE, NE)
(MHH., Maxc.) (4,2+,19,9+) 4.2+ 19.99) 6,6+, 9.61) 42+, 19,94 42+ 199 9.6+, 9.61)

65




WO 2018/152415

PCT/US2018/018513

Ta6nuuna 4. ¢ dexTuBHOCTH, onpenenenHas B pe:xkume BICR corinacao RECIST v1.1 no crarycy PD-L1 - koropra
UC B uccnegosanuu 1108 (momyJsisinust 2151 AONOJHUTEIbHOH OLleHKH () (PEKTHBHOCTH: MALIHEHTHI,
MOJIyYMBLIHE JIe4eHHe, HMeIolIie BO3MOKHOCTh NMPOXOAUTDH Moc/ieayoniee HA0M0eHHe B TedeHue > 24
HeJeJIb)
UC, Bce UC, 2L+ nocJie Tepanuy npenapaTamMH IiaTHHbI
b
Huskmnii/oTcyTce Huskmuii/oTcyte
IMapameTtp Boicokmii Breicokmii
TBYHOLIHI TBYHOIUHH
Bcero yposens PD-L1 Bcero yposeHn PD-
yposeHb PD- yposeHb PD-
a Ll a
L1* L1*
ITpoxomkurebHOCTE 0TBETA (%0)
> 6 MECALICB 16 (88.9%) 14 (87.5%) 2 (100,0%) 14 (87,5%) 13 (86,7%) 1 (100,0%)
> 9 MecALeB 7 (38.9%) 6 (37.5%) 1 (50,0%) 7 (43.8%) 6 (40,0%) 1 (100,0%)
> 12 MeCALeB 1 (5.6%) 1(6.3%) 0 1(6.3%) 1 (6.7%) 0
Bpems qo Havama oTBeTa (MECSIBI)
Menunana 1,41 1,41 2,05 1,41 1,41 1,41
(MuH., MaKC.) 1,2,7.2) (1.2,7.2) (1.4.2.7) (1.2,3.2) (1.2, 3.2) (1.4, 14)

21+ = Bropas wm 6oaee mo3aHss muaAsA, BICR = HezaBucuMas neHTpanbHas OleHKa B cienoM pexume; Cl = noseputensubnii uaTepsan, CR = moHsrit

oteet;, DCO = narta mpekpameHus coopa ganusx; DCR = yactota kouTpos 3aboneBanmst; [C = UMMyHHAs KJIETKA, MAKC.= MAKCUMYM; MHH.= MHHHMYM,

NE = He moamaeTcs OIeHKE; OTCYTCTB. = OTCyTCTBYIommif; NR = He mocturayTo; ORR = yactoTa 06bekTHBHOTO 0TBeTa; PD-L1 = nurany 1 6emka

nporpaMMupyemoii rudemn xietok;, PR = uactmansnii oteer; RECIST = xpuTepnu OICHKH 0TBETa COUIHBIX omyXoJieit; SD = cradmmmsanus

3abonesanust;, TC = omyxoseBas kietka; UC = ypoTemanbHas KAPIHHOMA.

TTarmeHTsI TOJTyHa K CBOXO IEPBYIO 103y AypBanymada 3a 2 24 Heaemu mo aatsl DCO. Otset onpeaersimu B peskuve BICR Ha ocHoBaruu RECIST v1.1.

? Bsicokuii yposenb PD-L1 onpenensim kak > 25% B TC umm > 25% 8 IC; Hu3Kkuit/oTcy TCTBYIOmMH yposeHs PD-L1 onpenemnsmu kak < 25% 8 TC u <

25% B IC.
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Ta6nuuna 4. ¢ dexTuBHOCTH, onpenenenHas B pe:xkume BICR corinacao RECIST v1.1 no crarycy PD-L1 - koropra
UC B uccnegosanuu 1108 (momyJsisinust 2151 AONOJHUTEIbHOH OLleHKH () (PEKTHBHOCTH: MALIHEHTHI,
MOJIyYMBLIHE JIe4eHHe, HMeIolIie BO3MOKHOCTh NMPOXOAUTDH Moc/ieayoniee HA0M0eHHe B TedeHue > 24
HeJeJIb)

UC, Bce UC, 2L+ nmocnie Tepanuu npenapaTaMmH miaTHHBI
b
Huskmnii/oTcyTce Huskmuii/oTcyte
IMapameTtp Boicokmii Breicokmii
TBYHOLIHI TBYHOIUHH
Bcero yposens PD-L1 Bcero yposeHn PD-
yposeHb PD- yposeHb PD-
a Ll a
L1* L1*

"V nanueHToB H3 rPyMIBI 2L+ MOCTIC TEPANHH PENAPATAMH IIATHHB MPOH30LITO MPOrPECCHPOBAHKC BO BPEMs HIIH MOC/IC TEPAIHH C HCTIOTb30BAHHCM

MPENapaToB IVIATHHBL, H OHU BKIIOYAIU TEX NAIMEHTOB, Y KOTOPBIX MPOH30IILIO MPOTPECCHPOBAHUE B TCUCHUE 12 MECSLIEB NOCE MOIYUCHHA TEPAluu B

HCOAIBIOBAHTHOM/ AT BIOBAHTHOM PEKUME.
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I BoixuBaemocTs 0e3 nporpeccupoBaHmusi, onpeneneHHas B pexkume BICR
MenuanHas BbDKHBaeMOCTh 0e3 nporpeccuposanus (PFS) B monymnsuum ans nepBU4HOM
oueHku > dexTuBHOCTH coctapnsa 2,2 mecsna (95% CI: 1,4, 2,7). Ilokazarens PFS depes 6
mecsitieB coctanisit 28,3% (95% CI: 19,3%, 37,9%). Menuannas PFS cocraBnsna 2,5 mecsiia B
HOATpyMIe ¢ BEICOKUM ypoBHeM PD-L1 u 1,5 mecsna B noarpymne ¢ HU3KUM/OTCYTCTBYIOIIUM
ypoBHeMm PD-L1. IToka3zatens PFS yepe3 6 mecsiuen coctansii 39,2% (95% CI: 26,4%, 51,8%) B
noarpynne ¢ BbicokuM ypoBHeM PD-L1 u 13,4% (95% CI. 4,2%, 28,1%) B moarpymnmne c
HU3KUM/OTCYTCTBYIOLIUM ypoBHEM PD-L1.
J. O0mas BbIKHBAEMOCTH
MenuanHas obmas BbpkuBaemMocTs (OS) B momynmsiuuu Ui TNEPBUYHONH OLIEHKU
sa¢pdexrrBHOCTH cocTaBisia 14,1 mecsaua (95% CI: 4,5, ve noanaetcs ouenke). [Tokasarens OS
yepe3 6 mecsies, 9 mecsnes u 12 mecsiues coctasisii 60,3% (95% CI: 48,7%, 70,1%), 55,7%
(95% CI: 43,2%, 66,4%) u 52,4% (95% CI. 39,1%, 64,1%) coorBercTBeHHO (Tabnmma S5).
Menunannas OS He OblTa NOCTHTHYTa B rpymme ¢ BeICOKHM ypoBHeM PD-L1 u cocrasnsina 3,3
MecsLa B IpymIe ¢ HU3KUM/OTcyTcTByomM yposHeM PD-L1. Ha ¢urype 4 nmokasana oreHka
OS no merony Kannana-Meiiepa.
Ta6muua 5. O0masi BpikHBaemoctb (OS) mo crarycy PD-L1 - koropra UC B
uccaegopanun 1108 (momyasiumsi OJsi NePpBHYHOH OLIGHKH
3¢ PeKTHBHOCTH: MALHMEHTbI, MOJYYHBIIHE JIeYeHHe, HMeIHe
BO3MO’KHOCTb MPOXOJHMTH MOc/eayomee Ha0a0AeHHe B TeUeHHe

> 13 Henesb)

UC, Bce
Bricokuii yposens PD- |Huskuii/oTcyTcTByrony
IMapamerp Bceero * ) )
L1 nii yposens PD-L1
N=103
N=61 N=39
Me auannas OS 14,1 NR 3,3

(mecspr) (4,5, NE) (7,7, NE) (2.4, 14,1)

(95% CD
OS uepes 6 60,3% 68.4% 44.7%
Mecsues, % (48,7%, 70,1%) (53,6%, 79,3%) (26,5%, 61,4%)

(95% CD
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OS uepes 9 55.7% 65,1% 35,8%

Mecsues, % (43.,2%, 66,4%) (49,6%, 76,9%) (16,0%, 56,2%)
(95% CI)

OS uepes 12 52.4% 60,4% 35,8%

MecseB, % (39,1%, 64,1%) (43.3%, 73,9%) (16,0%, 56,2%)
(95% CI)

CI = nosepurenbneiii uarepsanx, DCO = para mpexpamenus coopa manseix; IC = umvmyHHasS
KJIEeTKa; OTCYTCTB. = otrcyTcTByromuit; NE = ne mogmaercs ounenke; NR = ve nocturnyro; OS =
oOmas BeokuBacMocCTs; PD-L1 = nurana 1 Genxa mporpammupyemoii rudenn kiaetok;, TC =
onyxonesas knerka; UC = ypoTenuanpHas KapuuHOMA.
? CronGen "Beero" BkmouaeT 3 cyOBEKTOB, KOTOPHIE MMETH HEM3BECTHBIH cratyc PD-L1 u
KOTOPBIE HE BKJIIOUCHBI HU B MOATPYHIYy € BBICOKHM ypoHeM PD-L1, mHu B moarpymmy c
HH3KUM/OTCYTCTBYIOINM ypoBHEM PD-L1.

Boicokuit yposens PD-L1 ompeagemsim kak > 25% B TC wmm > 25% B IC;

Hu3Kuit/oTcyTeTBytomui yposeHs PD-L1 onpenensau kak < 25% 8 TC u <25% B IC.

K. ¢ ¢eKTHBHOCTH MO NMOATPYNIIAM

Ob6wexTuBHble oTBeThl (OR) Habmonmanu BO Bcex moarpymmax, cOpMHUPOBAHHBIX Ha
OCHOBaHHUHM JieMorpapruecKuX JaHHbIX UM XapaKTepUCTUK 3a00JieBaHUs HA UCXOIHOM YPOBHE,
B TOM YHCIIe€ B MOATPYINAX ¢ HEONArONPUSTHBIM NPOTHO30M, KakK, HAMPHUMEpP, Y MalUeHTOB C
MeTacTa3aMy BO BHYTPEHHHMX OpraHax WJIM MeTacTa3aMH B IledyeHM. B monymanuum s
nepBUYHON oueHkn >¢dextuBHocTH mokasarenn ORR B moxarpymmax ¢ Meracrta3aMu BO
BHYTPEHHHX OpraHax, MeTacTa3aM{ B II€YEHH M METacTa3aMH TOJBKO B JMM(pATHUECKHX y3Jax
coctasysinu 19,4% (19/98; 95% CI: 12,1%, 28,6%), 10% (5/50; 95% CI: 3,3%, 21,8%) u 40%
(2/5; 95% CI. 5,3%, 85,3%) cooTBeTcTBeHHO. XOTs ObUIM OTMEUEHBbI YUCJCHHbIE PA3JIUNYMs B
TOYEUHBIX OLIEHKaX MO HEKOTOPBIM MOATPYIIIaM, pa3Mepsl BEIOOPOK Oblin HeOONbLINMH, U 95%
CI nepekpsIBaiiCh 1711 OONBIIMHCTBA CPABHEHMH MOATPYII, 32 HUCKJIIOYEHHEM OIyXOJIEBOH
Harpy3Ky, Iie y MalyeHTOB C OIyXOJIeBOH Harpy3koi Hibke MenuaHHOH Oblia Oojiee BBICOKAst
ORR. [lns KiIrOueBBIX TMOATPYMI, BKJIOYAs PETHOH, MPEALIECTBYIOLIYIO JHHUIO TEpaIuy,
KJIMPEHC KpeaTHHWHA Ha MCXOOHOM YPOBHE, OYar MepBHYHOH OMYXOJNH U IMPEIIIECTBYIOIIYIO

TepaIuIo NpenapaTamMy IUIATHHBL, HaOmoaanu conocraBumble nokasarenu ORR.
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JIaHHBIE IPYTOro KIMHHYECKOTO UCCIEOBAHMUS, B KOTOPOM IypBaTyMad MPUMEHSIIH MIPH
neuennu nauueHToB ¢ NSCLC, Takke MOATBEP:KAANIU OTBET U MPOAOJIKUTENbHYIO aKTUBHOCTD,
COMOCTABMMYI0 C APYTMMU BUAAMU Tepanmuu ¢ npuMeHeHneM aHturena k PD-1/PD-L1 y
NAIMEeHTOB C MECTHOpacnpocTpaHeHHbIM uiu MeractatndeckuM NSCLC, koTopble nonyyanu 1no
MEHbILIEH Mepe 2 MPEeALIeCTBYIOLINE CXeMbl CUCTEMHOrO JedeHus. Mccnenosannue nauueHTos ¢
NSCLC mnpupgaer AONOJHHUTENBHYI IIEHHOCTh KIMHHYECKOH AaKTUBHOCTH JypBanymada.
Hampumep, xoropra 2 wuccnegosanus NSCLC Bxmouana 265 mnaumeHtoB ¢ NSCLC,
XapakTepUsyIOLINMCSl 3KCIpeccueil pelenTopa SMUAEPMAIbHOrO (hakropa pocTa/KUHA3bI
aHAILTACTHYECKOH JTUM(OMBI IUKOTO THIA, KOTOPBIE IMOJyYasld JIeueHHe AypBaaymMadoM B 103e
10 mr/kr Q2W u il KOTOPbIX HMMEJIHCh TIOJIHBIE NaHHbIE C TEPUOAOM IOCJIEAYIOLIETO
HaOmonenus > 12 mecsueB. ORR HabOnromanu B moarpymnmax ¢ BbICOKMM ypoBHeMm PD-L1 u
HHU3KUM/OTCYTCTBYIOIUM ypoBHeM PD-L1 ¢ pnurensHbIM oTBeToM, T.e. mokaszatenn ORR
cocrasysun 16,4% (95% CI: 10,8, 23,5) B noarpymnmne ¢ BeicokuM ypoHeM PD-L1 u 7,5% (95%
CI: 3,1, 14,9) B moxrpymmne ¢ Hu3KUM/0TcyTcTBYIOIUM ypoBHeM PD-L1. ITo cocrosianto Ha DCO
meauanHass DoR cocrasmsina 12,3 mecAuna njs MaLMEHTOB B MOATPYIIE C BBICOKUM YPOBHEM
PD-L1 u He Obuta TOCTUTHYTa B MOATPYIIE ¢ HU3KUM/OTCYTCTBYOmuUM ypoBaem PD-L1. B
uccnenoanuu NSCLC menuannas OS cocrasisiia 10,9 mecaua u 9,3 Mmecsina B moarpymnmne
BbICOKUM ypoBHeM PD-L1 wu mnoarpynme ¢ HH3KUM/OTCYTCTBYHOIIMM ypoBHeM PD-L1
COOTBETCTBEHHO.

L. BrIBOABI KIHHHYECKOr0 HCCIEA0BAHHS
O0beKTHBHBII OTBET

Mosnotepamusi  nypBanymMaboM  IPONEMOHCTPHPOBAa 3HAYUTENBHYIO IONB3Y Y
MalMEeHTOB C MECTHOpachpocTpaHeHHOM wunmn Metactatudeckod UC, wucxons W3 YacTOTHI
oowextuBHOro orsera (ORR) m mpomomxurensHocTH oTBeTa (DOR) - KOHEUHBIX TOYEK, IO
KOTOPBIM MOJKHO TPENCKa3aTh KIMHUYECKYIO MOJb3Y 110 CPABHEHHIO C OOBIYHO NPUMEHSIEMBIMU
BUJIAaMHU Tepanuu. bonee KOHKPETHO, B MOMYJISINY 11 TIEPBUYHON OLleHKH 3(dexTHBHOCTH (BCE
nauveHTsl ¢ UC, nMeBInne BO3MOKHOCTB NMPOXOAUTH IOCHenyomniee HabaoieHe B TeUeHHe >
13 menenp) ORR cocrasmsina 20,4% (21/103; 95% CI. 13,1%, 29,5%) npu OLEHKE B peKUME
BICR cornmacuo RECIST v1.1, B Tom uucne y 5 nmanueHToB (4,9%) Obul Hamtydmiuil OTBET B
Buge CR. ORR y namuenros ¢ UC u3 rpynnsl 2L+ nocie Tepanuu npenapaTamu IUIATHHBI

cocrasisia 20,2% (19/94; 95% CI: 12,6%, 29,8%). Kpome Toro, y 3 manueHtoB (Bce u3
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KOTOPBIX BCe elle mnojy4anu jeueHue Ha MoMeHT DCO) Obul HEMOATBEPKAECHHBIN OTBET Ha
momeHnT DCO. B nonynsauuu asi AONOJHUTENbHON oueHkH 3¢ ¢extnBHocTr (mauueHtsl ¢ UC,
HUMEBIINE BO3MOKHOCTh MPOXOAMTD MOCenyinee HadmoaeHne B TeueHue > 24 Henenb) ORR
cocrasisiia 28,6% (18/63; 95% CI: 17,9%, 41,3%). ORR y nammenTtoB ¢ UC u3 rpynmns! 2L+
NOCJIe TEpaNuy IpernapaTaMu IJIaTHHBI cocTaBiisiia 29,6% (16/54; 95% CI: 18,0%, 43,6%).
IpoaokuTEILHOCTH OTBETA

B uccnenosanun 1108 yneyenust paka MO4€BOrO My3bIpsi OTBETHI MOSIBISUINCH HA PAHHUX
JTamax JIeYeHUs U ObUTH JUTHUTETbHBIMU. MennaHnHOe BpeMs 10 Hadaja oTBeTa cocTamisuio 1,41
mecsna (ot 1,2 no 7,2 mecsua). Menunannast DoR eme He Obuta mocturnyra (auanasoH ot 1,4+
no 19,9+ mecsaua). ITo cocrosnuro Ha DCO y 18 (85,7%) u3 21 maumeHTra, OTBEYAIOLIEro Ha
Tepanuto, ObUT MPOMOJLKAIOIIUNCA OTBEeT, y 16 mauueHTtoB Obuta DOR > 6 mecsues, u y 9
naiieHToB Obta DoOR > 9 mecsiueB. Bce w3 3 mammMeHTOB, Y KOTOPBIX MPOU3OILIO
nporpeccupoBanne npu oueHke B pexknme BICR cormacno RECIST vl.1, 3apepmunu 12-
MeCSYHOe JIeYeHHe JypBalymMaOOM. Y ONHOrO M3 JTHX MAIFEHTOB ObUIO OINpeneseHo
IPOrpeCcCUPOBaHUE H3-32 YBEJIMYEHHUsS LIeJIeBOr0 ouara, HO B mocienyrouieMm HaOmonancs CR
npu ouneHnke B pexume BICR, koTopelii mopgmep:kKuBajicss OO TMOCIHENHEro HAaOMIONEHHs IO
cocrosinnto Ha DCO B nenp 650.

BorkuBaemocts 0e3 nporpeccuposanus (PFS)

Menuannas PFS B momynsanuu 1 mepBUYHON OLEHKH 3((EKTUBHOCTH COCTaBsua 2,2
mecsia (95% CI: 1,4, 2,7). Tlokazarens PFS uepes 6 mecsues cocrasnsin 28,3% (95% CI:
19,3%, 37,9%).

Oo0masn Bbrkuaemocts (OS)

Pesynbratel uccnegoBanus OS Obumn oOHamexuBatomumu B nonyssiuud ¢ UC,
NoJly4aBIlell HHTEHCUBHOE NpenBapuTenpHoe jJeueHne. Menuannas OS cocrasnsina 14,1 mecsna
(95% CI: 4,5, He mopnaetcs oueHke), nokaszarenab OS uepes 6 Mecsues, 9 mecsues U 12 mecses
coctaisit 60,3% (95% CI: 48,7%, 70,1%), 55,7% (95% CI: 43,2%, 66,4%) u 52,4% (95% CI:
39,1%, 64,1%) COOTBETCTBEHHO.

Knunnnyeckasi AKTHBHOCTD B MOATpynnax

KnuHuveckyro aKTHMBHOCTh B MOMYJISIMM JJIsl TEPBUYHOW OLEHKU 3(P(EKTUBHOCTH

HaOJIOAa)IM B MOATPYIIAX ¢ BBICOKUM ypoBHeM PD-L1 M HU3KMM/OTCYTCTBYIOLIUM YpPOBHEM

PD-L1 (xax ompemeneHo mo 25% oskcnpeccunn PD-L1 B TC wumu IC ¢ ucnonb3oBaHueM

71



10

15

20

25

30

WO 2018/152415 PCT/US2018/018513

yrBepxaenHoro anannsza VENTANA PD-L1 [SP263]) u B noarpymnmnax ¢ pa3jindHbIM HCXOIXHBIM
ypOBHEM 3a00JI€BaHUs, B TOM YHCJIEe ¢ HEOIAronpusATHBIM IIPOrHO30M. B moarpymnmne ¢ BBICOKMM
ypoBHeM PD-L1 ORR cocrasnsima 29% (18/61; 95% CI. 18,5%, 42,6%). B moarpynmne ¢
HU3KUM/0TCyTCTBYIOLIMM ypoBHeM PD-L1 ORR cocrasnsina 7,7% (3/39; 95% CI: 1,6%, 20,9%).
CR nabmopamuch B obenx moarpymnmax: y 3 ¢ BelIcOKkMM ypoBHeM PD-L1 (4,9%) ny 2 ¢
HU3KUM/OTCYyTCTBYIOLUM ypoBHeM PD-L1 (5,1%). ITokasarenu ORR coctasmsmu 19,4% (19/98;
95% CI: 12,1%, 28,6%), 10% (5/50; 95% CI: 3,3%, 21,8%) u 40% (2/5; 95% CI: 5,3%, 85,3%)
B MOArPyNIax ¢ METAacTa3aMHl BO BHYTPEHHUX OpPraHax, METacTa3aMHu B MEUEHU U MeTacTa3aMu
TOJIBKO B JIUM(ATHIECKHX y3J1aX COOTBETCTBEHHO.

OOumpHble naHHblE MO 3¢dexkTuBHOCTH U Oe3omacHocTH U3 koropTel UC (uenesas
nonynsuuss ¢ UC) B uccinemnoBanuu 1108 moAaTBepsKAalOT HaHHBIE, PACKPBITbIE B IaHHOM
JOKYMEHTe, B OTHOLIEHWH TPUMEHEeHHs JypBajiymMaba B JIEYEHHMH MALUEHTOB C
MECTHOPACIIPOCTPAHEHHBIM MJIM METACTATUYECKUM PakOM MOYEBOro mys3bips, Hanpumep, UC, y
KOTOPBIX 3a00JIeBaHUE MPOTPECCHPOBATIO BO BPEMsI WIIM IOCI]E MOJYYEHUs] CXeMbI HepBHYHON
CTaHJAPTHON Tepamuu C MCMOJIb30BaHUEM Ipenaparos miatuHel. B koropre UC cxema Tepanuu
nypsainymMadom, BBoguMbIM B fo3e 10 mr/kr Q2W, mpusoamna k ORR 20,4% (21/103; 95% CI:
13,1%, 29,5%), 4TO SBIIOCH 3HAYHUTEIBHBIM YJYUIIEHHEM IO CPAaBHEHUIO C OOBIYHO
IpUMEHsIEMbIMA BUAaMu Tepanuu. OTBETHl MOSABISJIMCh HA PAHHMUX 3Tanax B XOJE JICYCHUs U
Obutn uMTenbHbIMA. Cpenu 21 manmeHTta, OTBEYAIOLIEro Ha TEPamlHio, MeIHAaHHOE BpeMs 10
Haudaja otBeta coctaBisuio 1,41 mecsua (quanason ot 1,2 no 7,2). Menuannas DoR He Obuia
nocturayTa (auanasoH ot 1,4+ no 19,9+ mecsua); ogHako y 16 maunueHToB COXPAHSUICS OTBET B
TeUeHHe MO MeHblIeH Mepe 6 MecsleB, U y 7 MalUeHTOB COXPAHsICS OTBET B TEUYEHHUE IO
MEHbIIEH Mepe 9 MecAnes. Y BoceMHanuaTH u3 21 mammeHTa, OTBEYAOIEro Ha TEparuro
(85,7%), oreer mpomoikancss Ha MoMeHT DCO. 3 mauueHTta, OTBEHAMOIUX HA TEPANHIO, Y
KOTOPBIX BIOCJENCTBUU Ipousolo nporpeccuposanue cornacHo RECIST vl.1, 3asepnnu
NOJTHBIH 12-MeCsUHBIN Kype Tepanuu AypBaaTyMadoM U OCTAJIHCh B JKUBBIX.

OtBerbl HaOMIOATH B TIOATPYIINAX Kak ¢ BBICOKUM ypoBHeM PD-L1 (29,5%; 18/61 [95%
CIL: 18,5%, 42,6%]), Tak u ¢ HU3KUM/OTCYTCTBYIOIINM ypoBHeM PD-L1 (7,7%; 3/39 [95% CI:
1,6%, 20,9%]), mpu 3TOM JaHHBIE O MPOMOJKUTEILHOCTH ObLTHA COMOCTABUMBIMU C JJAHHBIMHU B
obmeii xoropre UC. Menmannas OS B xoropre UC cocraBnsna 14,1 mecsua, mpu 3ToM

nokazarenu OS dyepes 6 u 9 mecsueB cocraBimsuin 60,3% u 55,5% cooTBeTCTBEHHO. JTH
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NoKazaTeNd OObMMHO TMpPEBBbIMIANM TOJb3Y B OTHOIIEHWH BBDKHBAEMOCTH OT BHIOB
XUMHUOTEpaIuu Iocje NpuMeHeHus npenaparos miaatuHbl. B xoropre UC pacnpocTpaHeHHbIE
AE (> 10%) coOTBETCTBOBajM OCHOBHOMY 3a0O0JIEBAHWIO M BKIIKOYAIH YCTaJOCTh, 3arop,
CHIDKEHHE AamMeTHUTa, TOIIHOTY, AaHeMHIo, OONb B CHHHE, TUIEPTePMHIO, HH(PEKIHO
MOYEBBIBOJAIIMX TyTeH, Auapero, nepudepuyeckue OTEKH, OABINKY U pBoTy. Yacrora
BcTpeyaemoct AE, cBsizaHHBIX C JjeueHueM, 3 uiau 4 creneHu (5,2%) u AE, cBsi3aHHBIX C
nedeHueM, npuBomamux K cmeptd (1,0%) WiIM OKOHYATENbHOMY NPEKpalleHHI0 IpueMa
nypsanymaba (3,7%), Obula HHM3KOH W CXONHOH Cpead TIOMyJISAIWA TAIMeHTOB, YTO
MOATBEP>KAAIO XOPOLIYI0 MEPEHOCHMOCTb 3TOM CXEMBbI Ul JIEUEeHUs] paka MOYEBOTO Iy3bIps,
takoro kak UC, cormacHo mpodunto OesomnacHocTd. ITponsouumn aBa CMepTENbHBIX Clydas,
CBSI3aHHBIX C JIeYeHHeM, 00a M3 KOTOPBIX ObUIM OOYCJIOBJIEHBI ayTOMMMYHHBIM T€lIaTHTOM U
nHesMoHuel (imAE).

Baxxable (akTOppl pUCKA, aCCOLUHPOBAaHHBIE C MpPUMEHEHHEeM aypBailymada (T.e.
UMMYHOOIIOCPEIOBaHHAsl ITHEBMOHMs, TIeNaTUT, Juapes WJIH KOJUT, SHIOKPHUHONATUU
(HampuMep, TMIIEPTUPEO3, THIIOTUPEO3, HEAOCTATOUYHOCTh HAJMOYEYHUKOB U THIIONUTYUTAPU3M,
caxapHbiii nuaber 1 Tuma), HeQpUT, TEPMATUT WM CHIMTb M PEAKLUH, CBS3aHHBIE ¢ WH]Yy3HEi),
NPOSIBJISUIUCH ¢ HU3KOM YacTOTOM, KakK MPaBUJIO, XapaKTePU30BAINCh HU3KOM CTENEHBIO TSXKECTU
U MOAJABAINCh KOHTPOJIKO C MOMOLIBIO YCTaHOBJIEHHOHN mporpammel jedenus. B xoropre UC y
89 manmeHToB (46,6%) ObUIO HeOMArONPHATHOE SIBJIEHHE, MPENCTABISIOIIee OCOOBIH HHTEpec
(AESI), u y 15 nmanuenros (7,9%) Obuin siBneHus, uneHtupunyuposannsie kak imAE. Onun
MALMEHT OKOHYATeNbHO IPeKpaTWi TnpueM nypsaaymaba wu3-3a ImAE. HawuGonee
pacnpoctpanenssle IMAE (> 1% mnanuenToB) Obuim B Kareropusx runorupeosa (3,7%) u
OTHENbHBIX sBJIEHUI cO cTOpoHbl nedenu (1,6%). YV Tpex mamumento Obun IMAE 3 wmm 4
CTETIeHH, B TOM 4HcIie yBeauueHHbIH ypoBeHb ALT, yBenuuennsiil yposenb AST, yBenuueHHbII
YPOBEHb TpaHCaMUHA3, MaKyJONamyJje3Has Cblllb U OCTPOE MOBPEXKAECHUE IOYEK
(TyOyJIOMHTEePCTUIIUAIIBHBIN HEPPUT).

B cooTBeTcTBHM C ONMHMCaHHBIMH CIIOCOOAMHU M PE3yJbTaTaMH JIEYEHUs] paka MOYEBOrO
ny3bips, Takoro kak UC, artureno k PD-L1 nypeanyma® nmpoaeMOHCTPUPOBANIO KIMHUYECKYIO
aKTHUBHOCTb (B TOM YHCJIE MOJIHBI OTBET) U MPONOJUKUTENHOCTh OTBETA B MOATPYIAX Kak C
BBICOKMM ypoBHeM PD-L1, tak u ¢ HU3KUM/OTCyTCTBYIOIMM ypoBHeM PD-L1 6e3 3ameTHbBIX

paznuuuii B mpoduie Oe3omacHocTu. Takum oOpa3om, 3HaHue 00 skcmpeccun PD-L1 He
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SIBJISIETCS] CYILIIECTBEHHO Ba)KHBIM JJisi Oe30macHoro u 3 GekTHBHOro mpUMeHEHHs aypBaayMada.
Tem He MeHee, cratyc PD-L1 onyxonu naiueHTa MOkeT criocoOCTBOBATh OMPEAETICHUIO TIOJIb3bI
Y PHCKOB BapPUAHTOB JICYCHUs MTALIUEHTA M MOXKET CIIOCOOCTBOBATh YCTAHOBJICHHUIO OXKHIAHUH OT
TEpANrU BO BpEMA AUAJIOra MEXAY BpaviOM U MallUCHTOM.

B Hacrosiinee Bpemst He cyiecTByeT 3(h(eKTUBHON MM CTaHAAPTHON Tepamuu BTOPOH
auand (21L) Ans manueHTOB ¢ MeCTHOpacHpocTpaHeHHOH min Metactatndeckoir UC, y KOTOPBIX
3a0oneBaHne NPOrPEeCcCHPOBAIO IOCIE TEPAaNHHU C HCIOJNb30BAHHEM IIPENapaToB IUIATHHBI.
OcHOBa COBpeMEHHOI Tepanuu BKJIOUaeT XUMMOTepanui ¢ Huskumu nokasarensmu ORR
(mpumepro 10%) n OS B nquamasoHe mpuMepHO OT 6 10 9 MecsleB HapsAay CO 3HAYUTEIbHBIMU
ToKcH4deckuMHu 3¢ ¢dexramu, TakuMu kak Heiirponenus (7% - 83%), anemus (11% - 27%),
Tpombonutonenus (6% - 23%), 601b (39%) u undpexpm (6%). YacToTa KIMHUYECKH BasKHBIX
AE y nmanueHTOB, NMOJy4YaBLINX JIEYEHHE AypBaTyMaOOM, BBIFOJHO OTIHYANIACh IO CPABHEHHUIO C
OOBIMHO TpHUMEHSeMbIMM BHAAMHU Tepamuy, a xapakTrep M dvactora ImAE B 1menom
COOTBETCTBOBAJIH ITOKA3aTeIsIM y MAIlEHTOB, IMOJyYaBIINX JICUSHHE aTe30IM3yMa0doM.

Bbruto o0HapyXKeHO, 4TO JieueHHe CyOBEeKTOB C PAKOM MOYEBOro Iy3bIps, TakuM Kak UC,
nypsanymabom B po3e 10 wmr/kr Q2W  xapaktepusyercs OJarompusiTHbIM —mpoduieM
COOTHOILIECHUS TONb3a/pucK musi naHHOro mnokasanus. Kak yOemurenbHass ORR, Tak u
NPOIOJKUTENIBHOCTh  OTBETa  SBISIIOTCA  ABYMsl CyppOTaTHBIMM  KOHEUHBIMH TOYKaMH,
OMpEACICHHBIMU B HUCCJICAOBAHMH, KOTOPbIE TMOATBCPXKAAKOT KIUMHHUYCCKYIO IIOJIb3y U
OnaronpuATHBIA TPOQPIIbL MEPEHOCUMOCTH B obyactu 0e3 moctymHoi Tepanmuu. C yderom
BBICOKHX HEy10BJI€TBOPEHHBIX MEIULIMHCKUX notpedHocTel NaLNUeHTOB c
MecTHopacmpocTpaHeHHOH  mnmu  Meracrarudeckoii UC, 'y  koropeix  3aboneBanue
IPOrPEeCCUPOBAJIO BO BpeMs MM IOC]E IOJY4YeHUs OJHON CXeMbl CTaHJapTHOH Tepamuu ¢
HCIIOJIb30BAHUEM TMPernapaToB IUIATHHBL, B JAHHOW OONACTH CyIIECTBYeT HOTPeOHOCTh B
NpUMEHEHUN aypBanymada sl jedeHus: paka moueBoro my3eips U UC, KOTOpble SBISIOTCS
CEpPbE3HBIMH OMACHBIMH JUISl JKH3HU 3a00JIEBAHUSIMHU, AJISI KOTOPBIX OTCYTCTBYIOT HAJEXKHbIE U
OnmaronpusiTHple BapuaHThl JedeHHWs. TakuMm o00pasom, crocoObl COIIACHO HACTOSIIEMY
U300PETEHUIO, BKIIIOYAIOLINE BBEACHHE AypBaymMada CyOBEKTY, MMEIOLIEMY pak MOYEBOTO
ny3bips, B goze 10-20 mr/kr Q2W wmmu Q4W, B wactHoct B mo3e 10 mr/kr Q2W,

NpeayCMaTPUBAIOT CXEMy Tepamuu, OOeCMeYMBAIOINYI0 KIWHUYECKH OJaronpusiTHbIC
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pe3yJbTaThl, KOTOPble OCTYIHBI IS MAIHEHTOB C PAKOM MOYEBOTO IMy3bIpsi, HYKIAIOMINXCS B
JIEYEHUH.
Hpumep 3
KomOunauus nypsanymada u TpeMeanmMymada 1Jisi JiedeHHsI PAKa MO4Y€BOro my3bips,
Hanpumep, UC

[TontBepknaroiee knuHudeckoe wucneitanue (DANUBE) nomonHseT KIMHHYECKOE
HCClIeOBaHNe TIpUMeHeHus aypsanymaba B nedenun UC, omumcanHoe B npumepe 2.
JlonoJHUTENPHOE KJIMHHYECKOE MCCIeAOBaHNe MpeAcTaBiseT coOOH paHAOMH3HPOBAHHOE
OTKPBITOE KOHTPOJIUPYEMOE MHOTOLICHTPOBOE MEXIYHApOAHOe WuchbiTaHue (asbl 3 ans
onpenenenys 3gpdexTuBHOCTH U 0€30MacHOCTH MOHOTepanuu aypsaitymadom (1,5 r IV pas B 4
Henenu (Q4W)) wnu nypsanymaba (1,5 r IV Q4W) B komOuHauuu ¢ Tpemenumymadbom (75 mr
IV Q4W) B xonuuecTBe 10 4 NO3/IMKI KQXKIOTO C TOCIEAYIOIINM IIpHeMoM aypBanymada (1,5 r
IV Q4W) B cpaBHennn co craHgaproMm JedeHus (SoC): xumuorepanuein 1L
(IByXKOMITOHEHTHOM KOMOMHALIMEH IUCIUIATHH + reMIIUTa0UH WK KapOoIuiaTHH + reMuuTabuH
B 3aBHCHMOCTH OT IIPUEMJIEMOCTH Ha3HaueHMs LMCIUIATHHA). B 3TOM nccnenoBaHuy MareHThl
paHee He MOJy4ajJd JieueHHe THUCTOJOTMYECKH WJIM LUTOJOTMYECKH JOKYMEHTAJIbHO
NOATBEPKAEHHON Hepe3eKTabenbHON MePEeX OTHOKIIETOUHON KapLIUHOMBI
(MepexOAHOKJIETOYHOTO M CMELIAHHOIO  IepexXOJHOKJIETOUHOr0/HeNepexoJHOKIETOUHOTO
T'HCTOJIOTMYECKUX TUIIOB) ypOTeNus (B TOM YHCIIE TIOYEYHOH JIOXaHKH, MOYETOYHHKOB, MOUEBOTO
ny3bips U yperpsl) IV cranun. ITanmenros pangomusuposanu (1:1:1) nis nedeHust ¢ TOMOLIBIO
KOMOMHHMPOBAHHOH Tepanuu aypsaaymad + TpemeanMmymad, MOHOTEepauu AypBaAITyMaOOM WU
nedeHnss SoC. IlepBHUYHBIMH LESIMH SIBJISIOTCSL OLleHKa 3(PPeKTHBHOCTH KOMOMHUPOBAHHON
Tepanuu AypBajiymad + TpemenumyMad B cpaBHeHHH ¢ JedeHrneM SoC ¢ Touku 3peHust PFS u
OS y Bcex manmentos ¢ UC, a Taxke oneHka 3pQeKTHBHOCTH MOHOTEpAuy AypBAITyMadOM B
cpaBHeHuH ¢ jedyeHueM SoC ¢ Touku 3peHus OS y nmauueHtos ¢ UC, KOTOpble UMEIOT pPaKOBbIE
Wi omnyxoJesble kieTkd wid TKaHu UC, naeHTHOHUIMPOBAHHBIE KAK XaPAKTEPU3YIOIIHECS
BbICOKMM ypoBHeM PD-L1 (maumentoB ¢ UC c¢ BeicokuM ypoBHem PD-L1). Kirouesbimu
BTOPUYHBIMHM LIEJISIMH  SBJSIIOTCS  OLleHKa 3(P(QEeKTHBHOCTH MOHOTEpanuu AypBalymMaOoM B
cpaBHeHun ¢ nedeHueM SoC c touku 3perus PFS y maunentos ¢ UC ¢ Bricokum ypoBHeM PD-
L1 u c touxu 3penuss PFS u OS y Bcex mauuentoB ¢ UC. Ha cerogHswHUI eHb B 3TOM

UCCIIEIOBAHUY PAHAOMHU3UPOBAHO 625 MalMeHTOB, U BKIIOYEHHE B Hero mponoypkaercsa. PFS ¢
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npoMexxyTouHoir OS aHaMM3HPYIOT B XOJAE HCCIENOBaHHS, a OKOHYATENbHYI0 oueHKy OS
MIPOBOJIAT 1O 3aBEPIIEHUH HCCISTOBAHMS.
JIpyrue BapHaHTBI OCYLIECTBJICHHS

U3 BblIlIENIPUBEIEHHOTO ONMUCAHUsS OyAeT OYEeBUAHBIM, YTO B HACTOsIIEe M300peTeHHe,
ONMHUCAHHOE B JAHHOM JOKYMEHTE, MOXXHO BHOCHUTb HM3MEHEHUS W MOAU(PHUKAIMH Ui €ro
alanTalyy K pa3InYHbIM CIOCO0aM MPUMEHEHHS U YCIOBUSIM. Takue BapraHThl OCYIIECTBICHUS
TAKKe HAXOIATCS B Mpeaeax oobema ciaenyroei GopmyJibl H300peTeHus.

UznoxkeHue mnepedHs 3JEMEHTOB B JIFOOOM OIpENeeHUH MEPEeMEHHOW B JAaHHOM
DOKYMEHTE BKJIOYAeT OIpedeNieHHss TAaKOH NepeMEeHHOW B KauecTBe JIIOOOro OTHEeNBbHOTO
3J€MeHTa WM KOMOWHAuMu (MM MOAKOMOWHALMM) NEpEedYMCIIeHHBIX 3JIeMeHTOB. M3nmoxeHue
BapHaHTa OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE BKJIFOYAE€T TaKOW BAapHAHT OCYIIECTBJICHUS B
Ka4yecTBe JHIOOOrO OTHEIBHOTO BapHAHTA OCYINECTBJIICHUS WM B KOMOWHAIMU C JIFOOBIMHU
APYTUMH BapUAHTAMH OCYIIECTBIIEHHS UJIH MX YaCTSIMH.

Bce marteHTBHl M HY6J'II/IKaL[I/II/I, YIOOMHWHAEMbIE B HACTOALIEM OINHNCAHWU, BKIIFOYCHBI B
TaHHBIN TOKYMEHT MOCPEICTBOM CCBhIJIKH B TOH JK€ CTETEHH, KaK € Obl KaKIbI HE3aBUCUMBIN
NaTeHT Wi MyOiauKanust ObUTH KOHKPETHO U OTAEIBHO YKa3aHbI KaK BKIIOYSHHBIE TOCPEICTBOM

CCBIJIKH.
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SEQ ID NO:1 - mnocaemoBaTeJbHOCTL nojunenrtmuna PD-L1

PCT/US2018/018513

MRIFAVEFIFM TYWHLLNAPY NKINQRILVV DPVTSEHELT CQAEGYPKAE VIWTSSDHQV

LSGKTTTTNS KREEKLENVT STLRINTTTN EIFYCTFRRL DPEENHTAEL VIPELPLAHP

PNERTHLVIL GAILLCLGVA LTFIFRLRKG RMMDVKKCGI QDTNSKKQSD THLEET

SEQ ID NO
1

61
121
181
241
301
36l
421
481
541
601
66l
721
781
841
901
961
1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
lez2l
1681
1741

12 — NoCJIeOOBaATEeJNIBLHOCTL HYKJIEMHOBOM KucjaoTH PD-L1

ggcgcaacgc
gctccgcacc
gctgtcettta
caaagaattt
ggctacccca
accaccacca
atcaacacaa
aaccatacag
actcacttgg
ttccgtttaa
tcaaagaagc
cttcaagcag
ggaaggaatg
atggaacctg
ggagggagac
aaaggatact
cgggttgaga
aatgcctcaa
atgtatgagt
ttgtgaatga
aaacttgctg
tggtctcctce
taggatgtca
ctcaagtgtc
ctacacacat
tacccatcgt
cagacctcag
taagcaattc
ccaggcattg
tataatgagg

tgagcagctg
agccgegcett
tattcatgac
tggttgtgga
aggccgaagt
ccaattccaa
caactaatga
ctgaattggt
taattctggg
dgaaaagggag
aaagtgatac
ggattctcaa
ggcccgtggg
gcgaaagcag
cttgatactt
tctgaacaag
atccctaatt
tttgttttct
ttttcctatt
tttcttttga
cttaatgatt
tataactaca
cctttattta
tgtgcagtat
aatctcattt
acagctgagg
actgccaccc
ttttattcaa
aatctacaga

agattaacaa

gcgegteccg
ctgtccgect
ctactggcat
tccagtcacce
catctggaca
gagagaggag
gattttctac
catcccagaa
agccatctta
aatgatggat
acatttggag
cctgtggttt
atgcaggcaa
aggaggagaa
tcaaatgcct
gagcctccaa
tgagggtcag
gcatgactga
tattttgagt
agatatattg
tgctcacatc
agtatacatt
acccattaat
ctgttccatt
catcgctgta
aagcaaacag
actgtccttt
aaaccattta
tgtgagcaag
gaaaatgtat
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cgcggcccca
gcagggcatt
ttgctgaacyg
tctgaacatg
agcagtgacc
aagcttttca
tgcactttta
ctacctctgg
ttatgccttyg
gtgaaaaaat
gagacgtaat
aggggttcat
tgtgggactt
tgaagaaaga
gaggggctca
gcaaatcatc
ttcectgcaga
gagtctcagt
ctgtgaggtc
tagtagatgt
tagtaaaaca
ggaagcataa
actctggttg
taaatatcag
accaccctgt
attaagtaac
tataatacaa
ttaagtgccc
acaaagtacc

tattacaatt

gttctgcgcea
ccagaaagat
ccccatacaa
aactgacatg
atcaagtcct
atgtgaccag
ggagattaga
cacatcctcc
gtgtagcact
gtggcatcca
ccagcattgg
cggggctgag
aaaaggccca
tggagtcaaa
tcgacgectg
cattgctcat
agtgcccttt
gttggaacgg
ttcttgtcat
tacaattttg
tggagtattt
agatcaaacc
acctaatctt
ctttacaatt
tgtgataacc
ttgcccaaac
tttacagcta
ttgcaatatc
tgtcctcaag
tagtccagtyg

gcttccecgag
gaggatattt
caaaatcaac
tcaggctgag
gagtggtaag
cacactgaga
tcctgaggaa
aaatgaaagg
gacattcatc
agatacaaac
aacttctgat
cgtgacaaga
agcactgaaa
cagggagcct
tgacagggag
cctaggaaga
gcctceccactce
gacagtattt
gtgagtgtgg
tcgccaaact
gtaaggtgct
gttggttgca
attctcagac
atgtggtagce
actattattt
cagtaaatag
tattttactt
aatcgctgtg
gagctcatag

tcatagcata
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1801
1861
1921
1981
2041
2101
21e6l
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181
3241
3301

aggatgatgce
gtctgggacg
gagaggtcgg
tatttattcc
ttgtttaaca
catgattcaa
caagccattce
ctaaagatag
ctaaatagta
ttcttatata
tgtttctaag
aaatatgtcc
gagtttggat
agtcaatcta
gaacttttgt
atcacatttt
gaaaagcctc
ccctecctaag
tcecttteect
tgtcaaggct
tgcatttgta
ggctgagcaa
gttggatttg
agagatgata
aatattctta
tgtttaataa

gaggggaaaa
gttggatata
tacttaaaat
tgatttgcet
gttctgtctt
aattcaaaag
aagtttcctt
tctacatttg
acacattgta
gcagatggaa
ttatctttcce
tacatataca
ttgtttatgt
gtcctaaaaa
tttctgettt
ctttctggaa
attcgttgtg
aggcttcctg
cttggccata
gaagaaacag
cagtaattgg
ggcacatagt
taaggcactt
cctaattctg
tttattttgt
aatgttcagt

SEQ ID NO:3 - VL MEDI4736

EIVLTQSPGTLSLSPGERATLSCRASQRVSSSYLAWYQQKPGQAPRLLIYDASSRATGIPDREFSGSGSGTDFTLTIS

RLEPEDFAVYYCQQYGSLPWTFGQGTKVEIK

SEQ ID NO:4 - VH MEDI4736

EVQOLVESGGGLVQPGGSLRLSCAASGFTEFSRYWMSWVROAPGKGLEWVANIKQDGSEKYYVDSVKGRETISRDNAKN

cccgagecagt
cttaaacatc
aaccctgaaa
ttgccatata
ttctatttaa
atcccatggg
tccagaagca
gaaatgtatg
tgtctgcectgt
tgaatttgaa
catagctttt
tttagacaac
ttgctcaaaa
gcaatcttat
ctgtcaagta
attccggcag
cttgaaccct
gaggtttcga
ttctggtgte
tgtctccaac
tgtgacagtg
ctactcagtc
tatccctttt
catttgattg
tacttggtac

ttaacatccc

gttgccaaga
ttaataatca
aataacactg
atctaatgcet
atgccactaa
agatggttgg
actgctactg
ttaaaagcac
gtactttgct
gttcccaggg
cattatcttt
caccatttgt
ggagacccat
tattaactct
taaacttcac
tgtaccttga
tgaatgccac
gattcagatg
aatgacaagg
agagctcctt
ttctttgtgt
tattcctaag
gtctcatgtt
tcactttttg
accagcatgt

agtggagaaa

SLYLOMNSLRAEDTAVYYCAREGGWFGELAFDYWGQGTLVTVSS

SEQ ID NO:5 - CDR1l VH MEDI4736

GFTEFSRYWMS
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ggaggaaata
gagtaatttt
gaattccttt
tgtttatata
attttaaatt
aaaatctcca
cctttcatte
gtatttttaa
atttttattt
ctgaggatcc
catatgatcc
taagtatttg
gggctctcca
gtatgacaga
tttgatgctg
ctgctagcta
cagctgtcat
ccctgggaga
agtaccttgg
gtgttatctg
gaattacagg
tcctaactce
tcatcgtaaa
tacctgcatt
ccattttctt

gttaaaaaa

ggccaatgtg
catttacaaa
tctagcatta
gtgtctggta
catacctttc
cttcatcctce
atatgttctt
aatttttttc
attttagtgt
atgccttcett
agtatatgtt
ctctaggaca
gggtgcactg
atcatgtctg
tacttgcaaa
ccctgtgcecca
cactacacag
tcccagagtt
ctttgccaca
tttgtacatg
caagaattgt
tcecttgtggt
tggcataggce
aatttaataa

gtttattttg
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SEQ ID NO:6 - CDR2 VH MEDI4736
NIKODGSEKYYVDSVKG

SEQ ID NO:7 - CDR3 VH MEDI4736
EGGWFGELAFDY

SEQ ID NO:8 - CDR1 VL MEDI4736
RASQRVSSSYLA

SEQ ID NO:9 - CDR2 VL MEDI4736
DASSRAT

SEQ ID NO:10 - CDR3 VL MEDI4736
QOYGSLPWT

SEQ ID NO:11 - TpemeamMymat
PSSLSASVGDRVTITCRASQSINSYLDWYQQKPGKAPKLLIYAASSLOSGVPSRESGSGSGTDEFTLTISSLOPEDFA
TYYCQOYYSTPFTFGPGTKVEIKRTVAAPSVEFIFPPSDEQLKSGTASVVCLLNNFYPREAKV

SEQ ID NO:12 - VH TpemenumyMaba
GVVQPGRSLRLSCAASGFTEFSSYGMHWVROQAPGKGLEWVAVIWYDGSNKYYADSVKGREFTISRDNSKNTLYLOMNSL
RAEDTAVYYCARDPRGATLYYYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVT
VSWNSGALTSGVH

SEQ ID NO:13 - CDR1 VH TpeMeammymabBa
GFTEFSSYGMH

SEQ ID NO:14 - CDR2 VH TpeMeammymaba
VIWYDGSNKYYADSV

SEQ ID NO:15 - CDR3 VH TpeMenumymMmaba
DPRGATLYYYYYGMDV

SEQ ID NO:16 - CDR1l VL Tpemenumymaba
RASQSINSYLD

SEQ ID NO:17 - CDR2 VL Tpemeaumymaba
AASSLQS
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SEQ ID NO:18 - CDR3 VL TpeMenumymMmaba
QOYYSTPFT

80



WO 2018/152415 PCT/US2018/018513

dopmyJia u3odpeTeHust

1. Cnocob jeueHusi paka MOYEBOTO My3bIpsi Y CyObeKTa, HYKAAIOLIETOCS B 3TOM,
NpU  5TOM CIOCOO  BKITKOYAET: BBefeHue cCyOwbekTy aHtutena k PD-L1 wmu  ero
AHTUTEHCBSI3BIBAIOLIErO (parMeHTa B konudecTBe oT 10 mr/kr no 20 mr/kr pas B 2-4 Hexenu

(Q2W-Q4W) nist neyeHus: paka MOYE€BOTO My3bIPSI.

2. Croco6 mo m. 1, rme antureno k PD-L1 uaM ero aHTHreHCBA3BIBAIOIIUI

(bparMeHT NpeAcCTaBIsIOT COOOH NypBayMad WM €ro aHTHUI€HCBS3BIBAIOIINN (hParMeHT.

3. Crmocod mo m. 1 wim m 2, rae pak MOYEBOrO My3bIpsl MPEACTABISET COOOMH
yporenmuanpHyo kapuuaomy (UC) w/wnu pak CTPYKTYp M TKaHEH, CBS3aHHBIX C MOYEBBIM

My3bIPEM, BKIIFOYAIOIIUX MOYETOYHHK, YPETPY, YPaxyc W/ MOYEHHYIO JIOXAHKY.

4. Crnocob 1o . 3, rae pak MOYEeBOTO My3bIpsi MPEACTABIISIET COOOH YPOTETHAIBHYIO

kapuuHoMmy, 3anyieHHyro UC unu meracratudeckyro UC.

5. Cnoco6 mo mobomy u3 mm. 1, 2 wim 1. 4, rne antureno k PD-L1 wmm ero

AHTUTeHCBA3BIBAIOIINN (PparMeHT BBOIAT CyOBeKTy B KosnmuectBe 10 MI/Kr pa3 B 2 Henmenu

(Q2W).

6. Cnoco6 mo nmobomy u3 mm. 1, 2 wim n. 4, roe antuteno k PD-L1 wumu ero

AHTUTEHCBS3BIBAIOIINI (DparMEeHT BBOAAT CyObeKTy B kojmuectBe 20 MI/KT pa3 B 2 Hemenu

(Q2W).

7. Cnoco6 mo mobomy u3 mm. 1, 2 wiu . 4, roe antuteno k PD-L1 wim ero

AHTUTCHCBS3BIBAIOIIMNA (PParMeHT BBOIAT CyObeKTy B KonudectBe 10 mr/kr pas B 3 Hemenu

(Q3W).

8. Cnocob mo mrobomy u3 mm. 1, 2 wiu 1. 4, rae anrureno k PD-L1 wiu ero

AHTUTCHCBS3BIBAIOIINN (PParMeHT BBOIAT CyOBeKTy B KosnmuecTBe 20 MI/KT pa3 B 3 Hemenu

(Q3W).

0. Cnocob mo mrobomy u3 mm. 1, 2 wmm 1. 4, rae anrureno k PD-L1 wiu ero

AHTUTeHCBS3BIBAIOIINN (DparMeHT BBOIAT CyOBeKTy B KosnmuecTBe 10 MI/Kr pa3 B 4 Henmenu

(Q4W).
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10. Cnoco6 mo mobomy u3 mm. 1, 2 wm 1. 4, rne antureno k PD-L1 wmm ero

AHTUTeHCBA3BIBAIOIIMN (DparMeHT BBOIAT CyObekTy B KonmuecTse 20 MI/Kr pa3 B 4 Henenu

(Q4W).

11. Crnoco6 mo mn. 5, rme anrureno Kk PD-L1 uam ero aHTUreHCBS3bIBAFOLIUM

(dparMeHT BBOIAT CYOBEKTY MyTeM BHYTPUBEHHOU UH(PY3UN.

12. Croco6 mo m. 11, rme antureno k PD-L1 wnu ero aHTHUI€HCBS3LIBAIOIIUIA

¢dparmeHT BBOIAT CyOBEKTY B TeueHHne 30-90 MUHYT.

13. Cnocod mo m. 12, roe antureno k PD-L1 wim ero aHTHUI€HCBS3LIBAMOIIUI

¢dparmeHT BBOIAT CYOBEKTY B TeueHHe 60 MUHYT.

14. Cnocod mo m. 5, rme antuteno k PD-L1 umu ero aHTHIeHCBS3LIBAIOIIUI
(bparMeHT BBOIST CYOBEKTY IO AOCTHKEHUs Y CyOBeKTa OTBETa B BUAE OOLIeH BBKUBAEMOCTH,

MIOJTHOTO OTBETA, MPOTPECCUPOBAHMS 3a00JIEBAHNS WIIN HETTPHUEMIIEMOI TOKCUYIHOCTH.

15. Cnoco6 mo mrobomy u3 nm. 1, 2 unm 1. 4, rae cyOBEKTY COBMECTHO BBOZST

aaTuteno k CTLA4 unu ero aHTUreHCBS3bIBAIOLINI (pparMeHt.
16. Cnocob no 1. 15, rae antuteno k CTLA4 npencrasisier coboit Tpemennmymad.

17. Crmocob6 mo m. 16, roe antureno k PD-L1 wunm ero aHTHreHCBSI3BIBAKOLIUI
¢parment BBOIAT B kKonmdectBe 1500 mr Q4W; u rne TpemenumyMad BBOASAT B KOJUYECTBE

npubnu3uTensHO 75 Mr Q4W.

18. Crnocob mo nmobomy u3 mm. 1, 2 wim 1. 4, rne y cyObekTa uAeHTH(PUIIMPOBAHO
HaJIMYHe paka MOYEBOrO My3bIpsi C MOHMKEHHBIM HJIM HU3KMM YpoBHeM skcmpeccuu PD-L1
(am3kmit yposeHb PD-L1) mwnu ¢ skcnpeccueit PD-L1 ot npeHeOpexxuMo Maioil 10 HU3KOH

(am3kmit/oTcyTeTBYOIINN ypoBeHb PD-L1).

19. Crocod mo mobomy 3 mm. 1, 2 win . 4, rae y cyObekTa HIeHTHPHIUPOBAHO
HAJIM4YHME paKa MOYEBOTO IMy3bIpsi C BBICOKUM ypoBHEM sKkcrpeccun PD-L1 (Beicokmil ypoBeHb

PD-L1).
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20. Crioco0 mo m. 18, rae pak MOUEBOrO My3bIPsl XaPaKTEPU3YETCs] HU3KHUM YPOBHEM
PD-L1 wmu Hu3kum/oTcyTcTBYIOIIMM ypoBHeM PD-L1, ecnu meHee 25% pakoOBBIX KIETOK

MOUEBOT0 My3bIpsl IEMOHCTPUPYIOT OKpamnsanue Ha PD-L1.

21. Crioco0 jieyeHusi paka MOYEBOTO My3bIpsi y CyObeKTa, HYKAAKOLIETOCS B 3TOM,
Ipy 3TOM CIOCOO BKJIIOYAeT BBeIAEHHE CYyObEeKTy, HMMEIIIEMy pak MOYEBOIro My3bIps,
aypBajiyMada WM €ro aHTHUT€HCBs3bIBaKoIero ¢parmMeHta B kojwuecTBe 10 mr/kr Q2W ms

JICYCHUS paKa MOYCBOI'O ITY3bIPA.

22. Cnocob mo m. 21, roe pak MOYEBOro My3bIpsi CyObeKTa MpencTaBisieT coOOH

ypotenuanpHyto kapuuHomy (UC), sanymennyro UC unmu meracratuueckyro UC.

23. Croco0 o 1. 22, rae aypsanymad BBOAAT myTeM BHyTpuBeHHOH (IV) nndy3un.
24. Croco0 o 1. 23, rae IV un(y3ur0 oCymecTBISIIOT B TeueHHne 60 MUHYT.
25. Crocob mo m. 22, rae y cyowrekroB ¢ UC mocturaercs no meHsineil mepe 20%

yacToTa OOIIEro OTBETA.

26. Cmocob mo m. 22, rne y CyOBbeKTa JAOCTHTaeTcs OTBET Ha JieueHue depes 1-12

MECALEB MTOCJIC TEPBOHAYAJIBHOIO JICHCHUS.

27. Cnoco6 mo m. 22, rme UC cyObekra wuaeHTHUIMPOBAHA B OTHOLIEHUU
skcnpeccun  PD-L1  kak  xapakrepusyromascs  Hu3kuM  ypoBHeM  PD-L1  wunum

HU3KUM/OTCYTCTBYIOLIUM ypoBHEeM PD-L1.

28. Crnoco6 mo m 22, rme UC cyObekra uaeHTU(QUIUPOBAHA B OTHOLICHHH

skcnpeccun PD-L1 kak xapakrepusyromascs BbICOKUM ypoBHeM PD-L1.

29. Crocod mo m. 27 wnm 1. 28, rae y npubnusurenbHo 5% CyOBbeKTOB, UMEROINX
UC, naeHTUUINPOBAHHYIO KaK XapaKTEPU3YIOMIYIOCS HU3KUM/OTCYTCTBYIOIIUM YpoBHEM PD-

L1 nmm Beicokum ypoBHeM PD-L 1, nocturaercst monueiii oteet (CR).

30. Croco® mo m. 21 wmm 1. 22, rae NpOAODKUTEIBHOCTh OTBETAa CyOBeKTa Ha
JIeYeHNe TypBATyMaOOM WM €r0 aHTUT€HCBSA3bIBAIOIINM (DPArMEHTOM COCTABIIIET 110 MEHbIIEH

Mepe 6 MECALIEB.
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31. Cnocod mo mrobomy u3 mm. 1, 2 wunmm m 4, roe cyOBekT paHee MPOXOIII
NPOTUBOPAKOBYIO TEPANUIO MEPBOH JIMHUM, MNPEAyCMaTPUBAIOINYIO IUIATHHOCOIEpIKALIee
JIEKapCTBEHHOE CPENCTBO HJIHM IUIATHHOCOJEpIKallee JeKapCTBEHHOE CPEACTBO B KOMOMHAIIMY C

APYTHM IPOTHUBOPAKOBBIM CPEICTBOM.

32. Cnoco6 mo m. 21 wnu m. 22, rae cyOBeKT paHee MPOXOOUJ MPOTHBOPAKOBYIO
TEpaIuIo NepBOH JIMHUY, IPEAYCMATPUBAIOIIYIO [IATHHOCOAEPIKALlee IEKAPCTBEHHOE CPEICTBO
WIN TJIATUHOCOIEpIKAIee JIEKAPCTBEHHOE CPENCTBO B KOMOMHAIIMH C IPYTHM MPOTHBOPAKOBBIM

CPENCTBOM.

33. Crioco® nedenust cyObekTa, UMeromero yporenuanbHyo kapuuHomy (UC), mpu
3TOM criocod BkIro4yaeT: BeeneHue 10 mr/kr nypsanymada cyobekty pa3 B 2 Hemenu (Q2W), 3a

cdet yero obecrneunBaercs euenne UC y cyObekTa.

34. Crmoco6 mo . 33 rre  UC cyOpekta  umneHTHQHUUMpOBaHa  Kak

2

XapakTepu3yromascs Hu3KkuM yposHeM PD-L 1 wnn Hu3kum/oTcyTeTBYROINM ypoBHeM PD-L1.

35. Cmoco6 mo m 33 rie  UC cyOpekta  uneHTHQUUMpOBAHa  Kak

2

XapakTepU3yIoLIasAcs BbICOKUM ypoBHeM PD-L1.

36. Croco6 mo mobomy wu3 mm. 33-35, rme BBeneHHE OCYIIECTBISIIOT IyTeM

BHYTPUBEHHOW MH(DY3HUH.

37. Cnocob6 mo mobomy u3 mm. 33-35, roe cyObekT paHee TMOJydas JIeYeHHE C
ITOMOLIBIO IPOTUBOPAKOBOU Tepanuu nepBoi JIMHUY, IpeayCcMaTpUBAIOILEH
IUTATUHOCOJepIKalllee JIEKapCTBEHHOE CpPelNCTBO WM IUIATUHOCOAEpIKalllee JIeKapCTBEHHOE

CPEACTBO B KOMOMHAIIUH C IPYTHM MPOTHBOPAKOBBIM CPEICTBOM.

38. Crmoco® mo 1. 33, JOMOJHUTENBHO BKJIOYAOIUN BBEIEHHE CYyOBEKTY
s¢pextuBHOro kommyecrsa anturena K CTLA4 mnam ero aHTHUIreHCBSI3BIBAIOLIETO (pparMeHTa
OJHOBPEMEHHO C BBEIEHHEM JypBaiymMada WM €ro aHTUT€HCBS3bIBAIOLIETO (pparMEeHTa WIN B

Apyroe BpeMsi OTHOCUTENBHO HETO.

39. Croco® neueHnst cyOBeKTa C paKkoOM MOYEBOTO Iy3bIps, Y KOTOPOTO pak

IIPOrPeccUpoBaj IOCHIE JIEYEHUs] C IOMOIIBI0 IPOTUBOPAKOBON Tepamuu MEpBOH JHHUH,

4
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IpeayCMaTpUBaKOLIeH IJIATUHOCOJEpIKallee JIeKapCTBEHHOE CPEACTBO UJIH
IUIATUHOCOJIepIKAlllee JIEKAPCTBEHHOE CPEACTBO B KOMOHMHALIMU C JAPYTHM INPOTHBOPAKOBBIM
CPEICTBOM, NPHU 3TOM CHOCOO BKJIKOYAET: BBEACHHE CYOBEKTY, KOTOPBIH paHee Moyydal
JIeYeHUE C MOMOIIBI0 NMPOTUBOPAKOBOW Tepanuu nepBod jauHuM, aHTuTena k PD-L1 wnu ero
aHTUTEHCBsI3bIBatOIEro (pparmenta B kojgudectBe or 10 mr/kr mo 20 mr/kr pas B 2-4 Henenu

(Q2W-Q4W).

40. Cnocob mo m. 39, rne mpoTHBOPAKOBAs TepaIus MEPBOH JIMHUH MPEIyCMATPUBAET
CPEACTBO Tepamnuu, BHIOPAHHOE W3 LUCIUIATHHA, IUCIJIATUHA M reMIuTaOMHA, [HUCIUIATHHA |
™ o

meroTpekcara, BuHOmactuHa, ADRIAMYCIN = (mokcopyOuLIMHA) WM JABYXKOMIIOHEHTHOH

KOMOMHAIMK KapOoIIaTHHA B FeMLIUTa0HHA.

41. Cnocod6 mo m 39 wmm m 40, roe antureno k PD-L1 wmm  ero
AHTUTeHCBS3BIBAIOIIMK  ()parMEHT  MPEACTaBISIIOT  co0oif  nypBanmymad  wWid  €ro

AHTUTEHCBS3BIBAIOIIUN (PparMeHT.

42. Croco6 mo m. 41, rme antureno k PD-L1 wunM ero aHTHI€HCBS3bIBAIOIIUI

¢dparmeHT BBOIAT cyOBEKTY B KosndecTse 10 Mr/kr pa3 B 2 Henenu (Q2W).

43, Croco6 mo m. 41, rme antureno k PD-L1 unm ero aHTHI€HCBS3bIBAIOIIUI

¢dparment BBOIAT CyObekTy B KoamdecTBe 10 Mr/kr pas B 4 Henenn (Q4W).

44. Croco6 mo m. 41, rme antureno Kk PD-L1 wiu ero aHTHUI€HCBS3LIBAIOIIUIA

¢dparmeHT BBOIAT cyOBeKTYy B KonudecTse 20 MI/kr pa3 B 2 Hegenu (Q2W).

45. Croco6 mo m. 41, rme antureno Kk PD-L1 wnu ero aHTHUI€HCBS3BIBAMOIIUIA

¢dparmeHT BBOIAT cyOBeKTYy B KosmdyecTse 20 MI/kr pa3 B 4 menenu (Q4W).

46. Crmoco6 mo mobomy wu3 mm. 42-45, raoe antureno k PD-L1 wimm ero

AHTUTCHCBS3BIBAIOIINN (PPArMEHT BBOIAT CYOBEKTY IIyTEM BHYTPUBEHHOH HHPY3UU.

47. Cnocob mo mobomy u3 mm. 39-45, rae pak MOYEBOTO My3bIpsi MPEACTABIISET

coboit yporenuanpayto kapuunomy (UC), sanymennyro UC i meractatiueckyro UC.

48. Crmocod6 mo 147, r1ne UC cyOwpekta  uneHTHQHUUMpOBaHa  Kak

XapakTepusyromascs Hu3kuM yposHeM PD-L1 wnn Hu3kum/oTcyTeTByomnM yposaem PD-L1.

5
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49. Cmoco6 mo m 47, rme UC cyOpekrta UHAEGHTUPUIMPOBAHA  Kak

XapakTepU3yIoLIascs BbICOKUM ypoBHeM PD-L1.

50. Cnocob o 1. 48, rae pak MOYEBOro My3bIPsl XapakTepPU3yeTCs HU3KUM YPOBHEM
PD-L1 wnu HuM3KUM/OTCYyTCTBYIOIIMM ypoBHeM PD-LI1, ecnmu meHee 25% pakoOBBIX KIIETOK

JEMOHCTPHUPYIOT OKpamuBaHue Ha PD-L1.

51. Cnoco6 mo mobomy u3 mm. 39-45, rme cyOBEKTY C pakOM MOYEBOTO My3bIpPs
COBMEeCTHO BBOAST 3d¢ektuBHOe  komudecTBo aHtutena k CTLA4 wim  ero
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa OJHOBPEMEHHO ¢ BBelneHueM aHturena k PD-L1 wmm ero

AHTUT'CHCBA3BIBAOIICI'O @parMeHTa HJIU B APYTO€ BPpEMs OTHOCUTEIJIBHO HETO.

52. Cnocod mo m. 51, rme antureno Kk CTLA4 wuiM ero aHTUIE€HCBSI3LIBAIOIIMIA

(dbparMeHT NpeAcTaBISTIOT cOO0H TpeMennMyMad UITH er0 AaHTUTCHCBSI3bIBAO NN (PparMeHT.

53. Cnocob mo mrobomy w3 mm. 18-20, 27, 28, 34, 35, 48 wmm n. 49, roe PD-L1

BBIABJISAIOT C MOMOIIBIO UMMYHOTUCTOXUMHUYCCKOI'O aHAJIn3a.

54. Crmoco6 mo m. 53, rme HUMMyHOIHMCTOXMMHYECKHMI AaHalu3 MpPOBOAST C

HCTIOJIb30BAHUEM PAKOBBIX KJIETOK, PUKCUPOBAaHHBIX B (POPMAIMHE U 3aJUTHIX B MapaduH.

55. Cnoco6 mo mobomy u3 mm. 1, 21, 33 wiu m. 39, roe jedeHwe NPUBOAUT K
YBEJIMUYEHUIO OOLIel BbKUBAEMOCTH, BBDKMBAEMOCTH 0€3 MPOrPECCHPOBAHUSI MIIA K TMOJHOMY

OTBETYy y CYOBeKTa.

56. Crnocob mo mobomy u3 mm. 1, 21, 33 wnu . 39, rae MeauaHHOe BpeMsi 10 Havaa

OTBETAa HA JICUCHUC COCTABJIACT OT HpI/I6J'II/ISI/ITeJ'IbHO 1 mecsiia mo 8 mecsIes.

57. Crnoco6 mo mobomy u3 mm. 1, 21, 33 wimm 1. 39, rne y cyObekra coxpaHsiercs

OTBET B TE€UEHME OT IO MEHbIIEeH Mepe 6 MecsLeB 10 12 mecsues uin AoblIe.

58. Cnocob mo mobdomy w3 mm. 1, 21, 33 wnu . 39, rne OTBET HA JIeUEHUE BBISBIISIOT
y npubnusutenbHo 30% CyOBEKTOB, pak WIH OMyXOJb MOUYEBOrO TMy3bIPs y KOTOPBIX

XapaKTEePU3YIOTCS BBICOKOM skcmpeccueit PD-L1.
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59. Cnocob o mrobomy u3 mm. 1, 21, 33 wm 0. 39, rae oTBET Ha JIEYEHUE BBISBIISIOT
y mnpubnamsutenbHo 8% CyObeKTOB, pak MM OMyXOJb MOYEBOTO My3bIpsi Y KOTOPBIX

XapaKTePU3YIOTCS HU3KOI/OTCYTCTBYOLIEH sKcnpeccueii PD-L1.

60. Cnocob jeyeHHst paka MOYEBOTO My3bIpsi Y CYyObEKTa, HYKAAIOLIETOCS B 3TOM,
NpU 5TOM CHOCOO0 BKJIIOYAET BBEACHHE CYOBEKTy, HMEIOLIEMYy pak MOYEBOTO Iy3bIpsi,
aypsaiymada WM €ro aHTUTeHCBs3bIBaroOIero gparmenta B konudectse 50-2000 mr pa3 B 2-4
Henemn (Q2W-Q4W) B koMOMHAUMU C BBENEHHEM CYOBEKTY TpeMmennMmymada WIH ero
AHTUTEHCBs3bIBAOIIErO (parmMenTa B konudectBe 50-150 mr pa3 B 2-4 Hemenu AJisl JI€UEHUS

paKa MO4YE€BOTO My3bIps.

61. Crocod® mo m. 60, rme nypBasiymMald WM €r0 aHTUT€HCBSI3bIBAIOINUI (parMeHT
BBOAST B konmmdectBe 1500 mr pas3 B 4 Hemenmu (Q4W), u Tpemenumymad WM €ro

AHTUTEHCBS3BIBAIOINUN (PparMEeHT BBOIAT B KomuecTBe 75 mr pa3 B 4 Henenu (Q4W).

62. Cnoco6 mo m. 60 wmmu m 61, roe nypsanymad u Tpemenumymad HIM HX

AHTHUI'CHCBA3BIBAOIIIUE (bpal"MeHTbI BBOJAT B KOJIMUECTBE OO YUCTHIPEX A03 3a LIUKIL.

63. Cnoco6 mo mobomy u3 mm. 60-62, rae aypsBanymMad M TpeMeaMMymad WM WX

AHTHUT'CHCBA3BIBAOIIIUEC (bpaFMeHTbI BBOJAT B OAHO U TO K€ BpEMs UJIU B pa3HOC BPEMsL.

64. Cnocob mo m. 60, rae y cyObekTa HAeHTH(HUIIMPOBAHO HAJTMYUE PaKa MOYEBOTO
Ny3bIpsi C MOHIKEHHBIM WJIM HU3KUM ypoBHeM skcmpeccuu PD-L1 (Huskuii yposens PD-L1)
wii ¢ skcrpeccueit PD-L1 or npeHeOpe:kuMoO Mayioil 1O HU3KOH (HU3KUN/OTCYTCTBYIOLIHIA

yposenb PD-L1).

65. Crnocob mo m. 60, rae y cyObekTa ACHTU(UIPOBAHO HATHMYHE PaKa MOUYEBOTO

Ny3bIPsI C BBICOKMM ypoBHEM 3kcnpeccun PD-L1 (Bbicokuii yposers PD-L1).

66. Croco® mo mobomy u3 mm. 60-65, rae pak MOYEBOrO My3bIpsl NMPEACTABISIET
coboii yporenunanbuyto kapiuHoMy (UC) u/unm pak CTpyKTyp U TKaHEH, CBSI3aHHBIX ¢ MOYEBBIM

My3bIPEM, BKJIFOHYAIOIIUX MOUETOYHHK, YPETPY, YPaxyc W/ HIN NOYEUHYIO JIOXAHKY.

67. Cmoco6 mo mobomy u3 mim. 60-65, rae pak MOYEBOTO My3bIpsi MPEACTABIISET

coboit yporenuanpayto kapuunomy (UC), sanymennyro UC win meracrarudeckyro UC.

7
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68. Cnocob mo mobomy u3 . 19, 28, 35, 49 wnm 1. 65, rae y 6omnee 65% cyObeKTOB,
NOJIyYAIOUINX JIEYeHHE, HUMEIOIMUX paK MOYEBOrO Iy3bIps, HACHTU(PUIMPOBAHHBIA Kak
XapakTepH3YIOIUiCs BbICOKUM ypoBHeM PD-L1, HnHaGmonaercss orBer B BHAe oOmei

BBDKMBAEMOCTH uepe3 6 MeCsLEB.

69. Crnocob mo mobdomy u3 m. 19, 28, 35, 49 wnu n. 65, rae y npubnusutenbHo 65%
CyOBEKTOB, MOJYYAIOIIUX JICYECHUE, UMEIOLINX PaK MOYEBOTO IMy3bIpsi, UIACHTU(PHLHUPOBAHHBIN
KaK XapaKTepU3YIOIIUHCS BbBICOKMM ypoBHeM PD-L1, nHaOmomaercss orBeT B BHue oOIei

BBDKUBAEMOCTH Yepe3 9 MeCSILEB.

70. Crnocob mo mobomy u3 . 19, 28, 35, 49 wnu . 65, rne y npubnusutensao 60%
CyOBEKTOB, MOJYYAOIIUX JICUYEHHE, NMEIOIINX PaK MOYEBOTO Iy3bIpsl, UAESHTH()UIUPOBAHHBIN
KaK XapaKTepU3yIOIIUHCS BBICOKMM ypoBHeM PD-L1, nHabmomaercss oTBeT B BHue oOImei

BbDKUBAEMOCTHU 4yepe3 12 MecsLes.

71. Cnocob o mrobomy u3 . 18, 27, 34, 48 wiu 1. 64, rue y 6onee 40% cyObekToB,
MOJIYYAIOUINX JICUeHHE, WMEIOINX pPaK MOYEeBOrO My3bIpsi, HASHTU(PUIIUPOBAHHBIA Kak
XapaKTePUIYIOMINICS HU3KUM/OTCYTCTBYIOIINM ypoBHeM PD-L1, HaGmonaercss oTBeT B BHIE

o01eli BBDKMBAEMOCTH depe3 6 MeCsLEB.

72. Cnocob mo mrobomy u3 min. 18, 27, 34, 48 unu . 64, rne y 6osee 35% cyObekToB,
MOJIYYAIOLINX JIEYeHHE, HUMEIOIIUX paK MOYEBOro IMy3bIps, HWAECHTH(PHULHUPOBAHHBIN Kak
XaPaKTEPUIYIOIIHMICS HU3KUM/OTCYTCTBYIOIINM ypoBHeM PD-L1, HaOmtomaercss OTBET B BHIE

o01ieli BBDKHBAEMOCTH uepe3 9 mMecsiieB u yepe3 12 Mecsies.

73. Cnoco6 mo smobomy u3 mm. 1, 21, 33 wmm n. 39, rne y npubmusurensuo 60%
cyOBEKTOB, NOJNYYAIOLINX JieueHne, HaOM0aaeTcss OTBET B BUJE OOLIeH BBUKHBAEMOCTH depes 6

MCCALICB.

74. Cnocob mo mobdomy u3 mm. 1, 21, 33 wmm n. 39, roe y 6onee 55% cyObekToB,

MOJIyHaromux JICYCHUE, Ha6J'IIOI[aeTC$I OTBET B BUJC O6I_LIGI7I BBIZKMBACMOCTH YCPE3 9 Mecs1eB.

75. Cnocob mo mobomy u3 mm. 1, 21, 33 wmm n. 39, roe y 6onee 50% cyObekToB,

MOJIY4AOIIHX JIEYeHNE, HAOIIF0JaeTCsl OTBET B BUZE OOIIeH BBDKUBAEMOCTH Yepe3 12 mMecsies.
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JIJEYEHUE PAKA MOYEBOT'O I1Y3bIPA C
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OUT'YPA 1

HOMOIIbIO AHTUTEJIA K PD-L1

OO1ee KOMIMYECTBO MALIMEHTOB, BKIIFOYEHHBIX B UCCIIEIOBAHUE U
NOJIyYaIOLIHX JIEYEHUE, TI0 COCTOSTHUIO Ha ATy MpeKpalieHus: coopa
naHHbIX (29 anpens 2016 r. qna nauuentos 6e3 UC, 24 urons 2016 r. ans

narienTos ¢ UC)

1

1

HOI'[y.IIS[L[I/ISI IIAIUCHTOB, (baKTI/I‘IeCKI/I MOJYYUBINUX JICUCHHUC

Hauano Tepanuu 3a > 30 gHel 10 AaThl NpeKpalieHus

cOopa maHHBIX

N=1012
OO01mast momyJISALHS, TTOJyYABIIAS § g — — [Monynsauus B UCCIEAOBAHUHU C I
10 mr/xr Q2W N=6 IIOBBIIIEHUEM JIO3bI
N = 970* | N =48 |
bes UC cucC
N=779 N=191

!

ITonynsanus [t nepBUYHOMN oLleHKU 3¢ pekTHBHOCTH

Havano tepanuu 3a > 13 Hexenb 10 AaThl IPEKPALCHUS

cOopa naHHBIX
N =103

t

IJIATUHBI
N=94

2L+ nocne Tepanuu npenaparaMu

|

*O06was nomysiaust, monydasias 10 mr/kr Q2W, Bkitouana 6 cyObeKkToB u3
koroptsl, moydasmei 10 mr/kr Q2W B ¢aze MOBBIMIEHUS T03bI

Panee He nonyuyasiue
neuenne/ 1L
N=9

2

2

He ynosnersopsitole kpurepusiM|| Y 1OBIETBOPSIFOLINE KPUTEPHUAM
Ha3Ha4YeHUsl LMCIIIaTUHA Ha3Ha4YeHMsl LIUCIIJIaTHHA

N=7

N=2
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OHIYPA 4

(a) (h) (<)
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OS - 12 secaues (95% Cly  60%, (43, 74%%) 36% (10, 36%) 52% (39, 04%4)
i
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