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2420-574255ERA/022
CIIOCOEEH! JIEUEHMA PAKA KOXM I[NIOCPEICTBOM BBEIEHMS MHI'MEMTOPA PD-1

[0001] HactTosamas 3adBkKa IIozmaHa 12 wMasa 2017 r1oma Kak
MeXIOyHapoOHasa IaTeHTHad 3afgpka PCT, ¥ IO HEeM UCIOpallMBaeTCsd
IPUOPUTET MNpelBapUTEeJIbHEX 3agaBok CIA NN 62/335743, mnomaHHom 13
Masg 2016 rvoma; 62/340142, nopmauHon 23 masg 2016 roma; 62/34854¢,
nomadHo 10 wmwoHa 2016 roma; 62/350305, nomadHuHom 15 wmiooHa 2016
roma; 62/364920, nopmaHHOM 21 wuwojag 2016 roma; 62/374020, mnomaHHOM
12 aBrycTa 2016 rvoma; u 62/451274, nomaHHOM 27 guBapg 2017 roma,
ONMcCaHMe KaXIOo¥V BKJIOUEHO B HacCToAllee OIMCaHMe MNOCPEeICTBOM CCHUJIKU
B IIOJIHOM OOBeMe.

CIMCOK IIOCJIEIOBATEJILHOCTEN

[0002] HacTosmas 3asgBKa COINEPXMT CIMCOK IIOCJIedoBaTeJIbHOCTeMN
B DJIeKTPOHHOM ¢dopMaTe B BuUIe OQalya txt ¢ HazBaHueM «CIMCKU
IIOCJIeNOBAaTeJIEHOCTEM . ConmepxaHue barna txt «Cnuckm
IIOCJIeNOBATEJIEHOCTEN» BKJIUYEHO B HaCTOfllee ONMCaHMe B KadecTBe
CCEUIKM .

OBJIACTBH TEXHUKM, K KOTOPOM OTHOCUTCSA M30OBPETEHNE

[0003] HacrTodmee m300peTeHMe OTHOCUTCHA K crocobaMm JIeueHUd
paka KOXI, BKJIOY AMMM BBeIeHUe NaluyeHTy TepalleBTUUeCKU
50beKTUBHOTO KOJIMUeCTBa aHTuTesna, KOTOpoOe CcriendUUeCcKu
CBSA3HEEBAETCHA C pellellTOpoM Oejika 3alpolpaMMUpPOBaHHOM cMepTu 1 (PD-
1).

YPOBEHE TEXHWKU

[0004] Pak koxmM ABRJIAeTCsa Haubojlee pPacCIpOCTPaHEHHBEIM TUIIOM

3JIOKAUECTBEHHOTO HOBOOOpazorkaHua B CoemmHeHHEX llTaTax (Guy et al

2015, Am. J. Prev. Med. 48:183-7). Ilo olleHkaM, 5,4 MWJIIMOHA
cJydaesn pakak KOXI, MCKJIIOUa s MeJIaHOMY, B TOM umciie
fazalIbHOKJIE TOUHOM KapLUMHOMEI u I[IJIOCKOKJIE TOUHOM KapLUMHOMEI,

orarHocTupoBaJM B CoemmHeHHHX llraTax B 2012 r1vonmy (Rogers et al
2015, JAMA Dermatol., onytiamxoBaHO oH-JlaH 30 amnpess 2015 rogma) .
[IJIOCKOKJIETOUHAaA KapluHoMa Koxu (CSCC) npencTaBjigeT coboM BToOpoe
HanBoJlee pacCHpOCTpaHeHHOe 3JIoKaueCTBEeHHOEe HOBOOOpasoBaHMe B CIIA,
nocyie ©asalIbHOKJIETOUHOM KapumHoMH (BCC) (Karia et al 2013, J.
Am. Acad. Dermatol. 68:957-966). dakTOopH pHucCKa CSCC BKJIKOUAKLT

BO3IENCTBUE yJbTpadpmosera, TIOXMJIION BO3pacT u VIMMYHOCYIIPpEeCCHUIO



(Alam et al 2001, New Engl. J. Med. 344 (975-983); Madan 2010,
Lancet 375: 673-685) . HecmMmoTp4a Ha TO, UTo rogaBJIdllee
OOJIBIIMHCTBO MHIOIMBMOYYMOB C OMarHosomM CSCC wmiam BCC wmMMelnT OUeHb
BJIaTONPUATHEM NIPOTHO3, CSCC OoJblle IIpelpaclloJioXeHa K alpeCCUBHEM
peuunuBaM, uem BCC. Y MHIMBMOYYMOB C OMarHOCTUMpoBaHHOM CSCC, B
OTJIMUMEe OT MHIOIMBUOYYMOB, Y KOTOPHX IOUaATHOCTHpoOBaJiM BCC, [DOBHIIeHA
CMEPTHOCTBL IIO CPaBHEHMIO C KOHTPOJIAMM B TOM Xe Boz3pacTe (Rees et
al 2015, Int. J. Cancer 137: 878-84).

[0005] Xupypruueckasd pe3ekKUMsa MABJSeTCHS OCHOBHEM BDJIEMEHTOM
KIMHMYECKOTO JiedeHus CSCC. ITlepBMUHasd LeJlb COCTOMT B IIOJIHOM
pe3eKlur 3JI0KaueCTBEeHHOW ONyxXOoJiM, a OpueMJIeMHl KOCMeTUUeCKUN
pe3yJsbTaT [ABJIAEeTCS BTOPOM lLeJiblh. OQaKTOPH, CBA3aHHHE C IIJIOXUM
nporHo3oM Inpu CSCC, BKIOUAKT pas3Mep OINyXoJu >2 CM, TUIyOuHY
OTIYXOJIM >2 MM, I[IepUMHEBPAaJIbHYK WMHBAa3MLD, MMMYHOCYIIPECCUI XO3SMHa U
PelUInBUPYIME MOBPEeXOeHNW . nOiga HeBoJILION IIPOLIeHTHOM OOJIn
NaumMeHTOB, N KOTOPHIX pasBuBaeTCHAd Hepe3ekTabeJIbHOE MeCTO
pPeluIuBMUpynllee IV  MeTacTaTudecKoe 3aboJieraHue, BO3MOXHOCTHA
JleueHrsa OTpaHMUeHE. I[lallMeHTaM MOXHO IIPOBOOUTE IIOCJIEOIepPallMOHHYI
JIYUeBYI Tepaluio. XMMMOTepalMd He [gBJISeTCHd ONTHUMaJIbHEM BapMaHTOM

OJIsg MHOTUX IIalMeHTOB n3-13a npobJjeMm c 0e30IacCHOCTRI u

[IepPeHOCUMOCTRIO.
[0006] Hauboiee pacrnpoCTpaHeHHBEM KJIMH/Y E CKUM OO TUIIOM
aBJjideTca y3JjoBaga  BCC. MeHee  pacClIpOCTPaHEeHHBMM  KJIIMHUYECKMMU

IOOTUIIaMM SABJIAITCHA IIOBEPXHOCTHas, CRJeposupybomasa (dubposzHas) u
pubposnuTeMalibHagd BCC. BoOJbIMHCTBO IIaluMeHTOR n3JIeunBaeTCcHd
XUPYPIUUECKMM BMENaTeJIbCTBOM, HO Y HeOOJBIOT'O IIPOLleHTa IIallMeHTOB
pasBmMBaeTCHd HepesekTabeJIbHOe MeCTHO pacrnpocTpaHeHHOe MJIN
MeTacTaTudeckoe 3abojieBaHUe. [lpaxkTuueckuy Bce BCC oTimMuawnTCcd
HapymeHHOMW Iepeladel CUMITHAJOB B CHMTHaJbHOM 0OyTM hedgehog,
HauboJiee YacCTO M3-3a CJaydaVHOW MyTaluM C HoTepel OYHKIMM B I'eHe,
KOoIVpyKmeM ToMoJioT Oejyika PATCHED (PTCH) , CYTIPECCOP OIIYyXOJIHU.
MyTaumsa PTCH BeIerT K rorepe OIIOCPEeIOBaHHOTO PATCHED
VMHIMOMPOBAHMSA  COIPSXeHHOTO ¢ G-0eJIJKOM pelelrTopa Smoothened
(SMO), TeM caMBM YCUJIMBAaS HUCXOOANYK CUIHaJIM3aluin, 4YTO BeIeT K
HEeKOHTPOJMPYEMOM KJIeTOouHOM npoJudpepaumunm (Sekulic et al 2016,

Cell 164:831). IloHMMaHMe OHKOTI'eHHOM posau SMO B BCC mOpuMBeJlO K



pazpadboTke BUCMOIOeTHnba n coHunmeruba, nepopaJlibHO OOCTYTIHEIX
MHTUOUTOPOB SMO, B LeJioM, OOO3HauaeMblXx KakK MHIMOMTOpH Hedgehog
(HHI) . B 1monoJjiHeHMe K HeXeJlaTeJIbHEM I[TOOOUHBEM sbddexTamM HHI
ODHaApPyXeHO, UTO Yy MHallMeHTOB, KOTOpPHEe IporpeccCHUupyloT Ha onmHoM HHIT
(BucMomermube), TMnocjenywimee JieueHMe 1OpyrumMm HHI (coHemerm®oMm) He
BeneT kK UHIMOMpoOBaHMI onyxosim (Danial et al 2016, Clin. Cancer
Res. 22: 1325-29). He cymecTByeT OIODOPEeHHOTO cpelcTBa NOpoTurB BCC
OJIS [alMeHTOB, Y KOTOPHX OTMEUaJIOCh IIpOoTpeccHUupoBaHMe 3abojieBaHUA
npu Tepanuu HHI MM KOTOPHE He TOJIepPaHTHH K IpenmecTBylomern HHI
Tepanun.

[0007] CiemoBaTeJIbHO, CVYIEeCTBYET HeOOXOIOIMMOCTL B Oe30IIacHOM
1 2b0OeKTHMBHOM CUCTEMHOWM TepaluMM paka KOXM, B ToM uucje CSCC wu
BCC.

PACKPHTHUE CYINHOCTU U3OBPETEHUA

[0008] B COOTBETCTBUU C OoIpeleJIe HHEIMU BapMaHTaMM
OCYIIEeCTRJIEHUA, HacTodlee n300peTeHre OTHOCUTCH K criocobam
JeueHMS WM YJYUMEeHMS I[I0 MeHblley Mepe OIHOTO CHMIITOMa WK
IoKasaHuAag WM MVHIUMOMPOBAHUA POCTa 3JIOKAUECTBEHHOM OIyXOoJu Y
nauveHTa. CHOCOBOH B COOTBETCTBMM C DTUM AacCIeKTOM KN300peTeHUd
BKJIIOU AT BBeIeHUe nauueHTy TepalreBTUUYeCKU SOOEKTUBHOTO
KoJiMdeCcTBa aHTUTeJla WM  eTo aHTUTeHCBA3HBaAKILETO Gpal'MeHTa,
KOTOPHE CHeludruuecky CBA3BBalTCA C OeJkoM 1 IIpoTrpaMMUpyeMoOm
KJleTouHOM THbOesm (PD-1), Heob4a3aTeJIbHO, B KOMOMHALMM C JYUeBOM
Tepaluen.

[0009] B COOTBETCTBUU C orpeleJle HHEIMU BapMaHTaMM
OCYIIECTRJIEHN S, HacTodlee n300peTeHne OTHOCUTCH K criocobam
JleueHMsa 3JI0KAaUeCTBEHHOM OIIyXOoJM, B TOM UMKCJIEe COJMIHOM OIIyXOJH,
CIIOCOOE BKJIOUALT OTOOP MHalMeHTa CO B3JI0KAaUeCTBEHHOM OIIyXOJbi U
BBeleHMe OIOHOM MJIM HeCKOJbKMX @03 aHTuTeJa OpoTuB PD-1 B
KOoMOMHAILIMM C OIOHOM WJIM HEeCKOJLKMMM Jo3aMM JIyUYeBOM TepaluM. B
OIIpemelJIeHHEIX BapMaHTaxX OCYIeCTBJIEHUA BEeleHMEe KOMOMHALMM BeIeT K
YCUJIEHHOMY TepaleBTUUECKOMY sbberTy WIIn IIPOTUBOOIIYXOJIEBOMY
sbbexrTy 11O CpaBHEHUIO co BBeOeHMEM OTIOEJIBHO aHTUTEeJla WU
npoBeneHVeM OOJIYUeHUd.

[0010] B omnpeneJsieHHHX BapMaHTax OCYIECTBJIEHMSA HaCTOAMEeI'O

MBO@peTeHMH InpenyCMOTPEHE CIIOCOOH JISUEeHNA mJinm YIIYUIIeHN A I10



MeHbIle Mepe OIOHOTO CHMMITOMa WM [IOoKa3aHMAa WIM MHIUOMPOBaHUA
pocTa 3JI0OKaUYeCTBEHHOM Oy XOJIU N4 ralumMeHTa . B OIpeneJIeHHEIX
BapMaHTax OCVYIECTRJIEHMA HaCTOAlero M300peTeHMS IpelyCMOTPEeHEH
CIIOCOOH 3a0epPXKU pocTa OIIYyXOJIN WJIN OpodUIIaKTUKM  peumuarBa
OIIYXOJIN . B omopenesieHHBIX BapMaHTax  OCYIEeCTBJIEHMA  HaCTOAILeTo
nz0fbpeTeHUa NPeayCMOTPEHH CIOCOOB I[OBHIMEeHMS Ofmel BEXXMBAEMOCTU
W BEDKMBaEMOCTHU tes NporpecCcUpoOBaHmsg Y nauveHTa co
3JI0KaUYeCTBEHHOMN OIIYXOJIBI . Crioco®Hl, B COOTBETCTBUNA c STHUM
acIeKToOM WM300peTeHMs, BKJIOUAT IIocJeloBaTellbHOe BBeIOeHMVe OIHOMU

MJin HeCKOJIBbKMX O3 TepalleBTMUYeCKM SQ}@eKTMBHOI‘O KOoJIMYeCTBa

aHTHTeJa VI ero AHTUTEHCB A3HBAaIEeTO bparmenTa, KOTOPHE
crienudmUyUecK  CBASHBAKTCHA c PD-1. B OIHOM U3 BapMaHTOB
OCylleCTBJIEHN BBelleHUe aHTHUTEeJa IPOTUB PD-1 TPOBONAT B

KoMOMHAILIMM C JIyUeBOWM Tepaluen.

[0011] B ompeneJIeHHEIX BapmMaHTax OoCyleCTBJIEHUSA
3JIoKauveCcTBeHHasa ONyxXOJIb MWIM ONyxXOoJib OIpelcTaBJgeT Cco0oM COJIMOHVYIO
ONIYXOJIb WJIM paK. B olnpemesieHHHEX BapMaHTaxX OCYIEeCTBJIEHMS COJMIHAS
OIyXOJIb BEOpaHa M3 TPYIIIH, COCTOANEM M3 paka TOJICTOM KMIIKMK, Ppaka
AMYHUKOB, Ppaka IMIpelcTaTeJIbHOM XeJIe3H, paka MOJIOUHOM XeJle3hH, paka
TOJIOBHOTO MO3Ta, paka meMKM MaTKM, paka MOYeBOT'O IIy3HpPSA, paka
aHyca, pakKa MaTKM, paka oOOOOUYHOM KMIIKM, Ppaka IIedueHM, paka
IOmIXKEeJIYOIOUHOM KeJIe3H, paka JeTrKMxX, paka DHIOMEeTpHusa, paka KOCTH,
paka sAMUek, paka KOXM, paka II0UKM, paka XeJyIKa, paka IOuMIeBomna,
paka TOJIOBH U MeMr, paka CJIOHHOWM XeJIe3H M MMUEeJIOMH .

[0012] B ompenejsieHHHIX BapMaHTax OCYIECTBJIEHMS aHTUTEJIO
npoTre PD-1 BBOIOAT B KaueCTBe JIeUeHUSI «IepPBOM JMHUMK» IIalleHTy CO
3JIOKAaUYeCTBEHHOM OIYXOJIbo, T'Ie IIallMeHT He IoJiyualJl IpedmecTBYMeTo
CUCTEeMHOT'O JieueHMsS  3BJIOKaueCTBEHHOM  OIIYXOJIM. B omnpenesieHHHX
BapMaHTax OCYIMEeCTBJIEHMSA aHTUTEJIO OpoTuB PD-1 BBOODAT B KaudueCTBe
JleueHUsS «BTOPOWV JIMHMMK» IIallMeHTy CO 3JIOKAUeCTBEHHOM OIyXOJILI
(HanmpuMep, MeTacTaTuueCcKoMn 3JI0KauveCcTBeHHOM ONIYXOJIBID) , Tae
nauMreHT npelBapuUTesIbHO IoJIyyaJl JieueHme C VICIIOJIE 30BAHUEM
«CTaHOAPTHOW»  Tepaluwu, BKJIKUAd B KadeCTBe HeOT'PaHMUMBAKIMUX
[IPMMEPOR XMMMOTEpPAINK, XUPYPIMUeCKOe BMeMaTeJIbCTBO U OOJIyUeHHe.

[0013] OnuH nu3 BapMaHTOB OCYyIeCTBJIEHUS ns3obpeTeHnda

OTHOCHUTCA K aHTUTeJly IIPpOTHUB PD-1 1Jig WCIIOJIBE30BAaHUSA IIpm JIeYeHNN



paka KOXM. B olIpenejieHHHX BapMaHTax OCYWEeCTBJIeHMSI pakK KOXU
opeIcTaBJIgeT Co0OM He MeJIaHOMHYK 3JIOKaUeCTBEHHYK OIIYyXOJb KOXHU,
BKJIOUAA B KadeCcTbBe HeOI'paHUUMBAKIMX [IPUMEPOB, ILJOCKOKJIETOUHYIO
KapLUMHOMY KOXM ¥ 0a3aJIbHOKJIETOUHYK KapLUMHOMY. AHTUTEJIO IIPOTUB
PD-1 MOXHO BBOIMUTL, KaK PAaCKPHTO B HAaCTOAlleM OIMCaHuM, IIalMeHTy
C MeTacTaTHUUeCKOM WJIM MeCTHO pPacHpOCTpaHeHHOM ILJIOCKOKJIETOUHOM
KapLUMHOMOMY KOXM. B omIpellesIeHHHX BapraHTax OCYMeCTBJIEHUS aHTUTEJIO
npotue PD-1 BBOIOAT, KaK PacCKPHTO B HAaCTOAIleM OIMCaHUM, IIalVeHTy
C pacHpocTpaHeHHOM ©0asaJIbHOKJIETOUHOM KapUMHOMOM, TIe IMHallMeHT He
TOJIEPaHTeH kK MHIUOUTOpy IyTm Hedgehog (Hanpumep, BUCMOIeIuO,
COHenermO) WJIM OH IIoJIy4dalJl JiedeHre UMHIubuTopoM nIyTu Hedgehog u vy
HeTl'0 OTMeUaeTCHd [Ipol'peccHupyrlee 3abojieBaHUe.

[0014] B omnpeleJleHHBX BapMaHTax OCYIECTBJIeHMS Kaxlad mo3a
aHTuTesa npoTur PD-1 comepxurT 0,1-20 MI/KT Macce TeJjla I[IalyeHTa.
B omnpemeJleHHHX BapuaHTax OCYWeCTBJIEHKA Kaxlhas -»Do3a aHTuTeJa
npotus PD-1 comepxur 0,3, 1, 3, 5 wmam 10 MI/KI' MaccCH TeJja
maluyMeHTa. B OIpeleJIeHHHEX BapMaHTax OCyYIeCcTBJIEHNA KaxXDasd Io3a
anTuTreJsia HOpoTuB PD-1 comepxur 20-600 Mr. B OOHOM M3 BapMaHTOB
OCYIeCTBJIEHUA Kaxnasd nosa aHTUTeJla IIPOTUB PD-1 COOEPXUT
npudamusuresbHo 200 MI'. B OODHOM M3 BapMaHTOB OCYIECTBJIEHMA KaxXnad
nosa aHTuUTeJla OpoTuB PD-1 comepxuT Opubamus3uTesbHO 250 wMmr. B
OOHOM M3 BapMaHTOB OCYIECTBJIEHMA KaxXIad Lo3a aHTUTeJa OpoTus PD-
1 comepxuT OpudbIM3MTesJIbHO 350 MT.

[0015] B orpeneJiIeHHBIX BapraHTax OCVYIUIeCTBJIEHNS JIYUYEeBVYIO
TepalMio [OIPOBOOAT ONHOM WJIM HEeCKOJbKMMM IJO3aMM. B oIpemdelIeHHBIX
BapMaHTax OCYMeCTBJIEHMS KaXnasa Jo3a JIYyJdeBOWM Tepaluu COOEPXUT 2-
100 Tp=® (I'p). B omOpenejIeHHHX BapuaHTax OCYMeCTRBJEHUS JydeBasd
Tepalls npencraeJisieT cobon TUNIOOPaKUIMOHUPOBAHHY JIY4eBYyK
TepallM. B OlpeleJIeHHEX BapMaHTax OCYWeCTBJIeHUd JiydeBad Tepallud
opelycMaTpuBaeT 2-12 odopakumi.

[0016] B omnpemeJyIeHHHX BapMaHTaxXx OCYMECTBJEHMS CIOCOOH IIO0
HaCcToAlleMy n300peTeHND BKJIOUAT BBelleHUE TepalleBTUUEeCKU
50PEeKTUBHOTO KOJUUeCTBa aHTUTeJa OpoTus PD-1 nepen, oapalullelIbHO
C IIPOBeIeHMEM WM IIOCJIe MNPpOBeIeHMs JIyUdeBOM TepaluMu. B OOHOM U3
BapUaHTOB OCYWEeCTBJIEHUI CIIOCOBEL IO HacTodmleMy  M300peTeH D

BRJIOYAKT BBeIOceHMEe aHTUTeJla IIPOTUB PD-1 Iiepen IIpVMMeHEeHMEeEM ITOS3E



JYyUYeBOW Tepaluu.

[0017] B omnpemeJyileHHHX BapMaHTax OCYIECTBJIEHMSA CIOCOOH IIO
HacToAleMy M300peTeHMK BKJOUAKT BBelOeHMe 0-50 TepalleBTUUECKUX
0o3, Kaxnad H(BJIAeTCHd aHTUTeJIOM IOpoTuB PD-1, Doe Kaxoyrw »OO3Yy
BROOAT uepes 0,5-12 Hemesb TIIOCJIe HEIOCPEIOCTBEHHO IIpellleCTBYyIen
OO3El. B OIOHOM M3 BapMaHTOB OCYUWEeCTBJIEHMA KaXIyln OO3Yy BBOOAT
yepes 1 HemeJo II0CJe HelNoCpeICTBeHHO IIpemmecTBymel ITO3H. B
OOHOM M3 BapMaHTOB OCYMEeCTRBJIEHMS KaXOyln o3y BBOOAT uUepe3 2
HeIeJM TIIOocJie HelNOoCPeOCTBEHHO IMNpelmecTBYymMelM ITo3H. B oOHOM U3
BAapMaHTOB OCYIECTBJIEHUA KaXxIyl I03y BBOIAT UYepe3s 3 HeOeJdu IIOoCie
HelOoCPeOCTBEHHO MNpelmecTBYIel IO3H.

[0018] B omnpelielIeHHHX BapMaHTax OCYIeCTBJIEHUS OIOHa WU
HECKOJIBKO IOO3 aHTuTeJa [nOpoTuB PD-1 wm Heobsg3aTeJIbHO JiydeBasd
TepalMsa BXOOAT B LIMKJ JedeHMsa. CHoCoBOH, B COOTBETCTBMM C DBTUM
acreKkToM wu300peTeHMa, BKJOUAT IOpoBeldeHMe TMalMeHTy II0 MeHblIen
Mepe OOHOTO LMKJa JeueHMd, TIOe II0 MeHbllel Mepe OOMH LMKJI JIeueHUSd
BKJIIOUAET OIOHY WU HEeCKOJIBLKO o3 aHTUuTeJIa IIPOTUB PD-1. B
OIlpelleJIEHHEX BapMaHTaxX OCYIEeCTBJIEHMS BIJIOTE OO 12 LMKJIIOB JIEUEHUS
BBOOAT IalMeHTy. B oOlIpemesIeHHHX BapMaHTax OCYIEeCTBJIEHUS IIO
MeHbIe Mepe OIMH LMKJ JeUeHMS JOOIOJHUTEJLHO COINEePXUT OOHY WM
HECKOJIBKO nos JyueBoM Tepalliu. B OoIpelleJIeHHEIX BapraHTax
OCYIIECTBJIEHNA JIYUeBYK TepalM BBOIAT TOJIBKO B  OOHOM LUKJIE
JedeHuUsa. B omnpeleJIeHHBEIX BapMaHTax OCYINEeCTBJIEHMA JiydeBas Tepalusd
opencraBJjgeT cofoM IMIOPPAKUIMOHMPOBAHHYID JIYUEBYyID Tepanuo. B
omnpeleJIeHHEX BapMaHTax OCYIEeCTBJIeHMA aHTUTeJIO NpoTuB PD-1 BBOOAT
nepen JIydeBOM Tepaluein.

[0019] B ompenejieHHHIX BapMaHTax OCYIIECTBJIEHUMSI aHTUTEJO
[IPOTUB PD-1 u  JIy4eBYI TepallMn  IPOBOOAT B KOMOMHAaLUN C
OOIIOJIHUTEJILHEM TepaleBTUUeCKMM CPeICTBOM MM Tepanuel (HalpuMmep,
uurigopochamMmn, wIM JOOOe CPencTBO WIM TepallMsi, PacKpPHTHE B
HacToAmeM OIMCaHMM) .

[0020] B omnpeneJIeHHEIX BapraHTax OCVYIeCTBJIEHMUS  JleueHUe
BHI3HBAET OIMH WJIM HECKOJIBKO TepalleBTUUYeCKUX 2OOeKTOB, BHOPAaHHEX
M3 TPYIIHE, COCTOAmMEN M3 perpecca onyxoJu, adckomnajlbHOTO »dderTa,
MHITUOUPOBaAHUA  MeTacTasa OIIYyXOJIN, YMEHBIIEHNA  MeTacTaTUUeCKUX

HOpa)KeHMﬁ B OHpeHeHeHHBIﬁ Ineprnon BpeMeHM, YMEHBIIEHHOI'O IIPMMEHEHWMA



XVMMOTEepaneBTUUeCKUX W HUTOTOKCHUUECKUX CpeIncTB, CHVIKEeHU I
OIlyX0JIeBOM HaTpy3KH, [IOBHIIEHU A BLDKMBAEMOCTHU Bes
IpOTpPeCcCUpPoOBaHmsa, IIOBHIMEHMA oOmeM BEXMBaAeMOCTM, IIOJIJHOTO OTBeTa,
YaCTUUHOTO OTBeTa M CTabuibHOTO 3abojieBaHMUA.

[0021] B COOTBETCTBUU C onpeneJjyie HHEMM BapMaHTaM
OCYIEeCTBJIEHUA, AaHTUTeJIO NPpOoTHB PD-1 MM aHTUTeHCBA3HBalmui OeJIoK
COOEPXUT OIpemelidllye KOMIIJIEMEeHTAPHOCTL oBJlacTy TSXKeJION lLelu
(HCDR) w3 BapmabejbHOM ob6JacTm Taxeson Lenu (HCVR), comepxamen
aAaMMHOKMCJIOTHYID IIocJemoBaTeJibHOCT: SEQ ID NO:1, m CDR Jerxkom lemnu
nus3 BapuabesibHOM obylacTuH JeTKOoMn Henm (LCVR), comepxamemn
AaMMHOKMCJIOTHYID IIocJiemoBaTeJibHOCTL SEQ ID NO:2. OIMH TaKOM THII
AHTUTeHCBA3HBAKIETO Belka, KOTOPBI MOXHO VCIIOJIEL30BAaThH B
KOHTEeKCTe CHOoCOOOB IO HaCTOoAmeMy M300peTeHMIo, OIpeldcTaBjisgeT cobon
aHTuTeJio npoTms PD-1, Takoe kak REGN2810.

[0022] B omnpeneJyiIeHHEX BapMaHTax OCYIeCTBJIEHUSI HacTodlee
nz3obpeTeHre OpelyCcMaTpMBaeT IMIpPMMeHeHMe aHTUTeJla OpoTuB PD-1 wmiu
ero AHTUT'€HCB A3HBaKIMEeT0 bparMeHTa nJis IPOU3BOACTBA
JIEKapPCTBEHHOTO CpeIcTBa NIJg JedeHMsa WIM MWHIMOMPOBaHMUSA pocCTa
3JIOKAUYeCTBEHHOM ONyxXOoJiM VY IallMeHTa, B TOM UMCIJe UYeJloBeka. B
OIpelleJIeHHEIX BapMaHTax OCYIEeCTRBJIEHMS  3JIOKaueCTBEHHAas  OIIYyXOJIb
npencraBjseT cCcoBoM COJMIOHYK OIYyXOoJb. B OIpeneJIeHHHX BapMaHTax
OCyleCcTBJIeHUA 3JIoKaueCTBEeHHAas OIIyxXOJIb IMpeacTaBjsgeT cofoM pak
TOJICTOM KUIKM, Pak SUUHMKOB, pPak I[IpeldcTaTeJIbHOM XeJle3hH, pPak
MOJIOUHOM XeJIe3bl, Pak TOoJIOBHOI'O MOB3Ta, pak mImelku MaTKM, pak
MOUEBOTO IIY3HPSA, PakK aHyca, pakK MaTKM, pak oOOIOOUHOM KMIIKM, Pak
IeUyeHu, pak IIOIXeJIyIOUHOM XeJle3h, pakK JeI'Kux, pak DSHIOMeTpud,
pakK KoOCTM, Ppak sAMYEeK, pakK KOXM, pak IIOUkKHM, pak xeJylka, pak
IMmeBONa, PakK TOJOBH U MeMr, pakK CJHHOM XeJe3H MM MUEeJIOMY .

[0023] B omnpeneJyiIeHHEX BapMaHTax OCYIeCTBJIEHUSI HacCTodlee
nz3obpeTeHre OpelyCcMaTpMBaeT IOIpMMeHeHMe aHTUTeJla OpoTuB PD-1 wmiu
ero AHTUTEHCB A3HBaKMeIro bparMeHTa nJis IPOU3BOACTBA
JIEKapCTBEeHHOTO CpelcTBa B KOMOMHALUM C JIYUeBOWM Tepaluen OJd
JleueHMI WM UMHTUOMPOBaAHMSA  pPOCTa 3J0KAUEeCTBEHHOM  ONyXOoJu VY
nauueHTa, B TOM UMCJIe UeJIOBEeKa. B ompenesieHHEIX BapMaHTax
OCVYIIeCTBJIEHUA 3JI0KayYeCTBEHHASA OIIYyXOJIb npencraBJIgeT cobon

COJIMIOHYIO OITYyXOJIb . B OolipeneJIe HHEIX BapMaHTax OCymeCTBIJIEHNA



3Jl0KaUeCTBEeHHasd OIyXOoJIb MpencTaBJigeT CcofoM pakK TOJCTOM KUIIKMY,
paK AWMUYHMKOB, pPaK OpencTaTesIbHOM XeJle3h, pak MOJIOUHOM XeJIesH,
pakK TOJIOBHOTO MO3Ta, pak MelMKM MaTKM, pak MOUeBOTO MIY3HpPL, Ppak
a”Hyca, pak MaTKWu, pak oBOOHOOYHOW  KMIIKM, pakK IedeHu, pak
IIOMXEJIYIOUHOM XeJIe3H, pPakK JIeTKMX, pakK DHIOMEeTPHMS, PaK KOCTU, pPak
AYYeK, pakK KOXM, pPakK IoukM, pak XeJyOokKa, pakKk OumeBoma, pak

T'OJIOBEI M IIer, pak CJIIOHHOM XeJle3H WJIN MM eJIOMY .

[0024] B OIIHOM ns3 acCIIeKTOB, HacTodllee nsobpeTeHne
npenycMaTpUBaeT Habop OJIs JeueHuns nauuveHTa, CTpaIaKnmero
3JIOKAaYEeCTBEHHOM OIYyXOoJiblo, Habop comepXxuT: (a) Io3Y aHTuTeJa WK

ero aHTUTEeHCBSABHBaAKIMEM UYacCTM, KOTOPHE CHelUMdUIecCKM CBSA3HBAKTCA C
n uHIMbupyoT PD-1; wm (b) MHCTPpYKUMM OIS [IPUMMEHEeHMS aHTUTela

npoTmue PD-1 @mJjg JieyeHMA IalMeHTa B COOTBETCTBMM CO crHocobamwu,

PaCKPEITEMI B HacCcTOoAIeM OIIMCaHMNM . B OIlpeneJIeHHEIX BapMaHTax
OoOCymeCTRBJICHMA 3JIOKaueCTBeHHa#4d OITYyXOJIb BH@paHa ns3 T'PYIIIIE,
cocTodmen ns3 Prara TOJICTOM KMIKMY , Paka AVUHMEKOB, Para

IpencTaTeIbHOM XeJle3H, pakKa MOJIOUHOM KeJle3H, paka TOJIOBHOTO
MO3Ta, paka MeVKM MaTKM, paka MOUeBOTO IIY3HpPSA, paka aHyca, paka
MaTKM, Ppaka o0O0OIOOUHOM KMUIKM, pakKa I[IedueHHu, paka I[IOIKeJIyOIOUHOU
XeJleswl, paka JeI'KuxX, paka 5DHIOMEeTPpMSA, paka KOCTM, pakKa IWNUeK,
paka KOXM, pakKa I[IOUKM, paka XeJjyIOKa, paka OUIeBOoIa, paka I'OJIOBH
M meu, pakKa CJIOHHOM XeJie3H Y MMUEeJIOMH .

[0025] IpyTrMe BapMaHTH OCYIECTBJIEHMSA HACTOAmMEIo M300peTeHud
CTaHyT OUEeBUIOHH IIPM PaCCMOTPEeHMM CJIeOyiRmero NIOOPpOoOHOTO ONMCaHMA.

KPATKOE OIIMCAHVE UEPTEXEN

[0026] Ha o¢ur. 1 mopencrTaBljeH ILJlaH MCCHIeIOBaHMA, BKJIIOUAIMMNI
DO3MPOBaHMEe aHTUTeJla NOpoTHUBR PD-1 u obiaydeHue (XRT) »OJjg MeIIeW C
VMILJIaHTUPOBAHHEMKM ONyXoJiaMu MC38 (mMccijemoBaHMe OIIMCAHO B IIpUMepe
1 B HacTOAmeM OIMCaHMUM) .

[0027] Ha o¢mr. 2 npencrTabBlieH YCpPeOHeHHHM OIIYXOJIEBHM pPOCT VY
MBOIEM, KOTOPHX JIeUMJIM AaHTUTEeJIOM M30TUIMUECKOTO KOHTpoJa (e),
aHTUTEJIOM TIpoTuB PD-1 (M), M30THUIMUYECKMM KOHTPOJIEM+OOIyUeHEM
(XRT) (A) wmim aHTHUTesOM IpoTuB PD-1+XRT (V) B wMCCIemOBaHUM,
OIIMCaHHOM B IpuMepe 1 B HACTOAINEM OINMCAaHUM.

[0028] Ha o¢ur. 3 1npencTabjieHa o0mas BEXMBAEMOCTH MHIIEN,



KOTOPHX JIeUMJIM aHTUTEJIOM M30TUIIMUECKOT'O KOHTPOJIS (®), aHTUTEeJIOM
npoTmMe PD-1 (W), UM30TUIMUECKMM KOHTpoJeMtobydeHmeM (XRT) (A)
WM aHTuTeJoM nOpoTuB PD-1+XRT (VY) B wMccIeOoBaHUM, OIMCAHHOM B
npmMepe 1 B HacTOAlWleM OIMCaHUM.

[0029] Ha o¢mr. 4 mnpencTaBJieH ILJIaH MCCJeOOBaHMA, BRJIOUAKINVNM
OO3MPOBaHMe aHTUTeJla NpoTuB PD-1 u obiydeHue (XRT) @nJjgg MeIIen cC
VMILJIAHTUPOBAHHEIMM  OoNyxoJiaMu BleF10.9 (mMccieloBaHMe OIMCAHO B
opuMepe 2 B HaCTOAIEM OIMCAaHUM) .

[0030] Ha o¢mr. 5 mnpencrabBJieH YCPeOHEeHHHM OIIYXOJIEBHM POCT VY

BABILHeﬁ, KOTOPEX JIeUMJIN AHTHUTEeJIOM M3O0TUIIMYUeCKOI'O KOHTPOJIA (o) 7

AHTUTEJIOM MpOoTMB PD-1 (®), MI0TUIMUECKMM KOHTPOJIEM+OOJIyUeHMEeM

(XRT) (&) wmiM aHTUTesoM InOpoTuB PD-1+4XRT (O) B wucciaemoBaHuu,
ONIMCAaHHOM B IIpUMEpPEe 2 B HACTOAMEM OINMCAaHUM.

[0031] Ha our. 6 1mOpencTabJieHa o0mMas BEXMBAEMOCTH MHIIEH,
KOTOPHX JIeUMJIM aHTUTEJIOM M30TUIIMUECKOTO KOHTPOJS (®), aHTUTEJIOM

npoTme PD-1 (W), W30TUIMUECKMM KOHTpoJieM+oOiyueHueM (XRT) (®)
UM aHTuUTeJioM InpoTms PD-1+XRT (O) B wucciaemoBaHuM, OIMCAHHOM B
IpyMepe 2 B HaCTOAIEM OIMCaHWUM.

[0032] Ha o¢ur. 7 mnpencrTaiBJeH ILJJaH MCCIeIOBaHMA, BKJIIOUAIMMUMN
OO3MPOBaHMEe aHTUTeJla HOpoTuB PD-1 u obiydeHue (XRT) njgg MeIIen cC
VMILJIAHTUPOBAHHEMM ONIyxXoJiaMy MC38 (mMccjemoBaHMe OIIMCAaHO B IIpUMepe
4 B HacTOgmeM OIMCAaHUM)

[0033] Ha our. 8 npencTaBJieH yCpenHeHHHM TIePBUYUHHM
OIIYXOJIEBHM POCT Yy MHIIEV, KOTOPHX JIEUMIJIM AHTUTEJIOM U30TUINUECKOTO
KOHTPOJIA (o), AHTUTEJIOM IPOTUBR PD-1 (m), M30TUIINYECKUM
KOHTpoJIeM+toBiydeHreM (XRT) (A) i adTuTesioM nOpoTusB PD-1+XRT (V)
B MCCJIEOOBaHUM, OIMCAHHOM B IIpuMepe 4 B HACTOANEM OMNVMCAHUM.

[0034] Ha our. 9 1nperncrTabJjieHa o0mMas BEXMBAEMOCTH MHIIEH,
KOTOPHX JIeUMJIM aHTUTEJIOM M30TUIIMUYECKOT'O KOHTPOJS (e), aHTUTEJIOM
npoTme PD-1 (W), W30TUIIMUECKMM KOHTpoJeMtobOaydeHmeM (XRT) (A)
WM aHTUTeJIoM IOIpoTuB PD-1+XRT (VY) B MCCJIeOOBaHMUM, OINMCAHHOM B
npmMepe 4 B HaCTOSAMEM OIIMCaHWM.

[0035] Ha o¢ur. 10 mnpencTaBJieH BTOPHM OIYXOJIEBHEHM POCT VY
MBOIEN, KOTOPHIX JIEUMJIM AaHTUTEJIOM M30TUIMUECKOTO KOHTpOoJa (e),

AHTUTEJIOM IIpPOoTMB PD-1 (W), MI30TUIMUECKMM KOHTPOJIEM+OoOJIyUueHMeM
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(XRT) (A) wim a"TuTesioM nOpoTue PD-1+XRT (V) B wuccaemoBaHum,
OIIMCaHHOM B IpuMepe 4 B HACTOLINEM OIMCAHUM.

[0036] Ha o¢mr. 11 mpencTaBJIeH IJIaH MCCJIeIOBaHMA, BRKJIOUYAIUMN
ODoO3MpOBaHMe  aHTUTeJla IIPOTHUB PD-1, anTureJya nOpoTtmr GITR wu
obnydueHre (XRT) @mjasg Meme¥ C MYMIJDIAHTUMPOBAHHEIMU OIIyXoJamMu MC38
(MCccJleDOBaHMe OIMCaHO B IpuMepe 5 B HaACTOAIEM ONMCaHUM) .

[0037] Ha ¢mr. 12 npencraBlieH YCPEeOHEHHH OIIYXOJIEBHEM POCT VY
MBOIEM, KOTOPHX JIeUMJIM AaHTUTEeJIOM MI30TUIMUECKOTO KOHTpOoJsS (e),
AHTUTEJIOM MIPOTUBR PD-1 (m), AHTUTEJIOM IpPOTHUB GITR (A,
KoMOMHAaLIMEeN aHTuUTeJa OpoTuB PD-1 um aHTmTesla nportmue GITR (V),
VM30TUIINUECKUM KOHTpoJieM+obiyueHueM (XRT) (¢), aHTUTEJIOM TIIPOTUB

PD-1+XRT (O), a"TuTesoM npotuB GITR+XRT (0) wuiIM KoMOMHALUENR

aHTHUTeJla IPOTUBR PD-1, aHTHUTeJa IpOTUB GITR+XRT (A) B
VCCJIeIOBaHNM, OIMCAaHHOM B IpMMepe 5 B HaACTOAMEM OIMCAaHUM.

[0038] Ha our. 13 mnpencraBjeHa ofmasg BEXMBAEMOCTH MHIIEH,
KOTOPHX JIeUMJIM aHTUTEJIOM M30TUIIMUECKOT'O KOHTPOJIS (®), aHTUTEJIOM
npoTus PD-1 (W), anTuUTesoM npoTuB GITR (A), xoMOuHaLMell aHTUTeJsa
[IPOTUB PD-1 u aHTUTeJIa IPpOTUB GITR (Y, MN30TUIINYECKUM
KOHTpoJiIeM+obyyuedmueM (XRT) (), aHTUTeJoM OpoTuB PD-1+XRT (O),
aHnTuTesoM HpoTuB GITR+XRT (0) wuamM xKoMOMHalUMeM aHTUTejla IPpOTUB PD-
1, a"TuTesia npotuB GITR+XRT (A) B wMcclegoBaHUM, ONMCAHHOM B
npuMepe 5 B HaCTOAUEM OIMCAHUM.

[0039] Ha our. 14A npencTarJIeHO pamnuorpadmuecroe
nzobpaxeHre JIeTOUHHX MeTacTa30B Yy IalMeHTa ¢ 0a3aJIbHOKJIETOUHOM
KapuuHoMmor (BCC), oB0o3HaUYeHHEIX CTpejikaMy, Ha 0as30BOM YPOBHe,
cJeBa, M Ha HepmeJie 24, crpaBa.

[0040] Ha our. 14B npencTarJIeHO pamnorpadruecroe
n3obpaxeHre mMeMHOM MacCCH VY IallMeHTa C ILJIOCKOKJIEeTOUHOM KapLMHOMOM
koxu (CSCC) Ha 6az0BOM YPOBHEe, CJIeBa, M Ha Henejie 16, crpara.

OCYIIECTBIJIIEHVE V3OBPETEHUA

[0041] Tlepen pacKpeITMEM OIIMCAHMA HACTOAMETO M300peTeHUd
cjlenyeT IIOHMMAaTh, UTO HacTodlmee M300peTeHMe He  OI'PaHMUeHO
KOHKPETHEIMU OIIMCAaHHEIMM CcliocofaMM M 5SKCIEPUMEHTAJIBHEIMY YCJIOBUAMA,
[IOCKOJIBKY TaKMe CIOCOOB M YCIJIOBMSA MOT'YT WM3MEHATHCA. Takxe

cJlenyeT IIOHMMaThk, uTo TEPMMHOJIOTUA, VMCIIOJIBE3yeMaid B HacToOoAIleM
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ONIMCaHuM, CIYXUT TOJBKO L&JM OIMCaHMA KOHKPETHHX BapMaHTOB
OCYIIECTBJIEHMA WM  He IIpegHa3HaueHa B KauecTBe  OTpaHuueHud,
[IOCKOJIBKY oBBeEM HacTOoAmero n300peTeHmns OT'PaHUUYEH TOJIBKO
IPUJIOXKEeHHOV (QOpMyJION M300peTeHUs.

[0042] Ecam He OIpenejlIeHO MHOe, TO BCe TexXHUUEeCcKue U
HayuHEe TEepMMHE, MCIOJIb3YEeMEHEe B HaCTOAlleM OIMCaHUM, MMeKT TO Xe
3HaueHre, B KaKOM UMxX OOBUYHO I[IOHMMaeT clIelualucT B obJjlacTv, K
KOTOPOM OTHOCUTCS 9DTO Mu300peTeHMe. KakK MCHOJL3YIOT B HACTOSIIMEM
ONIMCaHUM, TEPMUH KIPUOIMBUTEJIBEHO», KOI'Da MCIOJL3YyIT II0 OTHOIEHU
K KOHKPETHOMY YKa3aHHOMY UYMCJIOBOMY 3HaueHMIO, oOO3HaduaeT, UTO
3HaAUeHMe MOXeT BapbMPOBaTh OTHOCHUTEJIBHO YKa3aHHOTO 3HaueHMA He
foJiplme uyeM Ha 1%. Hanpumep, Kak MCIOJNB3YKRT B HACTOAMEM OIMCAaHWUMU,
BHpaxeHre «npmubam3nurenbHo 100» BriaouaeT 99 m 101 m BCe 3HaAUYeHUSA
Mexny HMMM (HanopuMmep, 29,1, 99,2, 99,3, 99,4 u v. m.).

[0043] HecmoTps Ha TO, UYTO JKOBE CIOCOOE U MaTepMaJlH,
IMoNoOHEE WMJIM DSKBUBAJIEHTHEHE TeM, KOTOPHEE OIMCaHB B HaCTOAMEM
oI CaHuu, MOXHO VCIIOJIE30BATh npu IpakTUuUuecKom peann3alumum
HaCTOAMETO WM300peTeHM, IPenlouTUTeJIbHEIE CIOCOOE M MaTepMatlsl
OIIMCaHHE 3IOeCb. Bce nybimkKaluM, YIOMSAHYTEE B HaCTOMAIEM OIMCaHWUM,
BKJIOUEHH B HacToOdllee OIMCaHMe IIOCPelCTBOM CCHUIKM IOJIS TOI'O, UYTOOH
OIIMCHBATEL B IIOJIHOM OOBeMe.

Crioco®r JieUeHMS WM MHIMOUPOBAHMA POCTa 3JIOKaueCTBEeHHOM
OIIYXOJIU

[0044] HacTosmee wm300peTeHMe BKJOUAeT CIHOCOOH JIeUeHUd,
VIIYUIIeHUS WM CHWXEHMSI TSKeCTM II0 MeHblled Mepe OIHOT'O CUMITOMA
WM IoKasz3aHUsa WMIM MHIUOMPOBAHMA POCTa 3JIOKAaueCTBEeHHOM ONYyXOoJIu VY
naumveHTa. Crnoco®el B COOTBETCTBUMM C DTUMM acClIeKTOM M300peTeHUsd
BKJIOUAT BBeIeHNe nalnumMeHTy TepalleBTUUYECKHU 50PEeKTUBHOTO
KOJIMYeCTBa aHTUTeJla WIM €70 aHTUIEeHCBA3HBAKIETO (parMeHTa,
KOTOPHE crneundruueckKm CBABHEBAaKTCH c PD-1. B onpeleJIeHHEIX
BapMaHTax OCYIEeCTBJeHUS aHTUTeJIO NpOoTHMBE PD-1 BBOOAT B KOMOMHALUU
C TIPOTUBOOIIYXOJIEBOWM  Tepaluen (omMcaHHOM B IOPYT'OM MecTe B
HaCTOAMEM  OINMCAaHuM) . B OOHOM U3 BapMaHTOB OCYIECTBJIEHN A
IPOTUBOONYXOJIeBasa Tepalud IOIpeacTaBjgeT cobol JydeByl Tepaluio.
Kak MCHOJB3yKT B HACTOAIlEM OIMCAaHUM, TEPMMHE «JIEUUTL», «JIEUEeHUE»

WM ToMy IomoBHoe of6os3HauvalnT o0JleTuaTb CUMIITOMBE, YCTPAHATH
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[IPUUMHY CHMIITOMOB Ha BpeMeHHOM’ VIV IIOCTOSAHHOM OCHOBE,
3adepXrUBaTh WJIM MHIUOMPOBATE OIYXOJIEBHM POCT, UTOOH CHMXATDH
Harpysky OIIYXOJIEBHIX KJIETOK VI OIIYXOJIEBYI Harpy3Ky,
CIIOCOOCTBORBATE PEIPecCy OIIyXOJIM, BHE3EBATE YMeHBIIEHMEe OIIYyXOJIH,
HEeKpO3 U/WIM MCUe3HOBeHMre, UTOOH IIpedoTBpamaTh PelUUIMUB OIIYXOJU,
UuTOOH IIpemoTBpallaTb WM MHIMOMPOBATE MeTacTa3upoBaHMe, UTOOEH
MHIMOMPOBATE MeTacTaTHUeCKUM OINYyXOJIeBEM PpPoCcT W/WUIM YBeJIUMUUBATDL
OJIMTEeJIbHOCTE BBXKMBAEMOCTM MHIVBMIA .

[0045] Kak MCHOJB3YIT B HaCTOAMEeM OIMCaHuM, BEIPaXeHUe
«TauMeHT» o0Oo3HadvaeT UYeJloBeKa WM He OTHOCHAmMeecsa K UeJIOBEeKy
MJIEKONMTAKIEEe, KOTOPHE IMNPOABJIAKT OOWH WMJIM HECKOJBKO CHUMIITOMOB
VI noxkasaHui 3JI0KaueCcTBeHHOM OTIYXOJIN, u/ v KOTOPHIX
OIMAaTHOCTUMPORBAJM 3JIOKAUEeCTBEHHYK OIIYXOJb, B TOM UMCIEe COJMIHYIO
ONIYXOJIb, W KOTOPHE HYXIAKTCAd B €e JiedeHMM. BO MHOTMX BapuaHTax
OCYMEeCTBJIEHNH, TEepMUH KUMHIVBUI» MOXHO VICIIOJIE30BATH
B3aVMMO3aMeHsIeMO C TEPMMHOM <«IIallMeHT». Hanpumep, y HODalMeHTa
yeJIoBeKa MOXHO IMarlrHOCTHMPOBATE I[IEPBUUHYKR WMIM MeTacTaTUUeCKYy
ONYyXOJIb U/MAXM OIOMH WMJM HEeCKOJBbKO CHUMITOMOB MJIM IIOKa3aHUM,
BKJIOUAA B KaudeCTBe HeOoI'pPaHMUMBAKIMUX  IIPUMEPOB, HeOOBACHUMY
[IOTEPK MaccCH, obmyn cJjabocThb, [IOCTOSHHOE  yTOMJIEHUE, oTepn
amnreTmTa, JUXOopalkKy, HOUHYK IIOTJMBOCTL, OOJM B KOCTAX, OIHIIKY,
B3OYTHM XMBOT, OOJIb B TIpPyau/IaBjeHMVe, YBeJIMUeHUe CeJIe3eHKU U
OO BEM YPOBHSA OMOJIOTUUYECKOT O Mapxkepa, CBSA3aHHOTO co
3JIOKAUECTBEHHOM ONyxoJiblo (Hanpumep, CAl25). BohpaxeHue BKJIOUYaAET
VHOMBUOOB C IIE€PBUYHEIMU WMJIM PE3BUBIIMMUCSA OIIYXOJAMM. B KOHKPETHHX
BapMaHTax OCYMeCTBJIEeHMS DSDTOT TepMMH BRKJIOUAeT ueJIoOBekKa, KOTOPHM
cTpafaeT U/UIM HyXOaeTCS B JIeUeHUMM COJUIHOM OINYXOJM, HalpuMep,
paka OOOINOUYHOM KUIKM, pPaka MOJIOUHOM XeJie3H, pakKa JeTkKux, paka
OpencTaTelIbHOM XKeJle3H, paka KOXM, paka IIedueHM, pakKa KOCTH, paka
AMYHUKOB, pakKa meMKyM MaTKM, Ppaka I[IOIXKeJYIOOUHOM XKeJie3H, paka
TOJIOBH M ey M pakKa TI'OJIOBHOT'O MO3Ta. TepMMH BKJIKOUYAET MHIOMBUIOB C
[IEPBUYHEIMY WJIM  MeTacTaTUUeCKUMU OTIY XOJIAMU (pacnpocTpaHeHHHE
3JIOKAUECTBEHHHE HOBOOOpPAa30OBaAHUSA) . B OoTIpeleJIe HHBIX BapraHTax
OCYMEeCTBJIEHUSA BHPAaXeHMVe «IallMeHT» BKJIOUaeT IIallMeHTOB C COJUIOHOM
OIIYXOJIBIO, KoTOopasa Pe3mUCTEHTHA VI pedpaKToOpHa K VIV B

HeIOCTaTOUYHOM Mepe IIoonmaeTCHd KOHTPOJIK C IIOMOIBIO HpeILH.IGCTBYIOHleﬁ
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Tepallnn (HanpuMep, JleueHMe CpeICTBOM IIPOTUB 3JIOKAUeCTBEHHOMU
ONIyx0oJi1) . Hampumep, BHpaxXeHMe BKJIOUAET MHIOMBUIOB, KOTOPHX JIEUWIINU
C MCIOJIb30BaHMeM OIHOM WMJIM HEeCKOJIBKMX JIMHMM [OpeldlecTBRYImen
Tepaluu, TaKUx Kak JIieueHue C  MCIOJIB30BaHMEM  XUMMOTepalluu
(HanpuMep, KapOoIlJlaTMH WMJIM IOOLlIeTaKCeJl) . B olpelellIeHHHX BapMaHTax
OCYIEeCTBJIEHUA BHpPaXeHMe «IIallMeHT» BKJOUaeT IHallMeHTOB C COJIMOHOM
OIyXOJIbID, KOTOPHX JIeUMJIM C MCIOJbL30BaHMEeM OIOHOM WMJIM HEeCKOJbKUX
JMHUM OpelmecTBYOmEeM TepaluM, HO KOTOPHE BIOCJEICTBUM MWMeJIU
PEeUUIMBE MJIM MeTacTasbl. Hampumep, [DAaLUMeHTOB C COJUIHOM OIIYyXOJIbIo,
KOTOPHE MOTJIM IIOJIy4daThk JeueHMe OIOHMM WMJIM HeCKOJIbKMMM CpeICTBaMM
IPOTHE 3JIOKaueCTBEeHHOM ONyxXOoJM, BeIyllee K perpeccy OIyxXOJu;
OOHAKO  BIIOCJIEOCTBUM MMeJM PelUMIMB 3JI0KAaUeCTBEHHOW  OIIYXOJIU,
pPe3UCTEeHTHOM K OIOHOMY VIV HECKOJIbKMM CpelCcTBaM MIPOTUB
3JIOKaUYeCTBEHHOW ONYyXOJM (HalpuMep, PesUCTeHTHas K XUMMOTepalluu
3JIOKaUeCTBEHHAaA OIIYyXOJIb ) , Jeuar crmocofbamm 1o HaCTOAmeMy
nz3obpeTeHrio. BopaxeHMe TakKXe BKJOUYaAeT MHIOMBUIOOB C  COJMIOHOM
ONIYXOJIBKD, Y KOTOPHX CTaHOapTHad Tepalusa I[IPOTUME 3JIOKaueCTBEeHHEBIX
OIIyXOJIel ABJISeTCd HellejlecooB®pa3HOoM, HalpuMMep, M3-3a TOKCUUECKUX
[IOOOUHHIX 20OEKTOB. Hanpumep, BHpaXeHMe  BKJIOUaAeT IIallMeHTOB,
KOTOpPHE IIOJIydaliMd OIOMH WM HeCKOJIbBKO LUMKJIIOB XUMUOTepaluu C
TOKCUUYECKMMM [IOOOUHEIMM DddeKTaMu.

[0046] B ompenejleHHHX BapMaHTax OCYINECTBJIEHUA CIOCODH IIO
HacToAmeMy M300peTeHMI MOXHO MCIOJIB30BATE IOJIA JiIeueHMSa I[allMeHTOB,
Yy KOTOPHX OTMeualTCs IIOBHIIEHHEE YPOBHM OIHOTO MWMJIM HECKOJIbKUX
aCCOLMMPOBAaHHBIX co 3JI0KaueCTBEeHHOMN OTIYXOJIBIO BMOJIOTUUE CKUX
MapkepoB [HalOpuMmep, JmuraHn O6ejika 1 3aldpolPaMMMPOBAHHOM CMepTU
(PD-L1), CAl25, CAl9-9, cHoneuudpmMueckuUyd aHTUITeH OpedcTaTeJIbHOM

xeJjie3n (PSA), JaKTaTmerumporeHasza, KIT, »MOpPMOHAJILHEM OIIYXOJIEBHM

aHTUTEeH, peLenTop SOUOepMaJIbHOT'O bakTOopa pocTa (EGFR),
nepecTpoMKa TeHOB ALK]. Hanpuwmep, CIIOCOOH 1o HacToAleMy
N300peTeHUD BKJIIOUAIOT BBeIeHMe TepalleBTUUeCKHA 30PeKTUBHOTO

KoJIMUecTBa aHTUTeJa OpoTuB PD-1 B KOMOMHAMM C JIYUeBOM Tepaluen
IalumMeHTy C TIOBEIIIE HHEIM YPOBHEM PD-L1 "/ Uin EGFR. B
OPeniIouTUTEJIbHOM BapMaHTe OCYWEeCTBJIeHWS CIOCOOH II0 HacTodAlleMy
n300peTeHn0 MOPUMEHIIT Yy IallMeHTOB CO 3JI0KaueCTBEHHOM OIIYyXOJIbIo,

KOTOPHX oTOMpAanT Ha OCHOBe DKCIIpeccun PD-11 B TKaHU
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3JIOKAaUYeCTBEHHOM OIIyX0oJM. B olpelesjiIeHHEX BapMaHTax OCYIeCTBJIeHUI
CIIOCOOEl IIO HaACTOAMEMY M300peTeHMK MCIOJBb3YKT OJA TOI'o, YTOOH
JIEUMThL I[allMeHTOB CO 3JIOKAUeCTBEHHOM OIIYyXOJIbio, T'Ie IIallMeHTOB
oTOMpalT Ha OCHOBe IIO MeHblleM Mepe 1%, I[IO MeHblleM Mepe 2%, IO
MeHbIe Mepe 5%, no wMednbmen Mepe 10%, 1o MeHbmen Mepe 20%, 10
MeHbIEV Mepe 30%, no MeHbllel Mepe 40% MM O MeHbIel Mepe 50%
skcnpeccur PD-L1 B TKaHM 3JI0OKAUECTBEHHOMW ONYXOJM U/MUIM KJIeTKax
VMMYHHOY cCHCTeMH. CHIocoOH omnpenejieHusa »Kcapeccur PD-L1 B TKaHU
3JI0KAUECTBEHHOM ONYyXOJM U/MIM KJIeTKax MMMYyHHOM CHCTEME XOPOIIO
V3BECTHE B OaHHOM oBjacTH. B ompeleJIe HHEIX BapraHTax
OCyMeCTBJIeHUS BKcOpeccuio PD-L1 B ONyxXOJIeBOM TKaHM OIpenelidionT C
IIOMOImbLID JIOOOTO aHalM3a, M3BeCTHOTO B IaHHOM o0JjlacTH, HaIpuUMep, C
IIOMOMmBID aHaM3a ELISA MIM MMMYyHOTMCTOXMMMUeckoro (IHC) aHamza,
Kak oIMcaHo B nybojamumkaumsax PCT W02016124558 mym W02016191751 wnam
Iy BJIMK a1 [IaTEeHTHOM 3aABKU Us20160305947. B ompeneJIeHHEIX
BapMaHTax OCylleCTBJIeHUs »skchopeccun PD-L1 onopenesidoT IOCPeICTBOM
KOJIMYEeCTBEHHOTO onpeneJjyieHUAa DKCIIpeccumn PHK, HalpUMep,
nmocpencTeoM Tubpuam3zauuy in  situ wiam  nocpencrtBoM RT-TIIIP. B
OIlpelleJIEHHEX BapMaHTax OCYIeCTBJIEHMS sKcopeccuio PD-L1 omnpenesdwoT
[IOCPEenCTBOM BU3yalM3aluM C MCIOJIbB30BaHMEM MeUeHHOT'O aHTUTela
[IPOTUB PD-11, HalpuMep, [IOCPenCTBOM VIMMYHHOM MIOBUTPOHHO—
SMUCCUOHHOM ToMoTrpadum wmiam 1iPET [cMm., Hanpumep, The Oncologist,
12: 1379 (2007); Journal of Nuclear Medicine, 52 (8): 1171
(2011); npenBapmUTeJIbHYID IIaTeHTHYKR  3asgpky US N 62/428,672,
nomaHHynon 1 nmekabps 2016 romal .

[0047] B omnpemeJileHHHX BapMaHTax OCYMECTBJEHMS CIOCOOH IIO0

HacToAdmeMy N300peTeHNO MCIIOJIE YT Y IIallMeHTa C COJIMOHOM

OTIYXOJIBIO . TepMUHEL KOIYXOJIB», «paxk» u «3JIOKaUeCTBEHHOE
HOBOOOpa30BaHME» B3aMMO3aMeHIeMO VICIIOJIb 3YIOT B HaCTOAIeEM
OIIMCAaHUN .

[0048] Kak MCIIOJIb 3YIT B HaCTO4IleM ONMCaHuu, TepPMUH

«CONMIOHAA OINYyXOJb» OTHOCHMTCS K aHOMaJIbHOM Macce TKaHM, KoTopasd
OOBHUHO He COOEPXMUT KUCTH WM XUOKKMe obJjacTu. COJUIHBE OIIYyXOJIn
MOTYT OHTBE IOOPOKAUEeCTBEHHEIMM (He3JIOKaueCTBEeHHAad OIyXOJb) WU
MeTacTa3upylRIMUMK (3JI0KaueCTBEeHHAaa OIIYyXOJb) . Ja LeJle HaCTOAMeTo

N300peTeHNd TEPMMH «COJIMOHAaS OIIYyXOoJIb» 0003HauaeT MeTacTasupyllre
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COJIMMOHEIE OITYyXOJIN . TepM_T/IH BRJIOUaAEeT COJIMIOHEIE OITYyXOJIM Pa3JIMYHEIX
THUIIOB, Ha3EIBaeMbIe I10 THIIaM KRJIETOK, o@pagymmmx nx, HallpVMep
CapKOMEI, KapPLMHOMEI M ﬂMM@OMH. OOoHakKo TEPMMH HeEe BKJIOUaeT JIEMKO3HL.
B PasJIMYHEIX BapMaHTaXxX OCYyHeCTBJIEeHMA TePpMMH «COJIMOHaAd OITYyXOJIb>»

BRJIIOUaeT 3JIOKaueCTBeHHEE OIIYyXOJIM, BOSHMKaKIMe W3 COEeNUHUTEJILHOM

WM  OIIOPHOM TKaHM (HampuMep, KOCTb MM  MHIIIA) (Ha3LBaeMue
capkoMaMHM) , S3JIOKaueCTBeHHHEe OIIYXOJIM, BO3HUKAalIMEe M3 COMAaTUUECKMX
KEJIE3UCTHX KJEeTOK U SIUTeJMalbHHX KJIeTOK, KOTOPHE BHCTUIIAT
TKaHM oOpTaHM3Ma (ofo3HauvuaeMele KaplMHOMAaMK), U 3JI0KauyeCTBeHHHEe
OMYXOJIM  JIMMOOUIOHHIX  OPTaHOB, Takux KakK JuMbaTUUeCKMUe  V3JIH,
cejleseHka ¥ TuMyC (oBo3HauaeMble JuMboMamy) . JIMMOOUIHEIE KJIIETKU

BCTpe4YawnTC4d IIOo4UTM BO BCeX TKaHAX OpraHM3Ma Wu, CJIeooBaTeJIEHO,
JINMP OMEL MOTYT PasBMBATECA B IMPOKOM CIIEKTpPeE OpTI'aHOB. B
OIlpedeJIeHHEX BapMaHTaX OCYmeCTBJIEHMA TepPMMH COJIMOHaAd OITyXOJIbE»
BRJIOYaAET 3JIOKaueCTBEHHEIE OITYyXOJIN, B TOM drciie B KadecCTee
HeOoI'PaHMUYNMBaAKIMX IIPVMMEPOB pPak TOJICTOM KKV, pPakK AMYHMKOB, pPakK
HpeHCTaTeHbHOﬁ XeJIe3H, pPpakx MOJIOUHOM XKeJIe3HE, pakK TIT'OJIOBHOI'O MO3T'a,
Pakr meKn MaTKM, pak MOUeBOI'O IIY3EpPA, PaK aHyCa, pakK MaTKM, pPak
060I0UHOM KUKV, Prakr InedyeHn, prakr Honxeﬂynquoﬁ XKeJIe3Hl, Prakr
JIET'K1X, Par SHIOMETPpMHA, Prar KoOCTHI, Par Aundexr, Par KOXWN, prakr
IIOYKM, pak XeJjlyIoKa, pakK IMieBoma, PpakK T'OJIOBE M ey, pak CJIIOHHOM
XeJlessl M MueJioMy. B OIIpedeJIEHHEIX BapPMMaHTaX OCYUWeCTBJIEHMA TePMVWH

«KCOJIMIOIHaA OIIYyXOJIb>» BRJIUaeT 3IJIOKadueCTBeHHEe OIIYyXOoJIMM, B TOM UWMCIIe

B KauecTBe HeOoTPaHNUUB AKX IPVIMEPOB TernaToLeJJIoJISPHYIO
KapLUMHOMY, HEeMeJIKOKJIETOUHHI pakK JeIKMx, IIJIOCKOKJIETOUHHEM pPak
TOJIOBH U Imeu, 0as3aljIbHOKJIETOUHYID KapLUMHOMY, KaplUMHOMY TPYION,
IJIOCKOKJIETOUHYI KapLUMHOMY KOXM, XOHIPOCAPKOMY, AHTMOCAPKOMY,

XOJIaHTMOKAPLUMHOMY, CapkoMy MATKMX TKaHelM, pak TOJCTOM KUIIKU,
MeJIaHOMY , KapLUMHOMY nu3 KJIETOK MepxkeJsisg u MyJIb TMOOPMHYIO
ramobjlacToOMy .. B omIpemeJIeHHEX BapMaHTaxX OCYIEeCTBJEHMS  TEepMUH
«KCOJMIOHasd OIyXOJIb» BKJKUaeT OOJIbIle YeM OJHO COJIMIHOE OIlyXOJIeBOoe
[IopaxXeHre, KOTOPHE pPacIOJIOXEHH OTIOeJIBHO IOPpyI' OT IOpyTa, HalpUMEPR,
2, OoJjyibme uyeM 2, ©Oojibme uyeM 5, ©0OoJgepme uyem 10, ©OoJjgepme uyeM 15,
Bospme uyeMm 20 wmiam OoJsbme uyeM 25 TIIOBpeXOeHMM Yy @ IIallMeHTa,
HYXIOapIeroCcsa B JIeUeHMM. B OIpelelJIeHHHEX BapMaHTax OCYIeCTBJIeHUSA

QoJiblle UeM OIOHO HOaneHMﬁ PacCIIOJIOXEeHEl IOMCTaJIBHO IOpyI' OT IOpyT'a B
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OOHOM ¥ TOM Xe OpI'aHe. B omnpepmeJsieHHHX  OPpYyI'MX  BapMaHTax
OCYIECTBJIEHUA OIIYyXOJIEBHIE nopaxeHms MOTYT pacrojlararbCcs B
PasJIMUHEX OplaHax.

[0049] B omopepneJyieHHBEX BapMaHTax OCYWeCTBJIEHMAI HacTodllee
n300peTeHMe BKJOUAET CIHOCODOH JeUeHUAa WM MHIUOMPOBAHUA pocCTa
3JIOKAUECTBEHHOM OIYyXOJIM, BKJIOUAA B KaueCcTBe HeOoTpPaHMUMBAIMUX
IPpUMEePOB pPakK TOJICTOM KUIIKM, PakK SAWUHMKOB, pak IIpeIcTaTeJIbHOM
XeJle3h, Pak MOJIOUHOM XeJle3H, pakK TOJIOBHOTO MO3Ta, pak melKu
MaTKM, Ppak MOUeBOTO IIY3HPSA, PakK aHyca, pakK MaTkKM, pak oDomouHOM
KUIIKM, Pak IIedYeHMr, Ppak I[IOIXKeJYIOOUHOM XeJjle3H, Ppak JeTkKux, pak
SHIOMETPUSA, pPakK KOCTHM, pakK sAMUekKk, paK KOoXM, pak I[IOYKM, pak
xeJlylka, pak OuUIeBoIa, PakK TOJIOBH WM meM, PpakK CJIOHHOM XeJIe3H U
MMEJIOMY . B oTipeneJIeHHHX BapMaHTax OCYIECTBJIEHUS HacTodmee

nzobpeTeHre BKIOUAET CHOCOOH JIeUueHMS WJIM MHTUOMPOBaHMSA pocCTa

3JI0KauyeCTBEeHHOM OIlYyXOJIN, BRJIIOUa A B KaueCcTBe HeOoI'PaHMUMBaAKIMX
IIPMMEPOB rellaTOLeJJINIIAPHYO KapluMHOMY , HeMeJIKOKJIe TOUHBMN Prakr
JIET KX, IIJIOCKOKJIE TOUHBI Prakr I'OJIOBEHI u men, 0a3aJIbHOKJIETOUHYI
KapluMHOMY , IIJIOCKOKJIETOUYHYIO KapluMHOMY KOXI1, XOHOPpOCapKOMy ,
aHT'MOCapKOoMy , XOJIaHTMOKapuUrMHOMY , CapKoMy MAT KX TKaHeﬁ, Prakr
TOJICTOM KUKV, MeJIaHOMY , KapluMHOMY ns KJIETOK MepKenﬂ u
MyﬂbTM@OpMHym PﬂMO@ﬂaCTOMy. B OoIipeneJIeHHEIX BaprMaHTaXx

OCYIIECTBJIEHNA HacTodllee U300peTeHMe BRJIOUaeT CIIOCOOEL JIeUeHUH

pPacripoCTpaHEeHHEIX COJIMIOHEIX oIy XoJiewu, BKJIOUA g B KauecTBe
HEeOT'PaHUUMB alINUX NIPpUMEPOB MeTacTaTUUECKY [LJIOCKOKJIE TOUHYIO
KapuMHOMy KOXM (CSCC), HepezekTab®eJIbHYD MECTHO pPacClIpOCTPaHEeHHY

CSCC, wMeTacTaTHMUECKMM pPaK TOJCTOM KUIIKM, PacClIpOCTPaHEeHHHM WU

MeTacTaTuyeCKUM TenaTolle oI SPHEIN pak, PacCHIpoCTPaHeHHBN
HeMeJIKOKJIE TOUHEI pak JIeTKUX, Ba3aJbHOKJIIETOUHYIO KapUMHOMY ,
PeLUIVNBUP YOI MYJIbE TUOOPMHYIO rymobJsacToMy, KaCTPalMOHHYIO
PeLUUIVNBUP YOI pak npencraTelIbLbHOMT KeJie 3h u JI00YI10

PacCIpOCTPaHEeHHYD COJIMOHYK OIIYXOJb, pPedpaKTOpHYHD K TepaluM [IepBOu
JIMHUN . Crioco0tr, B COOTBETCTBMM C STHMM AacCIleKTOoM, BKJIOUYAT
BBeOeHMe TepaleBTUUeCKM 5S0PeKTUBHOTO KOJMUEeCTBa aHTUTeJa IIPOTUB
PD-1. B oIpemeJjyleHHHX BapMaHTax OCYIEeCTBJIEHNA CIOCOOE BKJIOUYAKT
BBeleHMe TepaleBTUUeCKM 50PeKTUMBHOTO KOJMUEeCTBa aHTUTeJa IIPOTUB

PD-1 B KOMOMHAaLIUNA c IIPOTUBOOIIYXOJIEBOM Tepaluen.
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[lpoTHUBOONIYXOJIeBasaA Tepalud BKJKUaAeT, HO He OTI'PaHMuUMBAasACHL DTUM,
CTAHOAPTHYK IPOTUBOONYXOJIEBYK TepalMi, Takyln KakK XuMMoTepanmusd,
o0JIyUueHMre, XUPYPIMUeCKOe BMellaTeJIbCTBO. HpyTMe OPOTUBOOIIYXOJIEBEHE
TepalMy OIMCAaHE B IOPYI'OM MeCcTe B HaCTOAIMleM ONMCaHMM. B oOoHOM U3
BapMaHTOB OCylleCTBJIEHU I IPOTUBOOIIYXOJIeBad Tepanmd BKJIIOUAET
JIYUeBYI Tepaluion. B olpeneljleHHEX BapMaHTax OCYIeCTBJIEHUI OIOHY WU
HEeCKOJIbKO 03 aHTUTeJa OpoTMB PD-1 BBOIAT MHalMeHTy, I'Ie KaXIyio
nos3y BBomAT uepe3 0,5, 1, 2, 3, 4, 5, 6, 7, 8, 9 mun 10 HenmeJb
rocJse HeIIoCpelOCTBEHHO IpennecTRYymen OO3H. B oIpeneJIeHHEIX
BapmMaHTax oCyleCTBJIEHUSA Kaxnoas moza COmEPXUT 0,1-10 w™Mp/xD
(manpumep, 0,3 Mmr/xr, 1 MmMr/xr, 3 MT/KT uau 10 MI'/KD) MacCH TeJja
nauveHTa. B oONpemesieHHHX OPYTIHMX BapMaHTax OCYIeCTBJIEHUSA Kaxoad
nosa conmepxuT 20-600 Mr a”HTUTesa npoTus PD-1, Hanpumep, 50 wmr,
100 w~mr, 150 wMr, 200 wMmr, 250 wMr, 300 wMr, 400 Mr wmm 500 wMrD
aHTuTeJia npoTmus PD-1.

[0050] B omnpeneJyieHHEX BapMaHTax OCYIeCTBJIEHMSI HacTodllee
n300peTeHre BKJIOUAET CIOCOOH JieueHMA 3JIOKaueCTBeHHOM ONYyXOJM WJIU
MHTUOMPOBAHMA pPOCTa 3JIOKaueCTBEeHHOM OIIyXOoJM C MMKPpOCaTeJIJIMTHOMN
HeCTabMJIILHOCTLI (MSI). Kax MCHOJB3YIOT B HaCTOAIlEM OIMCaHUM,
TEePpMVH «MHUKpOCATeJJIMTHAA HeCTabMJIIBHOCTL», TakKXe M3BeCcTHad Kak
«MSTI», OTHOCUTCHA K M3MEeHEeHMI B MUKPOCATEJUJIMTHEIX I[IOBTOpax B
OIIYyXOJIEBEIX KJIeTKax ZNRZN TeHeTUUECKYD TUllepMy TabeJIbHOCTE,
00YyCJIOBJIEHHYID HeIOCTaTOUHOM pernapalmer omuMBOUHOTO  CIapuBaHUA
IOHK. MuxkpocaTeJIJIUTEL, TakKxe M3BECTHEE Kak IIPOCTEHE IIOBTOPH
nocjienoBaTeJIbHOCTEM, rpencTaBJdnT cobom [IOBTOPAKIMECSH
nocjenoraTeJbHOoCTH [JHK, comepxamme I[IOBTOpAKMMEeCSd 3BeHbA 1-6 1map
OCHOBaHMM B IJMHY. HecMoTpsa Ha TO, UYTO IOJMHA MUKPOCATEJIJIMTOB
CUJIBHO BapbHUpyeT OT UYeJIOBeKa K UYeJIOBeKy MM BHOCKUT BkJan B IHOHK
OMHTEepNPUHT, KaXIOeV MVHIMBUOYYM MMeeT MUKPOCATEJIJIMTH 3alaHHOM
OJMHEL. MSI 4BJIAeTCA pPEe3yJbTaToOM HECIOCOOHOCTM OeJIKOB pelapaluu
OomMOOUHOTO clapuBaHuMa (MMR) wMcCHOpabJATE OWMOKM pelummMkaunm HTHK.,
MSI copmepxmuT noauMopodmusmer HHK, B KOTOPHX OINMOKM pPellJIMKalun
BapbMpPYyKOT IO IJMHe, a He II0 IocJenoBaTeJIbHOCTM. MSI BRIOUaET
MyTaummM CO CIOBUITOM pPaMKHM, Uepe3s UHCepUUM WM Jejleuunn, WIn
TUIIEepPMETUIINPOBaHME, Benoyilee K CaWJIEHCHMHTY T EeHOB. B  nmaHHOMU

objlacTuU M3BeCTHO, dTOo MKpOCaTeJJIMTHaA HeCcTalbMUIIBLHOCTD MOXeT
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BeCcTr K paky OOOOOUHOM KMIIKM, paky XeJyOoka, pakKy DHIOMeTpHusd,
pakKy SAWYHUKORBR, pakKy TeNaToOMJIMapHEX IIyTel, pakKy MOUEBHX IIyTel,
paxKy TOJIOBHOT'O MO3T'a M 3JIOKaUeCTBEHHBM OIIYXOJAM KOXM. HacTodmee
n300peTeHMe BKJIOUAET CIOCOOH JIeUeHMs 3JIOKaueCTBEHHEIX OIIyXOoJieM C
MSI, <crnoco®OB BKJIKOUYAKT BBeleHMEe HyXIaleMyCcs B 2TOM IIalMeHTy
TepalleBTUUeCKM 5OOeKTMBHOT'O KOJIMUYeCTBa aHTuUTeJsa OpoTtus PD-1,
Heo®sa3aTelIbHO, B KoOMOMHALMM C JIYUeBOM Tepalueu.

[0051] OmuH nus3 BaApMaHTOB OCYIIEeCTBJIEHU A n300peTeHnd
OTHOCUTCSA K aHTUTeJly OpoTue PD-1 (HanpuMep, REGN2810) nmasa
IPpUMMeHeH s B JeUeHUM pPacHpOCTpaHeHHHX COJMAOHHEX OoNyxoJjenm ¢ MST,
BKJIOUasg B KaueCTBe HeOTPaHMUMBAKMUX TIPUMEPOB MeTacTaTUUeCKUM pak
TOJICTOM KumkM C MSI, MeTacTaTHUUEeCKMM pakK DHIOMeTpusas C MSI wu
KaCTpalMOHHEN PEeUUMOVMBUPYIMNUN pak IpedcTaTelIbHOM Xejie3n ¢ MSI. B
olpelneJIeHHHX BapMaHTaxX OCYWEeCTBJIeHMSa OIHY WM HeCKOJIBKO 03
aHTUTeJla HOpoTuB PD-1 BBOOAT MHAOMBUIY C PacCIpPOCTPaHeHHOW COJIMOHOM
onyxoJiblo ¢ MSI, rme Kaxmad posa comepxur orT 0,1 mo 20 MO/xr
MacCCH TeJla NallMeHTa UM TI'IOe KaxXOyln »Oo3y BBOOAT udYepe3 oT 0,5 mo 4
HeOeJlb TIOCJIe HEeIOCPeINCTBEeHHO NpellleCTBYKIMEeM HOO3H. B olIpenelleHHBEX
BapMaHTax OCYIMEeCTBJIEHMA OIOHY WJIM HECKOJIBKO O3 aHTUTeJa I[IPpOTUB
PD-1 BROOAT MHIMBUIY C PacCIPOCTPaHEHHOV COJIMOHOM OIyXOoJibl C MSI,
IIoe Kaxhasd »nosa colepxuT 20-600 M aHTUTeJsa OpoTuB PD-1 m 1oe
Kaxmoyio o003y BBOIAT yepes oT 0,5 oo 4 HeneJb nocJe
HeloCpeaCTBEeHHO MIpelmecTBYKIey TO3H.

[0052] Kak MCHOJIB3YKT B HACTOANEM OIMCAaHUM, TEepMMH «JIydeBas
Tepalua», Takxe obOo3HauaeMBll Kak «XRT», ofo3HauaeT MCHIOJb30BaHUE
VMOHUBUPYKIMEeTOo OOJyUYeHMS MOJIA YHUUTOXEHMS KJeTOK 3JI0KaueCTBEeHHOM
OIlyXOJIM, B LEJIOM B KadeCTBe UYacCTM TepaluM I[IPOTUB 3JIOKaueCTBeHHBIX
onyxoJieli. PeHTIeHOBCKMe JIyuM, TaMMa-JIyuM WM 3apsSKeHHBEe UYaCTUIH
(HanpuMep, IIPOTOHH  MJIM  BJIEKTPOHEH) MCIIOJIBE3YIT IJIsL  CO30aHud
MOHM3MpYyHIEero obJlydeHUsa. JlydeBy TepalMl MOXHO I[IPOBOIUTE C
IIOMOIEBI Hpubopa, pPacIoJIOKEeHHOTI'O BHe oplaHM3Ma [alueHTa (JydeBad
Tepalls BHEWHUM I[IyUKOM), WM C I[IOMOIBI MCTOUHMKE, PaCIIOJIOXEeHHOTO
BHYTPM OplaHM3Ma [alMeHTa (BHYTPEHHAA JydeBad TepallMda WU
BpaxuTepalllda) , WIM UYepe3 CUCTEeMHBEe pPaIMOM30TOIE, TOCTaBJIAeMEe
BHYTPMBEHHO WJIM I[IepopallbHO (CHUCTeMHasa palloU30TONIHAaA Tepalnd).

JIyueByo Tepalrimio MOXHO IIJIaHMPOBaTh " BBOINUTE B CoueTaHM CcO
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crnocobaMm  Ha OCHOBE BMU3YyaJIM3aluM, TaK/MM kK  koMIBIOTEpPHAaSA
ToMoTpadusa (CT), MarHMTHO-pPe3OHaHCHasda Busyaiamzauuga (MRI), 104
TOUHOT'O OIlpeleJIeHMA IO3H M MeCTOIIOJIOXeHUe OOJIyUeHMs, [IoaJjiexamero
[IPOBEeIeHMK. B pasiIMuHBIX BapMaHTax OCYIEeCTRBJIEHUS, JydeBasd Tepalnsd

BbI@paHa "3 T'PYIIIHE, cocToAmeNr M3 II0JIHOM J'IyquOIZ Tepalliil BCeTI'O

Tesa, CTaHIapTHOU JydyeBOM Tepanum BHENHVM IIYyYKOM,
CTEpPeoTaKCUUECKOT O PAOVOXUPYPTUUECKOTO BMellaTeJIbCTBa,
CTepeoTakKCUUYeCKOM JIy4YeBOM Tepanumu opTraHus3Ma, TPEeXMEPHOM’

KOHOOPMHOM  JIYUeBOM Tepalnnu, JIYUeBOM Tepalnu c  MoIOyJAauuen
VHTEHCUBHOCTH, JIyueBoOM Tepanum c BM3yaJlbHEM KOHTPOJIEM,
TOMOTEepalmu, fpaxurTepanum U CUCTEeMHOV  JIyueBOMU Tepalliu . B
3aBUCHMMOCTM OT 1LeJM, B OIpPeleJIeHHEX BapMaHTax OCYIEeCTBJIIEHUS
JydyeBasd Tepannsd ABJIAETCSH JeuebHOM, BCIIOMOTaTeJILHOM VI
naJlIMaTUBHOM . B KOHKPE THHIX BapmMaHTax OCYIECTRBJIEHUS TepMUH
«JIyuyeBas Tepalua» OTHOCUTCA K TI'MIOPPaKIMOHMPOBAHHOM JIyUeBOM
Tepalliu. T'mnoppakuMOHMPOBaHHAaa JydeBas  Tepalusa OTHOCHUTCHS K
JYyUYeBOW Tepaluy, IIPpM KOTOPpOM Io3a OOJyUeHMSA COIEepXMUTCd B 2 WU
foJiplle QpaKUMAaxXx. B pasJIMUHBIX BapMaHTaxXx OCyMeCTBJIEHUS Kaxnasd
bpaxkumda comepxuT 2-20 I'p. Hanpumep, nposy obiydueHusa 50 I'p MOXHO
neJqmuTs Ha 10 o@QpakumM, kKaxmgasd comepxuT 5 I'p. B onopenesleHHHX
BapMaHTax OCYmeCTBJIeHUa 2 wuiam OoJiblle Qpakumil BBOOAT B CJenyllue
WY IIOCJIemoBaTeJIbHEle CYTKM. B oOlpenejyleHHHX »OPYIMX BapMaHTax
ocymecTBJIeHUA 2 wiau OoJiblle QpaKlui BBOOAT pa3 B 2 CYTOkK, pa3 B 3
CyToOK, pa3 B 4 CyTokK, pas B 5 CyTOk, pa3 B 6 CyTOK, pas B 7
CYTOK WMJIM B MX COUETaHUM.

[0053] B COOTBETCTBUU c ompenejyle HHEIMU BapMaHTaMu
OCYIECTRBJIEHVA, HacTodmee M300peTeHMe BKJKUYAET CIOCOOHB JIeUeHUS
WV 3alepXu WJIM MWHIUMOMPOBAHMSA pPOCTa OIOyXOoJM. B oopemesIeHHHX
BapMaHTax OCYMEeCTRBJIEHMS HaCToOdlmee WM300peTeHMe BKJKOUAET CIOCOOH
comencTBUA perpeccy OTIYXOJIN . B oTipeleJIeHHBIX BapMaHTax
OCYIECTRBJIEHMSA HaCTOAMee M300peTeHMe BKJKUAET CIOCODOH CHWMXEHUS
HAaTpPy3KM OINYXOJIEBHX KJIETOK WM CHUWXEeHUS OIyxXOJIeBOM Harpy3kKM. B
oTIpeleJIeHHBIX BapuaHTax OCYIIECTBJIEHUA HacToAlee n3obpeTeHne
BKJIOUAET CIOCOOB IPenNoTBpalleHMd peuuamuBa oOnyxoJm. CrIocofe, B
COOTBETCTBUU c DTUM acIleKTOM nzobpeTeHms, BKJIOUY AT

IocJjiefOBaTEeJIbHOE BBeIeHMe TepaleBTUUecKr 50PeKTHMBHOTO KOJMUUeCTBa
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aHTuTeJa IOpoTuB PD-1 B kOMOMHaAlIMM C JIYUYeBOM TepalMey OaluueHTY,
TIe AaHTUTEeJIO BBOOAT MHIMBUIY HECKOJbBKMMM IOO3aMM, HalpuMep, B
KauecTBe YaCTM KOHKPEeTHOM TepalleBTUUEeCKOM CXeMB IO3UPOBaHMUA.
Hanpumep, TepalleBTHUUeCKasa CxXeMa JO3UPOBaHMA MOXEeT  BKJIOUATH
BBeIOeHMe OIHOM WJIM HeCKOJIbKMX 03 aHTuUTeJa OpoTuB PD-1 MHOMBUIY
C YacToTOoM NpubinsuTesbHO pas3 B CYTKM, pa3 B 2 CYyTOK, pas B 3
CyTok, pasz B 4 cyTok, pa3 B 5 cCyTok, pas B 6 CyYTOK, pa3 B
HenoeJio, pas B 2 HemeJau, pa3 B 3 Hedelu, pas3 B 4 Hemeau, paz3 B
MecHdl, pa3 B 2 MecHdla, pas3 B 3 MecHdla, pa3 B 4 Mecdla WJIM MeHee
YyacTo. B omopelesIeHHHX BapMaHTax OCYMeCTBJIEHUMS OIOHY WMJIM HECKOJIBLKO
0O3 aHTuTeJa OpoTuB PD-1 BBOODAT B KOMOMHALIMM C OOHOM WJIMU
HEeCKOJIbKMMM JO3aMM JIyUeBOM TepaluM, I'Ie OIHY WM HeCKOJLKO 03
00JIYUeHMs BBOOAT MHIMBUAOY C YaCTOTOW NPUOIM3UTEJLHO Ppa3 B CYTKH,
pas B 2 CyTOK, pas B 3 CyTOK, pa3 B 4 CyTokK, pas B 5 CyTok, pas3
B 6 CyTOK, pa3 B HemeJio, pa3 B 2 HemeJu, pa3 B 3 Heneau, pa3 B 4
HeneJar, pa3 B Mecsdl, pas3 B 2 Mecsdalla, pa3 B 3 Mecdua, pa3 B 4
MecHdlla WMJIM MEHEee YacTo.

[0054] B ompelieliIeHHHX BapMaHTax OCYIeCTBJIEHMA OIOHa WU
HEeCKOJIbKO 03 BXOOAT B LMKJ JeueHMA. CHOCOOH, B COOTBETCTBUMU C
STHM acIeKToM, BKJUAT [IpOoBeIdeHMe IalMeHTy I[I0 MeHbIEeN Mepe
OOHOTO ULMKJIa JeueHusd, I'IOe II0 MeHbIle¥ Mepe OIMH LMKJ JieueHUS
prJoyaeT 1-10 mos aHTUTeJa OpoTuB PD-1 m HeoOsa3aTelIbHO OIHY WU
HECKOJIbKO oos JIyuyeBoOM Tepalun. B olpeneJIeHHBIX BapMaHTax
OCymeCcTBJIeHUS 2-12 LMKJIOB JIeUeHMS BBOOAT NAalLMEeHTY.

[0055] B KOHKpPEeTHHX BapMaHTax OCYIIeCTBJIEHUSA, HacTodlmee
nz3obpeTeHue npegycMaTpUBaeT CIIOCOOH YBeJIMUEeHHOTO
[IPOTUBOOIIYXOJIEBOT'O sbderTa WJIN YBEeJIMUEeHHOT O VHTUOUPOBAHUS
onyxoJm. Croco®r, B COOTBETCTBMM C STUMM AacleKToM u3obpeTeHuUd,
BKJIOUAT BBeIeHMe MHOMBMIY C COJMIHOM ONYyXOJbo TepaleBTUUeCKU
50PeKTUBHOTO KOJMUECTBa aHTUTeJla OpoTuB PD-1 mepen BBeleHUEM
OO3H  OBJyUeHUud, roe AHTUTEJIO IPOTHUBR PD-1 MOXHO BBOIOUTDL
Opudam3uTeJJbHO 3a 1 cyTku, ©OoJjblle uYeM 1 CYTKHM, Oo0Jblle UYeM 2
CyTOK, ©OoJjibme dYeM 3 CYTOK, ©OoJjeme uyeM 4 cyTok, OoJjibme uYyeM 5
CyTok, OoJiblle UueM 6 CYTOk, ©OoJiblle YeM 7/ CYTOK WM OoJiblle UueM 8
CYTOK IO JIYYeBOM TepalMM. B oOlNpemesIeHHEIX BapMaHTax OCYMeCTBJIEHUSI

CIIOCOOH InpenycMaTpmMBamnT YyBeJIMYeHHOEe T/[HI‘T/[@T/IpOBaHMe OITyXOJIn,
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HallpuMep, OpUOIM3UTeJIbHO Ha 20%, OoJjblle ueM Ha 20%, OoJiblle uYeM
Ha 30%, ©doJspme ueM Ha 40%, ©OoJjbme ueM Ha 50%, OoJsibme ueM Ha 60%,
BoJsiblle dYeM Ha /0% wiam  OoJiblle dYWeM Ha 80% 1O CpaBHEHMIO C
VMHIOIVBUIOOM, KOTOPOMY BBOIOMJIM IO0O3Y OOJydeHMA Iepel aHTUTEeJIOM
npotue PD-1. B oOIpeneJIeHHEIX BapuaHTax OCYIEeCTBJIEHUA JydeBasd
TepalMsa BKJIOUaeT I'MIOPPaKUIMOHMPOBAHHYID JIYUEBYK Tepalllb.

[0056] B ompeneJyieHHEX BapMaHTax OCYIIECTBJIEHMS HacCToOdllee
nz3obpeTeHre IIpenycMaTpuUBaeT CIIOCOOB  JIeueHUsd 3JIOKaUYeCTBEHHOM
OIIyXOJIM, CIIOCODH BKJIOUAIT BHOOP MallMeHTa C IIePBHM OIIYyXOJIeBHM
[IOBpexIeHMeM ¥ II0 MeHbIIeM Mepe BTOPHM OIIYXOJIEBEIM IIOBPEXIEHUEM U
BBeleHMe OIOHOM MJIM HeCKOJbKMX HO03 aHTuTeJa OpoTuB PD-1 B
KoMOMHAaLIMM C JIYUeBOW TepalMel Tak, UuTo JeuaT oba IIOoBpexmeHMs. B
KOHKPETHEX BapraHTax OCYIeCcTBJIeHMSs, CIOCOOHB BKJUAT BBeleHUe
JYUeBOM TepalrM B IIepBoe OIIYyXOJeBoe IOoBPexXIeHMe, HO He BO BTOpoOe
OIlyxX0JIeBOe IIOBpexXIeHMe, T'Ie BBeleHMe BeIdeT K perpeccy OIyXoJu B
oboux Oy XOJIEBHIX IIOBPEXIEHUAX (aBckomnallbHEM sbdexrT) . B
onpeneJIeHHHX BapMaHTax OCYIEeCTBJeHMAa CIOCOoBE  BKJIOUAT BHOOP
nmaluMeHTa C IepBHM OIIYXOJIEBEM IIOBpeXIeHMeM M II0 MeHBIIeM Mepe
BTOPHM OIIYXOJIEBHM IIOBPEXIEHMEM M BBeIeHMe OOHOM WMJIM HEeCKOJbKUX
003 aHTuTeJa OpoTMB PD-1 B KOMOMHaALUMM C TUIOQPaAKUMOHUPOBAHHOM
JydyeBOW  Tepamnueu, roe TUIOOPaKUMOHMPOBAHHYK JIYUYEeBYID TepalMi
BBOIOAT B IIepBOe IIOBPEeXIeHMe, HO He BO BTOPOE IOBPEeXIeHue, U ITIOe
JeuaT o00a TIOBpPeXIeHMS IIPpM TakKoM BBeIeHUM. B omnpenesyieHHBIX
BapMaHTax OCYIEeCTBJIeHMSI aHTUTeJO NpoTuB PD-1 BBOOAT IIepen
JIYUeBOV Tepalnmuein.

[0057] B ompeneJyieHHEX BapMaHTax OCYIIECTBJIEHMS HacCTodlee
n300peTeHre BKJOUaAeT CIOCODOH JeueHMA 3JI0KAaUeCTBEHHOM OIIyxXO0JiH,
CIIOCOOB BKJIOUAKT BBeIeHMEe MHAOMBMIY, HYXIalmeMyCcsd B STOM, OIHOM
MM HEeCKOJILKMX CcyDTepalleBTHUECKMX OO3 aHTUTeJla IIpoTuB PD-1 B
KOMOMHALIMM C OOHOWM WMJIM HEeCKOJLKMMM IPOTUMBOOIIYXOJIEBEMM TepalMsaMA,
HaopyMep, JydeBOWM Tepalued. Kak omopemejleHO B OPYyT'OM MecTe B
HacToAmeM OIMCaHuM, TepMMH «CcyOTepaleBTHUUecKkasd Io03a» OTHOCHUTCSH K
Io03e MeHblIle TepaleBTUUeCKOM IO3H, KOTOPYK MOXHO MCIOJNbL30BATH MOJIA
TOTO, UTOOB CHMXAThL TOKCUUHOCTL BBOIMMOM TepaluMu. B oldpeleJIeHHBEX
BapuaHTax OCymeCcTRBJIeHUA BBeIeHue cybTepaneBTHUUECKOM IO 3L

aHTHTeJIla IIPpOTMB PD-1 B kKoOMOMHauUMM C ﬂyquOﬁ Tepal‘meﬁ BeoeT K
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TepalleBTUUECKOMY IIPOTHMBOONYXOJieBOMy 50deKTy IO CpPaBHEHMIO CO
BBelIeHMEM TOJIbKO CcyOTepaleBTUUECKOW IOO3H aHTHUTeJa OpoTuB PD-1. B
onpeneJieHHHX OIPpYTUX BapMaHTax OCymeCTBJIEHUS CIIOCOOH 1o
HaCTOAIeMy n300peTeHno BKJIIOUAOT BBeIeHUe TepalleBTUUECKU
20PEeKTUBHOTO KOJMUECTBa AaHTUTeJa OpoTuR PD-1 B koMOMHaALUUM C
cy®TepaleBTUUECKOM OO30M IMIPOTHMBOOIYXOJIEBOM Tepaluyu, TaKoM Kak
XVMMOTepannsa uinu oo6JyueHMe. HanpuMmep, TepaleBTHUUeCKU 5hPeKTUBHOE
KOJIMUECTBO aHTUTeJla OpoTuMB PD-1 MOXHO BBOIUTL B KOMOMHALUM C
cybTepaleBTUUECKOM oo30M HuKJopochammma, nJIs YBEeJIMUEHHOTO
sbderTa O CpaBHeHUID C J0OOM MOHOTepaluei.

[0058] B omnpeneJyieHHEX BapMaHTax OCYIeCTBJIEHMS HacTodlee
nz3obpeTeHre  BRJOUYAET  CIOCOBOH  UMHITUOMPOBaHULI, 3aMelJIeHUs  WJIU
OCTAHOBKM MeTacTalsUPOBaAHUA OIYyXOJM WMIM MKHOMILTPpaALUM OIIYyXOJM B
nepudpeprueckmre opraHel. CrIoco®h, B COOTBETCTBMM C D2TUM acIlIeKToM,
BKJIIOUAT BBeIeHNe TepaleBTUUEeCKU 50PeKTUBHOTO KOJIMYeCTRBa
aHTuTeJa IIPOTHUB PD-1 naluveHTy . B olpeneJieHHEX BapMaHTax
OCyMeCTBJIEHMSA aHTUTeJIo NOpoTuB PD-1 BBOOAT B KOMOMHaAUMM C
oBJIyueHMEM. B omHOM U3 BapMaHTOB OCymeCcTBJIEHUSA  OOJIydyeHHUe
opencraBJygeT cobor TrunodppakUMOHMPOBaHHOEe OOJydeHre. B OOHOM U3
BapMaHTOB OCYIECTBJIeHUS OOJydeHMe BBOOAT IIOCJIe BBeOEeHMSA OIOHOM
MM HECKOJIBKMX HOO3 aHTuTeJa NpoTUMR PD-1.

[0059] B ompenejleHHHX BapMaHTax OCYIECTBJIEHUSA CIOCODH IIO
HacTogmeMy n300peTeHn0 BRJIIOUAOT IpoBeleHUe TepalleBTUUeCKU
20PeKTUBHOTO KOoJIMUeCcTBa aHTuTeJa IIPOTHUBR PD-1 VHIOUBULY c
PacCIpPOCTPaHEeHHEMM COJIMIOHEMM OIIYyXOJISIMM. B KOHKPETHHX BapMaHTax
OCYMeCTBJIEHMS pPacHpoCcTpaHeHHasa CcoJMOHasd OIyxXoJb IIpeIncTaBJiseT
cobom MeTacTaTUUeCKYIO 3JI0KaveCTBEeHHYIO OIIyXOJIb JIeTKUX,
3JI0OKaYeCTBEHHYIO Oy XOJIb T'OJIOBEI u nmeu, TelaToleJJIJIAPHY
3JIOKAUYECTBEHHYID ONYyXOJb MJIM 3JIOKAUeCTBEHHYH OIIYXOJb MOJIOUHOM
XeJle3H . B omnpeneJIeHHEIX OpYITHUX BapuaHTax OCyMeCTBJIEHNU A
pacrnpocTpaHeHHas coJmMOoHag Oy XOJIb opencTaBJgeT cobomn
[JIOCKOKJIETOUHYID 3JIOKAaUeCTBeHHYI OIIyXOoJlb KOXu. B oIpendejleHHHX
BapuaHTax OCymeCTBJIeHU I pacrnpocTpaHeHHas COJIMIOHAa A Oy XOJIb
ABJISEeTCHA BAJOTEeKymeM WIM aTlpeCcCHMBHOM. B omopeleJieHHEX BapuaHTax
OCYMeCTBJIEHMSA MHIOMBMKI He OTBeUaeT Ha [IPedlleCTBYKNYI Tepalun WIKx

mmMeJl peuriimB I1ocjie npenmeCTBonmeIZ Tepalirm (HaHpMMep,
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KapOoImJlaTMHOM) . B olIpelneJleHHHX BapMaHTax OCYIeCTBJEeHUS WVHIVWBUL
VMeeT PacIpOCTPaHeHHY COJMIHY OIIYyXOJb, KoTopasd pedpaKTopHa K
XVIMMO Tepannm epBOM JIMHUM . B onpeneJleHHHX IOTIIOJIHU T EJIb HEIX
BapMaHTax OCyMeCTBJIEHU I CIIOCOBE IO HacToAmeMy  M300peTeHU
IOMOJIHUTEJILHO BKJIOUAT BBeleHMe OOJydeHusd U/UIM LUKJIobochamrma
VHOVMBUAY C PacIpOCTPaHeHHOM COJMIOHOM OIIyXOJIbI.

[0060] B ompeneJyieHHEX BapMaHTax OCYIIECTBJIEHMS HacCToOdllee
nz3obpeTeHre BKJIOUAET CIOCOOB JeueHUsS WMIM UHIUOMPOBAHMS poOCTa
3JIOKAYECTBEHHOM OINYyXOJIM, BRJIOUAs B KauveCTBe HeOoT'PaHUUMBAIMMUX
IpUMEePOB pPakK TOJICTOM KUIIKM, PpPakK AWUHKMKOB, pak IIpedcTaTeJIbHOM
XkeJle3H, Pak MOJIOUHOM XeJle3H, pakK TOJIOBHOTO MO3Ta, pak melKu
MaTKM, pak MOUeBOTO IIYy3HPHA, PpPakK aHyca, pakK MaTkKM, pak oDomouHOM
KUIIKM, Pak IedeHMr, pak I[IOIXKeJYyIOOUHOM XeJjle3H, Ppak JeTkKux, pak
SHIOIOMETPMSA, pakK KOoCTM, Ppak AMUeK, pak KoXu, pak IIOUKM, pak
xeJlylkKa, pak IOUIeBOoIa, pPakK TOJIOBH WM eM, pakK CJIOHHOM XeJIe3H U
MU EJIOMY . B omnpeneJIeHHEIX BapmMaHTax OCYMeCTBJIEHUS  HacTodgmee

nzobpeTeHre BKIIOUAET CHOCOOH JleueHUS WIM MHTUOUMPOBaHMSA pocCTa

3JI0KaueCTBEeHHOM OIYyXOJIN, BRJIIOUA A B KauecTBe HeOoT'PaHMUYMBaAKIMX
IIPMMEpPOB rellaTOoLeJJIIIAPHYIO KapuMHOMY , HeMeJIKOKJIe TOUHBIN Prakr
JIET'K1X, IIJIOCKOKJIE TOUHHI Prakr I'OJIOBEL U’ men, 0a3aJIbHOKJIE TOUHYI
KapluMHOMY , TIJIOCKOKJIETOUHYIO KapurHOMY KOXWM, XOHIOIPpOCapKOMYy,
aHTMOCapKoOMy , XOJIaHT'MMOKapUMHOMY , capKoMy MATKUX TKaHeﬁ, prakx
TOJICTOM KMIIKM , MeJIaHOMY , KaplMHOMY nus KJIETOK MepkeJig u
MYJIb TI/I(]_DOpMHy'IO TJIMOBJIaCTOMY . B OoIlpeneJIeHHEX BapMrMaHTaXx

OCYIIECTRBJIEHMA HacCToMllee M300pPeTeHUe BKJIKUAET CIOCOOB JIeUueHUHd
PacrnpoCTpaHeHHEX COJIMIOHEIX Oy XOJien, BKJIOUA g B KayvecTBe
HEeOT'pPaHUUMB alInX IPpUMEPOB MeTacTaTUUeCKY IIJIOCKOKJIETOUHYIO
KapuuMHOMy KOXM (CSCC), HepezekTabelJIbHYKD MECTHO pPacClIpOCTPaHEeHHY
CSCC, MeTacTaTUMUeCKYHD 3JIOKAUeCTBEHHYID OIIYyXO0Jb TOJICTOM KUIIKM,

paCHpOCTpaHeHHHﬁ MJin MeTacTaTuueCKUM PeHaTOHeHHIOHHpHBm Prak,

PACHPOCTPAHEHHEI HEMEJIKOKJIETOUHHY PakK JEeTrKUMX, PeUVIMBUPYIIYIO
MYJIb THHOPMHYIO TIroBJacToMy , BHOBbB OIVMaTHOCTHUPOBAHHYIO
MYJIETHOOPMHYID  IJIMOBJIaCTOMY, KaCTPalMOHHEN PelUUMOIMBUPYIMNUNM  pak

IpelCTaTeJIbHOM XeJie3sH U JIoOY PacHpOCTPaHeHHYK COJMOHYI OIlyXOJb,
pedbpakToOpHY K TepaluM IepBOM JIMHUMU.

[0061] ITo OIOHOMY nus ACIIEKTOB, HacToOdllee nzobpeTeHre
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BRJIOYAET CIIOCOOH JIeUeHNA MJIn MHI‘M@MPOBB.HMF[ pocTa OITYyXOJIV,

CIIOCOOBEH BKJIOUAIOT ¢ (a) oToop nauMeHTa c [IJIOCKOKJIE TOUHOM
KapLUMHOMOM  KOXU (CsCC), Iroe IralumMeHTa  OoTOMpalnT Ha  OCHOBe
Ipr3HakKa, BHOPaHHOTO M3 TpPYIMNIE, COCTOAmMEeM M3: (1) DaUMEeHT MMeeT

MEeCTHO paclpocTpaHeHHyl CSCC; (ii) maumMeHT mMMeeT MeTacTaTHUUeCKYIo
CSCC; (iii) onyxosb dABJgeTCcA HepesekTabeJLHOW; (iv) nalmMeHT
paHee IMoJiyyaJl JeueHMe C MUCIOJb30BaHMEM II0 MeHbIlel Mepe OIOHOM
IPOTUBOOIIYXOJIEBOM Tepanuu; (V) [alMeHT cCTpamgaeT 3aboJieBaHMUEM,
KOTOPOEe CUMTAalT HeolepabelJbHBEM; (V1) XupypIMuecKoe BMeMaTeJILCTBO
u/unu  obJIyuyeHre MNPOTMBOIOKa3aHo; (viil) malmMeHTa paHee MOOJyYall
JleueHre OOJIydeHVEeM U OIIyxXoJib Pe3UMCTeHTHa WJIM He OoTBeuaeT Ha
obnydeHue; (viii) mnDaumMeHT WMMeeT MeCTHO paclIpocTpaHeHHy© CSCC u
He TMOIJIeXUT XUPYPTMUEeCKOMY BMEMaTeJIbCTBY C JeueBHoW nelbil; (ix)

OIIYyXOJIb COOepXuUT YO-MHOYIMPOBAHHOe IIOBpexIeHMme [THK; wu (x) vV

maluyeHTa oTMeudaeTcd =21%, 25% wmium 210% oskcnopeccusa PD-L1 B
OIIyXOJIEBEX KJIeTKaxX; U (b) BBemeHMe TepalleBTUUECKU 5SOOEeKTUBHOTIO
KOJIMYeCTBa aHTUTeJla I[IPpOTUB PD-1 IaluyMeHTy . B  omnpeleJieHHBEX
BapMaHTax OCYIMEeCTBJIEHMA OIOHY WM HEeCKOJIBKO O3 aHTUTeJa I[IPpOTUB
PD-1 BBOOAT uepes 1-12 HeleJb rnocjye HEIIOCPEenCTBEHHO
OpenmecTByKNey OO3H, Halpumep, uyepez 1, 2, 3, 4, 5, 6, 7, 8, 9,
10, 11 miam 12 HemeJb IIOCJEe HEIOCPEeIOCTBEeHHO IMpeamecTBYMeN MOO3H.
B omnpemeJjyieHHHX BapMaHTax OCYIeCTBJIEHMA KaxXOasa »Do3a aHTuTeJa
nporme PD-1 comepxur 0,1, 1, 0,3, 3, 4, 5, 6, 7, 8, 9 wmum 10
MIT'/KT MaCCEHL TeJia nauMeHTa. B onpeneJieHHEIX BapMaHTax
OCYWeCTBJIEHUA KaxDasda noza comepxuT 50-500 Mr aHTuUTeJia HOpoTue PD-
1, manpumep, 200 mr, 250 Mr mam 350 M© a”HTHUTeJa HOpoTuB PD-1, rme
Kaxayrw nosy BBomaT depe3s 0,5, 1, 2, 3 wmmm 4 Hedelu TIIOCIe
HEelOCPeACTBEeHHO IMpedmecTBYyKmMel  OO3H. B oOHOM ¥3 BapMaHTOB
OCYMEeCTBJIEHUA aHTUTeJIO NpoTuB PD-1 npencraBjgeT cobor REGN2810.
[0062] B cooTBeTCTBMM C OIOHMM M3 aCIIeKTOB, HacTodlee
n300peTeHre BKJIOUAeT CIOCOOH JieUeHUMsa WIM MHIUOMPOBaHMA pocCTa
Oy XOJIN, CIIOCOOEH BKJIOUAT ; (a) oTBop mauyeHTa c
0a3aJIbHOKJIETOUHOM KapumHoMoM (BCC), T'Ie ©DalMeHTa BHOMpaoT Ha
OCHOBE& IIpM3Haka, BHOPaAaHHOTO M3 IPYINH, COCTOAMEeN M3: (1) HalMeHT

umeeT MeCTHO pacrnpoCTpaHeHHYIo BCC; (11i) nanumMeHT numMeetT
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MeTacTaTruueckymn BCC; (iii) onyxoJb ABJIAeTCHa Hepes3ekTabeJbHOM;
(iv) malMeHT paHee TIoJy4daJl JiedeHMe C MCIOJIL30BaHMEeM II0 MeHbIen
Mepe OIHOM IMPOTUBOOIYXOJIEBOM TepaluM; (V) HallMeHTa paHee IIOJydall
JeunJIiM M OTMedaJiloCh IIPOTPpeCcCHUpOBaHMEe IIpM JIeUeHUM MHIUOMTOPOM
nyt™ Hedgehog (Hanpumep, BucMonmermu®, coHepmerud); (vi) [maumMeHT
HeToJlepaHTeH kK uHTHOUTOpY oyTu Hedgehog; (vii) maumMeHT cCcTpamaer
zaboJjieBaHMEeM, KOTOpOe CUMTalT Heolepa®eJIbHEM, WMJIM He IOIJIEXUT
XUPYPTUUeCKOMY BMelaTeJILCTBY c JeueBHOM LIeIJIbio; (viii)
XUPYPIMUEeCKOoe BMENaTeJILCTBO U/MIKM  OoOJIyueHMe IIPOTUBOIOKAa3aHo;
(ix) naluyeHT paHee roJlydaJl JleueHre obJlyyeHMeM U OIIYXOJIb
pPe3UCTeHTHa WJIM He OTBedaeT Ha OoOJydeHUE; (viii) vy naumeHTa
oTMeuvaeTca =21%, 2>25% wmium 210% skcopeccusa PD-L1 B ONOYXOJIEBHX
KJeTKax; ¥ (ix) ONyXOoJb COOepXuT YO-MHIYLUUPOBaHHOE IIOBpexIeHUe
IOHK; wu (b) BBeIeHMe TepaleBTUUeCcKM 20OeKTMBHOTO KOJIMUEeCTBa
aHTuTesa IIPOTHUB PD-1 naluveHTy . B olnpeneJieHHEX BapMaHTax
OCYMeCTBJIEHMSA OIHY WJIM HEeCKOJIbKO 03 aHTuTeJla HpoTuB PD-1 BBOIOAT
yepes 1-12 HemdeJb TI[OCJe HeNOCPeOCTBEHHO IIpenmecTBymel mOO3H,
HanpuMmep, uyepe3 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 wmmum 12 Henelb
rocJe HEIIOCPEeOCTBEHHO IOpennecTByKIen OO3H. B omnpeneJeHHBIX
BapMaHTax  OCYIEeCTBJIEHUS Kaxoas  Ooz3a aHTuTeJa IOIPOTUB PD-1
cogepxur O,1, 1, 0,3, 3, 4, 5, 6, 7, 8, 9 mmm 10 MI'/KI' MacCcCH
TeJla [aluMeHTa. B OIpelelIeHHEX BapMaHTax OCYWeCTBJIEHUS KaxXnasd
noza comepxuT 50-500 M a”HTHMTesa npoTtuB PD-1, Hanpumep, 200 wmr,
250 Mr mam 350 M aHTMUTeJla OPOTMEB PD-1, Ioe KaxOoylo IOO3y BBOIAT
yepes 0,5, 1, 2, 3 MJIIN 4 HemeJM  IIocJie HEeIoCpenCcTBEeHHO
IpenmecTByLIEe HO3H. B OOHOM M3 BapMaHTOB OCYIECTBJIEHUS aHTUTEJIO
npoTtur PD-1 mpencrarByigeT cobor REGN2810.

[0063] B oIpelelleHHBX BapMaHTax OCYIECTBJIEHUA KaxXxIyln 03y
aHTuTeJla OpoTMB PD-1 BBOOAT uUepes 1 HeneJsw, 2 HemeJdu, 3 HeOeJlu
i 4 Hemedu TIIocJe HEeNOoCPpeldCTBEeHHO IMpelMecTBYyomeM IO3H, IOe
Kaxnas nosza comepxuT 50-600 M aHTHUTejsa npotus PD-1. B omHOM U3
BapMaHTOB OCYHECTBJIEHMSA Kaxiad mno3a comepxuTr 200, 250, 300 wm
350 M a”HTHUTeJla OpoTuB PD-1.

[0064] OnuH "3 BApMaHTOB OCVYIIEeCTBJIEHU A n300peTeHmnd

OTHOCUTCA K aHTUTeJy OpoTus PD-1 (HanpuMep, REGN2810) nimsa
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[IpVIMEeHEeHM A npu JIeUeHUN XOJIAHTUOKAPIMHOMH . B onpeleJIeHHEIX
BapMaHTax OCYIECTRBJIEHMSA OIHY WJIM HECKOJIBKO O3 aHTUTeJla IIPOTHUB
PD-1 BBOIOAT MHIMBUAY C XOJAHTMOKAPLMHOMOM, TIOe KaxXmasd »o3a
comepxuT oT 0,1 mo 20 MI'/KI MaccChH TeJjla HallMeHTa ¥ TIe KaxXOoylo
0o3y BBOOAT uYepe3 oT 0,5 mo 4 Helejsb IIOCJE HENOCPEeOCTBEHHO
npenmecTBYIEY OO3b. B  oIpelesieHHHX BapMaHTaxX OCyMeCTBJIEHUS
Kaxnas nosza comepxuT 50-500 Mr aHTUTesla OpoTME PD-1, Hanopumep,
200 Mr, 250 Mr wim 350 M aHTHMTeJla OPOTMB PD-1, IOme Kaxoylow IO3Y
BBOOAT uepe3 0,5, 1, 2, 3 wuiam 4 HejeJdM IOCJe HENOCPeICTBEHHO
npelmecTBYIE TOSBH.

[0065] OnuH n3 BapMaHTOB oCymeCcTBJIEHUS n300peTeHnd
OTHOCUTCSA K aHTUTeJly IpoTus PD-1 (HanpuMep, REGN2810) nisa
IpVIMEeHEeHM S npu JIeUeHUN pacrnpocTpaHeHHOM TenaToleJIIJISPHON
3JI0KaueCTBEeHHOM OIIYyXOJIN (HCC) . B onpeneJyieHHHX BapMaHTax
OCYIMECTRBJIEHVA OIOHY WJIM HECKOJIBKO 03 aHTUTeJla HNpoTMB PD-1 BBOOAT
MHOMBMOY ¢ HCC, rTme kaxmag nDo3a colepxur oT 0,1 mo 20 Mr/xr
MacCCH TeJla NallMeHTa UM TI'IOe KaxXOyln »Oo3y BBOOAT udYepe3 oT 0,5 mo 4
HeIeJlb IIOCJIe HelOoCPeOCTBEHHO IMNpelmecTBYIMelM OO3H. B olpelelleHHHX
BapMaHTax OCYIMeCTBJIeHMA Kaxnad nosa comepxuT 50-500 MI aHTHUTela
npotue PD-1, Hanpumep, 200 Mr, 250 Mr umiam 350 MI' aHTHUTeJIa IPOTUB
PD-1, rme KaxOoywow IOo3y BeBomAaAT depes 0,5, 1, 2, 3 wmiumu 4 Hemeu

IIOCJIEe HeIlIOCpeICTBEHHO Hpe,JIUIeCTBYIOHleﬁ IJO3H.

[00606] OnuH n3 BapMaHTOB OoCVyleCcTBJIEHUS nsobpeTeHnd
OTHOCUTCSA K aHTUTeJy HOpoTue PD-1 (HanpuMep, REGN2810) nmsa
IpUMMeHeHVsa B JIeUueHUM CapKOMHE MATKMUX TKaHeM. B olpelelleHHBX

BapMaHTax OCYIMEeCTBJIEHVMA OIHY WJIM HECKOJIEKO O3 aHTUTeJla IIPOTHUB
PD-1 BBOIAT MHIOMBMUIY C CaAPKOMOM MATKMX TKaHeM, TIe Kaxoasd no3a
comepxuT oT 0,1 mo 20 MI'/KD MaccChH Tejla HalMeHTa M TIe KaxXOoyo
no3y BBoOoAaT dYepe3 oT 0,5 mo 4 HeneJb IIOCJe HEeNOCPEIOCTBEHHO
OpenmecTByIe OoO3k. B onpeneJleHHHBX BapMaHTax OCYIeCTBJIEHUSA
Kaxnaasa pno3a comepxuT 50-500 M aHTHUTeJla nOpoTue PD-1, HanopuMmep,
200 Mr, 250 Mr wmim 350 M aHTHUTena OpoTMB PD-1, Ioe Kaxoyw 03y
BBOOAT uyepe3 0,5, 1, 2, 3 wmam 4 HemeJM IOCJIe HEINOCPEeICTBEHHO
IpedeCTRYKIEN TOSBH.

[0067] OnuH nu3 BapMaHTOB OCYyIeCTBJIEHUS ns3obpeTeHnda

OTHOCUTCA K aHTUTeJy OpoTus PD-1 (HanpuMep, REGN2810) nimsa
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VCIIOJIL30BaAHMUSA B JIEUEHMM HEeMeJIKOKJIETOUHOM 3JIOKAaUueCTBEHHOM OIIYXOJIM
Jerkux (NSCLC). B omnpelelIeHHEX BapMaHTax OCYHMeCTBJIEHUS OIHY WU
HECKOJIBKO 03 aHTuTeJyla HpoTuB PD-1 BBOOAT MHIMBUIOY C NSCLC, 1rne
Kaxmasga nos3a comepxuT oT 0,1 mo 20 MI'/KT MacCCH TeJjla HallMeHTa U
Toe Kaxoymow 103y BBoOAT dYepe3z orT 0,5 @mo 4 Hemedgp IoOCie
HEeloCpeaCTBEeHHO IMpeamecTBYWMey OoO3h. B olNpelesjIeHHHEX BapMaHTax
OCYIEeCTRBJIEHUS OOHY WJIM HEeCKOJIbKO 03 aHTUTeJa HOpoTMB PD-1 BBOOAT
vHouBuay ¢ NSCLC, ©rrme kaxiasa pos3a colepxuT 50-600 M aHTHUTeJa
npoTue PD-1, ¥ I'Ie KaxOyion OO3Y BBOOAT uepe3 oT 0,5 mo 4 HeneJsb
[IOCJIe HelNOoCPEeOCTBEHHO MNpelmeCTBYIeN IO3H.

[0068] ITo OIOHOMY nus acCIIeKTOB, HacTodlee n300peTeHMne
BKJIOUAET CIHOCOOH JIeUeHMSI WM MHIMOMPOBAHMSA pPOCTa  OIIYyXOJu,
CrnocoOB BKJKOUYalT oOTOOp TMalMeHTa C pPaKoM T'OJIOBHOTO MO3Ta WU
BBEEeHUEe TepaleBTUUeCkM 5QOeKTMBHOT'O KOJMUECTBa aHTUTeJa IIPOTHUB
PD-1 VI ero AHTUIT eHCBABEBAKIETO bparMeHTa MHIOINBULY,
HYyXIapleMyCssi B STOM. B oOIpemesIeHHHX BapuMaHTax OCYIEeCTBJIEHUA
3JIOKAUEeCTBEHHASA  OIIYXOJIb TOJIOBHOT'O MO3T'a IIPeNCTaBJIgET cobomn
MyJIbTUQOPMHYK IJIMOoOJIacToOMYy. B OIOHOM M3 BapMaHTOR OCYIECTBJIEHUS
VHIVBUL uMeeT BHOBB OIMAaTHOCTUPOBAHHYIO MYy JIb TUOOPMHYIO

ramoBslacToMy. B OODHOM U3 BaprMaHTOB OCYyIleCTBJIEHNMA VMHIVEBMIO VMeeT

BO3pacT=65 JeT. B OIHOM U3 BapMaHTOB OCYMECTBJIEHUS aHTUTEJIO
npotuB PD-1 BBOOAT B BMIEe OINHOM WMJIM HECKOJILKUX »0O3, I'Ie KaxXIyko
nos3y BBoOOAT uYepe3z oT 0,5 mo 4 HemeJsb IOCJE HEINOCPEICTBEHHO
npenmecTBYIEY OO3E. B OIHOM M3 BapMaHTOB OCYHECTBJEHMS Kaxiasd
no3a aHTuTeJsla npoTuB PD-1 comepxuT 1, 3 miam 10 MI'/KD Macce Teja
maluyeHTa. B olIpellelJIeHHBX BapMaHTax OCYWeCTBJIEHUS aHTUTEJIO IIPOTUB
PD-1 BBOOAT B KOMOMHaLUMM C JIY4eBOM Tepanuel. B oIHOM U3
BapMaHTOB OCYmMEeCTBJIeHUA JiydeBad Tepanusa T[OpencTaBjsgeT cobon
TUNOOPaKUMOHMPOBAHHYK JIYYeBYK TepallMi. B OODHOM M3 BapUaHTOB
OCyWeCTBJIEHUA MHIMBMUIOY BeomdaT 20-60 I'p B 2-20 Opakumax. B
OIlpeNeJIeHHEIX BapMaHTax OCYIMeCTBJIeHUd OIOHa WM HEeCKOJBKO 03
aHTuTeJla oOpoTue PD-1 comepXxaTcsd B OILOHOM WMJIM HECKOJBKUX LUKJIIAX
JledeHUs, THe KaxXOell LIUKJI JledeHMs BKJOUaeT 1-6 [OoO3 aHTUTeJa
npotue PD-1. B OIOHOM M3 BapMaHTOB OCYWECTBJIEHMS I[IO MEHBIIEM Mepe

OIOVMH LIMKJI JI€eUeHNA OOITIOJIHMTEJIEHO COIOEepPXNnT JIydeByl TepallMio. B
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IOINOJIHUTEJIE HOM BapuaHTe OoCymeCcTRBJIeHU A JyJdeBad Tepanms
npencrTaBjgeT cofoM TIUNobOPpaKIMOHMPOBAHHYD JIydeBYyl Tepaluo. B
onpeneJle HHEIX BapMaHTax OCYMeCTBJIeHUSA VMHOVBUILY BBOIOAT

TUNOOPaKUMOHMPOBAHHYID JIyUeBYHD Tepalui B IIepBOM LMKJIe JeUeHUd,
I'Ie TUIOOPaKLUMOHMPOBAaHHAaA Jiydebas Tepalud comepxur 20-60 I'p B 2-
20 o¢pakumax. B oODHOM U3 BapMaHTOB OCYULEeCTBJIeHUSA MHIUBUIY
OPOBOOAT IMIOQPAKUMOHMPOBAHHYID JIyUeBYID Tepaluio 4Yepes OIOHY HeIeJln
[IOCJIe BEBEeOEeHMS aHTuTeJa OpoTuk PD-1 B I[IepBOM LMKJIE JeueHUsa. B
OIpeneJIeHHHX BapMaHTaxX OCYIEeCTRBJIeHUS  CIOCOOH I[IO  HaCTOoAlleMy
N300pPEeTEeHNK  OOIOJIHUTEJIBHO  BRJKUAKRT BBeleHMe aHTUMaHIMOTEHHOTO
cCpencTBa MHAOMBUILY, €CIM Yy MHallMeHTa pa3BUMBaeTCAd BHYTPUUEPEIIHOM
OTeK IIOCJIe BBeIOeHMHA aHTuTejsa HpoTuB PD-1. B OoOHOM M3 BapUaHTOB
OCYIWeCTBJIEHUA AHTUMAHTMOTeHHOE CPeICTRBO npencraBjsgeT cobon
MHIMOMTOP GQakTopa pocTa SHOoTeuda cocynos (VEGF). B omHOM U3
BApMAaHTOB OCYIMECTBJIEHNSA aHTHMaHTMOI'€HHOe CPeIOCTBO IIpelcTaBJisgeT
cobor MHIUMOMTOP aHTMOIODTHHAa-2 (Ang-2) (HanpuMmep, AHTUTEJIO
opoTrue Ang-2, TaKoe KaK HecpbakyMad). B olOpelleljleHHBEX BapMaHTax
OCymecCTBJIeHU MHIUOUTOp VEGF BHOMpalT M3 TIpPYNIH, COCTOAMEeN U3
VEGF-uMHIubupymomero camrToro ©Oejka (HamnpuMep, <«VEGF-Trap», TakoIro
Kak adaubepuent wuiau Ipyror VEGF-MHIUOMpYIOMMM CJAMUTHM OeJIoOK, Kak
n3jgoxeHo B US 7087411), aHTuUTeJa OpoTuB  VEGE (HampumMmep,
BepauuzyMaba) ¥ HU3KOMOJIEKYJIAPHOTO MHIMOMTOpa KMHA3E pellelnTopa
VEGF (HampumMmep, CcyHUTHHMOa, copadeHMOa WM Has3ollaHuba) .

[0069] B omnpemeJieHHHX BapMaHTax OCYIMEeCTBJEeHMS CIOCOOH IIO
HacTofAlleMy WM300peTeHMIO BKJIOUAT BBEIOEHMEe aHTUTeJla OpoTuB PD-1 B
KOMOMHAaIIMM C TIpOBedeHMeM JIyUdeBOM TepallMel I[IallMeHTy B KauecCcTBe
JIeUeHUA «IIepBOW JIMHUM» (HalpuMep, HadaJIbHOTO JiedeHMs). B IOpyrux
BapMaHTax OCYWEeCTBJIEHUS aHTUTeJO OpoTuk PD-1 B koMOMHaUUKM C
JyUYeBOM TepalMed BBOOAT B KaudecCcTBe JIeUeHUS «KBTOPOM  JIMHUM»
(HamipuMep, IIOCJe TIpedmecTByKIel Tepaluu). HaopuMep, aHTUTEJO
npotue PD-1 B KOMOMHaAUUM C JIYUeBOWM TepalMel BBOOSAT B KaudeCTBe
JIeUeHUsa «BTOPOWM JIMHUM» MHAOMBUILY, KOTOPHM UMeJI PelUuIUB IIOCIe
IpeldMleCTBYKIEN TepaluM, HaAIPUMEp, XUMUOTepalllu.

[0070] CrocoOH IO HacTodleMy W300peTeHM©, B COOTBETCTBUM C
onpeneJjie HHEMI BapMraHTaMM OCYWeCTBJIEHULI, BKJIOUAT BBeeHUE

VMHIOIVBIMIOY TepalleBTUYeCKNU 9®®QKTMBHOI‘O KoOJIMYeCTBa aHTrUTeJla IIPOTHUB
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PD-1 m oOilydyeHMS B KOMOMHAaLMM C OOIIOJIHUTEJIBHEM TepaleBTUUYeCKNM
CpelCTBOM VIV TepaleBTUUeCKOM cxeMom VI IpoLEendypon.
HOTIOJIHUTeJIBHOE TepalleBTUUEeCKOoe CpenoCcTBO WK TepalleBTUYECKYI
cxemy VI IpoLuenypy MOXHO [IPOBOIUTE oJis MIOBHIIEHU A
IIPOTURBOOIIYXOJIEBOTO nboderkTa, IOJA CHUKEHUSI TOKCUUECKUX DHOOeKTOoB
OOHOM WMJM HEeCKOJIbKMX Tepanui W/WIM CHUKEHMS HOO3H ONHOM WK
HEeCKOJIbKMX Tepanui. B pPasJINUHEX BapMaHTax OCyIecTBJIeHU S,
OOIIOJIHUTEJIbHOE TepalleBTUUYEeCKoe CpeICTBO WU TepaleBTUUYECKYIO
cxeMy WM TMpolenypy BHOUpAaT M3 ITPYIIIH, COCTOoAmeN, HalIpuMmep, U3
XUMHOTepanmu, umukJgopochammmna, XUPYPITUUIECKOTO BMEMAaTeJLCTBA,
BakKIUMHE IIPOTMB  3BJIOKAYECTBEHHOW  OIYyXOJIM, MHTUOMTOpa JMIaHIa
3anporpaMMMpoBaHHoOM cMepTr 1 (PD-L1) (HanopuMmMep, aHTUTeJa IIPOTHUB
PD-L1), wmHTrMOMTOpa TI'eHa aKTUBauuu JuMmpoumToB 3 (LAG3) (Hampumep,
aHTuTeJla HOpoTmB LAG3), wuHIuUOMUTOpa Oejka 4, accouuMMpoOBaHHOI'O C
HUUTOTOKCHMUeCKMM T-smMmbponmTammt (CTLA-4) (Hanpumep, uUonianMyMabda),
VHTUOUTOP PpPelenNTopa WHIYLIMPOBAHHOTO IUIDKOKOPTUMKOMIaAMM (GaKTopa
HeKpos3a OIIYyXOJIN (GITR) (HanpuMep, aHTHUTeJla IpOTHUB GITR),
MHTUOMTOPpa comepxamero T-KJIeTOUHHNM MMMYHOTJIODYJMH ¥  MyLMH-3
(TIM3), wmHIHMOuUTOpa B- wmu T-auMmpoumTapHOTO aTTeHwaTopa (BTLA),

mHIMbuTopa T-KJIEeTOUHOT'O MMMyHOpellellTopa ¢ »OoMeHamm Ig wm ITIM

(TIGIT), wuHIHMOMTOpa CD47, wuMHIHMOMTOpPa WMHIOOJaMMH-2, 3-IMOKCHUITEHAa3H
(IDO), aHTaroHmucTa OdakTopa pocTa BHIOOTeJMSA COCYyINOB (VEGEF) ,
MHTUOMUTOpPa aHIMOIORTHUHAa—2 (Ang2), wmMHTUOUTOP TPaHCOOPMMPYKIETO
bakTopa pocTa P (TGFB), wmHIUOMTOpa pelenTopa SIUIepPMaJbHOTO

baxkTopa pocTa (EGFR), aHTHUTeJla K ONyXOJeClIeluuMPUUeCKOMYy aHTUTeHY
[HampumMmep, CA9, CAl25, accouMMPOBaAHHOMY C MeJIaHOMOM aHTUIeHYy 3
(MAGE3), >MOPMOHAJIEHOMY OIIYXOJIEBOMY aHTUIreHy (CEA), BMMEHTUH,
M2-PK onyxoJjemn, crneumudrniuecKoMy aHTHUTeHYy [IpelCcTaTeJIbHOM XeJle3H
(PSA), wMyumny-1, MART-1 wm CAl9-9], OucHeumM@muuecKoOI'O aHTUTeJIa
npoTrB CD3/mpotme CD20, BakUMHH (HanopuMmep, Oalumiia KajlbMeTTa-
T'epeHna), I'pPaHyJIOUUTapPHO-MakKpodarajbHOTO KOJIOHMECTUMYJINPYIILEe IO
baxkTOpa, UUTOTOKCHMHA, XUMUOTEPAIleBTHUEeCKOI'O CPpencTBa, MHIUMOMTOpAa
IL-6R, wuHrMOMTOpa IL-4R, wuHrutmropa I1L-10, LMTOKMHa, TaKOI'O Kak
IL-2, IL-7, IL-21 m IL-15, MOpOTHMBOBOCIAJMUTEJIEHOTO JIEKAPCTBEHHOTO

cpencTBa, TakroI'o KakK KOPTHMKOCTEPOMIEL n HeCTepOMIHEE
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IPOTUBOBOCIIAIMTEJILHEE JIeKapCTBEHHEE CPenOCcTBa, M OUMeBOM no®aBKMU,
TakoM KaK aHTMOKCHUIAHTH. B oONpelesIeHHEX BapMaHTax OCYMeCTBJIEHUSI
aHTUTeJIO OpoTuB PD-1 MOXHO BBOIMUTL B KOMOMHaALMM C Tepanunew,
BKJIOYAKIEN XUMMOTepalleBTUuUYeCcKoe CpencTgeo, n XUPpYypIMUeCKUM
BMellaTeJIbCTBOM. KaK MCIOJNIBE3YIT B HacCTOAlleM OIMCaHMM, o¢pas3a «B
KoMOMHaluumu Cc» obosHauvaeT, UYTO aHTUTeJIO HOpoTME PD-1 BBOIOAT
VHOMBUOY OIOHOBPEMEHHO, HeIOoCpeICTBEHHO Iepen WM cpas’y IocJe
IpoBeleHUI JIYyU4eBOM Tepaluy U OOINOJIHMTEJILHOTO TepalleBTUUYeCKOTO
CpeICcTBa. B omopenesjleHHHX BapMaHTax OCYIEeCTBJIEHMS OOIIOJIHUTEJIBHOE
TepalleBTUUYECKOEe CPeIOCcTBO BBOOAT B BUIe COBMECTHOT'O CoOCTaBa C
aHTUTeJIOM HIpoTueE PD-1.

[0071] OnuH n3 BaApMaHTOB oCymecTBJIEHUS n300peTeHnd
OTHOCUTCH K KOMOMHAaLIUN aHTUTeJa [IPOTUB PD-1 (HanpuMep,
REGN2810), JIyUeBOM Tepanmu, umrJopochammma u GM-CSF oJjig
MCIIOJIL30BAHMA B JIeUeHUM ILJIOCKOKJIETOUHOM KAapPLUMHOME TOJIOBHE U IIeu
(HNSCC) . B onpeneJyieHHEX BapMaHTax OCVYIIECTRBJIEHUSA OOHY I
HECKOJIBKO 03 aHTuTeJla NpoTue PD-1 BBOOAT MHIMBUIOY C HNSCC, 1rne
Kaxmasg nosa comepxurT oT 0,1 mo 20 MI'/KT MacCH TeJjla HallMeHTa u
roe  Kaxnoyon 1O0o3y BBoOoAaAT udepe3z oT 0,5 @mo 4 HeleJb IIOCHe
HEelNOCPeOCTBEHHO IpPenmecTBYKRIEeN MHOO3H. B OIpeleJIeHHHX BapMaHTax
OCyIEeCTBJIeHUA Kaxnas Ho3a colepxuT 50-500 M aHTHTesla OpoTuB PD-
1, Hanpmmep, 200 mr, 250 Mr mim 350 MI' aHTMTeJla HOpoTuB PD-1, roe
Kaxaoyion mnosy BBomAT uyepes 0,5, 1, 2, 3 wmwim 4 Hejelu TIoOCie
HelloCPeOCTBEHHO IMNpelmecTBYIel IO3H.

[0072] OnuH n3 BapMaHTOB oCVyleCcTBJIEHUS ns300peTeHnd
OTHOCUTCH K KOMOMHAaLUN aHTUTeJa [IPOTUB PD-1 (HanpuMep,
REGN2810), JyueBOM Tepaluu U LUKJIOPoChaMMOa IOJIS MCIOJL30BaHUA B
JIeUueHUM 3JIOKaUeCTBEHHOM ONYXOJIM MOJIOUHOM XeJie3bl. B olpelejleHHHX
BapMaHTax OCYIMEeCTBJIEHVMSA OIHY WJIM HECKOJIBKO O3 aHTUTeJla I[IPOTHUB
PD-1 BBOOAT MHIMBUIY CO 3JIOKAUECTBEHHOM  OIIYXOJbD  MOJIOUHOM
XxeJle3H, TIe Kaxmasd posza comepxuT oT 0,1 mo 20 MI'/KI' MaccH TeJa
naluyMeHTa M TOe KaxIyln Oo3y BBoOOAT depe3 oT 0,5 mo 4 HenmeJp IIOCIHe
HeloCPeOCTBEHHO MNpelmecTBYIen IO3H.

[0073] OnuH nu3 BapMaHTOB OCyIeCcTBJIEHUS n3o0peTeHnda
OTHOCUTCH K KOMOMHAaLUN aHTUTeJa [IPOTUB PD-1 (HanpuMep,

REGN2810), JIyudeBOM Tepanmu, umrJgodpochammma u GM-CSF oJjig



31

VCIIOJIL30BAHMA B JIeUeHMM PAacCHpOCTPaHeHHEX COJMOHBX OINyXoJel Vv
NaluyMeHTOB, KOTOPHX IMIpeOBapMTE&JIbHO JIEUMJIM aHTUTeJIoM IOpoTuB PD-1
nim aHTUTEJIOM IIPOTUB PD-11. B onnpeneJjyieHHHX BapMaHTax
OCYIIECTBJIEHNA ONOHY WJIM HECKOJIBKO [O03 aHTuUTeJla HNpoTMBR PD-1 BBOOAT
HyXOawnleMyCsa B STOM NalMeHTy, I'IOe kKaxoasd nos3a cozmepxuT oT 0,1 mo
20 MI'/KT MacCCH TeJjla MallMeHTa ¥ TIe KaxOyln O3y BBOOAT uYepe3 OT
0,5 mo 4 HeIeJlb TIOCJIe HEIOCPEeICTBEHHO MIpelNmecCTBYIMEey TO3H.

[0074] OnuH n3 BapMaHTOB oCyleCcTBJIEHUS nsobpeTeHnd
OTHOCUTCH K KOMOMHAaLUN aHTUTeJa IIPOTUB PD-1 (HanpuMep,
REGN2810), moleTakceJla ", Heob®sa3aTeJILHO, KapborjaTrHa oJisa
VCIIOJIL30BAHMA B JIeUEHUM PaclOpOCTPaHEeHHEIX COJIMIOHEIX  OIIyXOoJie,
KOTOpPHE pPedpakKTOpHH K XUMMOTepalMM IIepBOM JIMHMM. B oIpenelIeHHHX
BapuaHTax OCyIeCcTBJIeHMSa IolleTakceJ BBOIOAT B HM3KOM m»o3e. B
OIlpelleJIEHHEIX BapMaHTax OCYIEeCTRBJIEHMS OIOHY WJIM HECKOJIBKO 03
aHTUTeJla OpoTuB PD-1 BBOIOAT MalMEHTyY, I'Ie KaXIas Oo3a COIEPXUT
or 0,1 mo 20 MI'/KI MacCH TeJjla IalMeHTa ¥ I'Ie KaxIylon OO3Y BBOOAT
yepesz oT 0,5 mo 4 HemeJb TIOcCJe HENOCPeICTBEeHHO IpenmecTByIen
IOO3H.

[0075] OnuH nu3 BapMaHTOB OCYyIeCTBJIEHUS ns3obpeTeHnda
OTHOCUTCA K KOMOMHaALUM aHTUTeJia HpoTuB PD-1 (Hanpumep, REGN2810)
u JyueBon Tepallu oJis VCIIOJNIL30BaHU A B JIeUeHU" BHOBBb
IVMaTHOCTHMPOBAHHOM WM PeUuIUBHPYOIEN MYyJbTUOOPMHOM IDJIMOOJIaCTOME
(GBM) . B omnpeneJyIeHHHEX BapMaHTax OCYIEeCTBJIeHMS OOHY MM HEeCKOJIbKO
003 aHTUTeJa OpoTuB PD-1 BBOIOAT IHalMeHTyY, TOe Kaxdasd »o3a
comepxuT oT 0,1 mo 20 MI'/KI MacchH TeJjla HalMeHTa M TIe KaxXOoyo
no3y BBoOnaT dYepe3 orT 0,5 mo 4 HeneJb IOCJe HENOCPeICTBEHHO
OpenmecTByIe OoO3k. B onpedeJleHHHBX BapMaHTax OCYIeCTBJIeHUS
oBJIydyeHue NpencTaBJsgeT cobon TUNOPPAKIMOHUPOBAHHYI JIYUYEBY
TepallM, KaK PAacKpPHETO B HACTOANEM OMNMCAHUM.

[0076] OnpenejieHHEE BApPMaHTH  OCYWECTBJIEHMA  M300peTeHUd
OTHOCATCA K KOMOMHaALUUM aHTUTeJa HpoTuk PD-1 (Hanpumep, REGN2810)
M JIydeBOWM TepaluM IJS MCIOJb30BaHMA B JIeUeHUM IIJIOCKOKJIETOUHOMN
KapLUWHOMEL menKu MaTKM, IJIOCKOKJIE TOUHOM KapLUMHOMEL aHyca,
KapLMHOME M3 KJIeTOk Mepkessa, aleHOKAapPLUMHOME TOHKOM KUIKM WM
Cepo3HOM KapLUMHOMEL AVNYHUKA . B oripelleJIe HHBIX BapraHTax

oCymeCTBJIEHMA OIOHY WMJIM HECKOJIBEKO IOTO3 aHTHUTEeJla IIPOTHMB PD-1 BROIOAT
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naluMeHTy, TOe Kaxngad posa comepxuT or 0,1 mo 20 MI'/KI' MaccCH TeJja
naluyMeHTa M TOe KaxIyln Oo3y BBOOAT depe3 oT 0,5 mo 4 HemeJibp IIOCIHE
HelNoOCPeOCTBEHHO IpPenmecTBYKIer MOO3H. B OIpelelJIeHHHX BapMaHTax
OCyMeCTBJIEHUA OOJIydeHUe IpeIcTabjigeT coBoM TUIOPPaKUMOHUPOBAHHYIO
JIYUEeBYID TepalMi KaK PacKpPHTO B HACTOAINlEM OIMCaHUM.

[0077] B omnpenejleHHHX BapMaHTax OCYIIECTRJIEHMS HacTodlee
n3obpeTeHre  BKJOUAET CIIOCOOH JIeUeHUsS  KPYIIHBIX  OIyxXoJieM  WJIU
pacnpoCTpaHeHHBX 3JI0KAUeCTBEHHHX HOBOOOpPAa30BaHUM, CITIOCOOH
BKJIOUAKT BBeIeHMe MHIOMBUIOY aHTUTeJa OpoTuB PD-1 B koMOMHALMM C
JYUeBOV TepalMel M OOIOJIHMTEeJILHEIM TepalleBTUUYeCKMM CPeICcTBOM, IIe
OOIIOJIHUTEJIbHOE TepaleBTUUeCKOoe CPpelCTBO BBOIOAT MOJS IIPEeOIOJIeHUA
VMMYyHOCYIIPEeCCHUM, OIIoCpeloBaHHOM peryJaATopHuMM T-krjeTkamu (Treg).
B onpeleJIeHHEIX BapMaHTax OCYIEeCTBJIEHUA IOOIIOJIHUTEJIbHOE
TepalleBTUUYECKOE CpelnCTRBO BHOpPAaHO n3 TPYIIIIH, cocTodmen « m3
aHTuTeJia npoTmB GITR, aHTuUTesna npotuB LAG3, uHuMrIJIobpochammma m GM-
CSF.

[0078] Kak MCHOJIB3YKT B HACTOANEM OIMCAHUM, TEPMMH «KKPYIIHAas5d
OIIYXOJIb» OTHOCUTCH K pasMepy onoyxoJjr. OOBUYHO OH KOPPeJIMpYeT C
BoJjiee BHCOKOM OIIYyXOJIEBOM HaTPy3KOM MJIM OIIYXOJIeBOM MaccoM. B
oIpeneJIeHHHX BapMaHTax OCYIEeCTBJIeHUS OH KOppelupyeT CO CTaIuen
3aboJieBaHUd, HalpuMep, pacrpoCcTpaHeHHOTO 3JI0OKAUeCTBEHHOT'O
HOBOOOpas3oBaHUMA. B omopemeJieHHHX BapuaHTax  OCYUEeCTBJIEHUA  OH
KoppesMpyeT C YBeJMUEHHOM BepOATHOCTLID MeTacTas3UpOoBaHMUL.

[0079] B omnpeneJyieHHEX BapMaHTax OCYIIECTBJIEHMS HacCTodllee
n3obpeTeHre BRJOUAET CIOCOOH, BRJUAKIMEe BBeIeHMEe OOHOW WU
HEeCKOJIbKMX O3 aHTuUTeJla OpoTuB PD-1 B koMOMHaALUM C JIYUeBOM
Tepanuemn u cyBrepaleBTUUECKOMN oo30M umukJodpochamMmmoa . Kak
VICTIOJIB 3YIOT B HaCTOAIeM OoTIMCaHWM, cybTepaneBTUUYECKaSA nosa
uukJodpochammna (Takxkxe oOo03HauaeMas B HaCTOAMEM OINMCaAHUMM Kak
«HU3Kadg nosa nmukJopochamMmma ) oBosHauvaeT KOJIMUECTRBO
nukJodpochamMmoa, KOTOpoe caMo 110 cebe He »OaeT TepaleBTUUeCKOTO
>0bpeKTa M MOPEealNoUTUTEJIEHO He BH3HBAeT TOKCHMYHOCTH. OO0pa3LoBEHE
OO3HE LMKJOPOoChaMMIOa, KOTOPHEE CUMTART «CyDOTepaleBTUUECKUMU» B
KOHTEKCTe HacTodmeTro us30bpeTeHus, BkouailoT 100 mMr/mM2, 90 wMr/m2,
80 MIr/M2 MM MeHLIe.

[0080] B omHOM M3 acClleKTOB HacTodllee M300peTeHue BKJIIOUAET
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CriocoOHl, BKJIDYAKMNME BBeIOeHMe TepalleBTUUYECKHU 20PEKTUMBHOTO
KOJIMYeCTBa aHTUTeJa OpotuB PD-1 B kKOMOMHauUMM C OOBJIydeHMEM
VMHIVBUOY, KOTOPHEM HaxXOOUTCA Ha (QOHOBOM TepalleBTUUECKOM CXeMe
IPOTUE 3JIOKAUYeCTBEHHOM onoyxoJju. $oHOBasg TepaleBTHUUeCcKkasd CcxeMa
IIPOTUBR 3JIOKAUECTBEHHOM OIIYXOJM MOXeT BKJOUATL KYypC BBeOeHUdg,
HalpyMep, XMMMOTEpPAIleBTUUECKOI'O CpPenOCTBa. AHTUTeJIO NOpoTuB PD-1 B
KoMOMHALIMM C JIYUEeBOM Tepamnmer MOXHO nofaBJIAThL IIoBepx (QOHOBOM
TepalleBTUUeCKOM CXEMEI IPOTUB 3JI0KaueCTBEeHHOM Oy XOJIA . B
HEKOTOPEIX BapMaHTax OCYMeCTBJIEHUS aHTUTeJIO NPpoTuB PD-1 noBaBiasgoT
B KadecTBe UYacCTM CXeMH «POHOBOTO I[IOCTEIEeHHOTO IIOHMXEeHUS», B
KOTOpOM GOHOBYIO Tepaluo IPOTUB 3JIOKAUEeCTBEHHHX Oy XOJIen
[IOCTeleHHO YyOupawnT Yy I[allMeHTa C TedeHMeM BpPeMeHM (HallpuMep,
CTyIIeHUaTHM oOpa30oM), IIPM DTOM aHTUTeJIO HOpoTuB PD-1 BBOIOAT
VHIVBUOY B TIOCTOSHHOM JO3e WJIM B BO3pacTawmey »no3e WMIM B
yOHBaKImMEeM IJo3e C TeueHMeM BpeMeHM. Hanpumep, ©¢oHOBasg Tepalusd
[IPOTUR 3JI0KAUeCTBEHHBIX Oy XOJIen MOXE T BKJIOUATH
XVMMOTepaleBTUUeCcKoe CpelcTBO, KOTOopoe MOXHO BBOIMUTE B HUBKOM
oo3e WM B cCcyOTepaleBTUMUECKOM mHOo3e. B onopelesjIeHHHBX BapMaHTax
OCVYIIECTRBJIEHUA HacTodllee M300peTeHMe BKJIKUYaAeT CIOCOOH JIeUueHusd
3JIOKAUYECTBEHHOM OIIYyXOJIM, CIHOCOOH BKJUAKT BBeIOeHMe OIHOM WU
HEeCKOJIbKMX MHOO3 aHTUTeJa OpoTuB PD-1 B KOMOMHALUMM C JIydeBOM
TepanreM M  OOHOM MJIM  HEeCKOJIBKMX HOO03 XUMHOTEepalleBTUUeCKOTO
cpencrtrBa, roe XUMMOTepaleBTUuUIeCcKoe CpeICcTBO BBOIOAT B
cyBTepaleBTHUUECKON IOO3e.

[0081] B ompeneJyiIeHHBIX BapraHTax OCVYIeCTBJIEHNS JIYUYEBYIO
TepalMio BBOIOAT B IIepBOe OIIYyXOJIEBOEe IIOBPEeXIeHMe, HO He BO BTOpOE
OIIYXOJIEBOE TIOBpPEXIeHMe, TI'Je BBelIeHMe B KOMOMHAIMM C aHTUTEJIOM
npoTMk PD-1 BemeT kK perpeccy OINyXoJM KaK B IIepBOM, TakK M BO
BTOPOM Oy XOJIEBHIX [MOBPEeXIEeHNAX (aBbcromnajbHEM 20dpexT) . B
OIpelleJIEHHEIX BapMaHTax  OCYIEeCTBJIEHMS  CIOCOOBE IO  HaCTOAMEMY
M300peTeHU BKJOUAKT BBEOEeHME aHTUTeJla NpoTME PD-1 B KoOMOMHaALIMMU
C JIYUYeBOWM TepalMelM mOJd TOTO, UYTOOHB CO3OaBaTb IPOJIOHTMPOBAHHEM
a®cKkomnalbHEM 20bekrT.

[0082] B omnpemeJieHHHX BapMaHTax OCYIECTBJIEHMSA CIOCOOH IIO
HacToAlleMy M300peTeHMI BKJIOUAKT BBeleHMe IallMeHTy TepalleBTUUeCKU

20PeKTUBHOTO KOJMUECTBa aHTuUTeJla OpoTuB PD-1, HeobsS3aTeJbHO B
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KoMOMHalLlMM C JIYUYeBOM Tepaluel, I'Ie BBeIeHMe KOMOMHAlMM BeIeT K
YBeJIMUeHHOMY MHIUOMPOBAHMIO OIIYXOJIEeBOTO poOcCTa. B oIpenejleHHHX
BapMaHTax OCYIEeCTBJIEHUS OIIyXOJIEBEM POCT MHIUOUPYOT IIO MeHbIen
Mepe IPUOJIN3UTEJIEHO Ha 10%, NPUOIIMU3UTEJIEHO Ha 20%,
OpubamM3nuTesIbHO Ha 30%, npmbamsmurelibHO Ha 40%, OpubIM3UTEIBHO Ha
50%, IPUBIIU3UTEJIEHO Ha 00%, NIPUOIIUBUTEIIEHO Ha 70% MJIN
OpubamM3nuTesJIsHO Ha 80% 10 CcpaBHEHMI C MHIMBUIOM 0e3 JIeUeHUS WM
VHIVBUIOM, KOTOPOMY BBOOMJIM MJIM aHTUTEJO WM OofJIydeHUe B
KauecTBe MOHOTepaluu. B oIpeleJIeHHHX BapMaHTax OCYyleCTBJIeHUS
BBelleHMe aHTUTeJa OpoTuB PD-1 wu/miam JydeBOM Tepaluu BemeT K
VBEJIMUEHHOMY pPerpeccy ONyxXoJM, YMEHLIIeHMIO W/MIM MUCUS3HOBEHUIO
OTIYXOJIN . B onpenesIeHHEIX BapmMaHTax oCcymeCcTBJIeHUS BBeIeHUe
aHTHUTeJa OpoTMB PD-1 u/MiIM JydeBOM TepaluM BeIeT K 3alepXKe
pocTa ¥ Pas’BUTUA ONYXOJM, HalpUMep, OIYyXOJIEBHM POCT  MOXHO
3amepXrUBaTh OPUOJIM3UTEJIEHO Ha 3 CYyTokK, OoJblle uYeM Ha 3 CYTOK,
OpUbIIM3UTEILHO Ha 7/ CYTOk, OOJbIle UeM Ha / CYTOK, OOJIbIlE UeM Ha
15 cyTok, ©OoJpme uyueM Ha 1 MecHdl, OoJiblle UeM Ha 3 MecHdlla, OoJblle
yeM Ha 6 MecsdueB, OoJblle UueM Ha 1 ron, OoJblle ueM Ha 2 Toda WU
foJiblle YWeM Ha 3 Toda IO CPaBHEHMIO C MHIMBUIOM 0e3 JIeueHUS WIN
VMHIVBUOOM, KOTOPOTO JEUMJIM aHTUTEeJIOM WM OoOJydeHMEeM B KaueCTBe
MOHOTepaluM. B OIpelelIeHHEX BapMaHTax OCYIEeCTBJIEHMS BBeIeHue
aHTHUTeJIa IPOTHUB PD-1 B KOMOMHAaLUM c JydueBoOn Tepanmuemn
openoTBpamaeT pPeUMIUB ONYyXOoJKr W/WiIM YBeJIUuduMBaeT OJIUTEeJILHOCTDL
BRDKMBAEMOCTHU nmaluMeHTa, HaIpuMep, YyBeJIMUMBaeT OJIMTEeJILHOCTE
BRHIKMBAEMOCTH IIoCpeIcTBOM OoJiblle ueM Ha 15 cyTok, ©OoJblle ueM Ha 1
MecHdl, OoJiklle YeM Ha 3 Mecsdlla, OoJikIle YeM Ha 6 Mecsdlen, OoJiblle
yeM Ha 12 MecHdleB, OoJiblle ueM Ha 18 Mecdller, ©0oJiblle ueM Ha 24
Mecdlla, OoJiblle UeM Ha 360 MecdlleB MM 0OoJiklle UueM Ha 48 Mecdles,
yeM Yy TIalumeHTa 06e3 JeueHMsa WIM IIallMeHTa, KOTOpOMYy BBOIAT
AHTUTEeJIO WM oBJIydueHMe B KadecTBe MOHOTepalMM. B oOpeleJIeHHBIX
BapMaHTax OCymeCTBJIeHUI BBeIeHUe aHnTuTesa IPOTUB PD-1 B
KoMOMHAaIIMM C JIYYeBOM Tepanuer yBeJMUMBaeT BLXKMBAEMOCTHL 0es
IpoTrpecCUupoBaHmsa W ooy BHIKMBAEMOCTE . B onpeneJeHHBIX
BapMaHTax OCymeCTBJIeHU I BBeIeHue aHTuTeJa IPOTUB PD-1 B
KoMOMHaLMM C JIYYeBOM TepalMer yBeJMUuMBaeT OTBEeT UM IJUTEJILHOCTDH

oTBeTa Yy IlallMeHTa, HalpuMmMep, OOJblle UueM Ha 2%, OoJiblle UueM Ha 3%,
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BoJsibime uyueM Ha 4%, ©OoJiblle ueM Ha 5%, ©OoJibme 4YueM Ha 6%, ©OoJiblle uUueM
Ha 7%, ©OoJibme uyeM Ha 8%, ©OoJbme uyueM Ha 9%, OoJjgblle YyeM Ha 10%,
foJsibme dYeM Ha 20%, ©OoJgpme uyeM Ha 30%, ©OoJjgbme uyeM Ha 40% wmiam
foJibme uYeM Ha 50% OTHOCUTEeJILHO IIauMeHTa 06e3 JIeueHUusa WU
nauyeHTa, KOTOPHM I[OJIydalJl aHTUTeJIO WM ofJyuyeHMe B KauecTBe
MOHOTepaluM. B OIpelelIeHHEX BapMaHTax OCYIEeCTBJIEHMS BBeIeHUe
aHTUTeJa IPOTHUB PD-1 /UM JIYy4eBOU Tepaluy  MHOUBUIY co
3JIOKAUYECTBEHHOM ONyxXOoJIbld BeleT K IIOJJHOMY MCUESHOBEHMI0 BCeX
IPU3HAKOB OIIYXOJIEBHX KJIETOK (KIIOJHHEI OTBeT»). B olpenOejleHHHX
BapMaHTaxX OCYIeCcTBJIEHUS BBeleHMe aHTuUTeja OpoTuB PD-1 u/uiu
JYyUYeBOM Tepaluy MHIMBUIY CO 3JIOKaYeCTBEHHOM OIIYXOJIbD BedeT IIOo
MeHbmel Mepe k 30% miam OoJblleMy YMEeHbBIeHMUI OIIYXOJIEBHEX KJIETOK WMJIU
pasMepa  OIyXoJM («YaCTHMUHEM OTBEeT»). B olpemelleHHHX BapMaHTax
OCVYIIECTBJIEHMA BBeleHMe aHTuUTejla NpoTUB PD-1 u/uiamM  JIy4UdeBOH
TepaluM MHIVMBUOY CO 3JIOKAUECTBEHHOM ONYyXOJbI BedeT K II0JIHOMY WIIM
YaCTUUHOMY MCUE3HOBEHMIO OIYXOJIEBHX KJIETOK/IOBpeXIeHUlM, BKJIOUYAT
HOBHIe I[OIOJalMMecs MW3MepeHMI I[IOoBpeXIeHMAa. YMeHbIleHMe  OIIyXOJIM
MOXHO M3MepAaTh JIOOBM M3 M3BEeCTHHX B »OaHHOM ofjlacTu cCrocobos,
HalpuMep, PEHTTeHOBCKUMU Jy4JyaMu, IIO3UTPOHHO-3MUCCUOHHOM
ToMOoTpadmerr (PET), KOMIBIOTEPHOM ToMOI'padmen (CT), MarHUTHO-
pes30oHaHCHOM BulyaJlIuzaumenn (MRI), LIUTOJOTMHEMNM, THUCTOJOTUEN WK
MOJIEKYJIAPHO-TEHETUUECKMMM aHaJIM3aMA.

[0083] B omnpemeJieHHHX BapMaHTax OCYIMECTBJIEHMS CIOCOOH IIO
HacTodmeMy M300peTeHMI0 BRJIOUAKT BReOeHMe IMalMeHTy TepalleBTUUeCKU
50PeKTUBHOTO KOJMUUECTBa aHTUTeJla OpoTuB PD-1, TIe BBeIeHUe
aHTuTeJla NpoTuB PD-1 BemeT kK YBeJMUeHHOW oOmel BmxuBaeMocTu (0OS)
MM BHXMBAEMOCTL 0e3 IIpoTrpecCUpPOBaHUA (PFS) y 1aumMeHTa IO
CpaBHEHMI C IIallMeHTOM, KOTOPOMY BBOIWUJIM «CTaHIAPTHYIO» (S0OC)
Tepaluio (HaOpuMep, XUMUOTepalNni, XUPpYypPIMuecKkoe BMemaTeJIbCTBO WK
obiydeHHMe) . B OonpeneJIeHHEX BapMraHTax OCYyIeCTBJIEHU I PF'S
YBeJIMUMBAIT II0 MeHbIeM Mepe Ha OIMH MecCcsdll, 10 MeHblle Mepe Ha 2
Mecslla, IO MeHbIeM Mepe Ha 3 Mecsdlla, IO MeHbIleM Mepe Ha 4
Mecslla, IIO MeHbNle¥ Mepe Ha b5 MecsdaueB, II0 MeHbIeM Mepe Ha 6
MecsAlleB, IIO MeHbIleM Mepe Ha 7/ MecslleB, IO MeHbIleM Mepe Ha 8
MecslleB, IIO0 MeHblley Mepe Ha 9 MecsdleB, I[I0 MeHbmen Mepe Ha 10

MecsAlleB, II0 MeHbIeM Mepe Ha 11 MecsdleB, IO MeHblle Mepe Ha 1
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TOono, IIO MeHBIIe Mepe Ha 2 TOola WMJIM IO MeHBIeM Mepe Ha 3 Tola IIo
CpaBHEeHMIO C [alMeHTOM, KOTOPOMYy BBOIOWIIM JIOOYI OOHY WJIM HECKOJBKO
SOC Tepanui. B OoIpeneJyiIeHHEX BapraHTax OCYWEeCTBJIEHUA 0S
YBEJIMUMBAT II10 MEHBIIEM Mepe Ha OIOMH MecHll, IIO MeHbIleM Mepe Ha 2
Mecslla, IIO MeHblle¥ Mepe Ha 3 Mecsdla, IO MeHbIeM Mepe Ha 4
Mecslla, IIO MeHbIlel Mepe Ha 5 MecHdlerB, IO MeHbIle Mepe Ha 6
MecHdleB, II0 MeHbIleM Mepe Ha 7 MecdleB, I[I0 MeHblleM Mepe Ha 8
MecHdlleB, IO MeHbIey Mepe Ha 9 MecsdleB, IO MeHbmeM Mepe Ha 10
MecHdleB, IO MeHbIle Mepe Ha 11 MecslleB, II0 MeHbIer Mepe Ha 1
TOono, IO MeHbIel Mepe Ha 2 Toda WMIM IO MeHbIeM Mepe Ha 3 Tola IO
CpaBHEeHMIO C I[alMeHTOM, KOTOPOMYy BBOIOWIIM JIOOYI OOHY WM HECKOJBKO
SOC Tepanui.

[0084] HacrTosamee wm300peTeHMe TakXe OTHOCUTCSA K Habopaw,
comepxallyM AHTUTEJIO IIPOTHUB PD-1 0JIs TepalleBTUYEeCKOT'O
MCIIOJIb30BaHMsa. HabOope OOBUHO colepXaT 5STHUKEeTKY, YyKas3bBawlyl Ha
nopenrnojlaraeMoe MCIOJIB30BaHMe COHNEepXMMOI'o Habopa, W MHCTPYKLUU
OJIS MCHIOJIB30BaHUA. TepMMH 3TUKETKa BKJUAeT JIOOOV NMCBMEHHHM WK
3alMCaHHE MaTepuall, [IOCTaBJIAEeME Ha WIM C Ha®opoM, WMJIM KOTOPHM
VMHBEIM OOpas3oM COIyTCTBYeT Habopy. COOTBETCTBEHHO, BTO PacCKpPHTHUE
openycMaTpueaeT Habop 0JI4 JleueHma nauMeHTa, cTpalapmero
3JIOKAUECTBEHHONM ONyx0Jiblo, Ha®op ComepXuT: (a) »Oo3y aHTUTeJla WK
ero aHTUIEeHCBAS3HBAKIEN YacTy, KOTOPHE CIelMdUUeCKM CBA3HBATCI C
PD-1 U  UHIUOUPYIOT AKTMBHOCTB PD-1; " (b) VHCTPYKUUNM  OJIA
MCIIOJIb30BaHMA aHTUTeJla OpoTuB PD-1 B JjmoboM M3 CcrnocoBoB Tepaluy,
PACKPEITEIX B  HaCTOAlleM  ONIMCaHUM. B omopenejieHHEIX  BapMaHTax
OCYWeCTBJIEHUA 0JId JleueHmsa naluMeHTOR-JIoIen Habop COLOEPXUT
aHTUTeJIO NpoTMB PD-1 uyejioBeKa, pPacKpHTOe B HaCTOANlEeM OIUCaHUU,
HanpuMep, REGN2810. B Opyr'mx BapMaHTax OCYWeCTBJIEHUMS aHTUTEJIO
npoTue PD-1 MOXeT MNpencTaBJIATE coboM Jmdoe OIHO M3 HUBOJyMaba,
neMOpoJiMmsyMaba WM JIOOEX W3 aHTUTeJ OpoTHue PD-1, pPaCKpPHTHX B
HacTofdAlleM ONMCaHUM. B oOlpenejleHHHX BapuaHTax OCyWeCTBJIEHVSa I03a
aHTHUTeJla OpoTMB PD-1 HaxomuTca B OuamnasoHe oT 0,1 mo 10 wMrp/xr
MaccCel TeJla. B oOlpelleJIeHHHX BapuaHTax OCYWEeCTBJIeHMS »OO3a aHTUTeJa
nporue PD-1 comepxuT oT 50 mo 600 wmr.

CIHOCOOH CYNpeCcCUM PelyJATOPHHX T-KJIEeTOK

[0085] B cooTBeTCTBMM C OIpeleJIeHHEMM aclleKTaMM, HacTosdllee
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n300peTeHre NpeOycMaTpUBaAEeT CIOCOOH CYINPeCcCUM WM MHIMOMPOBaHUA
aKTMBaALUM U/UIU HOpoJimbepalur peryIaTopHHX T-kjgeTok (Treg). B
olpeneJIeHHEIX BapmaHTax OCYIIEeCTRBJIEHUA HacTodAlee n3obpeTeHne
DpenycMaTpuBaeT CIIOCOOH cynpeccuu AKTUBHOCTU KJIETOK Treqg.
Crioco®tl, B COOTBETCTBMM C STUMM aclleKTaMy, BKJIOUAKT  BHOOP
nauyeHTa C COJUIOHOM OINYyXOJh M BBeleHMe MHAOMBUILY aHTUTeJla IPOTUB
PD-1 wmaM ero aHTUIeHCBA3HBaKIMEeI'0 ¢parMeHTa B KOMOMHALMM C IIO
MeHbIle Mepe OIOHMM M3 (1) JydeBOoM Tepanmuu M (ii) aHTaTroHMUCTa
pelenTopa MHIOYLUMPOBAHHOTO TJIOKOKOPTUKOUITAMA bakTOpa HeKpo3a
onyxosm (GITR). B omnpeleJleHHEX BapMaHTax OCYIECTBJIEHMS CIOCOOH
BKJIIOUAT BBeeHME NalveHTy  aHTUTeJla IIPpOTUB PD-1 Ui  ero
AHTUTEeHCBA3HBaKLIEero ¢parMeHTa B KoMOMHaALMM C JYUEeBOM Tepaluen u
aHTarouucrToMm GITR.

[0086] B omnpeneJsieHHHX BapMaHTax OCYIECTBJIEHMS aHTaT'OHUCT
GITR npencraBisgeT cobon aHTHUTEJIO [IPOTUB GITR WNIIN ero
AHTUTeHCBA3HBaIMUY dparMeHT. B COOTBETCTBMM C OlpeadesIeHHHEMU
O0paslLOoBEMY BapMaHTaMM OCYIIECTRBJIEHMA HaCTOoAlleTo MU300peTeHMd,
AHTUTEJIO IIPOTUB GITR WJIIN ero AHTUTeHCB A 3HBalmi bparMeHT
comepXaT BapuabeslbHyK o0jlacTe Taxejon uenm (HCVR), BapuabelbHYK
oBjlacTb Jierkou uenu (LCVR) u/niM onpenessomye KOMILJIEMEHTapHOCTDb
oBJjacTu (CDR), comepxamme AMVHOKMUCJIO THEIE [IoCJIenoBaTeJIbHOCTH
JOOOTO M3 aHTUTeJ OpoTuB GITR, kKak wu3jJoxeHo B USSN 62/256,922
(momaHa 18 Hosabps 2015 roma), comepXaHMe KOTOPOW BKJIOUEHO B
HacCTo4dllee OINMCaHMe B IIOJIHOM ofOweMe. [pyrmMe aHTUTeJa OpoTuB GITR,
KOTOPHE MOXHO MCIIOJIB30BATE B KOHTEKCTEe CIOCOBOB IO HaCTOAIEMY
n300peTeHNnn, BRJIOUAKT JIOOLBIE nus3 AHTUTEJI IIPOTUBR GITR, Kak
M3JIOXEHO, HalpuMep, B naTeHTax CIA NN 9228016, 8709424, 8591886,
7812135 mwim nybimMkaluuM HaTedHTa CIA N 20150368349.

[0087] B omnpeneJyiIeHHEX BapMaHTax OCYIeCTBJIEHUSI HacCTodlee
n300peTeHre IpelyCcMaTpMBaeT CIOCOOB CYNpecCUM WM YCTpPpaHeHUd
AKTUBHOCTU Treqg, CIIOCOOH BKJIIOUAT BBeIleHUE MHIWBULY,
HYXOaKleMy C g B 2TOM, aHTUTeJa IpOTUB PD-1 I ero
AHTUTEeHCBA3EBAKIETO bparmMeHTa B KOMOMHaIIUU C OoHOM ZNEZ!
HECKOJIbKVMU oo3aMmn oBNIy4dYeHuda u AHTAT'OHUCTOM aHTUTeHa 4
UUTOTOKCHMUeCKux T-mmMpoumTor (CTLA). B onopenellIeHHEX BapMaHTax

ocymecTBJIeHMa aHTaroHucT CTLA mOpelcTaiBJigeT CcOO0OM aHTUTEJIO IPOTUB
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CTLA (Hanpumep, uUIuIMmymad) .

[0088] B omnpeneJyieHHEX BapMaHTax OCYUEeCTBJIEHMSI HacTodllee
n300peTeHre IIpelycMaTpMBaeT CIOCOOB CYNpecCUM WM YCTpaHeHUd
AKTUBHOCTU Treqg, CIIOCOOH BKJIIOU AT BBeIeHMe MHIOIWBULY,
HYyXOaKnleMy C A B 2TOM, aHTUTeJa IpOTHUB PD-1 WA ero
AHTUTEeHCBA3EBAKIETO bparMeHTa B KOMOUHaUUM C OIIHOM ZNRZ!
HECKOJIBKMMM  Jo3aMM OOJIyUYeHUMS WM aHTAaT'OHMCTOM TI'eéHa akKTuUuBaluu
JumpoumtTor 3 (LAG-3). B omnopenejleHHBEX BapMaHTax OCYIeCTBJIeHUSA
aHTaroHucT LAG-3 TmpencTaBjageT CcoboM aHTUTeJ O OIpoTuB LAG-3.
AHTUTeJla NOpoTMB LAG-3, KOTOPHE MOXHO MCIOJBE30BaTE B KOHTEKCTEe
Ccrioco®oOB IO HacTodAmeMy M300peTeHMI0, pacKpelTel B USSN 15/289,032
(momaHa 7 oxTabpsa 2016 rToma), cCcoOepXaHMe KOTOPOW BKJIIOUEHO B
HacTodllee ONMCaHMe B IIOJIHOM OOheMe

[0089] B omnpeneJyiIeHHEX BapMaHTax OCYIeCTBJIEHUSI HacTodlee
n300peTeHre IpelyCcMaTpMBaeT CIOCOOB CYNpecCUM WM YCTpPpaHeHUd
AKTUBHOCTU Treqg, CIIOCOOH BKJIIOU AT BBelleHUE MHIWBULY,
HYXOaKleMy C A B 2TOM, aHTUTeJa IpOTHUB PD-1 I ero
AHTUTEHCBA3EBAKIETO bparmMeHTa B KOMOMHaUIUU C onoHOM ZNEZ!
HECKOJIBKMMM OO3aMM OOJIydyeHMA M LUUMKJIoPoCchaMrIOIoOM.

[0090] B OIIHOM nus ACIIEKTOB, CIIOCODOEL 1o HaCcToOAlleMy
n300peTeHNI0 BKJUYAKT BBeIeHMe aHTuUuTeJla OpoTHME PD-1 B KOMOMHAaLNUMU
C JIyUyeBOM Tepalmel U IOOIOJHUTEJILHEM TepaleBTUUeCKMM CPeICTBOM,
BHOPAHHEM M3 TPYIIHE, COoCcToAme M3 aHTaroHmucTa GITR, aHTUTela
npoTre LAG-3 U uHukJopochamMmia, MHIMBUOY C COJMIOHOM OIIYyXOJbl, IOe
BBelleHMe BemeT K 5ddbexTy, BHOPaAaHHOMY M3 TPYIIIOE, COCTOAmEeN U3

I/IHI‘I/I@I/IpOBaHMH OITYyXOJIEBOTI'O pocTa, YMEHEBIIEHMA pasMepa OITYyXOJIN,

3aIepPXKN OIIYyXOJIEBOTO pocTa, MHITMOMPOBAHMUSA MeTacTa3upOBaHUA
OIIyXOJIN, YMEeHbIEeHM MeTacTaTUUueCKUX IopaxeHuMn c TeueHMEM
BpEeMeHU, CHIXEeHHOT'O MCIIOJIL 30BaHMUSA XUMMOTeparie BTuue CK1Ux MM
LIMTOTOKCUUECKHUX CpPencCTE, YBeJIMUeHHOM BEDXKMBAaEeMOCTH, IIOJIHOTO
OTBETa, JacTUUHOT'O OTBeTa " CTabUIILHOTO 3aboJyiIeBaHMUA . B

OIlpeeJIeHHEX BapMaHTaX OCYIeCTBJIEeHNMA BBelcHIMe BeIleT K CHVXEeHIMIO
OHYXOJ'IGBOﬁ HaTl'PYy3KM Y ITIallieHTa. B OoIlpeneJIeHHEIX BapMMaHTax
OoOCymeCTBJIEHMA VHIVMBMIO VIMeeT KPYIIHYID OIIYyXOJlb. Kak OoIlipeneJIeHO B
IpyIToM MeCcTe B HacToAdmeM OIIMCaHUuM, TEPMMH <«KKPYIIHaAA OITYyXOJIb»

OTHOCHUTCHA K prasmMepy OITYyXOJIM n KoppeJimpyeT C yBeJ’II/IquHOﬁ
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OHYXOHGBOﬁ HaPpy3KOﬁ u yBeﬂquHHOﬁ BEPOATHOCTEI BOSHMKHOBEHUMA
MeTacTasa. B OIlpeneJIeHHEX BaprMaHTax oCcCymeCTBJIEHNMA TEepPMIMH
OTHOCHUTCA K PacCIIpOCTpaHeHHOMY 3JIOKadeCTBEHHOMY HOBOO@paBOBaHMD.

AHTHUTeJIa IIPOTUB PD-1 M MX aHTUI'eHCBSI3HBaKlue @paPMeHTH

[0091] B COOTBETCTBUMA c oIpeleJle HHEIMU 06pa3L0BEMU
BapMaHTaMM OCylleCTRJIEHUS HacTOAmeTro nz3obpeTeHuU4, CIIOCOOH
BKJIIOU AT BBeIeHUe TepaleBTUUeCKU 20PeKTUBHOTO KoJIMuecTBa

aHTUTeJla NOpoTuB PD-1 wMiIM er'o aHTUIEeHCBA3HBaKMEeIro (parMeHTa.
TepMVH «aHTUTEJIO», KaK MCIOJIE3YIT B HACTOMANEM OIMCaAHUM, BKJIIKOUAET
MOJIEKYJIEHL MMMYHOTJIOOYJIMHOB, COIepXallie UeTHpe IIOJUIIENTUIHEE Lelll,
IOBe  TsaXeJHe (H) uenrM ¥ IOBe JIeTKue (L) Lnenm, cCoeIMHEeHHEE
OIUCYJIBEOUOHEMM CBA3AMM, a Takke MX MYJbTHMMEPH (HamnpuMmep, IgM). B
TUIIMUHOM AaHTUTeJIe Kaxiasd Taxejad Lelb CONEPXUT BapuradellbHYI
oBJlacTh TaXeJION lLenM (cokKpamaeMyld B HacTodmeM oNMcaHuM kKak HCVR
MM Vi) M KOHCTAaHTHYI 00JacTh Taxejon uLemnu. KoHcTaHTHas o06JacTb
TOKEJIOM LelM COIepPXUT TpM »OoMeHa, Cyl, Cs2 m Cy3. Kaxmas Jerkad
llellb COIepXuT BapMadeJibHYy 006JacThk JeTKoM Ilelu (CcoKpalmaeMyl B
HacTodmeM OoIMcaHuM Kak LCVR miam Vi) M KOHCTAHTHYI o00JacTb JeIr'kKomn
Henn. KoHCTaHTHadg oOJIaCTh JIETKOM LEeNM COOepXUT oIMH momeH (Cpl).
OBmmacty Vi ™ Vi IOONOJIHUTEJIEHO MOXHO I[IOIOpa3meliATh Ha o0JjlacTu
TUrlepBapmuabeJIbHOCTH, oBo3HauaeMele OIlpenesIAnLyMA
KOMILJIEMEHTAPHOCTD obJlacTaMA (CDR), KOTOpPHE yepenymnTcd c
obJjlacTaMu, KOTOPHE 0oJjlee  KOHCEPBATUBHEL U  KOTOPHEE  Ha3HBAWT
KapkacHeMM ofOjacTaMu (FR) . Kaxmaga Vi m Vi cocTouT M3 Tpex CDR u
yeTHpex FR, pacHnoJiOXeHHHX OT aMMHOKOHIIa K KapBOOKCUKOHIY B
cilenyromeMm nopsgake: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. B
Pa3JIMUHEIX BapMaHTax OCYWeCcTBJIeHUI u300peTeHMsa FR M3 aHTUTela
npote IL-4R (MM eT'0 aHTUIeHCBA3HBallel dYacTu) MOTYyT OHTh
UIOSHTUUHE I[IOCJIeIOBATEJILHOCTAM 3apOoIOblleBOoM JIMHMM UeJIoOBeKa WJINU
MOTYT OBTE MOOUPUIMPOBAHE €CTEeCTBEHHLEM WM MWCKYCCTBEHHEM IIYTEM.
KOHCEHCYCHYK aMMHOKUCJIOTHYKR I[IOCJIeOOBATEeJILHOCTE MOXHO OIIpPeneliaTh
Ha OCHOBe IMapallJIeJIbHOTO aHajlM3a IOryX Wuin OoJblie CDR.

[0092] TepMrMH  «aHTUTEJIO», KakK  MCIIOJIL3YIT B HacToOAlleM
oM CaHmu, TakXe BKJIOUAEeT aHTUTeHCBA3HBAaKMe QpaTlMeHTH  ILeJIBIX
MOJIEKYJI AaHTUTeJI. TepMMHBE «aHTHUIeHCBA3HBAaklad dYacCTb» aHTuUTela,

«AHTUT eHCB I 3B allmi @parmeHT» aHnTmreJla M T. II., KaK HMCIIOJBE3IYROT B
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HacTOAmeM  OIIMCaHuM, BKJIIOUAT JIOOOM BCTpedaeMell B OpUpPOIE,
noJydaeMeln (QepMeHTAaTUMBHHEM [IYTeM, CUHTETHUECKUM WIM TeHeTUUeCKU
CKOHCTPYUPOBAaHHEM TIOJIUIIEN T, WJIN TJIMKOIIPOTENH, KOTOPHIM
CIIelMPUUEeCKM CBSL3BBaAEeT aHTUIeH OJIS TOTO, uTOOH  QoOpMUPOBATH
KOMIUJIEKC. AHTUIEHCBA3HEBawMe OQ(palMeHTH aHTUTeJla MOXHO M3BJIeKaTh,
Halpumep, M3  LeJIEX MOJIEKYJI aHTUTeJI C UCIOJBb30BaHMEM JIOBIX
MNOOXOOAMMX  CTaHOAPTHHX  CIOCOOOB, TaKMX KaK TIIPOTeOJIUTUUYECKOe
paclerjieire WM PeKOMOMHAHTHEE CIIOCOOH TI'eHeTHUUeCKOM UHXeHepPUM,
BRJIOUAS MaHMIYJIALMM C U Skcopeccuin [THK, komupyiomel BapuadelbHBe
M HeoOdA3aTeJIbHO KOHCTAHTHEE IOTOMEHE aHTHuTelJla. Takada IOHK wm3BecTHa
/MM JIeTKO  OOCTYIIHa, HallpuMmep, B KOMMEPUECKMX MCTOUHMKAX,
tubimorTekax IHK (BrJOUas, HaopuMep, OQ(aTroBHe OMOIMOTEKM aHTUTEI),
VI ee MOXHO CHUHTE3MPOBATE . IOHK MOXHO CEeKBEeHVPOBATH u
MaHUIYJIMPOBATEL €M XUMMUECKM WM C MCIOJb30BaHMEM MOJIEKYJIAPHO-
OMOJIOTUUECKUX CIOCOBOB, HaIpuMep, UTOOH pacnojiaraTbh OOUH WU
HECKOJIbKO BapuabeJIbHEX M/MJIM KOHCTAHTHEX IOMEHOB B IIOOXOOAmel
KOHOUTYPpALUM WJIM BBOIOWUTL KOIOHE, CO30aBaTbk OCTaATKM LIUCTEVHa,
MOOUOUUIMPOBATE, OOOABJATL WM yOaldTb aMUHOKMCIJIOTH M T. I.

[0093] Heorpauuuupamomme [IPMME DB AHTUTEeHCBA3EBAKIMINX

bparMeHTOB BKJ0OUaLT: (i) od¢parMedTn Fab; (ii) odparMmenTn F(ab’)z;
(1ii) bparMeHTH Fd; (iwv) dparMeHTH Fv; (v) MOJIEKYJIEL
OIOHOLIEIIOUEUHEBIX Fv (scFv) ; (vi) dparMeHTH dAb; u (vii)
MMHMMAJIbHEE paclo3Halmye eOMHMUIE, COCTOoAlMe M3 aMMHOKMCJIOTHEX
OCTaTKOB, KOTOPHE UMUTHUPYIT I'MIepBapuadbellbHYy® o00JacTk aHTUTeJa
(HanpuMep, BHIIEJIEHHAA OIpeledimas KOMIIJIEMeHTapHOCTE  o00JIacThb
(CDR), mTakas kak nentun CDR3) MIM OTpaHMUeHHBM HOenTun FR3-CDR3-
FR4. Ipyrue CKOHCTPYUPOBAHHEE  MOJIEKYJIH, TakKue KakKk  JIOMEeH-—
crneumupuueckKme aHTUTeJa, OIOHOIIOMEHHEIE aHTUTeJa, aHTUTeJa C
yIaJIeHHEIMM IOMEHaMM, XMMEPHHE aHTUTeJla, aHTUTeJla C IIepecaXeHHBEMU
CDR, oraTesa, TpuaTesa, TeTpaTesa, MUHVAHTUTEIA, HaHOTeJa
(HanmpyMep, OIHOBAJIEHTHEE HAaHOTeJa, HOBYXBaJIEHTHHEE HaHOTEeJla U T.
o0.), MaJjitle MOOYJIbHBEIE MMMyHOQapMalleBTUUECKMe cpenctea (SMIP) wm
BapuabeJsibHEe noMeHH IgNAR  axyJH, TakXe BXOIOAT B  BHpaxXeHUe
«AaHTUTEeHCB A 3LBanlmi bparMeHT», Kak VICIIOJIE 3YIT B HacTO4leM

OIIMCaHNMN .
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[0094] AHTMTeHCBAS3HBAKIKM (QparMeHT aHTHUTeJa OOBUHO COOEPXUT
10 MeHblle Mepe OIMH BapuabdeJIbHEM »OOMeH. Bapuab®eJbHBM OOMEH
MOXeT OHTE JIOOTO pasMepa WM aMMHOKMCJIOTHOT'O COCTaBa M B LI&JIOM
COOEPXUT II0 MeHbIeM Mepe onHY CDR, KoTopasd HaxXOIUTCS CMEeXHO WMJIU
B paMKe C OIHOV WM HEeCKOJLKMMM KapKaCHHMM II0CJIeNOBATEeJIEHOCTSIMA .
B aHTUTeHCBA3HBAKLIMUX OGpaIlMeHTax, K’Melmrx »OoMeH Vi, CBSA3aHHHNM C
ooMeHOM Vi, »OOMeHHE Vy ¥ Vi MOXHO pacrojiaraTb »OPpyI' OTHOCHUTEJIBHO
opyra B JmoboM IoOxXonAmel KOMIIOHOBKe. Hampumep, BapuadesbHasd
oBJlacTe MOXeT OHTH OVMMEPHOM M IMMEePpH comepXaTb Vui—Vi, Vi—Vi WK
Vi-Vi. AJLTEepPHATMBHO, AaHTUITEHCBABHBAKINKM (parMeHT aHTHUTeJla MOXEeT
comepXaThb MOHOMEPHHM IOOMeH Vi MM Vi.

[0095] B ompeneJIeHHEIX BapmUaHTax oCyleCcTBJIEHUSA
AHTUTEeHCBA3HBaIMY (QpaTrMeHT aHTMUTeJla MOXeT CcOoIepXaTh I[I0 MeHbIen
Mepe OIMH Bapuab®eJIbHBM IOMEeH, KOBaJIEHTHO CBSA3aHHHM C IIO MeHbIen
Mepe OIHMM KOHCTAaHTHEM JOMeHOM. HeorpaHMumMBawmomye oOpas3IlOBHE
KOHQUTYpaluur BaprabeJIbHBIX WM KOHCTAHTHHX JIOMEHOB, KOTOPHE MOXHO
HaiTM B AaHTUTeHCBA3HBawmeM ¢(parMeHTe aHTUTeJla I[I0 HacTodgleMy
nzobpeTeHno, BrJOUaT: (i) Vy-Cuyl; (ii1) Vy—Cs2; (iii) Vu—-Cu3; (iv)
VH—CH]_—CHZ; (V) VH_CHl—CH2—CH3; (Vl) VH—CHZ—CH3; (Vll) VH_CL; (Vlll)
VL—CHl; (lX) VL_CH2; (X) VL—CHB; (Xl) VL—CHl—CHZ; (Xll) VL—Cﬂl—CH2—
Cu3; (xiii) Vi=Cu2-Cuy3; u (xiv) Vi—-Cr. B J06o¥ KOHOUIYypalUMU
BapuabeJIbHEIX M KOHCTAaHTHEX OOMEHOB, B TOM uUMucJe Jiodom U3
00paslUOoBEX KOHOUI'YpaLM, [IepeunCcJIeHHEX  BHIIE, BapuabeJIbHEIE U
KOHCTAaHTHHE IOOMEHE MOXHO WMJIM HEeIOCPeICTBEHHO CBA3HBATH OpyI' C
IPYTOM WM MOXHO CBSASHBATL I[IOCPEOCTBOM IIOJIHOM WMJIM YaCTUUHOM
MapHUPHOM MM  JIMHKEePHOM oBjacTH. MapHUpPHAaSA oBJacTb MOXET
COCTOATL M3 IO MeHblel Mepe 2 (Hanpumep, 5, 10, 15, 20, 40, 60
uiny OoJiblle) aMMHOKMCIIOT, KOTOPHE »anT IHMOKYD WIM [IOJYTUOKYIO
CBA3bL MEXIY CMEXHHMM BapuadeJIbHEMM U/WMJIM KOHCTAHTHEMM IOMEeHaMM B
OOHOM IIOJIMIIENTUMOHOM MoOJIekyJie. KpoMe Toro, aHTUIeHCBSI3HBAaMIUA
dparMeHT aHTUTeJla IO HaCTOAleMy MW300peTeHUK MOXET COOepXaTh
TOMOIVIMED WJIM T eTepPOoIVMED (un  Opyro¥ MyJbTHMMep) Jiobom U3
KOHOUTYpalui Bapuab®esIbHEX ¥ KOHCTAHTHEIX IOMEHOB, IIepeuMCJIeHHBX
BHIIe, B HEKOBAJIEHTHOM CBA3M C OIHUM IPYTUM M/UJIM C OIOHMM WJIU
HECKOJIBKMMM MOHOMEPHEMM OOMeHaMM Vi uiu Vi (HalpuMep, I[IOCPeICTBOM

OUCYJIEQUIOIHOM CBA3MU (el) ) .
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[0096] TepMrMH  «aHTUTEJIO», KakK  MCIIOJIL3YIT B HacToOAlleM
OINMCaHUM, TakKxe BKJIOUAET noJmucrneuupmuuecrme (HanpuMep,
fucrneunupmUiecrme) aHTHUTeJa. lNonmucneumupmuecrKoe AHTUTEJIO W

AHTUTEHCBABHBAMKUM (parMeHT aHTUTeJla OOHUHO COINEPXMT II0 MeHbIeM
Mepe IBa pPa3JIMUHEIX BapuabeJbHHX IoMeHa, I'Ie KaxIbl BapuadeJibHHM
IOMeH cIrocofeH crneuudpuueckM CBABBBATLCS C OTIOEJIBHEM aHTUIEHOM
WM C IOpyTMM SIMTOIOM Ha TOM Xe aHTuITeHe. Jiodor dopMarT
IOJIMCHEeUNIPUUECKOTO aHTHUTeJla MOXHO alalTHUPOoBaTh OJIS MCIOJIbL30BAaHUSA
B KOHTEKCTEe aHTHTeJla WM aHTUIEeHCBS3HBameIo (parMeHTa aHTUTeJa

IO HaACTOANEMY WM300PEeTEHMI C MCIOJB30BaHMEM CTaHOapTHHX CIOCOOOB,

OOCTYIIHHIX B JaHHOM ofjlacTu. HamnopuMmep, HacTodmee uU300peTeHMUe
BKJIIOUAET CIrIocoOH, BKJIOU AN E MCIIOJIL30BaHMe BrcneundmUue CcKmUx
aHTUTEeJI, B KOTOPHIX OIIHO rJjIeyo MMMYHOTJIOOYJIMHA oBJlamaeT

crneuMmUUIHOCTREID kK  PD-1 i ero QdparMeHTy, a IOpyroe ILJIEYO
MMMYHOTJIOOYJIMHA oBJlamaeT CIIEUMPUUHOCTEIO KO BTOpPOM
TepalleBTUUEeCKOM  MMIMEeHM MJIM  KOHBOIMPOBaHO C TepalleBTUYECKMM
dpparMeHTOM. OO0OpasloBHEe OUCHeUMIUUECKMe (GOPMAaTH, KOTOPHE MOXHO
MCIIOJIE30BATE B KOHTEKCTe HaCTOAMEero Ku300peTeHusda, BRKJUaKT, 0e3
OT'paHMUeHN, HalpuMep, OCHOBAaHHEIE Ha scFkv bopmMaTH VI
Bbucrneuupmnueckme ¢opMaTH OMaTeJ, CauTHe I1gG-scFv, Ig C »OBOMHEM
BapuabesIbHEM »OoMeHOM (DVD), KBaIpPOMHB, BECTYINH-BO-BIIaOMHH, OOIYIO
JETKY Lelb (HaopuMmep, OOMyKl JIETKYK Lellb C BHCTyIaMM—BO—-BIaIMHAaX
m T. @»n.), CrossMab, CrossFab, (SEED)body, JeMUMHOBYID MOJIHMIO,
Duobody, IgGl/IgG2, IgG ¢ Fab OBOMHOTO HOelCTBUS (DAF) u
bucneunpmuueckme o¢opmMaTH Mab2 (0030p BHIIEeyKa3aHHEX (QOpMaTOB CM.,
HanpuMep, B Klein et al. 2012, mAbs 4:6, 1-11 ¥ UUTHUPYEMHX B TaM
CCRUIKAX) . Bucneumpmueckmre aHTHUTeJa TakKXe MOXHO CKOHCTPYMPOBATE C
UCIIOJIE30BaHMeM KOHBTalUKM IelNTUOOB/HYKJIIEMHOBEHX KUCJIOT, HalpuMep,
TIe HeeCTeCTBEHHHE AMVMHOKMCJIOTH C  OPTOTOHAJLHOM  XMMUUECKOM
pPeakUMOHHOM CIOCODHOCTBLI MCIOJL3YIT OJIA TOI'o, UYTOOB CO3OaBaTh
KOHBOTATH CaT-CHeUnudrnUecKMxX aHTUTeJI UM OJUTOHYKJIEOTUMIOB, KOTOPHEe
3aTeM CaMOOPTaHM3YITCd B MyJILTHMMEPHBEE KOMILJIEKCH olIpeleJIeHHOM
KOMIIO3ULIMKM, BaJIEHTHOCTM U TeoMeTpum. (CM., Hamnpumep, Kazane et
al., J. Am. Chem. Soc. [Epub: Dec. 4, 2012]).

[0097] AHTUTeJIa, MCHOJb3yeMbele B crnocobax I[IO0 HacToAlmeMy

n300peTeHND, MOTYT rnpencTraBJIATE cobomr aHTHUTEeJIa yeJIOBEeKa.
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[IpenyCMOTPEHO, UYTO TEepMMH «aHTUTEeJIO ueJIoOBeKa», KakK MCIOJL3YIT B
HacToAmeM ONMCaHMM, BRJUYAET aHTUTeJsa, HuMelmye BapuabeJIbHBEE U
KOHCTAaHTHHE obJjlacTH, IOJIyUeHHEIe nus IOCJIeIOBaTEJILHOCTEN
VMMYyHOTJIOOYJIMHOB UYeJloBeKa 5SMOPMOHAJIBHOTO THIla. AHTUTEJla dejloBeka
1o wun300peTeHMID, TeM He MeHee, MOTI'YT COHOepXaThb aMMHOKMCIIOTHHE
oCTaTKH, He KOIOMPYEMHE IIOCJIENOBATEJIBHOCTAMU  MMMYHOTJIOOYJIMHORB
yeJIoBeka SMOPMOHAJIBHOTO TUlla (HanpuMmep, MyTaluy, BBeIeHHBEe C
IIOMOIILI0 CJIYUaMHOTO WJIM cauT-clIeluduueckoro MyTareHesa 1n vitro
WUIM COMATHMUECKMX MyTaluuy in vivo), Haopumep, B CDR wmu, B
yacTHOCTM, CDR3. OIHakoO He TINIpeldyCMOTPEHO, UYTO TEPMMH «aHTUTEJIO
yeJIoBeKa», KakK  MCIIOJIbE3YIT B HacTodmeM  OIMCaHUM, BKJIOUAET
aHTUTeJa, B  KOTOPHX IocJemoBaTeJibHocTu  CDR, [IOJIYyUeHHHEe U3
3apOIOHIIEeBOM  JIMHUM  MIEKONMTAMIMX IPYIUMX OMOJIOTMUEeCKMX BUIOB,
TakMxX Kak  MBIb, IepecaxeHH B KapKacHHe I[I0CJeloBaTeJIbHOCTHU
yeJIOBEKa.

[0098] Ad”TMTeJla, MCIOJbB3YyeMHe B crnocobax I[I0 HaCTOoAIeMy
n300peTeHro, MOTYT IIPeOCTaBJIATL CcoO0M peKOMOMHAHTHEE aHTHUTeJa
yeJjioBeka. llpedyCMOTPeHO, UTO TepMMH «peKOoMOMHaHTHOE aHTUTEJIO
yeJIoBekKa», KaK MCIOJbL3YIT B HaCTOAMNEM OINMCAaHMM, BKJIOUaAeT BCe

aHTHTEeJIla YeJIOBEeKa, KOTOPHEe IIoJIydalnT, SKCIIpeCCHUpyrnT, CO3TanT WIIN

BEIOEJIAIT peKOMGMHaHTHHMM cperlcTeamm, HallprMep, aHTmuTesla,
SKCIIpeCCHUpyeMEIe C VICIIOJIE 3OBaHMEM peKOM6MHaHTHOPO
SKCIIpecCccCHrupyrmeIo BeKTOpa, IIepeHeCeHHOT'O B KIIETKY—-X0O34MHa

(ODOTIOJIHMTEJIBHO OIIMCAaHO JaJiee), aHTHUTeJla, BHEIOeJIeHHHe U3 OUMOIMOTEeK
PEKOMOMHAHTHHX KOMOMHMPOBAHHEIX aHTUTEJ uYeJloBekKa (IOOMNOJIHUTEJILHO
ONIMCaHO HOajiee), aHTUTeJla, BHIOEJIEHHHEe Y XMBOTHOTO (HalIpMUMep,
MHBIIM) , KOTOPHE HABJIAKTCH TPAHCITEHHHMM I[I0 T'eHaM WMMYyHOTJIOOYJIVMHOB
yeJioBeka [cM. Hamnpumep, Taylor et al. (1992) Nucl. Acids Res.
20:6287-6295], MIIn aHTUuTeJa, roJlydyaeMue, DKCIPeCCUpyeMHe,
coznaBaeMble WMJIM BHIOEJIAEeMBE C IIOMOMBK JIOOBIX JOPYI'MX CPenCcTE,
KOTOPHE BKJIOUYAKT CILJIaMCHHT mocjienoBaTeJIbHOCTEN T'eHOB
VMMYyHOTUIOOYJIMHOB UeJioBekKa ¢ JpyruMmm [THK [DocienoBaTeJIbHOCTAMA.
Takmre pPeKOMOMHAHTHEE aHTHUTEJIa UYeJIOBEKa UMMeKnT BapuabeJIbHEHE U
KOHCTaHTHHE oBJjlacTH, [IOJIYYEHHHEE ns3 IocjiefoBaTEeJIbHOCTEN
VIMMYHOTJIOOYJIMHOB JeJIOBEeKa SMOPUMOHAJIEHOTO THUIIa . OmHakKo B

OoIlpeneJIeHHEX BapMMaHTax OCYyIeCTBIIEHNA TaKre peKOM6MHaHTHHe
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aHTUTeJIa YeJioBeka IIOIBepTralT MyTaTleHe3y 1n vitro (miam, KoTZHa
MCIIOJIE3YIOT  XMBOTHOE, TpaHCI'eHHOe I[I0 IocjeloBaTeJlbHOCTAM Ig
yeJIoOBeKa, COMaTMUeCKOMYy MyTaleHe3y 1in vivo) M, TakuM of0pas3oM,
AMMHOKMCJIOTHEE [I0CJIeNOoBaTeJJbHOCTY objlacTel Vi M Vi peKOMOMHAaHTHEX
AHTUTEJ TIPeICTaBJglT CcoBOOM I[OCJIelOBaATEeJILHOCTHY, KOTOPHE, XOTd U
IoJlydyamnT U3 IocjenoBaTeJibHOCTeM Vg ¥ Vi  3apOIBINIEBON  JIMHUU
UeJIOBeKa ¥ POLNCTBEHHH MM, MOIYT He CYIEeCTBOBaATHL B IIPUPOLOE B
penepTryape 3apoObIIeBOV JIMHUM aHTUTeJI ueJioBeKa in vivo.

[0099] B COOTBETCTBUU C OorpeleJIe HHEIMU BapMaHTaMM
OCYWeCTBJIEHNA, aHTHUTeJla, MCIOJb3yeMble B crocofax I[I0 HacCToAlleMy
n300peTeHNnn, ClrieumnpmuueCcKu CBAS3EBATCA C PD-1. TepMUH
«CreuudruUeCKM CBA3HBAKT® WM TOMYy [IomoOHOe oOO3HadaeT, 4To
AHTUTEJIO WJIM €70 aHTHUTeHCBA3HBAKMUM dpaTMeHT o0pasyeT KOMILJIEKC C
AHTUTEHOM, KOTOPHM OTHOCHUTEJNEHO CTabujleH Opu (QU3UOJOTUUECKHUX
yCcJoBuax. CHOCOOE oOlpenejieHusd TOoI'o, CIeUudUUIeCcKM JIM aHTUTEJIO
CBA3HBAETCSI C AaHTHUITEHOM, XOpOmMO M3BEeCTHE B IOaHHOWM 0O0JlaCTU WU
BKJIOUAKT, HalpUMep, PaBHOBECHHM OMaJIM3, [IOBEPXHOCTHHM ILjla3MOHHEM
pe30cHaHC ¥ T. . Hamopumep, aHTUTEJO, KOTOpOe «CIelUnudpruecKu
CBA3BBaET» PD-1, Kak VCIIOJIb 3YIOT B KOHTEKCTe HacTodAmero
n300peTeHNa, BKJOUaAeT aHTUTeJla, KOTOpHe CcBA3bBawnTcad ¢ PD-1 wmim
ero uyacTb C Kp MeHbmle ueM OpubiamzuTensHo 500 HM, MeHbBIle UYeM
npubamusuressHo 300 HM, MeHbHle dYeM OpubIM3mMTebHO 200 HM, MeHbIEe
yeM Opubiam3auTegbHo 100 HM, MeHbIle ueM Opubiau3auregbHo 90 HM,
MeHbIle uYeM NOpubiausmTesabHO 80 HM, MeHbIle UYeM OpUbIM3UTeJIbHO 70
HM, MeHblle YeM OIpUbIM3UTeJIbHO 60 HM, MeHblle UYeM OpUOJIMU3UTEJIEHO
50 HM, MeHbIIe yeM NPUBIIN3UTEIJIEHO 40 HM, MeHbIIe yeM
npubams3nuresisHO 30 HM, MeHblle dYeM NpUOIM3UTeNbHO 20 HM, MeHblE
ueM NOpubmsuTesibHO 10 HM, MeHblle UeM NpUOIM3UTEJIEHO 5 HM, MeHble
ueM NOpuOImM3uTelibHO 4 HM, MeHblle dYeM NPpUOJIU3UTEeJIbHO 3 HM, MeHble
ueM NIpUOJIM3UTEJIEHO 2 HM, MeHblle uUeM OpUOJIM3UTeJJEHO 1 HM wim
MeHblle 4YeM NOpubim3uTeseHo 0,5 HM, Kak U3MepAOT B aHajluse
[IOBEPXHOCTHOT'O [1JI1a3MOHHOTO pe30cHaHCca. OOoHako BHIEJIEHHOE
AHTUTEJIO, KOTOopoe clHeuudpnueckm cCBaA3wBaeT PD-1 dyejioBeka, MOXET
ofbJjlaaTh IIepPeKPEeCTHOM PeaKTMBHOCTBK C IPYyTMMM aHTUITeHaMM, TaKMMU
Kak MOJIeKyJIH PD-1 oT Opyrux OMOJOIMUEeCKMX BMIOOB (He OTHOCAIMXCA

K UeJIOBEKY) .
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[00100] B COOTBETCTBUU C OonpeneJle HHEIMU 00pa3L0BEMU
BapMaHTaMM OCYWeCTBJIEHMA HACTOAWEIo M300peTeHMA, aHTUTEJIO IPOTUB
PD-1 wmiIM ero aHTUTEHCBA3HBAKIUNM QparMeHT COIOEepXUT BapuabellbHYK
objacTe Taxegon uenm (HCVR), BapmuabelsbHyl 00JaCTb JIeTKOM Lielu
(LCVR) U/ UM oHIpelesignmye  KOMIIJIEMEHTAapHOCTL  00JIacTH (CDR) ,
comepxalyre aMMHOKMCJIOTHEE I[IOCJEeNOBaTEJIEHOCTM JIIOOTO M3 aHTUTEe
IIPOTUBR PD-1, Kak M3JIOXKEHO B nyoJanKaumm raTeHTa CIIA e
20150203579, HaCTO AIMM BKJIOUEHHOM B [IOJIHOM obweMe. B
oInpeneJieHHHX OOpa3LOBHX BapMaHTax OCYWeCTBJIEHMSA, aHTUTEJIO IIPOTUB
PD-1 VI ero AHTUT eHCB S'3LB a1 bparmMeHT, KOTOPHE MOXHO
MCIIOJIb30BaThE B KOHTEKCTe CIOCODOBR IIO HaCTofAlleMy WM300peTeHUn,
comepXaT oNpenejdolre KOMIJIEMEHTapHOCTL OOJIaCTU TSEKeJIOM 1Lelu
(HCDR) wm3 BapmuabedbHOM ob6JacTm Taxesor Lenu (HCVR), comepxament
aMMHOKMCJIOTHYK IocJenmoBaTesJIbHOCTE SEQ ID NO:1, m onpenesdomye
KOMIIJIEMEHTAPHOCTE 0o6JacTu Jerkou uLenu (LCDR) wu3 Bapuab®ellbHOM
obylacTH JIeTKOM LHenm (LCVR), comepxamemn AMMHOKMCJIO THYIO
nocjienoBaTeJIbHOCTE SEQ ID NO:2. B COOTBeTCTBMM C OlpeleJIeHHBEMU
BapuUaHTaMu OCyWeCTBJIEHUI, AHTUTEJIO IPOTUB PD-1 VIV ero
AHTUTEeHCBA3HBaINUM GparMeHT comepxuT Tpu HCDR (HCDR1, HCDR2 wu
HCDR3) m Tpm LCDR (LCDR1, LCDR2 wm LCDR3), rme HCDR1 comepXuT
aMMHOKMCJIOTHY IIOoCcJegoBaTesIbHOCTE SEQ ID NO:3; HCDR2 COOEPXHUT
aMMHOKMCJIOTHYI TIIocJegoBaTesIbHOCTE SEQ ID NO:4; HCDR3 COOEPXHUT
AMMHOKMCJIOTHYH IOocJemoBaTesJIbHOCTE SEQ ID NO:5; LCDR1 COOEPXUT
AMMHOKMCJIOTHYH IIOocJemoBaTesJIbHOCTE SEQ ID NO:6; LCDR2Z COOEPXUT
AMMHOKMCJIOTHYH IIocJeloBaTeJIbHOCTE SEQ ID NO:7; m LCDR3 COOEPXUT
AMMHOKMCJIO THYIO IIOCJIEOOBATEJILHOCTE SEQ 1D NO:8. B OIPpYyTUX
BapuaHTax OCYWeCTBJIEHUSI aHTUTEJIO IIPOTUB PD-1 VIV ero
AHTUTEeHCBA3HBamMMUy ¢parMeHT comepxmuT HCVR, comepxamyio SEQ ID
NO:1, m LCVR, comepxamyw SEQ ID NO:2. B omnpelleJIeHHEX BapMaHTax
OCYIWEeCTBJIEHUA CIIOCOOH 1o HacTodleMy n300peTeHnO BKJIIOUAT
MCIIOJIb30BaHMe aHTuTeja HpoTtus PD-1, roe aHTUTEeJIO COLOEPXUT
TAXKEIJIYD Lelb, COoepXallyld aMMHOKMCIIOTHYK I[IOCJeHOBaTeJIbHOCTE SEQ
ID NO:9. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS aHTUTEJIO MNIPOTUBR PD-
1 COOEPXUT JIETKYIO Lelb, comepxamyn AMVHOKMCJIOTHYIO
nocjienoraTeJibHOCTE SEQ ID NO:10. OfpasuoBoe aHTUTEJIO, CcoIepXallee

TAXeJIYIo LIellb, coepXxamyrn aMMHOKMUCIIOTHYI IIOCJIeIOBaTeJILHOCTE SEQ
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1D NO:9, " JIEeTKYIO 11erlb, Coepxalyn AMVHOKMCJIOTHVYIO
mocjienoBaTeJIbHOCTE SEQ ID NO:10, npencraBjgeT coboV aHTUTeJIO
npoTMe PD-1 T[IOJIHOCTBK UYeJIOBEeKa, M3BEeCTHOe Kak REGN2810 m Takxe
M3BECTHOe Kak sMIoMa . B COOTBETCTBUK C onpeneJeHHEMM
00pas3LOBEMM BapMaHTaMM OCYIEeCTBJIEHUA, CIIOCOOEl IO HacTodlleMy
n300peTeHU0 BKJIOU AT MCIIOJIb30BaHMe REGN2810 VI ero
OMOBKBMBAJIEHTA . TepMrH KOMOBKBUBAJIEHT», Kak MCIIOJIE 3YIOT B
HacToAmeM ONMCaHMM, OTHOCUTCHA K aHTuTeJaM OpoTuMB PD-1 wmiam PD-1-
CBA3EBallMM DeJsikaMm VI X b¢parMeHTaM, KOTOPHE ABJIAITCA
bapMalleBTHUUECKUMU SKBHUBAJIEHTaMU VI bapMalleBTHUECKUMA
aJbTepHaTVBaMM, VY KOTOPHX CKOPOCTH U/UJIM CTeleHb adcopbluuuy He
IIOKa3HBaeT 3BHAUMMHX pPa3JIMuMM C TakKoBHMM y REGN2810 mnpm BBeIeHHUEe
B TOM Xe MOJIAPHOM J03e B CXOXMX BKCIepPUMEeHTAaJIbHEX YCJIOBUAX,
OIOHOKPAaTHOM bifelcle)i VI HECKOJIbLKMMA DO3aMM. B KOHTEKCTE
n300peTeHmA TepMUH OTHOCUTCH K QHTUTEeHCBA3HBaIMUM  DeJikaM,
KOTOpPHE CBA3EBanTCA C¢ PD-1, KOTOPHE He MMeRT KIMHUUECKM 3BHAUMMEIX
pazanunii ¢ REGN2810 B OTHOWEHMM UX 0Oe30MIaCHOCTH, UKCTOTH U/WIN
AKTMBHOCTH.

[00101] B COOTBETCTBUK C OrpeleJle HHEMU BapMaHTaMM
OCylleCTRBJIEHMSA  HacTOAWEeIO ns3obpeTeHms, CpenoCcTBO [IpOTUB PD-1
YyeJIOBeka WJIM €TI0 aHTUIeHCBA3HBalmuil odparMeHT colepxuT HCVR,
koTopad Ha 90%, 95%, 98% wmium 99% uUIOeHTHMYHa IIOCJIeIOBAaTEJIbHOCTHU
SEQ ID NO:1.

[00102] B COOTBETCTBUU C OoIpeleJIe HHEIMU BapraHTaMM
OCYUIeCTRBJIEHMA  HaCTOAWMETO n3obpeTeHm, CpenocTBO IIPOTUB PD-1
yeJIoOBeKa WM eT0 aHTUTeHCBA3HBakmui o¢parMeHT comepxuT LCVR,
koTopasa Ha 90%, 95%, 98% wmimm 99% HMIeHTMUHa I[I0OCJEeIOBaTEeJIbHOCTHU
SEQ ID NO:2.

[00103] B COOTBETCTBUU C oIpeleJIe HHEIMU BapMaHTaMM
OCYIEeCTRBJIEHMA  HaCTOAmMEeTIO n3obpeTeHm, CpencTBO IIPOTUB PD-1
yeJIoBeKa WM eT0 aHTUTIeHCBA3HBakmMY QparMeHT comepxuT HCVR,
Ccoepxamymo AMMHOKMCJIJIO THYIO IIOCJIEeIOBaATEJILHOCTD SEQ ID NO:1,
KOTOpad MMeeT He OOoJiblle 4WeM 5 3aMeH aMMHOKMCIIOT. B COOTBeTCTBUU
C OIpeleJIeHHBMM BapMaHTaMM OCYIeCTBJIEHMA HACTOAIlero M300peTeHud,
CpenoCTBO  [IPOTUB PD-1 JeJIOBEKa - WMIIM ero AHTUTEeHCB A 3HRBallni

bparMeHT COIOEPXUT LCVR, comepxalyio AMMHOKMWCJIIOTHYIO
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nmocjenoraTeJibHOCTE SEQ ID NO:2, koTopas uMeeT He OOJblle UeM 2
3aMeHB aMMHOKMCJIIOT .

[00104] VIDeHTUMUHOCTD [IOCJIeIOBATEJILHOCTEN MOXHO  M3MepAaTh
JIOOBEIM  M3BEeCTHBIM B OaHHOM ofOjlacTu crnocobomMm  (Hampumep, GAP,
BESTFIT m BLAST) .

[00105] HacTosmee n3obpeTeHMe TakKxe OTHOCUTCSH K
VICIIOJIb 30BaHUIID AHTUTEJI IPOTUB PD-1 B crnocobax JIeueHM s
3JIOKAYECTBEHHOM  OIIYyXOJIM, roe aHTuUTeJa OpoTuB PD-1 cozepxart
BapMAaHTH JIOOHX M3 aMUMHOKMCIJIOTHHX IIocJemoBaTeJibHOocTelm HCVR, LCVR
u/ma CDR, PacCKpPHTHX B HaCTOAMeM ONMCAHUM, KOTOPHE MMelT OIOHY
WM HEeCKOJIEKO KOHCEePBATMBHHX aMUMHOKMCJIOTHHIX 3aMeH. Hamnpuwmep,
HacTodmee M300peTeHMe BKIKUAET WMCIOJbL30BaHME aHTUTeJI OpOTHUB PD-
1, wuMenmMx aMMHOKMCJIOTHEIE IIOocJlemoBaTesibHoCTM HCVR, LCVR wu/unm
CDR, Hanpumep, ¢ 10 wmiImM MeHBIlE, 8 WJIM MeHblle, 6 WIM MeHbIe, 4
WV MeHblle ¥ T. J. KOHCEPBATMBHEIMM aMWUHOKUCIIOTHEIMM 3aMeHaMM
OTHOCUTEJILHO JIOOHX M3 aMUMHOKMCIJIOTHHX IocJjlemoBaTeJibHoCTel HCVR,
LCVR m/mnm CDR, PaCKPHTHX B HaCTOAMEM OIMCaHUN.

[00106] Ipyrue aHTUTeJa IpOTUB PD-1, KOTOPEIE MOXHO
MCIIOJIE30BaATE B KOHTEKCTe CIoCcofOB [0 HacTodlleMy U300peTeHu,
BKJIOUAT, HaIpuUMep, aHTuTeJa, ofo3HauaeMble M WM3BECTHHE B IaHHOM
obJjacTM Kak HuBOJyMad® (maTeHT CIA N 8008449), nembposmn3ymatd
(maTenT CHIA N 8354509), MEDIO60S8 (maTenT CIMA N 8609089),
nuouian3ymMad (maTtednT CIIA N 8686119) wmam Jmobele M3 aHTUTEJ [IPOTUB
PD-1, kak MBJIOXeHO B IaTeHTax CIIA NN 6808710, 7488802, 8168757,
8354509, 8779105 mmum 8900587.

[00107] Ax”TMTeJla HOpoTuB PD-1, uMCHOJBb3yeMbEle B KOHTEKCTE
criocof0OB IO HacToAmeMy M300peTeHuK, MOTYT MMEeThb XapaKTepUCTUKU
CBA3EBaHNUA, 3aBucamue oT pH. HamnpuMmep, a”HTUTeJO OpoTue PD-1 mjiga
VICTIOJIL 30BaHU A B crocobax 1o HacToAmEMY  M300peTeHMK  MOXET
IEMOHCTPMPOBATE CHWXEHHOE CBA3HBaHMe C PD-1 mnpm kmcjgomM pH 1o
CpaBHeHMID C HeWTpaJbHeM pPH. AJILTepHATHMBHO, aHTUTEeJIO OpoTuMB PD-1
o mM300peTeHMK MOXET IEMOHCTPUMPOBATH YCUMIIEHHOE CBA3BBAaHME CO
CBOMM aHTUIeHOM IIpu KucJoM pPH IO cCcpaBHEeHMIO C HeWTpaJbHEM pH.
BrpaxeHre «KUCIHM pPH» BKJ0OUaeT 3HaueHUda pH MeHbIle OpUOIM3UTEJILHO
6,2, HaIopumep, HOpubiau3ureasHo 6,0, 5,95, 5,9, 5,85, 5,8, 5,75
57, 5,65, 5,6, 5,55, 5,5, 5,45, 5,4, 5,35, 5,3, 5,25, 5,2,
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5,15, 5,1, 5,05, 5,0 wmum w™MeHbme. KaK MCHOJIB3YIOT B HaACTOAMEM
OnIMCaHuu, BEIpaXeHNE «HeWTpaJlb HEM pPH» oBos3HauaeT pPH
NPUOIIU3UTEJIBEHO oT 7,0 NPUOIU3UTEJIEHO oo 7,4. BrpaxeHue
KHEWTpAaJIbHEM pPH» BKJIOUaeT 3HaueHusa pH npubiausurenssHo 7,0, 7,05,
7,1, 7,15, 7,2, 7,25, 7,3, 7,35 u 7,4.

[00108] B omopeleJieHHHX CJy4YasX «CHWXeHHOe CBA3HBaHMe C PD-1
Ipu KKcJoOM PpH IO CpaBHEHMIO C HeMTpaJlbHEM PH» BHpaxaioT B eIMHMIIaxX
COOTHOmMeHMsa 3HaueHusa Kp CBA3BBaHMA aHTHUTeJla ¢ PD-1 npm kmcjom pH
1 3HaueHusa Kp CBA3BIBaAHUA aHTUTeJla ¢ PD-1 nOpm HeMTpaJibHOM PH (Mim
HaobopoT) . Hampumep, AHTUTEJIO VI ero AHTUT eHCB I3LB a1
dparMeHT MOXHO pacCMaTpPMBATh B KaudeCTBe IMPOABJIAKIETO «CHMWXEHHOE
CBABEBaHMe Cc PD-1 mpu KMUcCJIOM pH IO CpaBHEHMIO C HeUTpaJbHEM pH»
OoJIS lLeJey HacTodmero um3o0bpeTeHuUdg, ecJiM aHTUTeJIO WJIM  eTo
AHTHUT eHCB S 3HBalmi bparMeHT [IPOABJISAET COOTHOIEeHME
KM CJION/ HeMTPaJIbHOM Ko NPUOIJIUBUTEJIEHO 3,0 W BoJiee. B
oTpelleJIeHHBIX oBpa3L0BHX BapMaHTax OCYIECTBJIEHU A COOTHOIIEHNE
KMCJION/HelTpaJdbHo Kp  OJd aHTUTEeJla WK AHTUTeHCBA3HBAKIIETO
bparMeHTa 1o HacTOoAleMy n300peTeHnn MOXeT COCTaBJIATH
npmbiausurejarso 3,0, 3,5, 4,0, 4,5, 5,0, 5,5, 6,0, 6,5, 7,0, 7,5,
8,0, 8,5, 9,0, 9,5, 10,0, 10,5, 11,0, 11,5, 12,0, 12,5, 13,0,
13,5, 14,0, 14,5, 15,0, 20,0, 25,0, 30,0, 40,0, 50,0, 60,0,
70,0, 100,0 wmam 6GoJiee.

[00109] AHTUTeJIa c PH-3aBUCUMBEIMIA XapaKTepuUCcTUKaMm1
CBABBIBAHMSA  MOXHO  IIOJIyYaTh, HapuMep, [IOCPeICTBOM CKPMHMHIA
INONYyJALUMM aHTUTeJI Ha CHWXeHHoe (MM VYCWJIeHHOe) CBSA3BBaHMe C
KOHKPETHEM aHTUTEeHOM IIPUM KMUCJIOM pH II0 CPpaBHEHMI C HeUTpaJbHBM
pH. JOHNOJHUTEJBEHO, MOIMOMKALIMM aHTUIEeHCBA3HEBAKIETO OOMEeHa Ha
AMMHOKMCJIOTHOM YPOBHEe MOTYT IaBaThk aHTHUTeJla C pH-3aBUCUMBEIMUA
XapaKTepUCTUKaAMMA . Hampumep, [IOCPEeNCTBOM 3aMeHH OIoHOM VI
HECKOJIBKMX aMMHOKMCIIOT aHTUIeHCBASZHBAKIETO JOMeHa (HalpuMep, B
CDR) Ha oCTaTOK TIHUCTUIMHA, MOXHO IIOJIy4YaThb aHTUTEJIO CO CHWXEeHHBEM
CBASEHBAHMEM aHTHUIeHa IIPU KUCJIOM PH OTHOCUTEJILHO HeUTpaJlbHOTO pH.
Kak MCIOOJB3YIT B HaCTOAMNEM OIMCAaHMM, BHpPaXeHMVe «KUCIEM pPH»
oBosHauaeT pH 6,0 MM MeHbIIE.

KoMOuHMpOBaHHasA Tepallns

[00110] CrniocoBrl IO HaCTOLlleMy M300peTeHMuI0, B COOTBEeTCTBUU C
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onpeneJIe HHEIMA BapraHTaMu OCymeCTBJIEHUS, BKJIOUAIT BBeIeHUe
VMHIUBUOY TepaleBTUUECKM 5OOeKTUBHOTO KOJMUECTRBa aHTUTeJla IPOTUB
PD-1. B onpeneJyieHHHX BapMaHTax oCylmeCcTBJIeHUA CIIOCOOH I10
HacTofAlleMy M300peTeHMI BKJIOUAKT BBeOeHMEe JIydeBOM Tepaluu B
KOMOVHAaUUN c AHTUTEJIOM  I[IPOTUB PD-1 nJjisa AOONTUBHOM WU
CHUHEPTUUECKON AaKTUBHOCTM, UTOOH JIEUUTH 3JI0OKAUECTBEHHYI OIIYyXOJb.
Kak MCHoJabp3yoT B HACTOAMEM OINMCaHMM, BHpPaXeHMe «B KOoMOMHALMWM C»
ofosHaUaeT, UTO JYyUYeBYK Tepanuio BBOOAT OO, IIOCJe WM IIapajljleJIbHO
C aHTUTeJIOM HOpOoTuB PD-1. TepMMH «B KOMOMHaAMM C» TaKXe BKJOUaeT
IoCJIeNOBaTEJbHOE MM CONYyTCTRYyKIMee BRBeleHMe aHTUTeJla OpoTuB PD-1
1 JIydeBOM TepanuM. Hanopumep, OpY BBeOeHUUM «OO» JIYyUJeBOW Tepamluu,
aHTUTeJIO HOpoTMB PD-1 MOXHO BBOOIUTEL OoJbme dYeM 3a 150 uyacos,
Opubam3uTeJJstHO 3a 150 wacoe, nOpmbamsuressHo 3a 100 uyacos,
NIPUOIMU3UTEIBEHO 3a 72 Jaca, NPUOIM3UTEIBEHO 3a 60 Jyacos,
NPpUOIMU3UTEIBEHO 3a 48 Jyacos, NPUOIMU3UTEBEHO 3a 36 u4acos,
NPUOIMU3UTEIBEHO 3a 24 Jaca, NPUOIM3UTEIBEHO 3a 12 Jyacos,
NpUOIIN3UTEJIEHO 3a 10 Jyacos, NPUOIIN3UTEJIBEHO 3a 8 yacoB,
NIPUOIIU3UTEIIEHO 3a 0 Jyacos, NPUOIMU3UTEIIEHO 3a 4 yaca,
OpubamM3nTeJIbHO 3a 2  4aca, OpUBIM3UTENIBLHO  3a 1 wac wim
OpubInU3nUTeJJbHO 3a 30 MMHYT, OPpUOIM3UTEJILHO 3a 15 MUHYT WK
OpubIU3nUTeJbHO 3a 10 MMHYT OO I[OpOBeHOeHMs JIydeBOM Tepanuu. Illpu
BEEIEeHUM «IIOCJIe» JydeBOM TepallMM, aHTUTeJIO OpoTuB PD-1 MOXHO
BBOIUTEL MNPpUOIMU3UTENBRHO dYepes 10 MMHYT, OPpUOIM3UTEIBLHO dYepes 15
MUHYT, OpuUOIM3UTedbHO uepe3 30 MMHYT, OpuUOIM3UTEJILHO uUepes 1
yac, OpubIM3UTEJILHO uYepes 2 Yaca, IpubiIuMsuTes bHO uYepe3 4 dyaca,
OpuBIM3UTEJILHO Yepe3 6 YacoB, NIpUOIMBUTENBRHO UYepes 8 Yacos,
OpUOIU3UTEJIEHO dYepe3 10 uwacos, NOpUOIM3UTEJIBHO dYepe3 12 uyacos,
OpUOIU3UTEJIEHO dYepe3 24 uyaca, NOpUbOIM3UTEJIBHO UYepe3 36 uYacos,
OpUOJIU3UTEJIEHO dYepe3 48 uwacop, NpUOIU3UTEJIBHO dYepe3 60 uacos,
NpUOIU3UTEJIEHO dYepe3 72 dJaca wiM 0OoJiblle UeM depes 72 4Yaca I[IocJie
IpOBEeNeHNsa JIyUeBOM TepalMM. BReleHMe <«IIapallJIeJIbHO» C JIydeBOu
Tepanue o6003HadaeT, UYTO aHTUTeJO IpoTuB PD-1 BBOOAT MHIMBUIAY B
nopenejlax MeHbme uyeM 10 MMHYT (OO, TIIOCJHe WMJIM OOHOBPEMEHHO) OT
IIPOBENeHA JIyUeBOW Tepallu.

[00111] B omnpemeJieHHHX BapMaHTax OCYHMEeCTBJIEHUS CIOCOOE IIO

HacCcToAlleMy I/IBO@peTeHMIO BRJIIOY AT BBell€HNMEe OJOIIOJIHMTEJIBHOT'O
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TepalleBTUYECKOT'O CpPelCcTBa, I'Ie HNOIOJIHUTEJIBHOE TepalleBTUUeCKOoe
CpPenCTRBO npelCcTaBJIgeT cobomr JIeKapCTBEHHOE CpencTBO [IPOTUB
3JIOKAUECTBEHHOM OIyXoJiM. KakK MCHOJB3YIT B HaACTOSAIeM OIMCaHUH,
«JIeKapCTBEHHOE CpencTBO [IPOTUB 3JI0OKaueCTBEeHHOM OIIY XOJIN»
oBos3HauaeT JHoOOe CpelCTBO, KOTOPOEe MOXHO MCIIOJBE30BaTh IJIS TOTO,
UTOOH  JIEUUTH 3JIOKAUECTBEHHYD  OIIYXOJlb, BKJIlOUA A B KauecTBe
HeOoTpPaHMUMBAKIMX IPUMMEPOB LMTOTOKCUMHEL M TaKKue CpencTBa, Kak
AHTUMe Tad®OJIMTH, AJIKMJIMPYyIMe cpencTrea, AHTPAaUMKJIMHEL,
aHTUOMOTUKM, AHTUMUTOTHUUCCKUE cpencTrRa, npokap®a3uH,
TMIPOKCMMOUEeBMHA, acllaparuMHaszsa, KOpTUMKOCTepoumwr, wMuToTaH (0O,P'-
(DDD) ), BroJgiorMuecKkme cpencTrea (HanpuMep, aHTuTeJa "
VHTepbepPOHH ) u pamroaKTHBHEE CpencTEa. Kak VICIIOJIb 3YIOT B
HacCTOAmMEM OINMCaHUM, KIUTOTOKCHMH WJIM LIMTOTOKCHUECKOE CPelCTBO»
TakKXe OTHOCUTCSA K XUMMOTEpPAlleBTUUECKOMY CpPelCcTBY M 00O0O3HauaerT

Jmodoe CpPenoCTBO, KOTOpPOEe BPEeIOOHOCHO IJA KJeTOokK. IlpuMeph BKJIOUAKT,

HO He OoTpaHMuMBaigchk 5TuM, TakcoJa® (makjamMTaKcel), TeMo30JaMUl,

LMTOXaJla3UH B, TpaMULUMIONH D, B oMM C THIN STUIONM, SMEeTUH,
LUMCIJIaTUH, MUTOMHUIIVH, 3TONOBUIN, TEeHOIIO3U, BUHKPUCTHUH,
BUHOJIACTHUH, KOJIXULIMUH, DOKCOPYOMUIIMH, DayHOPYOMLMH,

OUTUOPOKCUAHTPAUMHIONOH, MUTOKCAHTPOH, MUTPaMMUILMH, aKTUMHOMULMH D,
l-meruopoTeCTOCTEPOH, TJIOKOKOPTUKOUIEL, [IpOKauH, TeTpakKauH,
JIMOOKaVH, [IPOIPaHOJION U IYPOMUILMH M MX aHaJIoTW WJIM T'OMOJIOTM.
[00112] B omnpemeJIeHHHX BapMaHTax OCYMeCTBJIEHUS CIOCOOB IIO0
HacToAmeMy n300peTeHND BKJIOUAT BBeOeHue OOIIOJIHUTEJILHOTO
TepaleBTUYEeCKOTO cpencTrBa VI TepaleBTUUeCKOM CXEMEI WIIN
Opolelyps, BHOPAHHEX M3 TPYIIL, COCTOLmMeN U3 XUPYPIMUeCKOTO
BMemaTeJIbCTBa, OOJYyYeHMs, MHIMOMTOpa JIMTaHIa 3alpolpaMMUPOBaHHOM
cMepTt 1 (PD-L1) (HanpuMmep, aHTUTeJa OpoTuB PD-L1, Kak pPacKpPHTO
B oOyOimMKaumMmM Iartedra CIA 2015/0203580, MM aTeszosm3yMada),
MHTUOUTOpa TeHa aKTuBauum  JUuMOOUMTOB 3 (LAG-3) (HanpuMep,
aHTuTeJla npoTue LAG-3), wuHruturopa ©Oejdka 4, acCOUMMPOBAHHOTO C
HUUTOTOKCHMUeCKMM T-JmMmbpoumTamm (CTLA-4) (Hanpumep, unonianMyMmada),
MHTUOUTOPpa pelLenTopa  WHIYIMPOBAHHOT'O IVIKKOKOPTUKOMIaAMM GaKTopa
HeKpo3a OIIYyXOJIN (GITR) (HanpuMep, aHTHUTeJa IpOTUB GITR),

MHTUOMTOPa comepxamero T-KJIEeTOUHBEM MMMYHOIJIOOYJIMH ¥ MyLUMH-3
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(TIM3), wmHIHMOMTOpa B- wm T-auMmMpoumTapHOTO aTTeHwaTopa (BTLA),
MHIMbuTopa T-KJIEeTOUHOI'O MMMyHOpellelTopa ¢ OoMeHaMu Ig wm ITIM
(TIGIT), MHTHUOUTOpAa cb47, AHTAaT'OHMUCTAa OpyToTo T-KJIEeTOUHOTO
KOMHITUOMUTOpa WM JuTaHIoa (HanpuMep, anTuTeJla k CD-28, 2B4,
LY108, LAIR1, ICOS, CD160 mum VISTA), wmHrubmuropa CD20 (Hanpumep,
aHTuTeJyila npoTuB CD20 wmim Oucneumpuueckoro CD3/CD20 auTHTesa),
MHTUOUTOpa MHIOOJIaMMH-2, 3—IMOKCUTeHazH (IDO), aHTaroHMcTa ¢gaKTopa
pocTa »HOoTeusa cocynok (VEGE) [Hanpumep, «VEGF-Trap», TakoTIo
Kak adaubepluenT wIM IOpyro¥ VEGF-MHIUOUPYIOMMUM CJAMUTHM OeJIoK, Kak
n3JoxeHo B US 7087411, wiam a”HTUTesla OpoTuB VEGFE wmim  ero
AHTUTEHCBA3HBAKIETO bparmMeHTa (HanpuMep, DepaumszymMaba I
paHubmsyMaba) WIM HU3KOMOJIEKYJISAPHOT'O MHIMOUTOpAa KMHA3H pelelTopa
VEGF (HampuMep, cyHuTHHMbAa, copadenuba W nazomnanmba) ],

MHTUOUTOPA AHT'MOIIOB3TMHA 2 (Ang2) (HanpuMep, HecBakymMaba),

UHTHOUTOpa TpaHcbopMupyomero dakTopa pocTa [ (TGFB), wuarndtuTopa
CD38, wmHIMOMTOpa pelenNTopa »IMiepMalJibHOTO ¢gakTopa pocTa (EGFR)
(HanpuMep, DHSpJoTuHMba, LeTykcuMaba), alOHMUCTa KOCTUMYJIMPYRIEI'O
pelenTopa (HamopuMep, al'OHMCTa MHOYUMPYEMOTO IUIOKOKOPTUKOUIAMU
DeJika, POOCTBEHHOTO TNFR) , aHTUTeJla K OINyXOoJeclhnelnudruueCKoMy
aHTureHy [HanpuMmep, CA9, CAl25, accouUMMpOBAHHOMY C MeJIaHOMOMU
aHTureny 3 (MAGE3), o»sMOpMOHAJIBHOMY OIIYXOJIeBOMYy aHTureHy (CEA),
BUMeHTUH, M2-PK onyxoJjel, cheludprueckKoMy aHTUTeHY IIpencTaTesbHOMU
xeJje3u (PSA), wMyumHy-1, MART-1 u CAl19-9], BakUMHHE (HaIpMUMep,
0 aLMJIIJIE KanmemerTa-I'epeHa, BaKLMHEL IIPOTHUB 3JI0OKAUeCTBEHHOM

OIIyXOJIM) , LMKJIodpochaMmma, aIwoOBaHTa IJII YCHIJIEHUS IIPe3eHTHUPOBAHUS

aHTHUIeHa (HanpuMep, TpPaHyJIoOUMTapHO—MaKpodarajbHOT'O
KOJIOHUEC TUMYJIMPYRIIeT'O baxkTopa), UUTOTOKCHUHE,
XVMMOTepaleBTUUYeCKOTO cpencTea (HanpuMep, nakapbasuHa,
TEeMO30JIOMULIA,, moleTakcemna, OOKCOPYOULIMHEAE, DayHOpyOMLIMHE,
LMCILIaTrHEa, kapOoriaTHa, reMumnTabMHa, MeTOTpeKcaTa,
MUTOKCaHTPOHA, OoKCaJIMILIaTHHAa, naxkJmrakcesa n BUHKPUCTHMHA) ,
MHITUOUTOPAa peLlenTopa VMHTepJIeMKMHa -6 (IL-6R) (HampumMep,

capmiymMaba), wumHIMOMTOopa I1L-4R (HanpuMmep, ooynouidymaba), MHIMOMTOpPAa
IL-10, umMTOKMHa, Takoro kak IL-2, IL-7, IL-21 m IL-15, KoHBOIaTa

AHTUTEeJIO-JIeKapCTBEeHHOe cCcpencTso (ADC) (HamopuMmep, CpPpencTB IPOTUB
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CD19-DM4 ADC wm npotuB DS6-DM4 ADC), T-KJIeTOK C XMMEPHBM
AHTUIEeHHEM PeLelTOpOM (HanpuMep, T-xJIeTOK, HalpaBJIEHHEIX Ha

CD19), HOPOTMBOBOCIAJIMTEJIEHOTO JIEKapPCTBEHHOT'O CpPeIcTBa (HalpUMep,

KOPTHMKROCTEPpOMIOB u HeCTEePONMIHEIX IIPOTHMBOBOCIIAJIMTeJIb HEX
JIEKapCTBEeHHEX CpeHCTB) u IuUmeBon notaBKH, Takom Kak
AaHTMOKCHMIOaHTEL.

[00113] B omnpemeJiIeHHHX BapMaHTax OCYMeCTBJIEHUS CIOCOOB IIO
n300peTeHnD BKJOUAKT BBeOeHMe aHTUTeJa OpoTMB PD-1 B KoOMOMHaALUMU
C JIyueBOM Tepalmey u HeoB43aTeJIbHO aHTUTejla OpoTuB GITR niga
TOTO, UTOOB CO3OaBaTb OOJITOCPOYHHE YCTOMUMBEE IIPOTUBOOIIYXOJIEBEHE
OTBEeTH M/WIM YCUJIMBATL BHEXMBAEMOCTL IIAalMeHTOB CO 3JI0KaueCTBEHHOM
ONIYyXOJIBIO. B HEKOTOPHIX BapMaHTax OCYIIeCTBJIEHUA CIIOCOBOH 11O
n300peTeHNrI0 BKJOUAIT BBeleHMe JIYUeBOM TepaluM OO, COIYyTCTBYIIE
WM IIOCJIe BBeleHMd aHTuTeJla HpoTuB PD-1 m a”HTUTejsia npotus GITR
IalMeHTy CO 3JIOKaueCTBEeHHOM OIyxoJblh. Hanpumep, JYUYEeBYID Tepaluio
MOXHO BBOIUTHL OOHOM WMJIM  HECKOJIbLKMMM  IJO3aMM B OIIyXOJIeBHE
IIOBpeXIeHMsa IIocJie BBeIeHMSA OIHOM WMJIM HeCKOJLKMX 03 aHTUTel. B
HEKOTOPHX BapMaHTax OCYIEeCTBJIeHUS JIYUeByK TepalMrion MOXHO BBOIUTH
JIOKAJILHO B OIYyXOJIeBOe I[IOBpeXIeHue, UTOOH YCUIMBATE JIOKAJBbHYIO
VMMYyHOT' €HHOCTb OIIyXOJIU nauveHTa (BCcrioMoTaTeJIbHOE oBJIyUueHue)
/M  yobuBaTh OIYyXOJIeBHE KJIeTKM (abJgauMoHHOoe OfJIyUueHMue) IIOocJIe
CUCTEeMHOTO BBeIeHUS aHTuTeJla NOpOoTUB PD-1 u/MIM aHTUTeJa IIPOTUB
GITR. B ormpeleJieHHEX BapMaHTax OCVYIIECTBJIEHUA JIYUEBYID Tepalluio
BBOIOAT B IIepBOe OIIyXOJIEBOEe IIOBPEeXIeHUE, HO He BO BTOpoOEe
OIIyXOJIEBOE TIIOBPEXIOeHMre, I'Ie BBeleHMe B KOMOMHALMM C aHTUTEJIOM
npoTMe PD-1 BemeT kK perpeccy OINYXOJM KaK B IIepBOM, TakK U BO
BTOPOM OIIYXOJIEBHIX MOBPEeXOeHM AX (aBckomnallbHEM >0dberT) . B
OIIpemeJIeHHEIX  BapMaHTax OCYIIEeCTBJIEHU A CIIOCOBOHE  TI0  HaCTOAlleMy
M300peTeHN BKJOUAKT BBEeOEeHME aHTUTeJla NpoTMBR PD-1 B KoOMOMHaALIUMU
C JydeBOM Tepaluey MU HeoBd3aTeJIbHO aHTUTejla OpoTuB GITR nig
TOTO, UTOOH CO3IaBaTh IPOJIOHTMPOBaHHEM abCKOoNaJIbHHEM 2bdeKT.

[00114] B omnpenelyiIeHHEX BapMaHTax OCYUeCTBJIEHUSI AaHTUTEJO
opoTre PD-1 MOXHO BBOIMTL B KOMOMHaALUMM C JIyUeBOM Tepalmen wu
XUMUOTepaleBTUUe CKUM CpeIcTBOM (HanpuMep, TEeMO30OJIOMUIOOM  WJIN
uurJjgodpochamMmumoM) , aHTaroHmcToM VEGE (Hanpumep, adamubepliellToM)

MJinm PpaHyHOHMTapHO—MaKpO®aPaﬂbHHM KOJIOHMEeCTVMY JIMPYMVM @aKTOpOM.
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OapMalleBTUUECKME KOMIIO3ULIMM M BBEIEHUE

[00115] HacrTosmee wm300peTeHMe BKJIOUaAET CIOCOOH, KOTOPHE
BKJIOUAKT BBeleHMe aHTuTeJla NpoTuB PD-1 B KOMOMHalUuM C OOBJIydeHMEeM
VHOUBUOY, ITOe aHTUTeJio OpoTuB PD-1 BxoouT B QapMalleBTUUECKYI
KoMIosuuun. dapMalleBTUUECKME KOMIIOBMUMM I[1I0 U300pPeTeHMI0 MOXHO
bopMyIUPOBATE C IMNOOXOOANMMM HOCUTEJAMM, HSKCUUIMeHTaMU ¥ OPpyIVMU
cpeIncTBaMM, KOTOpHEe ofecleurBalnT I[IOOXOOAMUNM IIepeHOoC, OOCTaBKY,
[IePeHOCMOCTL M T. II. MHOXECTBO IIOIXOIAMMX COCTaABOB MOXHO HaMTU

B (l)apMaKO.J'IOI‘MT:'[eCKOM CIIpaBOUYHNMKE, M3BECTHOM BCeM (]_)apMaLT,eBTMT:'[eCKMM

xyMMkaM: Remington’s Pharmaceutical Sciences, Mack Publishing
Company, Easton, PA. 3TM COCTaBH BKJOUAKT, HaIpUMep, IIOPOWKH,

IacTe, Masu, xKeje, BOCKM, MacJja, JUIKMOH, JUIKMIOCOoIOepXalume

(KaTHMOHHHE WMJIM aHMOHHHE) BE3UKYJIE (TakMe kak LIPOFECTIN™),
KoHEBOTaTH [HK, ©O0e3BOOHEEe abCOpOUMOHHEE IIaCTH, DSDMyJIECUU «KMaCJIO—B—
BOIE» U «BOoHa—-B-Maclyie», O5SMyJibcum Carbowax  (IIOJIMBTUIIEHTJIMKOJIN
PasJIMUHEIX MOJIEKYJIAPHEIX MaccC), IIOJYTBEepIEe TeluM W I[IOJIYTBepIHEe
cMecH, conepxamue Carbowax. CM. Takxe Powell et al. « Compendium
of excipients for parenteral formulations » PDA (1998) J Pharm
Sci Technol 52:238-311.

[00116] M3BeCTHBH pas3JIMUHBE CHUCTEMBE HOOCTaBKM, KOTOPHEE MOXHO
MCIIOJIE30BaTE IOJIA TOTO, UYTOOH BBOOUTEL QapMalleBTHUUECKYI KOMIIO3ULINID
1o n300peTeHu, HalpuMep, MHKAIICYJINpOBaHue B JIMIIO COMEI,
MUKPOUYACTHUIIE, MUKPOKAIICYJIH, pexoMOMHAaHTHEE  KJIeTKU’, CriocoOHEE
DKCIIPeCCUpPOBaThH My TaHTHHE BUPYCHI, PelenTOPHO—0IIOCPeNOBaHHBIM
SHOoOUMTO3 (CcM., Hamopumep, Wu et al., 1987, J. Biol. Chem. 262:
4429-4432) . Cnoco®u BBeIeHUA BKJIKUYAKT, HO He OT'PaHMUMBAACH DTUM,
BHYTPUKOXHEY, BHYTPUMHIIEUHHY, MHTpPalepUTOHeaJIbHEM, BHYTPUBEHHEHM,
IO KOXHEI, VHTpaHa3aJIbHuM, SOUIOYPaJbHEM u OpaJibHBEM oyTU.
KoMrosuuuym MOXHO BBOIMTE C IIOMOmbK JoboTo  yIoo®HOTO IIYyTH,
HalpVyMep, I[OCPEeICTBOM WHQY3UM WM MHBEKLIMM OOJIoCa, IIOCPEICTBOM
abcopbumm Uepe3 BIOUTEeIMalJlbHBEE MM  KOXHO-CJIM3UCTHEHE  OOOJIOUKMU
(HanmpuMep, CAM3UCTasd pPTa, PeKTaJlbHad M KUIleuHasd CJIM3UCTas M T.
0.), ¥ MOXHO BBOIMUTL BMeCTe C JIpyI'MMKM OMOJIOTMUECKU aKTUBHEMU
CpencTBaMmM.

[00117] dapMalLleBTUUECKYIO KOMIIO 3ULIMIIO 1o HaCcTOAlleMy
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M300peTeHNId  MOXHO  IOCTaBJATDH IOOKOXHO  MJM  BHYTPMBEHHO  C
UCIIOJIb30BaHMeM CTaHOapTHOM WMIVIEL UM moOpulla. KpoMmMe  ToOTO, B
OTHOMEHUM IIOOKOXHOM IOCTaBKM, YCTPOMCTBO IOCTaBKM B BHUIE PYUKH
fe3 Tpyma HaAxXOIUT M[OpMMeHeHMe IJI9 HOOCTaBKM dpapMalleBTHUUeCKOM
KOMIIO3UILIMM IIO HacTodAmeMy M300peTeHMio. TakKoe YCTPOMCTBO HOOCTABKU
B BUIE PYUYKM MOXeT OHBTL IIOBTOPHO MCIOJBb3YEeMHM WMJIM OIHOPA30BEM. B
I[IOBTOPHO MCIIOJIL3YEeMOM YCTPOMCTBE IOCTABKM B BHUIE PYUKM OOBUHO
MCIIOJIEb 3YIOT 3aMeH geMbli KapTpUIX, KOTO PRI COIEPXUT
bapMalleBTHUUECKYIO KOMIIO 3ULIMD . Korgoa BCH bapmMmalleBTUUECKAS
KOMIIOZULIMA B KapTpuUIXe BBedeHa ¥ KapTPpUIX IIYCT, IOIYCTOM KapTPUIX
MOXHO ©Oe3 Tpyla YIaJlaTh UM SaMeHSTh Ha HOBHM KapTPUIK, KOTOPHIMA
CONEPXUT dapMalleBTUUECKYHD KOMIIOBMIIMID. 3aTeM YCTPOMCTBO MOOCTaBKU
B BMIE PYUYKM 3aTeM MOXHO I[IOBTOPHO MCIOJL30BAThL. B OIHOPA30BOM
YCTPOMCTBEe IOCTaBKM B BHMIEe PYUKM HeT 3aMeHIeMOoTO KapTpuiIka.
HaoBopoT, OINHOPA30BOE YCTPOMCTBO INOCTABKM B BUIE PYUYKM IIOCTYIAeT
npenBapuTesbHO 3aroJIHeHHEM bapMalleBTUUECKOM’ KOMIIO 3ULIMelN,

HaxOoOAmeNCcsS B pes3epByape BHYTpU YCTporcTBa. KoTma pes3epByap

bapMalleBTHUUECKOM KOMIIO 31U oycT, YCTPOMCTBO LeJIMKOM
BHIOPACEBAKT .
[00118] B onpeneJieHHEIX CUTYaALUMAX bapMaleBTUUECKYIO

KOMIIOBULUMID  MOXHO OOCTaBJIATE B cucTeMax c KOHTPOJIMPY EMBIM
BEICBODOXIEHMEM. B omHOM M3 BapMaHTOB  OCYIECTBJIEHMSA  MOXHO
MCIIOJIb30BaThL Hacoc. B OpyroM BapuaHTe  OCYmEeCTBJIEHMS  MOXHO
MCIIOJIL30BaTh IIOJIMMEepHHEe MaTepualJitl; cM. Medical Applications of
Controlled Release, Langer and Wise (penm.), 1974, CRC Pres.,
Boca Raton, Florida. B eme OIHOM OPYIOM BapMaHTe OCYMEeCTBJIEHUS
CHUCTeMy C KOHTPOJIMPYEMEIM BECBOOOXKIEHMEM MOXHO TIOMemaThk BOJIMU3U OT
MMUIIEHY KOMIIO3MUIMUM, UYTO, TakyuM oOpasoM, TpedyeT TOJBKO OOJIU OT
CHMCTEeMHOM  IOO3H (cMm., HalpuMep, Goodson, 1984, B Medical
Applications of Controlled Release, Bbme, TOM 2, CcTp. 115-138).
IpyTMe CHUCTeMHE C KOHTPOJMPYEMEM BECBOOOXIEeHMEM pPaCCMOTPEHH B
o630pe Langer, 1990, Science 249:1527-1533.

[00119] MVHBeumpyeMele OpelapaTi MOI'yT BKJIOUATE HO3MPOBAaHHEE
GOpMEI IJIS BHYTPMBEHHHX, IIOOKOXHHX, BHYTPMUKOXHHX U BHYTPMMBIIEUHEIX
MHBEKUNMM, KaleJIbHHX MHOY3MM M T. »O. OTU MHBEUUPYEMEEe IIpellapaTH

MOXHO I10JIy4YaThb M3BECTHEMNM criocobamMm. Hanpyﬂviep, VHBEL MDY EMEIE
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npernapaTel MOXHO IoJiydaTh [IoCpelCcTBOM pPacTBOpPEHNU,
CYCIIEHOIMPOBAaHMUSA WM  5SMYyJIbCUOUKALMK  aHTUTeJla WM er'o  COJH,
ONMCAaHHEIX BEHIIe, B CTEePUJILHOM BOIHOM Cpele WJIM B MaCJSHOM cpene,
CTaHOApTHO MCIOJb3YeMEIX -IJIS MHBEKUMM. B KadeCTBe BOINHOM CpenH
0JiS MHBEKLUMM  CymeCcTBYT, HallpuMep, busmosoTMUEeCKUM  COJIEBOM
pacTBOp, MBO0TOHUYUECKMN pacTBOP, COOepXamMil IJIOKO3Y UM OpyTue
BCIIOMOT'aTeJIbHHE CpencTBa, M T. IO., KOTOPHE MOXHO MCIIOJBL30BaTh B
KOMOMHaUMM C HDOOXOLAIMM COJIOMIM3UPYRIMM CPeOCTBOM, TaKMM Kak
CIIUPT (HanpuMmep, 3TaHOJI) , MHOT OaTOMHEIM CIUpPT (HanmpuMmep,
IPONUJIEHTJIMKOJIE, [IOJIUA TUJIEHTJIMKOJIE ) , HEeMOHHOEe I[IOBEPXHOCTHO-
AKTHUBHOE CPEenoCTEO [HanpuMep, nojgucopdarT 80, HCO-50
(MIOJIMOKCHUB TUJIEHOBHMN (50 MOJIb ) agoyKT TUOPOTEHE3UPOBAHHOTO
KacToOpOBOT'O  Macja) ] n T, o. B kauecTBe MaCJSHOM  CpelH
MCIIOJIE3YI0T, HallpMMep, Cce3aMOBOoe MacJio, COeBOe MacJo M T. L.,
KOTOPEE MOXHO MCIOJIE30BaThk B KOMOMHALUMM C  COJIOOMIM3UPYIIOIMM
CpenoCcTBOM, TakuM Kak OeH3uiIbeH30aT, OEH3WUJIOBHM COMPT ¥ T. IX.
VHBEeKUMEN, [OJYyUYeHHOM TakuM oB0pasoM, OIPedlIoUTUTEJIbLHO 3alloJIHAT
IOOXOOAMYD aMITyJly .

[00120] BrnaronpmdaTHO, bapMaleBTUUECKUE KOMIIO 3ULIUA OJIA

OpaJIbHOTO MJIn ITIapeHTepaJIbHOT'O MCIIOJIE30OBaAHMA, KOTOPEE OIIMCaHE

BERIIE, IIoJIy49anT B TJO3SMPOBaHHEX @OpMaX B CTaHHapTHOﬁ nose,
HOHO@paHHOIZ Tak, UTOOH COOTBEeTCTBOBATHE oTose AKTUMBHEIX
VMHTPpeIMeHTOB. Takue OJO3MPOBaHHEIE @Oph&ﬂ B CTaHHapTHOﬁ oo3e
BRJIOYAKT, HaliprMmep, TabJIeTKH, TIMJTIOJIVL , KariCyJIE, VMHBEeKINN

(aMI1yJiel) , CYNIO3UTOPUM UM T. 1.

[00121] B ompeneJleHHBEX BapMaHTax OCYINECTBJIEHMS HacCTOAlee
nz3obpeTeHre OpelycMaTpuBaeT ¢apMalleBTUUECKUM CcocTaB, CcoIepxalui
TepalleBTUYeCKOoe KOJIMYECTBO aHTMTeJa IIPOTUB PD-1 n
bapMalleBTUUECKUMN HOCUTEIE . B oTpelleJIEHHEIX BapMaHTax
OCYIECTRBJIEHMA HacTodllee M300peTeHMe TIpelycMaTpuUuBaeT aHTUTEJIO
npoTue PD-1, cbopMysMpoBaHHOe B (papMalleBTHUeCKOM KOMIIOBULMUM IJIA
VICIIOJIE30BaAHUSA [PM BHYTPMBEHHOM BBEIEHUM.

CxeMBl BBeIeHWUA

[00122] HacrTosmee u300peTeHMe BKJIKUAET CIOCOOH, BKJIOUAKINME
BBeleHMe MHIMBUIY aHTUTeJla NpoTuB PD-1 C 4YacToOTOM »OO3MPOBAHUA

HpM@J’[MBMTeJ’IbHO YeTHpPpEeE pas3a B HeleJllo, IOBa pa3a B HeleJllo, pa3 B
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HeNeJn, Ppa3 B 2 HeOelu, pa3 B 3 Henenu, pa3 B 4 Hemenu, pa3 B 5
HeneJlb, pa3 B 6 HemeJgb, pas3 B 8 HemeJlb, pas B 12 HeIeJb WIK
MeHee uYacTo, IIpM YCJOBUM, UTO IOCTUTAKT TepaleBTUUEeCKOTO OTBeTa.
B omnpemeJleHHHX BapMaHTax OCYIMEeCTBJIEHMA HacTodmee M300peTeHUe
BRJIOUAET CIOCOOH, BKJWUaKMMe BBeleHMe MHIMBULY JIYUeBOM Tepalumn C
YacToOTOM OO3UPOBAHUSA OpUbIU3UTEJIEHO CceMb pas B HeneJo,
OpubIM3UTEJILHO UYeTHpe Ppa3a B HemeJo, OBa paska B HeImeJon, pa3 B
HeOeJio, pa3 B 2 HeneJau, pa3 B 3 Hemelu, pa3 B 4 Hemeiau, pa3 B 5
HeleJlb, pa3 B 6 HemeJlb, Pas3 B 8 HemeJlb, pPas3 B 12 HeIeJb WIK
MeHee uYacTo, OpM YCJOBUM, UTO IOCTUTAKT TepaleBTUUECKOTO OTBeTa.
B omnpemejleHHHX BapMaHTax OCYIIeCTBJIEHMS CIOCOOH BKJIOUAIT BBeIcHUE
aHTuTeJa npoTuB PD-1 B KOMOMHALMM C JIYUYEBOM TepalMel IpU YacToTe
OO3UPOBAHUA NPUOIUIUTEJILHO CeMb pa3 B HemOeJw, OIpUOIUM3UTEJILHO
UeTHpE pas3a B HemeJn, IBa pa3a B HeIeJl, pas3 B HeIelw, pa3 B 2
Henenu, pa3 B 3 Henelu, pa3 B 4 Henenu, pa3 B 5 Henelb, pa3 B 6
HeleJlb, pa3 B 8 HemeJgb, pas3 B 9 Hemelb, pas3 B 12 HeIeJb WIK
MeHee YacToO, IIpM YCJIOBUM, UTO IOOCTUTAT TepaleBTUUEeCKOTO OTBeTa.

[00123] B omnpemeJileHHHX BapMaHTax OCYMeCTBJIEHUS CIOCOOB IIO
HacToAmeMy Mu300peTeHMI0 BKJIOUAKT BBeIeHHMe JIyUdeBOM Tepaluu, TIOe
JydyeBas Tepalusa OpelcTaBJigeT cofoM TUNOPPaKUIMOHMPOBAHHYD JIYUeBYIO
Tepaluo. B onpenejleHHHX BapMaHTax OCyIMEeCTBJIEHUA
TunodpakIiMOHMPOBaAHHAA JyueBas Tepalusa comepxuT 2-12 odpakumii. B
OolpelneJIeHHHX BapMaHTax OCYMeCcTBJIeHMsa 2-12 dpakuuii BBOIAT B
mocjlefoBaTeJIbHEIE CYTKM. B OIpemejIeHHBEIX BapMaHTax OCYIeCTBJIEHUS
JYUEeBYID Tepaluio BBOOAT IIOCJe BBeOeHMS OOHOM WM HECKOJLbKUX O03
aHTuTeJa OpoTuMB PD-1. B onpenejIeHHEIX BapMaHTax OCYIeCTBJIeHUI
aHnTuTeJ0o nOpoTuB PD-1 BBOOAT =2a 0,5-2 HemeJM 10O BBeIeHMS OIHOMU
MM HEeCKOJILKUX QpaklUi JIydeBOM TepalluMu.

[00124] B COOTBETCTBUU C oIpeleJIe HHEIMU BapMaHTaMM
OCYIECTRBJIEHMSA HaCTOAMeTro M300peTeHMsa HEeCKOJIBKO 03 aHTUTeJa
npote PD-1 B KoMOMHALIMM C JIYUeBOM TepallMey MOXHO BBOIUTHL
VHIVBUOY B TeueHMe OlIpelelJIeHHOTO Iepuoma BpeMeHu. CrIocoBe B
COOTBETCTBUU c STUM acIeKTOM nz3obpeTeHuns BKJIIOUAIT
mocjiegoBaTeJIbHOe BBeleHMe MHIOMBMIY OOHOWM WMJIM HeCKOJIBKMX 03
aHTuTeJla NpoTuB PD-1 B KOMOMHaAMM C OIOHOM MJIM HECKOJLBKMMM OO3aMA

O0JIyUueHMrd . Kaxk MCIIOJIE YT B HacCcToAlleM OIIMCaHnM,
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«IocJieoBaTeIbHOe BBeOdeHMe» o0003HauaeT, UTO KaxOyln OO3y aHTuTeJa
BBOIOAT MHIOMBMAOY B OTJAMYAKIMUMCA MOMEHT BpPeMeHM, Halpumep, B
pa3JIMyHEe CYTKHU, pas3mneJieHHbEe IpelBapuUTeJILHO omnpenesgeMbM
MHTepBaJioM (HampuMep, YacH, CYTKHU, HejeJu WJIM MecHlH). B
oIpeneJieHHHX BapMaHTax OCYIEeCTRBJIeHMS  CIOCOOH I[IO  HaCTOAmeMYy
n3006peTEeHN BKJIIOUAIT [IoCJIeIOBaTEJILHOE BBeleHUe OIIHOM VI
HEeCKOJIbKMX [OO3 aHTUTejla HOpoTuMBR PD-1, I'Ie KaxOoyion IO3Y BBOOAT
yepes 0,5-12 HemeJsib IIOCJIE HENOCPEICTBEHHO IMNIpellleCTBYOMEM IO3H. B
openeJIeHHHX  OOIOJIHMTEJILHEIX BapuaHTax OoCyIeCTBJIEHUS, CIIOCOOH
OOIIOJIHUTEJILHO BKJIOUAIT BBeOeHMe JIYyUeBOM Tepalumu. JlyueBasd Tepanusd
MOXeT TIPeIOCTaBJIATL CcoB0M TUIOPPaAKUMOHUPOBAHHYID JIYUEeBYID Tepaluo.
B omnpemejleHHEX BapMaHTax OCYMeCcTBJIeHMI JiydeBasd Tepalusd COOePXUT
2-12 oOpakuumn. B HeKOTOPHX BapMaHTax OCYMecTBJIeHUI  O(pakKluu
0o6JIyUyeHMs BBOIAT B IOoCJHeIoBaTeJIbHEE CYTKM WM uYepes CYTKM. B
onpeneJIeHHHX BapMaHTax OCymecTBJeHMa o¢pakuum oBJydyeHMS BBOIOAT
pas B 3 CyTOK, pas B 4 CyTOK, pa3 B 5 CyTok, pas B 6 CYTOK, pas3
B 7 CYTOK WMJM MX CoUueTaHHUe.

[00125] B omIpenelJleHHBX BapMaHTax OCYIEeCTRBJIEHUS HacCTOdllee
n300peTeHre BKJOUAeT CIOCOOH, KOTOPHE BKJOUAT II0CIeIoBaTeJIbHOe
BBelIeHMe I[alMeHTyYy OJIHOM HadaJlbHOM »OO3H aHTUTeJla IOpoTuB PD-1,
[IoCJle 4YeTro cJjiegyeT OOHa MJIM HECKOJIbBKO BTOPHX 03 aHTUTeJla IPOTUB
PD-1 wm Heo043aTeJIbHO IIOCJEe UYero cJenyeT OIOHa WM HEeCKOJBKO
TPeTbUX IOO3 aHTUTeJla OpoTuB PD-1. B omopenesjIeHHHX BapraHTax
OCYMEeCTRBJIEHUS CIOCOBH ITOMNOJHUTEJILHO BKJOUAIT IIocJedoBaTeJIbHOe
BBeleHMe I[alMeHTy OIHOM HauvaJIbHOM HO3H JIYUeBOM Tepaluu, Iocie
yero cJenyeT oOOoHa WJIM HEeCKOJLKO BTOPHX 03 JIYUeBOM Tepaluu U
Heo®A3aTeJIbHO IocJe uUel'o cJiedyeT oOHa MIM HEeCKOJBLKO TpeTbUxX 03
JyuyeBOM Tepanun. B aJlb TepHaTUBHEIX BapuaHTax OCyMeCTBJIEHNU A
CIIOCOOE IOOIOJIHMTEJILHO BRKJIOUAT IIocJeloBaTellbHOe BBeIOeHMe OIHOMU
MM HEeCKOJIBKUX QpaklUMi I'MIoPPaKIIMOHMPOBAHHOM JIyUeBOM Tepalllu.

[00126] B COOTBETCTBUK C OoIpeleJIe HHEIMU BapMaHTaMM
OCYMeCTBJIEHMSA HacCToAmeTro M300peTeHMsa, HeCKOJLKO T03 aHTUTela
opoTre PD-1 ¥ JIyueBYI TepalMio MOXHO BBOIOMTL MHIMBUIAY B TeueHUE
oIpeneJieHHOTO Iepuola BpeMeHU. CrIoco®H B COOTBETCTBUMM C 2TUM
acIleKTOM M300peTeHMs BKJIOUAKT II0CJeloBaTeJIbHOe BBeIeHMe WHIUBUIY

HeCKOJIBEKMX IOO3 aHTUuTeJla IIPOTUB PD-1 u obJiyuyeHMda. KaK MCIOJIb3YIT
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B HacToAmeM OIIMCaHnM, «IIocJyienoBaTeJIbHOE BBeleHMe» o003Hauaer,
UTO KaXIyn ITO3Yy aHTHUTeJla IIPOTUB PD-1 B koMOMHaLUMM C nyquoﬁ

Tepanmeﬁ BBOIOAT VMHIVIBVIITY B OTJINYAIMIC S MOMEHT BpEeEMEHN,

HallpuMep, B pasJInyuHbEe CYTKMU, pas3neJleHHbEe npenBapUTeJIbHO
onpenejyigeMbEM MHTEPBAJIOM (HanpuMep, YacH, CYyTKU, HemeJgmM WK
MeCHdlH) .

[00127] TepMMHH <«HaudaJlbHasd IO3a», «BTOPHE IO3H» U «KTPEeThbU
IOO3ED» OTHOCATCS KO BPEeMeHHOM II0CJIeOOoBaTeJIbHOCTM BBeIeHMS. TakuMm
obBpaz3oM, «HauvaJlbHag [»o3a» IpencraBjgeT cobor 1mosy, KOTOPYII
BBOOAT B HaudaJle CXeMH JeueHUs (Takxe ofOo3HavawT kKak «BOaszoBasa
0o3a»); «BTOPHE IOBHE» MOIpedcTaBJILT Cco0OM IO3H, KOTOPHE BBOOAT
IocJle HavaJlbHOM HO3H,; U «TPeTbM IO3E» IIPeOCTaBJSIT CcoOOM MOO3H,
KOTOPEHE BBOOAT IIOCJe BTOPHX IO3. Bce M3 HadvalbHOM, BTOPHX WU
TPETBEMX O3 MOTYT COIepXaThb OIHO M TO Xe& KOJMUeCTBO aHTUTela
(anTUTEIA MIPOTUB PD-1). OmHako B OoTIpelleJIEHHEIX BapMaHTax
OCVYIIECTBJIEHMA KOJMUECTBO, BXOIOdllee B HayvaJlbHYI, BTOPHEe U/UIINU
TpeTbM HOO3H BapbUpyeT Mexnoy coboM (HalpuMep, €TI0 KOPPeKTUPYIT
BBEPX WMJIM BHM3 B 3aBUCHUMOCTU OT CUTyallMM) BO BpeMid XoIa JIeueHUHd.
B ompenejyieHHBIX BapMaHTax OCYUWEeCTBJIEHMS OIOHY WJIM  HEeCKOJIBKO
(HanpuMep, 1, 2, 3, 4 wmiam 5) 103 BBOOAT B HauaJle CXEMbl JIEUEHUSA B
KaueCTBe «3alpy30UHHIX OO3», I[IOCJIe YelOo CJelylT ocjelyliue TO3H,
KOTOpHEE BBOIAT Ha MeHee UYacTOoM OCHOBe (HalpuMep, «IIOoOIOepXMBallue
OO3E») . Hampumep, aHTUTeJIO HNPpOoTUMBR PD-1 MOXHO BBOOMUTL IIallMeHTyY CO
3JIOKAUYECTBEHHOM OIYyXOJIbI0 B 3arpPy30UYHOM »Do3e OpubiamsmuTesibHO 1-3
MT/KT, IIoCJe uYeTro cjelyeT oIHa WIM HEeCKOJILKO MNOOIepXMBalIMX HO3
npubarsuTenasso otT 0,1 npubausurensHo npo 20 MI/KD Macce TeJla
nanumMeHTa.

[00128] B OIIHOM 0BpasIoBOM BapMaHTe OCVYIeCTBJIEHUA
HacTodmeTro M300peTeHUd KaXOyln BTOPY U/UIM TPEeTHUHYID IO03Y BBOOAT
yepes 0,5-14 (wanpwumep, 0,5, 1, 1,5, 2, 2,5, 3, 3,5, 4, 4,5, 5,
5,5 6, ©,5 7, 7,5, 8, 8,5, 9, 9,5, 10, 10,5, 11, 11,5, 12,
12,5, 13, 13,5, 14, 14,5 I foJipme) HeeJlb rocJe
HEIOCPEOCTBEHHO openmecTByme  OO3H. dpasa «KHETIIOCPEeNCTBEHHO
IpenmecTByIas Oo3a», KakK MCIOJIB3YKT B HaACTOAMEeM OIMCaHUM,
o6o03HauaeT, B IIOCJEeIOBaTEJbHOCTM M3 HECKOJBKMX BBeIeHUM, »OO3Y

aHTuTeJsa OpoTuB PD-1 (/UM oOJIydeHMe), KOTOPYH BBOOAT IIalMEHTY
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Iepend BBeleHMeM OJmxaumen cJenyiomey IToO3E B IIOCJIeOOBATEJILHOCTHU
0e3 MNPOMEXYyTOUHHX OO3.

[00129] Crioco6u B COOTBETCTBUNA c HaCTO AIM ACIIEKTOM
n300peTeHUa MOT'YT BKJIOUATE BBEeINeHUEe IIalMeHTy JIIOOTO uucjia BTOPHX
U/UIM TPeTbUX O3 aHTHUTeJla OpoTuB PD-1 (u/uiM JIydeBOM Tepanuu) .
Hampumep, B OIpemeJIeHHEX BapMaHTaxX OCYUWeCTBJIEHUA IIallMeHTYy BBOIOAT
TOJIBKO OIOHY BTOpPYKR IO03y. B IpyI'mx BapMaHTax OCYIEeCTBJIEHUSI
nauMeHTy BBOOAT IOBe WIM OoJbme (Hanopumep, 2, 3, 4, 5, 6, 7, 8
uiau ©OoJiblle) BTOPHX HO03. AHAJOTMUYHEM o0O0pasoM, B OlIpedeJIeHHHX
BapMaHTax OCYIEeCTBJIeHMA IIalMMeHTYy BBOIOAT TOJIBKO OIOHY TPETUUHYIO
oo3y. B IOpyI'Mmx BapMaHTax OCYIEeCTBJIEHMA TIallMeHTY BBOOAT IBE WK
foJpme (HanpmuMmep, 2, 3, 4, 5, 6, 7, 8 wmiam OGoJblle) TPETBUX OO3.

[00130] B BapmMaHTax OCymecCTBJIeHNUS, BKJIOUAIMX HECKOJILKO
BTOPHX O3, KaxIyld BTOPYID IOO3Y MOXHO BBOIMTL C TOM Xe YacTOTOM,
UTO ¥ OpyI'Me BTOPHE HIO3H. HanpuMmep, KaXOylw BTOPYK O3y MOXHO
BBOIUTHL HNaluueHTy yepes 1-2 Henenmn nocjse HEeIoCpenOCTBEeHHO
IpenmecTRyMen IOO3H. AHAaJIOTUUHEM oBpaz3oM, B BapraHTax
OCYIeCTBJIEHN S, BKJIOY A0IMMX HECKOJIBKO TPETBMUX nos, KaxXmoym
TPeTUUHYID O3y MOXHO BBOIMTE C TOM Xe YacTOoTOM, UYTO U OpyTue
TpeTbM HOO3H. Hampumep, KaXIyn TPeTUMUHYI TO03Y MOXHO BBOIUTH
naurMeHTy uYepes 2-4 HeIeJ M IIOCJe HelOoCPeOCTBeHHO IIpeamecTBYymen
IO3H. AJLTEePHATMBHO, UYacToTa, C KOTOPOM BTOPHE U/UIM TPEeTbU OO3BH
BBOOAT IIalMeHTy, MOXEeT BapbUPOBaATL B XOIEe CXEeMH JieueHMd. YacToTy
BBEIOEeHMS TaKXe MOXeT KOPPeKTHMPOBaTE BO BpeMd XoOa JeueHUd
[IOCpeICTBOM Bpau, B 3BaBUCUMOCTHM OT IIOTPedHOCTEeM MUHIMBUIYAJILHOTO
nalumMeHTa, I[IOCJe KJIMHMUEeCKOTO OOCJIeNOBaHMUA.

[00131] B ompemeJIeHHEIX BapuMaHTax OCYHMEeCTBJIEHUS OIOHY WK
HECKOJILKO O3 aHTuTeJla OpoTuB PD-1 u/uam oOJydyeHMe BBOOAT B
HauaJle CXeMH JieueHMS B BUIe «UMHIYKIMOHHEX IO3» Ha 0oJjlee UYacToM
OCHOBe (IBa pa3a B HeIeJK, pPpa3 B HeleJow WIM pa3 B 2 HeOemu),
[IOCJIe UYeTro CIedyl T IMOCJIEeNyKIMe IO03H (KKOHCOJMIOALMOHHEE OO3BD» WM
«IIoOOepXuBawmye ITO3E»), KOTOPHEe BBOOAT Ha MeHee UYacTOM OCHOBE
(HanpuMep, pas B 2=12 HeneJhb ) . B omopelielIeHHBX BapuaHTax
OCYIIECTBJIEHMS OOHY MJIM HECKOJIBKO HOO3 aHTuUTeja NOpOoTUB PD-1 u/uimu
0BJIydeHVe BBOOAT B HauvaJle CXeMH JIEUEeHMS B KaueCTBE «UHIYKUIMOHHEX

0o03» Ha 0o0Jilee YacTOM OCHOBe (OBa Pazsa B HelleJllo, pa3 B HeleJllo MIIN
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pas B 2 HeOeau), IIOCJIe UYeTlo CJeOyleT IIoCJenyolye OO3E aHTUTela
npotue PD-1.

[00132] HacrTosdmee wm300peTeHMe BKJOUaAET CIOCOOH, KOTOPHE
BKJIOUAT I[IOCJIeIOBaTEeJIbHOe BRBEeIOeHMEe ONHOM WJIM HEeCKOJIBKMX IO03
aHTuTeJa HNpoTue PD-1 B KOMOMHALMM C OOHOM MJIM HECKOJLKUMM I03aMMU
Jy4uyeBOW Tepalumu, I'Ie OIHa MJIM HEeCKOJLKO O03 BXOOAT B OOMH WK
HECKOJIbKO ILMKJIOB JIeUeHMUS.

[00133] B COOTBETCTBUU C oIpeleJIe HHEIMU BapraHTaMM
OCYIECTRBJIEHUS HaCTOAmMETO M300peTeHMsS CIOCOOHB BKJKUYAKT BBeIeHUEe
[I0 MeHblleV Mepe OOHOTO LMKJa JeueHMda, I'Oe II0 MeHbIleM Mepe OIUH
LIMKJI JIeUeHMsa BKJIDUaeT BBeOeHMEe OIHOM MJIM HeCKOJLKMX OO3 aHTuTeJa
npoTe PD-1 u HeoOg3aTeJIbHO OOHOM MJIM HECKOJLKUX I03 JYyUeBOM
TepalMM. B oOIpemeJIeHHHEX BapMaHTax OCYMeCTBJIEHUS LMKII JIEUEHUS
BrJouaeT 1-10 mos3 aHTHUTeJla NpoTMB PD-1, I'Ie KaxOyw IO3Y aHTUTeJa
nporrue PD-1 BepomaT dYepe3 0,5-8 HezmeJyib I[IOCJEe HeIOCPEeOCTBEHHO
IpenmecTByIe Oo3k. B  onopemeJleHHBIX BapMaHTax OCYIeCTBJIEHUA
CIIOCOOEl TIO HaCTOAMeMy M300PETEHMIO BKJIIKUAKT BBeleHMEe BIJIOTH IO 6
VI 8 LUUKJIIOB JIeUeHUs . B OTIpelneJIe HHEIX OIPpYyITMX BapMaHTax
OCYIIeCTBJIEHUA CIIOCOOEI 1o HacToAleMy n300peTeHNnD BKJIOUY AT
BBeIOeHUe BILJIOTH oo 12 LUUKIIOB JIeueHm NI BoJiblle, npu
HeoBXoOuMOCTH, oJIg TepaleBTUUeCKOTOo 5BobexkTa. B  onpelelJIeHHHX
BapMaHTax OCYymeCcTBJIeHMS I[IO0 MeHblel Mepe OIMH LUKJI JIeUueHUS
OOIOJIHUTEJIbHO COIOEePXUT JIYUEeBYID TepalMio. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHU S JydyeBasd Tepanms npencTaBJIsgeT cobom
TUNIOPPaKUIMOHVMPOBAHHYID JIYUEBYKD Tepalui, I'Ie I'MIOPPpaKIMOHMPOBAaHHAS
JyueBas Tepanusa CcomepxuT 2-12 odpakumii. B oopeneJieHHHX BapMaHTax
ocymecTBJIeHUS 2-12 ¢pakuuy BBOOAT B IIOCJeloBaTeJIbHBE CYTKMU.

[00134] HacrTosamee wu300peTeHMe BKJKOUAET CIOCOOH, BKJIOUAKIMIN/E
IocJieIOBaTeJIbHOE BBEeIeHMe aHTuTeJa npoTuB PD-1 B KOMOMHaLUUM C
JYyUYeBOM TepallMel HaluMeHTy OJIS TOoT0, UTOOH JIeUuuTh 3JI0KAaueCTBEHHYI
OTIYXOJIb (HampyMep, COJMIHYK OIyXOJIb). B HeKOTOPHX BapMaHTax
OCYIECTRBJIEHMA  IaHHHE CIIOCOOE  BKJIKUAT BBEeIeHUe OOHOW  WJIM
HECKOJIBKMX O3 aHTuTeJla HpoTuB PD-1, 1ocJje 4Yero CJenyeT JydeBasd
TepallMsa. B ONpeleJIeHHBIX OOIOJIHUTEJIEHEIX BapMaHTaxX OCYIEeCTBJIIEHUS
JIYUEeBYIO Tepalluo BBOIOAT bparumaMm (TUNnoPPakKUMOHUPOBaAHHOE

oBJIydyeHMe) . B OoIipeneJIeHHEX BapMmaHTax oCcyumecCTBJIEHMA IOaHHEIE
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CHOCOOH BKJIOUAKT BBeldeHMe OINHOKPAaTHOM OO3H aHTUTeJla NpoTuB PD-1,
nmocjyie dyero cjenyerT 2-10 odpakuuy JIy4deBOM Tepalumu, IIOCJe UYeTro
cyjlenyeT OOHa WMJIM HECKOJIBKO 003 aHTuTejsia HpoTuB PD-1. B HEKOTOPHX
BapMaHTax OCYmMeCTBJIEHMS MOXHO BBOOUTH OIHY WJIM HECKOJIBKO HO3
npnbamsnuTesibHO oT 0,1 MI/KT OpubaMsmuTesbHO no 20 MI'/KT aHTUTeJa
npoTtue PD-1, [ocjyle 4Yero CJenyeT JiydeBasd Tepalud OJS TOT'o, YTOOH
UHTUOMPOBATL OIIYXOJIEBHM POCT U/UIM NPedoTBpallaTh PeLUVINB OIIYXOJIN
y IHaluMeHTa CcO 3JIOKaueCTBEeHHOM ONYyXOoJbkl  (HaopuMmep,  COJMIHOM
ONIyXOJIbI) . B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUS aHTUTEJIO [IPOTUB
PD-1 BBOIAT OOHOM WMJIM HECKOJILKMMM JIO3aMM, IIOCJIe UeTro CJIeOyeT
JydyeBasa  Tepanusd, Benoymasa K YBeJIMUYEHHOMY IIPOTURBOOIIYXOJIEBOMY
sbdexTy (HampuMmep, 060Jiee BHpPaXeHHOMY MHIMOMPOBAHMID OIIYyXOJIEBOTO
pocCTa, YBeJMUEeHHOMY IMPelNOTRPalleHUI PelUMAMBa ONYXOJM 10 CPaBHEHUD
C MHOVMBUIOM 0e3 JIeUeHUS WM MHIUBUIOM, KOTOPOMY BBOIMUIM aHTUTEJIO
Wi oBJydeHMe B KaueCTBe MOHOTepaluu) . AJLTepHaTHMBHEHE BapMaHTH
OCYyImeCTBJIeHUS U300peTeHUsd OTHOCATCHA K CONYyTCTBYKIEMY BBeIeHU
aHTUTeJla NOpOTUBR PD-1 m oOJlydYeHUd, KOTOPHE BBOILAT CO CXOXeM WK
oOTIMYAaKIecad YacCTOTOM OTHOCUTEJIEBHO aHTUTejla HOpoTue PD-1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUA JIy4eBYyK Tepaluio BBOOAT IO,
[I0CJIe WM OIOHOBPEMEHHO C aHTUTEeJIOM HOpoTue PD-1.

IHosa

[00135] KoamuecTBO aHTMUTeJa OpoTue PD-1, BBOOMMOTO MHOVBUIY
B COOTBETCTBMM CO chnocobamMu II0 HacTodmeMy Hu300peTeHMuio, B IeJIOM
npencTaBJsgeT coBol TepaneBTUUeCkM 5d0bekTMBHOEe KOJMUeCcTBO. Kak
VCIIOJIb 3YIOT B HacToAleM OIMCaHUU, bpasa «TepalneBTUUYECKU
bbekTUMBHOE KOJIMUECTBO» O0O0O03HauaeT KOJMUECTBO aHTUTeJa (aHTuUTeJa
npotur PD-1, KOTOpOe BeneT K OIJHOMY MWMJIM HECKOJBKMM u3: (a)
CHMXeHUS TAXeCTM WIM OJIUTEeJBHOCTM  CHMMITOMa WM [HOoKa3aHud,
OTHOCHAMETOoCS KO 3JIOKaUeCTBEHHOW ONYyXOJIM, HalpuMep, COJIMIOHOM
Oy XOJIU ; (b) wMHTHMOMpPOBaAHMA ONYXOJIEBOTO pPOCTa WM YBeJIWUeHUS

HeKpo3a OIIyXOoJIM, YMeHBIeHMA OIIYyXOJIM M/MHM VICUEe3HOBEHNMA OIIYyXOJIM,

(c) 3alepX KM pocTa MM pPasBUTUA  ONYXOJU; (d) VHTUOUPOBAHUSA
MeTacTa3UpOBaHULI OIIYXOJIN ; (e) IpenoTBpaleHna peuromnBa
OIIyXOJIEBOTO pocCTa; (f) VYBEeJIMUEHUA  BEHXMBAeMOCTM IIalMeHTa Co

3JI0KaueCTBEeHHOM OITYyXOJIBIO, M/MHM (g) YMeHBIIEeHMA MCIIOJIE30BaHMA WJIM

HeoOXOoOUMOCTH CTaHHapTHOﬁ Tepalin I[IpOoTHE 3JIOKaueCTBEHHEIX
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ONIyxXOJIeM (HalpMMEpP, CHIKEHHOE MCIOJIBE30BaHMe XMMUOTEepalleBTUUeCKHUX
WY LUUTOTOKCHMUECKMX CPenOCTB WM OTKas3 OT HUX) I[I0 CPaBHEHU C
VHIOIVBUIOOM 0Oe3 JIeUeHMd WM MHIOUBMIOM, KOTOPOMY BEBOIWMJIM AHTUTEJIO B
KadecTBe MOHOTepalllu.

[00136] B ciaydae aHTMTeJla OpoTuMB PD-1, TepalleBTUYECKHA
50PEeKTUBHOE KOJMUECTBO MOXET COCTaBJATE OpubimusuressHO oT 0,05
MI' IPUBIIU3UTEJIEHO oo 600 Mr, IPUOIIUBUTEIIEHO oT 1 MI
opubam3uTesisHO 0o 500 mMr, npmubamsmTessHO OT 10 MDY OpUOIM3UTEJILHO
no 450 wmr, npubamsuTesbHo oT 50 wMr npubamsmresabHo po 400 wr,
OIPUOIIUBUTEJILEHO oT 75 MI OIPUDJIUBUTEJIEHO oo 350 MI VI
opubams3uresjsHO oT 100 M npmbiamsmTesnsHo Ko 300 M aHTHUTeda.
Hanpuwmep, B pPas3JIMYHEX BapMuaHTax OCyWeCTBJIEHUS, KOJIMYECTBO
aHTUTeJa IPOTUBR PD-1 COCTaBJIAET NPUOIIN3UTEJIEHO 0,05 MI,
npubimsureasHo 0,1 Mmr, npubiamsmuresnbHo 1,0 Mr, npubiamM3muTedbHO 1,5
MI', nOpubamsuTesbHO 2,0 M, nOpubiamusauTesbHO 10 M, OpubIM3UTEJIBHO
20 MT, OPUBIIUBUTEILHO 30 MI, OPpUOIIN3UTEJIEHO 40 Mr,
Opuban3nuTessHO 50 M, OpubIM3uTesJsHO 60 Mr, Opubiam3muTesisHO 70
MI', HOpUOIU3UTeJIEHO 80 ™MD, OpubiM3uTesibHO 90 MDY, OpUOIM3UTEJIBHO
100 MT, NPUBIIUBUTEJILHO 110 MT, OPUOIIN3UTEJILEHO 120 MT,
npubansnuresbHO 130 Mr, npubnmsmrTesbHO 140 Mr, npubimsmTesbHO 150
MD, OpubausuTesbHO 160 Mr, npubiamusuTesbHo 170 MDY, OpUOIU3UTEJIBEHO
180 MT, NPUOIIMUBUTEJIEHO 190 MT, OIPUOIINU3UTEIIEHO 200 MT,
opubamus3uTresbHO 210 Mr, nOpubimsmTeJbHO 220 Mr, OpubinsmTesbHO 230
MI', OpubIM3UTeSbHO 240 MI, HOpubIN3UTeBEHO 250 MI', NOpUOIM3UTEIBHO
260 MI, NPUBIIUBUTEJIEHO 270 MI, NIPUOIIN3UTEJIEHO 280 MI,
opubams3nuTesisHO 290 Mmr, npubimsmuresbHO 300 Mr, npubimsmTesibHO 310
MI', HOpUOIMU3UTeJSIbHO 320 MI, OpubiansuTesibHO 330 MD', OpUOJIMU3UTEJBHO
340 MT, NPUBIIUBUTEIILHO 350 MI, OPUBIIN3UTEJILEHO 360 MI,
OpubIM3nUTeJIbHO 370 MDY, OpUOIM3UTeJIEHO 380 Mr, OpubimsmTelibHO 390
Mr, OpubimsuTresibHO 400 M, npudbiansuresibHO 410 MDY, NPpUOIM3UTEIJBHO
420 MT, OPUBIIUBUTEJILEHO 430 MI, OPUBIIN3UTEJILEHO 440 MI,
Opubamn3nuTesisHO 450 Mr, npubimsmTessHO 460 Mr, npubimsmTesibHO 470
MI', Opubim3suTesibHO 480 Mr, npudbiamsmuTresbHO 490 MD, NPpUOIMU3UTEIJBHO
500 MT, NPUBIIUBUTEJILHO 510 MT, OPUOIIN3UTEJILEHO 520 MT,
OpUOIU3nUTeJIbHO 530 M, OpubOIM3UTeJbHO 540 Mr, npubimsmTesibHO 550

MI', OpUOIM3UTeJbHO 560 MI, HOpubiamsuTesbHO 570 MD, OPpUOIM3UTEIBHO
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580 wMr, npmubamsmuTesrHO 590 wMr, wamM OpUOIM3UTeJIEHO 600  MD
aHTuTeJia npoTus PD-1. B OOHOM M3 BapMaHTOB OCylecTBJIeHMA 250 M
aHTUTeJla npoTuB PD-1 BBOOAT B COOTBETCTBMM CO crocoBamMm II0
HacTodmeMy M300peTeHMK. B OIOHOM M3 BapuMaHTOB ocymecTBJeHMsa 200
MI' aHTuUTeJa OpoTuB PD-1 BBOOAT B COOTEBETCTBMM CO cCHocofaMM IIO
HacTodAmeMy M300peTeHMIO. B OTHOM M3 BapMaHTOB ocymecTBJIeHus 350
MI' aHTuUTeJla OpoTMB PD-1 BBOOAT B COOTBETCTBMM CO crnocobamm II0
HacToAmeMy M300peTeHMo.

[00137] KommuecTBO JoOOOTO aHTUTeJa OpoTuB PD-1, BxonOdmee B
VHOMBUOYAJBbHEE OO3H, MOXHO BEpaXaTk B eIVMHUIIAX MI' aHTUTeJla Ha KT
MacCH TeJla TIalmeHTa (T. e. MI/KT). B oIpenejleHHHX BapMaHTax
OCYIECTBJIEHUS aHTUTEJIO NOpoTuB PD-1, wucnojJeszyeMoe B crnocobax 1o
HaCTOAIEMY n300peTeHnD, MOXHO BBOIOUTH VHOVBULY B nose
npubarsuTenasHo or 00,0001 npubimsuTenbHo mo 100 MT/KT MacCH TeJja
nalnreHTa. B olIpemesIeHHBEX BapMaHTaxX OCYIMEeCTBJIEHUS aHTUTEJIO MIPOTUBR
PD-1 MOXHO BBOIOUTDH B nose NPUOIIUBUTEIIEHO oT 0,1 wMr/kr
OpubInMsnuTeSbEHO mo 20 MI/KID' MacCh Tejla [alMeHTa. B olpelelIeHHHX
BapMaHTax OCYIIECTRBJIEHUA CIIOCOOEL  TIO HacToAIlEMY  M300peTeHM
BKJIOUAKT BBeIeHMe aHTuTesla HpoTuB PD-1 B 1o3e NOpUOIU3UTEIBEHO 1
Mr/xr, 3 Mr/kr, 5 Mr/xr wir 10 MI'/KI MaccH TeJjla HallMeHTa.

[00138] B omnpemesyIeHHEHX BapMaHTax OCYMEeCTBJIEHMS KOJIMUUECTEO
aHTuTeJa HOpoTME PD-1, BBOOMMOEe TIallMeHTy, MOXeT OBTb MEeHBbIIe
TepaleBTHUUYeCKM 30PeKTMBHOI'O KOJMUEeCTBa, T. €. CcyDTepaleBTUUECKad
mosa. Hanpuwmep, ecJin TeparleBTUUEeCKr 20PeKTUBHOE KOJIMUECTBO
aHTHUTeJla HOpoTuB PD-1 comepxuT 3 MI'/KD, cyOTepaleBTHMUueckasd MHO3a
COOEPXUT KOJMUEeCTBO MeHblle 3 MI/KI, Haopumep, 2 wMr/kr, 1,5
mr/xr, 1 w~r/xr, 0,5 wMr/xr wmimmu 0,3 wMr/kr. Kak oopenejieHO B
HacTOAmEM  OIMCaHUM, «cyBTepaneBTUUeCKaS oosza» OTHOCUTCH K
KOJIMYECTBY aHTUTeJIa IPOTUB PD-1, KOTOpoe He BeIEeT K
TepalleBTUYeCKOMYy 323bdekTy camo 110 cebe. OIHaAkKO B OIpedeJIeHHHX
BapMaHTax OCYIEeCTBJIeHUA CyOTepaleBTUUECKYK O3y aHTUTeJa IIPOTHUB
PD-1 BBOIOAT CO BTOPEM M HeOO0OA3aTEJEHO TPEeTBEMM TepaleBTUUeCKNM
CpeICcTBOM, UTOOHB COOEeMCTBOBATL TepaleBTHUUeCKoMy 5>0PeKTy.

[00139] B ompemesieHHHIX BapMaHTax OCYIIECTRBJIEHUA JiydeBad
Tepanmsd, BBOOMMAaA  [NalMeHTY, comepxuT 2-100 T'pan (I'p) . B

OIlpeneJIeHHEX BapMaHTaX OCYIMeCTBJIEHMA JiydeBaAd TepallMd COOEPXUT 5,
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7, 8, 9, 10, 11, 12, 15, 20, 23, 25, 27, 30, 35, 40 wmm 45 Tp. B
OIpelNeJIeHHHX [OPpYyIMX BapMaHTax OCyWeCcTBJIEHUA JiydeBad Tepalusa
comepxuT 50-100, 60-90 nmmm 70-80 I'p. B oOIpelelIeHHEX BapuaHTax
OCVYIeCTBJIEHUS JIYUEBYIO Tepanmo BBOIOAT 2=-12 bpakumaMm
(rMnodpakUMOHMPOBaHHAA JiydeBasd Tepalusda), IIDe KaxDad opakumusd
comepxuT 2-10 TI'p. Hanpmmep, BBOOAT 30 Ip o0OJYy4YeHMSA, KOTOPOE
comepxuTcsa B 5 dpakumMax, Kaxnmasd QpakLuMsa cocTakjsgeT 6 I'p.

VI3OpaHHEIE BapMaHTH OCYWeCTBJIEHUSI

[00140] NzBpaHHBE BapMaHTH oCyleCcTBJIEHUS HaCcToOAmeIo
n300peTeHNa BKJIOUAKRT CJelyolee :

[00141] B HEKOTOPHIX BapMaHTax oCyleCcTBJIEHUS HacTodlee
PackKpeETHe IIpelycMaTpuBaeT CIOCOO JlIeueHUS WM MHIUOMPOBAHUA poCTa
ONyXOJIM y TMallMeHTa, KOTOPHM BKJKUAET:

(a) BHOOP MHOMBUI CO 3JIOKAUEeCTBEHHOM OINYyXOJIB; U

(b) BBemeHMe WMHIMBHUIOY, HyXIalleMyCcd B D2TOM, OOHOM WU
HeCKOJIBKMX @OO3 JIy4deBOM TepaluM B KOMOMHaIMM C OIOHOM WM
HeCKOJIbKUMM no3aMu TepalleBTUUYeCKU 250PeKTUBHOTO KOJIMYeCTRBa
aHTHTeJla VIV ero AHTUTEeHCBA3EBAKIET O bparmMeHTa, KOTOPEHE
CrieuMdMUUeCKM CBA3HBAKT 3alpolpaMMMPOBaHHYyl cMepTb 1 (PD-1), 1ome
BBelleHMe KOMOMHaLMM BeOoeT K YCUJIEHHOMY TepalleBTUUeCKOMy 30bekTy
[I0 CPaBHEHMI CO BBeIOeHMEeM OTIHeJIbHO aHTUTeJla MU OOJIydeHUd.

[00142] B omHOM M3 BapMaHTOB OCYMECTBJIEHMS KaxXOoasd »Oo3a
aHTuTeyla npoTuB PD-1 comepxur wMexoy 0,1-20 Mr/KD MacCH TeJa
mauMveHTa.

[00143] B IPpYyIT'OM BapMaHTe OCVYIIeCTBJIEHMS Kaxnoas moza
aHTHUTeJa OpoTuB PD-1 comepxur 0,3, 1, 3, 5 wmaum 10 MI/KT MaccCH
TeJla alyeHTa.

[00144] B  mpyrux BapMaHTax OCVYIIEeCTBJIEHMUSA Kaxmoasg n§os3a
anTuTreJia npoTtmus PD-1 comepxur 20-400 mMmD.

[00145] B HeKOTOPHX BapMaHTax OCYIECTBJIeHMS KaxXIasa »mos3a
aHTuTeJia npoTms PD-1 comepxur 200 MD.

[00146] B omHOM M3 BapMaHTOB OCYMEeCTBJIEHUS Kaxiasd mo3a
obJyueHUs colepxuT 2-80 T'psu (I'p) .

[00147] B IpYyIT'OM BapMaHTe OCVIIECTBJIEHUA Kaxmoasa mosa
aHTuTesa Inpotur PD-1 comepxuT 1, 3 wmmm 10 wMI/KI MacceH Teja

mauMeHTa M KaxIas Oo3a JIydeBOM Tepanum comepxuT 20-50 I'p.
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[00148] B mpyrux BapMaHTax OCYIeCTBJIEHMA JiydekBas Tepalud
IpeIcTaBJigeT COOOM QPaKUMOHMPOBAHHYK JIYUEeBYI Tepallli.

[00149] B HEKOTOPEIX BapmuaHTax OCVYIIeCTBJIEHUA
bpakUMOHMPOBaHHAaA JiydeBas Tepalusd colepxuT 2-10 dparuuin.

[00150] B OIOHOM us BapMaHTOB oCcylleCcTBJIEHUS
bpakUMOHMPOBaHHAaA Jiydebasa Tepalud colepxuT 30 I'o B 5 dpakumax.

[00151] B 1mOpyroM BapMaHTe OCYIecTBJIeHMS (paKIMOHMPOBaHHAA
JydyeBasa Tepalud comepxuT 27 I'p B 3 dppakumax.

[00152] B @mpyruMx BapMaHTax ocymecTBJIeHUs BBomsaT 4-50 1oz
aHTUTeJla nOpoTuMB PD-1, M Kaxoyw »Oosy BBomaT udepe3s 0,5-4 Hemelsb
IIOCJIE HEeNOCPeACTBEeHHO INpellleCTBYKMEN OO3H.

[00153] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS KaXIyln I0O3Y
aHTuTeJla NpoTuB PD-1 BBOOAT uUepe3 2 HeleJiM I[IOCJIe HEeIOCPelCTBEHHO
OpelmecTBYKIEN TOSH.

[00154] B oIOHOM M3 BapMaHTOB OCYIECTBJIEHMS AaHTUTEJIO IIPOTHUB
PD-1 BBOOAT OO, NapajJleJIbHO C MM IIOCJIe JIyUeBOW Tepaluu.

[00155] B mpyIoM BapMaHTe OCYWeCTBJIEHUS aHTUTEJIO IpoTUMB PD-
1 BROOAT OO JIydeBOM TepalMu.

[00156] B mpyrux BapMaHTax OCYIEeCTBJIEHUA aHTUTEJIO [IPOTUB
PD-1 BRBOOAT 3a 1 HeOeJo OO JIYUeBOMW Tepaluu.

[00157] B  HEeKOTOPHX BapMaHTax OCVIIECTBJIEHUS  YCUJIeHHHM

TepalleBTUUEeCKUM »sbdekT BrIoOUaeT 5ddexT, BHOPaAHHBEM M3 TPYIIIH,

cocTodmen us perpecca Oy XOJIN, abCKONaJbLHOTO sbdexTa,
UHITUOMPOBaHUSA MeTacTa3upOoBaHmud OIIYXOJIU, YMeHBIIeHU I
MeTacTaTUudeCKUX nopaxeHun c TeueHMeM  BpPeMeHH, CHIMKEHHOT O

VCIIOJIbL30BaAHUSA XVMMHMOTEPAlleBTUUYECKUX WMJIM LIUTOTOKCHUUECKUX CPelCTB,
CHIDKEeHU S OIIYyXOJIeBOM HaTpy3KH, YBeJIMUEeHN S BEDKMBAEeMOCTH tes
IpOoTpecCUpoBanmsa, yBeJIMUueHMsa ofmel BEXMBaeMOCTHM, IIOJIHOT'O OTBeTa,
YJaCTUUHOT'O OTBETa U CTaAbMIILHOT'O 3aboJiIeBaHMAg.

[00158] B OIOHOM ™13 BaApMaHTOB OCYIMEeCTBJIEHUS  YCUJICHHEI
TepaleBTUUeCKUM 5bodeKT BRJOUAET perpecc ONyXOoJM B OIyXOJH,
KoTopad yIaJjieHa OT ofJydaeMOM OIIyXOoJM.

[00159] B gmOpyroM BapMaHTe OCYMeCTBJIeHMS OIIYXOJIEBHM POCT
MHTUOMPYIOT IIO0 MeHbIleM Mepe Ha 50% 1o cpaBHEeHMI C MHIMBUIOM,
KOTOPOMY BBOIWMJIM TOJIEKO AHTUTEJIO MM OOJIyUeHMe.

[00160] B mpyrux BapMaHTax OCYIEeCTBJIEHUA OIIYXOJIEBHM POCT
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MHTUOUPYIT IO MeHbe¥ wMepe Ha 50% 1o CcpaBHeHMIO C MHIMBUIOM,

KOTOPOMY BBOIOWJIM HOB3Y OOJYUEHMS Iepell aHTUTeJIOM OpoTmuB PD-1.

[00161] B  HeKOTOpPHIX BapMaHTax OCYIEeCTBJIEHMA  HacTodllee
PacKpHTHE npenycMaTpuBaeT crioco® JleueHus Oy XOJIN, KOTOPHIM
BrRJIOUaeT: (a) BHOOP [alMeHTa CO 3JIOKaueCTBEHHOM OIyxoJibi; u (b)

BBelleHMe MHIMBUIY IIO0 MeHLIlel Mepe OOHOTO LUKJa JedueHusa, ITOe IO
MeHbIIeV Mepe OOMH LMKJI JIedueHMs BKJIYaeT 1-6 003 aHTUTeJla IPOTUB
PD-1 u roe KaxIyio oosy BBOIOAT yepes 2 HeIoeJinu rocJe
HeloCpeACTBEeHHO MIpelmecTBYKIey TO3H.

[00162] B omHOM M3 BapMaHTOB OCYMeCTBJIEHMS Kaxdoad Oo3a
aHTuTesa npoTuB PD-1 comepxur 1, 3, 5 mim 10 MI'/KD' Macce Teja
mauveHTa.

[00163] B OpyroM BapMaHTe OCYNEeCTBJIeHUMS IO MeHLBIeW Mepe
OOVH LUKJI JIeUeHUS LOOIIOJHUTEJIEHO COLHEPXUT JIYyUeBYyK Tepalllo.

[00164] B mpyrux BapMaHTax OCYIEeCTBJIEHUA JiydekBas Tepallud
ComepxuT npmubim3uTesabHo 20-50 I'p.

[00165] B HeKOTOPHX BapMaHTaxX OCYWeCTBJIeHUA JiydeBad Tepallud
COIEPXUT Npubimn3uTesabHo 27 I'p.

[00166] B OIOHOM M3 BapMaHTOB OCYIECTRBJIEHMSI JIydyeBasd Tepalusd
COOEepPXUT Npubiu3uTesasHo 30 I'p.

[00167] B OpyT'oM BapMaHTe OCyWeCTBJIEHUA JiydeBasg Tepalud
opencTaBjsgeT coBoM GpakKUMOHMPOBAHHY JIYUeBYID Tepallyo.

[00168] B 1mpyI'mx BapMaHTax OCYINEeCTBJIeHMS (paKUMOHMPOBaHHAA
JydyeBasa Tepanusad COIEepXUT 2-6 opakumii.

[00169] B HEKOTOPEIX BapmMaHTax OCVyIeCTBJIEHUA
bpakKUMOHMPORBaAHHASA JiydeBasd Tepalrsad CONepXUT 3 dpakuuu.

[00170] B OIIHOM nus3 BapMaHTOB OCVYIeCTBJIEHUA
bpaklMOHVPOBaHHAaA JIydeBas Tepanusad COIepXuT 5 dpakumi.

[00171] B O»Opyr'oM BapMaHTe OCYWEeCTBJIeHMa JiydeBas Tepallud
COIEPXUT NpUbIM3nuTesbHO 27 I'p B 3 dpakKUMax.

[00172] B mpyr'ux BapMaHTax OCYIeCTBJIEHUA JiydekBas Tepalud
COmepxuT npmubim3uTedabHo 30 I'p B 5 dpakumsax.

[00173] B HEKOTOPHX BapMaHTax OCYWeCTBJIeHMI OQ(paKUuuy BBONAT
B IlOCJlemoBaTeJIbHEHE CYTKU.

[00174] B OIOHOM M3 BapMaHTOB OCYIECTBJIEHMS AaHTUTEJIO IIPOTHUB

PD-1 BRBOOAT 3a 1 HeOeJwo IIepen JIydeBOW Tepaluen.
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[00175] B mpyroM BapMaHTE OCYIECTBJIEeHMSA BIJIOTH OO0 10 LMKIIOB
JIeUeHUsa BBOIOAT MHIVMBUIY, HYXIAKIEMyCS B 3TOM.

[00176] B mpyrMx BapMaHTax OCYIEeCTBJIEHMS 6 LUKJIIOB JIEUeHUS
BBOOAT MHOMUBUIOY, HYXIAKIEMyCS B STOM.

[00177] B HeKOTOPHX BapMaHTax OCYUEeCTBJIEHMA JIyUeBYH Tepalluio
BBOOAT B I[I€ePBOM LUKJI JIeUEHUID.

[00178] B oIOHOM M3 BapMaHTOB OCYIECTBJIEHMSA JIydyeBasd Tepamnmud
COmepxuT npmubiam3uTeabHO 20-50 I'p.

[00179] B 1nOpyroM BapMaHTe OCYWECTRBJIEeHMA JiydeBas Tepallud
COIEPXUT THUIOPPAKIMOHMPOBAHHY JIYUEBYH Tepalubo.

[00180] B 1mpyrux BapMaHTax OCYINEeCTBJIEHMI (QpaKUMOHMPOBAHHAA
JydeBasa Tepanusa COIOEepXUT 2-6 opakumii.

[00181] B HeKOTOpPHX BapMaHTax OCYWeCTBJIeHUS JiydeBasd Tepallud
COIEepPXUT NpUbIM3nUTebHO 27 I'p B 3 dpakKUMSax.

[00182] B oOIOHOM M3 BapMaHTOB OCYIECTRBJIEHMSA JIydyeBasd Tepanusa
COmepxuT npmubim3uTesabHOo 30 I'p B 5 dpakumsax.

[00183] B InOpyr'oM BapMaHTe OCYUWEeCTBJIEHVA (QpaKUMM BBOLAT B
[IocJIeoOBaTeJIbHEE CYTKMU.

[00184] B mpyrux BapMaHTax OCYIECTBJIEHUA aHTUTEJIO [IPOTUB
PD-1 BRBOOAT 3a 1 HeOeJw Iepen JIydeBOW Tepaluen.

[00185] B HeKOTOPHX BapMaHTax OCYUEeCTBJIeHUS KaxXObM LIUKJI
JleueHMsa BkJoUaeT 4 IOO3H aHTUTeJa NpoTuB PD-1.

[00186] B omHOM M3 BapMaHTOB OCYIECTBJIEHMS JeueHMe BHS3HBAET
TepaleBTHUUeCKUM BddexrT, BHOPAHHEM M3  I'PYIIIH, cocTodmen  mu3
MHTUOUPOBaAHUSA OIIyXOJIeBOTO POCTa, perpecca OIyXO0oJM, YMeHbIeHUSA
pasMepa ONyXOJM, YMEHBIIEHMS UMCJa OINYyXOJIeBHX KIETOK, 3alepXKu
OIIYyXOJIEBOT'O pocTa, aBCcKomaJbHOTO sbbexrTa, VHTUOUPOBAHUA
MeTacTa3MPOBAHUSA OIIYyXOJM, YMEeHbIeHMSI MeTacCTaTUUeCKUX IIopaXeHuM C
TedeHMEM BPEMEHM, CHMXEHHOTO MCIOJIE30BaAHUSA XUMMOTEPAlIeBTUUECKUX
WV  LIUTOTOKCUUECKUX  CPeICTB, CHMXEHMS  OIIyXOJIeBOM  HaTpPy3KHU,
YBeJIMUeHMSS BEXRMBAEeMOCTM 0e3 OpoTpecCUpoBaHmUdg, YyBeJIMdeHMsa obmeln

BEDKMBaeMOCTH, IIOJIHOT'O OTBeTa, YaCTUMUHOTO OTBeTa U CTabuMILHOTO

3aboJIieBaHmUA .
[00187] B IOpyroM BapMaHTe OCYyWeCcTBJeHUA HOOeKT JieueHUd
BKJIIOUAET perpecc Oy XOJIN B OIIYyXOJIN, KOTOpad yIoaJieHa oT

oBJIyuyaeMoM ONyxXoJiM y IallMeHTa.
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[00188] B mpyrux BapMaHTax OCYIEeCTBJIEHUS OIYyXOJIEBHM POCT
3amepXrBanT 10 MeHbmel Mepe Ha 10 CYTOK IO CpaBHEHMI C MHIVMBUIOM
0e3 JleueHUd.

[00189] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS OIIYXOJIEBHM POCT
MHTUOUPYIT IO MeHblleM Mepe Ha 50% IO CpaBHEeHMIO C MHIOMBUIOM Oe3
JIeUeHuUsd.

[00190] B OOHOM M3 BapMAHTOR OCYHECTBJIEHUS OIIYXOJIEBHM POCT
MHTUOUPYIOT II0 MeHbIleM Mepe Ha 50% 1[I0 cpaBHEHMIO C MHIUMBUIOM,
KOTOPOMY BBOIMJIM TOJIEKO AHTUTEJIO MM OBJIydeHMe.

[00191] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA  HacTodllee
PacCKpHETHE npelyCMaTpUBaeT crioco® JIeueHM s Oy XOJIN, KOTOPHM
BKJIOUAET : (a) BEIOOP TalMeHTa C IepBEM COJMIOHBEM OIIYXOJIEBEM
[IOBPEeXIeHEM WM BTOPBEM COJIMOHEIM OIIYXOJIEBEIM TIOBPEeXIEeHMeM, TIe
BTOPOE COJIMIOHOE OIIyXOJIEBOE TIIOBPEXIEeHME PAaCIIOJIOXKeHO YIaJIEHHO OT
IepBOTO COJIMOHOTO  ONYXOJIEBOTO I[NOBPEeXOeHUA; u (b) BBeIeHUe
aHTUTeJla npoTue PD-1 wmMaIM erc aHTUTeHCBA3HBAKIETO (paIlMeHTa B
KoMOMHAaLIMM C JIYyUeBOW Tepaluen.

[00192] B 1mOpyIMx BapMaHTax OCYIHEeCTBJIEHUS JIYUYEBYKD Tepaluio
BBOOAT B IIepBOEe OIYXOJIeBOe IIOBPEXIeHUE, HO He BO BTOpOe
OIIYyXOJIeBOe IIOBPEXIeHMe, TI'Je BBeleHMe BelOeT K perpeccy OIyXOJu
KaK B IIepBOM, TaK M BO BTOPOM OIIYXOJIEBEHX I[IOBPEeXICHUIX.

[00193] B oOmHOM M3 BapMaHTOER OCYIECTBJIEHUS aHTUTEJIO IIPOTUB
PD-1 BBOOAT Iepen JIydeBOW Tepaluen.

[00194] B mpyroM BapMaHTe OCYIECTBJIeHMS WMHIVMBUI Pe3UCTEeHTeH
K MJM B HeIOCTaTOUHOM Mepe OoTBeuvaeT Ha WIM PeUUMOMBUPOBAJ IIOCIe
IpenmecTBRyOMe Tepallu.

[00195] B 1Opyrux BapMaHTax OCYIEeCTRBJIEHMS 3JIOKaueCTBEeHHAad
OIIyXOJIb TIPEeOCTaBJgeT Cco0oM pelUUMIUMBUPYIIYID WMIM MeTacTaTUUeCKVYo

3JIOKaUYEeCTBEHHYI OIIYXOJIb .

[00196] B HEKOTOPHIX BapMaHTax OCyIeCcTBJIEHUS crioco®
OOIIOJIHUTEJILEHO BKJIOUAET BBeIOeHMe MHIOIVBUIOY OOIIOJIHUTEJIEHOTO
TepalleBTUYECKOTO cpencTrea MM Tepalnmnu, Ioe OOIIOJIHUTEeJILHOE

TepalrileBTM4YeCRrOEe CpelCTBO MJIin Tepalllio BH@paHO ns3 T'PYIIIIE,
cocToAmen mu3 XMPYyPpIMYeCKOIr'o BMellaTeJIbCTBa, XMMMOTepalleBTUYeCKOTI'O
cpencTBa, BaKIVIHEL IIPOTHUB 3JI0OKAUYeCTBEeHHOM OITYyXOJIN, MHPM@MTOpa

JUTaHOa 3alpolpaMMMpoBaHHOM cMepTu 1 (PD-L1), wuHTHOMTOpPa TI'eHa
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AKTUBALUU JIMMPOLIUTOR 3 (LAG3), MHTHUOUTOpA DeJika 4,
aCCOUMUPOBAHHOTO c LUTOTOKCHUYUE CKUMA T-JmMpoLM TaMA (CTLA-4),

MHPM@MTOpa pelellIToOpa MVMHIYUVMPOBAHHOI'O TIUIOKOKOPTUMKOMIAMNM @aKTopa

HeKpoO3a OIIYyXOJIN (GITR), MHTHOUTOPAa conepxamero T—-KJI€ TOUHEBIM
VMMYHOTVJIOOYJIMH u MyLMH-3 (TIM3), MHITUBUTOPAa B- u T-
JIMMOOLIMTAPHOT'O aTTeHmaTopa (BTLA), MHIMOUTOpA T-KJIETOUHOT'O

MMMyHOpelLenrTopa ¢ IOoMeHaMu 1g m ITIM (TIGIT), wmHrmburopa CD47,
MHTUOUTOpa MHIOJaMMH—-2, 3—IMOKCUTeHa3H (IDO), OucreunudruuecKroro
aHTuTeya npotus CD3/mpormB CD20, aHTaroHmcTa OQakTopa pocTa

SHIOOTEJIMS COCYHOB (VEGF) , MHTUOMTOPa aHTIMOIOBTHUHAa—2 (Ang2),

UHTHOUTOpa TpaHcbopMupyomero dakTopa pocTa [ (TGFB), wuarmbuTopa
pelenTopa »OuaepMaJibHOTO ¢dakTopa pocTa (EGFR), TDpaHyJoOLUMTapHO-
MaKpodarajbHOTO KOJIOHMECTUMYJIMPYRIET'O bakTOpa (GM-CSF) ,
uurJjodpochammna, aHTUTeJa K Oy XQJIeCIleUnONUIEe CKOMY aHTUTEeHy,
BakKUMHEL U3 Oaumjuiel  KajbMeTTa-I'epeHa, UUTOTOKCHHAE, MHIMOMTOpPA
pelLenropa VMHTepJIeMKMHa -6 (IL-6R), MHIMOUTOP peLenTopa

vHTepaerkuHa-4 (IL-4R), wmHIMMOMTOPaA IL-10, IL-2, IL-7, IL-21, IL-

15, KOHEBOI'aTa AHTUTEJIO-JIEKapCTBEHHOE CpeIlCTBoO,
[IPOTUMBOBOCHAJIUTEJILHOTO JIEKapCTBEHHOTO cpencTrea n IUMeBOM
OODaBKMU.

[00197] B oOHOM M3 BapMaHTOB OCYIECTRBJIEHUS OOIOJIHUTEJILHOE
TepalleBTUUECKOe CpelCTBO IIpedcTaBjigseT cofo¥ aHTUTEeJIO IIPOTHUB
GITR.

[00198] B mpyroM BapMaHTe OCYIEeCTBJIEHMS  IOOIIOJIHUTEJIBHOE
TepalleBTUUECKOe CPpelCcTBO IIpencTaBijgeT cobol umrjgopochamMmm.

[00199] B IOpyrux BapMaHTax OCYIEeCTBJIEHUSA OOIOJIHUTEJILHOE
TepalleBTUUECKOe CPeNCTBO IpelcTaBjgeT cobou GM-CSF.

[00200] B HeKOTOPHX BapMaHTax OCYUECTBJIEHMS OOIOJIHUTEJBHOE
TepalleBTUYEeCKOe CPeICTBO  BHOMpaoT W3  TI'PYIIIH, cocTodmen U3
ooleTakcejya, kapOoIlJlaTMHAa, [akJIMTakKcela, UUCILJIaTHuHa, IeMumuTabuHa
U TIeMeTpeKcena.

[00201] B oIOHOM M3 BapMaHTOB OCYIECTBJIEHMS AaHTUTEJIO IIPOTHUB
PD-1 BROIOAT BHYTPMBEHHO, IIOINKOXHO WMJIIM MHTPAIEPUTOHEAaJIbHO.

[00202] B IOpyroM BapMaHTe OCYIEeCTBJIEHMA 3JI0KaueCTBeHHAad

OIIYyXOJIBE BRJIOUaAeT COJIMIOHAaA OIIYyXOJlb.
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[00203] B mpyr'mx BapMaHTax OCYHMEeCTBJIEHMS COJMIOHAasS OIIyxXOJib
BHOpaHa ©3 TPYIIIH, cocToAmey M3 pakKa TOJICTOM KMIKM, paka
AMYHUKOB, Ppaka IMIpelcTaTeJIbHOM XeJie3H, paka MOJIOUHOM XeJle3hH, paka
TOJIOBHOTO MO3Ta, paka meMKM MaTKM, paka MOUYeBOT'O IIy3HpPSA, paka
aHyca, pakKa MaTKM, paka oOOOOUYHOM KMIIKM, Ppaka IIedeHM, paka
IOmIXEeJIYyOIOUHOM KeJIe3H, paka JeTrKMx, paka DHIOMeTpHus, paka KOCTH,
paka sAMUek, paka KOXM, paka II0YUKM, paka XeJyIKa, paka IOMIeBomna,
paka TOJIOBH U MeMu, paka CJIOHHOM XeJIe3H M MMUEeJIOMH .

[00204] B HEKOTOPHIX BapMaHTax oCyleCcTBJIEHUS COJIMIOHYIO
ONIYyXOJIb BHOMpPAKLT W3 TPYIIIIH, cocTodmey M3 TelaToleJJIoJISpHOM
KapLMHOMEI, HEMEJIKOKJIETOUHOTO paka JeTrkKux, ILJOCKOKJIETOUHOTO pakKa
TOJIOBH ¥ Imeu, 0a3aJIbHOKJIETOUHOM KAapUMHOME, KapLUMHOME TIPyIou,
[JIOCKOKJIETOUHOM  KapLUMHOMH  KOXU, XOHIPOCAPKOMH, aHTMOCAapPKOMEI,
XOJaHTMOKAPLUMHOME, CapKOMH MATKMX TKaHeM, paka TOJICTOM KUIIKU,
MeJIaHOMH, KapLUMHOMEI n3 KJIETOK MepkeJsig n MYJILE TUOOPMHOM
TJIMOBJIaCTOMEHI.

[00205] B oOOHOM M3 BapMaHTOB OCYWECTBJIEHUSA aHTUTEJIO IIPOTUB
PD-1 wmJaM ero aHTUITEeHCBAS3HBAKIMM (parMeHT COOEepPXUT olpelelisnlue
KOMILJIEMEHTAPHOCTEL o6JacTM Taxejor uLenmu (HCDR1, HCDR2 u HCDR3)
BaprabeJIbHOM obJjlacTu T IKeJIOU nenu (HCVR) , conepxamen
AMUHOKMCJIOTHYIO IIOCJIEOOBATEJIEHOCTE SEQ ID NO:1, u TPU
omnpemesydomye KOMIIJIEMEHTAPHOCTEL ob6JjacTu Jerkon uenu (LCDR1, LCDR2
u LCDR3) BapmabesbHOM o6jacTu Jerxkon unemnu (LCVR), comepxamen
AMMHOKMCJIOTHYIO IIOoCJeloRaTeJIbHOCTL SEQ ID NO:2.

[00206] B mpyroM BapMaHTe OCYWEeCTBJIEHUS aHTUTEJIO NpOoTUR PD-
1 mIM ero aHTUTEeHCBA3HBaKMMM GpaTMeHT colepxuT Tpu HCDR (HCDRI1,
HCDR2 wm HCDR3) m Tpm LCDR (LCDR1, LCDR2 wm LCDR3), 1me HCDRI
COIEepXUT aMMHOKMCIIOTHYI IIOCleloBaTelbHOCTE SEQ ID NO:3; HCDR2
COIEepXUT aMMHOKMCIIOTHYI IIOCleloBaTelbHOCTE SEQ ID NO:4; HCDR3
COIEepXUT aMMHOKMCIIOTHYK IIOCleloBaTelbHOCTE SEQ ID NO:5; LCDR1
COIEepPXUT aMMHOKMCIIOTHYK IIOCleloBaTelbHOCTE SEQ ID NO:6; LCDR2
COIEepPXUT aMMHOKMCJIOTHYK IIOCJIenoBaTellIbHOCTE SEQ ID NO:7; m LCDR3
COIEPXUT aMMHOKMCIIOTHYK IIOCJIefoBaTeslIbHOCTE SEQ ID NO:8.

[00207] B mpyrux BapuaHTax ocylmecTejieHrMsa HCVR & comepXuT
aMMHOKMCJIOTHYI IIocJieoBaTeJIbHOCTE SEQ ID NO:1 m LCVR COOEPXUT

aMMHOKMCJIOTHYIO IIOocJenmoBaTeJIbHOCTL SEQ ID NO:2.
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[00208] B mpyIoM BapMaHTe OCYWEeCTBJIeHUS aHTUTEJIO IpoTuMB PD-
1 COIEPXUT T SKEJIYIO ek, ComepxXalyo aMVHOKMCJIOTHYIO
nocjiemopareJyibHOCTE SEQ ID NO: 9, n  JerKyn Lelb, comepXxamyno
aAaMMHOKMCJIOTHYIO IIOocJeloBaTeJIbHOCTE SEQ ID NO:10.

[00209] B  HeKOTOPHX BapMaHTax ocyllecTRBJIEHMSI  HacTodlmee
PACKpHTHE IIpedyCcMaTpVBaeT CIOCO0 UWHITMOMPOBAHUS aKTUBALUUU WU/UIN
npoJinbpepaln PeryaaTOpHHX T-rJeTok (Treg), KOTOPHM BRJOUaeT: (a)
oTBop MmnalMeHTa C COJMIHOM OIyXoJbi; U (b) BBemeHMe UHIUBMUIY (1)
aHTuTeJla NpoTuB PD-1 MM eI'0 aHTHUIeHCBA3WBaomero odoparMeHTa, (ii)
IpoBeleHre JIydeBOM TepaluM ¥ (iil) BBeOeHMe IO MeHBIIEW Mepe
OOHOTO M3 aHTUTeJla WJIM eTr'o aHTUI'eHCBA3HBaKmMero (parlMeHTa,
KOTOPHE CHeuuMduUecKM CBSA3HBAKTCAI C PEeLUeNTOPOM MWHIOYLMPOBAHHOTO
TJIOKOKOPTUKOM I aMHA baxkTOpa HeKpo3a Oy XOJIU (GITR),
unkJodpochammna, GM-CSF, aHTHMTesa OpoTue LAG3, »OolleTaKceJla WK
KapBoryaTrHa .

[00210] B omHOM ®3 BapMaHTOB OCYIeCTBJIEHMS Yy MHIOVBHUIOA
VMeeTCs KpyIHas OIIyXOJib.

[00211] B o1OpyroM BapMaHTe OCYIIECTBJIEHMA HO3a OOJIydYeHUS
cocraBjydeT 2-50 I'p.

[00212] B mpyrux BapMaHTax OCYIEeCTBJIEHMA BBeIeHMe BeIOeT IO
MeHbIIeV Mepe K oIHoMy »2dbdekTy, BHOPaHHOMY M3 TPYIIIL, COCTOAmeN
M3 MHIMOMPOBAHUA OIIYyXOJIeBOT'O pOoCTa, perpecca OINYyXOoJiM, YMeHbIeHUHA
pasMepa OIyXOJM, YMEHBIIEHMS UMcJa OIIYyXOJIeBHX KIJIEeTOK, 3alepXKHu
OIIYyXOJIEBOT'O pocrTa, aBCcKOIaJbHOTO sbdbexTa, VHTUOUPOBAHUA
MeTacTa3MPOBAHUSA OIIYXOJM, YMEHbIeHUS MeTacCTaTUUeCKUX IIOPaXeHUM C
TedeHMEM BPEMEHM, CHMXEHHOTO MCIOJIE30BaAHUSA XUMMOTEPAlleBTUUECKUX
WM LIUTOTOKCUUECKUX  CPeICTB, CHMXEHMSI  OIIYyXOJIeBOM  HaTpPy3KWU,
YBeJIMUeHMSS BHEXRMBAEMOCTM 0e3 OpoTpecCUpoBaHmUd, YBeJIudeHUsa obmeln
BEIKMBAEMOCTM, IIOJIHOT'O OTBeTa, UYaCTHUYHOT'O OTBEeTa UM CTabMIBHOTO
3aboJIeBaHUAg.

[00213] B HEKOTOPHIX BapMaHTax oCyleCcTBJIEHUS COJIMIOHYIO
OIIyXOJIb BHOMpPAnT M3 TPYIIH, COCTOANEeN M3 3JIOKAUeCTBEHHOM OIIYyXOJIM
TOJICTOM KUIMKM, 3JIOKAUYECTBEHHOV ONYyXOJM AWUYHUKOB, 3JIOKAaUeCTBEHHOMU
OIIyXOJIM TIPenOCTaTeJIbHOM XeJle3H, 3JIOKAaUeCTBEHHOM OIIyXOJM MOJIOUHOM
KeJle3H, 3JIOKaUueCTBEeHHOM OIyxXOJM T'OJIOBHOTO MO3Ta, 3JI0OKaueCTBEHHOMU

OITyXOJIN memnKm MaTKW, 3JIOKAUYeCTBEHHOM OIlyXOJIM MOUEeBOI'O IIY3HPA,
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3JI0KAUECTBEHHOM OINYXOJM aHyca, 3JI0OKaueCTBEHHOM ONYyXOoJM MaTKM,

3JIOKAUECTBEHHOM OIIyXoJIM OOOIOUHOM KUIKM, 3JI0KAUeCTBEHHOM OIIYXOJIU

IeyveHu, 3JI0KaueCTBEeHHOM OITY XOJIU TIOMXEJIY IOUHOM XeJle3H,
3JI0KAUEeCTBEHHOM OITY XOJIU JeTKUX, 3JI0KaUeCTBEHHOM OIIYyXOJIU
SHIOMETPUS, 3JI0KaUeCTBEeHHOM’ OIIYyXOJIU KOCTH, 3JI0KaUeCTBEeHHOM

OIlyXOJIM  AUUEK, paka  KOXu, 3JIOKAYUECTBEHHOM  OIyXOJIM  IIOYKH,
3JI0KaUeCTBEeHHOM Oy XOJIU XeJynoka, 3JI0KaueCTBEHHOM Oy XOJIU
numeBrona, 3JIOKAUeCTBEHHOM ONYyXOJIM TOJIOBH M IMeu, 3JIoKadeCcTBeHHOM
ONYyXOJIM CJIOHHOW *KeJIe3H Y MUEJIOMH .

[00214] B OOHOM U3 BapMaHTOBR OCYIECTBJIEHUS aHTUTEJIO IIPOTUB
PD-1 wmiIM eTro aHTUTEHCBA3HBAKIUNY Q(parMeHT COINEPXUT OoIpenesigomyue
KOMILJIEMEHTAPHOCTEL o6JacTu Taxesor Lenu (HCDR1, HCDR2 u HCDR3)
BaprabelbHOM oblacTu T STKeJION Henu (HCVR) , conepxamen
AMMHOKMCJIIOTHYIO IIOCJIEIOBATEJILHOCTD SEQ 1D NO:1, " TpHU
onpenesydpmye KOMILJIEMEHTapHOCTL o6JjacTu Jerko¥ uemnm (LCDR1, LCDR2
u LCDR3) BapmuabenbHOM objacTu Jerkom uenmu (LCVR), comepxamen
AMMHOKMCJIOTHYIO IIOoCJemoBRaTeJIbHOCTL SEQ ID NO:2.

[00215] B mpyI'oM BapMaHTe OCYWEeCTBJIEHUS aHTUTEJIO IpoTUMB PD-
1l miIM ero aHTUTEeHCBA3HBaKINMY opaTMeHT colepxuT Tpu HCDR (HCDRI1,
HCDR2 wm HCDR3) wu Tpm LCDR (LCDR1, LCDR2 wm LCDR3), 1me HCDRI
COOEPXUT aMMHOKMCJIOTHY IIocJiegoBaTesIbHOCTE SEQ ID NO:3; HCDR2
COOEPXUT aMMHOKMCJIOTHYK IIocJiemoBaTeJIbHOCTE SEQ ID NO:4; HCDR3
COOEepPXUT aMMHOKMCIJIOTHYIO IIocJiefoBaTeJlbHOCTL SEQ ID NO:5; LCDR1
COIEepPXUT aMMHOKMCIJIOTHYIO IIoCJiefoBaTeJlbHOCTE SEQ ID NO:6; LCDR2
COOEepPXUT aMMHOKMCJIOTHYK IIOCJIemoBaTeJIbHOCTE SEQ ID NO:7; m LCDR3
COIOEepPXUT aMMHOKMCIIOTHYI IOCJIedoBaTeJIbHOCTE SEQ ID NO:8.

[00216] B 1mOpyrux BapMaHTax ocymecTBJeHMa HCVR COOepXuT
aMMHOKMCJIOTHYK I[IOCJeIoBaTeJIbHOCTE SEQ ID NO:1, m LCVR cCcoOmepXuT
AMMHOKMCJIOTHYIO IIOCJeIoRaTeJIbHOCTL SEQ ID NO:2.

[00217] B OOHOM U3 BapMaHTOB OCYWECTBJIEHUSA aHTUTEJIO IIPOTUB
PD-1 COOEPXUT TAXKEIIVIO 1Ielb, ConepXxalmymn AMMHOKMCJIOTHVYIO
nmocjiemopaTeJibHOCTE SEQ ID NO: 9, n  JIeTKYyI lelb, comepXxalyn
AMMHOKMCJIOTHYIO IIOoCJeIoBaTeJIbHOCTE SEQ ID NO:10.

[00218] B HEeKOTOPHIX BapraHTax OCVyIeCTBJIEHUS HacToslee
pPackpeTHe IIpelycMaTpMBaeT CIOCOO JiIeueHUd WM MHIUOMPOBaAHUA pPoOCTa

OITyXOJINn, KOTOpBIf/T BRJIIOUaEeT :
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(a) BHOOpP MHallMeHTa CO 3JIOKAUeCTBEHHOWM OIIyXOJbID KOXM,; U

(b) BBeIeHMe VHOUBULY, TepalleBTUYEeCKA 5QOeKTUBHOTO
KOJIMUeCTBa aHTUTeJla WM  eTo AHTUTeHCBA3HRBaAKIETO (Qpal'MeHTa,
KOTOpHE cCleuuduuecku cpa3ppBawnTCcsa ¢ PD-1.

[00219] B omHOM U3 BapMaHTOB OCYIEeCTBJIeHUA YyKas3aHHOe
aHTUTEJIO VI ero AHTUT EHCB A 3LIB alommi bparmMeHT, KOTOPHE
crneumudmuueckm cBA3HBaTCA ¢ PD-1, BBOOAT B KaueCTBEe MOHOTepalluM.

[00220] B pmpyroM BapMaHTe OCYIIECTBJIEHMS YKa3aHHEM pakK KOXWU
opencraBiygeT cobol YO0-aCCOUMMPOBAHHYI 3JIOKAUECTBEHHYI OIIYyXOJIb
KOXMN .

[00221] B OIPYTUX BapmMaHTax oCylmeCcTBJIEHUS YKa3aHHYIO
3JIOKAUYECTBEHHYID OIIYXOJIb KOXM BHOUPAT M3 TITPYIIE, COCTOAmEeN U3
IJIOCKOKJIETOUHOM KapLMHOMEL KOXU (cscey, BasaJIbHOKJIETOUHOM
KapuuHOME (BCC), KapUMHOMH M3 KJIETOK Mepkelis M MeJIaHOMH.

[00222] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA IMIPelyCMOTPEHO,
UTO VYVKa3aHHHM pakK KOXM He ABJAeTCSA IIJIOCKOKJIETOUHOM KapLMHOMOM
TOJIOBH M MIEWN.

[00223] B oOHOM M3 BAapMaHTOBR OCYMECTBJIEHMA YKa3aHHHBM pak
KOXM SBJISeTCd MeTacTaTUUeckoM, He pesekTadelJIbHOM U/UJIM MeCTHO
PacIpoCTPaHeHHOW 3JIOKAUeCTBEHHOM OIyXOJb.

[00224] B »mpyr'oM BapMaHTe OCYIEeCTBJIeHMS YyKa3aHHEM pak KOXU
npencraBjsgeT cobom BCC, I'Ie VYKaBaHHHM IIallMeHT He TOoJIepaHTeH K
WY TIPOTPEecCHUupyeT IIocJe JIeUueHMS C MCIOJb30BaHMeM MHIUOMTOpa IyTH
hedgehog.

[00225] B mpyr'Mx BapMaHTax OCYMeCTBJIEHMS yKa3aHHOe aHTUTEJIO
MIM eTr0 aHTUTEeHCBABHBAIKM (parlMeHT BBOIAT B BUIe OIOHOM WJIMU
HECKOJIBKMX 03, T'Ie KaxXIyln 103y BBOOAT depezs oT 0,5 mo 4 Henelb
IIOCJIe HelOoCPeOCTBEHHO MNpedmecTBYIeld ITO3H.

[00226] B HeKOTOPHX BapMaHTax OCYIECTBJIEHVMS KaXIyln IO3Y
BBOIAT Uepes 2 HeIeJIM IIOCJe HelloCpelICTBeHHO NpellleCTBYINEN TO3H.

[00227] B omHOM M3 BapMaHTOB OCYMEeCTBJIEHUS Kaxioasd mDo3a
comepxuT 1, 3 miam 10 MT'/KT Macce Tejla TallMeHTa.

[00228] B npyroM BapMaHTe OCYIECTBJIEHMS YKas3aHHOE aHTUTEJIO
VI ero AHTUT €HCB 3B almui bparMeHT, KOTOPHE creuuduueCcKm
CBA3HBalTCA C PD-1, mOpencTaBJgoT coboy aHTUTEJIO, Kak olpenelleHO

B JIIOOOM OIOHOM U3 InpemeCTBYyIMX BapMaHTOB OCYWECTBJIEHUA.



74

[00229] B  HeKOTOpPHIX BapMaHTax OCYIEeCTBJIEHMA  HacTodllee
PaCKpHETHUE IIpelyCMaTpMBaeT CIOCOO JIeUeHUS WM MHIUOMPOBAHUA pOCTa
OIIY XOJIU N naumMeHTa, crioco® BKJIOUAET : BHOOP naureHTa co
3JIOKAUECTBEHHOM OIIyXOJIbI0 TI'OJIOBHOTO MO3Ta; M BBeleHMe MHIOMBULY,
HyXIOapleMyCcs B  DTOM, TepalleBTUUeCKM BOOeKTUMBHOTO KOJIMUEeCTBa
aHTUTeJa VI ero AHTUTEeHCBA3HBAaKIET'O bparMeHTa, KOTOPHE
creludmMUeCcKM cBa3bBaiTcsa ¢ PD-1.

[00230] B oOHOM M3 BapMaHTOB OCYWECTBJIEHMS MWHIVMBUI MMEEeT
MyJIbTUQOPMHYI TummobjiacTomy (GBM) .

[00231] B mpyroM BapMaHTe OCYMEeCTBJIEHMS MHIOMBUI MMeeT BHOBBb
OMaTHOCTUPOBaHHYK GBM.

[00232] B @mpyI'Mmx BapMaHTax OCYMeCTBJIEHMS BO3pacT MHIOMBUIA

cocTaBJdeT 265 JeT.

[00233] B HeKOTOPHX BapMaHTax OCYUECTBJIEHMS aAHTUTEJIO IIPOTUB
PD-1 maM eT0o aHTUTeHCBA3HBalMUNM (parMeHT BBOOAT B BMIEe OINHOM WMJIMU
HECKOJIBKMX 03, TIe KaxXIyln 103y BBOOAT depezs oT 0,5 mo 4 Heneib
IIOCJIe HeNOoCPeOCTBEHHO MNpedmecTBYyIeN ITO3H.

[00234] B omHOM M3 BapMaHTOB OCYIECTBJIEHMSA KaXIywn IO3Y
BBOIOAT Uepes 2 HeIeJM IIOCJe HEeNOCPpelICTBeHHO MNpellecCTBYIIEN IO3H.

[00235] B OpyTOM BapMaHTe OCVYIIECTBJIEHNUA Kaxnoas mosa
comepxuT 1, 3 miam 10 MT'/KD MaCCH TeJjla [HalyeHTa.

[00236] B OIPYIUX BapMaHTax ocyleCcTRBJIEHUSI crioco®
OOIIOJIHUTEJIbHO BKJIOUAET BBeIOeHue JIYUeBOM TepaluM  MHIOIMBULY,
HYyXIOaKleMyCsS B STOM.

[00237] B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHUS JiydeBad Tepanud
opencraBJigeT CcoOOM TUIIOOPAKUMOHMPOBAHHYID JIYUEBYID TepallMio.

[00238] B oIHOM M3 BapMaHTOB OCYIMECTBJIEHMS WMHIVMBMIY BBOIAT
20-50 I'p obuyuyeHus B 2-20 ¢ppakumMax.

[00239] B @mpyroM BapMaHTE OCYIECTBJIEHMS WHIVWBUIY BBOIAT
JYUeBYID Tepaluio udepe3 1 HemeJo IIocJe IIepBOM IO3H aHTUTeJa IPOTUB
PD-1.

[00240] B mpyI'uxX BapMaHTax OCYWEeCTBJIEHMSA OIHa WJIM HEeCKOJBKO
0o3 aHTUTeJa npoTtuB PD-1 comepxaTcd B OIHOM WMJM HECKOJBbKUX
LIMKJIaxX JledeHud, TI'Oe KaXOBM LMKJ COOepXuT 1-6 Io3 aHTUTeJla IPOTUB

PD-1.
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[00241] B HeKOTOPHX BapMaHTax OCYMEeCTBJEeHUS KaXOBM IIUKJII
JIeUeHusa ComepXxuT 4 103 aHTUTeJla NOpoTMBR PD-1, I'Ie KaxOoywn OO3Y
BBOIOAT Uepes 2 HeIeJM IIOCJe HEeNOoCPpeICTBeHHO MNpelleCTBYIIMEN IO3H.

[00242] B oODHOM M3 BapMaHTOB OCYHIeCTBJIEHUS KaxXnasd HDo3a
comepxuT 1, 3 miam 10 MT'/KD MaCCH TeJja [HalyeHTa.

[00243] B mpyToM BapMaHTe OCYMEeCTBJIEHUS IIepPBHEM LMUKJ JeUeHUS
OOIOJIHUTEJIbHO COIOEPXUT JIYUEeBYID Tepalllio.

[00244] B 1mgpyTrux BapMaHTax OCYINeCTRBJIEHMS JiydyeBasd Tepanud
opencraBiyigeT CcoOOM TUIIOOPAKLUMOHMPOBAHHYID JIYUEBYID TepallMio.

[00245] B HeKOTOPHX BapMaHTax OCYUECTBJIEHMS WHIVMBUIY BBOIAT
20-50 I'p obuyuyeHusa B 2-20 ¢ppakumUax.

[00246] B oOIHOM M3 BapMaHTOB OCYINECTBJIEHMS WHIVMBMIY BBOIAT
30 I'p B 5 eXeIHeBHHX QpaKLUMAaX.

[00247] B n@mpyroM BapuMaHTe OCYIECTBJIEHUA JIYU4eBYK Tepaluo
BBOIOAT Uepes OJIHY HeIeJIlo I[IOCJie BBeIeHMS aHTUTeJla NpoTuB PD-1.

[00248] B OIPYyTUX BapmMaHTax oCyleCcTBJIEHUS crioco®
OOIOJIHUTEJIBHO BKJIOUaET BBeIOeHME AHTMAaHTMOT EHHOTO cpencTea
VHIVBUOY, €CJIM Yy IallMeHTa pa3BUBAETCHA BHYTPUUEpPEeIHOM OTeK IocJe
BBelleHUA aHTUTeJla NpoTur PD-1.

[00249] B HeKOTOPHX BapMaHTax OCYIECTBJIEHMSA aHTHUAaHTMOIT'€HHOE
CpencTBO BHOUpAaT U3 TPYIIE, COoCToAmer u3 uHIMUbuTopa dakTopa
pocTa »DHIOOTeJUA cocynoB (VEGE) u mHruMOuTOpa aHIMOIOoRTHMHa-2 (Ang-
2) .

[00250] B omHOM M3 BapMaHTOB OCVYIIECTBJIEHMS aHTHMaHTMOT'e€HHOE
CpelCcTBO IHpelcTaBJgeT cobo¥ OeBauuszymad uam adbambeplienT.

[00251] B mpyrmMx BapMaHTax OCYMEeCTBJIEHMSA yKa3aHHOe aHTUTEJIO
VI ero AHTUT €HCB A 3LBalomui bparMeHT, KOTOPHE crneunuduueckKm
CcBAB3BBalTCA ¢ PD-1, mnOperncrTarjsgeT cobo¥ aHTUTeJIO, Kak olIpenelleHO
B JIOOOM OIHOM M3 MNPEeIleCTBYKIMX BapMaHTOB OCYIECTBJIEHUA.

[IPVIME PH

[00252] Crlenyomue IpUMEePH NIpUBeOeHH c TeM, YyTOBOEL
IpedoCTaBUTL CpeOHMM ClIelMaJlMcTaM B  IOaHHOM  ofJlacTu  IIOJIHOE
PAaCKpPHETHUE M OIIMCaHMe TOT'O, KakK CcO3maBaTb M MCIOJB30BaThb CIIOCOOEH
¥  KOMIIO3MIMM [0 WM300PEeTEeHMIO, W He IMpeldHa3HaueHH OI'PaHUUYMBATH
oBBeM TOI'O, UTO aBTOPH M300pPeTeHMsa pacCMaTpMBaKRT B KadecCTBe

CBOETO n300peTeHnd. [IpennpUHA T YCUInA, YTOOH oBecrneunTs
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TOUHOCTL B OTHOWEHMM MCIOJb3YEMEX uMcell (HalpuMep, KOJIMYeCTE,
TeMllepaTypsl M T. I.), HO CJledyeT IIPMHUMMATL BO BHMMaHME HEKOTOPEHE
DKCIIePUMEHTAJIbHEIE OWMOKM M OTKJIOHEHMA. EcaM He yKaszaHO MHOe,
YacTM I[IPencTaBJIganT CcoBOM MaCCOBHEHE dYacTM, MOJIeKyJidpHas Macca
IpencTaBJigeT CcoOOM yCpeOHEeHHY MOJIeKYJIAPHYI Maccy, TeMlIepaTypa B
rpanycax lesbcua ¥ »OaBJIeHMe PaBHO aTMochepHOMy WM OJM3KO K
HeMy .

IIpuMep 1: SddbexT a”HTHMTesa OpoTHMB PD-1 in vivo B KoMOMHALIUMU
C JIyueBOW Tepaluel OpOTUB OoNyxoJel MC38

[00253] B STOM  [IpUMepe a0dbexT OJIOKUPOBaAHUA PD-1 B
KOMOMHAaIIMK C JIyUdeBOW TepalMel MUCCJeloBaJlM Ha BOBHUKIIMX OIIYXOJIAX

MC38 y MbInen.

[00254] 5x10% KJIETOK KapUMHOMH  OOOIOUHOM KMmky — MC38
VMILUIAHTHMPOBAJIM IIOOKOXHO B TIIpaBHM 00K caMmkaM Memeld C5H7BL/6
(Jackson Laboratory). JeueHre MHUMUMMPOBAJIM B CYTKM 9 1ocie
VIMILJIaHTaluu, KoTma YCpPeIOHeHHEE 0BBEME Oy xoJien OOCTUT aJIN
npubaranTenasHo 100 MM3. Momel pacnpelesiany CJydarHeM o08pasoM IJid
TOTO, UYTOOH BBOIUTL WIM MI0TUIMUECKUN KOHTPOJL (2A3, BioXcell)
win PD-1-6Jjokupyiomee aHTuTeso (RMP1-14, BioXcell) mo 5 mr/xr, 2
paza B HeIeJlo, B TeueHMe BCeTro 5 MHTpalepUTOHEeaJIbHHX WHBEKLNM.
Uepes OOHM CYTKM IIOCJIe HadaJjla JedeHMAa  aHTUTeJlaMu, MBIIEen
pacrnpemnesdaay IO TpyllaM JydeBOM Tepaluu, KOTOpHe nojgydaamu 12 Ip
OBJIyUYeHn B ux OIIYyXOJIAX B npasoM  OOKYy. JIyueBywo Tepanmo

OOCTAaBJIAIN c VICIIOJIL 30BaHMeEM RS 2000 Biological Research

Irradiator (Rad Source) aHeCTe3MpPOBaHHEM MbIIaM
(keTaMMH/KCUIIAa3WH) , KOTOPHX SKpaHUpOBaIN c MCIIOJIbE 30BaHMeM
KpeIlJleHusa TeJla OpM dYacTUYHOM ofJjydeHun (Precision X-ray) u
CBMHIIOBOM 3amuTH (Images Scientific Instruments). OnyxoJeBHM

POCT OlleHMBaJIM 3 pas3a B HeleJ Oo cyTok 70-80, korga yMepmBJIIAIU
BCcex MwemeM. Ha  ¢ur. 1 npencrapJieH IJIaH MCCJIEOOBaHMUA  IJIA
SKCIepuMeHTa, KOTOPHM BKIILUaeT IO3UPOBaHMe aHTUTeJla OpoTuB PD-1
1 OBJIydeHUd .

[00255] Ha omr. 2 m B Tabauue 1 NokKazaHH YCpPeIHEHHHE OOBLEME
OIyXOJIeM Y MeIelV, KOTOPHM BBOIMIM aHTUTEJO NpoTuB PD-1 oTIeJbHO

WV B KoMOMHaLIMM C OOBJyueHMEeM.
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Tabmauila 1: ycpeOHeHHBHEe OOBEME ONYyXOJIeM VYV MBIel, KOTOPHM
BBOIOMJIM aHTUTEJIO HOpOoTHMB PD-1 oOoTHOeJdbHO WU KOoMOMHALIMM  C
oBJlyueHMeM

CyTku 1nocise YcpenHeHHBN 0O0beM onyxonm (MmPtSEM)
VIMIUIAHT AUV | 30 TUNINYECKUI | AHTUTEJIO VsorTunmnye cxuit AHTHUTEJIO
KOHTPOJIb npotue PD-1 KOHTPOJIb+oByueHne PO TUB PD-
1l+oBayueHue
4 15,39+3,70 8,62+3, 02 13,28+3, 44 10,78+%3,01
7 41,1148,81 38,9047,09 49,86+11, 38 39, 36%6, 32
8 68, 64+10, 01 72,03+12,13 74,03+14,83 73,70+14, 86
10 85,82+4,10 94,98+22, 68 100,88%11, 46 122, 05+15, 05
14 725,87+68, 45 834,37+£206,70 | 320,10£58,80 300, 67460, 74
16 1023,614191,4 | 1123,514310,0 |276,17482,81 219,29+45, 94
1 4
18 1573,644263,6 | 1710,304424,3 | 353,45+121,47 250,17+74,70
5 0
21 2688,69+502,3 | 2569, 65+633,3 | 494,53+211, 90 188, 98+105,8
9 5 0
23 597,70+267, 02 141,37+73,76
25 671,93+347,76 134,87+75, 67
28 879,64+403,70 147,82+70, 88
30 1081,39+426, 80 133,13+88, 88
32 177,73x112,8
1
36 233,44+152,9
1
39 258,23+158,6
.
42 316,58+160,9
1
44 332,73%152,4
3
46 456,134209,4
5
49 564,05+262, 3
2
51

925,92+434,2
9
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53 747,14+350,9
0

56 1290,10+584,
62

[00256] BuokupoBaHue PD-1 (RMP1-14) NOpoABJIAJIO CUHEPTUUECKUM
20bexT C JIOKAJBHBEM OOJIyUeHMEM (XRT) M 3BHaAUMTEJILHO  CHMXAaJIO
perpecc onyxoau (4/6 wMpmen) Yy HecymeM ONyxoJib MC38 wMemeir B
CpaBHEeHMM C MbIIaMM, KOTOPHX Jieunmyim XRT + MI30TUNIMUECKUM KOHTPOJIEM
(2/6 wpmelt) . ONYXOJIEBHIM POCT MHIUOMPOBAIM WM 3adepPXuBalivd Y
MBOIEM, KOTOPHX JIeUMJIM aHTUTeJOM IpoTue PD-1 B kKoMOMHaALUUM C
oBJIyueHMEeM. Meonam, KOTOPHIX JIEUMJIM AaHTUTEeJIOM IPOTUB PD-1 "
oBJlyueHMeM, TpeboBajiock OoJyikme uyeM 40 CcyTok, UTOOH JOCTHUYBL
obweMa onyxogu 500 MM3, OO CpaBHeHMIO C MBIIaMM Ha MOHOTepaluu,
KOTOPHM TpeboBajloCk MeHbIe uyeM 20 CyToOK, UYTOOH OOCTMYBL oOOBeEMa
onyxoym 500 MMm3. PeTrpecc ONYXOJM HNPOOOJIKAJICS B TeueHMe BIJIOTH IO
4 HepmeJgks OJIA TPYINE  KOMOMHUMPOBAHHOTO JIEUEHWUSA (XRT+aHTHUTEJIO
npotue PD-1) (B »TOT MOMEHT BpeMeHM pelLunueupoBajia 1 wu3 4
OTTOPTHYTHX OIIyX0oJieM) B cCcpaBHeHuM 1,5 HeleJu OJ4 TPYINH JedeHUA
XRT + wm3oTHIOM (peuMaMBMpOBaJla 1 M3 2 OTTOPIHYTHX OIyxoJjeHn). B
STOM MOIOEJIM ONyxoJiM OJIOKMpOBRBaHMe PD-1 B KaueCTBe MOHOTEepaluM He
OKa3HBaJIO 20beKT Ha INEepPBUUHLI OIIYXOJIEBHIN POCT.

Tabauila 2: IOIPOLEHT BEXMBAEMOCTM MBIIEM, KOTOPHM BBOIWJIU

AHTUTEJIO NPOTUB PD-1 OTHEJbHO MM B KOMOMHALUM C OOJIyUeHMEeM

CyTkm nocJe | sorun [IpoTus OBJydueHne+1s0TunI OBJyyeHne+npoTus
MMIIJIaHTalumum PD-1 PD-1
4 100 100 100 100
7 100 100 100 100
8 100 100 100 100
10 100 100 100 100
14 100 100 100 100
lo 100 100 100 100
18 100 100 100 100
21 100 100 100 100
23 100 83 100 100
25 o7 50 100 100
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28 33 50 100 100
30 17 17 100 100
32 0 17 67 100
36 0 0 67 100
44 0 0 50 100
46 0 0 50 100
49 0 0 50 100
51 0 0 33 100
53 0 0 17 100
56 0 0 17 100
58 0 0 17 83
60 0 0 17 50
63 0 0 17 50
65 0 0 17 50
81 0 0 17 50
85 0 0 17 50
[00257] TepaneBTHUUeCKUM 20PeKT KOMOMHMPOBAHHOTO JIeUeHUd
(XRT+aHTUTEJIO NIPOTUBR PD-1) OEeMOHCTPUPOBAJIN ¢ IIOMOIIBL 0

CTAaTUCTUUECKHM YBeJMUYeHHOM ofmel BEKMBaAeMOCTM 5BTOM Tpyone (50%
XMBHIX B /0 CYTKM IIOCJIe MMILUJIaHTalMM OIIyXOJIM) B CpaBHEHMM CO BCEMMU
IPYyTUMM TPYINaMU JeUeHMS: UI0TUIMUECKMM KOHTPOoJIbE (0% KMBHX B
d70), JeueHue aHTUTeJOM HOpoTueE PD-1 (0% xwuBex B d70) ¥ Mbmmu,
KOTOpHX Jeunym XRT + m3oTmunoM (17% xwmuBeix B d70) (dur. 3; Tabiamuua
2) .

Ipumep 2: 3bdbexT aHTHUTeJa OpoTMB PD-1 in vivo u JydeBOu
TepaluM MIPOTHUB oIyxoJjiel B1l6

[00258] B »ToM MOpHMepe MUCCIeOOoBaJIM IIPOTHUBOOIYXOJIEBHM 50dheKT
aHTuTeJa NpoTuB PD-1 MM B KOMOMHALUM C JIYUEeBOW Tepaluel IIPOTHUB

BOSHMKIIMX OIyxoJier Bl6 vy Mbmen.

[00259] 2x10° KJIETOK MeJIaHOMEL B16F10.9 VIMILJIAHTUPOB aJIn
MMOIKOXHO B TpaBHM OO0k camkaM Mumert C57BL/6 (Jackson Laboratory).
JledueHre MVHUIMMPOBAJM, KOTI'IDa YCPeIHeHHHM OO0BeM OIIyxXOoJIeV »OoCTUIall
npubar3anTenasHo 150 MM3. Momel pacnpelesianM CJydarHeM o08pasoM IJid
TOTO, UYTOOH BBOIUTL WIM MI0TUIMUECKUN KOHTPOJL (2A3, BioXcell)

win PD-1-6Jjokupyiomee aHTuTeso (RMP1-14, BioXcell) mo 5 mr/xr, 2
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(RMP1-14)

JIEeUYeHNA

IJIaH

OJIOKUPYIIINM

(XRT)

aHTHTeJIlaMV,

MCccJIegOBaHMA

B TeueHMe Bcero 5 VMHTPpallepnMTOHeaJIbEHEIX MHBEKILNWN .

MEIIen

KOTOpHEe nNojydyajau 8 I'p

B ux OIIYXOJIAX B [IpaBoM OOKY . JIydeBy Tepalnio
C MCIOJIb30BaHeM RS 2000 Biological Research
(Rad Source) aHeCTe3MPOBaHHEM MEBIIaM
KOTOPHIX SKpPaHUpPOBaJIN c MCIIOJIb 30BaHMeM

Tejla OpM dYacTuUHOM objaydeHuM (Precision X-ray) u
sammuTe  (Images Scientific Instruments). OnyxoJieBHM

KOoT'mIa YyMeplBJIAJIM

IJIA

KOTOpHﬁ BRJIOUaeT IOTO3MPOBaHMEe aHTHUTEeJIa IIPOTHB PD-1

aHTUTEeJIOM

3al0epXBajio IIE€PBUUHEMN

pocT onyxoJgu Bl6 B cCcpaBHeHMM C MOHOTepammel XRT WIM aHTUTEJIOM

nporue PD-1 (¢ur. 5; Tabimuua 3).

Tabauila 3: ycpelOHeHHBHEe OOBEeME ONyxXOoJIeM VYV MBIeM, KOTOPHM
BBOIONMIIN AHTMTEJIO IIPOTHUEB PD-1 OTIOeJIbHO 2Nz B KOMOMHaUMN C
oBJlyueHMreM
CyTkm mnocie YcpenHeHHB oB6beM onyxosu MMAtSEM
VIMILTAHTAUMI | 3o Tunmnyue CKUM | AHTUTETIO UsoTunmnyue ckmi AHTUTEJIO

KOHTPOJIb nportus PD-1 KOHTpPOJIb+0oBJlyueHre | IpoTHUB PD-
1l+oBayueHue
6 5,75%5,75 8,3218,32 13,79413,79 1,14+40,85
8 55,98+27, 15 62,66%15,80 57,18+37,79 50,57+38, 33
12 157,34+37, 88 144,36x37,81 237,84%71,27 177,91+59, 17
15 334,71x61,71 193,32+35,53 510,95%171,15 372,53%147,5
0
18 621,43+136,09 | 363,80%45,72 739,621244,10 440,33%194,9
0
20 939,69+158,50 | 561,64149,44 677,48%175,75 486,35+207,6
5
22 1329,77+202,0 | 772,16x118,26 | 759,15%£235,94 512,67+220,3
1 0
25 2602,08+434,0 | 1343,42+120,6 | 1182,27+336,32 789,80+299,2
8 5 4
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27 1533,03+179,8 | 1321,13%400,18 877,824296,5
8 1

29 2104,46%350, 4 944,67+333, 1
8 6

33 1024,71+321,
20

36 1237,68+340,
52

Tabauiia

4: TIPOLLEHT

BEDKMBaAeMOCTU BABILHeﬁ,

KOTOPEIM BBOIMJIIN

AHTHUTEeJIO IIPOTHUB PD-1 oTHmeJIbHO MJIM B KOMOMHaLMM C oBJIyUyeHueM

CyTkm nocJe | zorun [IpoTus OBJydueHne+msoTun OBJyyeHne+npoTusB
UMIIJIaHTalumum PD-1 PD-1
0 100 100 100 100
S 100 100 100 100
8 100 100 100 100
12 100 100 100 100
15 100 100 100 100
18 100 100 100 100
20 100 100 100 100
22 100 100 100 100
25 100 100 100 100
27 40 100 100 100
29 0 100 80 100
33 0 80 80 100
36 0 20 60 100
39 0 0 60 83
41 0 0 60 83
43 0 0 20 67
40 0 0 20 o7
48 0 0 20 50
50 0 0 0 50
53 0 0 0 33
55 0 0 0 33
57 0 0 0 33
60 0 0 0 17
02 0 0 0 17
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64 0 0 0 17
66 0 0 0 0

[00261] KomMmburHaumsa JIeueHn A XRT+aHTHUTEJIOM IPOTUBR PD-1
yBeJImMurBajia OBy BEIKMBAEMOCTE (50% KUBHEIX B dbo0 rocje

VMMILJIaHTaluuM) B CpaBHeHuM C oTnesqbHo XRT (0% xuBEHIX k dbO0),
OTHOEeJIbHO aHTuTeJioM HOpoTMB PD-1 (0% xmBHxX K d40) ¥ OTIOEJIBHO
muzoTurnoM (0% xmBEHX K d30) (¢omr. 6,; Tabimua 4).

Ipumep 3: 32bdexkT aHTHUTesa OpOoTMB PD-1 in vivo B kKoMOMHaLUU
C JIYyUeBOM TepalMey NPOTUER MeTaCTaTUUeCKMUX OIIyXoJiel JIeTKUX

[00262] B DTOM  [IpUMepe 20dbexT OJIOKUPOBaAHUA PD-1 B
KoMOMHALIMM C JIYUeBOM Tepanuel UCCJIeOOoBaJIM I[IPOTUB BOSBHUKIUX U

MeTaCTaTUMUeCKMX onyxoneﬁ N MBIIEN .

[00263] 1,5x1053 KJIETOK MaMMapHOM KapLUHOMEL 4T1
VMILUIAHTHMPOBAaJIM I[IOOKOXHO B IpaBHM ©OOK caMkaM Memmel Balb/c
(Jackson Laboratory). JledeHre MHMUMMPOBAJM B CYTKM 12 1ocCjie
VIMILJIaHTaluu, KoTma YCpPeIOHeHHEE 0B BEME Oy xXoJien OOCTUT aJIN
npubausnuresbHo 100 mm3. Memel pachpelelsisaiv CJydarHbeM ofpas3oM IJid
TOTO, UYTOOH BBOIUTL WIM MI0TUIMUECKUN KOHTPOJL (2A3, BioXcell)
win PD-1-6Jjokupyiomee aHTuTeso (RMP1-14, BioXcell) mno 5 mr/xr, 2
paza B HeIeJlo, B TeueHMe BCeTlo 5 MHTpAalepUTOHEeaJIbHHEX WHBEKLNUM.
Uepes OOHM CYTKM TIIOCJIe HaudaJjla JedeHMAa  aHTuUTeJlaMu, MEBIIEeN
pacrnpenesidaay IO TpyllaM JYyUdeBOM Tepaluy, KOTOpHe IoJjydanau 8 Ip
OBJIyUYeHn B ux OIIYyXOJIAX B npasoM  OOKYy. JIyueBywo Tepanmio

OOCTAaBJIAIN c VICIIOJIL 30BaHMeEM RS 2000 Biological Research

Irradiator (Rad Source) aHeCTe3MpPOBaHHEM MbIIaM
(keTaMMH/KCUIIa3WH) , KOTOPHX SKpaHUpORBaIN c MCIIOJIE 30BaHMeEM
KpelJleHusa TeJla OpM dYacTUYHOM obiydeHun (Precision X-ray) u
CBMHIIOBOM 3amuTH (Images Scientific Instruments). OnyxoJeBHM

pPOCT OleHMBaJKM 3 Ppa3a B HemeJw OO CYTOK 28, KoT'ga YMEepmBJIAINU

BCeX BABILHef;I, UyTOOH OLIEHMBATE MeETACTATUUECKYD HarpyskKy JIeT'KUX C

MCIIOJIb30BaHMEeM  KJIOHOT'€HHOT'O aHaJms3a. B KpaTKOM  M3JIOXKEeHUN,
JIETOUHY TKaHb nonBepralmu OMccouranumum C VCIIOJIE 30BaHUeEM
DNAase/Liberase TL (Roche) n KYJIbE TUBUPOBAJIN B cpenmax C

nobaBJyieHreM 60 MKM 6-THoryaHMHa. IlocJle IOBYyxX HeIneJlb B KYJIbBTYPE,

InpoBOIOMJIMM KOHTPpaCTHOeE OKpallMBaHNMe dYalleKk MEeETMIJIEHOBEIMM CHMHVM U
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OIIpEemesIaAIM  UUCJIO KOJIOHUM (onmHa KOJIOHU A npencTaBJsgeT OIOHY
MeTacTaTUUecKyl KJIeTky 4T1).

[00264] OxnmamnT, uTO JIeUeHMe aHTUTeJIOM IHIpoTMB PD-1 B
KOMOUMHaLUUM C OBOJIydeHMEM CIOCODCTBYET pPerpeccy OIyXOoJiM, a TakKxe
orocpelnyeT CYIpeCcCHI MeTacTaTudeCKOoI'o pocTa.

lIpumMmep 4: SddbexT in vivo aHTUTesa IOpoTHUB PD-1 uyejioBeka B
KoMOMHALIMM C JIYUYeBOM Tepanmel crocobcrByeT abckonallbHOMY 52dhbexTy
IPOTUE OTHAJIEHHHX OIIYXOJIen

[00265] B DTOM  [IpUMepe 20bexT OJIOKUPOBaAHU I PD-1 B
KoMOMHALIMM C JIYUYEeBOM Tepanuel UCCJIeOOoBaJIM I[IPOTUB IIePBUUHHX U
oTIHaJIeHHHX OIIyxoJjle MC38 'y MuIIeH, T'YMaHM3UMPOBAHHEIX 110 PD-1,
VCIIOJIE3Y S aHTuTeJla NpoTuB PD-1 uejioBeka.

[00266] ObpasuoBoe aHTUTeJO OpoTuB PD-1, MCHOJB3YEMOE B
3TOM MpUMepe, TIMpPenacTaBjsgeT cobor REGN2810 (TakXe HM3BeCTHOe Kak
H4H7798N, kak packpelTo B U320150203579), MOHOKJIOHAJIEHOE aHTUTEJIO
[IOJIHOCTRI  UeJIOBEKaA [IPOTUB PD-1, comepxalee TOKEJIYD  1Lelb,
comepxamy®n aMMHOKMCJIOTHYK IIOClefoBaTeJlbHOCTE SEQ ID NO:9, n
JeTKYK Lellb, ComepXallyld aMUMHOKMCIIOTHYI IIOCJIefoBaTeJIbHOCTE SEQ ID
NO:10; napa aMMHOKMCJIO THEIX IoCJIeIOBaTEJIbHOCTEN HCVR/LCVR
comepxuT SEQ ID NO:1/2; wu nocjemoBaTesyibHOCTM CDR  TAXEJHX U
Jerkux lerner comepxaT SEQ ID NO:3-8.

[00267] Mwmer, TIyMaHMBMPOBAHHEX 10 PD-1, KOHCTPYMPOBaJIM C
MCIIOJIb30BaHMeM TexXHoJorun VelociGene® (Valenzuela et al 2003,

Nat. Biotechnol. 21: 652-659; ny6amkaluMsg IDaTeHTHOM 3agaBKu CIIA

2015/0366174) .

[00268] 5x10° KJIETOK KapLUMYHOME oBoImouHOM KUK MC38
VIMILJIaHTUPOBaJIU MIOOKOXHO caMKaM T'YMaHM3UPOBaHHEIX MBI e PD-
1/C57BL/6 B cyTku 0 (IepBHUHAaS OINYyXOJIb B IpaBoM OOKY) U CYTKM 3
(onyxoJib B JIEBOM BOoOKYy ; oTrmaJieHHas OTIYXOJIb) . JleueHne
VHUIIMUPOBAJIN, Korma YCpeIOHeHHEEe OBBEMEl  [TEPBUYHBIX oIy xXoJien
OOCTUTANM OPpUOIM3UTeJIbHO 150 MM3. Momel pacHpenesisjy CJIyYalHBM
obpasoM OJg TOTO, UTOOH BBOIUTL MIOTUIMUECKUY KOHTPOJL WM PD-1-
OJlokupyiolee aHTUTeso (REGN2810) mo 5 Mr/xr, 2 pa3a B HemeJo, B
TeueHMe BCeTO 8 MHTpalepUMTOHeaJIbHHX MHBeKIUM. Uepes OOHUM CYTKU

I10CJIe HadaJla JIedeHMA aHTUTeJlaMl, MEBIIEN pacllpeneJidjiMm TIIo0 TI'pyllllaM
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ﬂyquOﬁ Tepalrinmr, KOTOPEE IIoJIy4dallt 38 Pp OBJIYUEeHUA B MX OIIYXOJIAX B

npaBoM OOKy. JIydeByK Tepalurw OOCTABJAIM C MCIOJb30BaHMeM RS 2000

Biological Research Irradiator (Rad Source) aHeCTe3MPOBAHHEM

MEIMTaM (KeTaWH/KCMHaBMH), KOTOPHX 3JSKPpaHMpOBaJlM C MWMCIIOJIE3OBaAHMEM

KpelJleHus TeJjla [OIpM dYacTUYHOM of8JjyueHum (Precision X-ray) wu

CBMHLOBOM 3amuTH (Images Scientific Instruments). IIepBUUHEM U

BTOPHIM OIIYXOJIEBEIM POCT OlLEHMBaJIM 3 pasa B HemeJmo no cyTok 70-80,

KoT'ga YMEpPHBJISJIM BCexX  MHIIEeN. Ha o¢wur. 7 nOpencTaBJIeH ILJIaH
VCcCcJeldoBaHMA IOJIA BKCIEepUMEHTa, KOTOPHEM BKJOUAeT IO3UPOBaHUE
aHTuTeJia nNpoTus PD-1 m oOJiydeHMUAg.

PesyJibTaTEL

[00269] [lepBUUHAaA OIIYXOJIb & JeueHme BJokMpoBaHueM PD-1
(REGN2810) MNOpoABJIAJIO CHUHEPIMUeCKUM 2dPeKT C JIOKaJbLHHEM OBJIyUeHMeM

(XRT) npu OTTOPXEHUN [IEPBUUHEIX onyxoJjenm  MC38 (4 "3 6
De30NyxX0JIeBHX  MBIIEN) B CpaBHEHMM C MHBIIaMHA, KOTOPHX JIEUWUJIA
XRT+MB0TUNIMUECKUM KOHTpoJieM (1/6 ©6e30nyx0oJIeBHX MHIIE) . Perpecc

OITYyXOJIM TIIpOoOOoJIXaJICA B TIPYIIIIE KOM@MHMPOBaHHOI‘O JIeUeHMA B TedeHHUe
8 HemeJlb IO KOHIA SOKCIIepPVMMEHTa B CpPaBHEHMNM C TpeMA HeleJIAMM IOJIA

T'POYIIIIEL JICUEeHNMA XRT+M30TUIIOM (OTTOpI‘HyTaH OIIYyXOJIBE PpelrIMBMpOBalJla

B BTOT MOMEHT BpeMeHM) (¢mur. 8; Tabmmuua 5).

Tabauua 5: ycpenoHeHHHEe O0OBLEeMB IIEePBUUHHEIX OINIYXOJeM Yy MeIen,

KOTOPEM BBOOMJIM REGN2810 OTHeJIbHO MM B KOMOMHaUMUM C OOJyUeHMNEM

CyTku nocJse YcpeInHeHHH ofbeM onyxoisn (MM ESEM)
VIMILJIAHTAIMW | Ysorunmueckuir | REGN2810 UsoTUnmnue CKmit REGN2810+
KOHTPOJIb KOHTPOJIb+OBIyUeHNE oBnyueHne

4 8,47+5,22 13,86x7,13 | 9,02+3,07 3,75%3,75

S 14,3214,76 22,08+2,69 | 27,54%4,90 10,00+3,17

7 39,4345, 36 35,47+6,73 | 42,7218,00 32,80+10, 60

9 62,68xt12,03 84,73 68,27+£11,65 47,26x11, 65
20,91

10 111,78+24,45 108,15+ 96,18+18,07 75,13+11,56
27,17

11 147,89+36,11 176,67+ 111,87+10,12 110,27+25, 02
43,99

12 171,76+41,23 154,97+ 153,69+16,06 121,88+29, 86
44,16
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14 304,95+94, 96 221,70+ 147,22+19,77 144,71434,28
65,96

17 609,244227,64 | 296,69+ 116,65+27,03 135,26+57, 41
95, 14

19 369,17+ 114,85+38,73 124,59455, 50
128,37

21 442,13+ 127,77+36, 92 130, 00+78, 30
158, 80

24 641,92+ 198, 40467, 81 113,25+74,51
275,23

26 896, 32+ 252,51498, 39 116, 904101, 35
389,54

28 1200,99+ 331,78%125, 55 120, 05+89, 32
498,27

31 477,34+181,97 168, 62+151, 18

33 189, 07+154, 91

35 164,70+127,33

38 216,32%159,47

40 219,35+156,39

42 292,37+204,83

[00270] BiiokupoeaHue PD-1 B KauecTBe MOHOTepalnuu

OIoCpenoBalJio OTTOPXeHMEe Yy 2 U3

KOTOPEIE OTTOPpIAaJIM CBOK II€EPBUYHYID OITYXOJIb,

OIIYyXOJIEBOMY POCTY, UYTO BeJIO TOJIbKO K 1 MBIIM, BEKMBIIEM OO KOHIA
SKCIIepUMeHTa. MOmHEM TepaleBTUUeckul 20PpekT KOMOUHMUPOBAHHOTO
JeueHusa (XRT+REGN2810) »OeMOHCTPMpPORBaJM C IIOMOWBI CTATUCTUUECKU
YVBeJIMUeHHOM OfmeM BEXMBaeMOCTM (~67% XMUBHX CYTKM TIIOCJIE
VIMILJIAHTAUUY  OIIYyXOJIN) CpaBHeHMM CO BCeMU IOPYTMMM TpPYyIIIIaMu’:
OTHOEeJIbHO M30TUIIMUECKMM KOHTpoJIb Wi XRT (0% xmBHx B d70)

REGN2810 B kauecTBe MOHOTepanmu (20% XKMBHX d70) (pur.

Tabjmiia 6) .

5 wMpmmen;

OIOHaKoO

1 wm3 wMeIIEN,

InoomBpepraljlmCbk BTOPOMY

Tabanua 6: IPOLUeHT BEXMBAESMOCTHM Y MBIIEM, KOTOPEM BBOIWJIMU

REGN2810 oTmesibHO MJIM B KOMOMHaLMM C OOJIyUeHMeM

CyTkmu nocJe | MsoTtun | REGN2810 | OBsydyeHMe+n30TUI OBsryyeHMe+REGN2810
UMIIJIaHTaumm

0 100 100 100 100

4 100 100 100 100
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5 100 100 100 100
7 100 100 100 100
9 100 100 100 100
10 100 100 100 100
11 100 100 100 100
12 100 100 100 100
14 100 100 100 100
17 100 100 100 100
19 83 100 100 100
21 83 100 100 100
24 83 100 100 100
26 50 100 100 100
28 33 100 100 100
31 33 6’7 100 100
33 33 33 83 100
35 33 33 6’/ 100
38 33 33 50 100
40 17 17 50 100
42 17 17 50 100
44 17 17 50 100
49 0 17 17 83

54 17 0 83

56 17 0 83

59 17 0 83

6l 17 0 677

63 17 0 6’7

[00271] OrmajieHHas OINyxoJb: REGN2810 B xoMOumHauum C XRT
SHAUUTEJILHO CIHOCOOCTBORAJIO abckomallbHOMY  320deKTy (oTTOpPXEHME
OIIyXOJIM, MMILJIAHTHMPOBaAHHOM B OTIaJIEHHOM MecTe) npy 5 w3 6
0e30IIYyX0JIEBEX  MBIIEM B CpaBHeHUM C oTmesbHO XRT (2/6 Des
OTHaJIeHHHX OIIyXOJIeu) , oTgesibHO REGN2810 (1/6 ©Ges oTHaJIeHHEX
OMYXOJIeM) ¥ MHIIaMM, KOTOPHX JIEUWJIM M3IO0TUIMUESCKMM KOHTpoJeM (1/6
fes oTmaJieHHHX onyxoJew) (¢ur. 10; Tadguua 7).

Tabauila 7: yCpeIHeHHBHEe IMCTaJIbHBEEe OOBeMH OIIYyXOJIeM Yy MHIel,

KOTOPEM BBOOMUJIM REGN2810 OoTHEJIEHO MJIM B KOMOMHaLMUM C OOJIyUYeHUEeM
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CyTkmu nocie YcpenHeHHB 00BeM onyxoym (MmPtSEM)

VMIUIAHTAUVNM | YsoTrunmnuecknits | REGN2810 Usorunmuueckuii | REGN2810+
KOHTPOJIb KOH TpOJ‘Ib+ O6J‘IyquI/Ie

obJyyueHMre

1 0 0 0 0

2 0 0 0 0

4 0 0 0 0

6 0 0 0 0

7 11,13+11,13 0 0 0

8 20, 01+20, 01 0 3,26%3,26 0

9 25, 43+25, 43 7,00+7,00 9,75%9,75 0

11 31,93429, 32 42,24426,88 28,81+17,01 12,13+12,13

14 56,20+34, 46 59,40429, 41 57,64429,91 20,93+14,07

16 58, 64429,57 95, 78+52, 87 14,03+9,79

18 151, 71+76, 86 115,16%59,43 22,87+16, 20

21 207,13+128,83 | 227,22+105,46 | 17,01%17,01

23 333,43+220,57 | 335,13+148,86 | 9,51+9,51

25 506,55+355,36 | 503,71+211,49 | 11,45+11,45

28 968,92+418,57 | 31,59+31,59

30 57,40%57, 40

32 83, 94483, 94

35 133,89+133, 89

37 224,65+224,65

IIpumep 5: 32bdexT aHTHUTesa OpOoTMB PD-1 in vivo B koMOMHaUUM
C JIYUeBOM Tepamnmey M aHTaroHmcToM GITR HOpoTMB onyxojen MC38

[00272] B DTOM  [IpUMepe 20dbexT OJIOKUPOBaAHU A PD-1 B
KOMOMHAaLUU c JIyuyeBoOM Tepanuemn " AHTATOHUCTOM pelenTopa
VHOYLUMPOBAHHOTO TIUIKKOKOPTUKOMIaAMM (akTopa Hekpo3a onyxosm (GITR)
(auTuTesi0o nOpoTuB GITR) wmcclemoBali I[OIPOTHME KPYIHHX  BOSHUKIIMX
onyxoJie MC38 y MeIIEN.

[00273] 5x10° KJIETOK KapLUMHOME oBoImouHOM KUK MC38
VMILUIAHTHMPOBAJIM IIOOKOXHO B TIpaBHM 00K camkaM Memeld C5H7BL/6
(Jackson Laboratory). JeueHuMe MHMUIMMPOBAJM, KOoI'Ia YCpPeOHEHHBe
0BBEeMEl OIIYXOJIeM ImocTuITaliM npubiams3mressHo 150-200 MM3 (OTHOCHUTCS K
KaTeTOPUU  KKPYIIHHE  OIIYyXOJIM») . Memie¥  pacnpenensaamr  Cly4darHbM
obpasoM IOJIA TOTO, UTOOH BBOIOUTL AHTUTEJIO MI3OTUIMUECKOTO KOHTPOJA

(2ZA3 wmiam LTF-2; BioXcell), aHTUTeJiO nOpoTtuB PD-1 (RMP1-14;
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BioXcell), aHTuTejso npoTmB GITR (DTA-1; BioXcell) wmamM KOMOMHALIMIO
aHTuTeNa nOpoTuB PD-1 m aHTHTesla npoTwB GITR mo 5 mMr/xr, 2 pasa B
HeOeJjo, B TeueHMe BCeIO b5 MHTpallepUTOHEAJIbHEIX MHBEKLUUM. UYepes
OOHM CYTKM IIOCJIe Hauajla JedeHMd aHTUTeJlaMM, MBIIel paclpeleisayn

10 T'pyIllllaM J'Iy‘-IeBOVI Tepallil, KOTOPEEe IIoJIy4daJll 8 I'p 0BJIyyeHNd B WUX

OIIYyXOJIAX B npaBoOM BoKYy . JlydeBywo Tepalmo OOCTaBJIAIIN c
ucnoJgbsoBaHveM RS 2000 Biological Research Irradiator (Rad
Source) AHECTEe3VMPOBAHHEM  MBIIaM (keTaMMH/KCUIIa3UH) , KOTOPEIX

SKPaHMpPORBRaJM C MCIOJIBE30BaHUEM KpeIlJIeHMsa TeJla [OpU  4YaCTUUHOM
00JIyYeHUN (Precision X-ray) u CBUHIIOBOM 3allUTEL (Images
Scientific Instruments). OnNyxoJeBHM POCT OlleHMBaIM 3 pa3a B
HeeJllo OO CcyTok 70-80, korma YMepmBJIAIM Bcex Mumel. Ha o¢our. 11
OpeICTaBJIeH IJIaH MCCJeIOBaHMA OJIA BKCIepVMeHTa, KOTOPHM BKIKUAET
ODoO3MpoOBaHMe aHTUTeJla IIPOTHUB PD-1, aHTuTeya nOpoTuMr GITR wu
oBJIyueHnd .

[00274] Jleuenme adHTUTeJIOM OpoTue PD-1 (RMP1-14) NOpOABIIAJO
CHUHepTHUYeCckulr 20deKT C JOKaJIbHEM oO0JjydeHreM (XRT) ¥ aHTHUTEJIOM
npotue GITR @OpM OTTOPXEHMM KpPYIHHEX oHoyxojen MC38 (4 wu3 6
0e30MyX0JIeBEHX MHIIENM) B cpaBHeHUM C XRT+auTuTesio npotuB GITR (2/6
Bes onyxoJel), XRT+aHTuTeso HOpoTuB PD-1 (2/6 oOTTOpTajJucCh) WIIMU
MBEIIAMU, KOTOPHIX JIeunJIm TOJILKO XRT (0/6 Bes OIIyxXOJIen) .
MoHOTepamnmnsa (C MCIOJBb30BaHMEM aHTUTeJla NOpoTuB PD-1 wmiaM aHTUTeJa
npotue GITR) wmiIM KOMOMHMPOBAHHOE JiedeHMe (aHTUTEeJIO OpoTuB PD-
l+a"uTuTelsIo IIPOTUR GITR) OKas3HBaJn MUHMMAJIb HBI sbderT Ha
ONYyXOJIEBHM POCT, IIpHUUYeM JeueHMe aHTUTeJIOM MOpoTuB PD-1 wiu
aHTUTEJIOM IIpoTMB GITR oHoocpemoBaljlo OTTOPXeHMe Yy 1/5 wMomel u
KOMOMHAIIMSA MOBYX aHTUTEJ OIloCpenoBajla OTTOopXeHVe Yy 2/5 Mumen.
Perpecc onyxoJM IIpOLOJIKaJICA B TedeHMe BIUIOTE IO 6,5 HemeJM IIOCJe
HadaJla JiedeHMs [Ja MeeM, KOTOPHX JeuuJIM TPOWHOM KOoMOMHalLMEeN,
OPOTUB 2 HemeJb JIS MBIeV, KOTOPHX Jeuusiv XRT+aHTUTEJIOM IIPOTHUB
GITR (¢omr. 12).

Tabmuua 8: MHOIPOLEHT BEHAXMBAEMOCTM MEBIIEN, KOTOPHM BROIWUJIIM
aHTUTeJIO OpoTue PD-1 B KOMOMHaALUUM C OOJIydeHMEeM ¥ aHTUTEeJIOM

npotuB GITR

CyTku Vso | AHTU | AHTHK | AHTH |OBJayuyeHMre OBnyueHMe ObnyueHmne | OBJyueHUe

rnocJje THUII PD-1 | GITR | PD-1 +M30TUIL +IopoTUB +NpoTUB +IPOTUB
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VIMILJIaH +aHTU PD-1 GITR PD-

TaLuum GITR l+opoTus
GITR

0 100 100 100 100 100 100 100 100

28 100 100 80 100 100 100 100 100

32 80 80 80 80 100 100 100 100

35 60 60 40 60 100 80 83 100

38 20 20 20 60 40 80 50 100

41 0 20 20 60 20 60 50 100

48 0 20 20 60 0 60 50 83

56 0 20 20 40 0 40 33 67

66 0 20 20 40 0 40 17 67

77 0 20 20 40 0 40 17 67

[00275] B mTabmuue 8 ™M Ha ¢ur. 13 IIokaz3aHa BEXMBAEMOCTH
MBOIEM, KOTOPHM BBOIMJIM aHTUTeJIO OpoTuB PD-1 B KOMOMHALUU

JYyUYeBOW Tepanuer ¥ aHTuTeJIoM OpoTue GITR.
anTuTreJia nporus PD-1+XRT BeJIO K perpeccy OIIYyXOJM B OUeHb KpPYIIHHX

OIIYXOJIIX

(~300 mm3) .

[Ipumep ©6:

Kpome TOTO,

BBeIIcHNe

SbdexT aHTMTesla HOpoTuB PD-1 in vivo B kKoMOMHaALUM

C JIy4deBOM TepalMey M aHTaroHMcToM GITR OpoTuMBR omoyxoJjier Bl6

[00276]
KOMOMHaUUK C JIydeBOM
npotue GITR)

[00277]
MIOOKOXHO B IpaBHM OOK caMkaM Mwmelr C57BL/6
JleueHne
OoCTUTaIV TpudImM3uTeabHo 100 M3,

obpasoM OJd

LTF-2;

aHTuTeJ o npoTMB GITR
npoTuB PD-1 m auTuTejya nporue GITR mo 5 mr/xr,

B TeueHMe BcCero 5 VMHTpalilepnMTOoHeaJIbHEIX MHLeKINWMN .

VMHWIIMMpOBaJln,

B

STOM

puMepe

Tepanuem u aHTaroHucToM GITR

spdperT

OJIOKMPOBAHUI

PD-1

(aHTHMTEeJIOM

MCCJIeOOBAaJIM MPOTUB BOBHMKIIMX OIYyXoJield Bl6 y Mbmmen.

2,5x10°

TOTO,

BioXcell),

KJIETOK

KoIr'ma

UTOOH

AHTUTEJIO

IPOTUB

(DTA-1;

BBOIMTbH

I1I0CJIe HaudaJla JIeUeHMA aHTHUTeJlaMl,

JYyUYeBOW Tepaluu,

npaBoM OOKy. JlydeBYyK Tepanurw OOCTABJAIM C MCIOJb30BaHMeM RS 2000

Biological

MEIITaM

Research

(KkeTaMMH/KCHUJIABUH) ,

Irradiator

(Rad

MeJIaHOMEI

yCpenHeHHbe

VN30 TUIINYUEeCKUEe

PD-1
BioXcell)

Source)

B16F10.9

0B BEeMH

(RMP1-14,

2 pasza B HeneJwo,

aHeCTe3VMPOBaAHHEIM

KOHTPOJIN

VIMILJIaHTUPOBAaJIN
(Jackson Laboratory).
OIIyXOJIeM
Memed pachnpenessaian CJy4dalHBM
(2A3,
BioXcell),

MM KOMOMHALIMI aHTHUTella

Uepes OOHUM CYTKU

Ml e pacllpeneJidjinm IIo TI'pyllllaM

KOTOPHE II0JIy4YaJik 38 Pp OBJIYUEeHUA B MX OIIYXOJIAX B

KOTOPHX 3SKPpaHMpOBaJlM C MWMCIIOJIE3OBaAHMEM
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KpelJleHMsa TeJla IOIpM dYacTuuHoM objaydyenun (Precision X-ray) wu
CBMHIIOBOM 3amuTH (Images Scientific Instruments). OnoyxoJeBHM
POCT OleHMBaJIM 3 pasza B HeleJw no cyTok 70-80, korma yMeplUBJIIAIU
BCexX MbIIen.

[00278] OxmmamoT, YTO aHTUTEJO OpoTHME PD-1 B KOMOMHaUUM C
aHTUTEJIOM NPOTUB GITR U JyuyeBOM TepalMel comelcTByeT OoJblleMy
perpeccy ONyxXOoJM U 3aldepXKe OIYyX0OJIeBOT'O POCTa, UYeM MOHOTepalllsd
WM aHTUTeJIO NPpoTuMB PD-1 B KOMOMHAUMM C JIYUEeBOM Tepaluel.

[lpuMmep 7: KiIMHMUecKoOe MCCJeldoBaHMe aHTuTeJla OpoTuB PD-1 u
JYUYeBOV  TepaluM y IalMeHTOB C PAacCHOPOCTPaHeHHHMM  COJIUIHLIMMA
OTIY XOJIAMU

[00279] CLie) MCCIJenoBaHue npencrTaBijsgeT cobou OTKPHETOE
MHOTOIIEHTPOBOE MCCJeJOBaHMe C YBeJIMUeHMEM HOO3H C HECKOJbKUMU
TpyHnllaMi yBeJIMUeHUS M DKCIaHCHMM O3B, 4YTOOH MCCJIeIoBaThb 30dekT,
©e30MIaCHOCTb M II€PeHOCHMMOCTE aHTuTeJla NOpoTuB PD-1 oTOelBbHO U B
KoMOMHaLIMM C IOPYyToM Tepanuelr OIPpOTUBR 3JI0KaUeCTBEHHOW OIyXOJIM
(BRIIOUA A JIYUYEBY Tepaluo) , N4 B3P OCJIBIX nalureHTOB C
PacrnpoOCTpPaHEeHHEM COJIMOHBEMM OITYXOJISMMA .

[00280] Ob6paszuoroe aHTUTEJO HOpoTuB PD-1, MCHOJBE3YEMOE B
STOM MCCIeIOoBaHMM, IOpencTaBJgeT cobor REGN2810 (Takxe M3BECTHOe
kak H4H7798N, kak packpeTo B US20150203579), MOHOKJIOHAJILHOE
AHTHUTEJIO IIOJIHOCTBI UYeJiIoBeKa HNpoTue PD-1, comepxalee TIKeJIYIO
Ienk, CoIepXallyl aMMHOKMCJIOTHYH IIocJiefoBaTeJlbHOCTE SEQ ID NO:9,
M JeTKyl lLelb, COoIepXallyld aMMHOKMCJIOTHYK II0CJeIOoBaTeJIbHOCTE SEQ
ID NO:10; mapy aMMHOKMCJIOTHHX I[ocjedoBaTejibHOoCTeld HCVR/LCVR,
comepxamyio SEQ ID NO:1/2; u nocjemoBaTeJbHOCTM CDR  TOKEJHX U
JeTKUxX lieneu, comepxamre SEQ ID NO:3-8.

Oesn mccJIenoBaHUA

[00281] OcHOBHad lLeJib MCCJIeIOBaHMA COCTOMT B TOM, UYUTOOH
OTIpelelIaTh XapaKTepUCTUKU fes30macHOCTH, [IEPEHOCHMOCTH,
OTpaHMUMBaKIMX OO3Y TOKcHMuUHocTeM (DLT) REGN2810, KOTOPHM BBOOWIIU
BHYTpMBeHHO (IV) B KauecTBe MOHOTepaluMM WMJIM B KOMOMHaALUM C
HalpaBJIEHHEM OOJIydeHMeM (C HaMepeHMeM MMeTb 5BTO B KauecTBe
VMMYHO C TUMYJINPYIIome, a He TIepBMUHOM  abJIAIMOHHOM  OIIyXOJIeBOMU
Tepaluu), HMU3KOM OO3H LMKJIOpochamMmma  (IokaszaHO, UYTO Tepanud

T/IHI‘T/I@T/IpyeT OTBETEI PeETVYIIATOPHEIX T-KJIETOK) 1 I'PaHYJIOLIMTAapHO—
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MakpodarajlbHOTO KOJIOHMECTUMYJIMPYRINETO bakTopa, kapOboriaTrHa,
OolleTakcesa WIM MX COoUeTaHusda VYV I[alMeHTOB C paclpoCTpaHeHHBEMA
3JIOKAUECTBEHHEMM HOBOOOPAa30BaAHUSAMMA.

[00282] BTopocTeleHHEE LneJin MCCJIegoBaHnsa IpencTaBJgnT
cobom: (1) omnpemeldaTh pPeKOMEHIOBaHHYI nmos3y 2 ¢das3s (RP2D) nmnus
REGN2810 B KauecTBe MOHOTepaluUM M B KOMOMHALMM C AOPYTOM Tepaluen
IPOTHE 3JIOKAUEeCTBEHHOM OIIyXOoJM (HalpaBJieHHOe O0O0JyueHMe, HM3Kad
mo3a nmrJIopochammma WJIn u TO u opyroe) ; (2) OIIMCEBATH
IpelBapUTeJIbHYD [IPOTHUBOOIYXOJIEBYK akKTMBHOCTE REGN2810, oTmelibHO
u C KaxXObM IIapTHepoOM (aMi) KOMOMHAaLIUNA ; (3) OTIpemesIaTh PK
xapakTepuCcTuky REGN2810 B KaueCTBe MOHOTepalMM M B KOMOMHAaLMU C
IPpyTOM Tepalrer TNIPOTUMB 3JI0KAaUeCTBEHHOM OIyxXOJM (HalpaBJIeHHOe
oBJy4dyeHre, HM3kKasd IJo3a LuKJIopochaMmia MIM UM TO M npyroe); u (4)
OlLleHMBAaTh MMMYyHOTeHHOCTL REGN2810.

OBoCcHOBaHME ILJIaHa MCCJIeOOoBaHUSA

[00283] MonmeJib 3+3 oja dasbe  YBeJMUEHMS OO3EH B STOM
uccJegoBaHuM paspabaTeBajlM IOJS Toro, UYToOOH COejlaThb BO3MOXHOMU
OlleHKy Oe3omnacHocTr REGN2810, Kaxk B KaueCcTBe MOHOTepallMM IIPU
PasJIMUHEIX YPOBHAX IO3H, TakK M B KOMOMHALUK C WUMMYyHOYKPEILIAOIVM
JledyeHueM: LMKJIoQochaMml; OT'paHMUeHHOe HallpaBJIeHHOe OOJIyueHue,
OOCTaBRJIgeMoe IIOo 1 U3 2 CcxXeM IOO3MPOBaHMA; WM KOMOMHUMPOBAHHOE
oBJIyueHre U LUKJIOQoCchamMmy.

[00284] Korma mnepeHoCHMMOCTL REGN2810 ycTaHaBAMBAaJIM OTOEJILHO
M B KOMOMHALMM C OOJIydeHMeM W/uiM uUurjodpochaMmMioM, HeCKOJILKO
KOTOPT SKCIaHCUM C MUCHOJbL30BAaHMEM Pal3JIMUHHX KOMOMHALIMM  WJIMU
MOHOTepallMM IIpM BHOpPaHHEX I[IOokaszaHmuax [NSCLC, BC, HNSCC, CSCC,
OTIYXOJIU c MST (oBomouHoOM u Ip AMOM KUK, SHIOMETPUS,
IpencTaTelIbHOM XeJie3H WM OIyXOoJM OpyI'uxX Tuior), HCC u mopyrue
PaclIpoOCTpaHeHHHE COJIMIOHEIE ONYXOJM] »DOoBaBIAKRT IJS TOTO, UYTOOH
OOMOJIHMTEJIBHO IONTBEepXIaTk 0e30MNaCHOCTE WM OleHMBATHL IIPUPOCT
IIPOTUBOOIIYXOJIEBOM AKTMBHOCTH . T'paHyJIOLUMTapHO-MakKpobaTajlbHEM
KOJIOHVE C TUMY JIMP YOI barToOp (GM-CSF), KapborjaTH "/
noleTakceJyl DoBaBJIgT B HEKOTOPHE M3 3TUX KOoMOMHALUMN.

[00285] B Tabimie 9 IIepeuMclJieHbl HeKOTOPHE KOTOPTH, B
KOTOPHEX MCIOJBb30BaJiM MOHOTepanMio REGN2810 m xoMOMHaALUUM C OPYIHVMA

MOIOaJIbBHOCTAMM JIEUEHNMA.
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Crimcok

HeKOTOPEIX

KoropT SKCIIaHCHNM IJIA

MOHOTepanuu REGN2810 M KOMOMHMPORAHHOM Tepaluu

ONyXoJib, pedpaKTopHad K

Koropra | [lokasaHue JleueHnne

1 HemesnkokJleTOUHas 3JIOKaUYeCTBEeHHAS [locTosgHHasa pmoszsa — 200 Mp
onyxoyb Jierkux (NSCLC) REGN2810

2 NSCLC 3 Mr/kr REGN2810+nyueBasa Tepanms

(9 T'px3)

3 [InocKoOKJIeTOUHAS KaplUMHOMAa I'OJIOBHL 3 Mr/kr REGN2810+myueBas Tepanms
un mem (HNSCC) (9 TI'px3)+umkiodocoammug+GM-CSFE

4 3Jo0KaueCcTBEeHHAS OINYyXOJIb MOJIOUHOM 3 Mr/kr REGN2810+myueBas Tepanus
xejiesel (BC) (9 I'px3)+uurinodochbammn

5 PacnopocTpaHeHHHEe COJIMOHBE onyxosu | 3 Mr/kr REGN2810+myueBas Tepanus
- HOpenbnymee JedeHue C (9 I'px3)+uurnodochamun+GM-CSF
MCIIOJIb30BaHMEM aHTUTEJA [IPOTUB
PD-1/PD-L1

6 PacnopocTpaHeHHHEe COJIMOHbE onyxosu | 3 Mr/kr REGN2810+myueBas Tepanms
(sa mckimoueHmeMm NSCLC, HNSCC, u (9 I'px3)+uukiodbochammua+GM-CSF
BC)

7 MeTacTaTnueckas (M1) 3 Mr/kr REGN2810
IUIOCKOKJIETOYHAS KaplMHOMa KOXU
(CSCC)

8 JokaJibHO /MM PEerMOHAPHO 3 Mr/kr REGN2810
pacnpocTpaHeHHasa CSCC (MO),
KoTopas SBJISETCS He
pesekTabesbHON

9 MeTacTaTHudueckas 3JjloKkadeCTBeHHas 3 mr/xr REGN2810
OIyXOJIb TOJICTOM KUIIKMU C
MMKPOCATEJIJIMTHON HeCTa®MIIbHOCTLIO
(MSI)

10 MeTacTaTHuueckas S3JIOKaueCTBeHHasd 3 Mr/xkr REGN2810
ONyXOJIb BHIOoMeTpuda ¢ MSIT

11 KacTpaumoHHasa peuMIUBMUpYoOIAS 3 Mr/xkr REGN2810
3JIOKaUeCTBEHHAasa OIyXOJb
IperncTaTeJbHON Xejesh ¢ MSIT

12 JioBag Opyrasd paclpocTpaHeHHAas 3 Mr/kr REGN2810
coJiMgHadad olyxoJib ¢ MSIT

13 PacrnpocTpaHeHHasa WMIIM 3 Mr/xkr REGN2810
MeTacTaTHUdecKas I'ellaTolLeJUIoIIpHas
3Jl0KaUeCcTBeHHas onyxoJb (HCC)

14 PacrnpocTpaHeHHasa COJMIHAS 3 Mr/kr

REGN2810+kapbonnaTuHt+nolueTakces
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XVMMMOTEpaNuM [IePBON JIMHUN (HMsKasg posa)
15 PacrnpocTpaHeHHasa COJMIHAS 3 Mr/kr REGN2810+mouerakces
OIyXoJib, pedpaKTopHad K (HMsKasg posa)

XVIMMOTepallnmn nepBoﬁ JIVIHUW

16 MeTacTaTHueckas S3JIoKaueCTBeHHad 3 Mmr/xr REGN2810
OMyXOJIb TOJICTOM KMIKM ¢ MSI,

KOTOpyI IIpeoBapMTEJSIbHO He JIeUMJIN

17 PacnpocTpaHeHnHas NSCLC, KoToOpyio 3 MI/KD
NpenBapUTEJIbHO He JIeUnJIn REGN2810+xkapbBonnaTuH+nolneTakcel

(HMBKas Josza)

18 BHOBb OMaTHOCTHMpPOBAHHAaSA REGN2810 (1 wmum 3 Mr/Kr) +iaydeBasd
myJnbTubopMHasa ruimobsacToMa (GBM) Tepamusa (6 I'p X 5 cyTok)
19 Peumnmueupyrmmas GBM REGN2810 (1 wmum 3 Mr/kr) +iaydeBasd

Tepamua (6 I'p X 5 cyTok)

20 HIV u coJiMOHBE ONYXOJIU 3 Mmr/xr REGN2810
21 PacnpoctTpaHeHnHasa NSCLC, KOTOpYy 3 Mr/kr
IpeOIBAPUTEJIbHO He JIeUnJIn REGN2810+KapbonnaTuH+llakauTaKrces

(mosiHas pJo=a)

22 PacrnpocTpaHeHHasa He CKBaMo3HAad 3 Mr/kr
NSCLC, kOTOpyo IpedBapMUTeJbHO He REGN2810+umcnmaTuHtneMeTpekcen
JIeYUNIIN

23 PacrnpocTpaHeHHasa CKBaMOS3Hasd 3 Mr/kr
NSCLC, koTopywo HpeOBapMUTeJbHO He REGN2810+umcnmaTuH+reMunTadbmuH
JIeYUNIIN

24 3jloKkavueCcTBEeHHAS ONYXOJb WEeNKM 3 mMr/xr REGN2810

MaTKM, peunmgrprypylomasa WMJIN

MeTacTaTnudueCckKasd

25 BasaJlbHOKJIE TOUHA S KapLMHOMA, 3 Mr/kr REGN2810
pedpakTOopHas K MHTMOMPOBAHMIO IIYTHU

hedgehog

26 PacopocTpaHeHHad CoJMOHAS ONyxoJb | 3 Mr/xr REGN2810

[00286] HauamnpHOe 3allJIaHMPOBaHHOE JIeUeHMe C MCIIOJIb30BaHUEM
REGN2810 cocTaBjgdeT Kaxnoee 14 CcyToOK BILJIOTH Jo 48 Hepmejlb, C
nocyenywomyM HabimoneHueM 24 Henesm. OOJIydeHMe BBOLAT Uepe3 HeIeJlo
mocjie IepBOM »Jo3e REGN2810. Hu3kyo Jo3y LUukJIodochaMrIa BBOOAT
nmauMeHTaM, OTHeCeHHHM K LIMKJodochamMuOy, =a 1 CYTKM IO KaXIom U3
nepeux 4 nmo3 REGN2810.

HIMTEeJIEHOCTE MCCJIeNOBaHUA

[00287] IlauMeHTH [OJIYYalT BIJIOTE IJO 48 Hemedm JeueHUd,

IoCJle KOTOpOWM cJenmyeT Iepuon HabjiwomeHusda 24 Hepmeau. IlalMeHT
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[IoJIydyaeT JIEUeHMe IO 3aBeplleHUd Iepuonda JedeHMsa 48 HemeJb WIM 10
oporpeccupoBaHmusa 3abdojieBaHMA, HeOpueMJIeMOM TOKCHMUHOCTHM, OT3HBAa
corJjlacusa VIV BEIIIOJIHEHM A OpyIToro KpUTepms npeKpaleHns
MCCIelOoBaHud. Uepes MMHMMyM 24 HeleJlb JIeUeHMSI I[IalUMeHTH C
IOOTBEPXIEHHBMM IIOJIHEIMM OTEBeTaMu (CR) MOTyT BHOMPATE IIPEPBaTh
JleueHre U IIPOLOOJIKUTH BCe peJjieBaHTHEEe OLIEHKM  MCCJIeOOBaHUA
(HanmpuMep, OleHKM »sdodekTa). UYepez MMHMMyM 24 Henejgk JedeHUSA,
naluMeHTH c OlLleHKaMM OIIYyXOJIeBOM HaTpPy3KHU OJIs CTa®UIBLHOTO
3abojieraHua (SD) miamM dYacTuuHeM OTBeTOM (PR), KOTOpHEHE He MeHAJNMCH
B TedeHMSa 3 TIIOCJIEOOBATEJIBHEIX OIIEHOK  OIIYXOJIH, TakKXe MOTYT
BHOMpPATh IIPEPBaTh JI€UEeHMe U IIPpOHOOJIKaThk BCe pPeJIEBAaHTHHE OLIeHKU
VCCJeloBaHMA (HalpuMep, OLleHKM 3ddekTa) .

NccrlegyeMasa NONYJIALUS

[00288] leJsiepad NONOYJIALUMSA OJA 2TOTO0 MCCJIeIOBaHMA BKJIOUAET
nalurMeHTOB C pacnpocTpaHeHHEMN 3JIOKaUYeCTBEHHBEMA
HOBOOOpPa30BaHUAMHA, KOTOPHE He ABJIAKOTCSH KaHOuaaTaMu Ha
CTaHIDApPTHYKR Tepaluin, He XeJalkT IPOXOIWTh CTaHOapTHYK Tepalun WIIn
nJis KOTOPHIX OXMIOaKnT, uTo OOCTyIIHas Tepalns He [IPMHECET
KJIMHUUECKYIO [OJIL3Y ; u nalnumMeHTOR co 3JI0KaueCTBEHHBMA
HOBOOOpPa30BaHUAMM, KOTOPHE HABJAKTCA HEeU3JIeUMMBEIMM U He CMOIUIM
IPOOEMOHCTPUPOBATE OTBET WM OeMOHCTPUPOBaJIM IpOTpecCUpOoBaHMeE

OIIyXOJIM, HeCMOTpA Ha CTaHIOapTHYI Tepalllio.

[00289] Kpurepun BKJIIOUEHM A ; naluueHT IOOJIKEeH OTBeUaTh
cJlenyommuM KpUTEepUaIM, YTOOH MOAXOOUTE s BKJIOUEHU A B
MCCJIenOoBaHue : (1) OEMOHCTPUPOBATH IpoTrpeccHupoBaHue  COJMIOHOM

OIlyXOJIM B OTCYTCTBUE OOCTYIIHOM aJIbTEePHATUBHOM  BOBMOXHOCTHU
CTaHOapTHOW Tepaluu; (2) mno wMeHBmelM Mepe 1 T[OBpexIeHMe IJIA
OlleHKM OTBeTa. llallMeHTaM, OTHeCeHHHM K JIY4deBOM TepaluM, HYXHO IO
MeHBIIe Mepe OIHO OOIOJHUTEJBHOe MOBpexXIeHMre, KOoTopoe MOXHO
OeszonacHO 00JydaTh, I[IpU STOM COXPaHsas MHIEKCHHE IIOBPEeXIeHUHA, U Y
KOTOPHX OOJIydeHMe B pacCMaTpMBAaeMEX OI'PaHMUEHHEX I[laJiJiMaTUMBHEIX
mosax cCouTyT 1O OX O I AIIMM OJid MeIMLUMHCKOT'O IpUMEeHeHNW I ; (3)
NalUMEeHTH OOJDKHH MMeTh PelUMAOME I[OCJe Tepaluy I[IepBOV JIMHUU WU
OHTL pedpakKTOPHEMM K HeM (M BIJIOTH OO 2 OPeIlleCTBRBYINX JIMHUMA
Tepanun) B YCJIOBUAX PEeLUNIVBUPYIILETO W MeTacTaTUIeCKOT'O

3aboJIeBaHMa ¥ OOJDKHEL MMEeThL 3abojieBaHMe, OJA KOTOPpOI'O IIoKasaHa
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najimMaTrBHaS JydyeBas Tepanma; (4) OauMeHTH C MeTacTaTUYeCKOM
3JIOKAUECTBEHHOM  ONYXOJIbI0 C  MMKPOCATEJIJIMTHOM  HeCTab®MJIbHOCTHIO
(MSI), pedpaKTOpPHOM KO BIJIOTL HO 2 NPeINecCTBYIVX JIMHUM Tepalmnwu;

(5) o@yHKUMOHAJILHOE CcocTosaHMe 10 Eastern Cooperative Oncology
Group (ECOG) <£1; (6) Bo3pacT OoJybkme 18 JgeT; (7) OyHKUMSA I[IeUYeHWU:
a. obmun OuampyomH <1,5x BepxHero npenejia Hopwmel (ULN; ecJhu
MeTacTaz3e InedeHm <3x ULN), b. TpadHcammHaze <3 x ULN (mam <5, 0x
ULN, ecium MeTacTa3H I[IeueHMu), C. meJouyHas ¢ocdaTaza (ALP) <2,5x

ULN (mam 5,0x ULN, ecJaM MeTacTas3b IOeueHM),; (8) OQYHKLIMSA TIIOUEK:

KpeaTHMH CHBOpOTkM <1,5x ULN; (9) umcyao HeuTpodumor - (ANC)
>1,5x10%/71, c. uuncjgo TpoMbouuToB =75x10°/.1; (10) cHoocoB®HOCTL
IpeIdOoCTaBUThH IOONMCaHHOe  MHOOPMMPOBAHHOE corJjacue; u (11)

CIIOCOOHOCTE M T'OTOBHOCTB BHIIOJHATE 3allJIaHUMPOBaHHEE BU3UTH, ILJaH
JieueHus, JiabopaToOpHBIE TEeCTH M IpYyI'Me CBS3aHHHE C MCCIEeOOBaHUEM
IPOLIEOYPH .

VccienyemMoe JiIeueHUe

[00290] REGN2810 mocTapjgsaIM B BMIe XUIKOCTM B CTEPWUJIbHEX
dJlakoHax OIOHOPasOBOI'O  MCIIOJIB30OBaHUA. Kaxnouit  GJIaKOH  COIEpPXUT
06BeM, IOOCTATOUHHM, UYTOOH HabpaTrs 10 M REGN2810 B KOHIEHTpalUM
25 wMr/mii. REGN2810 BBOOAT B aMOYJIATOPHHX YCJOBMSAX B BuUie IV

nady3ur 30 MuHYT. Jo3a KaxmgoI'o alMeHTa 3aBMCUT OT MAaCCH TeJjla

VHIVBUOYYMA . nosy REGN2810 KOPPEKTUPYIOT Kax I LMKJI npu
MB3MEeHeHMAaX MaccH Teja>10%. REGN2810 BBOIDAT OTIEJIBHO WMIM B

KOMOMHAIIMKM C OofJiydeHueM u/wuiau UukJodpochammooM. Lukiiobpochammn
BBOOAT 1o 200 mMr/mM2 miay B HU3KOM mose (100 mr/m2) .

MoHOTepanms4a

[00291] REGN2810 BBOOAT B aMOyJIaTOPHEX YCJOBUAX IIOCPEICTBOM

IV uHOy3MM B TedueHre 30 MHMHYT Kaxiwe 14 cyTok B TedueHMre 48

HemeJs (7. e. cyrkm 1, 15£3, 2943 wm 43%£3 wumukjga 56 CYTOK).
SanJaHUMpPOBAHHEE CXEeMHE MOHOTEpPAalMM, K KOTOPEM CJIEOAYeT OTHOCHUTE,
MOTYT BKJIoUaTh: (1) IV umHOy3mMaS 1 MI/KD B TedeHre 30 MMHYT KaxXOoe
14 cyTox B TeueHmMe 48 Hepmesb; (ii) IV uudpysmuda 3 MI/KDI B TeucHHUE
30 MMHYT Kaxnoele 14 CcyTOK B TeueHMe 48 HepmeJsb; (iii) wmHdysms 10

MI'/KDI B TeueHue 30 MMHYT Kaxgoe 14 CcyTOK B TeueHMe 48 HemeJb;
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(iv) IV wmudpysug 0,3 MI/KT B TeueHMe 30 MMHYT Kaxnoole 14 CyTOK B
TeueHMe 48 HemeJsib (ecaM onpenesgior, uTo MTD Hmxe 1 MrT/krm); u (V)
IV uHOY3US HOOCTOSAHHOM Ho3u 200 MI' B TeueHMe 30 MMHYT Kaxioe 14
CYyTOK B TeueHMe 48 HenmeJib.

KoMbuHUpOoBaHHasaA Tepallisd

[00292] ConyTCcTRyKIYyIR JY4YeBylD Tepanuwo, LOukJIodochammn, GM-
CSF, kapbomjaTMH M »OoleTaKceJl OOCTAaBJIAKRT dUepes IIpenlucaHue, U UX
MCIIOJIb30BaHMe, HOO3Y, MOOUOMKALMM IOO3E, CHMWKEeHUS WIM 3aldepXKu, a
Takxe JIOOBEe IIOTeHLMaJlbHEle AE B pes3yJbTaTe MX MCIOJIB30BaHUA
OTCJIeXUBAT HapAOy C TakoBeMM 1IJid REGN2810.

[00293] CoBMecTHOe BBemeHMe REGN2810 m ob6jgyueHmus: REGN2810
BBOOAT mnocpencTBoM IV MHOYy3MM B TedueHMe 30 MMHYT Kaxnee 14 CyToOk
B TeueHue 48 HelleJlb B KOMOMHalUUM C JiedeHVeM OOJIydeHMeM C CyTOK 8
0O CcyTok 12. BallJlaHMpOBAaHHHE CcxeMbl koMOmHaumy REGN2810 u JyueBoM
TepalyM MOTYT BKJIKOUATH :

- 1 wMmMr/xr REGN2810 wunaHbysmsaS B TeuedHre 30 MUHYT Kaxnoe 14

CYTOK B TeueHMe 48 HenmeJb +

JgydyeBas Tepanrsa 30 Ip (6 T'px5 pas/Henmensa; naboT uyepes 1
HenoeJswo rnocJje IepBOM OO 3EL REGN2810, [IPenIouYTUTEJIEHO B
riocJiemoBaTeJIbHEIE CYTKM)

- 1 mMpr/xr REGN2810 wmHIY3MA B TeueHme 30 MMHYT Kaxngoe 14
CYTOK B TeueHMe 48 HemeJb +

JgyueBasg Tepanmda 27 T'p (9 I'px3 pasa/Hemess; naoT dyepes 1
HemeJo IocJjie IepBoM mo3u REGN2810, IPenIouTUTEeJIbHO He B
rocJienoBaTeJIbHEIE CYTKU)

- 3 wMmr/kr REGN2810 wmHOy3mMsaS B TeueHre 30 MUHYT Kaxooe 14
CYTOK B TeueHMe 48 HeneJib +

JgyueBas Tepanvsa 30 Ip (6 T'px5 pas/Henensa; nawoT uepes 1
Henoesmw rocJie IepBOM OO 3L REGN2810, OIPEenIoUTUTEJILHO B
rocJiejoBaTeJIbHEIE CYTKM)

- 3 wMmMr/xkr REGN2810 wunHbysmsgS B TededHre 30 MUHYT Kaxnoe 14
CYTOK B TeueHMe 48 HeneJb +

JyueBasg Tepanusa 27 TI'p (9 I'px3 pasa/Hemess; jaioT uyepes 1
HeOeJo TIOCJe IHepBoM »mo3u REGN2810, NIpenlouTUTEeJIbHO He B

riocJiemoBaTeJIbHEIE CYTKM)
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[00294] TlaumeHTH noJydawnT miau 30 I'p, KOTOpPHEe JawT B BuUle 5
bpakuumt 1o 6 TI'p, BBOIOMMHX eXeOHeBHO, HauMHag dYepe3 1 HeImeJo
nocJjie nepsBoM npos3e REGN2810, wnmm 27 I'p, KOTOpHEe nHawT B BUIe 3
bpaxkumm 1o 9 I'p, BBOIMMEIX Uepe3 IeHb, HauMHasa dYepe3 1 HemeJwo
rocJjie IepBOM IOO3H REGN2810. [loBpexneHMe, BHIOpaHHOE OJId
oBJIydyeHM, IOOJDKHO IIPeACTaRJATL Cco00¥ IoBpexIeHMe, KOTOpoe MOXHO
fe30rnacHO oOJyuYaTh COOKYCHUPOBAHHHM OOJIYyUEeHMEM, IIPU STOM COXpaHadg
MHIOEKCHOe IIOBpexXxIeHMue (1), M IOJda Hero OOJyUeHMEe B pacCMaTpMBaeMHX
OTPaHNYEeHHBIX najijia TUMBHEX ooszax COUTyT IOOXOIO AMYM oJs
MeIVMLIMHCKOTO MIPMMEHEHMUS.

[00295] CoBMecTHOe BBemeHMe REGN2810 wu uaukjgodpochammma:
REGN2810 BBOIAT nocpencTiBoM 1V MHOYy3UMM B TeueHMe 30 MMHYT KaXIBe
14 cyTok (2 HegmeyiM) B TeueHMe 48 He@meJb B KOMOMHALMM C HU3KOMU
nosor umrigodpochammma 100 mMr/mM2 IV mHOY3MS Kaxiole 14 cyTok 4 DOS3H.
Kaxoyio 3 4 po3 umukJodpochamMmma BBOIAT 3a 1 CYTKM OO KaXOouw U3
nepeeix 4 npos REGN2810 (cyrkm -1, 14, 28 wm 42 1nepBoro LMKJIa 56
CYTOK) .

[00296] 3armjaHMpoBaHHada cxeMa KOMOMHaLMM REGN2810 u
HukJopochamMmma OpencTaBJIgeT CoOOOM:

- umkJjodpochammum 100 mMr/m? wmam 200 mMr/mM2 IV kaxgwe 14 CyToK
(cyrxm -1, 14, 28, m 42 nepporo umkja 56 CyTok), Bcero 4 @Ho3H; +

- 3 Mr/xkr REGN2810 wmHPy3MA B TeueHme 30 MMHYT Kaxooe 14
CYTOK B TeueHMe 48 HeneJb (IpedyCMOTpeHa MOHOTepalleBTHUUeCcKasd
nosa 3 Mr/xkr < MTD; eciu 3 Mr/xkr > MTD, posa BymeT 1 MID/KI.

[00297] CoBMeCTHOEe BBeIleHNEe REGN2810, 0BJIyUyeHU s n
nmurigopochamMmma : 3allJlaHupOBaHHa g cxeMa KOMOMHAaLIUU REGN2810,
00JIydyeHs U LUKJIOpochamMmma BKJIOUAET:

- mnmkJodpochammm 100 mMr/mM2 (HU3Kagd pJosza) IV Kaxmgwe 14 CyToOK
(cyrxkm -1, 14, 28, m 42 nepBoro Lukjga 56 cyTok), Bcero 4 Oo3EH; +

- JydeBasd Tepammsg 27 I'p (9 I'px3 pasa/Hemend; »aoT uepes 7
Wi 8 CYTOK TIoCJe TIepBo¥ nosu REGN2810, NOpeAloUdTUTEJILHO He B
ocjienoBaTeJIbHEIE CYTKM) WM JydeBad Tepamma 30 I'p (6 I'pxb
pas/HemeJsis; HanT yepe3 7 WIKM 8 CYTOK IIOCJe IIepBoi mosm REGN2810,
OPEenIouTUTEJIBHO B I[IOCJeloBaTeJIbHEle CYyTKM) ; +

- 3 Mr/kr REGN2810 wuHOYy3MS B TeueHre 30 MUHYT Kaxooe 14
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CYTOK B TeueHMe 48 Henejb (IOpeldyCMOTpeHa MOHOTepalleBTHUUeCKasd
nosa 3 Mmr/xkr < MTD; ecim 3 Mr/xr > MTD, posa Oymer 1 MT/KIT)
[00298] CoBMecTHOe BBeneHme REGN2810, obiayueHus mu GM-CSEF:
3allJlaHMpOBaHHasaA cxeMa KoMObuHauum REGN2810, o6ayuyeHusda wu GM-CSF
BKJIOUAET :
- GM-CSF 250 mMrr SC exelIHEBHO B TeueHMHe 7/ CYTOK, UeTHpe /-
CYTOUHEIX MHTepBajla (cyTkm 1-7, 15-21, 29-35 wm 43-49 mepBOTO

HMKJIa 56 cyTok); +

- JydeBad Tepammusg 27 I'p (9 I'px3 pasa/Hemesd; HaoT uepes 1
HemeJo IOoCcJe IepBoM mo3u REGN2810, IPeniIouTUTEeJIbHO He B
ocjienoBaTeJIbHEIE CYyTKM) ; +

- 3 wMmr/kr REGN2810 wunHby3mMsaS B TeueHre 30 MUHYT Kaxooe 14
CYTOK B TeueHMre 48 HeneJib (IpelyCMOTpeHa MOHOTepalleBTHUUeCKas
nosa 3 Mmr/kr < MTD; ecyim 3 Mr/xr > MTD, posa Oymer 1 MI/KIT)

[00299] CoBmMecTHOe BBeleHMe REGN2810, obayuenms, GM-CSF wu
umnrkgodpochamMmma : 3alJlaHMpOBaHHa g cxeMa KOMOMHAaLUU REGN2810,
obJydyeHusa, GM-CSF um umrigodpochHamMmma BKJIIOUAET:

- GM-CSF 250 mMmrr SC eXeIHEBHO B TeueHMHe / CYTOK, UeTHpe /-
CYTOUHEIX MHTepBajla (cyTxku 1-7, 15-21, 29-35 wm 43-49 1neprBOTO

LIMKJIa 56 cyTok); +

- JyuyeBas Tepamnus 27 T'p (9 I'px3 pasa/Hemesd; paoT udepes 1
HeneJilo IIocJie TIlepBoM nos3uH REGN2810, OPEenrIouTUTEeJIbHO He B
IocJyienoBaTeJIbHEE CYTKM) ; +

- nuriiopochammn 100 mMr/m?2 wmym 200 Mr/m?2 IV kaxnoele 14 CYTOK
(cyrxkm -1, 14, 28, m 42 nepBOoro LukJga 56 cyTok), Bcero 4 @mos3Ee; +

- 3 wMmr/kr REGN2810 wmHOy3mMsaS B TeueHre 30 MUHYT Kaxooe 14
CYTOK B TeueHMre 48 HeneJib (IpeldyCMOTpeHa MOHOTepalleBTHUUeCKas
nosa 3 Mr/kr < MTD; eciu 3 Mr/xr > MTD, posa Bymer 1 MD/KID)

[00300] CoBMeCTHOe BeeIeHMe REGN2810 wm o»mouerakceja C
KapOoIlaTUMHOM WM 0e3 Hel'o: I[IpelJIOKeHHAas IIOCJIelOoBaTeJIbHOCTD
BBeIOeHUA JIeKapCTBEHHHX CPeOCTB IIpelcTaBJfgeT cobol nmoleTakced,
[IOCJIe 4YeIl'o cJjlenyeT KapbolulaTUH (IpM BKJIIOYUEHMM B MCCJeDOBaHMe B
KapOoIlaTUH-COepXallyld KOTopTy), I[IOocJe uYuero cijenyeT REGN2810:

- pouerakces 30 Mr/m?2 IV B TeueHMe OPpUOIM3UTEJILHO 1 uYaca B

cyTku 1, 8, 29 m 36 mnepBOro LukJa 56 cyTok. JekcameTasoH 8 Mmr IV
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BBOIOAT IIlepel IIepBOM IO30M »OolleTakcejla. 4 IDochelylomero JeueHUS
oolleTakceJioM, IIpeMeaMKalMsa O30 »eKcaMeTa30Ha MOXeT COCTaBJIATH
8 MI' i 4 MI', IO pPelleHUIO UCCIemoBaTelld

- kKapbomyjaTuH AUC 2 IV B TedeHMe NPUOIUBUTEJIEHO 30 MMHYT B
cyrkm 1, 8, 29 m 36 mnepBoro umukjga 56 cyTok. Illpy ODO3UPOBAHUU
KapborlaTrHa CJIeOyeT MCIOJb30BaTh ©¢opMyJly KajBepTa Ha DTHUKETKe
KapOborJaTrHa . KimpeHc KpeaTHHMHA cyjenyer BHUMCJIATE c
VCIIOJIb30BaHMeM ypaBHeHUsa KokdpopTa-I'osTa.

- 3 wMr/xr REGN2810 wuH)Y3MI B TeueHUe IpUOIM3UTEJILHO 30
MMHYT Kaxnoee 14 cyTok B TeueHmMe 48 HeIeJlb

[TooLleOYyPE M OLLeHKU

[00301] IIpoLenypEl CKPUMHMHT A, rnonJjexamme OoCylleCTRJIEHUIO,
BrJOUAT [B-HCG CHBOpPpOTKM, MRI TOJIOBHOTO MO3Ta M PEeHTTeHOTpabdmo
TPYOHOM KJIETKHU.

[00302] [MpolenypH 0e30IacHOCTHU BKJIIOUAT MeOVIIMHCKUM
aHaMHe?s, bUBUKAaJILHEM OCMOTP, nokasaTeNn KN3BHEOEeATeJIbHOCTH,
BJIeKTpoKapauorpammMy (ECG), KoaryJAalMio, aHaJlM3H JMMYyHOJIOTHMUECKOM
Bes3onacHOCTM (IJId IalMEeHTOB, KOTOPHX JedaT REGN2810), oueHky B-
CUMIITOMOB u OLIEHKY GYHKUIMOHAJBHOT'O COCTOSHUHA, KJIMHUUECKUE
JabopaTopHEEe TeCTH, AE M CONYTCTBYKIYI JIeKAPCTBEHHYK Tepalllb.

[00303] TIIpouenypH 52bd0dekTa, HNOOJeXalMe OCYMECTBJIEHMIO, OJD
OLleHOK onyxosur BrJmouanT CT wmiam MRI CkaHMpOBaHMEe, CKaHUPOBaHUE
[IOBUTPOHHO-SMUCCUOHHONM ToMoTpadum ¢ 8F-pTopmesoKCUINIOKO30M (FDG-
PET) n/mnu  Ouoncum onyxosim. CT wmiam MRI  1JIS  OLIeHKM OIIYyXOJIM
OCYMEeCTRBJIAT B CKPUMHMHIOBHM BU3UT (B IOpemejlax 28 CYTOK IO
MHQY3UM) ¥ BO BpeMa KaXIoro IMKJa (IpubiIM3UTeJIbHO KaxXaele 8
HeneJk) B CyTKM 5613, a TakxXe KoT'Ia MNpelnrnojaranT IpoTpecCHUpOBaHME
3aboJIeBaHNA. HOTIOJIHUTEJIBEHO, Y nalumMeHTOB, KOTOPHE He
IPOTPECCUPORBAJIM B MCCJEeOOBaHUM, OILEHKM OIYyXOJM OCYMeCTBJISAOT B
BM3UTH IIOCJenyrmero HabawoaeHusa 3, 5> m 7. Korga NIpMHMMAaKT pelleHue
MCIIOJIE30BAaThH CT I MRI CKaHUpOBaHUE, IIoCcJenyroimme OlleHKU
BHIIIOJIH AT c VICIIOJIb 30BaHMEM TOM xe MOIAJIbHOCTHU . OLeHKM
OIIYXOJIEBOTO OTBeTa OCYIHEeCTRBJAKT B COOTBETCTBMM C Response
Evaluation Criteria in Solid Tumors RECIST BepCUn 1.1

(Eisenhauer et al 2009, Eur. J. Cancer 45: 228-247). ITlomjawnmuecs
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V3MEepeHuo IIOBpeXneHMs, BHOpaHHHE B KauecTBe IleJIeBHX I[IOBPEXIeHUN
oJjsa u3MepeHurt RECIST, Taxkxe BKJIOUAIT B KaueCcTBe MHIEKCHEIX
IIOBPpeXIeHU IOJIS KPpUTEepueB OTBeTa, CBSA3aHHHX C MMMyHMTeTOoM (irRC;
Nishino et al 2013, Clin. Cancer Res. 19: 3936-3943). OTBeT
RECIST wmMeeT IMNPUOPUTET B KaueCTBe CTATUCTUUECKOWV OILEeHKM UYaCTOTH
oTBeTa. IS MHIOIMBUAOYAJILHOTO TIalMeHTa 1rRC MoxeT MHOOPMMPOBATE O
pPeleHur O TOM, IIPOIOJIKATE JIM JIEUeHMe I[I0 YCMOTPEHMI MCCJemoBaTelid
M3—-3a BO3SMOXHOCTM HECTAHIAPTHHX OTBETOB.

[00304] BepyT o6pasubl KpPpOBU IJA OLeHKM PK M aHTUTEJ IPOTHUB
JIeKapCTBEeHHEX cpencTB (ADA).

[lepeMeHHEEe UCCJEeOOBaHUA

[00305] OCHOBHEMM IIepeMeHHHMM B MCCJemoBaHuM gABjsaoTca DLT
3abojileraeMOCTE ¥ 3aboJiIeraeMOCThL UM TaXecTh TEAE ¥ aHOMAaJIbHEE
JabopaTopHHE HaxXoIku depe3s 48 HeneJlb JIeUeHUA.

[00306] BTOpOCTelleHHHE IepeMeHHEEe NPeNCTaBJIART CcoBoM:

- [IPOTUBOOIIYXOJIEBHE AKTUBHOCTH, OlleHVBaeMBle C
VICIIOJIE30BAHUEM IMOOXOLOANMX KPUTEPUEeR IJIA I[IokazaHusa (OIMcaHO B
OIPpYyT'OM MeCTe B HaCTOAMeM OIMCaHuWU) :

KkpuTepur Response Evaluation Criteria in Solid Tumors
(RECIST; Eisenhauer et al 2009, Eur. J. Cancer 45: 228-247),
nsMepdeMele C¢ nomombn CT wmiam MRT

OpyIrMe KPpUTEepUM OLEeHKM TakKXe MCIOJb3YyIT IJAd KOHKPETHEHIX
OIIyxoJiel, IJIS KOTOPHX M3MepeHMsa RECIST He 4BJILIOTCS CTAHIAPTOM.

KPpUTEepUM OTBeTa, CBA3aHHHEe C MMMYHMTeToM, (i1rRC; Nishino et
al 2013, Clin. Cancer Res. 19: 3936-3943), IpUMeHSIeMBle K
U3MEepPeHUAM RECIST. Bo BCeX cIIydyadax RECIST (Mim opyrue
OIlyXOoJIeCleludUUHEE KPUTepUM) IPedCTaBJIAT CcoOoM IperMylleCTBeHHHM
MHCTPYMEHT IJIS Toro, uYToOH olpemensars PD, SD, CR wmiam PR. 1irRC
cobupanT OJ4 KIMHUUECKUX PelleHUM M MHPOPMALMOHHEX lejlel.

- 3abojieBaeMOCTh OJid Oo0Opa30BaHUAg aHTUTeJ HpoTuB REGN2810

- IlpoTMBOONIYXOJIeBad aKTUMBHOCTL, M3MepdeMad C IIoMoumbn PFS u
ofmel BLIXMBAEMOCTHU

[00307] Insa uejgem »TOTO MCCJIeOOBaHMA Yy I[IAallMeHTOBR IIOBTOPHO
OLIEHUBAKT OTBET Kaxise 8 HeneJlb. I[loOTBepXIOaKniye CKaHMPOBAHUSA
TakKXe IoJiydanT uYepes 4 HemeJsM II0CJIe HavaJlbHOTO JOKYMEeHTUPOBAaHUS

OOBEKTUMBHOT'O OTBeTa WIKn Inporpeccrupyrmero 3ab0JIeBaHUAg . OTBeT ™"
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IpOTPeCcCUpPOBaHMe OLEHMBAKT B STOM MCCJEOOBAHUM C MCIOJBL30BAHUEM
MeXIyHapOOHBIX KPpUTEPUER, npemjiaraeMex  PYKOBOILNCTBOM  Response
Evaluation Criteria in Solid Tumors (RECIST) (Bepcua 1.1;
Eisenhauer et al 2009, Eur. J. Cancer 45: 228-247). lVi3MeHeHMI B
OIIyXOJIEBEHIX IOBPeXIeHMAX CaMOoI'o KpPYIHOT'O mOMaMeTpa (OIOHOMepHOe
M3MepeHMre) M CcaMoTl'o MaJloT'o IMaMeTpa B CcJiydae MeTacTa3UpyeMbX
JIMMPATUUECKUX Y3JIOB MCIOJNB3YIT B Kpurtepmsax RECIST.

Bubop MHDOBpexIeHUM

[00308] Mopmawmeecsd M3MePEHND 3aboJIeBaHue : nogmawnmmeca
M3MEPEHMI TIOBPEeXIOeHMSI OIpemnesiglT KaK Te, KOTOPpHEe IIPpUM TOUYHOM

M3MEepeHuM II0 MeHbIleM Mepe II0 OIOHOMY M3MEepeHMI (caMbli IJIMHHBEM
ovamMeTp, HOooJexamyi peTrucTpalun) cocTapagpT>20 MM (=22 cM) c

IIOMOMEBID PEeHTIreHOoTpadur TpyIOHOM KIeTKM WMIM CocTaBJagonT>10 MM (=1
cM) ¢ nomomsin CT ckraHMpoBaHMA, MRI wMIM DITaHTEeHIMVPKYJS IIpU
KJIMHUYE CKOM oCMOTpe. Bce N3MepeHnd Oy XOJIen cyjenyer
PETUCTPUPOBATE B MAJJIMMeTpax (MJIM HOeCATHX OOJIAX CaHTUMeTpa) .
[IpuMeuyaHMe: CM. Hajiee 00 OlleHKe OOJIYUeHHHX IIeJIEBHX IIOBPEXIEHUN.

[00309] MeTacTazupyeMele JMMQaTUUeCKMe VY3JIE: IOJDKHE CUMTaThb
IaTOJIOTUYECKHU YBeJIMUYEeHHEMM n IIOOOAaKMVMIAC 4 M3MEPEHND,
JIUMPaTHUUEeCKU y3eJl HOOJIKeH COCTaBjaATb215 MM (21,5 CcM) OO KOPOTKOM
OCM TIpM OlleHke ¢ nomomein CT CcraHUpOBaHUA (pexoMeHIOOBaHHAA
TOJIMHa cpe3a npu CT CKaHUPpOBaHMM COCTaBJigeT He OoJblle 4yeM 5 MM
[0,5 cMm]). Ha ©OazoBOM YVYPOBHe UM IIpM HocJenyiomeM HabOJoIeHUNr
MU3MEPAIRT M OTCIEeXMBAaKT TOJIBKO KOPOTKYK OCH.

[00310] He nompmawmmeecsa wu3aMepeHuio 3aboJjieBaHUe: BCe OpyIue
[IOBPEeXIeHN (i MecTa 3aboJieraHuUdg) , B TOM  UMCJIe  MalJible
[IOBPEeXOEeHU I (caMBlM  OJMHHBEM  OuaMeTp <10 MM [<1 cM] VI

IaToJIOTHUUeCKMe JIMMOaTHUUeCKMe Y3JIH C KOPOTKOM ochkbil oT>10 mo <15 MM

[oT>1 oo <1l,5 cMm] ), CUMTART He MO0 AKIMMC A M3MEPEHUD

3aboJyieraHreM. [lOBpeXIeHnsa KOCTH, JIeNTOMeHMHI'eallbHOe 3abojieBaHue,

acumrt, IJIeBpaJibHEe /IepUKapOMalbHEe BLIIIOTHI, KOYXHEBIN
JIVMOaHTUT/ IyJIEMOHUT, BOCIIaJIMTEJIbHOE 3aboJieBaHue Tpynou u
adbIooMMHAaJIbLHEE MaCCH (He OTCJIeEXMBaeMHEe infe) CT NI MRI),

paccMaTpMBaKnT B KauveCcTBe He IIOoOaKluUxcd M3MepeHMD. IlIpuMeuaHMe:

KMCTOS3HEE IIOBpEeXOeHMA, KOTOPHE oTBedanT KpUTEepmMAM IJIA
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pannorpadnueckKu onpeneiseMux IIPOCTEIX KN1CT, He cyjenyer
paccMaTpmUBaTh B KauecTee MeTacTasnpyeMHX IIOBPEXOEeHUN (HU
IOONAKMMXCA WM3MEPEHMI, HM He IIOOOaKklMXCId W3MEepPeHU), I[IOCKOJBKY
OHU, 1o OonpeneJyieHM D, IpenCcraBJIgT cobon [IPOCTEHE KWCTH.
«KMCTO3HEE T[IOBPEXIOEHMAY», KOTOPHE IIPEINOJIOKUTEJIBHO IPenCTaBJIAT
KMCTO3HEE MeTacTasH, MOXHO paccMaTpMBaTh Kak nogmammmecsd
M3MEPEHMI0 IOBPEeXIeHud, eCJIM OHM IOOXOOAT oL  OIpenejieHue
BO3BMOXHOCTM WM3MEPEHMSI, OINMCaHHOe BhIe. OIHAKO €eCJM He KUCTO3HBE
[IOBPEeXNeHUs [IPUCYTCTBYKRT y TOI'O Xe IallMeHTa, OHU IIPpelllodTUTeJIbHE
I0J1a BHOOpa B KaueCTRBe lIeJIEBHX INOBPEXIEHUN.

[00311] lleJjieBEHEe TIOBPEXIEHMUA BCe TIoImawniMecsd MW3MepeHMD
IOBPEXNeHMsS BIUIOTH OO MaKCUMMyM 2 TIOBpPeXIOeHMM Ha opraH U 5
IOBPEXIeHUN B LeJIOM, KOTOpPEHE pelnpe3eHTaTUBHE IJIs BCEX
BOBJIEUEHHEX OPI'aHOB, CJIeyeT OIpPemNeliAThk KaK LeJIleBEHe I[IOBpeXIeHMs
M IIPOBOOUTE pPeIuMcTpalMin U KM3MepPeHMd Ha 0a30BOM ypobHe. lejeBre
[IOBPEeXIeHNs, KOTOPHE BHOMpPAKT Ha OCHOBe MX pa3Mepa ([IOBpeXIeHUMA
C CcaMeM IOJMHHBEM IOUaMeTpPOM), pPelpe3eHTaTUMBHE IJI BCEeX BOBJIEUEHHEX
OpPI'aHOE, HO BOODOABOK  BKJIOUAKT Te, KOTOpPEHE IIPUTOOHEL  OJId
BOCIIPOMU3BOIMMEX IIOBTOPHHX M3MepPeHMM. MHOTHa 2TO MOXET OTHOCUTBLCH
K CJiy4an, KoI'la caMoe KpyIlHOe IOBpeXOeHMe He IIPpUTOOHO IJIid
BOCIIPOMU3BOOMMOTO M3MEPEeHMA, ¥ B DTOM CJlydae BEHOMpPAKLT CJenyrlee
camoe KPYIIHOE [IOBpEeXOeHNe, KOTOpoOe MOYXHO U3MepATh
BOCHPOUBBOOMMO. CyMMy IOMaMeTpPOB (CaMele IJIMHHEE IJISd He Y3JIOBHX
IIOBPEXOeHUM, KOpoTKasd OCh MOJA Y3JIOBHX IIOBPEXIeHUM) mOJIS BCexX
1IeJIeBHX IMOBPEeXIeHMM BHUMCIALT M coobmalT B KadecTBe 0as0BOMU
CYMMEl IMaMeTpOB. EcCiau JuMpaTHUeCKMe Y3JH [IOOJIEeXaT BRKIIOUEHUD B
CYyMMy, TO B CyMMy -IOODABJIAKNT TOJIBKO KOPOTKYK OCh. Baz30oBy©w CyMMy
IVMaMeTPOB MCHOJB3YIT B KaudeCcTBe OpPUEeHTHpa I8 »OaJIbHeWmeTo
onpenejieHUs XapaKTepUCTUK JIIOOI'0 OOBEKTMBHOI'O perpecca OIyXOJIM B
IonnarnlleMCs M3MEPEHUK M3MepeHUM 3abojieBaHus.

[00312] He LeJieBHEe IIOBpPeXIeHUS: BCe HOpyIue IIOBPeXIeHUSa (WUIu
MecTa 3aboJieBaHud) , BKJIOUA A JIOOHE nonnawnmyecs M3MEPEHUIO
IIOBPEXNeHNUS CRBepX b I1eJIeBHX I[OBpeXIeHMY, UMIOISHTUOUUMPYRT KaK He
LleJIeBEHEe IIOBPeXOeHMA UM PelUCTPUPYIT Ha ©0a30BOM ypOBHe. l3MepeHUdA
STUX I[IOBPeXIeHUM He TpedylonTCcHa, HO IPUCYTCTBME, OTCYTCTBUE WM, B

pelIrnux dcdiydadax, OIOHO3SHa4dYHOEe IIpoTI'peCCHMpOBaHMe KaxXxXnoIl'o, OoOTMEeYaKnT
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Ha BCeM IIPpOTAXEeHNN HabOJIOIeHNUA .

CriocoOH OLIEHKM IMIOoOOaKlelocd M3MepeHUI 3abojieBaHusAd

[00313] Bce M3MepeHmA BHIIOJIHAT n PETUCTPUPYIOT B
MeTpUUYeCKOM npencraBJIeHUM c MCIIOJIb 30BaHMeEM JIMHENKU VI
MTaHTeHIUPKYJIeN. Bce 0Oaso0BEEe OLEHKM OCYIMEeCTBJIAT HaCTOJBKO

OJIM3KO K HauvaJly JeueHMsa, HaCKOJIBKO BO3MOXHO, ¥ HMKOI'IZa OOJble
yeM 3a 4 HemeJiM OO HaudaJla JedeHusa. OOMH M TOT Xe CIOoCc0o0 OLEeHKU U
OOHM WM Te Xe I[PpMEeMHE CcJelyeT MCIOJb30BaThk IOJIA TOI'O, UTOOH
ompeleliaTh XapaKTepUCTUKNU KaXIooTo UIOeHTUQUUMPOBAHHOTO u
IPUMBEIeHHOTO MIOBPEXIEeHNA Ha faz30BOM YPOBHE u BO BpeMsa
HabmoneHrsa. OlleHKY Ha OCHOBEe BM3yaJM3alMM IIPedlouMTalnT OlleHKe C
[IOMOMIEL 0 KJIMHUYECKOTO oBcJiemnoBaHMA, nokKa HabJmomaeMoe
[IOBpeXIeHre (4) He CTaHeT He BUBYAIM3VPYEMB, HO OOCTYIHBM IJIA
OLIEHKM C IIOMOUmBI KJIMHUUECKOTO OCMOTpPAa.

[00314] KiIMHMUeCKMe IIOBPeXOeHMA: KIMHUUYECKHNE IIOBPeXIeHUI
CUMTaRT MogjanmyMUCa  M3MEPEHUO TOJIBKO KoT'oa OHU ABJIAKTCSA
[IOBEPXHOCTHEIMA (HanpuMep, KOXHEBIE Y3eJIKU n najlbIInpPy eMEE
JUuMpaTHUUeCKUe Y3JIH) UM MMelT oumaMeTp>10 MM (21 cM), KakK OLIeHUBAKT
C WMCHOJIb30BaHMeM MTaHTeHUUPKYJer (HalpuMmMep, KOXHEEe Yy3eJIKu). B
cllydae IIOBPEeXIEeHUM KOXM PEeKOMeHIOBaHO MOOKYMEeHTUMPOBAaHME C IIOMOIBIO
uBeTHOM O¢oTorpadmm, a Takxe JMUHEMKM JI TOoro, UYUTOOH OlIeHMBATDH
pasMep IIOBpeXIeHUd.

[00315] PeHTreHOTpadmusa TPYyIHOM KJIETKU ; [IOBPEXIeHU ST Ha
PEeHTTeHOTpadumu TPYOHOW KJIETKM ABJIAIOTCS IIpHUeMJIeMBIMM, IIOCKOJIbKY
IIOONAalTCSa M3MEPeHUD I[IOBpeXIeHMM, KoI'Ia OHM UeTKO OIpeleJIeHB u
OKPYXeHH  JIETKUM, HAIOJIHEHHEIM BO3IOYXOM. OmHako CT gBjaseTcd
IpennouTuTeJILHOM.

[00316] CTaHIapTHHE CT wm MRI: 2TO PYKOBOICTBO MMEET
ompelleJIEHHYID BO3MOXHOCTb V3MEepeHMs IIOBpexIeHun npu CT
CKaHMpPOBaHMM, KOTOpas OCHOBaHa Ha JJOOIyleHMM O TOM, UYTO TOJIMMHAa
cpeza CT cocTaBasgeT 5 MM (0,5 cmM) MJIM MeHbIe. Ecam CT
CKaHMpPOBaHMe MMEeeT TOJIMHY cpe3a Oojeme uyem 5 wvMm (0,5 cwMm),
MUHMMAJILHEIM pas3Mep I[IOoBpexIeHMsda, IOOJalnmeIloCsa M3MepeHMD, OOJIKeH
OHTE B IOBa pasa OoJiblle TOJIIMHE Ccpesa. MRI Takxe HABJISEeTCH

InprmeMJieMeIM B OIIpeOeJI€EHHEX CHUTYyallAX.
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[00317] PET-CT: ecam CT, BHIIOJHAEeMOE B KauecTBe uYacTu PET-
CT, wuMeeT KaueCTBO IMATHOCTUPOBAHMUSA, MISHTUUHOE IMATHOCTUUECKOM
CT (c IV m mnepopallbHEIM KOHTpacToM), To CT uyacTte PET-CT MOXHO
MCIIOJIE30BAaThE nJisa V3MepeHum RECIST u MOXHO MCIIOJIE30BaTh
B3auMO3aMeHIeMO co CTaHOapTHOM CT npu TOUHOM U3MEepeHUNU
3JIOKAUECTBEHHBX OIIYXOJIEBHX I[IOBPEeXIeHMM C TeueHVeM BpPEeMeHMU.

[00318] VabpTpas3ByK: YJbTPasByK HeJIb3HA MCIOJB30BaTh IIpU
OlLlIeHKe pasMepa I[IOBpeXIeHMd M eI'0 He CcJenyeT MCIOJIB30BaThk B
KauecTBe criocoba U3MepeHnd. Eciau HOBHE TIOBPEXIeHU I
UOSHTUOUUIMPYIT TIOCPEeINCTBEOM YJbBTPasBykKa B XOIOe MUCCIemoBaHud,
PEKOMEHIOIOBAHO IHOoOTBepXxOeHMe ¢ nomombn CT wmiam MRI. Eciom ecThb
opodJjieMel C DKCIoO3MuLMel o00aydenusa npu CT, B BHOOPOUHHX CJy4Yasax
MOXHO mMcroJyib30BaTs MRI BmMecTO CT.

[00319] SOHIOOCKOIINA, JIanapoCKOIMAg ¢ MCIIOJIE30BaHMe DTUX
CriocoBoOB B LeJIAX OLEHKM OINYyXOJIM He PeKOMeHIOOBaHO. OIOHakKo TakKue
CIIOCOOE MOXHO MCIIOJNL30BATEL JISA TOTO, UYUTOOH IMNOOTBEPXIATh IIOJIHBIM
IaToOJIOTUUYECKUM oTBET, Korma noJyuamnT OMOIITaTH, WM  4TOOH
OIIpEemesIATL pPeluMIMB B MCCJIeOOBaHMAX, TIOe pelUUMOIMBE I[IOCJe IIOJIHOTO
orBeTa (CR) WM XUPYPIMUECKOV pe3eKUMM SABJIAeTCS KOHeUHOM TOUKOM.

[00320] OnyxoJieBHE MapKeph: Oy XOJIEBLEE MapKeps  HeJb34d
MCIIOJIE30BaTEL OTHOEJIBHO IOJIg TOI'0, UYTOOHE OlLleHMBaAThL OTBeT. Eciu
MapKeps M3HauvaJIbHO BHIIe BepXHero IIpelejla HOPME, MX CcJenyeT
HOpMaJiM30BaTh OJIA IIallMeHTa, KOTOPOTO CUMTalT HaxoOdlMMCSa B
[TIOJIHOM KJIMHUUYECKOM OTBETE.

[00321] IuToJjiormsa, TMCTOJIOTMA : 3TU CIIOCOOBEL MOXHO
VCIIOJIL30BATE IJIA IMbdepeHIMaluM MexXxIy UYaCTUMUHBEIMM OTBeTaM (PR) mu
noJiIHEIMM + oTBeTamu (CR) B pelkuMx cJydadax (HaopuMmep, OCTaTOUHHE
MOBPEXIOEeHMA B OIYyXOJIIX OIpeleJIeHHEX TUIIOB, TaKMX KaK OIYyXOJIM U3
IIOJIOBEIX  KJIETOK, TOoe MOTYT COXPaHIaThBCHd M3BECTHEHE OCTaTOUHEE
OOBpOKaUeCTBEHHEE OTIYXOJIN) . IuToJOoTHUUEeCKOE NIOOTBEPXKICHNE
HEeOIJIaCTUUYECKOTO NPOUCXOXKIEHU I JIIOOOTO sKCCcymaTa, KOTOPHM
BO3HMKaAET WIM YXyOllaeTcd BO BpeMsa JieueHMsI, KoT'ga [Iomomanmasacsd
M3MEPEHMI ONYyXOJIb OTBeuaeT KPUTepUsAM OTEeTa WM CTadbuIIBHOTO
3aboJieBaHMa, HeoOXomoMMo mJa nuddbepeHUMaALMM MeXOYy OTBETOM WJIIU
CTaOMIILHEIM  3aboJiIeBaHueM (pKCCylaT MOXeT IIPelCcTaBJISaTh cobon

IOBOUHE 5bdeKT JjledeHMA) UM HNpOoTpecCHupylluM 3abojieBaHMeM.
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[00322] FDG-PET: XOTH OLIeHKU oTBeTa FDG-PET TPedynT

OOIIOJIHUTEJILHOTO MccJenoBaHMnd, MHOTIIa eCThb CMEICJI BKJIIOUATE
MCIIOJIL30BaHMe FDG-PET CKaHUPOBAaHUSA, UTOOH OOIIOJIHATE CT
CKaHMpOBaHMe npu OlleHKe NpoTpecCUupoOBaHmAa (B YJaCTHOCTH,
BO3MOXHOTO <«HOBOTO» 3abojieBaHMA). HOBHe IMOBpEeXIeHMSA Ha OCHOBE

FDG-PET pBu3yaJdM3alUuM MOXHO UIEHTUOUUIMPOBATE B COOTBETCTBUM CO
cIJIenyomyM — aJTOPUTMOM: a. OrTpuuaresjibHa4d FDG-PET Ha as0BOM
YPOBRHE, C [IOJIOXUTEJIL HOM FDG-PET pu HaBJIIogeHUNn ABJIIeTCHd
npmu3HakoM PD Ha OCHOBe HOBOTI'C IOBpexXneHMsa. b. OrcyrcrBue FDG-PET
Ha ©0as30BOM YPOBHEe U IOJOXUTelbHasas FDG-PET npm HaOIOOEeHUM: eCJu
nojioxuTesibHad FDG-PET mnpw HaOIOOeHMM COOTBETCTBYET HOBOMY MeCTY
3aboJIeraHMsa, MOOTBEPXIOeHHOMYy ¢ mnomomein CT, 5TO gaejadgeTcsa PD. Eciwm
NoJIOXUTeJIbHy FDG-PET npm HaOJIOOIeHMM He T[IOOTBEepXIalnT B KadeCTBe
HOBOT'O MeCTa 3aboJiIeBaHng Ha cT, HeOOXOOMMEL  IOOIIOJIHUTEJILHEE
HabmomnaTelbHele CT CKaHUPOBaAHUA OJA TOTO, UTOOH OINpPemnesiaTh, eClu
VMeeT MeCTO MCTUMHHOE IMIpOoTpecCHpOBaHMe, BO3HUKIEEe B 5STOM MecCcTe
(ecqim Tak, @paTa PD ©OyIeT @»maToM HavaJIbHOT'O aHoMaJIbHOTo FDG-PET
CKaHUPOBAaHUA) . Ecimn [IOJIOXUTEeJILHAa A FDG-PET npmn HaOJoneHnn
COOTBETCTBYET YyXe CVYIeCTBYyKIeMy MecTy 3abojiepaHusa Ha CT, KoTopoe
He IIpOoTpeccHupyeT, Ha OCHOBe aHaTOMMUECKMX U300paxeHMM, BTO He
asusgeTrca PD. c¢. FDG-PET MOXHO MCIOJIE30BaTh OJA OOHOBJIEHMHA OTBeTa
no CR TakuMm 00pasoM, KOTOPHEM CXOX C OMOICHel, B clydyasax, KoTrIda
noJjiaramnT, UYTO OCTaTOUHOe paauorpaduueckoe OTKIIOHEHMEe OT HOPMEH
npencraejageT oubpo3 mian pyodlieBaHMe. lcrnojgb3oBaHMe FDG-PET B »TOM
cliydae CJelyeT 3apaHee OIMCHBATE B I[IPOTOKOJIE M IIOOTBEPXIAThb
MeOUIIMHCKOM JIMTepaTypoMr O KOHKpeTHOM 3abojleBaHuM IJIS OaHHOTO
nokaszaHmsa. OOHaAKO CJlenyeT IIpM3HaTh, UTO oba Nonoxoma MOTYT BeCTHU
K JIOXHOIIOJIOXUTEJIE HOMY CR n3—3a oTpaHuuYeHUM FDG-PET "
paspemeHns/dyyBCTBUTEJILHOCTY OUOICUM. [IpUMeUaHMe: «IIOJIOKUTEJILHOE»
nospexneHre npu FDG-PET ckaHMpOBaHUM 0O0O03HauvaeT TO, B KOTOPOM
TPONHOCTL FDG kK 3axepaTy OoOJblle YeM B IOBa pasza IIpeBHIaeT TaKOBYI
B OKpyXaplel TKaHM Ha M300paXeHUM C Koppekluel ocJjabjeHusd.

KpuTepun oTBeTa NOJIA OlLIeHKU IleJIeBEX [IOBPEeXIeHUM

- TosHem oTBeT (CR): MCUe3HOBEeHMEe BCeX IeJIeBEX I[IOBPEeXIeHUM.
JIloOEle aToJIOTHMUYECKMe JiMMpaTUMUecKMre Y3JIE (OyIbk OHM LeJIEBEMU WMJIU

He 1LeJIeEBBEIMM) OOJIKHE MMEThb YMeHBIIeHNMe IIO KOpOTKOﬁ ocu mo <10 mMm
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(<1 cm).

- YacTuuHell oTBeT (PR): 1no MeHbmel Mepe 30% CHMXeHUE CYMME
I/aMeTPOR IlieJIEBHX I[IOBPEeXIeHUM, eCcJM IPUMHMMAaTh B KadecCcTBe 5STaJioHa
0as30BY CyYMMYy OMaMeETPOB.

- Ilporpeccupyimee 3adojieBaHmue (PD): 1o MeHble Mepe 208%
yBeJIMUeHre CyMMH IMaMeTpPOB ILIeJIeBHX IIOBpexIeHuM, ecJiu OpaTb B
KauecTBe 5TaJlIoOHa HaMMEeHBIYID CYMMYy B MCCJIeOOBaHMM (2TO BKJKOUAET
BasoByID CYMMY, €CJM OHa SBJISeTCd HaMMeHblle¥ B MccJemoBaHuM) . B
OOIIOJIHEHME K OTHOCHUTEJIBHOMY YyBeluueHun 20%, cyMMa TakxXe TOJDKHA
IEeMOHCTPUPOBATEL abCcoJioTHOe YBeJIMueHMe I[I0 MeHblleM Mepe Ha 5 MM
(0,5 cM). (llpuMeuyaHMe: BOBHMKHOBEHME OINHOTO WMJIM HECKOJIBKMX HOBEHX
IIOBPeXIeHN TakKXe CUMTAalT IpoTpecCcHupoBaHMEM) .

- CrabuiabHoe 3abosieBaHme (SD): HM IJOCTATOUHOIO YMEHBLIIEHMS
oJI9 KBaJMOUKaLUUMM B KadecTBe PR, HM »OOCTaAaTOUHOTO YBEJIMUYEHUS IJIA
KpalnbpmuraluMmM B KauecTee PD, ecn ©OpaTbk B KadveCcTBe HSTajioHa
HaVMMeHBIIy CyYMMYy IMaMeETPORBR B MCCJIENOBaHUM.

KpuTepunr oTBeTa NOJIA OlLIeHKM He IleJIeBEX [NOBPEeXIeHUM

- [TOJIHEI OTBEeT (CR) : MCUe3HORBEeHUE BCcexX He L1eJIEBEIX
IIOBPEeXIeH ¥ HopMaJlMs3alMsa VYPOBHSA OIIYyXOJeBOTO Mapkepa. Bce
JIuMGaTrUUeCcKMe Y3JIBH OOJDKHH MMETH He HaToJloTMueckui pasMep (<10 mm
[<1 cM] 1o KOpOTKOWM ocu). IlpuMeuyaHMe: eCcJM OIIYyXOJIeBhHEe MapKepH
M3HadvaJIbHO BHIIe BepPXHEeI'O IIpenejila HOPMBl, MX CJeOyeT HOpMaJjlM30BaThb
OJIg TalMeHTa, KOTOPpOI0 CUMTAaklT HaXOOAMMMCSA B IIOJIHOM KJIMHMUECKOM
OTBETEe.

- He CR/He PD: 1[epCHUCTeHUMS OOHOTO WM HECKOJLKMX He
LIeJIEBHX IIOBPEeXIEHUN U/MUIIM COoXpaHeHMe YPOBHA OIYXOJIEBOTO MapKepa

BHIIE HOPMAJIBEHEIX IIpeIeJIOB.

- Ilporpeccupynmee 3adojeBaHre (PD): BO3HMKHOBEHME OIHOTIO
VI HECKOJIbKUX HOBEIX IOBPEXIeHUN u/ U OOHO3HAUHOE
IporpeccupoBaHue CYIEeCTRYINUX He LIeJIEBEIX IOBPEXIEeHUN .

OOoHO3HAUHOEe IIpoIrpeCcCrMpoOBaHME B omeJioM He ITOJIXHO IIPeBOCXOOINTE
COCTOHAHME LeJIEBOT'O IIOBpexneHrMd. OHO IOJIDKHO OHITH pelipe3eHTaTMBHO
IOJIA ofmero mM3MeHeHUd COCTOAHMA 3aboJIeraHuA, a He YyBeJIMYEeHUA
OOHOT'O IIOBpPEXIEcHIMA.

Kpurtepun oTBeTa, CBA3aHHEE C MMMyHUTETOM

[00323] Kpurepun oTBeTa, CBS3aHHHE c VMMYHUTETOM,
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oTymuanTca oT RECIST (Bepcuma 1.1) B OTHOWEHUMM CYMMH CaMHX
IOJMHHBEIX IMaMeTPORBR BCeX IleJIeBHX IIOBPpeXIeHMM UM HOBHX I[IOBPeXIeHUMN,
ecam Joboe  UCHOJIB3YIRT  OJS  TOTO, UyTOOBE  OIpPelesIATh OTBET.
[lpucyTcTBUE HOBEIX [IOBPEeXIeHUN per se He orpeneyseT
IpOTPEeCCUPOBaAHME,; CUMTAKT OOy OINYXOJIEBYI HaIPy3KY.

OlleHKa leJIeBHX IIOBpeXIeHUM

- IoJyuet oTBeT (CR): MCUe3HOBEeHME BCeX IleJIeBHX I[IOBPEXISHUM.
JIloOble IaToJIOTMUECKMe JMMpaTHMueckMre VY3Jb (OyIb OHM LeJIeBEMM WJIU
He LeJIeBHMM) IOJIKHE MMeTh YMeHbIIeHMe II0 KOPpOoTKoM ocu mo <10 MM
(<1 cm) .

- UYacTuuHui oTBeT (PR): MeHbmel Mepe 30% yMeHbIIeHME CYMMEI
IVaMeTPOR LieJIeBHX IIOBPEeXIeHMM, B TOM UMCJe HOBEX IIOBPeXIeHUMN,
ecn OpaTh B KadecTBe 3TaJloHa 06a30BYIK CYMMYy IMaMeTPOB.

- Ilporpeccupyimee 3abdojeBanue (PD): 1no MeHbmelr Mepe 20%
yBeJIMUueHre CYMMB OMaMeTpPOB 1LIeJIeBHX IIOBPEeXIeHMM, B TOM UMCJe
HOBHIX TIIOBPEeXIOEeHMM, ecJIu OpaThb B KauecTBe 5STaJlOHA HaMMEeHbIYIO

CYMMy B MCCJeOoBaHMM (5TO BKJDUaeT 0asoBYylD CYMMY, eCcJiM OHa

ABJIAETCA HaVMeHbIIeMn B MuccJegoBaHUM) . B IOOIIOJIHEHNME K
OTHOCHUTEJIEHOMY YBeJIMYeHNMIO 20% ; CyMMa Takrxe OOJIXHa

IEeMOHCTPUPOBATE abCoJIOTHOe YBeJIMUeHMe I[I0 MeHBIIeM Mepe Ha 5 MM
(0,5 cmM) .

- CrabuabpHoe 3RaboJjeBaHMe (SD): HM IJOCTATOUHOTIO YMEeHbIIeHUS
0JIg KBaJuduUKauuy B KaueCcTBe PR, HM OOCTATOUHOTO YBEJIMUEHUA IOJIA
KpaludpmurkaumMmM B KauecTee PD, ecam OpaTbk B KadecTBe 5STaJilOHa
HaVMMeHBIIYD CyMMYy IOMaMeTpOoB B MCCJIeOOBaHMM, BKJOUAd M3MepeHUdA
HOBEIX TIOBPEXIEHUN .

OlleHKa He IeJIeBHEX [IOBPEeXIeHUN

- [TOJIHEI OTBET (CR) : MCUEe3HORBREHUE BCceX He L1eJIeBEIX
IOBPEXOeHUM ¥ HOpMaJM3allMsa YPOBHSA OIIYyXOJIeBOTO Mapkepa. Bce
IvMbaTHUUeCKMe Y3JIE OOJDKHEL MMETH HelaToJIOTHMUeCKMM pasMep (<10 mm
[<1 cM] mno kopoTkoM ocu). llpuMeuaHMe: eCJM OINYyXOJIEBHE MapKepH
M3HAYAJILHO BHIIEe BEPXHET'O IIpenejia HOPMB, MX CJeOyeT HOPpMaJiM30BaTh
0Jid [alMeHTa, KOTOPpOI'o CUMTAaKkT HAXOOAMMMCA B I[IOJHOM KJIMHUUECKOM
OTBEeTe.

- He CR/He PD: MNepCUCTEHUMS OIOHOTO WJIM HECKOJLKUX He

IeJIEBEIX HOBpG?KJIeHMﬁ I/I/I/IJ'H/I COXpaHeHMe YPOBHA OIIYyXOJIEBOT'O MapKepa
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BHIIE HOPMAJILHEIX IIPENeJioB.

- [Iporpeccupyrlee s3afoJiepaHKe (PD) : OIOHO3Ha4YHOE
IporpeccUupoBaHme CYIEeCTBYINX He LIeJIEBEIX IIOBPEXIEHUN .
OODHO3HaUHOEe M[NpOoT'pecCHUMpOoBaHMEe B LeJIOM He OOJIKHO IIPeBOCXOIUTH
COCTOAHME LEeJIeBOTO IOoBpexXneHua. OHO HOOJDKHO OBTh pelpe3eHTaTUBHO
0Ji2  ofmero M3MeHeHMA COCTOAHMA 3abojieBaHMA, a He YyBeJIMUeHUA
OOHOTO IIOBpexmeHMA. HecMoTpd Ha TO, UYTO fABHOE IIPOTPecCHUpOBaHUE
«He 1IeJIeBHX» IIOBPeXIeHUM ABJISeTCS TOJIbBKO MCKJIOUeHMeM, MHeHUe
Jledamero Bpada OOJIXKHO OpeobjaaTb B TakKuMxX O0OOCTOATeNLCTBax, U
COCTOAHME IIPOTPECCUPOBaHUA CJeOyeT IIOOTBEepXIaTh B 0OoJiee IIO3OHee
BpeMd.

OLeHKa KpUTepHreB o0mero OTEBeTa

[00324] Hawgyummi oOMMM OTBeT IIpedcTaBJgeT cofoM HaWJIyUlnn

orTBET, SapePMCTpMpOBaHHHﬁ C HadaJjla JIedUdeHMA IO IIpOoI'peCCHMpPpOBaHMA

SaGCUIeBaiﬂﬁﬂ/pEﬂﬂﬂﬂMBéi (ecqm 6paﬂﬂ: B KaduecTBe STaJIOHa IJIA
IIporpeccrpymomeIro 3aboJieBaHmAa HalMeHEBIIVe M3MepeH1Ad,
3apermcrTprmpoOBaHHEEe C HaualJla JIeUeHus) . [lpucrBOeHME HanJIydmeIro

OTBeTa [alMeHTy 3aBMCUT OT BHIIOJHEHUS KaK KPUTEepMEeBR UM3MepeHUd,
TakK ¥ KpPUTepueB HOonTBepXneHusa. Revised Response Evaluation
Criteria in Solid Tumors (RECIST) Bepcum 1.1 (Eisenhauer et al
2009, Eur. J. Cancer 45: 228-247) u KpUTepMUM OTBETa, CBSA3AHHHE C
nMMyHMUTEeTOM, (irRC; Nishino et al 2013, Clin. Cancer Res. 19:
3936-3943) cBemeHH gajlee B Tabmmus 10 m 11.

Tabmauua 10: OoTBeT B COOTBeTCTBUMM C Revised RECIST (Bepcusd

1.1)

eJsierrle He ueJsieBBE Hosrle OBmuii oTBET Hannyummmn

NIOBPEeXIeHNS NOBpeXOeHUsI IOBPeXIeHUI oBuuit oTBET,
KoTza
HeoBXoIOMMo
NoOTBEepPXIcHNE

CR CR Her CR [looTBepXOeHME
>4 HepeJlb

CR He CR/He PD Her PR [looTBepXOeHME
>4 HepeJlb

CR He oueHmBamm Her PR [looTBepXOeHMe
>4 HepeJlb

PR He CR/He | Het PR [looTBepXOeHMe
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PD/He >4 HepeJb
OlleHMBaJIM
SD He CR/He | Her SD JoKyMeHTHpOBAJI
PD/He M O MeHblen
OlleHMBaJIU Mepe OIMH pas
yepes >4
Henesnau oT
6asoBOTO
YPOBHS
PD JlioBoe Ia mam HerT PD Her
Ipenenymero
SD, PR umam CR
JioBoe PD Ia mam HerT PD Her
Ipenenymero
SD, PR miam CR
JroBoe JlioBoe Ia PD HeT
Ipenenymero

SD, PR mim CR

CR: TIIOJIHHEM

YaCTUUHEM oTBeT; SD:

oOTBET,

PD: 1mpoI'peccupyrlee

cTabmiibHOe 3abojieBaHMe

zaboJieBaHue; PR:

Tabmauila 11: OLl€eHKa Kpnurepnesn orTBeTa, CBA3aHHEIX C
VIMMYHMTETOM
Heserre He wueJsieBble Hosrle OBmut oTBEeT Hawnnyummi
IOBpEeXIeHnusd [IOBpEXOeHNA IOBpEeXOeHNS oBumuii OTBET,
Korga
HeoB6xXoIOMMo
IOOTBEPXIESHNE
CR CR Her CR [looTBepXOeHMe
>4 HemeJb
CR He CR/He PD Her PR [looTBepXOeHMe
>4 HepmeJb
CR He oueHmBamm Her PR [looTBepXOeHMe
>4 HepmeJb
PR He CR/He | Ila wuim HeT PR [looTBepXOeHME
PD/He >4 Hepmesb
OlleHMBaJIN
SD He CR/He | Ja wmnu Her SD JOoKyMeHTHpOBAaJI
PD/He M [0 MeHblen
OlleHMBaJIM Mepe OIMH pas

yepes >4

HeneJim oT
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Baso0BOTO

YPOBHS

PD JlioBoe Ia mam Her PD Her
Ipenpoymero

SD, PR mmm CR

Jloboe PD Ila njam HeT PD Her

INpenenymero
SD, PR umam CR

CR: n1noJiHEIM oOTBeT; PD: nporpeccupyimee 3adojeBaHMue; PR:
YaCTHUUHEIM OTBeT; SD: cTabuibHoe 3adojieBaHUe

OlleHKa OOJIYUEHHHX IIeJIeBEX [IOBPEeXIeHUMN

[00325] OBJ1y4yeHHHE eJieBLe MIOBPEXTEeHU ST OLlIeHMBAIT c
VCIIOJIL30BaHMEM MOIMOUIIMPOBAHHOM BepCUM MeXIYHAPOIHHX KPUTepues,
OpenJIoXeHHHX Response Evaluation Criteria 1in Solid Tumors
(RECIST) Committee, Bepcusa 1.1. LOOINOJHUTEJILHBEE OINpedejleHUSI CBepx
PYKOBOLOCTBA RECIST 1.1, CrielndmUUHEE oJisa 2TOTO IPOTOKOJE,
BKJIIOUEHH IJIS TOT'O, UYTOOH OoNpelesiATh JIOKAJILHHEM KOHTPOJIDL.

[00326] Kpurepum oTBETA ojs OBJIyYeHHEIX IOBPEXIeHUN
IpencTaBJglT CcoboM cliemyoumee:

[00327] JlokaJlbHOe YyBeJIMUeHHUEe (LE): mno w™MeHbmen wMepe 20%
yBeJimdyeHre LD 1eJleBOT'O IIOBPEeXIeHMSd, ecam ©OpaTk B KadecTBe
sTajioHa HauMeHbmMM LD, 3apeTrMCTPMPOBAHHLBIM C Hauajla JeueHUs.
VoeaslbHO BEIIIOJIHATH 5TO orpeleJieHNre Ha OCHOBe OLIEHKU CT
n300paxeHns .

[00328] JlokaJsibHada He3yCIIelHOCTh (LF) : OTHOCUTCH K
[IEPBUUHOMY JIEUEHMID ONYyXOJM  IIOCJIe TepalMM IO IOPOTOKOJNY U
COOTBETCTBYET BHIIOJHEHMI O00OOMX M3 CJAEeOYIRIMX IOBYX KpuTtepmeB: (1)
YyBeJIMUeHVe WM3MepeHMusa onyxoJm Ha 20%, KaK oIpenesjieHO BHIIe IJIA
JIOKaJILHOTO YyBelnueHuda (LE); (2) #Donmawomascsd WM3MEepeHUMK OIIyXOJib,
oTBeUawnmas KpurtepuaMm LE, @#poJpkHa OBTEB CKJIOHHa K BU3yaJlu3aluu
IIO3UTPOHHO-SMUCCHOHHOM  ToMOTpaduen (PET) C BaxBaTOM CXOXeu
VHTEHCHMBHOCTM B KadeCTBe OIpelejylIeHusa cTamguu Ha PET po JieyeHus,
WM cJenyeT IoJydaTh OuonTaT NoOmalmelcs W3MepeHMIo OIIyxXOJIM,
IIOOTBEPXIALMNY XKM3HECIOCOOHYID KaplLMHOMY .

[00329] JIoKaJIbHEM KOHTPOJb (LC) : OTCYTCTBME JIOKAaJILHOM
Oe3yCIIelHOCTH .«

[00330] Camemm mJmMHHBEM IuaMeTp (LD) njag oOJIydeHHOTO IeJIeBOTO
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IIOBPpeXneHMsa, BHUMCJeHHEM o CT CKaHMPOBAHMIO IIPM ILJIaHMPOBAaHUU
JieueHNsa, C MCIOJIb30BaHMeM I[IOOXOOAmEeTrO TKaHecCcnelupuueCckoTo OKHE,
IpMBOOAT B KauecCcTBe Ha30BOTO LD. Bazsoremi LD MCIOJIB3YIOT B
KauecTBe 5STaJIOHa, C IIOMOWLI KOTOPOTO OIpenelidlT XapaKTepUCTUKU
1eJieBon OIIyXOJIA . g OLLIEHKU npu nocjienywiem HabJogeHnn
OMaTHOCTUUYECKHUE CT CKaHVPORBAHUA, KOTOPEE BEITIOJIH AJIU C
UCIIOJIL30BaHMEM 5 MM aJITOPUTMa CILJIOMHOM PeKOHCTPYKIWM, MCIOJbL3YS
JIeTOUHOe OKHO, B34TOe B KauecTBe yacTu 3allJIaHUPOBAHHOTO
HaOoOeHsa IO IIPOTOKOJY, IIPemOlIouTUTEeJIEHE B KauecTBe crocoba
OLleHKM oTBeTa. Korma CT cCckaHMpPOBaHME He OOCTYIHO, nmonyctmmo MRI
VI PEHTTIEHOBCKOE omnpenejyieHME oo Tex nop, IoKa nejiepoe
MOBPEXIeHEe UEeTKO BUIHO.

PesyJibTaTE

[00331] REGN2810 OTHOEeJIbHO " B KOMOMHALIUN ABJISETCH
©e30IaCHEIM M XOPOIO IIePeHOCHMMBEM IJIA HallMeHTOB. BBenmeHme REGN2810
OTHOeJIEHO WM B KOMOMHaUIMM C JOPYTIMMM MONOAJIBHOCTAMM JIeUeHUHA
UHTUOUPYET OINYXOJIEBHM POCT M/MUJIM CIOCOOCTBYEeT perpeccy ONYyXOJu Y
NalMeHTOB C PacClIpOCTPaHeHHBEMM COJIMOHEIMM ONyXoJiaMu. O0masg yacToTa
OTBEeTa Jydme 1OJA KOMOMHMPOBAHHOM Tepaluu C OOJydeHMeM IIO
CpaBHEeHMIO C MOHOTepalmuen.

[00332] Ha IOaHHBIM MOMEHT JIeunIIn 60 [IalMeHTOB c

pacripoCTpaHeHHEIMA COJIMIOHEBEIMIN 3JI0Ka4veCTBeHHEIMIM HOBOO@paBOBaHMHMM

(47% c UeTHPbMS NI foJible npenmecTBRYOIVMA TepanrsaMm) .
PacopocTpaHeHHHe COJIMIHEIE 3JI0KaueCTBeHHHEe HOBOOOpPAa30OBaHUSA

BRJIOUAKT 3JIOKAaYEeCTBEeHHYK OIIYyXOJIb TOJICTOM KKV, 3JIOKaUeCTBEHHYIO
OIIYyXOJIBE T'OJIOBEI M Iel, 3JIOKa4YeCTBeHHYK OIIYyXOJIb MOJIOUHOM XKeJIe3H,
CapKoOMy MAT'RUX TKaHeﬁ, 3JIOKaUYeCTBEHHYIO OITYyXOJIb HalllOUeUYHNMKa,
3JIOKaUYEeCTBEHHYO OITYXOJIb aHyca, 3JIOKaUYeCTBEHHYIO OITYXOJIb
alirieHIMKCa, 3JIOKaYeCTBEHHYIO OITYyXOJIb MOUeBOTI'O ITYy3EP A,
3JIORaUYEeCTBEHHYO OITYXOJIb meykm MaTKM1, 3JIOKaUYeCTBEHHYIO OITYyXOJIb
SHIOMeTpIMA, 3JIOKauYeCTBEeHHYIO OITYyXOJIb Inmmerona, 3JIOKaYeCTBEHHYO
OITYyXOJIb IIe4yeHn1, HeMEeJIKOKJIETOUHYIO adceHOKaAPLIMHOMY JIEeT KX,
3JIOKaUYEeCTBEHHYIO OITYyXOJIb ANYHHMEKOEB, 3JIOKaUYEeCTBEHHYIO OITYyXOJIb
HO,JI?KGJ'[V,JIOLIHOI\/JI XKeJIe3H, 3JIOKauYeCTBEHHYIIO OITYyXOJIb HpeHCTaTeJIbHOIZ
XKeJIe3Hl, capKoMaTOonng IIOYKMNM, 3JIOKaYeCTBEHHYIO OITyXOJIb CJIIOHHOM

XKeJIe3el, HeMeJIaHOMHYI 3JIOKauUeCTBEHHYI OITYyXOJIB KOXM, KaplUMHOMY U3



KJIETOK

KapLUMHOMY ,

MepkeJsid,
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IIJIOCKROKJIETOUHYIO

KapLUMHOMY ,

3JIOKaAUYeCTBEHHYIO OITYyXOJIb TOHKOM KMIKM ,

0as3aJIbHOKJIETOUHYIO

3JIORaYECTBEHHYIO

OITYyXOJIb IMMTOBUIOHOM XKeJIe3H U 3JIOKaUYeCTBEHHYK OIIYyXOJIb MaTKM.

[00333]
HexeJlaTeJIbHBIX
pacrnpocTpaHeHHEe AFE,
yToMJIeHMe (28,3%),

ITIallMeHTOB,

11 (18,3%)

(51,7%)

IIallMeHTOB,

JIYUYEBRYIO

(l16,7%)

IIallMeHTOB,

IIEeMOHCTPUPOBAJI

Tepaluo,

M  KOHTPOJIB

42 r1raluMeHTa

ABJIEHUN

KOTOPEE He

(70%)
(AE) ,
CBS3aHHHe

apTpaIrmio

OOBEKTHUBHEX OTBETOB

KOHTPOJIb

OB DBEeKTUBHEIM

IoJjiy4yasinm

oTBeT HabgwgalM Y 5 ODalMeHTOB

Habjmomalru y 12 DaluMeHTOB
naureHTam,

Tabamiia 12:

(50%) .

OTBETUMBIIVMM Ha JIeUeHIVe.

CBoImka IO IaluMeHTaM,

CBA3aHHEIX

(11,7%)

oTBeT

(20,8%)

C JleyeHMreM,

(PR/CR),

3aboJyiIeBaHMA

3aboJieBaHMa vy 19 DauMeHTOB

JIYUYEeBRYIO

Cc

1 TOIONHOTY

JleueHNVEM.
IpencTaBiganT cobon
(11,7%) .

KOTOPHEX OIleHMBaJIlM Ha OIIYyXOJIeBEle OTBETH,

KOTOPEE II0JIy4daJir KOM@MHMPOBB.HHVIO Tepallvi,

Habmomanmu vy

Tepaluo,

¥ KOHTPOJIB

(52,8%) .

VMCIIHTHEHBAJIMM OIODHO WMJIM HEeECKOJIBKO

HamuboJiee

MMeJIO MECTO
ToTrga kak 31 HDalMeHT
(CR/PR/SD) .
comepXalyo
MauMeHTOB
Y 24
0O BLEeKTUBHEIN
z3aboJieBaHmn A

B Tabiuue 12 mnpmBeneHa CBOIOKAa IO

OTBEeTMBIIMM Ha JIeUeHNEe

ID KoropTe mno | Tun e Hannyummni Hamayummin

MHIOUBUL | Dose 3JI0KaAUYEeCTBEHHON Ipe opoy s oTBET 3

a OIlYyXOJIN JIMHUN CHUXEHU S

Tepanumu

41 R2810: 1 | XonnanrmokapumHoMma | 5 PR -41,2
MI'/ KD

50 R2810: 1 | IIMoCcKoOKJIEeTOUHAas 2 CR -100,0
MI'/ KD KapuMHoMa KOXM

43 R2810: 10 | Capkoma MATKMUX | 5 PR -49,1
MI'/ KT TKaHeNn

37 R2810: 10 | BazanpHOKJeTouHada | 1 PR -36,7
MI'/ KT KapumHoMa

36 R2810: 3 | CapkoMa MATKMUX | b PR -33,3
Mr/kr+CPA: | TkaHell
200 mr/Mm2

47 R2810: 1 | llmockokJIeTOUHAS 4 PR -66,7
Mr/kr+XRT: | kapumHoMma men KM
6 Tp x 5 MaTKA

46 R2810: 1 | InockokJeTOUHAS 3 PR -57,1
Mr/kr+XRT: | KapumMHoMa aHyca

M3 60

Y 36
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9 I'p x 3

49 R2810: 1 | llmockokJIeTOUHAS 3 CR -100,0
Mr/kr+XRT: | kapumhHoMma meM KM
9 I'p x 3 MaTKMU

48 R2810: 3 | Kapununoma us |1 PR -72,5

Mr/KT+XRT: | kieTok Mepkessa

6 I'p x 5

42 R2810: 3 | AeHoKapUMHOMA 2 PR -46,7
Mr/KT+XRT: | TOHKOM KMIIKMU
6 I'p x 5

44 R2810: 3 | CeposHasa 6 PR -52,4
Mr/kr+XRT: | KapuMHOMa SUUYHUKA
S I'p x 3

[00334] Cpenm TMnauMeHTOB, OTBEeTUMBIIMX Ha JIedeHMe, MelMaHHOe
BpeMsa OO OTeBeTa MOJsg MOHOTepallMM CcocTabBJjajio 113 CcyTOK (OMalnas3oH
52-226) wu @nJ4a naluMeHTOB C JYUYeBOW TepalueM CcOoCTaBJAJIo 59 cyTok
(omamaz30H 56-113).

[IpuMep 8: OmnmcaHuAa cJydaeB OJOKMpoBaHMA PD-1 MOHOKJIOHAJILHEM
aHTuTeJJoM REGN2810 ¢ OOCTMXEHMEM YCTOMUMBLHX OOBLEKTHMBHEIX OTBETOBR
IpM MEeTacTaTUUECKMX HeMEJIaHOMHBIX 3JIOKAUeCTBEHHBEIX OIIyXOJISAX KOXM:
Oas3aJIbHOKJIETOUHAA KaplLMHOMa M ILJIOCKOKJIETOUHAasa KaplLMHOMa KOXU

BBeneHue

[00335] BazaJIbHOKJIETOUHasa KapumHoMa (BCC) M IIJIOCKOKJIETOUHAS
KapumHoMa KkKoxu (CSCC) wmmewnT skcnosmuump nna UV cBeTa B KadecCcTBe
OCHOBHOTO bakTOpa pUCKa, u, cJlengoBaTeJILHO, 2THU OIIYyXOJIN
runepMy TupoBanu (Chalmers et al 2016, AACR Ann. Meeting, Abs
3576) . B OIPYyTUX 3JI0KaYeCTBEHHEX HOBOOOpPa30BaHUAX foJibad
MyTallMOHHAad Harpy3Ka CcBsA3aHa ¢ KIMHMUYEeCKOM IIoJIL30M Tepaluu
aHTHUTeJlaMM, HalpaBJIeHHHMU IPOTUBR MMMYHHOM KOHTPOJILHOM ToukuM PD-1
[Le et al 2015, New Engl. J. Med. May 30 (sJIeKTpOHHasa NIyOJMKalNA
nepen nedvaTep)]. CWMJIBHO MYyTHUMPOBaHHEE ONyXOoJM 0oJiee BEPOATHO
DKCIIPECCUPYIOT VIMMYHOT'€HHEIE OTIYXOJIEBEIE HEOAHTUIT EHHI, KOTOPHE
IIpUBJIEKAT 20QeKTOpHEEe T-KJIETKH, KOTOPHEM MOXHO HOaBaThk BOJIL
mocpelCcTBOM OJIOKMPOBAaHMA MMMYyHHOM KOHTPOJIBHOM Toukm PD-1 (Mandal
and Chan 2016, Cancer Discov. 6: 1-12). B »ToM IOpuMepe OIMCaH
nauMeHT C MeTacTaTuueckouw BCC M mnaumMeHT C MeTacTaTuueckoum CSCC,

KOTOPHIX JIeumJm c MCIIOJIb 30BaHMEM REGN2810, MOHOKJIOHAJILHOT'O
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aHTUTeJIa IIOJIHOCTBI UeJioBeka HnpoTus PD-1 B Tekymen daze 1
ncciyenoraHua (NCT02383212; ommcaHO B HOpuMepe 7/ B HacCToOAlleM
ONMCAaHUM) .

OnmcaHue cJjydasa 1

[00336] TIlauMeHT B BO3pacTe 66 JleT, XeHIMHa, Y KOTOpOM
OVMaTHOCTUPOBAJM  CTaOMi 1 BCC, BO3HUKIIYIDO Ha JIeBOM  YacTu
noaBbopomka, KOTOPYK MCCeKaJuM B XUPYPTMUeCKOM olepaluuu Moca.
JIOKaJIM30BaHHEM PelUUAMB B TOM Xe& MeCTOINOJIOXEHUN UIeHTUOULINPOBAJINU
Uepes 2 roma, M OOWMMPHOe JIOKaJIbHOE MCCedueHMe ODHaApPyXWUJIO MHBA3U
B JIEBYK HIWKHIOK UYeJIOCTH C BOBJIEUEHMEeM ONHOTO M3 18 JmMbaTHUUeCKUX
y3JioB. IlaumMeHT IoJiy4daJl BCIOMOT'aTellbHOe OOJIydeHMe U OCTaBalJiCad B
peMrccumM B TedeHre 4 JleT, KOI'Da YBeIUUMBaKIMECs Y3JE B JIeTKUX,
KOTOpPHEe HabJomajM Ha BU3yalM3aluM I'PYIHOM KJIEeTKM IpK HaOJoIeHUM,
IoaBRepraluM OMONICUM U [OOATBEepXIaM I[IPUCYTCTBMEe MeTacTaTUUeCKOU
BCC. IlaumMeHT BIOCJIeICTBMM IIOJiy4daJ MHIMOuTOp NnIyTn Hedgehog (HHI)
BUCMOImeIrmM® B TeueHMe 5 MecsdleB. JMs3HauaJlbHO OHa OTBeudaljla, HO
lepecTajla [0 IIPpMUMHE IpoTpeccHupyllero 3abojieBaHUA.

[00337] Uepes 6 MecsAleB I0OCJe TepaluM BUCMOLeIMOOM W IIPU
IPOOOJIKAKIIEMCA MeIJIEHHOM [IPOTPEeCCHPOBAHMM IIallMeHTa BKJIOUWIM B
basy 1 wmucciemoBaHusa REGN2810 B xoropTy, HOojgyvaomyio 10 Mmr/xr IV

KaxIOee 2 HeleJM, M OHa IoJIyduJsia CBOW IepByKw 0o3y. [Ba JI€T'OUHEBIX

MeTacTa3a HabOjomaly B KauecTBe IleJIeBHX IoBpexneHuM. OlleHKH
oTBeTa B KOHIle 8 HeIeJlb (3% vyBeJMueHMe) u 16 HeIeJib (10%

CHWXEeHMe) IOeMOHCTPpMpPpOBaJIM CTabuilbHOe 3abojieBaHMe II0 KPUTepUsIM
RECIST. OueHka OTBeTa B KOHUe 24 HemeJylb IOeMOHCTpHUpOBAaJia CHIKEHUE
u3MepeHum omnyxoJje Ha 37% (¢ur. 14A), ¥ STO HOOTBEePXIaIM Ha 32
HeneJjie. [lallMeHT XOpOoIlo IIePeHOCHUII JieueHMe U OponoJrokaeT REGN2810,
Ha JiledeHMM B TeueHMe 10+ MecHIleB.

OnmMcaHMe cJydasd 2

[00338] TIlaumMeHT B BO3pacTe 52 JeT, MyXdMHa, Y KOTOpPOTO
IVaTHOCTUPORBRAJM ILJIOCKOKJIIETOUHYID KaplMHOMY KOXM Ha JeBoM meke. OH
IpoleJsl XUPYPIMUeCKYyKw  olepaluin Moca C  UMCTEMU  KpasdMu. OH
IIOKasbEBaJl HECKOJIEKO pPeluMIMBOB WM IIpomeJ I[I0 MeHbIllerm Mepe 9
OOIIOJIHMT €JIb HBIX XUPYPTUUECKUX omnepalumm Moca. OH nomeeprcs
OOmMMPHOMY JIOKAJILHOMY MCCEeUEeHM IO I[IOBEepPX JIEBOM HWXKHEM UYeJiocTu 4-M4

roomami IIO3Xe n BIIOCJIEOCTBUN JIeBOM IIapOoTHMIOSKTOMNN epes 20
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MecdleB. TakXe BCIOMOT'aTeJIbHYKR JIYUEBYK Tepalvl BBOOMIM B JIEBY
meKy, HVDKHIOK YeJIoCTh cleBa, memw cJieBa (c rnapaJjijieJibHEM
HeTykcuMaboM) M mepn OuiaTepalJibHO (C HapalijlelJIbHBEM KapOoIlJlaTMHOM) .
Ipyrad cucTeMHasd Tepanousa [OpedcTaiBJaja cobor KaneuuTadbuMH U
UMCIJIaTUH+OOolleTakceJ. Uepe3 10 JeT [OCJEe HadYaJIbHOTO IOMarHOo3a OH
IIOOBEPICHA MCCEeUEeHMI0 C UMCTHMM KpasaMu OJg 2,2 CM peuuauBa B pyOle
Ha Ilee cJieBa. BrnocisencTBUM, MHBasMBHasa CSCC Ha TejlaxXx IIO3BOHKOB
C4-C5 cpeJjajla HeOOXOIMMOM IEeKOMIIPEeCCHI0 MeMHOT'O oTnejla CIMHHOTO
MO3T'a C IepenHel KoplaskTommert C4-C5 u 3amHeM JaMMHDKToOMMeW C4-
Co. Takxe Yy Her'o pasBuUlach cJadoCTb MBI HMXHUMX KOHEUHOCTeM,
IPennoJIOXUTEJIEHO 0ByCIJIOBJIEHHA A BOBJIeUeHMeM 0OOJIOUeK  HepBOB,
KoTopadad TpeboBalla MCIIOJBb30BaHMA XOIOYHKOB IJIS XOIObOEH.

[00339] Ero BrJwuaau B a3y 1 MCCJIeIoBaHMA B IIEPBYD
KOTOPTY, HDoJiydvanmyion 1 Mr/xr REGN2810 kaxgee OBe HeIeluM. B
npernejiax HemeJlb OT Hauvajla JIedeHMs IIOCTEIEHHO K HeMy BO3Bpamallach
CuJla HWXHMX KOHeuHOoCTeM M eMy ©0oJiee He TpeboBaJIOCh MCIIOJNIL30BATDH
XOOYHKU . OrBeT Ha HemeJe 16 T1okasz3aH Ha Our. 14B. [IOJIHED
PamMoJIOTUMUECKUIM OTBeT IIOBPEeXIeHMSa Ha Iee CJleBa JOCTUTalM Ha
Henejgie 40. IlauMeHT 3aBepliiJl 3allJlaHMpOoBaHHBEe 48 HeneJlb IIPpOTOKOJIA
JleueHMa C ucnosb3oBaHMeM REGN2810. OH npomoipkaeT TeCHOe aKTHMBHOE
HabJooeHMe Y CBOETIO MeIMUIMHCKOTO OHKOJIOTa 0e3 KIMHUUECKUX WK
pamuorpadmUuecKUx CBUOETEJNILCTB peluunmuBa 3aboJjieBaHUA.

ObcyxnoeHMe

[00340] B 2TOoM IOpMuMepe PacKpPHT IepBHEM [NONTBEPXISHHLN
YaCTUUHEIM OTBeT Yy IalMeHTa ¢ MeTacraruueckom BCC, KOTOPOTO
Jeumm uHrubuTopom PD-1 (REGN2810), a Takxe TeKyIUM YCTOMUMBLIM
[IOJIHEIM OTBeT Yy IalMeHTa ¢ MeTacTraruueckor CSCC. IgnyfBokme u
OJIMTEeJIbHEE OTBETH STHUX IallMeEHTOB C TAXEJEM I[IpelBapUTeJIbHEM
JleueHMeM Ha MOHOTepanuio OpoTMB PD-1 B »ToM das3e 1 wucciaedoBaHUA
COOTBETCTBYIT TITUIIOTe3e O TOM, uYTOo OoJibllad MyTalMOHHas HaTpy3Ka
npu BCC wm CSCC ©OymeT BHSIHBATL I[IPOTUBOOIYXOJIEBHM  KJIETOUHHM
VMMYHUTET, KOTOPOMY MOXHO -IOaBaThk BOJK IIOCPEICTBOM OJOKMPOBaHUA
IyTY KOHTPOJILHOM Touku PD-1/PD-L1.

[00341] 3ToT HNpMMep NOATBepXIaeT OCHOBHOWM IMIPMHUMUII, UYTO YOo-
aCCOLUMMPOBAHHEIE 3JIOKAUECTBEHHEIE OIIYXOJIM KOXM, KpoOMe MeJIaHOMEH,

UYBCTBMUTEJIBEHE K GJIOKI/IpOBaHMIO PD-1. PeIyKUIMOHMCTCKAA MOIOeJlb
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IpenckKasbeBaeT, UYUTO YO0-aCCOUMMPOBAHHEE ONyxXOoJM C ©0oJiee BHCOKOM
HAaTrpy3KOM He CHMHOHMMMUHHX MyTaluuy OyIoyT O0oJlee UYBCTBUTEJILHE K
OJokupoBaHui PD-1, uyeM Te, VY KOTOPHX O00Jiee HMU3KasAs MyTalMOHHAaS
Harpyska.

IpuMmep 9: ©O6es3oHacHOCTbL U 50deKT aHTHUTeJa OpoTue PD-1 vy
nauyMeHTOB C He pesekTab®esJbHOM MEeCTHO pPacCHpOCTPaHeHHOM UMM
MeTacTaTUUeCKOM IIJIOCKOKJIETOUHOM KapUMHOMOM Koxu (CSCC)

[TpenrnoCceUIKM

[00342] He cymecTBYyeT YCTOSABIIETOCS CTaHIapTa JedeHMs OJS He
pesekTabesIbHOM MEeCTHO pacHpOoCTpaHeHHOM WM MeTacTaTuueckom CSCC.
N3-3a YO-MHIOYLUPOBAHHOTO [IOBPEXIeHUA IHK OOJIBIMHCTBO CSCC
ABJIARTCA THUIEPMYTUPOBaHHEMM . CJIeOgoBaTeJIbHO, DBTU OIYyXOJIM MOTYT
OTBeUYaThb Ha OJOKMpOBaHMEe KOHTPOJILHOM ToukM PD-1. B 3ToM OpuUMepe
ONMCaHHHE IIallMeHTH C MEeCTHO PaclIpOoCTPpaHeHHOW MM MeTacTaTHuUueCKOM
CSCC, KOTOPHX JeuusIrM C MCIOoJIB30BaHvMeM REGN2810, MOHOKJIOHAJIBHOTO
aHTHTeJla I[IOJIHOCThbIO uUeJijoBekKa IIpoTue PD-1, B Tekymen ¢aze 1
nccigenoraHua (NCT02383212; ommcaHO B IHOpuMepe 7 B HaCToOAlleM
ONIMCaHuu) .

CriocoOul

[00343] B koropTH 5Skcrnadcum (EC) B oOdaze 1 wuccijemoBaHuUsAa
REGN2810 BBOOMJIM IIalMEHTOB C OTIaJIEeHHOW MeTacTaTuueckom CSCC (EC
7) ¥ MeCTHO paclopocTpaHeHHOM CSCC (ECS8) (Trabmmua 9). Bce
HaLuMeHTH noJiydaiar 3 Mr/xr REGN2810 B BeHY KaxOole 2 HeleJr B
TeueHMe BIJIOTE IJO 48 Hejesib. JcciemnoBaHMA OMOICUM OCYIECTBJIIAINU
Ha 06a30BOM YPOBHE U B CYTKM 29 (M IpM OPOTPeCcCCUMPOBaHUM, ECIU
BO3MOXHO) . g Toro UYToOH OIpenesiaTh ofmyln dYacToTy OTBETa,
V3MEepeHrd OIIyxXoJIeM OCYmMeCTBJIAIM Kaxihe 8 HemeJlb B COOTBETCTBUU C
RECIST 1.1.

PesyJibTaTE

[00344] Brogmimu 25 naumeHTor (10 B EC 7 m 15 B EC 8):
MeIMaHHEM BoO3pacT 72,5 n (omuanmazoH 56-88 J); ™MemmuaHH. PS 1

(mmanazon 0-1); 20M:5X; wMeoImMaHHOe UMCJIO [PEeIIeCTBYKIUX CXEM

CUCTEeMHOM Tepanmmn 1 (Dmana3oH 0-3). MenmaHHada DKCIO3ULIUA
REGN2810 cocTaBJdia 6 ifelc! (Dnanas3oH 1-22). HauboJjee
pacrnpocTpaHeHHBEMA HexeJlaTeJIb HEIMU ABJIEHUAMU Jobon CTelleHH,

CBA3aHHEMUA c JIeUeHneEM, OBLIIN YTOMJIEHHME (16,7%), TOIIHOTA,
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apTpajaruga u CHIIIb (8,3% Kaxmnoe) . Kaxnoe n3 CJIe oYX

HexeJlaTeJIbHEX ABJIeHuM (AE), CBS3aHHEIX CO CTeleHbI >3, BO3HMKAJO
OIOVH pas: HOoBmHImeHMe AST, OoBhIeHMe ALT, apTpaljil'Ma M CHIb.

[00345] O6wmasa uyacToTa oTBeTa (UPR+PR+CR) M yacToTa KOHTPOJA
sabojieBaumusg (ORR+SD) cocraBijasgam 48% (11/23; 3uPR, 5 PR, 2 CR, 1
uCR) m 70% (16/23, B ToM umcije 5 SD), cCoOTBeTCTBeHHO. JBa
rnauMeHTa OO CHUMX IIOp He HoOOaknTCcd OlleHKe. BHUMCIAIM MeOoMaHHYI PES
1 MeovaHHyl OS ¥ TOJBKO OIOMH IallMeHT IepeHocus PD BO BpeMmd
JeueHrsa REGN2810 nocJjie HadaJlbHOT'O OTEBeTa. KoppeliSUMOHHEE Hay4dHEE
MCCJIeNOBaHMA HaxXOOATCA B IIpollecce, B TOM UMCJIe CeKBeHMPOBAaHUE
[IOJIHOTO 5BkK30Ma [HK onyxoJm.

3akJIueHne

[00346] REGN2810 meMOHCTPUPYET YCTOMUMBYIO IIPOTUBOOIIYXOJIEBVIO
AKTMBHOCTEL Yy NallMeHTOBR C paclpocTpaHeHHoM CSCC.

[lpymep 10: KIMHMUYECKOE MCCJIeOOBaHMe aHTuTeJla OpoTuB PD-1 B

KoMOMHaAIMKM C TUNOOPaKUMOHUPOBAHHOM JIyUeBOM Tepalyrer B CpaBHEHUU

CO CTaHOapTOM JIeUeHMda Yy I[IalMeHTOB B BO3pacTe=65 JleT CO BHOBb
IMaTHOCTUPOBAHHOM TUIMOOJIaCTOMOMN

BBeneHue

[00347] I'mnoBiacToMa npencraejdgaeT cobom CMepTeJIbHOe
3aBoJieBaHMe C MeIMaHHOM BEIKMBAEMOCTLIO NPUOIU3UTEJEHO 16 MecsaleB
Y BHOBbL IMAaTHOCTMPOBAHHEIX [NalMeHTOB (nGBM) wu nOpubinsuTesbHO 9
MecdlleB B YCJIOBMAX peumamBa (rGRBM) (Friedman et al, 2009, J.
Clin. Oncol. 27 4733-4740) . CymecTBYOIXM CTaHOapT JedyeHUs
NaluMeHTOB CO BHOBL IOMATHOCTHMPOBAHHOM TJIMOOJACTOMOM IpeIcCTaBJIAEeT
cobom obayueHme (60 I'p Ba 6 HemeJlb) C HapalijleJIbHEM TeMO30JIOMUIOM
(TMZ), T1ocJie Yero cJenoyeT BCIOMOTATeJIBHHEM Temo3zoJomun (Stupp et
al, 2005, N. Engl. J. Med. 352: 987-996), HecMOTps Ha TO, UYTO
aHaJiM3 IOOTPYIIl I[IOKa3HBaeT, 4YTO HOoOaBJIEHME TeMO30JIOMMIa MOXET He
yaydmaTs sddexT y 0oJee HNOXMIEX MHIMBUIOYYMOB (Laperriere et al,
2013, Cancer Treat. Rev. 39: 350-357).

[00348] B o»sTOM IIpMMepe omMcaHa ¢asza 3 uUCcJIeOoBaHUA OJd
OLIeHKMA sbdexTa aHTHUTeJIa [IPOTUER PD-1 B KOMOMHaUMNU C
TunodpakKMOHUPOBaAHHOM JiydeBoMW Tepanmuu (hfRT) B CcpaBHeHUM CO

cTaHmapToM JeueHusa (SoC) B OTHOmMeHUM OOmel  BHXMBAEMOCTU VY
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IallMeHTOB B BO3pacTe=65 jieT ¢ nGBM.

[00349] Obpaszuoroe aHTUTEJO OpoTuB PD-1, MCIHOJBE3YEMOE B
STOM MCCIeIOoBaHMM, IOpencTaBJgeT cobor REGN2810 (Takxe M3BEeCTHOe
kak H4H7798N, xak packpero B US20150203579), MOHOKJIOHAJIBHOE
AHTUTEJIO IIOJIHOCTBI UYeJioBekKa NpoTuB PD-1, colepxallee TIXKeJY
Lenb, CcolepXallyld aMMHOKMCJIOTHYK IIOocCJledoBaTeJIbHOCTE SEQ ID NO:9,
M JIETKY LENb, COOepXallyld aMMHOKMCIIOTHYIO IIOCJIeHoBaTeJIbHOCTE SEQ
ID NO:10; napy aMrMHOKMCJIOTHEX IIocJieloBaTelsbHocTelr HCVR/LCVR,
comepxamyio SEQ ID NO:1/2; u nocjemoBaTelJbHOCTM CDR  TOKEJHX U
JeTKUx lieney, comepxamre SEQ ID NO:3-8.

ey MCCJIenoBaHUA

[00350] OcHOBHasdg lLeJib MCCJIeIOBaHMA COCTOMT B TOM, UYUTOOH
OlleHVBaThL 2bdexkT B OTHOmWeHMM OOmel  BLXKMBaeMOCTHU (03) 0JId

REGN2810, koTopeM mjmaloT B koMOmHaumu ¢ hfRT, B CcpaBHEHUM CO

CTaHOapTOM JlIeueHMs IJIA [IalMeHTOB B BO3pacTe=65 JjileT ¢ nGBM.

[00351] BTopocTeneHHasa L&Jib MCCIENOBaHMA COCTOUT B TOM,
UTOOH ONPelesiaTh YJIYUIIeHME BHEXMBaeMOCTH ©0e3 [IpoTl'pecCUpOBaHUA
(PFS) .

[00352] [HOpyrMe LeJM MCCJemoBaHMA IIpedcTaBJgiT cobonm: (1)
YJIydlleHe YaCTOTH OOBeKTHUBHOT'O oTBeTa (ORR), IJUTEJIEHOCTM OTBeTa
Y OJUTEJILHOCTM KOHTpPpOJsa =3abojeBaHua; (il) KIMHMUeckas OlLeHKa C
MCIOJIb30BaHreM mkaJikl Neurologic Assessment in Neuro-Oncology
(NANO) ; (iii) ©GesomacHoOCThL; (1iv) yJyudlleHMe KauecTBa XM3HM (QoL)
M TICHUXMUYEeCKOT'O cCcTaTyca; (V) WM3MeHeHMS OTeKOB WM MCIOJIb30BaHUA
cTepounoB; (vi) KoHUeHTpauusa REGN2810 B CHBOPOTKe M aHTUTeJa
IpOTUB REGN2810; " (vii) nccJenoBaHme IO TEeHUMAJIbHEIX
bapMakoOMHaAMUUECKNX, npelckKaz3aTeJIbHEX VI IIPOTHOCTUUECKUX
OMOJIOTUUECKUX MapKepoB.

IImaH MccJIenoBaHUA

[00353] BTo mpencraBjggeT cobol 2:1 paHOIOMUMBUPOBaHHYIL O(azy 3
ucciyengoBaHmMsa REGN2810, aHTHMTeJIO IIOJIHOCTBIO UYeJloBeka k PD-1, B
KOoMOMHALIMM C TUIOPPAKIMOHUMPOBAHHOM JIyUeBOM Tepalllell B CPpaBHEeHUU
CO CTaHOapTOM JIeYeHMSa Yy IIallMeEHTOB B BO3pacTe>65 JIeT CO BHOBBb
OIVaTHOCTUPOBAHHOM  IJIMOBJIaCTOMOM. [TauMeHTOB  PaHIOMM3UMPYKT  Ha

REGN2810 B kxoMOMHaUMM C THUIOQPaKUMOHMPOBAHHOM JIYUeBOM Tepaluel B



119

CpaBHeHUN co CTaHIapTOM JIeUueHM B COOTHOIEeHUN 2:1 c
VCIIOJIE30BaAHMEM CTaTyca MEeTUIMPOBaHUSA (METUIIMPOBAHHEM  [IPOTUBR
HEMETUJIMPOBAHHOT'O IIPOTUB He OIPeleJIEHHOT'O) U CTelleHM pPe3eKLUUuMu
(UacTH4UHasgd TIPOTMUB MacCOBOM TOTAaJIbHOM  peseKLUUuu) B KauecTBe
baxkTopoB cTpaTudMUrauMM. SObOeKT OleHMBalT N0 ofmel BEXMBAESMOCTH.

[00354] IaumeHToBRB C nGBM, KOTOpPHE ABJAKTCH KaHOMIOAaTaMM Ha
JIYUEeBYID Tepaluio, PaHIOMUIMPYIT B COOTHOmeHMM 2:1 OJsa Toro, YTOOH
IPUMHYMATE OIHO U3 CJeNyIMX JIeUeHUN :

- uccJemoBaTellbckad Tepammga: 3 MI/KD REGN2810 IV (kaxnooe 2
HereJn) +runoppakumoHuposaddas RT (6 I' X 5, TOJBKO BToOpasd
Heneysd) . JlydeByo TepalMio IPpemoCTaBJIAKT Ha HemeJie 2 LIMKJa 1, HO
He B TIOCJIEeNyKIMX LIMKJIax.

- CpaBHUTeJIbHad Tepalud: CTaHmapT JedeHusa TMZ (opajlbHO, 75
MT /M2, eXeIHeBHO) B KOMOMHALMM CO cTaHmapTHoM RT (5 eXeIHeBHHX
bpakuuil oOJydyeHMd/Hemesiga mo 2 I'p) B TedeHMe 6 HeIeJlb, I[IOCJe UYeTo
cJlemlyeT BCIOMOTAaTeJNbHEI TMZ (opaljbHOo, oT 150 mMr/mM2 mo 200 Mr/mM2 5
CYTOK/28 CYTOK) B TeueHne © LIUKJIOB . JlyueBvyo Tepanmo
[IPpenoCTaBJISgRT TOJIBKO B IIE€PBOM O-HEeIeJIbBHOM LMKJIE.

HIIMTEeJIbHOCTE MCCJIeOOBaHMA

[00355] ViccilegoBaHMeE COCTOMUT us 28—-CyYTOUHOTO nepuona
CKPMHMHI'a, IIOCJIE KOTOPOTO IIOOXOOAMME IIallMeHTH MOTYT MMETh BILJIOTH
OO IBeHaOllaTb 56-CYTOUHEX (8-HeIeJIbHHX) LMKJIOB JeueHMS B TeueHUe
BILJIOTE OO Bcero 96 HemeJib JieueHMsA. Bo BpeMsa Iepuola CKPUMHMHIA
(oT cyTok -28 o CcyTok —-1), BCe IHNOIXOOAmMe IIallMeHTH IOJIKHEL MMEThb
OOCTYIIHYID pes3eKIMI OINyXOoJM IO JeueHMsa (JacTuuHasa WM IIO0JIHaS
pesexumrg) VIV BMOIICHIO oJis LEHTPaJIM30BAHHOTO IOOTBEPXISHUSA
[aToJIOIMM UM OIpeneJiIeHUA U IIOOTBEepPXIOIeHUA MeTuInpobaHmga MGMT.

[00356] Ilocae CYTOK 1/6a30BL YPOBEHE, aluMMeHTH
BO3BpamaJiMCh B KJMHMKY BO BpeMsd LMKJIa 1 B CyTkum 8x3, 15+3, 29+3,
43+3 m 56%3. B kaxigoM IocJenyiolmeM 8-HeIDeJIbHOM LMKJIe (LIMKIJE 2-12)
NalMeHTE BO3BpamalMCh B KIMHMKY B CcyTku 1, 15%3, 29+3, 4313 wm
56+3. Ouenkm onyxosim (MRI TOJIOBHOI'O MO3Ta, oleHkM 1RANO m NANO,
ONpOCHUKM MMSE m EORTC QLQ-C30/BN20) BHIIOJHAJIM B CYTKM 1/0a30BHM

YPOBEHE WM B KOHIE KaXmooI'oO LIMKJIa JIeUeHNA. PacmmpeHHHe OLLeHKM

0e30IacHOCTHU IpoBOoOAT B CYTRKU 1 KaXxXnogoIro IMKJIa,; CTaHIOapTHEIE
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OLleHKM ©0e30MaCHOCTM IIPOBOIOAT IIPM KaxXnooM BuaMTe. Takxe O0epyT
oBpa3LuLl oJAa OLLeHKMU OMOJIOTUUECKMUX MapKepoB (KJIETOUHEE n
MOJIEKYJISIPHEIE, OIMCAaHHBIE B HaCTOAIlEM OIMCAaHMM), KOTOPEE CBSA3aHHB C
SKCHo3ULMeN HOpu JedeHurM REGN2810, KJIMHMUECKOM AaKTMBHOCTBI WJIM
OCHOBHEIM 3a00JiIeBaHUEM.

[00357] Bo BpemMsa 24-HeIeJIbHOT'O IlepMoLa HaOJIOOEeHMS DalMeHTH
BO3BpallalnTCHd B KJIMHUKY Ha 21-42 CYTKU rocJie IIOCJIegHEeT O
MCCJIeIyeMOoTO JIeueHMAa NOJIS IIepBOI'O BU3MTA IIOCJelyKmero HabJIoOeHud.
Cilemymomye BU3UTH [IOCJIeIylmero HabOJoIeHMS (C BM3MTa I[IOCJeOyKRmeIro
HaOJooeHMs 2 OO BM3MTa I[ocjenyrmero HabjwoieHMa 7) IPOUCXOOAT
Kaxnoele 28 cyTokt/7 cyTok. OQOuUeHKM onoyxoJu (MRI TOJOBHOTO MO3Ta,
olleHKM pPiRANO m NANO, onpocHurM MMSE um EORTC QLQ-C30/BN20)
BHIIOJIH AT npu BU3UTE MOCJIeOyKImero HaOJIoIeHn S 3, BU3UTE
nocJienypmero HabOoaeHUsS 5 M BM3MTe I[ocClenyomero HabmwoaeHusd 7.

PacmmpeHHHe OLIeHKM 0e30IIaCHOCTHA IIpoBOOAT BO BpPpeMA IIepBOI'O BU3NMTA

IIOCJIEeOYKRIMETO HaOOOeHUd ; CTaHOapTHHE OLleHKU 0e30I1aCHOCTHU
IPOBOOAT B CJeOyllMe BM3UTH [IOCJenyolero HabjmoneHMAa. BepyT
oBpas3uLl oJiAa OLLeHKMU OMOJIOTUUECKMUX MapKepoB (KJIETOUHEE n

MOJIEKYJISIPHEIE, OIMCaHHBIE B HaCTOAIlEM OIMCAaHUM), KOTOPEE CBA3aHB C
SKCHosuLMen nOpu JedeHur REGN2810, KJIMHMUECKOM AaKTMBHOCTBI WJIM
OCHOBHEIM 3ab0JiIeBaHUeEM.

[lejsierad MNONIYyJIALMA

[00358] IlejeBas MHOONYJALMSA BKJIOUAeT IIallMEHTOB B BO3pacTe=6b5

JeT ¢ nGBM.

[00359] Kpurepun BKJIIOUEHMA : naluueHT IOOJDKEeH OTBeUaTh
cJIenVIomyM KpUTEPUAM, YyTO OB INOOXOIOUTHL ojidg BKJIOUEHM I B
uccyienopaHve: (1) BHOBB OMArHOCTHMPOBAaHHAA IepBUUYHad IJIMobOJiacToMa

C I'MCTOJIOITMYEe CKIMM IIooTBepPXIeHNMEM, MaKCHUMaJIbLHEM nmaMeTpSB CM,
IIpoxXoomiI YaCTUMUYHYO MJIin IIOJIHYO XUMPYPIMUYeCKYIo pPe3eKIro, (2)

byHKIIMOHAJIbHOEe cocToaHMe o Eastern Cooperative Oncology Group
(ECOG) 0-2; (3) BO3pacT=6b JgeT; (4) OoyHKUMA TIIedveHM: (a) oOmum
OuanpydbmH<l, 5 X BepxHMM OpeneJ HopMmel; (b) ALT m AST<3 x ULN; (c)
meJiodHasa ¢ocdpaTaza (ALP) <2,5 x ULN; (5) OQYHKUMA [IOUEK: KpeaTUHUH
CHBOPOTKM<1,5 x ULN; (6) OYHKUMS KOCTHOI'O MO3Ta: I'eMOIJIoOmH=>9, 0

T/0J1; afCoJIoTHOEe UMCJO HenTpodmiyor (ANC) =1,5 x 10°2/;3; umcjo
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TpoMOomMTOB>75 x 10%/13; (7) cnocobeH MPOYeCTh, I[OHATH ¥ 3axXOTeTb
IOONIMCATEH ICF; u (8) CIHOCOBHOCTE UM  TOTOBHOCTE  BHIIOJIHATH
3alJlaHMpPOBAaHHBIE BUBMTH, IIJaH JiedeHUs, JabopaToOpHEE TeCTH U
IpyTHUe NpPOoLenypH, CBA3aHHEE C MCCJeIOBaHUEM.

[00360] KpuTepum MUCKIJIOUEHMA: IIalLMEHTOB, KOTOPHE OTBEYAKT
JIOOEIM M3 CJIeOyIUX KPUTepMeB, CcJjelyeT MCKJIOUYATbh M3 MCCIIeIOBaHMA:
(1) mmoboe mpenmecTBylee JedeHre GBM (OTAMUHOE OT XUPYPIMUECKOTIO
BMeMlaTeJIbCTRa) ; (2) wuMeeT M3IBECTHHE IIPOTMBOIOKaszaHua k Gd-MRI;
(3) TekyIIMe WJIM HeOaBHUE (B mnpemeJjiax b5 JeT) CBUIOETEJILCTBAa
3HAUMMOTI'O ayTOMMMYHHOT'O 3afoJieBaHUs, KOTOpoe TpeboBaJIO JiIeueHUd C
WCIOJIb30BaHMEeM CUCTEMHOTO MMMYHOCYINIPEeCCOPHOTO JIeUeHMsa, UTO MOXeT
YKa3HBaTh Ha PUCK HexeJlaTeJIbHHX SABJIeHUM, CBA3aHHEX C WMMYyHUTETOM
(irAE) . CJrenywomee He HABJAETCH OTpaHMUeHMEM: BUTUINUTO, OeTcKasd
acTMa, KOoTopas paspemuyach, OCTATOUHHM TUIOTUPEOUON3M, KOTOPHM

Tpe®yeT TOJBKO 3aMeCTUTEJILHOM TOPMOHAaJIBHOM Tepalumu, WM IIcopuas,

KOTOPEM He TpedyeT CUCTEMHOTO JIeUeHMUAd. (4) Tekyllee JiedeHUEe
CHUCTeMHEMA KOPTUKOCTEpPOUIaAMHA, 3a WCKJIIOUeHMEM  MCIOJIB30BaHUSA
KOPTUKOCTEPOUIOB 1o IpYyTHUM (He Oy XOJIEBEIM u He

VMMYyHOCYIIPECCOPHEM) IIOKa3aHMAM MaKCHMMyM BIJIOTE »HO 10 MI/CcyTKu
OpenOHMU30Ha WJIM 5SKBMBaJIeHTa. (5) IIepBUUHEE ONYXOJM, PaclOJIOXeHHHE
B CTBOJIE TOJIOBHOI'O MO3Ta, CIMHHOM MO3Te, wIn Jwobad BTopad
aKTHMBHasad MHOeKUMSa TIIpM OINyXOJM  TOJIOBHOI'O  MO3Tra, Tpebynima g
TepaluK, B TOM UMCJIe M3BeCcTHasd UHOeKUMS BHPyCa HUMMYyHOIeOUIMTA
yeJIoBeka, WM aKTHUBHaa MHOeKUMs BHMPyca TelaTmuTa B uiIM TernaTtuTa
C. (6) T1HeBMOHMT B aHaMHes3se B IIpenejlax HoocjgemnHux 5 Jjger. (7)
Jioboe mMccIemoBaTeJIbCKOE WMJIM [IPOTMBROOIIYXOJIEBOE JIeUeHMe B IIpelejlax
30 cyToOK OO HavaJIbHOTO BBeIeHuUs REGN2810. (8) B aHaMHe3se
IOOKYMEHTUPOBAHHEHE  aJJlepI'MuecKMe peakluM MJIM OCTpas peaklud
TUIIEPUYYBCTBUTEJILHOCTH, KOTOPYIO OTHEeCJIN K JIEUEHUID C

VCIIOJIBb30BaHMEM Tepallir AHTHTeJIaMM B nmeJioM MJIN K cpencTBaM,

KOHKPETHO VICIIOJIb 3y €EMEIM B MCCIIeOOBaHUN . (9) TUnepTeHs3MUs,
KOHTPOJIMpYyeMa g B HeOOoCTaTOUHOM Mepe (OmpenesanT Kak
CUCTOJIMUECKOE KpPOBAHOE OaBJIeHNE >150 MM pT. CcT. n/Uim
OIMacCTOJIMUeCKOe KPOBAHOe nabjieHrMe >100 MM pr. cT.) (10) UM3BecTHasa

ajiJjlepI'mAa Ha IOOKCHIMKIIMH WJIM TeTpalVKIIMH (HpeHOCTOpOKHOCTb n3—3a



122

OIPUCYTCTBUA CJIeIOBHX KOMIIOHEHTOB B REGN2810) . (11) B
IpenmecTBYKIEM aHaMHe3e TUIEPTEeH3UMBHOTO KpHu3a MM I'UIepPTeH3UMBHOM
sHLIedaJyionaTum. (12) B aHaMHezse 3a IocJienHMe 5 JieT MHBAa3UBHOE
3JI0OKaUeCTBEHHOE HOBOOOpas30BaHME, OTJIMUHOE OT TOTO, KOTOpOEe JeuarT
B 5TOM MUCCJenoBaHun, 3a VCKJIIUEHVEM nogBepImencs
pesexkunn/abagauum 0as3aJibHOM MM CKBAMOBHOKJIETOUHOM KAPIMHOMEL KOXN
MM KAapPUMHOME IeVKM MaTKM in situ miIM mpyTMx JIOKaJIbHEX OIlYXOoJiel,
KOTOPHE pPacCMaTpUBAaIOT KaK  U3JIeUMMEE C IIOMOIWBI  JIOKAJIBHOTO
JeueHusa. (13) OCTpeHe WIM XPOHUUYECKME IICUXMATPUUYECKMNE [IPOOJIEMEH,
KOTOPHE, IIO OlleHKe MCCIeloBaTelsa, OeJlalnT IHallMeHTa HeloIXOOalMM
ojas yuactus. (14) HMcooabsoBaHMe Novocure Tumor Treating Fields
(ycrporcTBOo Optune NovoTTF-100A) HOpM CKPMHMHTEe. 3allJlaHMPOBAaHHOE
WM IpenrnojlaraeMoe MCIIOJb30BaHMe Novocure Tumor Treating Fields
BO BpeMd Yy4YacTMad B McCclIenoBaHuM. (15) IlpenmecTByKmee JIedeHME C
MCIIOJIE 30BaHUEM KapMy CTHUHOBHIX [JIaCTHUH. (16) [MpomoJrxamnimaacsa
noJjioBad akKTMBHOCTB Y  MYX4YMH, KOTOPHE He XeJjapT cobimoaaThk
OOCTATOUHYK KOHTpPALENLUVI BO BPEMSA MCCJEOOBaHWUA.

VccilegyeMele JIeUeHUd

[00361] TlauMeHTH IIOJYyYalT OIOHY M3 CJIEeOYIMX CXeM JIeUeHMS:

[00362] McciemoBaTesibCcKasa Tepanmga: 3 MI/Kr REGN2810 (BBOOAT
IV wmHOy3uMIO B TeueHre 30 MMHYT KaxOele 2 HeleJlM B TedeHMe BIUJIOTH
no 96 Hemesb) + hfRT B Henmeso 2 LUukIa 1

[00363] CpaBHUTeJIbHA A Tepalnd: cTaHmapT JleueHmAa T™Z
(opajnibHO, 75 MI'/M2, eXeIHEeBHO) B KOMOMHAMM CO CcTaHmapTHoM RT (5
eXxeIHEeBHHEX O(paKLui oOJIyueHMA/HeIeld o 2 I'p) B TeueHMe 6 HemeJb,
Iocjie uero cJelyeT BCIOMOTaTeJlbHEM TMZ (opaljibHo, oT 150 mMr/mM2 mo
200 Mr/M2 5 CyTOK/28 CYTOK) B TeueHMe 6 IUKIIOB. JIYyUeBYID Tepalluo
NIpenoCTaBJIART TOJBKO B IIE€PBOM LMKJIE.

[00364] REGN2810 mocTapJisgoT B BMIe XUIKOCTM B CTEPWUJIbHEX
dJIaxkoHax OIOHOPas30BOTO MCIIOJIB30BaHUA. Kaxnouit  GJIakKOH COIEpPXUT
06BeM, IOOCTATOUHHM, UYTOOE HabpaTrs 10 M REGN2810 B KOHIEHTpPAalUMU
25 w™Mr/mi. REGN2810 BBomaT B BMIe IV uHbysum 30 wMuayT. Jos3a
Kaxgooro IalMeHTa 2BaBUCUT OT MHIMBUAOYAJBLHOM MacCH TeJa. o3y

REGN2810 ciemyeT KOPPEeKTHUPOBATH KaXOblM LUKJI IO M3MEHeHMSAM MacCCH

Teya>10%.
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[00365] JlyueBasga TepalMsa: TMOalMeHTH B KOHTPOJILHOM TpPYIIIe
[IoJIydyalT CTaHOapTHYy®L JydeByKL Tepanmno (60 I'p 3a 6 Heneds) .

[TallMeHTE B TI'pPYyIle 5SKCIEPUMMEHTAJIbHOTO JieueHusa nojgaydawT hIRT (6 I'p

X 5 eXeOHeBHHX OpakLul), KOTOPYI BBOOAT UYepe3 1 HeOeJw IIOCJe
nepBoM mo3sl REGN2810.

[00366] REGN2810+006JyueHne (MccyegoBaTeJIbCKOE JedueHue) :
REGN2810 BBOIAT mnocpencTBoM IV MHOy3UMM B TeueHMe 30 MMHYT KaXOble
14 cyTok B TeueHMe 960 HepeJib B koMOmHaumm ¢ hfRT ¢ cyTok 8 @o
cyTok 12.

[00367] Cxema 3allJlTaHMPOBaHHOM koMOMHalMM REGN2810 m hfRT:

nHdysma REGN2810 3 Mr/xr B TeueHMe 30 MMHYT Kaxnooe 14 CYTOK B

TeueHre 96 Henmeb+tiydeBasd Tepanma (hfRT o 6 I'px5 eXeOHEeBHEX
bpakumii; HaoT UYepes 1 HedeJo IIocJe IIepBoM 1o3H REGN2810,
IPEenrIouYTUTEeJIEHO B IIOCJIeloBaTeJIbHEe CYTKU) .

[00368] OmmMcaHmMe JYyUYeBOWM TepalMM: IDalMeHTH HOoJydalT 30 I'p B
BUoe 5 odpakummt 1o 6 I'p, BBOIMMHX eXeIHeBHO, HauMHasa depes 1
HeIeJlo IocJe IepBoM no3e REGN2810.

[00369] T'pynna CPaBHUTEJLHOM TepaluK: CTaHOoapT JedeHusa: TMZ
(opanbHO, 75 Mr/M2, eXeIHEeBHO) B KOMOMHAIIMM CO CTaHmapTHOM RT (5
eXenHeBHEX OGpakuum objiydeHus/Hemesda o 2 I'p) B TeueHMe 6 Hemesb,
nocjie dYero cCcJenyeT BCIOMOTATeJILHHENM opaJbHENM TMZ. TJoza TMZ
cocrTaBJigerT 150 wr/m? B TeueHMe  IIePBHX 5 CYTOK  IIePBOTO
BCIIOMOTATEJILHOTO LUKJa, M ee yBejmuuBawor 200 Mr/M2 B TedeHue 5
CYTOK/28 CyTKM, HauMHas CO BTOPOTO IUKJA, €CJIU OTCYTCTBYeT
HellpueMJieMa g reMaToJIOTUYeCKas TOKCUUHOCTDb B [IEPBOM
BCIIOMOT'aTeJIbHOT'O LUKJIIE.

[00370] Ecam BO BpeMsa I[IepBOI'C BCIOMOTATEeJIbHOT'O LMKJIa BCH
HabJomaeMas He T'eMaToJloTMuecKasd TOKCHUMUHOCTE MMeeT CTelleHbL? (3a
VCKJINUEeHMEM aJjioneuun, TOWHO TEI n PBOTH) n TPOMOOLUUTE
cocrTaBgT>100%x10%/1 M ANC>1, 5x10%/J, TO pmozy  TMZ craenyer
NOOHMMATE OO YPOBHS Io3u 1 (200 wMr/mM2) u 5Ty O3y CJedyer
MCIOJIE30BaTE B KadeCTBE HadaJIbHOM HOBH OJIS [HOCJEeOyKNUX LUKIIOB.
Eciau nocJysie uumkiga 1 TMZ cieXyeT 3aIepXMBAThH I[I0 [NPUMUMHE TeKylMel He
TeMaTOJIOTUUECKONM TOKCHUUHOCTM CTeIleHM>2, TO IIOBHIIEHUMEe SABJIAEeTCH

HEBO3MOXHEIM . Eciau JO3Y He ITOBHIIAJIVL BO BTOPOM IMKJIe, TO B
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[IOoCJIeOyRIMX LMKJIax OO3Y IIOBHIIATE He CJEeOYyeT.

[00371] Jleuenue oTeka CNS: y JoOOI0 IallMeHTa, Y KOTOpOTOo
pasBuBaeTCH CUMIITOMAa THUYECKUMN BHYTPUUEPEIIHOM oTekK BO BpeMs
MCCJelOBaHMa, COXpaHAKRT no3upoeaHMe REGN2810 um JIydeBYI TepallMio
OO cllamaHusg OTeKa.

[00372] VY mauMeHTOB, VY KOTOPHX pPasBUBaeTCsa BHYTpUUepeIlHOM
oTexK, HeralmzyMad BBOIOAT v, npu HeoBX0OOMMOCTU (PRN) , B
CHMWXEHHOM [O3e OTHOCUTEJILHO cTaHmapTa (IpeljiokeHHad mos3a 5 MI/KT
pas B 2 HeIeJiM B TeueHMe BIUIOTH OO 3 HO3, He OoJbme ueM 10 MI'/KID
Ha OO3Y pas B 2 HemeJM), €CJIM He [NPOTMBOIIOKa3aHO (HalpuMep, eCiu
NalMeHT He MMEeJ XUPYPIMUeCKoe BMeMaTeJIbCTBO B IIpelejiax II0CJIEIHUX
28 CYTOK) .

[00373] Ecam OepaumusayMad He CHMMaeT BHYTPUUEpPEIHOM OTekK,
MOXHO BBOIOUTHL CHUCTEMHHE KOPTUKOCTEPOUMIE, B IOIIOJIHEHME K
Bepalu3ymMady MIM B KadecTBe 3aMeHH eMy, KOTOpHe B HauMeHbIen
0o3e HOJDKHEL IIOOXOOMTHE OJIS KOHTPOJS CHMMITOMOEB. Y  IallMeHTOB,
KOTOpPHE He TIepeHocd ©Oepaum3yMad, MCIOJNBE3YIT KOPTUKOCTEPOUIH B
nos3e, KoTopasd OOJDKHAa INOOXOINUTH OJIS KOHTPOJIS CHMIITOMOB.

[lepeMeHHEIE MCCIIENOBaAHUA

[00374] OcCHOBHEM IIOKazaTesieM 5OOeKTUBHOCTU HABJISeTCHd oOmasd
BEKMBAEeMOCTEL (0OS), KOTOPYK ONpenesisioT KakK BPEeMeHHOM MHTepBaJl OT
OaTH PaHIOMMB3alMM OO HAaTH CMepTM [0 JIOOM IpHUUMHE.

[00375] KioueBon BTOPOM KOHEUHOM TOUKOMN ABRJIAeTCH
BEIKMBAEMOCTEL 0Oes3 IpolpeccupoBaHusa (PFS), KOTOpyK OINpPenelsonT Kak
BpeMeHHOV  MHTepBaJl OT OaTe pPaHIOMUI3aUMM IJO HOaTH  I[IepPBOTO
HaOJoOoeHMsa OpoTpeccCUupoBaHMAa 3abojleBaHMA WMIM JaTH  CMepTu (IO
Jodon IpUUMHe) . [TporpeccupoBaHKUe 3aboJIeBaHMUA OnpenesisanT c
IIOMOMEID KpUTepreB 1RANO.

[00376] Jpyrue BTOPHEE KOHEUHHE TOUKM 5OPeKTa IMIpeldCTaBJIgKT

cobom:

[00377] UYacToTra oOBekTMBHOTO OTBeTa (ORR): oopenelsoT Kak
OOJID  TallMeHTOB C TONOTBEPXIEHHHM IIOJIHEIM OTBETOM (CR) MM
IIOOTBEPXIEHHHM UYacTUUHEIM oTBeToM (PR), KOTOPHM OIOpeneysaonT C

noMmomein kpuTeprer Immunotherapy Response Assessment in Neuro-
Oncology (iRANO) OTHOCUTEJIBLHO oBmero umcia nalureHToOB B

aHaJIM3UPYEMOM TIONYJIALUMA .
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[00378] OIMTeJIbHOCTE OTBeTa: OIPeNesIdlT IJI4 [DallMeHTOB C
Haujlydmum ofmmM oTBeToM mJid CR  wmim  PR. JIMTEeJILHOCTL OTBeTa
N3Mep AT 1o KPUTEPUAM  U3MEepeHUsd BpEeMeHU CHauaJja, KOTOPHE
orBevanT CR/PR (UTO 3apeIMCTPUPYIOT IIepBHM), OO IIePBOW  HOaTH
PelUOINBUPYIIETO ZNRZN nporpeccupyKRimero 3abo0JIeBaHNA
(pammorpadmUuecku) UM CMePTU IO JIOOM IpUUMHE.

[00379] IOIMTeJIBHOCTL KOHTPOJIA 3aboJjieBaHUA: ONpenesIsoT IJId
IIalMeHTOB C HamJgydmyM of6myMM OTBeTOM  IOJIS SD, CR wam PR.
OIMTEeJIbBHOCTE KOHTPOJIA 3abojieBaHMA M3MePART OT Hauvajla JIedeHMId OO
IepBOM IaTH PeUMIMBUPYIIETO WM IpoTlpeccupyimero 3adojieBaHusd
(pamuorpadrueck) WJIM CMEPTM IO JIOOOM IpHUUMHE.

[00380] IlepeMeHHEEe KadeCTBa XM3HM W KOHTPOJSA CHUMITOMOB:
IIepeMeHHEe KauecTBa XM3HM WM KOHTPOJA CHMIITOMOB [IPelCTaBJIAIT
cobon:

- a7k QYHKUMOHAJIBHEIX IIKaJl, TPpXU [MKaJE CUMITOMOB, OIHY
TJIO0aJIbLHYK Mepy COCTOAHMA 3IO0OPOBLA UM IMEeCTh OOHOINapaMeTpUUueCKUX
MKaJl, I[IO KOTOPHM OLEHMBAKT CHMITOMEL C MCIOJL30BaHMEM OIPOCHUKOB
EORTC QLQ-C30 BO BpeMda MCCIeIOBaHUA

— UYeTHpe WKaJItl M 7 OTIOeJIbHHX IlapaMeTpOB C MCIOJIE30BaHUEM
onpocHukos EQORTC QLQ-BN20 BO BpeMd UCCIEeOOBaHUA

- KJIMHMUECKYI OLeHKY C MucrIoJib3oBaHueM NANO;

- ofmyn olleHky MMSE BO BpeMd MCCJeOOBaHMA

- MCIIOJIb 30BaHUe KOPTHUKOCTEepouma Ha 0a30BOM YPOBHE,
KYMYJISTUBHOE MCIIOJIE 30BaHue KOPTUKOCTEPOULTORB BO BpeMda
MCCJIeoOBaHMA, W IJUTEJIBEHOCTE 0Oe3 CTepOoUOOB WM MCIIOJBE30BaHUE
HU3BKUX OO3 CTepoOuIOB BO BpeMsa Iepuoma ©0e3 IOpoTrpecCUpOBaHUA B
HCCJIenOoBaHUU

- MCIIOJIE 30BaHUeE teraumzyMada PRN Ha 0a30BOM  YPOBHE,
KYMYJISATUBHEMN OeBaum3zymad PRN BO BpeMs HCCJIenOBaHMA "
OJINTEeJIEHOCTE Des OeBpaumsymaba BO BpeMsa nepmuona Des
IpOTpPeCcCUPOBaAHUA B MCCJIeNOBaHUU

[00381] VccrienoBaTesbCKUE [IepEeMEeHHEE OMOJIOTUUYE CKUX
MapKepoB: Ipyrasd KOHeuHa TOuKa BKJIOUaeT dapMaKoOMHaAMUUECKUE,
IPOTHOCTUUECKHUE u npenckKasaTeJibHEe OMOJIOTHUUeCKHUE MapKepH,
CBA3aHHEE c KJIMHUUE CKUM OTBETOM, MeXaHM3MOM OeiCcTBUSA n

BO3MOXHEMM AE, cBa3aHHeMM C REGN2810, rnocie JiedeHusa. IlepeMeHHEe
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OMOJIOTUUECKUX MapKepoOB BKJIIOUAKT:

- YPOBHM DBKCIPECCHUM PELelTOPOB MMMYHHEX KOHTPOJIBHEIX TOUEeK
PD-L1, GITR m LAG3, a TakXe IOPpYyI'MX IIOTeHUMAaJIEHEX OMOJIOTMUECKUX
MapkepoB (Hanpumep, EGFRvIII, Ki67 m T. m.) B obpa3lax OIyxXoJiel;

- UMCcJIO U pacHnpeneseHre TIL B obpasz3lax OIIyxoJien;

- MyTalMOHHHEM cTaTyc IDH1, HecTaduMJIbHOCTL MMUKPOCATEJIJIMTOB
(MSI) u MyTalMOHHAasa HaTrpyska B obpa3llax OIIyxoJiel;

- LUMPKYJUPpYyKIMe OMOJIOTUUECKME MAapPKEPH, B TOM UMCJIe LIUTOKMUHE
¥ aHTMOTEeHHEEe (QaKTOPH;

-  CYONONYyJALUM KIETOK WM YPOBHM BKCIPEeCcCUur OUMOJIOTUUECKUX
MapKepoB, NpenCcTaBJIAKIMX MHTepec, B PBMC;

- CTaTyCc METHUIMPOBaHMUSA HpoMoTopa MGMT (TakXe MCIOJB3YIRT IJIA
CTpaTUOMKALIN )

[00382] [IOpyrue IepeMeHHHEe BKJIOUAKT KOHUeHTpaluuw REGN2810 B
CHEBOPOTKEe (PapMaKOKMHETUMUECKME IIepeMeHHE) M ofpasoBaHMe aHTUTEI
npotrue REGN2810.

[MpolleOypH M OLIEHKU

[00383] IlocJsie mepmoma CKPMHMHI'A@ BIJIOTH OO 28 CYTOK IallMeHTH
[IoJiyyamoT BIJIOTE OO IOBeHamguaTu 5LO6-CYTOUHHX LUKJIOB JIEUEHUS B

TedueHMe BIUJIOTH IO BcCeI'o 96 HemeJib JIeUeHMs, IIOCJIe Uero CJiemoBall

nepmol  HabuogeHus 24 HeOeJu. OCcylmecTRBJIAT aHaamM3 >0dpekTa,
fesomnacHoOCTH, PK, ADA u MCCJIegIoBaTeJIb CKMUX OMOJIOTUUECKUX
MapKepoB.

[Ipouenype sddexTa

[00384] MRI: MRI 1mOJjid OILIeHKM OIIYXOJIM OCYIECTBJIAT uUepe3 72 U
mocjle XUPYPIMUECKOTO BMeMAaTeJIbCTBA B CKPUHMHIOBHEM  BU3UT (B
npenmejiax 28 CyTOK OO WMHQY3MM), B CYTKM 5613 Kaxmoro LIMKJIa
(MpUBIMBUTENEHO KaXIee 8 HeneJbk), M KoI'ga Opennojarawor PD. V¥V
NalMeHTOB, Y KOTOPHX 3aboJieBaHMe He IIPpOoTpeCCHUPOBAJIO, BHIIOJHSAKT
OOIOJIHUTEJILHEE OLIeHKM OINYXOJIM B BUM3MTH I[IOCJenOvimero HabOJJIoOeHMS
3, 5 mu 7. IllpuMeuaHUe: ecnu nonTeepxnann  PD, He TpedyonTcd
OOTIIOJIHMTeJIbL HElE CKaHUPOBaHUSA BO BpeMsa BU3UTOB [IOCJIEOAYKRIETO
HabmomeHusa. Ecam MRI Omo M DOCHe XUPYPIUUECKOTO BMellaTeJIbCTBa
OCVYIIECTRBJIAJNM IIepell BKJIKUEHMEM B MCCIEeNOoBaHMe, 5BTU CKaHUPOBaAHUSA

Tarxe dcJjengyeT BHOCHUTE B MCCIJIeOOBaHNMe, uyTOOE COOEMCTBOBATH Inpn
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olpenesIeHUM OO0BeMa ONYXOJIM UM IPpOTPeCCUPOBaAHUA ONYXOJN.

[00385] OLeHKY OIIYyXOJIEBOT'O oTBeTa OCVYIIEeCTBJISIOT B
cooTBeTCTBUMM C 1RANO; ¥ KJIMHMUECKYK HeBPOJIOTMUECKYI OIlIeHKY
BEIIIOJIHAT ¢ Hnomomeid NANO. OueHKM B cooTBeTcTBMM C RANO Takxe
OCYIECTBJIAIT B KaueCcTBe BCIOMOTATEJIbBHOTO MCCJIeOOBaHMA; OIOHAaKO
[IepPBUUHOE onpenejyieHUe nporpecCcupoBaHmdg 3aboJieBaHUAd oJisd
VHIVBUOYAJLHOTO IalMeHTa BHIIOJHAKLT B COOTBEeTCTBMM C 1iRANO.

[00386] OmnpocHur European Organization for Research and
Treatment of Cancer Quality of Life Questionnaire (EORTC QLQ-
C30) wu onpocHuk EORTC Brain Cancer Module (EORTC QLQ-BN20):
EORTC QLQ-C30 mnpemcraBJjsgeT cobor onpocHuk no 30 mnapameTpaM, B
KOTOPOM  OLIeHMBAKT KaueCcTBO KU3HU, CBA3aHHOEe co 3O00POBLEM
(HRQoL) , v IIalMeHTOB Co 3JI0KaueCTBEeHHBEMU OIIYXOQJIAMU C
VCIIOJIbE30BaHmMeM 15 mkaj (OOHO- WJIM MHOTONapaMeTpUUYeCcKUX), IJIA
KaxIo¥ BOBMOXHH OILleHKM B IManas3oHe oT 0 mo 100. M3 30 mapaMeTpoB
24 cofOpaHE B 9 MHOTOIIapaMeTpruueCcKx  IKaj, IpencTaBJIAnIMUX
pasJiMuHele acrnekTel HRQoL: 5 (QYHKUMOHAJIBHEX MKaJI (pusUueckasd,
poJeBasd, SMOLIMOHAaJIbHAa L, KOTHUTMBHaAA W CcoluaJlbHad), 3 mKaJiel
CUMMIITOMOB (yToMJIeHMe, Oo0JIb M TomHOTa) u 1 1JjobajlbHasd Mepa
COCTOSHMA 3O0POBbA. [0 OCTaJIbHEIM 6 OIOHOIlapaMeTpUUYeCKMM KajlaM
OLLeHMBAKT CHMITOME: IOWUCIHOS, IIOTepd alleTuTa, HapylleHre CHa,
KOHCTHUIIaMAd ¥ IOuapesd W I[IOHEeCEeHHOe (QMHAHCOBOe OpeMd JieueHusd
3aboJiIeBaHMa. BECOKME OLIEHKM YKa3HBakwT Ha 0oJiee xopolmee HRQoL g
TJIoBajIbHOM MepPH COCTOSHMSA 3OOPOBbLSA M (QYVHKIMOHAJLHEX mMKaJl M BoJiee
rmnoxoe HRQoOL 1mid mKaJl CUMMIITOMOB.

[00387] EORTC QLQ-BN20 mnpezncrTarjigseT cobol olleHKy QoL 1mo 20
IapamMeTpaM, CIelUUMOUUHBIM OJIS HOBOOOpPaszOBaHUM TOJIOBHOTO MO3Ta, u
npenHasHaueH s pornojiHeHus EORTC QLQ-C30 mnpm OlleHKe KadecTBa
XM3HU, CBA3aHHOT'O CO 3I0poBkeM. B onpocHuke EORTC QLQ-BN20
OLIEHVBAKT CHUMMIITOME 3abojieBaHmd, nodouHule HSOOEKTH JIeUeHUS U
HEKOTOPHE CrielnOUUHEE NICUXOCOLUMAJIbLHEE BOIIPOCEHI, BaXHEIe OJIA
NaumMeHTOB co 3JI0KaueCcTBeHHOM OIIYyXOJILI TOJIOBHOTO  MO3Ta, C
VCIIOJIL 30BaHueM 4 MmKaJ (olleHKa HeonpeneJIeHHOCTHU Oynoymero,
HapylleHUd  3peHusd, HapymeHrsa »OBUTATeJIbHOM QyHKUMM UM OeduumT
of0meHrdA) ¥ 7/ OTHOEeJIBHEIX IIapaMeTpoB  (OLleHKa OPYIMX CUMITOMOB

3abojieBaHMsa [HanpuMep, TOJIOBHHE OOJM M IMIapOKCH3MBE] M TOKCUUECKMUX
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50PeKTOB JeueHMS [HalpuMep, I[OoTepu BOJIOC]). BO3MOXHHE OILIEHKU
HaxomaTcsa B Ouamnaz30oHe oT 0O mo 100; BHCOKMe OIlLIeHKM YKa3HBaloT Ha
HoJiee moxoe HRQoL.

[00388] MmHMOILIeHKa IICUXMUeCKOIo cTarTyca: Mini-Mental State

Examination (MMSE®©®) mnpencrTaBjsgeT coO0OM JIAKOHUUHYI KOJMUECTBEHHYIO
Mepy KOTHMTMBHOTIO cCTaTyCa Yy B3POCJEX. Ee MOXHO MCIOJbL30BaTh OJII
CKPMHMHI'a HapyIMeHMS KOTHUTUBHHEX QYHKLUMNM, UYTOOH OlLIeHMBATL TSIKECTb
HapymeHss KOTHUTUBHEX QYHKLUMM B  3alaHHHM MOMEHT BPEeMeHU U
Hab®JjomaTek 3a XOIOM KOTHMTHMBHEIX M3MeHeHMM YV MHIMBMUIYYMa C
TeueHMeM BpeMeHM. B 5BTOM uMcCcJIeOoBaHMM, oOlleHka MMSE 4gBideTcd
YaCThbl HEBPOJOTMUECKOTO OCMOTPAa, BHIIOJHAEMOT'O B KOHTEKCTE OILeHKU
3aboJIeBaHuAg.

[00389] MMSE OCYHEeCTBJIAOT B CYTKM 1/0a30BHlI YpPOBEHL, B
KOHIIE KaXIoT'o LMKJIa JedueHMS M KaxXOele 8 HeleJlb BO BpeMd Iepuola
HabmomneHusa. OleHku MMSE coepnajamT ¢ IIJIaHOM OlLleHKM 3abojieraHudg,
HO X cJenyer BEIIIOJIHATE nepen OBBABJIEHUEM pPeE3yJIETATOB
PamMoJIOTUMUECKOM OlleHKM HalMeHTy. MMSE MOXHO BHIIOJHATEL B HaualJe
cllenynlero 3allJIaHMPOBAHHOTO BBeOeHMS JiedeHMa. Bo BpeMa IIepuona
HaOJIoOeHMs BBKMBAEMOCTM CJIeOyeT IMIPpOHNOJIKaTh BHIIOJHATE MMSE 1npwm
KaXIOM BTOPOM BUM3UTE BEXMBAEMOCTHU (KaxOoele 8 HeleJb), ecyun
nauMeHT elle He IporpeccHupoBall.

[00390] O6Gmasg olleHka MMSE uMeeT BO3MOXHHM 1gmuanasoH oT O
(Hamxynmasg) no 30 (Haugyumas) .

[Tpoliemype ©e30IIaCHOCTHU

[00391] B cyTkmM 1 HMKJIa 1 M BO BcCce IocCjenyiolMe CYTKHU
JIeUeHMsda IIoKa3aTeJlM XWU3HeIeATeJILHOCTM, B TOM UYMCJIe TeMIepaTypy,
KpOBAHOe HaBJleHMe, IIYJbLC M IOHxXaHMe B IIOKOe, Hap4aoy C Maccou,
ciaenyeT cobupaTk OO MHOQY3UM U IPUOJIUMBUTEJBEHO dYepes 15 MHMHYT
mocjie 3BaBepmeHUsS MHOY3UM. I[IOJHBEM (OM3UMKAJLHEIL ocMOTp M ECG B 12
OTBEOEeHNAX OCYIMEeCTRJIAT B Hauajle KakOoTo LUKJIA.

[IpoLenypLL IJIA mccilegopaTeJlbE CKUX OMOJIOTUUECKUX MapKepOoB

OIIyXOJIeN
[00392] BroJsiornmueckue MapKepH, npencTaBJgnlme MHTepeC,
KOTOpPHE aHaJIM3UPYIT IIOCPenCcTBOM MMMYHOTVCTOXVMUN (IHC),

BKJIOUAKT, HO He oI'paHuumMpasachk 92TuM, EGFRVIITI w®m OMOJOTHUUYECKUE
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MapKepH KJIETOUHOMN nponudpepalmm (HanpuMep, Kie7) . YPOBHUA
skcnpeccur (MPHK wm/uimu  ©Gejok) PD-L1, GITR m LAG-3, a Takxe
MapKePH JIMHUM OUOGOEPeHUUPOBKY MHOUIILE TPUPYIIMX OIIYyXOJIb JIMMOOLUUTOB
(CDh4, CD8, CD25, FoxP3) aHammsmMpyronT B o6pa3lax OMOIICUM OIIYXOJIH,
yTOOH MCCJIeOOBaTh INOTeHUMaJbHEM sdberT REGN2810.

[00393] OBpa3ub ONYyXOJIEBHX TKaHe¥ MOXHO MCIIOJbL30BaTh IJIg
BKCTparMpoBaHusa onyxoJjieBor [ITHK u PHK u mocjenyomero aHajJm3a
npennojlaraeMblx TeHeTUUeCKUX OUOJIOTMUECKMX MapKepoB, pPeJIeBaHTHHX
OJIS MCCJeOyeMoT'o JiIeueHMa U IumobiiacToMmel. OBpasell KpoBM OepyT I
BoimeJsleHuda JHK sSapoObmeBOM JIMHUM B CYTKM 1/0a30BHM ypOBeHL (HIepel
oo30¥) wmaIM B JioOo¥ BU3UT MCCIeIOBaHMA, eCJM BO3MOXeH cBop B
CcyTkM 1/0as30BHM YpPOBeHL. AHaJIM3 onoyxojeBol IHK BrmoyaeT (HO He
OTr'paHnuYMBasICh DTUM) craTyc MeTUJIMPOBaHMUA IIpoMOTOPa MGMT,
MYTAalMOHHEIM cTaTyc IDH1, HecTa®MJILHOCTL MMKpocaTeJiMToR (MSI) u
MyTallMOHHAasA Harpy3Ka onyxolu (ofe MOT'YT TIIpelCKa3HBaTh OTBET Ha
REGN2810 m mpyI'Me MMMyHOTepalleBTUUYeCKMe cpencrBa). OCyleCTBJIAT
aHaJM3 TeHeTUUeCKMX BapMaHTOB B OIIyxXoJieBOoM (coMaTuueckown) IOHK u
IHK 3apoOemmeBOV JIMHUM, KOTOPHE MOTYT BJIMATHL Ha IPOTpecCUpoBaHUe
3aboJieraHudg, OTBET Ha JeKapCTBEeHHOe CpencTEO u BO3MOXHYIO
TOKCUYHOCTE . IOHK 3apOOHIEeBOM JIMHUU TaKkxe VCIIOJIL 3YIT ojida
CpaBHeHUa C onyxoJjieBom [IHK, yTOOE MCCJIEODOBATHE I[NOTeHLMAaJIbHEE
HOBEIE TeHeTUUEeCKUe BapMaHTEHL, Jexamue B OCHOBe [IpOLIeCCOB
O3JIOKAUEeCTBJIEHUSA .

PesyJibTaTE

[00394] REGN2810 B koMmObumHauum C hfRT 06e30macHO MM XOPOIO
[IEpPEeHOCUTCA HalumeHTaMr C nGBM. BremeHme REGN2810 B kKOMOMHaAMM C
hfRT wmHTUOUPYET ONYyXOJIEBHM pPOCT W/WUIM CIOCOOCTBYEeT peTrpeccy
OIIyXOJIM Yy IallMeHTOB C nGBM IO CpaBHEHMIO C Tepaluel IO CTaHOapTy
JIeUueHusd . llaumenTe ¢ nGBM, KOTOPEIX JIeUuMJIM C MCIOJIE30BaHMEM
REGN2810 m hfRT, @meMoHCTpUPYT OO0Jiee IJUTeJIbHYH OS IO CpaBHEHUD
C TepalMeM IO CTaHIapTy JeueHUS.

IpuMmep 11: kKIMHMUeCcKOe WcciienoBaHMe REGN2810 y nDaumMeHTOB C
PacIpoCTPaHeHHOW IJIOCKOKJIETOUHOM KapLUMHOMOM KOXU

[00395] B »TOM HpMMepe olMCaHa ¢asza 2 MCCIelOBaHMHA, KOTOPY
OPOBOOWMIIM IOJIA TOTO, UYUTOOH NOOTBEPXOATH IIOJIOXUTEJILHEE pPes3yJibTaTH,

HabJomaeMele y IIalMeHTOB C  pacHpocTpaHeHHom CSCC B dase 1
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VccyeloBaHMd (CM. HNpUMMepH 7, 8 M 9 B HaACTOAINEM OINVMCAaHUM)
e mncCcJIeOIoBaHUS
[00396] OcHOBHaf lieJib BTOI'O MCCJEeODOBaHMS COCTOMT B TOM,

UTOOH OLEHMBATL KIMHUUECKYI IIOJIB3Y MOHOTepanmu REGN2810 mis

IalMeHTOB c MeTacTaTuuyeCcKoM (y3JI0BOM NI OTIaJIeHHOM)
IIJIOCKOKJIETOUHOM KaplLMHOMOM Koxu (CSCC) (rpynna 1) wiam C  He
peszexkTadbesIbHOM MECTHO paclhpocTpaHeHHoM CSCC  (rpymnmna  2), Kak

M3MepST C IIOMOmbI ofmeM uacToTH oTBeTa (ORR) .
[00397] BTopocCTeleHHEE neJin MCCJIegoBaHU A IpencTaBJgnT
coboim: (1) oueHky ORR; (ii) OLleHKY  IJMUTEeJILHOCTM OTBeTa,

BEIXMBaeMoCTM 0es3 T1poTpeccupoBanmusa (PFS) wm  ofmel BEXMBAEMOCTH

(0S) ; (1ii) oLeHKY UYacTOTH IIOJIHOTO oTBeTa (CR); (iv) oueHKY
0e30IacHOCTHU " MIepPeHOCUMOCTH REGN2810; (v) OLIEHKY
bapMakKOKMHE TUKHA (PK) REGN2810; (vi) OLIEHKY MMMYHOT'€HHOCTHU

REGN2810; m (vii) ouenxky BJIMaHMa REGN2810 Ha KxauecTBO XWU3IHU C
ucroJib30BaHueM EORTC QLQ-C30.

IImaH MccJIenoBaHUA

[00398] 3To mpencrTaBygeT cobol dal’y 2 He PaHIOMM3MPOBAHHOTO
MHOTOILIEHTPOBOT'O MccJemoBaHmsa REGN2810 B 2 rpynmax B 2 Ho3e 3
MT /KT, BBOOMMOTO BHYyTpMBeHHO (IV) KaxOoee 2 HeOeJM I[HallMeHTaM C
pacnpocTpaHeHHo CSCC. McciemoBaHMe MMeeT 2 Tpynmnu. I'pynna 1 mJjs
nauyMeHTOB C MeTacTaTuueckow CSCC. Ipymnmna 2 OJsS IDalMeHTOB C He
pezexkTadesIbHOM MEeCTHO pacrpoCcTpaHeHHOM CSCC. Bce ralumMeHTH
IPOXOOAT npolelypPH CKPMHMHT A oJis TOTO, UTOOH OIIPenesifaTh
IPUTOOHOCTEL B Ipelejlax 28 CyYTOK TIIepel HauvaJIbHEIM BBEIEeHUEM
REGN2810.

[00399] IlocJsie mepmoma CKPMHMHI'A BIIJIOTH OO 28 CYTOK IMallMeHTH
IoJIydyalT BIJIOTE OO IOBeHanOllaTM b56-CYTOUHHX (8-HeleJIbHHX) LIMKJIOB

JedeHMS B TeueHMe BIUIOTE OO 96 HejeJb JeueHMs. KaxOeli DalMeHT

nojgyyaer 3 MI/kr REGN2810 IV B cyTrkm 1, 15+3, 2943 u 43+3 BO
BpeMsa KaXIoro LukJa JedeHrsa. OIeHKM OIyXOJM BEHIIOJHAKRT B KOHIE
KaxXIoTo LUKJa JeueHMd. PacClMpeHHHE OLIeHKM ©Oe30IaCHOCTM IIPOBOOAT
B CYTKM 1 KaXxOoro LMKJa, a CTaHODapTHHEE OLIeHKM ©0e30MIaCHOCTHU
cyenyeT MNPOBOIMTL KaXIbM BM3UT HO3MpoBaHMAa REGN2810.

[00400] ITaumeHT roJjiydyaerT JleueHune oo 3aBeplleHnq 96-
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HEeOeJIbHOT'O IIepuola JeUueHUSa WM 0O NpoTpecCcHupoBaHMag 3abojieBaHUudg,
HeOprueMJIeMOM TOKCHUUYHOCTHM, OT3HEBa COIJIACUA WMJIM IIOOTBEPXIEeHHOTO
CR. IlaumMeHTH C OOOTBepXOeHHEM CR rociie MmMHUMyM 48 HeleJlb JIeUeHUd
MOTYT BHOMpPATh I[IpepBaTh JeueHMe U IOIPpOIOJIXaTh BCe peJiIeBaHTHEEe
OlLIEHKM MCCJIeIOBaHMA (HalpuMep, OlLeHKM sddekTa) .

OINTeJIbHOCTE MCCJIeNOBaHUA

[00401] CxpuMHMHI (BILUIOTE OO 4 HemeJik), BIUJIOTE OO 96 HemeJb
JIeUeHuSa M BIUJIOTE IO 6 MecCHAleB [oCJenylomero HabJooeHNrd.

NccriegyeMasa IONYJIALMS

[00402] ITaluMeHTH c MeTacTaTUuudeCcKomn CscCcC WJIN c He
pe3ekTadesIbHOM MeCTHO pachpocTpaHeHHoM CSCC

HccrnenyeMoe JiedueHUe

[00403] REGN2810 3 wmr/xr BBoOaT 1V B TedeHue 30 MUHYT
Kaxgele 14 CyTOK B TeueHMe 96 HeOeJlb

[lepeMeHHEEe MCCJIeODOBaHUA

[00404] OCHOBHEM rioKkasaTeJieM 50PEeKTUMBHOCTHA oJisd 3TOTO

uccienoepaHuda sgApjsdgeTrcd ORR Bo BpemMsa 12 LIMKJOB JedeHuda. O0mywo

J4acToTy oTBETAa OLLEHUBAKT OTHOEeJILHO oA IauMeHTOB C
MeTacTaTUUeCKOM CSCC WJIn He pe3exkTabesIbHOM MEeCTHO
pacrnpocTpaHeHHon CSCC: 1Jjig TalMeHTOB B TI'pylne 1  MCHOJBL3YKT

Response Evaluation Criteria in Solid Tumors (RECIST) Bepcum 1.1
0Jg TOoTro, 4YTOOH onopenesark ORR. [iIag [DaUMeHTOB B TIpylne 2
COCTaBHEE KPUTEPUM OTBeTa MCIOJB3YKRT OJSI TOI'Oo, YTOOH OINPpemeliaThb
ORR. VY maumeHTOB, npocTurawmmmx CR, OMOICUM OINYyXOJIM MCIIOJL3YIT I[IPU
dMHaJIELHOM OIpeleJIeHUM IIOJIHOT'O OTBeTa B CpPaBHEHMM C UYaCTUUHBM
(PR) .

[00405] BTopre MepH MHcxoma D>bdexTa NOpencTaBJIgART CoODOM:
OJUTEeJIbHOCTE OTBeTa; OIUTEJIbLHOCTE KOHTpoJdA 3abojseBaHuda; PFES; 0S;
yacTtoTy CR; M3MeHeHMe OLEeHOK MCXOOOB, COoOOMaeMBIX I[IallMEHTOM B
EORTC QLQ-C30; HexejlaTeJibHHe saApJieHMsa (AE); kKoHUeHTpauuy REGN2810
B CHBOPOTKe; U aHTuUTeJia NpoTukB REGN2810.

[IpoLelypH M OLIEHKU

[00406] BusyaamMszalMiK OINyXOJM (KoMIblTepHas ToMorpadpmusa [CT]
W MaTHUTHO-PEe30HaHCHAad BU3YaJIMU3aLUNA [MRI]) n UMOPOBYI
MeIMLUMHCKYKD OGoTorpaduino (OJisS HOBPEXOeHWUM, KOTOPHEe BUIOHEL CHaPYXU)

OCymeCTBIIAIT OJIA TOTO, UTOOH MSMEPATE OIIYyXOJIEBYKD HalPy3Ky WU
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OIpeneliaATh XapaKTepUCTHUKNM HOpoduiida 2ddbexkTa MCCIIelyeMOI'0 JIeUeHUsa C
MCIIOJIb30BaHMEM KPUTEpPHEB OTBeTa.

[00407] OQuBMKAJLHEM OCMOTP, JlabopaTOpHEE TEeCTH, IIokKa3aTeJu
KMBHENEATEJIbHOCTH, DIIEKTPOKAPOUO TP aMMYy (ECG), TecT Ha
BepeMeHHOCTh  OJId KEeHIMH CO  CIOCOOHOCTBI K  HOEeTOPOXIEHUID U
pernucTpanmnn AE " CONy TCTBRYyIIeN JleKapCTBEHHON Tepannmn
OCyWeCTBJIAOT, UyTOOH T'apaHTUPOBAThH 0e30aCHOCTE  I[allMEHTOB U
ONpeneliaTh XapaKTepUCTHKU Opodmuiel ©0e30MNacHOCTM IJS MCCJIedyeMOTO
JleueHus.

[00408] IpyTre OLEHKM BKJOUYAlT: obpasus IIepudpepuuecKom
kpoBM misa PK; of6pas3us Depudpeprydyeckom KpPOBM IOJId TOTO, UTOOH
OLleHMBATEL aHTUTeJla HpoTuB REGN2810; OMONCHM OIyXOJIM; W OLEHKU
KadyeCcTBa XWU3HU.

PesyJibTaTE

[00409] PerucTpauuMsa B MCCJeIOBaHME 3aKOHUeHa W pPes3yJIbTaTH
Ha CeTOIOHAMHMM HOeHb HaxXoOATCSa Ha YPOBHe pe3yjabTaToBR oOGasu I
(ommMcaHO B HacCTOMlleM ONMCaHuMM B HOpuMepax /7, 8 m 9), I'Ie HalUMeHTH
OEeMOHCTPUPYT MHIMOMpPpOBaHME  OIIYXOJIeBOI'O pocCTa IIpM BBEeIOeHUU
REGN2810. TIlaumMeHTH C MeTacTaTuueckom CSCC, KOTOPHX Jeuujau C
JMICIIOJIb30BAaHMEM IIPEeNUeCTBYKIEeN TepallM M KOTOPEE He IIOOBepIlallicCh
XUPYPIMUIeCKOMY BMellaTeJILCTBY, OEMOHCTPUPYIOT [IOJIHBIN OTBET,
YaCTUUHEIL OTBeT WM cCcTabuilbHoe 3abojieBaHMe IIpU  JIeUeHUM C
MCIIOJIb30BaHMeM aHTUTeJla NpoTusB PD-1 REGN2810.

[IpuMep 12: KIMHUUEeCKOe MucclenoBaHue REGN2810 y nauMeHTOB C
pacrnpocTpaHeHHOV 0a3aJIbHOKJIETOUHOM KapLMHOMOM

[00410] lMpoBroouIM dal’y 2 UCCJIeIoOBaHMA OJIS TOTOo, UYTOOH
IIOOTBEPXOATE  IIOJIOXUTEJIBHEE  pPes3yJibTaTH, KOTOpPEEe Habomalm Yy
IaluMeHTOB C pacopocTpaHeHHo BCC B  dasze 1 wmccaenoBaHUA (CM.
npuMepsl 7 M 8 B HaCcTOAlleM ONMCAaHUN) .

ey MCCJIeOoOBaHUA

[00411] OcHOBHad lLeJib MCCJIeIOoBaHMA COCTOMT B TOM, UYUTOOH

OLIEHMBATBL feleliig:e) JacToTy OTBeTa (ORR) oJjidg MeTacTaTHUUYeCKOM
Ba3aJIbHOKJIE TOUHOM KapLUHOMEL (BCC) (rpymnmna 1) VI He
pez3ekTabesIbHOM MeCTHO paclhpocTpaHeHHoOM BCC (rpynnia  II) 1npwm

JIeUeHuM C MCIOJIb30BaHMeM MoHoTepanuu REGN2810 y [aluMeHTOB,

KOTOpPHE MIpOoT'peccHUpoBaliM Ha MHIHMOMTOpe nOyTu Hedgehog (HHI) wmiam He
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TOJIEPAHTHE K OpenmecTByiomer HHI Tepanuu.

[00412] BrTopoCTelleHHEE LeJM Kak O0ojd TIpynne I, Tak M OJ4d
Tpynnel IT nOpencTaBgoT cobou: (1) oueHKy ORR B COOTBETCTBUU C
MccyjenopaTeJIbCKMM  O030pOM; (11) OLlIeHKY IJIMTEeJILHOCTM OTBeTa,

BEDKMBaeMOCTH 0e3 ImporpeccupoBaHusa (PFS) wu  ofmer BLEXMBAEMOCTU

(0S) ; (iii) oLleHKY UYacTOTH IIOJIHOTO oTBeTa (CR); (iv) OLeHKy
0e30IIacCHOCTHU u [IepeHOCUMOCTHA REGN2810; (v) OLIEHKY
bapMakKOKMHE TUKHA (PK) REGN2810; (vi) OLIEHKY MMMYHOT'€HHOCTHU

REGN2810; m (vii) ouenxy BIMaHrMa REGN2810 Ha xauecTBO XMU3HU C
MCINoJb30BaHeM European Organisation for Research and Treatment
of Cancer Quality of Life Questionnaire Core 30 (EORTC QLQ-C30)
u Skindex-16.

IImaH MccJIenoBaHUA

[00413] STOo mpencrTaBygeT cobo¥ pal’y 2 He PpaHIOMM3UPOBAHHOTO
MHOT'OLEHTPOBOI'O MCCIeIOBaHMA B 2 I'pylnax mjuga REGN2810 B pmose 350
MI', KOTOPYK BBOIOAT BHYTpUBeHHO (IV) kaxnwe 3 Hepmeiau (pa3 B 3
HemeJM) TalMeHTaM C pPaclOpocTpaHeHHOM BCC, KOTOpPHE II€PEeHOCUIU
OporpeccupoBaHre 3abojieBaHMda Ha HHI Tepanny WM He TOJIEPAHTHH K
ODpenmmecTBymey HHI Tepanmmu. JcciaeZoBaHMe MMeeT 2 TpPyNnH. I'pylla
1 mjsa mDauMeHTOB C MeTacTaTudeckom BCC. T'pynna 2 nJjd HaluMeHTOB C
He pesekTabesJbHOM MECTHO pacHpocTpaHeHHoM BCC. Bce HDaluMeHTH
IpoOXonAaT IpoLenypsl CKPMHMHT A 0JI4 TOTO, UTOOH ONpeneJiaATh
OPUTOOHOCTL, B Ipelejax 28 CYTOK Iepeld HadvaJlbHEIM BBEIeHMEM
REGN2810. PaHmomMMzBaluMsa MJIM KOHTPOJIbL C ILJjlalebo OTCYyTCTBYIOT.

[00414] locyie nepuona CKPUMHMHI'a  BILJIOTH hafe) 28 CYTOK,
NaluyMeHTH II0JIyJalT BIUIOTE OO 93 Hemesb JedeHud. KaxIOelM TalMeHT

nojiyyaeT poszy REGN2810 350 mr IV paz B 3 HemedmM. BpeMsa MHQY3UU

nina REGN2810 cocraBjadgeTr npubiamsurensHo 30 wMmHyT (10 MMHYT) .
OLIeHKM OIIyXOJIM BHIIOJHAKT B KOHIE KaXIOT'o ILMKJIA JedeHMHd, 5 LUKIIOB
JedueHuUs B 9 HemeJlb, I[I0CJIe UYero cJenmoBaJio 4 LuKIJa JedeHusda B 12
HeneJk) . PacmMpeHHBEEe OlleHkM 0e30IacHOCTM [IPOBOOAT B CYTKM 1
KaxXIor'o LuKJa, a CTaHOapTHBE OIlEeHKM ©0Oe30MIaCHOCTM I[IPOBOIAT B
KaXOEM BUBUT Ho3UpoBaHMA REGN2810.

[00415] MauneHT nojiydaer JeueHue oo 3aBeplleHn d 93-

HEeOeJIbHOTO I[epMroma JIeUeHMSI WM JO IIpOoTpecCcUupoBaHmUa 3abojieBaHUdg
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(PD), HenpuemsIeMomn TOKCHUYHOCTH, OT3HBA corJjlacusga VI
nonreepxneHuda CR. IlauMeHTH C HDOOTBepXOeHHEM CR mnociyiie MyMHUMMyM 48
HeneJlb JIedeHMsa MOT'YT BHOMpPATE I[IPepBaThb JIeUeHMe U IIPpONOJDKaAThL BCe
peJieBaHTHEE OLEeHKM MCCJIeHoBaHuUsAa (HanpuMep, OLleHKM nddekrTa) .
[TauMeHTH, KOTOpPHE IIpekpalaknT MCCJeOyeMoe JiedeHue wu3-3a PD,
BO3BpallalnTCsa B KJIMHUKY dYepes 30 CcyTok (OManaz30H: OT 28 CYTOK IO

42 CyTOK) IocJe IOoCJelHeI'0 MCCJeOyeMOoTI'o JieueHusa, UTOOH 3aepepumarTb

OlLleHKM B KOHIUe uccijiegoBaHmsa (EOS). Ilocyse BU3MTa EOS HalMeHTOB
HabJomanT Ha npenMeT craTyca BEDKMBAaEMOCTHU oo CcCMepTH,
HEBO3MOXHOCTHA MocJIenyrnuero HabJIOIeHU A W OKOHUAaHMUL
HMCCJenoBaHMA.

IIIMTeJIEHOCTE MCCJIenoBaHud

[00416] Ilocie mnepuoma CKPMHMHI'A BIJIOTE OO 28 CYyTOK IIallMeHTH
IoJiyyamT BIUJIOTE OO0 93 HeneJds JedeHus. Ilocjie BUM3UTa B KOHIE
HUCCJIeoOBaHMA  MMeeT  MeCcTO nepuon HaOoIeHnd, cocToAmMMUM U3
IeprMoIoB B 28 cyTok. IlauMeHTOB HablwoOalT Ha [OIpeIMeT cCcTaTyca
BEKMBAEMOCTM OO CMEPTH, HEBO3MOXHOCTM IMIOCJeOyRIeTro HabJoIeHUA
WY OKOHUAaHMUA MCCJeNOoBaHWA.

VcciiegyeMasda IMIONYyJIALMS

[00417] [NIallMeHTH C MeTacTaTUuuecKoM (rpynmna 1) WM  He
pesekTabesIbHOM MEeCTHO paclpocTpaHeHHOM (rpymnna 2) BCC, KOTOpHe
[IEPEHOCUIIM IIpoTpeccupoBaHue 3abojieBaHMa Ha HHI TepanuMmM WM He
TOJIEPAHTHE K OpenmecTByomer HHI Tepanuu.

HccrenyeMoe JieueHUre

[00418] MWccrunenmyemoe JieueHMe comepxajio 350 wMmr REGN2810,

BBOOUMOTO IV B TeueHMme 30 MmMHYyT (10 MMHYT) pas B KaxiIbue 3 HeleJu
(paz B 3 HemeJM) B TeUeHMe BILUIOTE OO 93 HemeJb.

KoHeuHEIe TOUKU

[00419] OCHOBHEM rioKkasaTeJIeM 20PEeKTUMBHOCTHA oJid 3TOTO
ucciyenoBaHmua Apjdercda ORR. ORR oLeHMBAKLT OTIOEJIBHO IJIA I[IallMEHTOBR
C MeTacTaTuuecko¥ BCC (rpymnna 1) WM He peseKTab®eJIbHOM MeCTHO
pacrnpocTpaHeHHor BCC (rpynma 2):

- Insa nmaumeHTOB B Trpynne 1 (MeTacratnueckas BCC), Response
Evaluation Criteria 1in Solid Tumors (RECIST) Bepcun 1.1

MCHOJIE3YIT IOJIA TOoro, uYToOH olpeneyiaTe ORR. KiMHMUecKkMe KpUTepUMU
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oTBeTa MOXHO MCIIOJIB30BATH OJS INalMeHTOB C BUIVMMBM CHapPyXM
LIEJIEBEIMY I[IOBPEXIEHUSAMM, €CJIIM BCe MeTaCTaTUUYeCKMe IIOBpeXIeHMS He
IoOnanTcdad M3MepeHM®o C nomMombw RECIST (kak MOXeT IIPOUCXOOUTH Y
IaluMeHTOB C MeTacTas3aMM TOJIBKO B KOCTH) .

- JJsa T[auMeHTOB B TIpylne 2 (He pesekTabelJbHasd JOKAJbHO
pacrnpocTpaHeHHasa BCC), KIMHUUECKME KPUTEPUM MCIOJL3YKT IJS TOTO,
uyToOH omnpenesaTb ORR. CocTaBHHE KPUTEPUM OTBeTa MCIOJbL3YIT IJIA
IallMeHTOB C IIOBPEeXIeHMAMM, KOTOPHE MNOOOAalTCHa M3MEPEeHMK C IIOMOILIo
M KJIMHMWUECKUX KpuTepmebr oTBeTa M RECIST 1.1.

[00420] BTopemMM KOHEUHBMI TOUKaMM ABJISIOTCSH & (1)
OJIMUTeJIbHOCTEL oTBeTa; (ii) PFS; (iii) 0S; (iv) wuwactora CR; (V)
M3MeHeHMe OlleHOK MCXOHOOB, coofmaeMHX IIaluMeHToM B EORTC QLQO-C30 u
Skindex-16; (vi) HexeJjlaTelbHBEe ABJeHMA (AE); (vil) KOHIeHTpaluH
REGN2810 B cCHBOpOTKe; M (viii) aHTuMTesna npoTukB REGN2810.

[TooLleOYPHE M OlleHKU

[00421] Bu3yaamMzalMK OINYyXOJM (KoMIblTepHasa ToMorpadpmusa [CT]
VI MaTHUTHO-PE&30HaHCHAa4 BU3yaJM3alMs [MRI]) n HMOPOBYL
MeIVLIMHCKY dboToTrpadUL (mns IIOBpexXneHun, BUIOVMEIX CHapyXu)
BHIIOJIHAKT  IOJIA  TOTO, UTOOE UMBMEPATH OINYyXOJIEBYK Harpys3Ky H
OIIpelelIATh XapaKTepUCTUKM HOpoduiisa sddexTa MUCCIenyeMoT'o JIeUeHUud C
VCIIOJIE 30BaHUeEM KpUTEepUEB oTBETAa. OUBUKAJIb HEIM OCMOTP,
JabopaTopHHE TeCTH, rnokasaTesn KMBHENEeATeJIbHOCTH,
RJIeKTpokapinorpaMmmy (ECG), TecT Ha O0epeMeHHOCTHL IOJIS JKEeHIMH CO
CIIOCOBHOCTRID K IeTOPOXIeHMI U perucTpaumio AE ¥ COOyTCTByKIeN
JIeKapCTBEeHHOM Tepalnu OCYIEeCTRBJIAT, UTOOH TapaHTUPOBATH
Bes30MIaCHOCTL IalMeHTOB U ONpelesiATh XapaKTepUCTUKM OIpoduiien
fe30MacCHOCTM IJIA MCCJeOyeMOoT'o JleueHusda. JApyTue OLIeHKM BKJIOUAKT
oBpas3usl KpoBM nJsa PK, of6pa3uUusl KPOBUM OIS TOT'o, 4YTOOH OIlleHMBAThb
aHTUTeJla npoTMB REGN2810, OMoncuMM ONyXoJM, OMOJOTUUECKME MapKepH
M OlLleHKM KaudeCTBa XWU3HU.

PesyJibTaTE

[00422] OxupamwT, YTO B COOTBETCTBMM C pes3yJbTaTaMuM ¢as3s 1
(cM. mpuMepH 7 M 8 B HaCTOAIEM OIIMCaHUM), BeBeleHre REGN2810
opuBeIeT K perpeccy OIyxXoJu VY T[alMeHTOB C pPaclpoCTpaHeHHOM
BasaJIbHOKJIE TOUHOM KaplLMHOMOM, KOTOPHE OEMOHCTPMPORBAJIU

IpoTpeccUpoBaHue 3aboJieBaHMsa  IIPpU  JIeUeHUM  MHIUOMTOPOM  IIYTHU
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Hedgehog (HHI) wuaIM He TOJIEPAHTHH K MOpedmecTBywmey HHI Tepanuu.
[TauMeHTH  OEMOHCTPUPYKT  IIOJHEM OTBET, YACTUUYHEM OTBET WU
cTabuiibHOe 3abojieBaHMe IIpM JIEUEeHUM C MCIOJIb30BaHueM REGN2810.
OBbeM  HaCTOAWeIo n3obpeTeHmA He [IOOJIEXNUT OTPaHUYEHUIO
KOHKPETHEMM BapMaHTaMy OCYIEeCTBJIEHMA, ONMCAHHEMM B HaCTOAIEM
onmcaHuM. B IOeMCTBUTEJLHOCTHM, pPa3JIMUHEHE MoInuOMKaLUM KU300peTeHUsd
B IOOIOJIHEHMEe K TeM, UTO OIMCAHE B HaCTOodlleM OIMCaHuu, OyIoyT
BUIOHE CllelMaJMCcTaM B IOaHHOM ob6JacTyM M3 I[IPUBEIEHHOTO  BHIIE
OIIMCaHusA ¥  COIPOBOOUTEJIBHEX  QUI. [IpenycMOTpeHO, uTOo  Takue

MOOMOMKALMM IIolamailnT B oObeM MNPUJIOXEHHOM GOopMyJIEl M300peTeHUs.
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$OPMYJIA MBOEPETEHNA

1. Crioco6 JIeueHn s VI VHITMOMPOBaHMUSA pocTa OIIYyXOJIN,
BKJIIOU AOMNN

(a) oTbop mnaumeHTa C DaszaJIbHO-KJIETOUHOM KaplUmHOoMoM (BCC); u

(b) BBemeHMe HallMeHTY TepaleBTUUeCKM 50QEeKTMBHOTO KOJMUECTRBA
aHTUTeJa VI ero AHTUTEeHCBA3HEBaKIeIo bparmMeHTa, KOTOPHE
crneuudmMUeCcKM cBa3bBBaioTcsa ¢ PD-1;

rne aHTU-PD-1 aHTUTeJIO WJIM eI'0 AaHTHUIeHCBSI3HBaMUM (paTrMeHT
comepxaT TPpM OolIpemelignlMe KOMIIJIEMEeHTAPHOCTL oBJIaCTU TSXKeJION Lelll
(HCDR1, HCDR2 m HCDR3) pBapuabejybHOM objlacTy Taxejion Lenu (HCVR)
U TpHU olpeleligolMe KOMILJIeMeHTapHOoCTh ob6JacTu Jerkow nenm (LCDRI,
LCDR2 u LCDR3) BapuabesbHOM objlacTu Jierkou uemnu (LCVR), rTOoe

HCDR1 comepXxuT aMMHOKMCJIOTHYK IIOCJedoBaTellbHOCTE SEQ ID

HCDR2 comepXuMT aMMHOKMCJIOTHYK IIOCJIeNoBaTelbHOCTE SEQ ID

HCDR3 comepXuT aMMHOKMCJIOTHYK IIOCJIeNOoBaTeJIbHOCTE SEQ ID

LCDR1 comepxuT aMMHOKMCJIOTHYK IIOCJiefoBaTeJlbHOCTE SEQ ID

LCDR2 COIEepXUT aMMHOKMUCJIOTHYI IIOCJIefoBaTeslbHOCTE SEQ ID

LCDR3 COmOEepXUT aMMHOKMCJIOTHYK IOCJedoBaTeJIbHOCTL SEQ ID

2. Crmoco6 1o 1.1, roe BCC gBjsgeTrcda MeTacTaTHUUeCKOoM,
HeollepabeJIbHOY MJIM MeCTHOPAaCIIPOCTPaHeHHOM!.

3. Crnoco6 mo JjmwboMy M3 MI.l-2, I'ODe HallMeHTy pPpaHee MNIPOBOIOMIIM
10 MeHbIleM Mepe OIMH THUII NPOTUMBOPAKOBOM TepalluM.

4. Croocob mno n.3, TIe IOPOTHMBOpaKoBas Tepalusa BoHOpaHa U3
XUPYPTUUEeCKOTO BMellaTeJIbCTBa, JYUYeBoM Tepaluy, XVIMMOTepalnu,
MHITUOUTOPAa CUTHaJILHOT'O IIyTH Hedgehog u OIPpYyITOoTo auTu—-PD-1
aHTuTesa.

5. Cnoco6 no JgwboMy u3 mnmn.l-4, 1tme BCC OporpecCHUMpyeT IIOCJIe
IpOBEeIeHHOTO paHee JIeueHMSa MHIUMOMTOPOM CHTHAaJIbLHOTO OyTu Hedgehog
WM N4 nalyMeHTa pas3BuJach HelnepeHOCHMMOCTDb Ha VHTUOUTOP

CUTHaJlbHOTO nyTm Hedgehog.
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6. Crooco® mno m.5, rme MHIMOMTOP CUIHaJlbHOTO IIyTu Hedgehog
BHOpPaH M3 BHCMOInermuba M CcoHemermba.

7. Crioco6 1o JIodoMy us nm.l-6, roe BCC ABJISEeTCSH
HeonepabeJlbHOM MM MHalMeHT XUPYPIMUeCKM HeKypabeJjieH, HeT »sbdexTa
OT JIYUEeBOW Tepanuu WIM JIeUeHMS UHIUOMTOPOM CUTHAJLHOTO IIYyTH
Hedgehog.

8. Crnoco® r1mo JmwbomMy w3 nom.l-7, Ige aHTUTeJIO WM eTro
AHTUTEeHCBA3HBaLIUY (QpaTrMeHT I[IpeldHas3HaUueHH OJIS BBeIEeHMS B OIHOM
MM HEeCKOJIbKUMX Io3ax, I'Ie KaxXIas IJosa NpelHasHaueHa IJIS BBeleHUS
yepes 0,5-4 HemeJ M Mocje HENOCPEeOCTBEHHO IIPedlecTBYMel TO3H.

9. Cnoco® no m.8, I'IODe KaxOylw »IOO3Y BBOIOAT Uepes 2 HeOeJu
[IOCJIe HelNOoCPeOCTBEHHO MNpedmecTBYIel ITO3H.

10. Cnioco6 mo mn.8, I'Ie KaXIyrw -IOO3Y BBOOAT UYepes 3 HeOeJu
IIOCJIe HelNOoCPeOCTBEHHO MNpedmecTBYIeNd ITO3H.

11. Cnoco® mo JjobomMy M3 mnmn.8-10, I'oe Kaxnmasd »Do3a BKJoUYaeT 1,
3 mnum 10 MI'/KD Beca OalMeHTa.

12. Cnoco® mo m.ll, rme kaxmasd IDo3a COoCTaBJgeT 3 MI'/KI Beca
nmalMeHTa.

13. Crnoco® mno JjgwbomMy M3 nmn.8-10, IDoe Kaxmas »Do3a BKJOUaeT
50-600 MT anTu-PD-1 aHTHUTeJa WJIN ero AHTUIEHCBA3HBAKIETO
bparMeHTa.

14. Cnoco6 no m.l3, TIme kaxzmas po3a BrJouaeT 200, 250 wmam
350 Mr anTu-PD-1 aHTMUTeJla MJIM eT0 aHTUIEeHCBSA3HBBaKIero ¢palMeHTa.

15. Cnoco6 mno Jjgwbomy m3 nOmn.l-14, rOoe nOauMeHT PEe3UCTEeHTEeH K
IpenmecTBYOIEeY TepaluM WJIM HealeKBaTHO OTBeUyaeT Ha Hee, WM Y
HeTro peumuIus.

lo. Cnoco® mo JgoboMy M3 mr.l-15, rge a”HTM—-PD-1 aHTHUTeJIO MJIU
ero aHTUTEeHCBA3HBAINKM (palMeHT BBOIOAT Kak MOHOTEPAIIMD.

17. Cnoco6 no JjwbomMy mu3 nmn.l-16, Taoe BBeIeHME IIPUBOIUT IIO
MeHblel Mepe K OOHOMYy 5»0deKTy, BHOpaHHOMY M3 TPYIIIH, COCTOAmeN
U3 UHTUOMPOBAHMA POCTa OIYyXOJM, PerpecCUuM OIyXoJM, YMeHbLIeHUS
pas3mMmepa Oy XOJIN, YMeHbIIeH A KoJIMUuecTBa Oy XOJIEBEIX KJIETOK,
3a0epPXKU pocT OIlYyXOJIN, a®CcKonabHEM sdbexrT, VHTUOUPOBAHUE
MEeTacTa3MPOBaHUA ONyXOJM, YMeHBIIeHMe KOJMUeCTBa MeTacTaTUUueCKUX
IopaxeHuMn c TeueHNEeM BpeMeHu, yMeHbIIeH e IpUMEeHeHU A

XVMMoTepalleBTUYEeCKUX MJin INMTOTOKCHUUECKMX alr'eHTOB, CHIMXEeHIE
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OIIYX0JIEBOM HaTpy3KH, yBeJInueHue BEIKMBAEMOCTHU tes
oporpeccupoBaHmusa 3abojieBaHMA, yBeJuueHMe oOmeM  BEXMBAEMOCTH,
IIOJIHEIM OTBET, YAaCTUUHHEM OTBeT U CcTabujbHOe 3abojieBaHMue.

18. Cnoco6 mno JgobomMy M3 HOn.l-17, »DONOJHUTEJILHO BKJOUAaKIEE
BBeleHMe TalMeHTy HOOIOJIHUTEJILHOTO TepalleBTUUYeCKOTOo areHTa WK
IpoBeleHue OOIIOJIHUTeJIL HOM Tepaluu, roe IOTIIOJIHUT €JIb HEIM

TepaHeBTquCKI/Iﬁ areHT WJIM Tepallld BBI@paHBI n3 TPYIIIH, COCTOF[H.I@TZ

ns XUPYPIUUIECKOTO BMEMaTeJILCTRa, oBJIy4YeHN,
XVMMOTEepaleBTUUYeCKOTO CpeIlCcTEBa, IIPOTUBOPAKOBOM BaKLVHEL,
MHTUBUTOPAa JMUTaHnoa 3anpoTrpaMMUPOBaHHON CMepTU 1 (PD-1L1),
MHTUOUTOpa TI'eHa aKTUMRaluM  JIUMOOLIUTOR 3 (LAG3), MHTUOUTOPAa

HMTOTOKCHMUECKOoTO T-JIMMpOoLUMT-acCcoumMMpoBaHHoTo Oenka 4 (CTLA-4),

ar'OHMCTa TITJUIRKOKOPTUKROMIO-VMHIOYIMPOBAHHOI'O c]_)aKTopa HeKpoO3a OIIyXOoJIr1

(GITR), MHTUOUTOPA Beska-3, comepxamero T—-KJIE TOUHBIM
MMMYHOIUIODYJIMH ¥ IOOMEH MyLMHa (TIM3), uHrudturTopa B- m  T-
JIMMOOLIUTOB (BTLA), wmHTMOMTOpa T-KIETOUYHOTO MMMYyHOpPeElLenTopa C
noMeHavmu Ig wm ITIM (TIGIT), nHruomTopa CD47, MHTUOUTOPAa

MHIOOJIaMMH-2, 3—OMoKcUureHass (IDO), Oucneumpmueckoe aHTH-CD3/aHTU-
CD20 aHTUTeJIO, aHTaroHMCTa QaKTopa pocTa DSBHIOOTeJMd COCYIOB
(VEGF) , MHTHUOUTOpAa aHTMOIIORTUHAa—2 (Ang2), MHTHUOUTOpAa
TpaHchopMHupyKmero ¢dakTopa pocTta Oera (TGFP), wmuHruburopa CD38,
MHTUOMTOPpa  pelenTopa SOUOePMaJIbHOTO baxkTOopa  pocTa (EGFR),
TpaHyJIoOUMTapHO-MakpodarajbHOTO KOJIOHMEC TUMYJINPYIIME T O baxkTOpa
(GM-CSF), umkjgodpochammma, aHTHUTeJIa IIPOTUB OIyXoJecleluduuecKoMy
AHTUTEeHYy, BaKIIMHEL BIX, IMTOTOKCUHA, MHTUOUTOpAa pelnenTopa
MHTepJeVikuHa 6 (IL-6R), uHIMUOUTOpa pellenTopa MUHTepJselkyHa 4 (IL-
4R), wmHTHMOUTOPa I1L-10, IL-2, IL-7, IL-21, IL-15, xoHBOIaTa
AHTUTEeJIO-JIeKapCTBeHHOE CpelCTEO, IIPOTUEBOBOCIIAJIUTEJIEHOTO
OperapaTa M OUIEBOW IOOaBKU.

19. Cnoco® mo JjoboMy M3 Mrn.1-18, e a”HTM—-PD-1 aHTHUTeJIO MJIU
ero aHTUTEeHCBASHBaMUNM (parMeHT NpelHa3HaueHH IOJIS BHYTPMBEHHOTO,
MIOOKOXHOTO MM BHYTPUOPKIMHHOT'O BBEIEHWUSA.

20. Crmoco6 1o Jmwbomy mM3 0Omo.l1-19, roe HCVR  comepxuT
aMMHOKMCJIOTHYK IocJeloBaTeJIbHOCTE SEQ ID NO:1, m LCVR COOEpPXUT

aMMHOKMCJIOTHYIO IIocJelmoBaTeJIbHOCTL SEQ ID NO:2.
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21. Crnoco6 1o Jwbomy wm3 0Omo.l1-20, roe HCVR  comepxuT
aMMHOKMCJIOTHYK I[IOCJIENOBATEJILHOCTE, KoTopas Ha 90% wumeHTMuHa SEQ
ID NO:1.

22. Cnnoco6 1o Jmwobomy wm3 nOmno.l-21, roe LCVR  comepXuT
aMMHOKMCJIOTHY IIOCJIeIOBATEJIbHOCTL, KoTopad Ha 90% wumoeHTMuHa SEQ
ID NO:2.

23. Crioco6 1o JwbdomMy mM3 1Hmn.l-22, roe HCVR comepxuT
AMMHOKMCJIOTHY IIOCJIedOBaTeJIbHOCTL, KoTopas Ha 90% wmmeHTMuHa SEQ
ID NO:1, n LCVR comepxmUT aMMHOKMCJIJIOTHY IIOCJeIOBaTEJIbHOCTE,
koTopad Ha 90% mmeHTHMuHa SEQ ID NO:2.

24 . Crnoco® no JsmdomMy M3 nn.l1-20, rge a”"HTUM-PD-1 aHTUTeJIO WU
ero AHTHUTeHCB S 3LB a1 bparMeHT comepxaT T SXKEJIYIO uelnb,
comepxamyl aMMHOKMCJIOTHYK IIocJeloBaTeJlbHOCTE SEQ ID NO:9, "
JeTKYK Lellb, CcoIepXallyld aMMHOKMCIIOTHYI IIoCJIenoBaTeJIbHOCTE SEQ ID
NO:10.

25. Crioco6 JieueHnd WJIN VHTUOUPOBAHUSA pocTa Oy XOJIN,
BRKJIIOU AOMNN

(a) oTbop HaluMeHTa C MEeCTHOPaCIpPOCTpaHeHHOM  0asaJIbHO-—
KJIETOUHOM KapLUMHOMOM (BCC) MM MeTacTaTmdeckom BCC, roe vy
maluyeHTa oTMeduaeTcd oporpeccupoeaHue 3aboJieBaHU A NI
HEeIlepeHOCUMMOCTE MHIMOMTOPpa CUIHaJIbHOTO NOyTu hedgehog; m

(b) BHYTPMBEHHOe BBeleHMe IIallMeHTYy KaxXIbe TpU HeOeJu OO3H
350 Mr aHTMTeJla, KOTOopoe clIeluupmuueckM CcBA3HBaeTcd ¢ PD-1;

roe AHTUTEJIO aHTu-PD-1 COOEPXUT TEPU onpeneydrmre
KOMILJIEMEHTAPHOCTEL o6JacTu Taxejon Lenu (HCDR1, HCDR2 u HCDR3)
BapuabenbHOM ob6JjgacTu Taxesgon uenu (HCVR) ¥ TpuM onOpenejsdomye
KOMILJIEMEeHTapHOCTL obJjJacTtu Jerkou uemnmu (LCDR1, LCDR2 u LCDR3)
BapuabeyibHOM oBJjlacTu Jerkou uenm (LCVR), roe

HCDR1 comepXxuMT aMMHOKMCJIJIOTHYK IIOCJedoBaTellbHOCTE SEQ ID

HCDR2 comepXuMT aMMHOKMCJIJIOTHYK IIOCJIEeNOBaTeJIbHOCTE SEQ ID

HCDR3 comepXxuT aMMHOKMCJIIOTHYK IIOCJIeNOBaTeJIbHOCTE SEQ ID

LCDR1 comepxuT aMMHOKMCJIOTHYK IIOCJIefnoBaTeJlbHOCTE SEQ ID
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LCDR2 comepXuT aMMHOKMCJIOTHYK IIOCJIeloBaTeJlbHOCTE SEQ ID
NO:7; m

LCDR3 comepXuT aMMHOKMCJIOTHYK IIOCJiefnoBaTeJlbHOCTE SEQ ID
NO:8.

26. Cmnoco6 no mn.25, rme aHTu-PD-1 aHTMTesio comepxuT HCVR,
comepXallyld aMMHOKMCJIOTHYI IocjenoBaTesibHOCTE SEQ ID NO:1, wm
LCVR, comepxallyld aMUHOKMCJIOTHYI IIOCJemoBaTeJIbHOCTE SEQ ID NO:2.

27. Cnoco6 mno .25 wiaum 26, rne aHTU-PD-1 aHTUTEJIO COHOEPXUT
TAKEJIYD Lellb, COoOoepXallyld aMMHOKMCIIOTHYK IIOCJeHoBaTeJIbHOCTE SEQ
1D NO: 9, " JIEeTKYIO 1Ierb, COooepXxalymn AMMHOKWCJIOTHYIO
nocjyenoBaTesbHOCTL SEQ ID NO:10.

I[Io DOBepeHHOCTHU
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