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KOMBUHHUPOBAHHWE ANTI-LAG-3-AHTUTEJI U AHTU-PD-1-AHTUTEJI
JUIsI JEYEHUSI OITYXOJIEA

Jlnsa HacToslIel 3asBKU HUCIPALIMBAETCs] MPUOPUTET MO npeasapuTenbHoi 3asBke CIIA Ne
61/880,606, mogannoit 20 centsadps 2013 r., u npensaputenbHoii 3asske CIIA 62/014,471,
nonanHou 19 mons 2014 r. Comep:kanust TIOOBIX MATEHTOB, MATEHTHBIX 3aSBOK U CCHUIKU IO
BCEMY OINMCAHUIO BKJIIOYEHBl B JAHHOE OIMCAHHWE TOCPEIACTBOM OTCBUIKM BO BCEH HX
MIOJTHOTE.
YPOBEHb TEXHUKH

I'en aktuBammm mumbonuto 3 (LAG-3; CD223) npencraBisier co0ol TpaHCMeMOpaHHBIN
Oenok Tuma I, KOTOpBIA 3KCIpPECCHpPyeTCss Ha KIETOYHOH MOBEPXHOCTH AKTHBUPOBAHHBIX
CD4" u CD8" T-knerok u noamHoxects NK- u nennputHeix xierok (Triebel F, et al., J. Exp.
Med. 1990; 171:1393-1405; Workman CJ, ef al., J. Immunol. 2009; 182(4):1885-91). LAG-3
TecHO cBsizaH ¢ (CD4, xoropblii sBIsieTCS KOpELEenTOpoOM IJIsl aKTHBALUM XeJrnepHbx T-
kiaerok. O0e Monekynbl HUMEIT 4 BHEKJIETOYHBIX Ig-TIOmOOHBIX JOMEHa W JUId  HX
(YHKIIMOHAIBHOW AaKTHBHOCTH HEOOXOAMMO CBSI3BIBAHHE C HX JIMTAHAOM, TIJIaBHBIM
komruiekcom ructocopmectumoctd (MHC) kmacca II. B ormmume or CD4, LAG-3
SKCIIPECCUPYETCS TOJBKO Ha KJIETOYHOH MOBEPXHOCTH AKTUBHPOBAHHBIX T-KJIETOK, M €ro
BBICBOOOXKIEHHE OT KJIETOYHOW MOBEPXHOCTH IPEKpallaeT nepeaady CUrHAJOB C MOMOIIBIO
LAG-3. LAG-3 Takxke MOkeT ObITb HAWJEH B BHIE PACcTBOPUMOro Oejka, HO OH He
ceszbiBaeTcs ¢ MHC xinacca I, 1 ero pyHKIUSI HeM3BECTHA.

Coobmanoce, uyto LAG-3 wurpaer BaxHYyIO pOJb B CTHMYJHUPOBAHHUH AaKTHBHOCTU
perynstopabix T-kaerok (regulatory T cell (Treg)) u B HeraTUBHOH peryJisiiui aKTUBALMH H
npomudepanun T-knerok (Workman CJ, et al, J Immunol. 2005; 174:688-695). Kax
NPUPOAHBIE, TAK U WHAYLHMPOBAHHbIE Treg SKCIPEeCcCUpPYIOT yBeNIndeHHoe KonmndecTBo LAG-
3, KOTOpoe HeoOXOmUMO Uil UX MakCUMasbHOM cynpeccuBHOR QyHkumu (Camisaschi C, ef
al., J. Immunol. 2010, 184:6545-6551 and Huang CT, ef al., Immunity. 2004; 21:503-513).
Bonee Toro, skTommueckas skcnpeccus LAG-3 Ha sdpdexropubx CD4™ T-KIeTKax CHIKAET
UX CIOCOOHOCTh K mponudepanu u 00eCcreyrBaeT WX PEryJISATOPHYIO AaKTHBHOCTD
otHocuTenbHO moctopoHHux T-knerok (Huang CT, et al., Immunity. 2004; 21:503-513).
HenasHue uccienoBaHusi Takke INMOKas3ajiH, YTO BbICOKUI ypoBeHb akcmpeccun LAG-3 Ha
ucromenHbx CD8™  T-kmerkax, crmenupuyecknx K  BHPYCY  JHM(OLHTAPHOrO
xopeomeHnHruTa (lymphocytic choriomeningitis virus (LCMYV)), cmocobcTByeT uX mepexony
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nportuBoomnyxonesbie orBeThl (Blackburn SD, ef al., Nat. Immunol. 2009; 10:29-37 and
Grosso JF, et al., J. Clin. Invest. 2007; 117:3383-3392). Ilo cytu, LAG-3 momnep:xuBan
TOJIEPAHTHOCTD K COOCTBEHHBIM U OMNYXOJEBBIM AHTUT€HAM C IIOMOINBIO IPSIMOTO
Bo3zelicTeus Ha CD8” T-knetku B 2-xX MbinuubIx Mozensx (Grosso JF, et al., J. Clin. Invest.
2007; 117:3383-3392).

OnHako, MMMYyHHas TOJEPAHTHOCTb, HAOMIOaeMas B YCIOBHSIX pA3BHTHS OIYXOJMU H
peuuanBa OMyXOJH, O-BHIUMOMY, OMOCPEAYETCS KOIKCIPECCHEN Pa3MUHBIX T-KIETOYHBIX
HETaTHUBHBIX PEryJSITOPHBIX pernentopoB, a He Tonbko LAG-3. JlaHHbIe, MOJNyYEeHHBIE Ha
MOJIeNIAX XpOHUUECKHUX BHPYCHbIX HH(pexkumii (Blackburn SD, et al., Nat. Immunol. 2009;
10:29-37, Grosso JF, et al., J. Clin. Invest. 2007, 117:3383-3392, and Lyford-Pike S, ef al.,
Cancer Res. 2013;73(6):1733-41), nokayTtHeix Mbimax (Woo SR, et al., Cancer Res.
2012;72:917-927, Okazaki T, et al., J. Exp Med. 2011; 208:395-407, and Bettini M. et al., J.
Immunol. 2011;187:3493-3498), monensax peuunusa onyxonu (Goding SR, et al., J. Immunol.
2013; 190(9):4899-4909) u, B Oojee OrpaHUYEHHOHN CTENEHH, OOJIbHBIX PAKOM MAIL[UEHTaX
(Goding SR, et al., J. Immunol. 2013; 190(9):4899-4909, Matsuzaki J, et al., Proc. Natl.
Acad. Sci., U S A.2010;107:7875-7880, and Gandhi MK, et al., Blood. 2006;108:2280-2289),
MOATBEPKIAIOT MOZENb, B KOTOPOH T-KJIETKH, KOTOpBIE HENPEPbIBHO MOABEPrarOTCS
BO3ACUCTBUIO AHTUITEHA, TIIOCTENIEHHO WHAKTHBHUPYETCS uepe3 IMpOoLEecC, Ha3bIBaEMbIN
"uctomenuem." MHcroueHHple T-KIETKHM XapakTepU3YIOTCs 3Kcmpeccued T-KIeTOYHbIX
HEraTUBHBIX PEryJITOPHbIX peuentopos, npeumyinectseHHo, CTLA-4, PD-1 u LAG-3,
AefCTBHE KOTOPBIX 3aKJIOYAETCsl B OrPAaHMYEHHH CIIOCOOHOCTH KJIETOK Pa3MHOKATHCS,
BbIpabaThIBATh LIUTOKWHBI U YOUBATHh KJIETKU-MHUILICHW WWIA B TOBBIIEHUH AKTHBHOCTU
Treg. OnHako, CPOKH M MOCIIENOBATEIBHOCTh 3KCIPECCHH JAHHBIX MOJIEKYJ B Pa3BUTUH U
peunanBax onyxosieil He ObUTH TIOJIHOCTBIO OXapaKTEPH30BAHBL

Programmed Cell Death 1 (PD-1) npexacrasnisier coOOil CUTHABHBIA PEIenTOp KJIETOYHOM
MIOBEPXHOCTH, KOTOPBIH HIPaeT BAXKHYIO POJb B PEryJLSILIMH aKTUBALIMU M TOJEPAHTHOCTH T-
knetok (Keir ME, et al, Awnu Rev Immunol 2008; 26:677-704). On sBusercs
TpancMemOpanHabM Oenkom tuna I u, BMecre ¢ BTLA, CTLA-4, ICOS u CD28, cocrasnsier
cemeiictBo CD28 T-kneToyHBIX KOCTHUMYJATOpPHBIX penentopoB. PD-1 skcmpeccupyercs,
IJIaBHBIM O0Opa3oM, Ha aKTUBHUPOBAaHHBIX T-KJeTKax, B-kieTkax W MHENOMIHBIX KJIETKaX
(Dong H, et al., Nat Med. 1999; 5:1365-1369). OH Takxe 5KCIIpecCUpyeTCs HAa €CTECTBEHHBIX
kwuepax-kinerkax (natural killer (NK)) (Terme M, et al., Cancer Res 2011; 71:5393-5399).
Ces3eBanue PD-1 ¢ ero murangamm, PD-L1 u PD-L2, npusogur x (ochopumupoBanuto

OoCTaTKa THUPO3HHA B MPOKCHUMAJbHOM BHYTPUKJIETOUHOM HUMMYHHOPCHCIITOPHOM



THPO3MHOBOM MHTHOMPYIOIIEM JAOMEHE C MOCIEAYIINM npuBiedeHneM pocdarazor SHP-2,
YTO, B OMNPEIENIEHHBIX YCJOBUSX, NMPUBOAUT K TOHIDKAIOLIEH peryisiuud akTueauuu 1-
kietok. OnHa BaxkHas poib PD-1 3akirouaercst B ClIOCOOHOCTH OrpaHMYMBATh AKTUBHOCTD T-
KJIETOK B NepU(pEepUIECKIX TKAHSIX BO BPEMsl BOCIAJIHUTEIBHOTO OTBETA HAa MH(EKIHUIO, TEM
caMbIM orpaHnumBas pa3suthe aytoummyHutera (Pardoll DM., Nat Rev Cancer 2012,
12:252-264). CBuUneTeNbCTBO TAKOW HETaTHBHOW pPEryJUPYIOMENd pOJIH HCXOOUT OT
yCTaHOBJIEHHOrO (pakta, uto y PD-l-meduuutHeIX MbIIEeH pa3BHBAIOTCSA, HApSAAY C
KapIMOMHOTIATHEH, MOJOOHBIE BOJYAHKE Ay TONMMYHHBIE 3a00JI€BaHHS, BKIFOUAOLITHE apTPUT
u Hepput (Nishimura H, et al., Immunity, 1999; 11:141-151; and Nishimura H, et al., Science,
2001, 291:319-322). Ilpm HajaWM4IuM ONYXOJNH CIIEACTBUEM STOrO SBIAETCS pa3BUTHE
UMMYHHOT'O CONPOTHBIICHHsSI BHYTPH MHUKPOOKpYskeHHs omyxonu. PD-1 skcnpeccupyercst B
OOJBLIOM KOJNIMYECTBE HA OIMyXOJb-MHPWIBTPYIOIHUX JUM(OLUTAX, U €ro JHraHIbl
MIO3UTHUBHO PETyJMPYIOTCS Ha KJIETOYHON MOBEPXHOCTH MHOTHX Pa3jInYHbIX onyxojeh (Dong
H, et al., Nat Med 2002; 8:793-800). Ha HECKONBKUX MBIIIMHBIX MOJENAX pakKa ObLIO
MOKAa3aHO, 4YTO CBsA3bIBaHWe jura"aa ¢ PD-1 mpuBogutr k "yKJIOHEHHIO" OT MMMYHHOIO
oreBera. Kpome toro, Giokana TaHHOTO B3aUMOAEHCTBHUSI MPUBOAUT K MPOTHBOOIYXOJEBOU
aktuBHocTH (Topalian SL, ef al. NEJM 2012; 366(26):2443-2454; Hamid O, et al., NEJM
2013; 369:134-144). bonee Toro, ObLIO MOKA3aHO, YTO UHTHOMpPOBaHUE B3auMojehcTBust PD-
1/PD-L1 onocpenyeT MOIIHYIO MPOTHBOOITYXOJIEBY 0 aKTUBHOCTD B JOKIMHUYECKIX MOJEIISX
(marentsr CIITA NeNe 8 008,449 u 7,943,743).

BonpHbIE ¢ MeTaCTATHUECKUMH WIH pePPaKTEePHbIMU CONUIHBIMU ONMYXOJSIMH UMEIOT OU€Hb
ioxoit mporHo3 (Rosenberg SA, et al., Cancer immunotherapy ¢ Cancer: Principles &
Practice of Oncology (Eds DeVita VT, Lawrence TS and Rosenberg SA) 2011; 332-344
(Lippincott Williams & Wilkins, Philadelphia PA)). Hecmorps Ha ycmexm B
MyJbTUMOJAJBHON Tepanuu, yBeJIWMYeHHUs OOIeHd BbDKMBAEMOCTH B JAaHHOH TIpyIme
NAIMEeHTOB OTMEYAJIOCh TOJBKO B OTPAHUYEHHOM 4ducie ciaydaeB. COOTBETCTBEHHO, 3a1adeil
HACTOSIIEro HM300peTeHnsl sBisieTCsl  oOecreueHne YJyYIIEHHBIX CIOCOOOB  JICUSHHMS
NAlMeHTOB C TAaKUMH ONyXOJsIMHU (Hampumep, peQpakTepPHBIMH COJHIHBIMU OINMYXOJSIMH
MO3AHEH CTaINH).

CYIIHOCTBb U30OBPETEHUA

Hacrosimee n3obpeTeHne OTHOCHTCS K CITOCOOaM JISUEHHsI OIyXOJIeH y MalleHTa - YeJIOBeKa,
B YACTHOCTH, COJIMJIHBIX OMyXoJiel (Harmpumep, pedpakTepHBIX COTUIHBIX OMyXOJel Mo3aHel
CTaIuM), BKJIFOYAKOIINM BBeleHHE CyOBeKTy KoMOUHaImu 3 anturena nporus LAG-3 (anTu-

LAG-3-antutena) u antutena nporus PD-1 (antu-PD-1-aHTuTena), mpuuem HaHHYIO
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KOMOWHAIMIO BBOAAT (WUIM MPENHA3HAYAIOT JJISI BBEACHUS) B COOTBETCTBUH C KOHKPETHOU
KJIMHUYECKOH CXEeMOH TmpuemMa JIeKapCTBEHHOTO CpeacTBa (m.e. B  OINPENeIeHHOM
JO3UPOBAHHOM KOJIMYECTBE U B COOTBETCTBUH C ONPEAENIEHHbIM rpaduKkoM ao3upoBanus). B
OJHOM BapUaHTE OCYINECTBJIEHHUS MALMEHT - YeJOBEK CTPajaeT OT MEJAHOMBI,
HEMEJIKOKJIETOUHOTO paka Jyerkoro (non-small cell lung cancer (NSCLC), NSCLC), paka,
UMEIOIIEro OTHOLIeHHe K BUpyCHOH mH(pekyy, paka roiosel u 1meun (head and neck cancer
(HNC)) unu ameHOKapIIMHOMBI eIy KA.

ITpumep antu-LAG-3-anturena npencrasiser coborr BMS-986016, conepskaruee TsKenble U
JerKue Ienu, COIep’Kallhe AaMHHOKHCIOTHBIE TIOCIIEAOBATENIbHOCTH, IIOKa3aHHbIE B
MOCJIEOBATEBHOCTAX C HaeHTU(UKauoHHbIMH HOMepamu 1 u 2 (SEQ ID NO:1 u 2),
COOTBETCTBEHHO, WJIM €r0 aHTUIeH-CBA3BbIBAIOLINE (PparMeHThl M BapuaHThl. B apyrux
BAPMAHTAX OCYLIECTBJICHUS AaHTHUTEJIO COAEPKUT OMNpeNessIomue KOMIUIEMEHTapPHOCTD
obnactu (complementarity determining regions (CDR)) wnu BapuabenbHbie obnactu (variable
regions (VR)) Tsoxenoit u nerkoit uenu anturena BMS-986016. CooTBeTCTBEHHO, B OTHOM U3
BapUAHTOB ocymiecTBieHus antureno coxaepxkut gomedHsl CDRI1, CDR2 wu CDR3
BapuabenpHON obnactu Tspkenol nenu (heavy chain variable (VH)) BMS-986016, nmeroeit
AMUHOKHCJIOTHYIO TOC/IeNOoBaTeNbHOCTh, TokazaHHyo B SEQ ID NO:3, u momenst CDRI,
CDR2 u CDR3 BapuabenpHoli obnactu nerkoii mnemu (light chain variable (VL)) BMS-
986016, nMero1eit aMUHOKHUCIIOTHYIO TIOCJIE€N0BATENIbHOCTD, Noka3aHHyo B SEQ ID NO:5. B
JIPYroM BapHaHTE OCYIIECTBIEHUSI aHTUTENO coaep:kut nocienosareabHoctd CDR1, CDR2 u
CDR3 Tsxenmon nenw, nokazanHele B SEQ ID NO:7, 8 u 9, COOTBETCTBEHHO, U
nocaegoBatenbHocTd CDR1, CDR2 u CDR3 nerkoii nenu, noka3zanHsie B SEQ ID NO: 10,
11 1 12, coorBercTBeHHO. B Mpyrom BapuanTe oCyecTBIEHU N300PETEHUS aHTUTENIO UMEET
obnactu VH w/unmn VL, copep:kaliyie aMUHOKHUCIIOTHBIE TIOCIIEAOBATEIbHOCTH, TIOKA3aHHBIC B
SEQ ID NO:3 w/mmu SEQ ID NO:5, coorBercTBeHHO. B nmpyrom BapuaHTe OCYIIECTBICHUS

n3o0pereHust  aHThTeno  comepxkutr obmactm VH  w/wim VL, kommpyewmble

>
MOCJIEIOBATEILHOCTSIMU HY KJIEMHOBBIX KHCJIOT, TokazaHHbIME B SEQ ID NO:4 u/unmu SEQ ID
NO:6, coorBercTBeHHO. B Apyrom BapuaHTe OCYLIECTBJIEHUs aHTUTENO KOHKYpHUpYeT 3a
CBSI3bIBAHME C TeM ke smuronoM Ha LAG-3, 4To M BBIIEYNOMSHYTbIE AHTUTENA, W/UJIH
cBsA3bIBaeTCcd € TeM ke snurtornoM Ha LAG-3. B npyrom BapuaHTe OCYINECTBIEHHS
n300peTeHNs] AHTHUTENO HMeeT 10 MeHbIued Mepe okono 90% HMAeHTUYHOCTH

AMHHOKHCJIOTHOH TIOCJIEAOBATENbHOCTH BapuaOenbHON OONacTH ¢ BBILIEY TOMSIHY THIMH

aHTUTEeNaMu (Hampumep, Mo MeHblneil mMepe okono 90%, 95% wimu 99% uNEeHTUIHOCTH



BapuadenbHOM 00J1aCTH ¢ aMUHOKHUCIOTHOU nochenoBarebHOCThI0 SEQ ID NO:3 wnmn SEQ
ID NO:5).

IIpumep anTu-PD-1-anturena mpeacrasisier coboii Nivolumab (Taxxke ymoMHHaeTCst Kak
"SC4" B nmybmukauuu WO 2006/121168, Takke m3BecTHO Kak BMS-936558, MDX-1106 u
ONO-4538), conmepskalee TsKeNble W JIETKHE LIEMH, CONEpIKaIUe IMOCIeNOBAaTeIbHOCTH,
nokazanabie B SEQ ID NOS: 17 u 18 COOTBETCTBEHHO, WJIM €r0 aHTHUT'€H-CBS3bIBAIOIINE
¢dparMeHThI 1 UX BapuaHThl. B npyrux BapuaHtax ocyiiecTsieHus antuteso conep:kut CDR-
obnactu wnu VR-obnactu Tspkenoi u jnerkoi nenu or BMS-936558. CoOTBETCTBEHHO, B
OIHOM W3 BapHAHTOB OCyIIeCTBIeHUsl antureno conepxkut gomeHsl CDR1, CDR2 u CDR3
VH-obnactu BMS-936558 ¢ aMHHOKHCIIOTHOH MOCJIEAOBATENbHOCTBIO, TPEACTABICHHONW B
SEQ ID NO:19, u nomenst CDR1, CDR2 u CDR3 VL-o6xactu BMS-936558, umeroineit
AMUHOKHUCJIOTHYIO MOCJe0BaTeNbHOCTb, Noka3aHHyto B SEQ ID NO:21. B npyrom BapuaHTe
ocymecteieHust antuteno coxepxkutr aomensl CDR1, CDR2 u CDR3 Tskenoit uermw,

comeprkalue mochieaoBaTeNbHOCTH, mnokazanHele B SEQ 1D NO:23, 24, u 25
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coorBerctBeHHO, U gomeHbl CDRI, CDR2 wu CDR3 nerkoii uenu, coxpepKalue
nocyienoBatenpHOCTH, npeacTtasiaeHHble B SEQ ID NOS: 26, 27, u 28, coorBeTcTBeHHO. B
APYyTOM BapUaHTE OCYIIECTBICHUS aHTUTENO copepkut odiactu VH w/mnn VL, conepxarue
aMUHOKHCIIOTHBIE TOC/enoBaTebHOCTH, MmokasaHHble B SEQ ID NO:19 w/umu SEQ ID
NO:21, coorBercTBeHHO. B apyrom BapuwaHTe OCYINECTBJICHHS AHTHUTENIO COIEPIKUT
BapuadenbHble obnmactu Tspkenon nernu (VH) w/wnm BapuabenbHble OONAacTU JIETKOW LIEMH
(VL), xonupyemble MOCIeOBATEIbHOCTSIMHI HY KJISHHOBBIX KHUCJIOT, oka3aHHbiMUA B SEQ ID
NO:20 w/mmu SEQ ID NO:22, coorsercTBeHHO. B npyrom BapuaHTe OCYLIECTBICHHS
U300peTeHNs] aHTUTEJIO KOHKYPUPYET 3a CBsI3bIBAHUE ¢ TeM ke snuronoMm Ha PD-1, uto u
BBILIEYTOMSIHY ThIE aHTUTENA, /WM CBS3bIBACTCS C TeM ke snuronoM Ha PD-1, uto u
BBILIEYTOMSIHY ThIE aHTUTENAa. B Apyrom BapHaHTEe OCYILIECTBICHUS H300pETEHHUs] aHTHUTEIO
UMeeT Mo MeHblel Mepe okosio 90% HAEHTUYHOCTH aMHUHOKHUCIOTHOH MOCIeA0BaTeIbHOCTH
BapHabeNbHON OOJIACTH C BBIIEYNOMSIHY TBIMH aHTHTENAMH (HampuMep, 1Mo MeHbInel Mepe
okoJio 90%, 95% wnu 99% upentuunoctu BapuabenpHON obmactu ¢ SEQ ID NO:19 mmm
SEQ ID NO:21).

COOTBETCTBEHHO, B OIHOM M3 AaCIEeKTOB OOECHEYMBAIOTCS CHOCOOBI JICYEHUS COJUIHBIX
omyxojeli (Hampumep, pedpakTepHbIE COJHIHbIE OMyXOJH TMO3MHEH CTaauu) y MalUeHTa -
YeJIoBeKa, MPHYEM JaHHble CHOCOOBI BKJIIOYAIOT BBelEHHE CyOBeKTy 3(ddexruBHOrO

KOJMYECTBA KAXKI0Iro u3:



(a) antu-LAG-3-anturena, conmepskamero nomensl CDR1, CDR2 u CDR3 BapuabenpHOMU
obnacTy TSKENOHN Lenu, UMEIoIel MocienoBaTeNIbHOCTh, oka3aHHyo B SEQ ID NO:3, u
nomersl CDRI1, CDR2 u CDR3 BapuabenbHOil 00macTu JIETKOW IeNH, HMEIOIeh
MOCJIEIOBATENbHOCTD, oka3zanHyio B SEQ ID NO:5,

(b) amTu-PD-1-anturena, comepskamero nomernsi CDR1, CDR2 u CDR3 BapuabenpHOMU
o0nacTy TSIKENON LEeNu, UMEROIIel MOCeIoBaTeNIbHOCTh, Mokazanuyo B SEQ ID NO:19, u
nomersl CDRI1, CDR2 u CDR3 BapuabenbHOil 00macTu JIETKOW IeNH, HMEIOIeh
MOCJIEIOBATENbHOCTD, Moka3zanHyto B SEQ ID NO:21,

NpUYeM JaHHBIA CIOCO0 COAEPIKUT MO MEHbIIEeH Mepe OAWMH LIMKJI BBEACHUS, II€ AaHHBIA
LIMKJI COCTABJIAET NEPUOA U3 BOCBMH HEAelNb, I1ie Ul KaXI0ro U3 YIIOMSIHYTOIO MO MEHbIIeH
Mepe OIHOTO MMKJIA YeThipe 103bl aHTU-LAG-3-anturena oAt B noze 3, 20, 80 wiu 240 mr
U 4eTbipe A03bl aHTU-PD-1-anturtena BBomar B nose 80 wmu 240 mr. B apyrom BapuaHTe
OCYIIECTBIIEHUs YeThipe A03bl aHTU-LAG-3-anturena seonsar B no3e okoso 0,03, 0,25, 1 unmmn
3 MI/KT Maccel Tena 1 4eTbipe 103bl aHTU-PD-1-anTHTena BBoxAaT B mo3e | uiam 3 Mr/Kr Macchl
Tena.

B onHom u3 BapuanTOB ocyuiecTBieHus aHTU-LAG-3-antuteno u antu-PD-1-anTureno
BBOJST B CIEAYIOLIUX 03aX:

(a) 3 mr antu-LAG-3-anTtrena u 80 mr antu-PD-1-anturena,;

(b) 3 mr antu-LAG-3-anrurena u 240 mr antu-PD-1-anTHrena;

(¢) 20 mr aaTu-LAG-3-antutena u 240 mr antu-PD-1-anTurena,;

(d) 80 mr antu-LAG-3-antutena u 240 mr antu-PD-1-anturena; wim

(e) 240 mr antu-LAG-3-anturena u 240 mr antu-PD-1-anTurena.

B npyrom BapuanTe ocyiectsienust aHtu-L AG-3-antureno u antu-PD-1-antuTeno BBOAAT B
CJIeYIOIIMX 103aX:

(a) 0,03 mr/kr antu-LAG-3-antutena u 1 mr/kr antu-PD-1-anturena;

(b) 0,03 mr/kr antu-LAG-3-anTurena u 3 mr/kr antu-PD-1-anTurena;

(c) 0,25 mr/kr antu-LAG-3 anturena u 3 mr/kr antu-PD-1-anturena,;

(d) 1 mr/kr antu-LAG-3-anrurena u 3 mr/kr antu-PD-1-anturena; umm

(e) 3 mr/kr antu-LAG-3-anturena u 3 mr/kr antu-PD-1-anturena.

B omHOoM BapmanTe ocymectBieHust n03y aHTU-LAG-3- w/wnmm  antu-PD-1-anTurena
pPacCUUTBIBAIOT HAa MI/KT MacChl Teyia. B mpyrom BapuaHTe ocyinecTBiieHus no3a antu-LAG-3
u/vumn aatu-PD-1-anTutena npencrasisieT coOoi PUKCUpOBaHHYIO A03y. B nmpyrom BapuaHTe
OCY LIIECTBJICHUST UCTIOJNB3Y eTCs mpoMeskyTouHast 1o3a LAG-3 w/umu PD-1. Hanpumep, LAG-3

MOkHO BBOJUTH B Ao3e 0,4 mr/kr u PD-1 moxHo BBOAWTH B no3e 90 mr/kr. B apyrom
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BApHAHTE OCYIUECTBJICHUS PEXKUMBI JO3UPOBKHU PEryJUPYIOT Tak, 4YTOOBI OOECTIeYUTH
ONTUMAJIbHBIN JKeJTaeMblii OTBET (Harpumep, 3P PeKTHBHBII OTBET).

B npyrom BapuaHTe ocyuiecTBieHus: n3ooperenus antu-PD-1-antuTeno BBoasT B aam 1, 15,
29 u 43 W3 KaxAoro LuKia. B Apyrom BapwaHTe OCYLIECTBIEHHS H300PETEHHS] aHTUTEINO
antTu-LAG-3 BBogsaT B nHu 1, 15, 29 u 43 us xaxnporo mnukia. B apyrom BapuaHTe
ocyuiectBieHus: aHTU-PD-1-antureno BBoasT 1o BBeaeHus antu-LAG-3-anturena. B qpyrom
BapHaHTe OCYIIECTBIICHUS] M300peTeHus: aHTH-PD-1-aHTHUTENO BBOIST MOCIIE BBEIICHUS] aHTH-
LAG-3-anTutena. B apyrom BapuaHTe OCyIIeCTBICHUS H300PETEHUS JICUEHHE COCTOUT M3 10
12 nuknos.

B onHom w3 BapuaHTOB ocyuiecTBieHus aHTU-PD-l-anatuteno u antu-LAG-3-antureno
BBOZAT B BHJe nepBoil ("PppoHTanbHON") nuHNK Tepanuu (HarpuMep, MepBUYHAS WK NiepBast
Tepanusi). B npyrom BapuaHTe ocymecTtBieHus aHTH-PD-l-antuteno u aHtu-LAG-3-
AHTHUTENIO BBOIAT B KAUECTBE BTOPOI JIMHUM Tepanuu (HarpuMep, 1mociie NepBUIHON Tepanuu
TaKUM K€ WIN IPYTUM TE€pPaNeBTHUECKUM IPEnapaToM, BKJKOYAs TEPANUI0 MOCJE peluanuBa
w/wnn rae nepsas Tepanus Obiia OesycnemrHoi). AHTU-LAG-3- u antu-PD-1-anTHTena
MOTYT OBITH BBEIEHBI CYOBEKTY JIIOOBIM MOAXONAIIMM criocoOoM. B omHOM W3 BapwaHTOB
OCYINECTBJICHUS] aHTUTeNa C(OPMYyJIHPOBAHBI IUII BHYTPUBEHHOTrO BBeleHUS. B apyrom
BapHaHTE OCYLIECTBICHHUs AHTHTENAa BBOAST OIHOBPEMEHHO (Hampumep, cGpopMyIHPOBaHBI
BMECTE B BUJE ONHOW KOMIIO3MIIMM WIH JJIs1 OMHOBPEMEHHOI'O BBEACHUS B BUAE OTAENBHBIX
KOMITO3UIUIT). AJNIBTEPHATUBHO, B JPYrOM BapHaHTE OCYLIECTBICHMS AHTUTENA BBOIST
NOCJIEIOBATEIbHO (HAmpuUMep, B BHUAE OTHENbHBIX KOMNO3WUMH). B npyrom BapuanTte
ocyecTBieHus: aHTU-LAG-3-aHTuTeNno BBOAAT B TedueHHe okoyo 30 MUHYT (Hampumep, B
TedeHue okoyo 29, 28, 27, 26, 25, 24, 23, 22, 21, 20 wiu MeHee MUHYT) O BBEACHHS aHTH-
PD-1-anTurena.

OddexTuBHOCTE CHOCOOOB JieueHUs:, 0OECIIEYeHHBIX B HACTOSAILIEM H300pPETEHUH, MOXKHO
OLIGHUTh C HCIOJIb30BAaHUEM JIIOOOr0 TMOAXOAALIET0 CpeacTea. B ogHOM  BapuaHTe
OCYIECTBJICHUS JIEYeHHE NMPOU3BOAMT MO MEHBLIEH Mepe OIWH TeparneBTU4YecKuil 3PQexT,
BBIOpPAHHBINA M3 TPYMIIBI, COCTOALIEH W3 YMEHBIIEHHs pa3Mepa OMyXOJH, YMEHbIICHHUs YHUCIa
METAaCTATUYECKUX MOPAKEHUN B TEUEHHE AOJIOro BPEMEHH, MOJIHOIO OTBETA, YACTUYHOIO
OTBETa U CTAOMIIBHOTO 3a00JIEBaHMSI.

Hacrosimee un3o0pereHne Takke OTHOCHUTCS K Ha0opaM, KOTOpPbIE  BKJIFOYAIOT
(hapManeBTHYECKYI0 KOMITO3UINIO, conepskainyo antu-LAG-3-antureno, Takoe kak BMS-
986016, a Taxkke aHTU-PD-1-anTureno, takoe kak BMS-936558, u ¢dapmanerudecku

HpI/IeMHeMbeI HOCHUTCJIb, B TCPANICBTUYCCKHU 3(1)(1)6KTI/IBHOM KOJIMYECCTBE, aJallTUPOBAHHOM JIA
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NpUMEHEHUsT B Crocobax, OMUCAHHBIX B HACTOsIIeM u3o0peTeHHH. B omHOM BapuaHTe
OCyLIeCTBJICHUST HAOOP BKJIFOYAET:

(a) no3y antu-LAG-3-anturena, comepxkamero pgomensl CDRI1, CDR2 wu CDR3
BapuadebHOM 00IACTH TSKEJION LEeNH, UMEIOIIeH MOCIeIOBaTeIbHOCTD, MOKa3aHHyo B SEQ
ID NO:3, u nomens CDR1, CDR2 u CDR3 BapuabenbpHOI 00JacTH JIETKOU IeTH, UMEoIe
MOCJIEIOBATENIbHOCTD, oka3zanuyo B SEQ ID NO:5;

(b) mosy antu-PD-1-anturena, conepxamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOI
o0nacTy TSIKENON LEeNu, UMEROIIel MOCeIoBaTeNIbHOCTh, Mokazanuyo B SEQ ID NO:19, u
nomernsl CDRI1, CDR2 u CDR3 BapuabenbHOil o00nacTu JIETKOW IeNH, HWMEIOIIeH
MOCJIEIOBATENIbHOCTD, Moka3zanHyo B SEQ ID NO:21; a Takxe

(¢) uHCTpYKIMK 1O npuMeHeHno aHTH-LAG-3-antutrena u antu-PD-1-anturena B criocode
MO HACTOSIIEMY H300PETeHHUIO.

B npyrom acnekre obecneunBaercst aHTu-LAG-3-antureso, npudem naHHoe aHtu-LAG-3-
anrureno conepxut nomersl CDR1, CDR2 u CDR3 BapuabenbHO# 00macTu TSOKEION LiemnH,
UMEIOIIeH mocieoBaTeabHOCTh, nokazanHyo B SEQ ID NO:3, u gomenst CDR1, CDR2 u
CDR3 BapuabenpHON 007aCTH JIETKOH IENH, UMEOIIEell TOCIe0BATENBHOCTD, TOKA3aHHYIO B
SEQ ID NO:S5, nnst coBMecTHOTO BBeneHus1 ¢ aHTU-PD-1-anTurenom, cogepskaium JOMEHBI
CDR1, CDR2 wu CDR3 BapuabenpHOil 00OnacTu TsDKENOH  LeMu, HMEIOLIeH
nocyienoBaTesbHOCTh, MokazaHHyro B SEQ ID NO:19, u nomenst CDRI1, CDR2 u CDR3
BapuadenbHONW O0JNIACTH JIETKOW LeNu, UMEIOIIeH MOoCIeN0BaTeIbHOCTh, MoKa3aHHyo B SEQ
ID NO:21, mo MeHblIe Mepe B OJHOM ILHUKJIE, MPUYEM Ui KaXKAOTO LHKJIA YEThIPe AO03BI
anTu-LAG-3-anturena Beomatr B go3e 3, 20, 80 wnu 240 mr u dersipe n03bl aHTU-PD-1-
aHtutena BBOAAT B no03e 80 win 240 mr. B npyroM BapuaHTe OCYLIECTBJICHHS YETHIPE O3B
anTu-LAG-3-antutena ot B no3e 0,03, 0,25, 1 wiu 3 MI/Kr Macchl Tella M 4eThIpe 03I
anTu-PD-1-anturena BBOAT B 10o3¢ 1 wiu 3 MI/KT MaccChl Tefa.

B npyrom acnekte Hacrosimero wu3oOpereHus aHTtu-PD-1-antuTeno B moOoM U3
BBIIIEY TOMSIHY ThIX BAPUAHTOB OCYINECTBJICHHS 3aMEHSIOT WM OObeOUHSIOT ¢ aHTu-PD-L1-
win  aHtu-PD-L2-anturenom. CrnenoBaTenbHO, NaHHOE W300pETEHHE TaKKe BKIIOYAET
CrocoObl, KOMIIO3WIIMM W HAOOpBI I JIeUeHUsT OmyxoJjiel y OOJbHBIX TMAlEeHTOB C
UCTIOJIb30BAHNUEM OMMCAHHBIX BbIIIE KIMHUYECKHU 3P dekTuBHbIX 103 aHTU-LAG-3-aHTurena B
COUYETAaHUH C OMHMCAHHBIMH BBIIIE KIMHUYECKH 3(P(PeKTUBHBIMU 103aMH aHTH-PD-1-anTuTena,
rae aosuposka antutena PD-1 3amensercs ton ke no3uposkoil antu-PD-L1- nnu antu-PD-
L2-anturena.

KPATKOE OITUCAHUE ®UT'YP
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Ha ¢urype 1 mnoka3zaHo HHrHOMPOBAaHHE pPOCTAa OIYXOJNU iM ViVvO C HCHOJIb30BAHHUEM
KOMOWHMpOBaHHOW Teparmuu aHTH-LAG-3-antutena u aHtu-PD-l-anturena B MBIIIMHON
MOZENH OIy XOJIH.

®urypsl 2A u 2B npencraBisoT cOOOH CXeMbl, WUTIOCTPUPYIOLINE YaCTH KIMHHYECKOTO
ucnbITanus ¢aszbl [

durypa 3 npencrasisier cOOOH CXeMy, WLTIOCTPUPYIOLIYIO, U KIMHUYECKOTO MCITBITAaHHS,
¢a3bl oOcnenoBaHys, Tepanuy, KIMHUIECKOro HAOJMIOACHUS U MOCIEAYIOero HabIoaeH s

3a BBIKUBAEMOCTBIO.

HOAPOBHOE OIITMCAHHUE
I. Onpenenenus
Hcnonp3yeMblii B AaHHOM OIHMCAHUM TEPMHUH 'CyOBeKT" WM "mammeHT"' OTHOCHTCA K
OOJBHOMY PAKOM HENIOBEKY (Harpumep, MalHeHT, UMEIOIIUN COJIHMIHYIO OIMyXOJb MO3JHEH
CTaIIuH, TAKYIO KaK pedpakTepHas COMUIHAS OMyXOJb MMO3AHEH CTAIMH).
Ucnonp3yeMblii B JaHHOM ONHCAHUM TEPMHUH '">(PQPEKTHBHOE JieueHHe" OTHOCHTCS K
JEUEHUI0, TPOU3BOASINEMY OJaronpusaTHOE BO3JEHCTBHE, HampuMmep, ociableHue o
MeHbIIEH Mepe OFHOro CHMIITOMa 3a0OJieBaHMS WM paccTpoiictBa. biarorBopHoe
BO3ACUCTBHE MOXKET NPUHUMATh (OpPMYy VYIyULIEHHS [0 CPABHEHUIO C HCXOIHBIM
COCTOSIHHEM, TO €CTh YJYYIIEHHs IO CPAaBHEHUIO C H3MEPEeHHEM WM HaOJIIOJeHUEM,
CHIEeTIaHHBIM JI0 Hayajla Tepamiy B COOTBETCTBHH CO CrocoOoM. biarorBopHoe Bo3neHcTBHE
MOJKET TaKKe PUHUMATh (POPMY OCTAHOBKH, 3aMEIJICHUS, 3a1€P>KUBAHIS MITH CTAOMITH3aIiN
BPEIHOIO MPOTPECCUPOBAHMS MapKepa CONUAHON omyxonu. DPPEeKTHBHOE JIEUEHHE MOMKET
OTHOCHTBCS K OOJIETUEHHIO 10 MEHBLIEH Mepe OIHOro CHMIITOMa CONMAHON omyxonu. Takoe
3¢ eKkTUBHOE NIeUueHNEe MOXKET, HAITPUMEP, YMEHBIINTD O0JIb Y TTALIUEHTA, YMEHBIIUTD Pa3Mep
W/WIM  KOJUYECTBO OIyXOJIEBBIX MOPAKEHHWH, MOXKET YMEHBIINTh WM TPEIOTBPATHTH
METaCTa3uPOBAHKE OIYXOJIH W/ MOXKET 3aMEIUITUTh POCT OIyXOJIH.
Tepmun "s>¢dexkTuBHOE KONMMUECTBO" OTHOCHTCA K KOJNMYECTBY areHTa, KOTOpOe
o0ecrieuynBaeT >kelaeMblii OWOJNIOTHYECKUH, TEpanmeBTHUECKHUH W/WiIM NpOoQUIaKTHIECKH
pesyabrar. JlaHHBIA pe3yJbTaT MOXKET OBbITh CHIDKEHHEM, OoclablieHneM, BpPEMEHHBIM
oOneryeHueM, yMEHBbIICHHEM, 3aJepKUBAHUEM W/WiIH OOJEerdeHneM OIHOrO WK Oolee
NPU3HAKOB, CHMITOMOB WJIM NPUYMH 3a00JE€BaHUS WM JIHOOBIM JPYTHM SKEJIaeMbIM
U3MEHEHHEM OHOJIOTHUYECKOW CHCTEMbL. B OTHOIIEHHH COMUAHBIX OmyXoied, 3¢¢eKTHBHOE
KOJINYECTBO BKJIFOUAET KOJMYECTBO, NOCTATOYHOE MJISI TOrO, YTOOBI BBI3BATH yMEHBIICHHE
pa3MepoB OMyXOJIH W/ WM YMEHBLINTb CKOPOCTh POCTA OMYXOJH (HAIPUMED, IS TIOAABJICHHS

pocTa OMyXONM) WM TNPEAOTBPATUTh WM  3aA€pkKaTh JPYIyI0  HEXKENaTeNbHYIO
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nponngepatuuio  KJIETOK. B HEKOTOphIX BapHaHTaX OCYINECTBJICHUS H300peTeHHUs
3¢ exTuBHOE KOMUYECTBO MPEACTABNISIET COOOH KONMUYECTBO, JOCTATOYHOE IJISl TOTO, YTOOBI
3amepkaTh Pa3BUTHE ONYXOJU. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS H300pETEHUs
3¢ exTuBHOE KOMUYECTBO MPEACTABNISIET COOOH KONMUYECTBO, JOCTATOYHOE IJISl TOTO, YTOOBI
NPEAOTBPATUTh WM 3aJepiKaTh PEUUIUB OMyxond. J(P(HEeKTHUBHOE KOJUYECTBO MOKHO
BBOJIUTb B OIWH MJIHM HECKOJBKO MpPHUEMOB. D(P(PEKTUBHOE KOJHYECTBO JIEKAPCTBEHHOTO
CpeICTBa WM KOMITO3HLIUU MOXeET: (1) YMEHbIIATh YUCJIO PAKOBBIX KJIETOK, (11) YMEHbIIATh
pasmep omyxoiu, (iil) MHrHOMPOBaTb, TOPMO3HTb, 3aAMENJISITh O HEKOTOPOU CTENeHU H
MOJKET OCTaHOBUTH HH(HMIBTPALMIO PAKOBBIX KIETOK B mepudepuueckne oprasel, (iv)
uHruoOuposatp (T.€., 3aMeUIITh 1O HEKOTOPOH CTENEHH M MOXKET OCTaHOBHTH
METaCTa3upOBaHKUE OMyxoyH, (V) MHTHOUPOBaTH POCT OMyXoiw; (Vi) MpedoTBpalaTh WA
3a/ep’)KUBaTh BOSHUKHOBEHUE W/WIIM PELMINB ONMyXOJH Wy (vil) obyieryars 10 HEKOTOPOH
CTeTIEHU OAWH Wid Oolee W3 CHMIITOMOB, CBSI3aHHBIX C pakoM. B omHOM mpumepe
"s3¢p(ekTHBHOE KOMMYECTBO" O3HAadaeT KoJuuecTBO aHTU-LAG-3-aHTuTENna M KOJHYECTBO
aHTu-PD-1-anTurena, B cOYeTaHWHW, A€ KIMHUYECKH JOKA3aHO, 4YTO OHO BJIHAET Ha
CYLIECTBEHHOE YMEHBINEHHE paka WM 3aMeIUIieT IMPOrPEeCCHPOBAHUE paka, TaKOro Kak
COJIMIIHASL OMyXOJib TMO3AHEH craauu. Mcmonb3yeMble B HACTOSIIEM OINUCAHUU TEPMUHBI
"¢ukcupoBaHHas po3a", "mocrosiHHas 1o03a" W "MOCTOsSHHAas (UKCHpOBaHHas mo3a"
UCTIONB3YIOTCSl B3aMMO3aMEHsIEeMO M OTHOCATCS K 703€, KOTOpash BBOIAHUTCS TAaLUEHTy Oe3
ydera Macchl wid Twiomanu mnoepxHoctu Tena (body surface area (BSA)) manumenTa.
DuKcHpOBaHHAS WM eINHOOOpa3Hast 1034, CIeNOBaTEIbHO, HE MPEOyCMOTPEHA B BUIE MI/KT,
a, CKopee, Kak a0CONIOTHOE KOJMYECTBO areHrta (Hampumep, aHTH-LAG-3-aHTHTena w/miam
antu-PD-1-anTurena).

Hcnonp3yeMblil B JTAHHOM OMUCAHUM TEPMHH "1103a, OCHOBAaHHAsl HA IUIOLIAN MOBEPXHOCTH
tena (body surface area (BSA))," orHocurcs k no3e (Hampumep, aHTu-LAG-3-aHTuTeNa
uw/wim aHTu-PD-1-aHTHTENa), KOTOpas KOPPEKTHUPYETCS € YYETOM IUIOMATH IMOBEPXHOCTH
tena (BSA) otnenvHoro cyonsekta. OcHoBanHas Ha BSA no3a MoxkeT ObITh MPENOCTaBICHA B
BUZE MI/KI Macchl Tena. bbutn ornyOiIMKOBaHBI pa3iMdyHbIE pacdeTsl il onpeneiaeHus BSA
0e3 mpsiMOro U3MepeHusi, Haubdosee IMHUPOKO UCTIOIb3YEMBIMH U3 KOTOPBIX SIBJISIETCS (hopMyJIa
Du Bois (cm. Du Bois D, Du Bois EF (Jun 1916) Archives of Internal Medicine 17 (6): 863-
71, u Verbraecken, J. et al. (Apr 20006). Metabolism — Clinical and FExperimental 55 (4):
515-24). dApyrue npumepsl ¢popmys BSA Brimouaror B cedst popmyny Moctemnep (Mosteller
RD. N Engl J Med., 1987, 317:1098), ¢opmyny Xosiikoka (Haycock GB, et al., J Pediatr
1978, 93:62-66), dopmyny Gehan and George (Gehan EA, George SL, Cancer Chemother
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Rep 1970, 54:225-235), popmyny boitna (Current, JD (1998), The Internet Journal of
Anesthesiology 2 (2); and Boyd, Edith (1935), University of Minnesota. The Institute of Child
Welfare, Monograph Series, No. x. London: Oxford University Press), Gopmyny @ynzumoro
(Fujimoto S, et al., Nippon Eiseigaku Zasshi 1968;5:443-50), ¢opmyny Taxaxupa (Fujimoto
S, et al., Nippon Eiseigaku Zasshi 1968;5:443-50)) u ¢opmyny Ilnuxa (Schlich E, et al.,
Eméhrungs Umschau 2010;57:178-183.

Tepmun "anTuTeno" omnuchbiBae€T MOJUIENTUABI, COJAEpKAllUe IO MeHblIeH Mepe OUH
AHTUTEH-CBSI3BIBAIONINI YYaCTOK, TOJy4YeHHbIH W3 aHtutesia (Hampumep, VH/VL-obnacts
wi Fv mnmu CDR). AHTHTEeNa BKIIIOYAIOT M3BeCTHBIE (popMBbl aHTUTEN. Hanpumep, aHTUTENO
MOKET OBITh AHTHUTENIOM 4YeJIOBEKa, I'YMAaHU3UPOBAHHBIM AHTHUTEJIOM, OucHenupUIecKruM
AHTHUTEJIOM WJIM XMMEPHBIM aHTUTEJIOM. AHTHUTEJIO MOXKET TaKXke MpencTaBysaTh cobor Fab,
Fab'2, ScFv, SMIP, Affibody®, HaHOTENO MM TOMEHHOE aHTUTENO. AHTHTENO TAKKE MOMKET
ObITh MOOBIM U3 crenyromux m3otunos: IgGl, 1gG2, 1gG3, 1gG4, IgM, IgAl, IgA2, IgAsec,
IgD u IgE. AHTUTENO MOXET OBITh MPUPOJHBIM AHTHUTEIIOM MJIM MOXET MPENCTaBIATh COOOM
AHTHUTENO, KOTOpPOe OBLI0 M3MEHEHO (Hampumep, MyTeM MYyTalWH, AEJICeLHH, 3aMEHBI,
KOHBIOTAllNK ¢ (hparMeHTOM He aHTuTena). Hampumep, aHTHTENO MOXKET BKJIIOYATh OAHY WJIH
OoJiee MHBAPHAHTHBIX AMHHOKHCIJIOT (TI0 CPAaBHEHHIO C NMPHUPOIHBIM AHTUTEIOM), KOTOpas
U3MEHSET CBOWCTBO (Hampumep, (YHKIMOHAJIBHOE CBOWCTBO) aHTuTena. Hampumep, B
JaHHON 00JIACTH TEXHHKH M3BECTHBI TAKHE MHOTOYHCIIEHHBIE H3MEHEHUsI, KOTOPbIE BIIUSIOT,
HAIpuMep, Ha MEPHUOJ MOy BbIBEACHUS, 3(PPEeKTOpHYIO (PYHKINIO W/HIM UMMYHHBIE OTBETHI
Ha aHTUTENO VY TalueHTa. TepMUH aHTUTENO BKIIOYAET TakKe HCKYCCTBEHHbIE
MOJIUNIENTU/IHbIE KOHCTPYKLMH, KOTOpbIE COAepXKaT IO MEHblIIeHd Mepe OJUH AHTUIeH-
CBS3BIBAIOIIUN CANT, TPOUCXOAAIIMNA U3 aHTUTENA.

Tepmun "LAG-3" otHOocuTcs k reHy akrtmBanmu jumorutos 3 (Lymphocyte Activation
Gene-3). Tepmun "LAG-3" Bkirouaer B ceOst BapUaHTbI, H30(OPMBI, TOMOJIOTH, OPTOJIOTH H
napanoru. Hanpumep, antutena, cnerpduunbie ajs yenopeueckoro oenka LAG-3, MoryT B
HEKOTOPBIX CJIydasiX MepeKpecTHo pearnposaTh ¢ Oenxom LAG-3 oT Buza, OTIMYHOIO OT
YeJIOBEUECKOro BHAA. B Apyrux BapuaHTax OCYIIECTBICHUS aHTHTENA, CHelU(UIHBIE IS
yesoBeueckoro oenka LAG-3, MOryT ObITh OJHOCTBIO CIIELU(PUUHBIMU JISI YEIOBEUYECKOTO
b6enmka LAG-3 u He MOTIyT OEMOHCTPHUPOBATH BUAOBYIO WIH JPYyTHE BHUIbI NEPEKPECTHOU
PEaKTUBHOCTH WJIM MOTYT MepekpecTHO pearuposath ¢ LAG-3 OT HEKOTOPBIX IPyrux BUIOB,
HO HE OT BCEX JPYTUX BUIOB (HAIpPHMeEp, MEPEKPECTHO pearupyror ¢ odespsiHpiM LAG-3, HO
He MbimuHbIM LAG-3). Tepmun "uenoeueckuii LAG-3" OTHOCHTCS K 4YeNOBEUECKOM

nocienopatenbHocTH LAG-3, Takol, Kak MOJHASA aMUHOKHCJIOTHAs IOCJIENOBATENbHOCTh
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yenoeueckoro LAG-3, umeromas B Genbank perucrpaunonssiii Homep NP 002277 (SEQ
ID NO:13). Tepmun "mbimuabii LAG-3" OTHOCHUTCS K TOCIEIOBATEIHHOCTH MBIIITHHOTO
LAG-3, Takoli, kak MOJHAas aMHHOKHCJIOTHAS MOCIENOBATENLHOCTh MbImuHOro LAG-3,
umeromass B Genbank perucrpanmonnsiii Homep NP 032505, LAG-3 Takke H3BECTHa B
JNaHHOW oOnacTu TexHuKkH, Kak, Hampumep, CD223. YenoBedeckas MOCIEAOBATEIHLHOCTD
LAG-3 wmoxer oriauuaTeCss OT  4ejoBedeckodl  mocienosatenbHoctw LAG-3 ¢
perucrpanioHHeiM ~ HOMepoM B GenBank NP 002277  HanuuueMm,  Hampumep,
KOHCEPBATHBHBIX MyTaLUi WM MyTallil B HEKOHCEPBATUBHBIX obnacTsx, 1 LAG-3 umeer,
MO CYIIECTBY, Ty ke Ouojorundeckyro (yHkmuto, uyto u uyenoBedeckuii LAG-3 u3 GenBank,
peructpanionssiii Homep NP_002277. Hanpumep, Ouonorndeckas pyHKLHUS YEITOBEYECKOTO
LAG-3 3axmouaercss B 0OJalaHUU 3TUTONOM BO BHEKJIeTOYHOM nomene LAG-3, koTopsrit
cneun(UIeCKr CBS3BIBAETCS AHTUTEJIOM HACTOSINErO ONMHCAHHUS, WM OHOJOTHYECKON
¢dyukueii uenoseueckoro LAG-3 sisiercs cesizpiBanue ¢ Monekysnamu MHC kacca 11
Tepmun "obe3bstanii LAG-3 (LAG-3 00e3bsiHbl)" npenHasHaveH st oxBata LAG-3-6enkos,
skcripeccupyembix  obesbssHamu  Craporo Ceera m Hosoro Csera, BkiIO4as, HO He
orpanuuuBasich umu, LAG-3 makaku u LAG-3 makaku-pesyca. TUnuyHON aMUHOKHUCIOTHON
MOCJIEA0BATENbHOCTHIO ISt LAG-3 00€3bsIHBI SIBJISIETCS AMUHOKHCJIOTHAsI
nocienosareabHocTh LAG-3 Makaku-pesyca, koropas Takxke xpanurcs B GenBank mon
peructpanMoHHbIM  HOoMepoM XM 001108923. [Ipyroil THUNMYHOH aMHUHOKUCIOTHON
MOCJIEIOBATEIBHOCTBIO I LAG-3 00€3bsIHBI SIBJISIETCS aJbTepHATUBHAS
MOCJIEIOBATENIbHOCTh Makaku-pe3yca kjoHa pa23-5, kak ommcano B mareHte CIIA
2011/0150892 Al. JlaHHasi anbTepHATHBHASI MOCIEAOBATEILHOCTh pe3yca OOHapy KUBaeT
pasiuuve B OAHY AMHMHOKHCIOTY, B nojoxkeHuun 419, mno  cpaBHEHHIO C
NIOCJIEIOBATEIBHOCTHIO, XpaHsimeiics B GenBank.

KoHnkpernas nocnenoBaTenbHOCTD Yenopeueckoro LAG-3 Oyner, kKak MpaBwio, MO MeHbIIEH
Mepe Ha 90% uaeHTHYHAa aMUHOKHMCIIOTHOM MOCIEA0BaTeNIbHOCTU YenoBeueckoro LAG-3 u3
Genbank, peructpanmonssiii Homep NP 002277, u conmep>KUT aMHHOKHCIIOTHBIE OCTATKH,
KOTOpble  HWACHTUPULMPYIOT AAHHYIO aMHHOKHCIOTHYIO  IOCJIENOBAaTEJIbHOCTh  Kak
4eJIOBEYECKY10, 110 CPABHEHUIO C aMUHOKHUCJIOTHBIMU NocneaosatenabHocTsMu LAG-3 npyrux
BUZOB (HaIpuMep, MBbILTUHBIX ). B HEKOTOpBIX cirydasx uenosedyeckuil LAG-3 mMoxkeT ObITh TIO
MeHbInel Mepe Ha 95% wuu gaske o MeHbinel mepe Ha 96%, 97%, 98% unu 99% unentuyueH
10 aMHUHOKHUCIIOTHOH mocnenoBarenbHocTH ¢ LAG-3 u3 Genbank, perncrpalilnoOHHBI HOMED
NP 002277. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUs nochenosaTenbHocTe LAG-3

yenoBeka Oymer orobpakatb He ©Oojee 10  aMUHOKHCIIOTHBIX — pasjiMdMii ¢
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nocienosareabHOCThIO LAG-3 w3 Genbank, perucrpaumnonssiii Homep NP _002277. B
HEKOTOPBIX BapUaHTax ocyliecTBieHUs deioBeuecknii LAG-3 MoxeT orobpaxkate He Oojee
yeM S5 wium jgaxke He Oonee wem 4, 3, 2 wim | aMUHOKHCIOTHBIX pasfiu4uid ¢
nocaenosareabHOCTEI0O LAG-3 3 Genbank, peructparnmonnsiii Homep NP_002277. IIpoueHT
UIGHTHYHOCTH MOXKET OBbITh ONpeNesieH, KaK OMMUCaHO B HACTOALIEM JOKYMEHTE.
Hcnonb3yemble B HAcTOALIEM ONMCAHUM TEePMHUHBI "3amporpaMmMupoBaHHas cMepTh |
(Programmed Death 1)", "3anporpammupoBannas cmepthb kietku 1 (Programmed Cell Death
)", "6Gemox PD-1", "PD-1," "PDI" ,"PDCDI1", "hPD-1" wu "hPD-1" wucnone3yroTcs
B3aMMO3aMEHAEMO M BKJIIOYAIOT B ceOs BapHaHTbl, H30(OPMBL BHIOBBIE TOMOJOIHU
yesopeueckoro PD-1 u ananoru, nmeromue no MeHblneil Mmepe oguH obuuii snuromn ¢ PD-1.
IMonuyro nocnenoBatenbHOCTE PD-1 MoxuO Haiitn B GenBank, permcrpallnoHHBIH HOMEp
U64863 (SEQ ID NO:29).

benok Programmed Death 1 (PD-1) sBisercss marubupyrommmM wieHoMm cemerictea CD28
peuenTopoB, Kortopoe Takke Bikmrodaer CD28, CTLA-4, ICOS u BTLA. PD-1
SKCIIPECCUPYETCS HAa aKTUBUPOBAHHBIX B-kieTkax, T-kIeTkax 1 MUEJIONIHBIX KiieTKax (Agata
et al., supra; Okazaki et al. (2002) Curr. Opin. Immunol. 14: 391779-82; Bennett et al. (2003)
J Immunol 170:711-8). IlepBonauanmbHbie uwieHbl cemelictBa, CD28 wu ICOS, Obun
OoOHapy>keHbl 4Yepe3 (yHKUHOHAIbHBIE 3((EKThI, OKa3blBa€Mble HAa YBEIHYEHHE YPOBHS
npomudepanun T-kneTok mocie nodasneHuss MOHOKJIOHaNbHbIX aHTuten (Hutloff er al.
Nature (1999);, 397:263-266; Hansen et al. Immunogenics (1980); 10:247-260). PD-1 Obin
OoOHapy>keH B XO€ CKpHHHUHIa Ha AudQepeHInaIbHy 0 3KCIPECCHIO B alONTO3HBIX KJIETKaX
(Ishida et al. EMBO J (1992); 11:3887-95). Ocranbable uiensl cemeiictBa, CTLA-4 u BTLA,
ObuT OOHApY’KEHBI € TIOMOIIBED CKPWHUHra Ha AU(QPEepeHIHaTbHYI0 OSKCIPECCHIO B
nutorokcnyeckux T-mumdonurax u knetkax THI1, coorBerctBenno. CD28, ICOS u CTLA-4
UMEIOT HeTapHbI OCTATOK LIMCTEHHA, MO3BOJIIOLINI OCYIIECTBJISATE roMOIUMepr3aui. B
MPOTUBOIOJOKHOCTD, Opeanoyaraercs, 4ro PD-1 cymiecTByeT kak MOHOMEpP, Yy KOTOPOTO
OTCYTCTBYET HEMAapHbIH OCTATOK LMCTEHHA, XapaKTEPHbIA IJIsl APYTHUX UYJIEHOB CeMeicTBa
CD28.

I'en PD-1 npencrasnsier coboli TpaHcMeMOpaHHbIN Oeiok Tuma | ¢ MonekyisipHOH Maccoll B
55 x/la, KoTOpBIH sBisIETCS 4acThiO cymepcemeiicrBa Ig-renoB (Agata er al. (1996) Int
Immunol 8:765-72). PD-1 conepkxur mMeMOpaHHBII MPOKCHMAJIBHBIA MMMYHOPELENTOPHbINA
UHTUOMPYIOINI THUPO3UH-COepskaluid MOTHB (immunoreceptor tyrosine inhibitory motif
(ITIM)) u wmeMOpaHHBIH AWCTANbHBIA THPO3WH-3aBHUCUMBIA NEPEKIFOUAIOLINA MOTHB

(tyrosine-based switch motif (ITSM)) (Thomas, M.L. (1995) J Exp Med 181:1953-6; Vivier,
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E and Daeron, M (1997) Immunol Today 18:286-91). HecMOoTpst Ha CTPYKTYPHYIO CXOJHOCTh
¢ CTLA-4, PD-1 ne xBataer MYPPPY-MmoTuBa, KOTOpBIN MMEET peliaroinee 3Ha4YeHUue s
cesizbiBanust B7-1 u B7-2. Jlnsg PD-1 Obutn upentuduumposansl nea jguranaa, PD-L1 u PD-
L2, xoropble, kak ObUIO MOKA3aHO, MONABJSIOT AKTUBALMIO T-KJIETOK IMOCHE CBS3BIBAHHS C
PD-1 (Freeman et al. (2000) J Exp Med 192:1027-34; Latchman ef al. (2001) Nat Immunol
2:261-8; Carter ef al. (2002) Fur J Immunol 32:634-43). PD-L1 u PD-L2 sBnsrorcs
romosioraMu B7, xoropele cBsasbBatoTCs ¢ PD-1, HO HE CBA3BIBAIOTCA C APYTMMH WIEHAMH
cemetrictea CD28. PD-L1 B u30bITKe MpeACTaBIeH B PA3JIMUHBIX 3JJOKAYECTBEHHBIX OIMYXOJISIX
gyenoseka (Dong ef al. (2002) Nat. Med. 8:787-9). B3aumoneticteue mexny PD-1 u PD-L1
NPUBOIUT K YMEHBIIEHUIO OMyXOJb-UHQHIBTPUPYIOIUX  JUM(POLHUTOB, CHIKEHHIO
nposngepaluy, OMOCPENOBaHHON peuenTopaMu T-KJIETOK, W YKJIOHEHHEM OT WMMYHHOTO
oTBeTa pakoBbIMHU kieTkamu (Dong ef al. (2003) J. Mol. Med. 81:281-7; Blank ef al. (2005)
Cancer Immunol. Immunother. 54:307-314; Konishi et al. (2004) Clin. Cancer Res. 10:5094-
100). ITogaBneHne UMMYHHOT'O OTBETA MOXKET OBITH OTMEHEHO MHTMOMPOBAHUEM JIOKATBHOTO
B3aumoneiicteuss PD-1 ¢ PD-L1, u nansbii >Qdext sBasercs aaguTHBHBIM, KOTAA
B3aumopeiicteue PD-1 ¢ PD-L2 takxe Onokupyercst (Iwai ef al. (2002) Proc. Nat’l. Acad.
Sci. USA 99:12293-7; Brown et al. (2003) J. Immunol. 170:1257-66).

B coorBercTBUM ¢ Tem (aktom, uto PD-1 sBisieTcss MHTHOMPYIOMIMM YJIEHOM CEeMeCTBa
CD28, y PD-1-me(uUUTHBIX JKUBOTHBIX pPAa3BUBAIOTCS PAa3JIMUHbIE AayTOUMMYHHBIC
(beHOTHUIBI, BKIIFOYAsl Ay TOMMMYHHYIO KapIHOMHONATHIO U CXOAHBIN C BOJUYAHKOW CHUHAPOM C
aptpuroM u Heppurom (Nishimura ef al. (1999) Immunity 11:141-51; Nishimura ef al. (2001)
Science 291:319-22). Kpome Toro, 6p110 YCTaHOBJIEHO, uTO PD-1 urpaer onpeneneHHyo poJb
B AyTOMMMYHHOM O®HIe(}amoMuenuTe, CHCTEMHOM KpacHOH BOJNYAHKE, PEaKIHU
"rpancmantar nporuB xossmHA" (PTIIX, graft-versus-host disease (GVHD)), caxapHom
nuabere thmna | u peBmaroumHom aptpure (Salama ef al. (2003) J Exp Med 198:71-78;
Prokunina and Alarcon-Riquelme (2004) Hum Mol Genet 13:R143; Nielsen et al. (2004)
Lupus 13:510). Ha MpinmHON IMHUK OMyXoJeBbIx B-kietok Obuto mokaszano, uro ITSM y
PD-1 Baxen nns Toro, utoObl Onokmposath BCR-omocpenoBaHHBIN Ca’"-motox u
dbochopunrpoBaHre octaTka THPO3UHA 3(P(EKTOPHBIX MOJIEKYJI, YYaCTBYIOIUX B Mepenaye
curnana (Okazaki et al. (2001) PNAS 98:13866-71).

"Jluraun 3anporpamMupoBaHHoi cmeptu 1 (Programmed Death Ligand-1 (PD-L1))"
NpeAcCTaBsier coOOH OAMH M3 BYX MOBEPXHOCTHBIX TJIMKOMPOTEHHOBBIX JIMTAHIIOB KIIETOK
st PD-1 (mpyroit mpencrasisier codoii PD-L2), koTopblii MOAaBIAIOT aKTUBALUIO T-KJIETOK

U CEKpeLMIO LIUTOKMHOB Mocne cBs3biBaHus ¢ PD-1. Tepmun "PD-L1", kak ucnonssyercst B

2
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HACTOSIIEM ONHMCAHWH, BKIO4aeT B cebs denoseueckmit PD-L1 (hPD-L1), BapuanTsl,
u30¢opMbl U BUOBbIe ToMosiord hPD-L1, u 5 aHanoros, UMEOIINX 10 MEHbIIEH Mepe OJUH
obmmii sruton ¢ hPD-L1. ITonmHyto nocnenosarenbHocth hPD-L1 mMoxkHO Haiitn B GenBank
MOJ perucTpalOHHbIM HoMepoM QINZQ7.

IIa. Aurtn-LAG-3-agturena

AnTnrena nporus uenoBedeckoro LAG-3 (umm VH/VL-gomeHsbl, mojdy4YeHHbIE M3 HUX),
NOAXONALINE JJIsI NMPUMEHEHUS B HACTOSIIEM H300PETEeHHH, MOTYT OBbITb TIOJYYEHBI C
HCTIOJIB30BAHUEM CITIOCOOOB, XOpOILIO M3BECTHBIX B JAHHOW OONACTH TEXHMKH. B KaudecTBe
anbTepHATUBBI, MOXKHO HCIMONb30BaTh aHTU-LAG-3-aHTuTEeNa, NpU3HAHHBIE B JaHHOUN
oOxyactu TexHuku. Harpumep, MoxeT ObITh UCIIONIB30BAHO AHTHUTENO MPOTHB YEJIOBEUECKOTO
LAG-3, onucannoe B matente CIITA US2011/0150892 A1, comep:kaHre KOTOPOTrO BKJIFOUEHO
B JJaHHO€ ONMCAaHME IOCPEICTBOM CCBUIKH, KOTOPO€ YIOMHHAETCs KaKk MOHOKJIOHAJIbHOE
antureno 25F7 (taxxe mzectHO Kak "25F7" m "LAG3.1"). [Ipyrue npusHaHHbIE B JAHHOM
obnactu TexHukH aHTH-LAG-3-aHTHTENa, KOTOPBIE MOTYT OBITH HCIIOJIb30BAHbI, BKIKOYAIOT
IMP731, onucannoe B marente CIIIA US 2011/007023, conmep:kaHwe KOTOPOTO TaKKe
BKJIFOUEHO B JAHHOE OMMCAaHUE NOCPEACTBOM CCBUIKU.

Tax:ke MOTYT OBITh UCTIONIB30BAHBI AHTHTENA, KOTOPBIE KOHKYPHPYIOT 3a cBs3biBaHue ¢ LAG-
3 ¢ moOBIM U3 BBILIEYTOMSHYThIX aHTUTEJ, I3BECTHBIX B TAHHOH O0JIACTH TEXHUKH.

ITpumep antu-LAG-3-anturena npencrasiser coborr BMS-986016, conepskaruee TsKenble U
JIETKWE LMy, CoAepikamue ImnocjienoBareabHocTy, npuseneHHsie B SEQ ID NO:1 u 2,
COOTBETCTBEHHO, WJIM €r0 aHTUTEH-CBSI3bIBAIOLINE (PPAarMEHThI M BAPUAHTHI, KaK OMHCAHO B
PCT/US13/48999, conepxaHue KOTOPOHW BKJIOYEHO B JAHHOE OIMCAHHWE IIOCPEIACTBOM
CCBUIKH.

B npyrux BapuaHTax ocyecTBieHust n3ooperenus antuteno umeer CDR-nomeHs! Tsokenoi
U JIeTKOH nereli mim BapuadenbHeie obmactu o BMS-986016. CooTBETCTBEHHO, B OHOM U3
BApUAHTOB OCyllecTBIeHUs1 aHTuTeno copepxkutr paomeHel CDRI1, CDR2 u CDR3 u3z VH-
obnactu or BMS-986016, umerommeli nocienoBaTeibHOCTh, okazaHHyo B SEQ ID NO:3, u
momenel CDR1, CDR2 u CDR3 wu3 VL-obmactu or BMS-986016, wumeromei
NocJieI0BaTeNbHOCTh, NokasaHHyo B SEQ ID NO:5. B npyrom BapuaHTe OCyIECTBIEHHS
antuteno comep:xut gomensl CDRI1, CDR2 u CDR3, copepskaique mociaenoBaTeNbHOCTH,
npencrasierdbie B SEQ ID NO:7, 8 u 9, coorsercrBenHo, u gomersl CDR1, CDR2 u CDR3,
comeprkalue rnocjenosatenbHOCTH, npeacrtasieHHole B SEQ ID NO:10, 11 wu 12,
COOTBETCTBEHHO. B npyrom BapmaHTe ocyuiecTBiIeHHs aHTHTENO copepxkut VH- n/mmm VL-

obnactu, comepKale aMUHOKUCIIOTHBIE MTOCIEAOBATEIbHOCTH, TToka3zaHHbie B SEQ ID NO:3

15



w/umn SEQ ID NO:5, coorBercTBeHHO. B nmpyrom BapuaHTe OCYIIECTBICHHS AHTUTENO
comep:kut BapuadeapHyro obnacte Tsokenou uenu (VH) w/wnm BapuabenbHyro 005acTb
nerkoit uenm (VL), xomupyemble IOCHENOBATENBHOCTSIMH  HYKJIEHHOBBIX  KHCIIOT,
nokaszanHbiMi B SEQ ID NO:4 w/unu SEQ ID NO:6, coorBercTBeHHO. B npyrom BapuanTe
OCYIIECTBJICHUS] N300PETEHHs AHTUTEJIO KOHKYPHPYET 3a CBA3BIBAHHE C TEM K€ SIUTOIIOM Ha
LAG-3, 4T0 ¥ BBIIEYNIOMSHYThIE AHTHTENA, W/WJIHM CBS3bIBAETCS C TEM K€ SIHTOIOM Ha
LAG-3, 4yro u BbllIEyNOMsHYTble aHTUTeNa. B 1pyrom BapuaHTe OCYILECTBIEHUs
n300peTeHNs] aHTUTENO CBS3bIBACTCS C 3MHUTONOM dYenoseueckoro LAG-3, comep:kammm
aMUHOKUCIOTHYI0 mocnenosarenbHocTh PGHPLAPG (SEQ ID NO:14). B apyrom Bapuante
OCYIIECTBJICHUS] M300PETEHHsI aHTUTENIO CBSA3BIBAETCS C AMHUTONOM denoBedeckoro LAG-3,
COZepKAIUM aMHHOKHCIOTHYI mocienoBatenbHocTe HPAAPSSW (SEQ ID NO:15) umm
PAAPSSWG (SEQ ID NO:16).

B npyrom BapmaHTe OCYIIECTBIIEHHS H300PETEHNS aHTUTEJIO UMEET 110 MEHBIIEH Mepe OKOJIO
90% WAEHTUYHOCTH AaMHHOKHCJIOTHOW TMOC/IENOBATEIbHOCTH BapuabenbHOW objactu ¢
BBILIEYTOMSIHY THIMH aHTHTENaMHU (HampuMmep, 1o MeHblIeil Mepe okoso 90%, 95% wmu 99%
uneHTudHOCTH BapuadenpHol odnactu ¢ SEQ ID NO:3 wm SEQ ID NO:5).

IIb. Autu-PD-1-angTuTtena

AnTHTena npotus uenoBedeckoro PD-1 (umm VH- w/mnu VL-pomensl, npoucxopsinue w3
HUX), TOAXOISIINE U IPUMEHEHHUsI B HACTOSINEM HM300PETeHUH, MOTYT OBbITh IOJIyYEHBI C
HCTIOJIB30BAHUEM CITIOCOOOB, XOpOILIO M3BECTHBIX B JAHHOW OONACTH TEXHMKH. B KaudecTBe
aNbTePHATUBBI, MOKHO UCIIONBb30BaTh aHTH-PD-1-anTHTeNa, mpu3HaHHBIE B JaHHOH 00NACTH
TexHUkH. Hampumep, MoryT OBITb HCIONB30BaHBl MOHOKJIOHaJNbHBIE aHTUTEena SC4
(Ha3pIBaeMmble B HacrosimeMm onucannd Nivolumab wmu BMS-936558), 17D8, 2D3, 4HI,
4A11, 7D3 wu 5F4, onucannbie B WO 2006/121168, comep:kaHre KOTOPOH BKJIIOYEHO B
JAHHOE OIHCAaHWE MOCPEeNCTBOM CCbUIKU. Jlpyrue ussecTHole PD-1-aHTuTena BKIHOYArOT
Lambrolizumab (MK-3475), ontucarnoe B8 WO 2008/156712, u AMP-514, onmcannoe B WO
2012/145493, conepxaHne KOTOPBIX BKJIIOYEHO B JAHHOE OIMCAHHE TOCPEACTBOM CCBUIKH.

Kpome Toro, uzsectabie PD-1-anturena u apyrue naruouropsl PD-1 Brirowarot B cebds Te,

Koropele omucansl B WO 2009/014708, WO 03/099196, WO 2009/114335 u WO
2011/161699, conmep:kaHue KOTOPBIX BKJIIOUEHO B HACTOSIIEE ONHMCAHUE IOCPEICTBOM
ccoutkn. Takke MOTyT OBITh MCTIOJB30BAHBI AHTUTENA, KOTOPhIE KOHKYPHUPYIOT C JIIOOBIM U3

BBIIIEY TOMSIHY ThIX aHTUTEJI, U3BECTHBIX B JAHHOW 00JIACTH TEXHHKH, 3a CBsi3biBaHue ¢ PD-1.
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IIpumep anTH-PD-1-antuTena npencrasnsier coboit BMS-936558, conepixaiee Tspkesble U
JIETKWE LIeMH, coaepskaique mocnuenoaTenbHoCcTH, npuBeaeHHbie B SEQ ID NO:17 u 18,
COOTBETCTBEHHO, MJIH €r0 aHTUT'€H-CBS3bIBAIOINNE (PPAarMEHThI 1 BAPHAHTHL

B npyrux BapmanTax ocyuiectBieHus: n3o0perenus anturesio umeer CDR-nomensr Tsokenoi
U JIETKOH Lenu Wik BapuadenbHble oOnacti or BMS-936558. CoOTBETCTBEHHO, B OTHOM M3
BApUAHTOB OCyIluecTBieHUs1 aHTUTENO0 comepxkutr aomensl CDR1, CDR2 u CDR3 u3z VH-
obnactu or BMS-936558, uMmerolneii mocienoBatebHOCTh, mokasannyto B SEQ ID NO:19, u
momenel CDR1, CDR2 u CDR3 wu3 VL-obmactu or BMS-936558, wumeromei
NocJie0BaTeNbHOCTh, NokazanHyo B SEQ ID NO:21. B apyrom BapuaHTe OCyILIE€CTBIIEHUS
antuteno comep:xut gomensl CDRI1, CDR2 u CDR3, copepskaique mociaenoBaTeNbHOCTH,
npencrasierdbie B SEQ ID NO:23, 24 u 25, coorBercrBenHo, U nomenosl CDR1, CDR2 u
CDR3, copepamue mocienosarenbHOCTH, npeactaBieHHbie B SEQ ID NO:26, 27 u 28,
COOTBETCTBEHHO. B npyrom BapmaHTe ocyliecTBieHUs1 aHTHTENO copepkut VH- n/mmm VL-
obnactu, comep:Kal(ue aMUHOKHUCIIOTHBIE TMOCIENOBATEIbHOCTH, moka3aHHbie B SEQ ID
NO:19 w/umm SEQ ID NO:21, coorBercTBeHHO. B apyrom BapuaHTe OCYINECTBJICHUS
AQHTHUTENIO COAEPKUT BapualepHyI0 obnacth Tsikenol nenun (VH) w/wnm BapuaOenbHYRO
obnacte nerkod nenu (VL), xomwpyemble MOCIENOBATENILHOCTSIMH HYKJIEHHOBBIX KHCIIOT,
nokaszaHHbiME B SEQ ID NO:20 w/unu SEQ ID NO:22, cooTBeTcTBeHHO. B pyrom BapuaHTe
OCYIIECTBJICHUS] N300PETEHHs AHTUTEJIO KOHKYPHPYET 3a CBA3BIBAHHE C TEM K€ SIUTOIIOM Ha
PD-1, 4T0 1 BBILIEYTOMSIHYTBIE AHTHTENA W/WJIM CBSI3BIBAETCS C TEM K€ 3NHUTONOM Ha PD-1,
YTO W BBILEYNOMSHYTHIE aHTUTENa. B ApyromM BapWaHTe OCYILIECTBICHUS H300pETEHUs
aHTUTENI0 HMeeT MO MeHblled Mepe okojgo 90% HIEHTUYHOCTH aMHHOKHCIOTHOMN
MOCJIEIOBATEIbHOCTH BapHaOeIbHON O0NACTH € BBILIEY TOMSIHY THIMH aHTUTENIaMH (HarpuMep,
10 MeHblIeH Mepe okoio 90%, 95% wum 99% upeHTUUHOCTH BapuadenbHoM obnact ¢ SEQ
ID NO:19 wnu SEQ ID NO:21).

IIc. Autu-PD-L 1-agTurena

AnTHTena nporus uenoBeueckoro PD-L1 (umm VH- w/mnnm VL-moMeHBl, MosiyudeHHbIE W3
HUX), TOAXOISIINE U IPUMEHEHHUsI B HACTOSINEM HM300PETeHUH, MOTYT OBbITh IOJIyYEHBI C
HCTIOJIB30BAHUEM CITIOCOOOB, XOpOILIO M3BECTHBIX B JAHHOW OONACTH TEXHMKH. B KaudecTBe
aJbTEPHATHBBI, MOJKHO HCTIONB30BaTh aHTH-PD-L 1-anTuTeNa, NpU3HaHHBIE B TaHHOH O0IACTH
TexHUKH. Hampumep, MoryT ObITb HCIONB30BaHbI denoBeueckue aHTU-PD-L1-antutena,
packpbiTele B mateHTe CIIA Ne 7,943)743, conmep:kaHue KOTOPOrO BKJIOYEHO B JaHHOE
OMHUCAHUE TMOCPEeNCTBOM ccbUTku. Takue aHTu-PD-L1-anturena sxmrouator 3G10, 12A4

(Taxske n3BecTHOe kak BMS-936559), 10AS, SF8, 10H10, 1B12, 7H1, 11E6, 12B7 u 13G4.
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Jlpyrue mpu3HaHHbIE B HaHHOW obyactu TexHuku aHTU-PD-L1 aHTHTENa, KOTOpbIE MOTYT
OBITh MCIIOJIb30BAaHbI, BKJIIOYAIOT T€, KOTOPbIE ONMUCaHbI, HarmpuMep, B nateHTtax CIIIA NoNe
7635757 u 8217149, B nyonukauuu CIIIA Ne 2009/0317368 u nybnukammsix PCT NeNe WO
2011/066389 u WO 2012/145493, comepkaHUsl KOTOPBIX TAaK)XX€ BKJIIOYEHBI B IaHHOE
OMHCAHHUE TOCPENCTBOM CCBUIKH. Take MOTYT OBITh HCIOJIb30BaHBl AHTUTENA, KOTOPBIE
KOHKY PHPYIOT 3a CBsi3biBaHUE ¢ PD-L1¢ m0ObIM 13 BBIIEYTOMSIHY ThIX aHTUTEJ, MPU3HAHHBIX
B IaHHOW OOJIACTH TEXHUKH.

III. dapmanieBTHYECKHE KOMIIO3ULINHU

dapmareBTUYeCKie KOMITO3ULIMH, MOAXOMALINE JJsi BBEACHUS OOJBHBIM MAaILMEHTaM,
copMyIHPOBaHbI, KaK MPABWIO, AJIS MAPEHTEPAIbHOTO BBENEHHs, HAINpPUMEP, B JKUIKOM
HOCHUTENle, I TOAXONAT Ayl OOpa3oBaHUS >KUAKOTO pAacTBOpa MM CYCHEH3MH IS
BHYTPUBEHHOT'O BBEACHMUSI.

B o0mem, Takue KOMIo3UIuK OOBIMHO COEPIKaT (papMalleBTHUECKH PUEMIIEMBI HOCUTENb.
Hcnonp3yeMblii B JaHHOM OMNHMCAHWUM TEPMHH "(apMaleBTHYECKH MPUEMIIEMBbIH" O3HadaeT
ONOOPEHHBI TOCYAapPCTBEHHBIM PETYJUPYIOLINM OPTaHOM WM IEpPEeYUCIEHHBI B
dapmakonee CIIIA wnmu apyroii oOmenpusHaHHON (¢apmakomnee il WCMOJNb30BAHUS Y
JKUBOTHBIX, 0COOEHHO, y Jroned. TepMuH "HocuTeNnb" OTHOCUTCA K pa30aBUTENIO, aIbIOBAHTY,
HATIOJIHUTENIO WM HOCHTENI0, C KOTOPBIM COEIUHEHHE BBOIAT. Takue (papmManeBTHYECKHe
HOCUTENIN MOTYT OBbITh CTEPHJIBHBIMH JKMIKOCTSMH, TAKUMH KaK BOAAa W Macla, BKJEOYAs
Maclia, TOJiydYeHHble W3 He(TH, JKUBOTHOTO, PACTUTEIBHOIO WM CHHTETHYECKOTO
MIPOUCXOXKACHUS, TAaKHE KaK apaxucoBOE€ MaclO, COEBOE€ MacilO, MHHEpAJbHOE Maclo,
KYH)XyTHOE€ MAaclo, TJIMLEPHH, MOJMATHIEHTINKOIb, PUIMHONEAT W TOMy nopobHoe. Boxa
WA BOIHBIA COJIEBOH pacTBOP M BOJHBIE PACTBOPBI JEKCTPO3bl U TIIMLEPHHA MOTYT OBITh
UCIIOJIb30BaHbl B KauecTBE HOCUTeNeH, B YaCTHOCTH, ISl PAacTBOPOB [Jisi HHBEKLUN
(manpumep, comepskamue aHTH-LAG-3- wnmu antu-PD-1-antureno). XXunkue KoMIo3unuu
IUTS TIAPEHTEPATbHOTO BBENEHHSI MOTYT OBITh IPUTOTOBJICHBI JIsI BBEICHUS! UHBEKIIUEH HIIH
HenpepbiBHOH uH(Qy3ued. IlyTw BBemeHust uHbeKUMEH WM UHQPY3HEH BKIHOYAIOT
BHYTPHUBEHHOE, BHYTPHOPIOIINHHOE, BHYTPHUMBIIIEYHOE, WHTPATEKAJIbHOE W TOIKOKHOE
BBeZIeHNE. B onHOM 13 BapuaHTOB ocymectBieHus anTu-LAG-3- w/unn antu-PD-1-anTurena
BBOJIAT BHYTPHBEHHO (HAampuMep, B BUAE OTHEJbHBIX KOMITO3HLIMN HIIM BMecTe (B TOW Ke
KOMITO3UINH, TUOO B OTAEIBHBIX COCTABAX)).

IV. I'pynnsl nanmieHToB

Hacrostmee I/1306peTeHI/Ie OTHOCUTCS K KJIMHUYECKHM CIIOCODAM  JIEUEHHSI paka,

COIPOBOXKAAIOIIErOCsT CONIMAHBIMHU ONMyXOJSIMUA (Hanmpumep, pedpakTepHBIMH COJNUIHBIMU
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ONyXOJISIMU TIO3[HEH CTanuu) y OOJBHBIX MAIIMEHTOB C HMCIIOJNBb30BAHHEM COYETAHUS] aHTH-
LAG-3-anTutena u autu-PD-1-anTurena.

IIpumeprl pakoBBIX 3a00JIEBAaHHI, KOTOPBIE MOXKHO JIEUUTh C TIOMOLIBIO CIOCOOOB IO
HACTOSIIIEMY HW300pETEeHHI0, BKIIOYAIOT pPaK IEeUeHH, pPaK KOCTH, pakK IIOKENyIOYHOM
JKEJIe3bl, PaK KOXKH, PaK TOJIOBBI WIIM LIEH, PAK MOJIOYHOH KEJIe3bl, PaK JIETKOTO, KOJKHYIO HIIH
BHYTPHUIJIA3HYIO 3JIOKAUYECTBEHHYIO MEJAHOMY, pakK TIIOYKH, paK MAaTKH, pPaK SIMYHUKOB,
KOJIOPEKTAJIbHBINA PakK, PaKk TOJICTOW KUIIKH, PaK MPsSMOH KUIIKH, PaK aHAJIbHOH 00JacTH, pak
JKENyIKa, paK SWYHUKOB, pPaK MaTKH, KapIuHOMY (amronueBbx TpyO, KapUUHOMY
SHAOMETPHS, KapPLIMHOMY INEHKH MAaTKH, KapLUWHOMY BIIArajuiia, pakK BYJbBBHI,
HEXOIDKKUHCKYI0 TUM(OMY, pak MUIIEBOAA, PaK TOHKOHW KHIIKH, PaK YHIOKPHHHOW CHCTEMBI,
paK IIMTOBUIHOW JKEJe3bl, PaK MapalluTOBUAHOHN »KeNe3bl, PaK HAAIOYEYHHKOB, CaApPKOMY
MSITKHX TKaHEH, paKk ypeTpsl, pak MOJOBOTO YJeHa, COMMIHBIE OmyXxouu y aerei (solid tumors
of 25 childhood), mumdorurapayro mumdpoMy, pak MOYEBOro My3bIps, PaK TMOYKH WU
MOYETOYHUKA, KAPLUHUHOMY IMOYE€YHOU JIOXaHKH, HOBOOOPA30BaHUS LIEHTPAJILHOW HEPBHOH
cucremsl (IIHC), mepsuunyro numdomy I[HC, aHruorenes omyxojid, pak OCH CIIMHHOTO
MO3Ta, TJIMOMY CTBOJIa MO3ra, afjeHoMy runodusa, capkoMmy Kamomu, smunepMOuIHbINA pak,
IJIOCKOKJIETOYHBIN PAK, CBA3AHHBIE C OKPY’KAKOIIEW CpeaoN paku, BKIOYAs PaKHy,
UHIy IUIPOBAaHHBIE acOecTOM, IeMaTOJOrMYeCKHe 3JI0KaueCTBEHHbIe HOBOOOpasoBanus 30,
BKJIFOYAsi, HANpUMep, MHOXKECTBEHHYIO MHeIoMy, B-kimerounyro mumbomy, mumdomy
XOMKKUHA/TIEPBUYHYI0 MEIUACTHHAIBbHYIO B-KkieTounyro nuM(poMy, HEXOIKKHHCKHE
TUM(OMBI, OCTPYI0 MHUEJNOHIHYI0 JUM(POMY, XPOHHUECKUH MHENONEHKO3, XPOHHUYECKHUI
aumbonelikos, Gommukysipayo mumMbomy, mud@y3HYr KpyMHOKIETOUHYK B-kieTodHyro
miMpomy, nmumdpomy bepkurra, HMMYHOOJACTHYIO KPYITHOKJIETOUHYIO JuMmdomy, B-
auMGpoOIacTHYI0 JTUMGPOMY U3 KJIETOK-TIPEIIIECTBEHHUKOB, JUM(POMY KJIETOK MAaHTHH,
ocTpeiii  nuM(pOONTaCTHRI  JIEHWKO3, rpuOOBUIHBIA ~ MHKO3, aHAIIaCTUYECKYIO
KPYMHOKJIETOUHYI0 JuMbpomy, T-kierounyro mumpomy u T-mumdpobnactHyro mumdomy us3
KJIETOK-TIPE/IIIECTBEHHUKOB, a TakXke JroOble KOMOWHAIIMM YKa3aHHbIX BHIOB paka.
Hacrosmee nzobpereHue Takyke NPUMEHUMO K JICUSHHIO METAaCTATUIECKUX PAKOB.

B opgHOM BapmaHTE OCYIIECTBICHHS MALIMEHT - YEJIOBEK CTPANaeT OT HEMEJKOKJIETOYHOIO
paka snerkoro (NSCLC) unm cBsiI3aHHOTO ¢ BUPYCHOH MH(peKIuen paka (Hanmpumep, Ormyxolb,
CBs3aHHasi ¢ BHUpycoMm mammiioMmbl dYenoBeka (HPV, human papilloma virus) wmu
aICHOKAPLUMHOMBI KeJdylka. B KOHKpETHOM BapuaHTe OCyUIECTBJEHHUS cBs3aHHas ¢ HPV

omyxojb npeacrasisier codoii HPV+ pak ronmossr u men (head and neck cancer (HNC)). B
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APYTOM KOHKPETHOM BapUaHTE OCYIIECTBJICHUS AaJCHOKAPLMHOMA JKENyIKa CBSI3aHA C
uH(peKIreH, BpI3BaHHOW BUpycoM JdmmureliHa-bapp (Epstein-Barr virus (EBV)).

[TameHTs MOTYT OBITH MPOBEPEHBI MM BBIOPAHbI M3-3a OJHOTO MM OoJiee U3 OMUCAHHBIX
BBILIE KIMHUYECKUX NMPU3HAKOB A0, BO BPEMs WJIN TIOCIIE JICUSHHUSI.

V. KoMOuHMpOBaHHAs TEpAUs

KomOnHupoBaHHBIE Tepanuy, OOECHeYeHHbIE B HACTOSINEM H300PETEHUH, BKJIIOYAIOT
BBeZieHNe aHTU-LAG-3-aHTHTENa U APYTrOro aHTHUTENA, KOTOPOe OJNIOKHPYET MHrUOUPYIOMIHH
UMMYHHBIH penenTtop (Hampumep, pelenTop, KOTOPBIH MOCHE CBS3BIBAHHS € €r0 MPUPOIHBIM
JUTaHIOM  WHTUOWpYyeT/HeHTpamu3yeT aKTHMBHOCTb, TaKyK KaK  LIUTOTOKCHYECKas
aKTUBHOCTb), B YaCTHOCTH, aHTU-PD-l-anTurena, and nedeHuss CyOBEKTOB, HMEIOIIUX
COJTUAHBIE OMyXOJH (Hanmpumep, pedpakTepHbIe CONUIHBIC OMYXOJIH TO3IHEH CTaIuN).

B onHOM M3 BapHaHTOB OCYINECTBJICHHS HACTOsIIee N300peTeHrne OTHOCHTCS K aHTH-LAG-3-
aHtuTenny M aHTU-PD-l-aHTHTENy B KOMOWHALIMM COTJIACHO OIPENEICHHOMY PEKUMY
KJIMHUYECKOH JIO3UPOBKH, [IJIsl JIeYeHUs CyOBEKTOB, HMEIOIIUX COJUAHBIE OMyXOJH
(HarmpumMep, pedpakTepHYIO COMUAHYIO OMyXOJb MO3MHEH cTtanuu). B KOHKpeTHOM BapuaHTe
ocyuiecTBiieHus: n3odperenus: antu-LAG-3-antuteno npencrasiser codboii BMS-986016. B
IpyroM BapHuaHTe ocymectBienus antu-PD-1-antureno mpencrasisier codoii BMS-936558.
B npyrom BapuaHTe OCYIIECTBICHUS pPEKUMBI IO3UPOBKH PETYJIUPYIOT TakK, 4YTOOBI
00ecrneunTh ONTUMANIbHBIN KeJlaeMblil OTBET (Hanpumep, 3(pPEKTUBHBIN OTBET).

Kak wucnonp3yercsi B JaHHOM ONHCAaHUM, 100aBOYHOE WM KOMOWHHPOBAHHOE BBEACHHE
(COBMeCTHOE BBEICHINE) BKIIIOUAET B ce0sl OJHOBPEMEHHOE BBEICHUE COCIUHEHUN B TOW JKe
WIA APYTrOoH JIeKapCTBEHHOH (opMe WM pasfesNbHOEe BBEINCHHE COSTUHEHHUN (Harpumep,
nocyieioBateabHoe BBeAeHue). Takum obpasom, anTu-LAG-3- u antu-PD-1-anTurena moryt
OBITh BBEICHBI ONHOBPEMEHHO B BHJI€ OJHOW KOMITO3ULIMU. B KauecTBe ambTepHATUBBI, aHTH-
LAG-3- u antu-PD-1-anTHTena Moryt ObITh MPHUTOTOBJIEHBI AJISI PA3[esIbHOTO BBEACHUS U
BBOJIUTBCSI OIHOBPEMEHHO WJIM TOCIEIOBATENbHO (HAIPHMEP, OOHO AaHTUTENO BBOIST B
Te4eHre OKoyio 30 MUHYT Mepesl BBEACHUEM BTOPOT'O aHTHUTENA).

Hanpumep, antu-PDl-anTHTeno MoXHO BBOAUTb B NEPBYK OYEpenb C MOCIENYOLIUM
(Hampumep, cpa3y mnocie) BeenenueM aHTH-LAG-3-antutena, win Haodbopor. B omHoM u3
BAPUAHTOB OCyLIeCTBJeHUs aHTU-PD-1-antuteno BBomsaT no0 BeBemeHust aHTH-LAG-3-
aHTuTena. B npyrom BapmaHTe OCylIeCTBIEHUs n300pereHust aHTU-PD-1-aHTHTENO BBOIST
nocie BBeneHus: aHTH-LAG-3-anturena. B npyrom BapuaHTe OCYILIECTBICHHS M300pETEHHUS

aHtu-LAG-3-aatureno u  a"tu-PD-l-anTtureno  BBogsT — ogHOBpeMmeHHO.  Takoe
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OIHOBPEMEHHOE WJIH TOCJIEIOBATEIbHOE BBEACHUE MPEANOUYTUTENIBHO MPUBOJUT K TOMY, UYTO
y TIAIIUEHTOB, OABEPTAEMbIX JICUSHHUIO, OJHOBPEMEHHO MPUCYTCTBYIOT 00a aHTUTENA.

VI. IIpOoTOKOABI JIeUEHUsI

Ilopxonsaimuye NpOTOKOIBI JIEYEHUs IS JICHEHUSI COJMAHON OMyXOJIH Y MALUEHTA - YeJIOBEKA,
BKJIFOYAIOT, HAPUMEP, BBEIEHHE MALMEHTY 3(PPEKTUBHOIO KOJUUECTBA KaKIAOTO U3:

(a) antu-LAG-3-anturena, conmepskamero nomensl CDR1, CDR2 u CDR3 BapuabenpHOMU
obnacTy TSKENOHN Lenu, UMEIoIel MocienoBaTeNIbHOCTh, oka3aHHyo B SEQ ID NO:3, u
nomersl CDRI1, CDR2 u CDR3 BapuabenbHOil 00macTu JIETKOW IeNH, HMEIOIeh
MOCJIEIOBATENbHOCTD, oka3zanHyio B SEQ ID NO:5,

(b) amTu-PD-1-anturena, comepskamero nomernsi CDR1, CDR2 u CDR3 BapuabenpHOMU
o0nacTy TSIKENON LEeNu, UMEROIIel MOCeIoBaTeNIbHOCTh, Mokazanuyo B SEQ ID NO:19, u
nomersl CDRI1, CDR2 u CDR3 BapuabenbHOil 00macTu JIETKOW IeNH, HMEIOIeh
MOCJIEIOBATENbHOCTD, Moka3zanHyto B SEQ ID NO:21,

NpUYeM IaHHBIA CrOco0 COINEPXKUT MO MEHbIIEH Mepe OOWH LUK BBENEHHs, TN LIHKJI
COCTaBJISIET MEPUOA U3 BOCBMH HEZENb, MPUYEM U KaKAOr0 U3 YIOMSIHYTOrO IO MEHbIIEH
Mepe OJHOro MHKJa deTbipe A03bl aHTH-LAG-3-aHTurena BBOAST B (PUKCHPOBAHHOHN 103€,
coctasisoeit okono 1, 3, 10, 20, 50, 80, 100, 130, 150, 180, 200, 240 unu 280 mr, u no
MeHbIIeH Mepe deTelpe a03bl aHTH-PD-1-aHTHTena BBOmAT B (UKCHPOBAHHOH 103€,
coctasysrowent okono 50, 80, 100, 130, 150, 180, 200, 240 unu 280 mr. B npyrom BapuaHTe
OCYIIECTBIIEHUs 4eThIpe A03bl aHTU-LAG-3-aHTuTena BBoAT B Ao3e, cocrasisromeit 0,01,
0,03, 0,25, 0,1, 0,3, 1 wnum 3, 5, 8 wim 10 MI/Kr Macchl Tena, ¥ 4eTbipe A03bl aHTU-PD-1-
aAHTHTEA BBOIAT B 103€, cocrasistomieii 0,1, 0,3, 1, 3, 5, 8 umu 10 MI/Kr Macchl Tea.

B onHom u3 BapuanTOB ocyuiecTBieHus aHTU-LAG-3-antuteno u antu-PD-1-anTureno
BBOJSAT B CIAEAYIOLINX 103aX:

(a) 3 mr antu-LAG-3-anTtrena u 80 mr antu-PD-1-anturena,;

(b) 3 mr antu-LAG-3-anrurena u 240 mr antu-PD-1-anTHrena;

(¢) 20 mr aaTu-LAG-3-antutena u 240 mr antu-PD-1-anTurena,;

(d) 80 mr antu-LAG-3-antutena u 240 mr antu-PD-1-anturena; wim

(e) 240 mr antu-LAG-3-anturena u 240 mr antu-PD-1-anTurena.

B npyrom BapuanTe ocyiectsienust aHtu-L AG-3-antureno u antu-PD-1-antuTeno BBOAAT B
CJIeAYIOLNX A03aX:

(a) 0,03 mr/kr antu-LAG-3-antutena u 1 mr/kr antu-PD-1-anturena;

(b) 0,03 mr/kr antu-LAG-3-anTurena u 3 mr/kr antu-PD-1-anTurena;

(c) 0,25 mr/kr antu-LAG-3 anturena u 3 mr/kr antu-PD-1-anturena,;
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(d) 1 mr/kr antu-LAG-3-anrurena u 3 mr/kr antu-PD-1-anturena; umm

(e) 3 mr/kr antu-LAG-3-anturena u 3 mr/kr antu-PD-1-anturena.

B omHOoM BapmanTe ocymectBieHust n03y aHTU-LAG-3- w/wnmm  antu-PD-1-anTurena
pPacCUMTBHIBAIOT HA MI/KT Macchl Teja. B Ipyrom BapuaHTe OCyinecTBiIeHHs A03a aHTU-LAG-
3- wwumu antu-PD-1-anturena mnpencrasisier coboil gukcHpoBaHHYH 103y. B apyrom
BapHaHTe ocyecTBieHnst no3a aHTH-LAG-3- w/mmm antu-PD-1-anTurena usmensercs c
TeueHneM BpemeHu. Hampumep, antu-LAG-3-antureno w/mnu antu-PD-1-aHTHTENO MOXKHO
MEePBOHAYAJIILHO BBOJAUTH B BBICOKOW [103€, U AO3Y MOKHO CHM)KaTh C TEUEHHEM BpeMeHu. B
OPYTOM BapuaHTe OCYIIeCTBIeHHs n3o0pereHuss aHtu-LAG-3-antureno w/umu antu-PD-1-
AHTUTEJIO CHA4aja BBOAST B HU3KUX [103aX U YBEJIMYUBAIOT 103y C TEYEHUEM BPEMEHU.

B npyrom BapuaHTe ocyuiecTBieHHs1 KoanmuecTBO aHTH-LAG-3- w/mmm antu-PD-1-anturen,
KOTOpO€ BBOZSAT, MOCTOSHHO AJI KaxXKAOM 103bl. B Apyrom BapuaHTe OCYLIECTBJICHUS
n300peTeHNs] KOJIMYECTBO BBOJMMOIO AHTHTENA M3MEHSETCs ¢ Kaknou noszoi. Hampumep,
NoA/iepKUBArOLIast (MM MOCIEeNYIOIasi) 1032 aHTUTENa MOXKET OBbITh BBILIE WM TaKOH XKe,
KaK Harpy3odHas [103a, KOTOPYK BBOAAT BHayaje. B Ipyrom BapuaHTe OCYLIECTBJICHUS
NOJ/IePKUBAIOLIAsT 1032 AHTHTENA MOXKET OBITh HIYKE MJIM TAKOH Ke, KaK Harpy304Has 103a.
B npyrom Bapuanrte ocymectsieHus: n3ooperenus antu-LAG-3- w/umn antu-PD-1-anTurena
bopMyIHpYIOT NI BHYTPHBEHHOIO BBEACHHUSA. B  ONHOM BapHaHTe OCYILIECTBICHHS
uszobperenus: antu-PD-1-antuTeno BBomat B auu 1, 15, 29 u 43 u3 kaxkgoro uukia. B apyrom
BapHaHTe OCyIIeCTBIEHUs] n300perenus aHTu-LAG-3-anTureno BeoasT B nau 1, 15, 29 u 43
13 KaQXAO0rO LUKJIA.

B npyrux BapuanTax ocymectsiaenus: aHTH-LAG-3 w/unu aatu-PD-1-anTuTeNna BBOISAT OAUH
pa3 B HEAENI0, OJUH pa3 Kaxable TPU WM IBE€ HEAENH, OAUH Pa3 B MECsL WIM A0 TeX Mop,
NOKa HAaOJFOAeTCsl KITMHIMYECKUH 3P QPEeKT UM 10 TeX Mop, NOKa He OyAeT MOy4eH MOJHbIA
OTBET, TOATBEPKIAEHHOE TMporpeccupyomee 3adoneBaHHe WM HEpEryJupyemas
TOKCUYHOCTD.

B npyrom BapuaHTe OCyLIECTBJIECHHUS LIMKJ BBEJAEHUS COCTABJISIET BOCEMb HENENb, KOTOPBIE
MOTryT OBbITh TOBTOPEHBI, IO Mepe HeoOXOIMMOCTH. B 1pyroMm BapuaHTe OCYILIECTBICHHS
U300peTeHus IeYeHe COCTOUT U3 10 12 IHUKJIOB.

B npyrom BapuanTe ocyumecTtsieHust 4 103bl aHTU-PD-1-anTHuTeNna BBOAAT 32 BOCEMb HEAEINb
uukia. B npyrom BapuanTe ocyiuectsieHus 4 1o3bl aHTU-L AG-3-aHTHTENa BBOIST 32 BOCEMb
HezeNb [UKIA.

B npyrom BapuanTe ocyinectsieHust aHTu-PD-1-antuteno u antu-LAG-3-aHTUTENO BBOAST B

Ka4ecTBE NMEPBOH JIMHUU Tepanuu (HampuMmep, NMepBUYHAs WK nepBas Tepanusi). B apyrom
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BapuaHTe ocyuecTBieHus: antu-PD-1-anTuteno u antu-LAG-3-aHTUTENO BBOISAT B KAUECTBE
BTOPOW JIMHUM Tepanuu (HampuMmep, MOocie MEePBUYHON WM TMEpBON TEpanuy, BKIIOYAs
CJIyydau MocCJe TOro, KaK BOSHUKIIN PELMIMBBI W/ WK TA€ HE YIaIach epBast TEPaItus).

B npyrom acriekte Hacrosiimiee M300peTeHHE OTHOCHTCS K JIFOOOMY W3 BBILIEYTOMSHYTBIX
BAPUAHTOB OCYLIECTBJICHUSA, B KOTOpOM aHTU-PD-1-anTuteno 3zameneHo aHtu-PD-L1- unn

a"nTu-PD-L2-auturenom niau o0benuaeHo ¢ aotu-PD-L1- wnu autu-PD-L2-adTurenom.
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VII. PesyabTaThl

B otHOmEHnn LEJICBBIX OIMyXOJECBBIX HOpa)I(eHPIfI, OTBE€TBI Ha TCPAIUIO MOTYyT BKIIKOUATH B

cels:

IMonueiii otBet (Complete Response (CR))
(RECIST V1.1)

Hcuesnosenue BCEX LEJIEBBIX

JIroOble
narojioruyeckre Jumdarnieckre y3ibl

OIy XOJIEBBIX MOPAKEHUH.

(HEe3aBUCUMO OT TOrO, LEJEeBble WJIH
HeLIeJ'IeBbIe) AOJIKHBI UMETb YMCHBIICHUEC
MO KOPOTKOM ocH 10 <10 mmM.

UYactuunsiii oteet (Partial Response (PR))
(RECIST V1.1)

Y MeHbllIeHHe CyMMBbl TUAMETPOB LIEJIEBbIX
OMyXOJIEBBIX TMOPAXEHUH IO MEHbIIEH
Mepe Ha 30%, npuHHMMas B KadecTse
5TaJIOHa

CpaBHCHUA HUCXOJHBIC

CyMMapHbI€ JUAMETPBHL.

IIporpeccupoBanue 3a00s1eBaHMs
(Progressive Disease (PD))

(RECIST V1.1)

VYBenuueHue CymMmbl AUAMETPOB LIEJIEBBIX
OMyXOJIEBBIX TMOPAXEHUH IO MEHbIIEH
Mepe Ha 20%, mnpuHHMMas B KadecTse
5TAJIOHA CPAaBHEHUS] HAUMEHBINYI) CyMMY,
NOJIyYEHHYI0 BO BpeMsl HCCJIECHOBAHHS
(BKiIOYaeT B ce0sl HICXOAHYIO CYMMY, €CJIN

OHa SIBJISIETCS HauMeEHbIIEH Ha
MPOTS>KEHUH UCCIICIOBAHMSA). B
JIOTIOJIHEHHE K OTHOCHUTEJIBHOMY

yBenuueHuto Ha 20%, cyMma JOJIKHA

TaKk€ JEMOHCTPUPOBaTH  abCONIOTHOE
yBEIHMYEHHE, COCTABNAIOIIEe HE MeHee 5
mMm. (IIpumedanue: mTOsBIEHHE OXHOTO
wii OoJjiee HOBBIX MOPAKEHHH TaKkKe

CUHTAETCS MPOTPECCUPOBAHIEM).

CrabunbpHoe 3aboneBanme (Stable Disease

(SD))
(RECIST V1.1)

Hetr Hu AOCTATOYHOIO YMCHBIICHUA B
pasMepe, uTOOBI mpeTeHnoBaTh Ha PR, Hu

JOCTaTOYHOTO YBEJIUYEHUS, 4TOOBI
npereHaosarte Ha PD, mnpunumas B
KayecTBe STajoHa CpaBHEHMUsI

HaAUMEHBIINE CYMMApHbIC AUAMETPBI Ha
MPOTANKEHUN UCCIICAOBAHUA.

CBs13aHHBIN ¢ UMMYHHBIM OTBETOM IOJIHBIN
oreer (Immune-related Complete Response
(irCR))

(irRECIST)

Hcuesnosenue BCEX LEJIEBBIX

JIroOble
narojioruyeckre Jumdarnieckre y3ibl

OIy XOJIEBBIX MOPAKEHUH.

(HEe3aBUCUMO OT TOrO, LEJEeBble WJIH
HeLIeJ'IeBbIe) AOJIKHBI UMETb YMCHBIICHUEC
MO KOPOTKOM ocH 10 <10 mmM.

CBs13aHHBIN C HUMMYHHBIM OTBETOM

VY MeHbIIeHNe CYyMMbI TUAMETPOB LECIJICBbIX
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yactnaHblil oTBeT (Immune-related Partial
Response (irPR)
(irRECIST)

OIMyXOJIEBbIX MOPAKEHUI M BCEX HOBBIX
U3MEPSIeMbIX
(te.
OIyXOJIeBOI Macce) MO MEHbILeH Mepe Ha
30%,

OMYyXOJIEBBIX  MOPAKECHUN

MPOLUCHTHOE HU3MECHCHHE B

NnpuHuMass B KadY€CTBE JTaJIOHA

CPaBHEHHUs UCXOJIHBIE CyMMapHbIe
nuametpbl.  Ilpumeuanue:  nosBreHHe
HOBBIX U3MEPeMBIX OIy XOJIEBBIX

MOPaKEHUH pacKiaabIBaeTcs B OOMIYIO
OIyXOJIEBYIO Maccy,
KBaJTHU(PHUUUPYETCSI aBTOMATUYECKH Kak

HO HE

nporpeccupoBaHue 3a0oyeBaHUs, IIOKa
CyMMa JUaMETPOB HE YBEJINYUBAETCSA HA >
20%

3HAYCHUEM.

110 CPaBHCHUIO C HU3IMTHUM

Cpsi3aHHOE C HUMMYHHBIM OTBETOM
nporpeccupoBanue 3abonesanus (Immune-
related Progressive Disease (irPD))

(irRECIST)

ITo menbiueii mepe 20%-Hoe yBeIHUeHUE

B ONyXOJieBOH Macce (T.e. cymma
AUAMETPOB LECJICBBIX OMyXOJIEBBIX
MOpPAKEHU, a Takke JoOble HOBBIC
U3MEPUMBIE  OIYXOJIEBbIE  TMOPAKEHHS),
pUHUAMAsT B Ka4ecTBe  OTaJioHa

HAVMEHBIIYI0 CYyMMy Ha MPOTSKEHUU
uccienoBaHusi (3TO BKIIOYaeT B ceds
HUCXOIHYIO CyMMYy,
HalMEHbLIEH

€ClM OHa sBJIAETCS
Ha MPOTSAKEHUU
uccienoBanusi). B gomonHeHuwe K
OTHOCHUTEJIbHOMY yBenudeHuro Ha 20%,
CyMMa JOJDKHAa TakKe AEMOHCTPUPOBATH
abCONIIOTHOE YBENMYEHHE, COCTABIIIOIIEE
He MeHee S5 Mm. OLEHKH OmyXoju ¢
HCIIOJIb30BAHHEM KPUTEPUEB, CBA3AHHBIX C
UMMY HHBIM OTBETOM, ISt
3a0o0neBaHMs

BKIJIFOYACT BKJA4 HOBBIX H3MEPACMBIX

MPOrpeccupoBaHuUs

onyxoJieBbIx nopaxeHuil. Kaxxmas uucroe
MPOLEHTHOE W3MEHEHUE B OIyXOJIEBOH
Macce B MEepecUeTe Ha OLEHKY YUYUTBIBAET
pasMep M KUHETHKY pOCTa KaK CTaphbIX,
TaK W HOBBIX OIYXOJIEBBIX MOPAXKEHUI,
KOrJ1a OHU TMOSIBJIIFOTCS.

CBs3aHHOE C HUMMYHHBIM OTBETOM
crabunbHOe 3aboneBanue (Immune-related
Stable Disease (irSD))

(irRECIST)

Hetr Hu AOCTATOYHOIO YMCHBIICHUA B
pasMepe, uTOOBI mpeTeHnoBaTh Ha PR, Hu

JOCTaTOYHOTO YBEJIUYEHUS, 4TOOBI

npereHaosarte Ha PD, mnpunumas B
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Ka4ueCTBE JTajlIOHa CpaBHCHUA
HaAUMEHBIINE CYMMApHbIC AUAMETPBI Ha

MPOTANKEHUN UCCIICAOBAHUA.

B orHOImeHUN HELCJICBbIX OITYXOJIEBBIX HOpa)I(eHPIfI, OTBC€ThI HA TEPANINIO MOT'YyT BKJIFOYATh B

ceOst:
IMonnsrit oteet (CR) Hcue3HoBeHHE BCEX LENEBBIX OMYXOJEBbIX
(RECIST V1.1) nopaxkennit.  JltoOble  maTolOrHYECcKUe
auMpaTuaeckue y3ibl (10 KOPOTKOH OcH
<10 MM) JOJIKHBI ObITh
HETaTOJIOTHYECKUMH B pa3Mmepe.
He-CR/He-PD ITocrossHecTBO ~ omHOrOo  wium  Oosee
(RECIST V1.1) HEIIeJIEBOTO OMyXOJIEBOTO MOpaKeHUsI(i1).
IIporpeccuposanue 3abonesanus (PD) Oonosnaunoe npozpeccuposanie
(RECIST V1.1) CYILIECTBYIOIIMX HELENEBBbIX OIMyXOJEBbIX
nopakeHui. [TosBnenne onHoro nim Gosee
HOBBIX TOPAKEHHH TaKXe CUHUTAETCS
NPOTPECCUPOBAHHIEM.
CBs13aHHBIN ¢ UMMYHHBIM OTBETOM MOJHbIN | McuesHOBeHUE BCEX HELIEJIEBbIX
otser (irCR) OIy XOJIEBBIX MOpaXXKEHUH. Bce
(irRECIST) auMpaTUdeckue  y3Jbl  TOJUKHBI  OBITH

HETaTOJIOTHIECKOro pasmepa (<10 MM mo
KOPOTKOH OCH).

CBs3aHHOE €  HUMMYHHbIM  OTBETOM | YBeJIMYEHHE YHCIa WK pasMepa
nporpeccupoBanue 3adonesanus (irPD) HEIeJIEBOTO OMyXOJIEBOTO MOpasKeHUsI(i1)
(irRECIST) HE MPEICTaBIIsAET COOOM
MpOrpeccupoBaHue 3a00JeBaHHs 0 TeX
Top, €CJIK/TIOKa OIyXOJIeBasi Macca He
yBenmuunBaercst Ha 20% (T.e. cymma
IMAaMETPOB C HAMEHbBLINM 3HAYCHHEM
LIEJIEBBIX OIyXOJIEBBIX MOPAKEHUN U
JIFOOBIX HOBBIX H3MEPSEMBIX OMYXOJIEBbIX
NOpaKeHU yBEJIMYNBAETCS HA
HeoOxonumoe konndecTBo). Heuenesble
OIyXOJIeBbIe TIOPAXKEHUsI HE YUUTHIBAIOTCS
nipu onpeneneHnu CTabUIBLHOTO

3abosnesanus 1 YacTUYHOrO OTBETA.

Y manueHToB, KOTOPBIX JIEYHJIA B COOTBETCTBUU CO CIOCOOAMHM, OTIMCAHHBIMH B HACTOSIIEM
U300peTeHNH, MPEANOYTUTEIbHO HAOMIONAaeTCs YIyUIleHHe MO MEHbIIeH Mepe OIHOro

MPOABJICHUA pPakKa. B OOAHOM H3 BAapPUAHTOB OCYWCCTBIICHUA YJYyUYIICHUE UH3MECPACTCA
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YMEHBIICHHEM KOJIMUECTBA W/WIM Pa3MEpPOB H3MEPSEMBIX ONyXOJIEBbIX MOpaxeHuid. B
APYTOM BapHaHTE OCYINECTBJIEHHS OMNMYyXOJEBbIE MOPAXKEHHS MOTYT OBITh H3MEpPEHbl Ha
n300paKeHMsIX, Oy YeHHbIX peHTreHorpadueii wm KT (kommbrorepHas Tomorpadus) nim
MPT (MarEuTHO-pe3OHaHCHass Tomorpadus) rpyaHoil kietku. B ngpyrom Bapuanre
OCYINECTBJICHUS] LIUTOJIOTHYECKOE WIJIM THUCTOJOTMYECKOE HCCIEOBaHUE MOXKET ObITh
HCTIOJNIB30BAHO ISl OLIEHKH YyBCTBHTEIBHOCTH K TEPAITHH.

B omHOM BapumaHTe OCYINECTBIIEHHS y MALMEHTa, KOTOPOTO JICUWIIH, MPOSBISETCS IMOJHBINA
oreet (CR), wactuunsiii oteet (PR), cradunbpHOe 3a0oneBanue (SD), CBs3aHHOE ¢ UMMY HHBIM
otBeToM mnosiHoe 3a0oneBanue (irCR), cBsI3aHHBI ¢ MMMYHHBIM OTBETOM YaCTHYHBIH OTBET
(irPR) wiu cBs3aHHOE C UMMYHHBIM OTBETOM cTabmibHOe 3aboneBanue (irSD). B npyrom
BAapPHAHTE OCYINECTBJICHUS y MALMEHTa, KOTOPOTO JICYMUIIH, TPEANOUYTUTEIbHO HAOM0aaeTcs
YMEHBIICHHE Pa3MEPOB OMYXOJIM WA CHIKEHHE CKOPOCTH POCTa, T.€. TMONABICHHUE POCTa
omyxonud. B nmpyrom BapuaHTE OCYINECTBJIEHUS YPOBEHb NpONUdeparii HeKeIaTeIbHBIX
KJIETOK CHIDKAeTCs WINM MOJaBisieTcsl. B elne onMHOM BapHaHTE OCYLIECTBICHHS BO3MOJKHO
CNENyIoLlee W3 OJHOTO WM OoJjiee SBJICHUH: YHCIO PAKOBBIX KIETOK MOXeT ObITh
YMEHBIIEHO, pa3Mep OMyXOJIM MOXET ObIThb YMEHbLICH, WHQWIbTPALUS PAKOBBIX KJIETOK B
nepudepudeckie OpraHbl MOXET OBITb IONABJECHA, 3aTOPMOXKEHA, 3aMelUieHa WU
OCTaHOBJICHA, METACTa3UPOBAHHUE OIyXOJEH MOXET OBITh 3aMEeNJICHO MJIM MOJABJICHO, POCT
OIyXOJIN MOXKET OBbITh TOAABJIEH;, PELUANB OMyXOJIH MOXHO MPEIOTBPATHTD HIIH OTCPOUYHTS;
OIWH Wi OoJiee M3 CUMIITOMOB, CBSI3aHHBIX C PAKOM, MOXKET OBITh OOJIErYeH B ONpPeeIeHHOM
CTETICHH.

B npyrux BapmaHTax OCyIIeCTBJIECHHUS BBeleHHE >(PPEKTUBHBIX KojuuecTB aHTU-LAG-3-
aHTuTeNaa U aHTH-PD-1-aHTUTENa B COOTBETCTBHU C JIOOBIM U3 CHOCOOOB, 00ECIIEYEHHBIX B
HACTOSIIIEM HM300pETeHNH, POU3BOAUT 10 MEHbINEH Mepe OAWH TepaneBTHUeCKuil 3 dexT,
BBIOpPAHHBINA M3 TPYMIIBI, COCTOALIEH W3 YMEHBIIEHHs pa3Mepa OMyXOJH, YMEHbIICHHUs YHUCIa
METACTATHYECKUX MMOPAKEHUH, TOSBISIIOIUXCA B TEYEHHE MOJIrOro BPEMEHH, ITOJIHOH
PEMHCCUH, YaCTUYHOW PEMUCCHHM WM CcTa0mim3anuu 3a0oneBaHus. B npyrux BapuanTax
OCYIIECTBJICHUS] H300PETEHHsI CIOCOOBI JICUEHHs TPOU3BOAST JYYIIYIO COIMOCTABUMYIO
yacrory knuHH4Yeckor s¢dexruHocTH (Clinical benefit rate) (CBR = CR + PR + SD > 6
MECSIIIER), YeM YaCTOTa KIMHUYECKOH 3((HEeKTUBHOCTH, NOCTUTraeMasi ¢ moMoIIbio anTu-LAG-
3-anTutena unu antu-PD-1-anTuTtena B otaenpHOCTH. B Apyrux BapuaHTax OCyIIECTBJICHUS
yIyYIIeHUe YacTOThl KIWHUYEeCKOW 3(p(eKTHBHOCTH cocTaBiisieT okojo 20%, 30%, 40%,
50%, 60%, 70%, 80% wunu 6onee, mo cpaBHeHUto ¢ aHTH-LAG-3-anTuTenom wiu antu-PD-1-

AHTUTCJIOM B OTACJIILHOCTH.
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VIII. HaGope! ¥ eqUHUYHBIE TO3UPOBAHHBIE DOPMBI

Hacrosimee un3o0pereHne Takke OTHOCHUTCS K Ha0opaM, KOTOpPbIE  BKJIFOYAIOT
(hapManeBTHYECKYI0 KOMITO3UINIO, conepskainyo antu-LAG-3-antureno, Takoe kak BMS-
986016, a Takxke anTu-PD-1-antureno, takoe kak BMS-936558, u dapmaneBTudecku
NPUEMIIEMBI HOCUTEINb, B TEPANIEBTUYECKH 3 (HEKTHBHOM KOJIMYECTBE, aIaITHPOBAHHOM JIJISI
NpUMEHEeHHs1 B Npenbinymux crocobax. Habopbl Takxke HeoOs13aTeNTbHO MOTYT BKIIFOYATH
UHCTPYKLMY, HAIpUMep, conxepkamue Tpagukd  BBENEHHUs, YTOOBI  MO3BOJHTH
NPAKTUKYIOIIEMY CIIELHAINCTY (HampuMep, Bpad, MEACECTPa UM MALUEHT), KOTOPbIE BBOAST
KOMITO3UILIMIO, COAEPKALLYIOCS B HEM, BBEACHME KOMIIO3MIIMM MAaLUEHTy, UMEIIEMY pak
(HarpuMep, COMIHYIO ONyXOJjb). B HaOOp Takke MOXKET BKIFOUATHCS IITPHLL.
Heobsi3arenbHo, HaOOpbl BKIIOYAOT B ce0s HECKONBKO YIIAKOBOK JO3MPOBAHHBIX
(apMaLeBTHUECKUX KOMITO3ULIUH, KaXkas U3 KOTOPBIX CONEPKUT 3(PPEKTUBHOE KOJIMUECTBO
aHTu-LAG-3- unu antu-PD-1-anTuTtena nns ONHOKPAaTHOrO BBEAEHHS B COOTBETCTBUHM C
crocobamy, TPenyCMOTPEeHHbIMU Bbime. [Ipubopsl M ycTpolcTBa, HEOOXOMUMBIE IS
BBEZICHUS (papMalleBTHIECKOH KOMMO3MLIMHU(H), Tak’Ke MOTYT OBITh BKJIIOUEHBI B HAOOPHI.
Hanpumep, Habop MokeT obecreunTs OOUH MM HECKOJBKO MPENBAPUTEIBHO 3aNIOJHEHHBIX
LITNPULEB, COAEPIKAIIMX ONpeaeneHHoe konuuecTBo aHTU-LAG-3- unu antu-PD-1-anTurena.
B onHOM BapmaHTe OCYIIECTBJIECHMS HACTOsIIEe H300pEeTeHHe OTHOCHTCA K Habopy ams
JIeUeHUsI COJTMIAHOMN OMYXOJH Y MALMEeHTA - YeJIOBEKa, IIPUYEM JTaHHBIH HA0Op BKIIIOYAET:

(a) no3y antu-LAG-3-anturena, comepxkamero pgomensl CDRI1, CDR2 wu CDR3
BapuadebHOM 00IACTH TSKEJION LEeNH, UMEIOIIeH MOCIeIOBaTeIbHOCTD, MOKa3aHHyo B SEQ
ID NO:3, u nomens CDR1, CDR2 u CDR3 BapuabenbpHOI 00JacTH JIETKOU IeTH, UMEoIe
MOCJIEIOBATENIbHOCTD, oka3zanuyo B SEQ ID NO:5;

(b) mosy antu-PD-1-anturena, conepxamero nomensl CDR1, CDR2 u CDR3 BapuabenbHOI
o0nacTy TSIKENON LEeNu, UMEROIIel MOCeIoBaTeNIbHOCTh, Mokazanuyo B SEQ ID NO:19, u
nomersl CDRI1, CDR2 u CDR3 BapuabenbHOil 00macTu JIETKOW IeNH, HMEIOIeh
MOCJIEIOBATENIbHOCTD, Moka3zanHyo B SEQ ID NO:21; a Takxe

(¢) mHCTpYKIIMK IO puMeHeHnto aHTU-LAG-3-anTutena u antu-PD-1-anturena B cnocobax,
ONMCAaHHBIX B HACTOALLEM JIOKY MEHTE.

Crnenyromue mnpuMepsl SBIIOTCS TOJBKO WIIFOCTPATMBHBIMM W HE JIOJDKHBI  OBITh
HCTOJIKOBAHBI KaK OrpaHMYHUBAIOIINE OOBEM HACTOSIIErO PACKPHITHA B JFOOOM cliydae, Tak
KaKk MHOTHE BAapUAHTBI W SKBHBAJICHTbI OyAyT OUEBHAHBI U CIELUAIUCTOB B IAHHOM

00J1aCTH TEXHUKH MMPpU YTCHUH HACTOAIIECTO OMUCAHUA.
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Copnepxanue Bcex CChUIOK, 3amuceil B GenBank, maTeHTOB M OnmyOJMKOBAaHHBIX MAaTEHTHBIX
3asiBOK, ILIUTUPYEMBIX B NAHHOH 3asiBKe, BKIIOUYEHO B HACTOALIEE ONMUCAHHE TOCPEICTBOM
CCBLJIKH.

NPUMEPBI

TIpumep 1: Joxnnauueckas dapmakosiorus antu-PD-1-auturena (BMS-936558)

BMS-936558 mpencraBisier coOO# MOJHOCTBIO YENIOBEYECKOE, MOHOKJIIOHAJIBHOE AHTHUTENO
uzoruna IgG4 (kamma), koropoe cBs3biBaeTcss ¢ PD-1 ¢ HaHOMONSIPHBIM CPONCTBOM, Kak
U3MEPEHO C TNOMOIIBK) MMOBEPXHOCTHOIO IUIA3MOHHOIO PpPE30HAaHCA C HCHOJIb30BAHUEM
cucreMbl OmoceHcopoB Biacore®, W BBICOKOW CTENEHbIO CHELM(UYHOCTH, KOTOpas He
Mo3BOJIsIeT CBsi3biBaHUe C ero juranaamu PD-L1 u PD-L2. BMS-936558 He cBs3biBaeT
Ipyrue poncTBeHHBbIe ujieHbl cemeiicTBa, Takue kak BTLA, CTLA-4, ICOS umu CD28.
Hoxnunudeckue ucnbiranusi BMS-936558 mokasanu, uro cszeiBanue ¢ PD-1 npusBonur k
yCuIIeHHOH nponudepanun T-KIeTOK B BbICBOOOXKIEHHIO TaMMa-uHTepdepona (IFN-ramma)
in vifro. AMUHOKHUCJIOTHBIE TOCJIENOBATEIbHOCTH TsKEJIOoW | Jierkod uemu BMS-936558
noka3anbl B SEQ ID NO:1 u 2, COOTBETCTBEHHO.

Tlpumep 2: /n Vivo tokcuunocts autu-PD-1-anturena Novolumab (BMS-936558)

Toxcukonoruyeckue HCCIENOBAaHUS Y SBAHCKUX Makak noaTeepaunu, uro BMS-936558
XOPOLIO NMEPEHOCHIIOCh MPH A03axX 10 SO MI/Kr, BBOAMMBIX IBa pa3a B HEAEJNO, Il 27 103.
Pe3ynbraTel, CBA3aHHBIE C JIEKAPCTBEHHBIMH CPEIACTBAMHM, OTPAHUYHBAIUCH OOPATHMBIM
CHIDKeHHeM ypoBHs TpuiiogrupoHuHa (T3) Ha 28%, 06e3 COMyTCTBYIOIIMX HapyIIEHH
APYTHUX MapKepoB Oy HKIMH IIUTOBUIHOM KeJe3bl (IaHHbIE HE IPUBEICHBI).

Hpumep 3. Kiunudeckas dapmakosorus u Oe3omacHocTh aHTU-PD-1-anTnrena (BMS-

936558)

OO6umit oneiT 6e3omacHocTH ¢ BMS-936558, B kauecTBe MOHOTEpAaNHMU WM B COYETAHHH C

APYTUMH JIEKapPCTBEHHBIMHU TIpernaparaMy, OCHOBAH Ha oOmbITe y mnpuoOiamsurensHo 1500
CyOBEKTOB, MOJYYaBLINX €r0 IO HACTOSIIEro BpeMeHu. B nenom, 1ist MOHOTepanuu npoduib
0e30macHOCTH  SIBJISIETCS.  OAMHAKOBBIM  JUIA  BCEX THUIOB omyxosiell. EIWHCTBEHHBIM
UCKJIFOUSHHEM SIBJISIFOTCST HeskeaTeNbHble siBjeHus (adverse events (AE)) B Bune BocmaieHus
JETKUX, YUCJIO KOTOPbIX MOXKeT ObIThb Oonbme y cyOobekroB ¢ NSCLC, moromy uTto B
HEKOTOPBIX ClIydassx MOXXHO C TPyAOM IPOBECTHU pas3jiMuue MeXJIy CBA3aHHBIMU U He
cBsA3aHHbIMU ¢ BMS-936558 npuumHamMu J€rouHbIX CUMITOMOB U PEHTI€HOJOIMYECKUX
u3MeHeHudd. Ilpodunp Oe3omacHOCTH B IIEIOM COOTBETCTBYET pe3yJjbTaTaM BCeX
3aBEpPIICHHBIX W TEKYIIUX KIMHUYECKUX MWCIBITAaHUH, Oe3 IOCTHXKEHHMS MAaKCHMAaJIbHO

MEPEeHOCUMOM JO3bl TpH JII0OOW wucmbiTaHHOH no3e no 10 mr/kr. He ObLio HHUKakOH
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3aKOHOMEPHOCTH B 3a00JI€BAEMOCTH, TSKECTH WM MPUYUHHOCTH HEXXEJATEeNbHbIX SIBICHUH B
CBsI3U C YpoBHEM 110361 BMS-936558.

Ha cerogusamuuii neHp, ucciaenoBanue CA209003 Oonbliie BCEro CHOCOOCTBOBAJIO
MOJIyYeHHUIO0 KIMHUYecKoro ombita ¢ BMS-936558 y cyobekroB ¢ NSCLC u npyrumu
COJIMIHBIMU 3JIOKa4eCTBEHHBIMH HOBooOpasoBaHmsMu. CA209003 mnpencraBisaino coOoi
MHOTOZI030BO€ HCCIIEIOBaHUE € SCKajanued 1o3bl ¢pa3pl | y cyOBeKTOB, KOTOPBIX PaHbIIE
JeYWIM TIO TOBOAY 3amylleHHoW wmn wmertactatudeckoii menaHombl, RCC, NSCLC,
KOJIOPEKTAJIbHOTO paka WM TropMoHopedpakrepHoro paka mnpocratel. B CA209003
ucTbITy eMbIM BBOAMWIN BMS-936558 BHYTpuBeHHO Kaxkapie 2 Heaenu ¢ go3amu B 0,1, 0,3, 1,
3 wmm 10 mr/kr. MakcumanbHO mepeHocuMasi no3a He Obuta ompeneneHa B CA209003.
MakcuMabHbIN YPOBEHB O3B, KOTOPBIN OIeHIH, cocTaBiisia 10 mr/kr. HacToTa, TSKECTb U
B3aMMOCBSI3b HEXKEJIATENbHBIX SBJIEHHH ObUTH, KaK MPaBWJIO, TIOXOXKU TPH PA3HBIX yPOBHSIX
7103 U BUJIOB OIyXOJIEH.

ITo cocrostauro Ha 03 mronst 2012 ropa, 296 (97,4%) u3 304 cyObekToB, nony4yaBmux BMS-
936558, mo meHbmeil Mepe 1 pa3 cooOIWMIM O HEKENATENbHBIX SBICHHUSIX HE3aBHCHUMO OT
npudnHHOCTH. He OBLIO HHUKAaKoW 3aKOHOMEPHOCTH B 3a00JE€BAEMOCTH, TSKECTH WU
B3aMMOCBS3H HEXKeJaTeNbHbIX sIBJIEHUN € ypoBHeM 103l BMS-936558. HexenarenbHble
SIBJICHUsT JIFOOOM CTENeHU, CBsI3aHHbIE ¢ JieueHueM, umenn mecto v 220 (72,4%) cyObekToB.
Hawnbonee dacto cBsi3aHHbIE C JIEKQPCTBEHHBIM IIPENApaTOM HEKEJIATENbHbIC SIBICHUS,
BCTpedyaeMble v > 5% cyOBeKTOB, BKIIOYAIN ycTajocTh (25,7%), cemb (13,5%), nuapero
(11,8%), 3ym (10,2%), tomHoty (7,9%), cHmwkenune anmeruta (7,9%), CHWKEHHBIH
remorniobnH (5,9%) u runeprepmuo (5,3%). BONBUIMHCTBO CBSI3aHHBIX C JIEUEHUEM
HE’KeJIaTeNbHBIX SIBJICHUI ObLTH HU3KOHN creneHu (cTeneHb | nmm 2). YV 45 (14,8%) cyObexToB
OBUIH 3apEeTUCTPUPOBAHBI CBA3AHHBIC C JICYEHUEM HEXXeNaTeNIbHbIE SIBIIEHHS BBICOKOH CTENeHN
(crenens 3 nmm 4), Hauboee PaCIPOCTPAHEHHBIMU U3 KOTOPBIX SIBISIOTCS yCTanocTs (1,6%),
camwkenne ammernta (1,0%) wu amapes (1,0%). Ilo MeHblIel Mepe ORHO CepbE3HOE
HekesarenbHoe siBieHue (serious adverse event (SAE)) Ovuto 3apermctpupoBano y 150
(49,3%) wu3 304 cyOwbexkToB Ha BcexX YypoBHsX n03bl. SAE 3-4-fi cremenHu Obuin
3apeructpupoBanbl 'y 23 cybwektoB (7,6%). SAE moOoil cremeHu, CBSI3aHHBIE C
JIEKapCTBEHHBIM TiperiaparoM, umenu mecto y 11,5% cybwektoB. SAE 3-4-ii crenenw,
CBSI3aHHBIE C JICKAPCTBEHHBIM MPENapaToM, 3apErHCTPUPOBAHHBIE 1O MEHbIIEH Mepe y 2
cyObekToB, mpencraBisin cobolt nuapero (3 cyowekra [1,0%]), mueBmonur (3 cyObekra
[1,0%]), mueBmonuto (2 cybwekra [0,79%]) m yBenmuueHue ypoBHs Jmmnasel (2 cyObekra

[0,7%]). ITo ananorum ¢ oOmuM mpoduIeM HeKeNaTeIbHbIX SIBJICHUN, He ObUIO HHUKAKOH
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SBHOH CBSI3M B YacTOT€ U TSDKECTH CBA3aHHBIX C JIGKAPCTBEHHBIM IIPENapaTom
HE)KEJIaTeNbHbIX SIBJICHHH C¢ ypoBHeM n03bl BMS-936558. He Obwio HMKAaKMX OYEBHUIHBIX
Pa3IUYMiA B 4ACTOTE HEXKENATENbHBIX SBJICHHH, OCHOBAHHBIX HA THIIE OIYXOJH y CyOBEKTOB.
OTtnenbHble HEXKENATENbHbIC SBICHUS, CBSA3aHHBIC C JICYCHHEM, IPOUCXONWIN C HHU3KOH
4acToTol (<5%), HO CUUTAIOTCS KIIMHUYECKH 3HAYNMBIMU, TIOCKOJIbKY OHH TpeOyoT OobIIeit
OIUTENPHOCTH JJII PAHHETO pACIO3HABAHMS M ONEPATUBHOTO BMEINATENbCTBA. Takue
HE’)KeJIaTeNbHbIC SIBJICHUS BKJIIOYAIOT YBEJIMYEHHE YPOBHS ajaHnHaMuHOTpaHchepasel (ALT)
(4,3%), ysemnueHnue ypoBHs acmnaprtatamuHoTpaHcdepassl (AST) (3,6%), HHEBMOHHIO
(3,3%), rumorupeo3s (3,0%), runeptupeos (1,3%), HemocTaTOYHOCTH  (YHKIHMU
HannouedHukoB (0,7%) u xomut (0,7%). SBnenust 3-4-H cTeneHW NHEBMOHHMTA OBLIH
3apeructpupoBanbl v 3-x cyobpekToB (1,0%), kak omucano Bbimme (1 sBieHuEe OBLIO CTETCHH
4). Senenus 3-i creneHu Komuta, yBenudeHus ypoBHsS ALT u yBenmuenus ypoHs AST
ObUTH  3aperucTpupoBanbl y 2-x cyOwektoB (0,7%) kaxkmoe. SBnenus 3-il creneHu
HEIOCTATOYHOCTH HAAOYEYHUKOB, THIIEPTUPE03a U THIIOTUPE03a ObLIH 3aperUCTPUPOBAHBI Y
1 cyonekra (0,3%) xaxnoe. M3-3a BO3MOXKHOCTH KIMHUYECKH 3HAYUMBIX HEKEJATEbHBIX
SIBJIEHUH, CBsI3aHHBIX ¢ BMS-936558, Tpebyromux paHHEro pacro3HaBaHUs U ONEPaTHBHOTO
BMEIIATENbCTBA, ObUTH pa3paboTaHbl AITOPUTMBI YIIPABICHUS NIPH OAO3PEHUH HA JIETOYHYIO
TOKCUYHOCTD, TUAPEI0 WIJIM MOJO3PEHUH Ha KOJUT, TeNaTOTOKCHYHOCTD, SHIOKPHHONATHIO U
HE(POTOKCUIHOCTD.

O cBsI3aHHBIX C JICUEHUEM HEXXEJATEeIbHBIX SIBJIEHHUIX, TPUBEAIINX K MPEKPALICHUIO JICUEHHS,
coobmranock ans 18 (5,9%) u3 304 nonydaBmnx JedeHne cyOBbeKTOB BO BpEMs MPOBEICHUS
uccnenoanusi CA209003. EquHCTBeHHBIE SIBJICHUS, O KOTOPBIX COOOIIMIN jisi Ooee deM 1
cyObekra, Obut mHeBMOHUT (4 cyObekTa [1,3%]) u remarur (2 cybwekra [0,7%]). beuto 3
(1,0%) ciy4aeB cMepTH, CBSI3aHHBIX C JIGKAPCTBEHHBIM IPENApaTOM; KaKIbIA MPOU3O0LIEIN
1OCJIe Pa3BUTHSI THEBMOHUTA.

bezonacnocte BMS-936558 B coueraHun C ApyruMM JIeKapCTBEHHBIMM IIperapaTaMHu B
HACTOsIIIEEe BPEMS pACCMATPHBAETCS B HECKOJIBKUX TEKY IIMX KIIMHUYECKUX UCTIBITAHHSX.

TIpumep 4: Papmakoxkuderuka autu-PD-1-anturena (BMS-936558)

dapmakoknHeTHUecKHe napaMeTpbl (pharmacokinetics (PK)) npu BBeneHMH omHOKpaTHON
no3e1 BMS-936558 Oputnt onierensl B nuana3one 103 ot 0,3 go 10 Mr/kr y 39 cyObekToB ¢
pasnuuHbiMu Tunamu omyxoseit B CA209001. Cpeaunsble 3HaueHus Tmax Ha pasHbIX
YPOBHSIX 103 BapbUPOBAIKCH OT 1,6 10 3,1 4acoB ¢ OTAECNbHBIMU 3HAYEHHUSIMU B AUANA30HE OT
0,9 no 7 gyacoB. PK y BMS-936558 6buta nunelinoi B quanasone ot 0,3 go 10 mr/kr ¢ 1030-

nponopunoHaibHbeM yBenndeHneM Cmax u AUC (INF) U M3MEHYHBOCTb y Pa3IMYHBIX
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CyOBEKTOB OT HHU3KOH 1O yMepeHHOW HaOJojanach NMpH KakIOM YpOBHE NO3bI (TO €CTh
ko3 unment Bapmaumu [CV] B mmanasone ot 16 no 45%). CpenHuii reoMeTpudecKui
kiupenc (Geometric mean clearance (CLT)) mocie oqHokpatHoit IV 103bI BApbUPOBANCS OT
0,13 mo 0,19 mu/u/kr, B TO BpeMs Kak cpenHuil o0bveM pacnpenenenus (Vz) konedancs ot 83
no 113 mu/kr mpu pasHeix posax. Cpenwssi tepmuHanbHas T-HALF y BMS-936558
coctasisina or 17 no 25 nHeH, B COOTBETCTBHM C MEPUOAOM IOy BBIBEECHUSI SHAOTEHHOTO
IgG4, 4TO CBHIETENBCTBYET O TOM, YTO MeXaHM3M snuMuHanuu BMS-936558 mosker ObITh
noxoxk Ha TakoBoll ansa IgG4. Kak snumunHanus, tak u pacnpeneneHne BMS-936558
OKa3aJUChb HE 3aBUCIIIUMU OT A03bl B JAMaNa3OHe M3y4YeHHBIX 703. B MHOromozosom
HCCIIEIOBAaHIH HECKONBKHUX TUNOB omnyxojeit (CA209003), ¢ UMEIOIIMMHUCS AaHHBIMU OT 128
cyonekToB, cpennee sHauenne T-HALF cocrassiio ot 21 1o 24 4acoB, a cpenHsisi BETUYHNHA
T-max BappupoBaja B auana3zoHe ot 0,6 10 3,3 Ha pasHbIX YPOBHSX J103, YTO COBIIAJAET C
JAHHBIMU OJTHOJI030BOI0 MCCIIEN0BAHUS.

TIpumep 5: Kiinunueckoe ucnbiradue dasol I ¢ antu-PD-1-agturenom (BMS-936558)

BMS-936558  mpoaeMOHCTpUpPOBAalIO  KJIMHUYECKYIO  aKTUBHOCTb B 3aBEPLIEHHOM
OIHOZ030BOM HccienoBaHu (a3el 1 M 2-X TEKyIIMX MHOTOAO30BBIX HCCIIEHOBAHMSX C
sckananueii no3bl (MoHoTepanus ¢assl 1: CA209003 u koMOMHUpOBaHHas Tepanus ¢asel 1b
¢ Ipilimumab) y cybwexkroB ¢ NSCLC, menanomoii, RCC u apyrumu 3J10Ka4eCTBEHHBIMU
omyXxojsiMu. OTMyXOJIeBbIN OTBET OMPEAENSIA ¢ MOMOIIBI MOIU(PUIIUPOBAHHBIX KPUTEPUEB
OLIEHKH oTBeTa comunaubix omyxojeil (Response Evaluation Criteria B Solid Tumors
(RECIST)), ycranoBiaennbix NCI. OuenuBaemasi rpymnma cocTouT u3 294 cyOBeKTOB ¢
Pa3JIMYHBIMH COJUAHBIMU 3JI0KaYECTBEHHbIMU omyxoysiMu (Menanoma, n=138; NSCLC,
n=122; RCC, n=34), xoTopble B HacTOsIIIee BpeMs jedaTcs ¢ nivolumab.

B wuccrnegoBannmu CA209003 00 oOwnexkTMBHOM ypoBHe oOTBeTa (objective response rate
(ORR)), pasHoM 31,1% (33 u3 106 oTBeTOB CyOBEKTOB, Y€l OTBET HA TEPAINMUIO MOMJIEKAT
OLIEHKe), coo0manoch st CyOBEeKTOB € MeEJaHOMOW, mony4aBmux BMS-936558-
MoHoTepanuio kaxabie 2 Henenn (Q2W) B nozax ot 0,1 mo 10 mMr/kr. BONBIIMHCTBO OTBETOB
OBLTH TUTENbHBI U TIPEBBICHIIH 6 MECSLIEB.

B nunanasone manbonee aktuBHbIX 103 (0T 3 1o 10 mr/kr), ORR, cocrapnsBmuii ot 13,5% no
27,8%, Obut 3apeructpupoBan cpean cyobekroB ¢ NSCLC, ¢ 24-HenenbHbIM ypPOBHEM
BBDKHBAEMOCTH 0e3 mporpeccupoBaHusi 3abosneBanus (progression-free survival rate (PFSR))
B nauamazoHe oT 23% g0 51%. JlnurenbHble OTBEThl HAOMIOAANMCh KAk IS

IIJIOCKOKJIECTOYHOTO, TaK U OJId HECIJIOCKOKJICTOYHOI'O IIOATHIIOB.
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U3 34 umemux nuarHo3 RCC cyOBekToB, 4eil OTBET Ha TEPANUIO IMOAJIEKAT OLEHKE, B
uccnenoBannu CA209003, oTBeThl ObUTH 3apETUCTPUPOBAHBI KaK B IPYIINE JICUEHUS C TO30U
1 mr/kr (5 3 18 cyOnexToB, 27,8%), Tak U B rpymnme jedeHus ¢ no3oi 10 mr/kr (5 u3 16
cyObekToB, 31,3%). PacuerHslil ypoBeHb BbUKHBaeMocTH 0Oe3 nporpeccupoanus (PFSR) Ha
24-i1 menene cocraBua 50% B rpymrne sedeHus ¢ 1030 1 Mr/kr BMS-936558 u 67% B rpymnne
neueHus ¢ 1030 10 mr/kr BMS-936558.

[IpenBapurenpHble pe3ynbTaThl UccienoBanus (asel 1b koMOMHHpOBaHHOW Teparmuu BMS-
936558 wu Ipilimumab mpeanomararoT OPEUMyIIECTBO B OOBEOIWHEHMH  JIBYX
OPUEHTHPOBAHHBIX HAa T-KJIETKHM BHUAOB Tepamuil 1 CyObEKTOB C MeJaHOMOW. B rpymme
nedenusi, nojy4asiiei 0,3 mr/kr BMS-936558 + 3 mr/kr Ipilimumab, otBeTsl Habmr0 1aIMCH
y 5 u3 14 oueHuBaembix CyOBekTOB (35,7%, 1 MONHBINA OTBET M 2 YAaCTHYHBIX OTBETA HA
OCHOBAaHMM  OOBIMHBIX ~ MOAU(HUIMPOBAHHBIX KpUTepueB BcemupHOH  opraHU3anmu
3npaBooxpanenus (modified World Health Organization [mMWHO]), u 2 4acTu4HBIX OTBETa
HA OCHOBAHWUHU CBSI3aHHBIX C MMMYHHBIM OTBeTOM KputepueB mWHO). B rpynme neuenus,
nony4asmeii 1 mr/kr BMS-936558 + 3 mr/kr Ipilimumab, orsersr Habmomamucek y 9 u3 15
oueHuBaeMbIx cyObekTOoB (60%, 3 CR m 6 PR, Bce Ha OCHOBaHMHM OOBIYHBIX KPHTEPHEB
mWHO). B rpynne nedenus;, nonyuasiieit 3 mr/kr BMS-936558 + 3 wmr/kr Ipilimumab,
OOBEKTHBHBIE OTBETHI HAOMIONAINCh ¥ 4 U3 6 OIleHHBaeMbIX CyOBeKTOB (66,7%, 3 YaCTUYHBIX
OTBeTa Ha OCHOBaHMU OOBIYHBIX KpureprieB MWHO u 1 4acTU4HBIA OTBET HA OCHOBaHHUH
CBSI3aHHBIX C UMMYHHBbIM oTBeToM KputepueB mWHO). bonee mompoOHast mHpopmarus
npencrasiena y Wolchok et al. (2013) NEJM 369 (2):122-33 w/unu PCT/US2013/040764.

TIpumep 6: Joxnuauueckas dapmakojiorus autu-LAG-3-agturena (BMS-986016)

BMS-986016 npexncrasisier coOOOH MOJHOCTHIO YEJIOBEYECKOE AaHTUTENO, CrielnUIecKoe st
yenoBeueckoro LAG-3, xoropoe ObUT BbIIENEHO M3 HMMYHH3UPOBAHHBIX TPAHCTEHHBIX
MBILIEH, SKCIPECCUPYIOIUX MeHbI Y€JIOBEYECKOro MMMy HOrIoOyinHa. OHO SKCIIpeccupyercs
kak aHtuteno uzorumna [gG4, koropoe BKIFOYaeT CTAOMIM3UPYIOIIYO HIAPHUPHYIO MY TALHIO
(S228P) mnsa ocnabneHHOrO CBs3BIBAHMS peuentopa ¢ Fc ¢ LeIbl0 CHIDKEHUS WITH
UCKJTFOUEHHs] BO3MOYKHOCTH aHTHTENO- WM KOMIUIEMEHT-OTIOCPEAOBAHHONW THOENN KIIeTOK-
MHULIEHeH. AMHUHOKHUCJIOTHbIE MOCJIEN0BATEIbHOCTH TsDKeNoN u jerkoi nenu BMS-986016
npencrasieHsl B SEQ ID NO:17 u 18, cooTBeTCTBEHHO.

Cnocobnocts BMS-986016 cBs3bIBaThC C PEKOMOWHAHTHBIM YEJOBEYECKHM AHTHUT€HOM
LAG-3 ompenensiiu ¢ ucnonb3oBaHueM Biacore u TBepaodasHOro mMmyHO(EpMEHTHOTO
anamu3a (ELISA). CessbiBanue ¢ LAG-3+-tpaHcexkraHTamm uenoBeka U NpUMaTa U C

AKTUBHUPOBAHHBIMU T-xneTkaMu 4eloBeKa WITH npuMartra U3MEPAIU ¢ NMOMOMIBbIO HpOTO‘lHOfI
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nuToMeTpuu U aHanuzoB Cxatuapaa. BMS-986016 cassbiBaercs ¢ dyenoseueckuMm LAG-3 ¢
BbIcOKUM cpoactBoM (Kp = 0,12-0,5 HM) u unrubupyer ceszviBanue LAG-3 ¢ kieTkamu,
skcnpeccupyromumu  ero Jjmrana, MHC xmace I (IC50, 0,67 umonb). BMS-986016
ces3biBaeTcss ¢ LAG-3 sBaHckoro Makaka Ha TpaHcpeuupoBanHbix kierkax CHO u Ha
aKTUBUPOBAHHBIX T-KJeTKaxX SBAHCKOro Makaka ¢ Oonee Hu3kuM cpoactsoMm (ECS0, 21,5-
34,3 HM), yeM ¢ aKTUBUPOBAHHBIMH T-KJIETKaMHU 4ejioBeKa. Bbicokas koHUeHTparuss BMS-
986016, nmpu OTCYTCTBUH BTOPUYHON KOCTHUMYJIALIMH, HE BBI3bIBAET HUKAKOIO M3MEPUMOrO
IIUTOKWHOBOT'O OTBETA OT KYJIbTUBUPOBAHHBIX YEJIOBEYECKHIX KIIETOK MepudepruIecKoll KpOBU
U HE BBI3bIBAECT ONOCPEAYEMYy0 JIEKAPCTBEHHBIM MPENapaToM W3MEPUMYI0 aHTHUTENO-
3aBUCHMYI0 WJIHM  KOMIUIEMEHT-3aBUCHMYIO ruOenb Kierok-mumeHeid. BMS-986016
CHOCOOCTBYET aKTHUBALMHU AHTUTEH-CIIELU(PUUECKON MBIIUHONW T-KJI€TOYHOH THOpPHIOMBI,
skcnpeccupytoieii denosedeckuii LAG-3 B coBmectHO Kkyibrype ¢ MHC knacc II-
MOJIOKUTENBHON aHTUTeHIIpe3eHTupyoleil kinetkoil. Kpome toro, BMS-986016 ycunuaer
AaKTUBALIUIO 4eJoBeUeCKuX T-KJIETOK B aHalu3ax MO CTUMYJISALUU CylepaHTHIeHaMu Mpu
no0aBIeHUH B OTAEIBLHOCTH WK B coueTtanuu ¢ BMS-936558 (antu-PD-1-anTuteno).

Ilpumep 7. Tokcuunocts aHTu-LAG-3-anturena (BMS-986016) B OTHEAbHOCTH WIH B

coueranuu ¢ autu-PD-1-anturenom (BMS-936558)

Brim mpoBeneHs! ey Lre JOKIMHIYECKHEe TOKCHKOJIOTMYECKIE NCCIIETOBAHMS:

A. Yemuvipexneoenvrnoe nepuoouyeckoe ow) BHYMPUBEHHOE HnoucKogoe
KOMOUHUPOBAHHOE UCCIEO08AHUE DAPMAKOOUHAMUKYU U MOKCUYHOCIIU Y SABAHCKUX MAKAK C
anmu-LAG3. [-aumumenom (npeoutecmeennux BMS-986016) u BMS-936558

OcHoBHblEe pe3ynbTarThl Obutu  chepyromumu. AHTH-LAG3.1, BBOmuMBI B pg03e S0
MT/KT/HEeeNr0, OJUH WK B coduetannu ¢ BMS-936558 B no3e 50 Mr/kr/Henento, He MPUBOIUI
HU K KaKUM HEXKeJaTeJIbHbIM M3MEHEHHUsIM. YPOBEHb BO3ACHUCTBUs, IpPH KOTOPOM HE
HaOmromaetcst HexxenarenbHbIN 3¢dext (No-observed-adverse-effect level (NOAEL)), nns
moHoTteparnuu anTu-LAG3.1 6bu1 ipusAT cocTaBisiromnM S0 mr/kr/venento (AUC[0-1684] =
231,000 mkr-u/mi), a NOAEL nns antu-LAG3.1 B coyeranuu ¢ BMS-936558 B nose 50
MI/KI/Henem0 OblI MPUHAT CcOCTaBNAOmMM S50 MI/KI/Hemento (CpenHee 3HAYCHHUE AHTH-
LAG3.1 AUC[0-168u4] = 210,000 mkr-4/mi); cpenHee 3HadeHrne BMS-936558 AUC[0-168h]
= 159,500 Mxr-u/mi).

B. GLP-coemecmumoe uemuipexneoenbHoe BHYMPUBEHHOE KOMOUHUPOBAHHOE

uccaeooeane MOKCUYHOCMY Y AGAHCKUX MAKAK € 6-HeoenbHbIM soccmanosnenuem ¢ BMS-

986016 u BMS-936558
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OcHoBHbIe pe3ynbTarsl ObutH crneayommmu. BMS-986016 B Bune MoHOTEpanuy, BBOAHMBII
B 03¢ 10 100 mr/kr/Henento, He MPUBOIUT K HEXKENaTeNbHbIM U3MeHeHusIM. BMS-936558 B
BUJE MOHOTEPAIMH, BBOAUMBIA B A03e¢ S50 MI/KI/Hemero, MPUBOAWI B HE3HAYUTEIBHON
CTEIEHH K MHHUMAJIBbHOMY HEOOpaTUMOMY  JUM(OIUIA3MALUTAPHOMY  BOCHAJICHHIO
COCYAMCTOrO CIUIETEHHs] TOJOBHOIO MO3ra, KOTOPOE€ HE CYHUTAIOCh HEXeNaTelIbHbIM
U3MEHEHHEM, VYHTBhIBasi Oojiee HHM3KYIO CTENeHb TSKECTHM W YaCTOThl BCTPEYAEMOCTH
TUM(}OIUIa3MALIUTAPHOTO BOCMAJNIEHUS] MO CPABHEHHIO € KOMOWHHPOBAaHHBIM JICUEHHEM C
BMS-986016 u BMS-936558, oTcyTcTBHE BacKyjuTa WIM paspylleHMs] TKaHEH, a Takxke
OTCYTCTBUE KJIMHUYECKUX MPOSIBJICHHI B mporiecce JieueHus. O0bequHeHHOe BBeneHue BMS-
986016 u BMS-936558 (100 u 50 mr/kr/Hemento, COOTBETCTBEHHO) MPHUBENO K cMmepTH 1
camua u3 9-tu 00e3bsiH B eHb uccnenoBanus 29. Ot nHs 26 no aas 29, y naHHOH 00e3bsHBI
HaOJIFO1aTN TIOBBIIIEHHYIO TEMIIEPATYPy Telsla, 03HOO, KPacHbIE MIIH MPO3PAuHbIE BBIACICHHS
U3 HOca, (eKanbHble M3MEHEHUs! (HechOpMUpPOBaHHbBIE, CKYIHbIE (PEKATUN WIIM OTCYTCTBHE
(dekanuii), CHIKEHHWE THIIEBOTO TMOBENCHUS, yMEpeHHOe O00e3BOKMBAaHHME, YWXaHHE,
CHIDKEHHE aKTHBHOCTH U CropOjieHHyr0 ocaHky. Ilocne 2 nHel BeTepMHApHOW NMOMOILIU H
Jie4YeHUsI aHTUOMOTHKAMH Y JaHHOTO JKHBOTHOTO HE MPOU3OIIIO KAKUX-JIUOO YJyUIIeHUH U
€ro NOABEPIJIN 3BTaHA3UU HA 29-11 IeHb 3a TUIOXOr0 KIMHUYECKOTO COCTOSHUS.
ITatonoroaHaToMM4YeCKUN aHalIW3 He Jajl pe3yJbTaToB, 3acCiy)KUBAIOIIMX YIIOMUHAHUS.
I'mcronmaronornueckue  HAxXOOKM Y JaHHOW  00e3bsHBI  BKIIFOYAJIH: Jierkoe
auM@QoIUIa3MalMTapHOE BOCMAJIEHHE COCYIUCTOrO CIUIETEHHUS, OT MHHHMAJIBHOTO [0
yMEpPEHHOTo JTMM(OTIa3MaIIUTAPHOE BOCMIANIEHUE COCYAUCTON MAapeHXNUMBI TOJIOBHOT'O MO3Ta,
MO3TOBBIX O0OJIOYEK, CHMHHOrO Mosra (IIeHHOro M TOSICHUYHOTO OTHAEJNOB), W OT
MUHUMAaJIbHOTO /0 YMEPEHHOIO CMEIIaHHOE€ BOCIHAaJieHHe KJIETOK MPUAATKOB, CEMEHHBIX
My3bIpbKOB U sAMveK. KiuHMYeckue NaToNoruuyeckue W3MEHEHHUs IOKas3alu CHIDKEHUE B
KOJINYECTBE KPACHBIX KPOBSHBIX KIJETOK, KOHLEHTPAlMd TIeMOTJIOOMHA W T'eMaTOKPUTa,
npuurHa Oblla HEsICHA, W yBeNIW4YeHWe YpoBHS (HUOPHHOTEHA, KOpperupylomee C
BOCIMAJICHHEM, HaOmonaeMbiM B neHTpanbHOH HepBHOW cucteme (LIHC) m myskckom
penpoay KTUBHOM TPaKTe.

JlonoTHUTEbHBIE TUCTOJIOTHYECKHE JaHHbIE NMPU 0ObeaMHEHHOM BBeneHnH BMS-986016 u
BMS-936558 (100 u 50 mr/kr/Henemnto, COOTBETCTBEHHO) OBLIM OrpaHHYEHbl HEOOPATUMBIM
TuMQoIUIa3MalUTApHBIM BOCIIAJIEHUEM B COCYAUCTOM CIUIETEHHH B TOJIOBHOM Mo3re y 7 u3 8
ocTaBIIMXCSl ~ 00e3bsH (0T  MHHHUMQJIBHOTO O  JIETKOTO), M MHHHUMAJIbHBIM
auMQoIUIa3MalMTapHBIM BOCTIAJIEHHEM COCYIHMCTON MapeHXUMBbl Mo3ra y 1 u3 8 ocraBmmxcs

00e3bsiH, Y KOTOPBIX HE MOTJIH OLIEHUTH OOPAaTUMOCTb.
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NOAEL nnst npumenenust BMS-986016 B Bune MOHOTepanuu ObLI MPHHST COCTABIISIFOIIAM
100 mr/kr/menento (cpennee 3Hauenne AUC [0-1684]=474000 mxkr-u/mi);-a NOAEL ns
BMS-936558 B Buae MoHoTepanuu ObUT MPUHAT cOCTaBisIOIUM S0 Mr/Kr/Henemo (cpenHee
3HaueHue AUC [0-1684]=193000 mxkr-u/mn); NOAEL mist coueranuss BMS-986016 u BMS-
936558 He Obu1 ompeneneH. OpHAaKO, KOMOWHUPOBAHHAS TEpamuss B LEJIOM XOPOIIO
NePEeHOCHIIACh, U KJIMHUYECKHE IPH3HAKH TOKCHYHOCTH HaOmromanuch TONbko vy 1 u3 9
obespstH (okono 10%). Takum obpasom, 100/50 wmr/kr/Hemenro BMS-986016/nivolumab
(cpennee 3Hauenne BMS-986016 AUC[0-168h] = 514,000 Mkr-u/mit, cpenHee 3HauYeHUE
nivolumab AUC [0-1684]=182,000 mkr-4/mi)-6buto nipuHsaTo coctaBisirommM STD10 (no3a,
BBI3BIBAIOLIAS] OCTPYIO0 TOKCHYHOCTh y 10% 3KCIIepUMEHTAIbHBIX KHBOTHBIX ).

Beogumsie no3e! (100 mr/kr BMS-986016 u 50 mr/kr BMS-936558) B > 10 pa3 Bbllue, uem
MaKCHUMaJIbHBIE JIO3bI, MPEIIOKEHHBIE I JAaHHOTO Hccienoanus. HavanpHas nosa B 20 Mr
(0,25 mr/kr) ansa moHotepanun BMS-986016 (yacte A) menbiue, uem 1/10 gemoseueckoro
skBuBajieHTa NOAEL nnst ssBanckux Makak (636 wmr;, 8,0 mr/kr), u Hike, yeM HED (Human
Equivalent Dose) nocne nuneiinoii koppektupoBku NOAEL neneBoro Bo3IeHCTBUS C YUETOM
HanOoJbIIel pa3HOCTH CPoACTBa B 265 pa3 (24 wmr, 0,30 mr/kr). PaccunTaHHbIH MHOXKUTEND
Oe30macHOCTH 111 BO3AEUCTBHH MpH HadabHOH 103e B 20 mr (0,25 mr/kr) coctasnsier 315 Ha
ocHoBaand NOAEL nust siBaHCKMX Makak, paBHoro 100 mr/kr/Henemto, 6e3 yuera pa3inuduii
CpOICTBa.

Hauanpnas nosa B 3 mr (0,03 mr/kr) miust BMS-986016 niast KOMOMHMPOBAaHHOW Tepanuu
(uacte B) ocHoBana Ha nuHENHOW KoppekTupoBke STD10 mis sBaHCKMX Makak € Y4€TOM
HanOonpIe pa3sHOCTH CpoAcTBa B 265 pa3 u pobasneHHoro 10-kpatHoro (axropa
Oe3omacHOCTH. MakcuMalibHasi peKOMeHAyeMasi HadaibHas no3a (maximum recommended
starting dose (MRSD)) nns BMS-986016 Ha ocHoBe STDI10, pasnoit 100 mr/kr/aHenento,
cocrasisier 0,03 mr/kr B opranmsme uenoBeka. Havanpraas no3a B 80 mr (1 mr/kr) mist BMS-
936558 nns koMOMHUPOBAaHHOH Tepanuu (4acTh B) ocHoBaHa Ha m3BecTHBIX PK mapamerpax
BMS-936558 nnsi opranusma denoeka ¢ ydyeroM 10-kpatHoro ¢aktopa 0e30macHOCTH.
MRSD ans BMS-936558, ocHoBanHass Ha STD10, coctaBistomeii S0 MI/Kr/Henearo s
SIBAHCKUX MAaKaK, COCTaBJisieT 4,3 MI/KT B OpraHU3Me YeJoBeKa, W Oblia IOMOJHUTEIBHO
YMEHBIIEHa C LENbI0 ONPENEeNUTh 03y C TNPHEMJIEMBbIMH VPOBHSMH HEKEIaTEIbHBIX
SIBJICHUI.

C GLP-coemecmumoe mxanegoe UCCIeO008AHUE NEPEKPECMHOI  PeaKMUGHOCMU  HA

YeJl06e4ecKUX MKAHAX U CeNeKMUBHBIX MKAHAX maxax ¢ BMS-986016.
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IMonoxutensHoe oxpamuBanue ¢ BMS-986016-FITC wHabmromanoch B IIa3MaTUYECKOM
MeMOpaHe WM TpaHyJax I[UJ1a3MaTHYeCKOH MeMOpaHbl CIEeNyIoIMUX TKaHeH deJoBeKa:
MOHOHY KJIEapHBIX JIEHKOIIUTAX MOYEBOTO My3bIPs, KIETKaX KPOBH, OOOMOYHON KHIUKH -
TOJCTOM KHIIKHM, IJla3a, MUIIEBOAA, TOHKOM KHINKH, JKEIyJIKa, IO4YeK, JErKux,
TUM(}aTHYecKoro y3na, IUIAleHThl, CIFOHHOW JKeNe3bl, KOXH, CEJIe3eHKH, THUMYCa,
MUHJAJIUHBL, MATKU - IIEHKH MAaTKH U MATKU - SHAOMETPHS, M KPOBETBOPHBIX KJIETOK
koctHoro mosra. Kpome toro, okpammBanne ¢ BMS-986016-FITC nabmonanocs B
LUTOIUIA3ME  SIUTENUs] SHAOKPHHHBIX  KIETOK rumodms3a dYenmoBeka. B pamkax
JUMUTHPOBAHHON TAHEIN OLEHUBAEMBIX TKAaHEW SBAHCKMX Makak, okpamuBanue ¢ BMS-
986016-FITC wnabmronmanoch B IUTa3MaTHYECKOH MeMOpaHe WM rpaHyJjax IUIa3MaTHYeCKOH
MeMOpaHbl MOHOHYKJICAPHBIX JIEHKOLMTOB CeJe3eHKH. McXonms M3 HayudHBIX COOOIIEHUH O
LAG-3-3kcrpeccHpyIOIUX KJIETKaX B TePMHHATUBHBIX (3apOABINEBbIX) LEHTpax U T-
KJIETOYHBIX MEX(POIUTUKYJSIPHBIX  00JACTAX HOPMAJBHBIX HYEJIOBEUECKUX JIMM(OUTHBIX
TKaHel (JuM@paTU4ecKuil y3ei, MHUHIAIWHBI, CeJe3eHKa, THUMYyC, KOCTHBIH MO3T W
nuMdounHas TKaHb, AacCOIMHUPOBAHHAs CO CJIM3HCTOH OOOJIOYKOH), KOTOpPBIE HMEIOT
MOpPQOJIOTHIO U pacmpeneseHne JUMQPOLUTOB, B TAaHHOM HCCIENOBAHUH OXHIAJIOCH
OKpalIMBaHUE MOHOHYKJICAPHBIX JIEHKOLUTOB M T'€MOIMO3THUECKUX KjeTok ¢ BMS-986016-
FITC (B TkaHAX dYenoBeKa M y SBAaHCKMX Makak). YuwmrbiBasg, uyro MPHK LAG-3
JKCTpeccupyercsi B denoBedeckoM runopmse wu  okpamuBanue LAG3.1-G4P-FITC
HaOmonanock B aneHorunopuse u3 runodusa YejJoBeKa B TMHJIOTHOM HCCIEIOBAHUU
MEPEKPECTHON PEAKTUBHOCTH TKAHM, TAKXKE MPEAroyaraioch okpammuBaHue BMS-986016-
FITC snurennanbHOM LUTOIIA3MBI M LUTOIIA3MATHYECKUX TPAHYJ 3HAOKPHUHHBIX KIJIETOK
yenoBeyeckoro rumnoguza. Xors He oxkupaercs, uro BMS-986016 wumeer moctynm K
LUTOIUIaA3MATUYECKONY KOMIIAPTMEHTY [A VIVO W TOKCHKOJIOTMYECKHE HCCIeAOBAHUS
MOBTOPHBIX 7103 Y 00€3bsH HE MOKa3aJId HUKAKOrO BIMSAHUS HAa TUNOQU3, TAKHE Pe3yJIbTaTh
MOTI'YyT UMETh KJIMHHYECKOE 3HAUYCHHUE.

D. In vitro oyenxa 6v1c800001COeHUs YUMOKUHOB U akmuayuu aumpoyumos ¢ BMS-
986016 ¢ ucnonvL3068aHUEM YEN0BEYECKUX MOHOHYKIEAPHLIX KIeMOK nepugepuyeckoi Kposu
(Peripheral Blood Mononuclear Cells, PBMC).

BMS-986016 He wuHAymupoBaJl  BBICBOOOXKIEHHE LIUTOKMHOB TPU  NPE3EHTALUU
yesnoBeueckuM PBMC, He3aBHCHMO OT KOHIIEHTPALWH, JOHOPA WM BPEMEHH HHKYOalWu.
HaGmonaemple  ypOBHHM  LMTOKHMHOB JIMOO  COOTBETCTBOBAJIM  HIDKHHM  IIpEAesiamM
KOJINYECTBEHHOTO aHAIN3a, TINOO ObUIH ONM3KH K HUM O€3 IPU3HAKOB JO30BOH 3aBUCHMOCTH

WK natTepHa y pa3nuyHbix qoHopos (IL-1, IL-2, IL-5, IL-10, IL-12p70 u IFN-y), mubo, kak
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NPaBUJIO, TMEPEKPBIBAJNCh C YPOBHAMU LUTOKMHOB U3 PBMC, uHKyOMpOBaHHBIX C
orpunarenbHeIMA KOHTpoJsiMe (IL-6, IL-8, TNF-a).

B cormacum ¢ oTCyTCTBHEM BBICBOOOXKAEHHUS LIMTOKUHOB, HE OBLJIO HUKAKHUX JIOKA3aTEJNbCTB
toro, yro BMS-986016 unayuuposan aktuBaipo T- wim NK-kieTok, kak ObUio M3MepeHO
noBepxHOcTHOM skcnpeccueit CD25 u CD69. YpoBHU 3Kkcnipeccun JaHHBIX Mapkepos Ha T- u
NK-knerkax mociae CTUMYJISIIUH ¢ moMotnbio BMS-986016 Oblin aHaIOrHYHBI TEM, KOTOPbBIE
HaOJFOAANCh MPU CTHMYJIILIUN OTPULIATEIBHBIX KOHTPOJIEH.

B 1uenom, mosnyueHHBlE HaHHBIE YKa3bIBAIOT Ha TO, 4yro BMS-986016 He obnamaer
ArOHMCTHYECKUM NOTEHIUAIOM HHAyLupoBaTh T- mnn NK-KJIETOYHYIO aKTHBALMIO WU
BBICBOOOKIEHHE [IUTOKUHOB.

TIpumep 8: Joxinauueckas dpapmakoknseruka auTu-LAG-3-aururena (BMS-986016)

B cooTrBercTBMM € HOPMATHBHBIMH pPEKOMEHIALMSMH JJIs1 JICKAPCTBEHHBIX CPEINCTB,
NOJIyYeHHbIX ~ OnoTexHojormueckuM  mnyteM  (I'apMOHM3MpPOBaHHOE  TPEXCTOPOHHEE
pykosoacteo ICH, S6(R1) JoknuHudeckas oneHKa 0€30MacHOCTU JIEKAPCTBEHHBIX CPECTB,
NOJIyYeHHbIX ~ OMOTEXHOJOrMYeCKMM  mnyTeM.  MexkayHaponHas — KoH(pepeHmus 1o
rapmonmzaruy, 2011 (ICH Harmonised Tripartite Guideline, S6(R1) PreClinical Safety
Evaluation of Biotechnology-Derived Pharmaceuticals. International Conference on
Harmonisation, 2011)), uccnenosanusi merabonusma ¢ BMS-986016 He ObLiIu poBeAeHBI HA
KUBOTHBIX. Oskumaemasi in vivo nerpananisi MOHOKJIOHAJIBHBIX aHTUTeN (mAb) cBOgUTCS K
00pa30BaHUI0 MaJbIX MENTHUAOB U AMUHOKUCIIOT 4Yepe3 OMOXHMHYECKHE IMyTH, KOTOPbIE HE
3aBHUCAT OT (PEPMEHTOB cemeiicTBa nuroxpoma P450.

BMS-986016 nponemoncTpuposai OnaronpusitHeie papmakokunernaeckue (PK) cBoiictea y
sBaHCKUX Makak. B obonx IV PK uccnenoBaHmsx kak ¢ OZHOPa3OBbIMH, TaK U C TIOBTOPHBIMHU
nosamu, BMS-986016 pacmamancss  OMIKCIOHEHLIMAJIBbHO W OKCIO3ULMS — OblLia
npubIu3uTeNBbHO o3omnponopruoHanbHol. Cucremubiii kiupenc (CLTp) usmensiercss B
auanazoHe ot 0,12 mo 0,22 mn/u/kr, u koHe4yHbIH mepuox mnodysbiBeneHus (T-HALF)
coctaisieT ot 133 o 414 gacoB. O0beM pacnpeneseHns] B paBHOBECHOM COCTOSIHUH (Vss)
COCTaBJISLI OT 62 10 72 MII/KT, YTO MPEATIONaraeT OrpaHUUEHHOE pPacIpeaesieHIe BHE TUIA3Mbl.
AnTturena k BMS-986016 Obutn 0OHapy’keHbl Y HEKOTOPBIX 00€3bsiH, HO MPUCYTCTBHUE
antuten k BMS-986016, mo-suanmMomy, HE OKa3bIBAE€T HUKAKOTO BIUSHUA HA SKCIO3ULIUIO
BMS-986016.

Tlpumep 9: Uurubuposanue pocTa OOyXOJU iR Vivo KOMOMHUPOBAHHBIM JICUEHUEM C aHTH-

LAG-3-agTurenoM u aotu-PD-1-agTurenom

38



DKCNEPUMEHT MPOBOAWIICA HA MBIIIMHON MOJENH OMyXOJU JJIsl IPOBEPKH T'MIIOTE3bl O TOM,
yto couertanue aHTH-LAG-3 u aHtu-PD-1 w™Moxer ycunmBateh NPOTUBOOITYXOJEBYIO
s dexTuBHOCTE. B HaHHBIX HCCIEIOBAHUSAX OIEHHBAJNA WHTHOUPOBAHHE POCTA OMYXOJIU Ha
CHHIeHHbIX Moneisix omyxonel (SalN ¢ubpocapkoma u MC38 aneHokapruHOMa HPSIMON
KHIIKH) ¥ KOHTPOJHPOBAIM YCKOPEHHE ayTOMMMYHOTO OTBETa Ha MOZENU Auadera, He
BBI3BAHHOTO OkupeHueM (non-obese diabetic (NOD)). Bpenenue antu-LAG-3-anTuTena
NPUBOIMIIO KaK K OOIIEeMy TOPMOMKEHHMIO POCTa OMYXOJNH, TaK U K U YBEJIUYEHHUIO YHCIA
Mmeiei 6e3 omyxoneit (tumor-free (TF)) B Tex rpynmax jiedeHusi, KOTOpbIe MPUBEIEHBI HA
¢urype 1. Antu-LAG-3-aHTHTENO, BBOAMMOE B CcO4YeTaHWU ¢ aHTH-PD-1-aHTHTENOM,
00ecreynBao MOBBIIIEHHYIO MPOTHBOOMYXOJIEBYO aKTUBHOCTD BBIIIE AKTUBHOCTH Ka)KIOTO
npenapara B otaenbHocTH. Hampumep, y Heckonpkux Mmoneneil omyxogeil SalN jeueHue
aHTu-LAG-3-antutenom npusoawno k noseiaeHutro ot 20% no 30% TF-mbimei, no
CPaBHEHMIO C KOHTPOJIbHBIMU MBILIAMH U MbILIAMH, KOTOPbIX Jieunnu aHTu-PD-1-anturtenom
(ot 0% nmo 10% TF-mprmeii), B To Bpems kak couetanue aHTH-LAG-3- u antu-PD-1-anTuren
npuBoaAmwio K mosieieHuto ot 60% mo 90% TF-mprmeit. B momenn MC38 antu-LAG-3-
AHTHUTEJIO B OTHEJbHOCTH IOKAa3aJ0 YMEPEHHOe HHIHOMPOBAaHHE POCTa OIYXOJH, HO MpPHU
BBEICHUM B codyeTaHuu C  aHTU-PD-l-aHTuTenom mnpuBOAMIO K  NOBBILIEHHIO
MPOTHBOOITYXOJIEBOM aKTHBHOCTH BBIIIE TOH, KOTOPYIO HaOmonanu 11t antu-PD-1-anTrrena
B otaenbHOCTH (80% npotus 40% TF-mbIieii, COOTBETCTBEHHO).

TIpumep 10: Knunnueckoe ucnbitanue ¢aszbl 1 v NALMEHTOB ¢ COJUIHBIMU ONYXOJISIMU

Knunnueckoe wucnbitanne ¢aspl 1 aHTH-LAG-3-anturena (BMS-986016) u antH-PD-1-
anturena (BMS-936558) mpoBoguTcst y NMAlMEHTOB C COJNMAHBIMH OMNYXOJSIMH C LIEJBIO
npoaeMoHCTpupoBaTh dpdexTuBHOCTh BBeneHuss BMS-986016 u BMS-936558 B kauecTtse
KOMOHMHUPOBAHHOH Tepanuu.

1. enu

OcHOBHast 1eb HCCIENOBAHUS COCTOUT B TOM, 4YTOOBI OLEHUTh O€30MacHOCTh U
nepeHocumoctb BMS-986016 B coueranuu ¢ BMS-936558 u onpeaenuTs orpaHuyeHus 1035l
TokcuuHOCTBIO (dose limiting toxicities (DLT)) u makcumanpHO nepeHocumyto no3y (MIL]],
maximally tolerated dose (MTD)) nanHON KOMOWHAIMH Y CyOBEKTOB C COJUIHBIMH
Oy XOJISIMU.

BTopuuHble Lienu BKJIIOYAIOT OLIEHKY IpeIBapUTENbHON NMPOTHBOOMNYXOJIEBOW aKTUBHOCTH
koMOuHarmu BMS-986016 1 BMS-936558 y cyOBEKTOB ¢ CONMMOHBIMHU OMyXOJISIMU TTO3IHEH
cranuy, XxapaktepHeie papmakoknHeTndeckue (PK) mapamerper BMS-986016 1 BMS-936558

NP COBMECTHOM BBEJE€HUH, MOHUTOPUHI UMMyHoreHHoctu BMS-986016 u BMS-936558,
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KOTOpbIE BBOJST B BHI€ KOMOWHIPOBAHHOM TEpAINy, a TAaKXKe OLeHKY BiusHus BMS-986016
u BMS-936558 Ha ckoppextupoBanubiii QT ("QTc"). JlonogHUTENbHBIE UCCIEN0BATEIbCKHIE
LIEI BKJIFOYAIOT OLEHKY (apMakoguHaMuuecKux 3¢G(¢GeKkToB KOMOWHHUPOBAHHON Tepamnuu
BMS-986016 u BMS-936558 Ha OCHOBE CeNeKTHBHBIX OHOMapkepoB B oOpasmax
nepudepudeckodl KpoBH U OHMONCHH ONyXOJeH, XapakTepucTuky (pyHkuum T-kieTok Ha
NPOTSDKEHNH KOMOWHHMpoBaHHOW Teparuu BMS-986016 m BMS-936558, onenky oOmieit
BbDKHBAEMOCTH Y CyOBEKTOB Ha MPOTSHKEHHH 2-X JieT, rnonydaBmmx BMS-986016 u BMS-
936558, UCCJIEOBAHUE MpeABapUTENbHON MPOTUBOOIYXOJIEBON AKTUBHOCTH
KoMOuHUpoBaHHOH Teparuu BMS-986016 n BMS-936558 y cyOBeKkTOB € CONUAHBIMH
ONMyXOJIIMH  TIO3JHEH CTaguH, XapakTepUCTHKYy (HapMaKOKHUHETUYECKHX CBOHCTB U
B3aMMOCBSI3€l BO3IEHCTBHE-OTBET Y CYyOBEKTOB, KOTOPBIX Jieunan BMS-986016 u BMS-
936558, W wucCCleNOBaHWE B3AUMOCBSI3U MEXKIY KIMHUYECKOW 3(QPEKTUBHOCTRIO U
CEJIEKTUBHBIMU NepU(PEPUIECKIMHU U Oy XOJIEBBIMH OHOMapKepamH.

2. Jn3aliH ¥ IpOJOJKUTEILHOCTD UCCIIEI0BAHUS

JlanHOe WCclenoBaHUE TPEACTaBIsseT coboil ¢asy 1, OTKpbITOe HCCIEAOBaHUE Tpernapara
BMS-986016, xoTopblii BBOAST B BHUAE MOHOTepanuud U B coueTtaHun ¢ BMS-936558
(nivolumab) cyOpekramM ¢ CONMAHBIMH OMNYyXOJSIMH TO3AHEH craauu. VccnenoBanue
MpOBOIUTCA B 3-X "acTsax. Yacte A u yacte B cocTouT u3 cxembl sckananmu 10361 3 +3 +3 ¢
BMS-986016, xoTopblii BBOAAT B BHUAE MOHOTepamnuu (4acTb A) Wiau B coueraHun ¢ BMS-
936558 (yacth B) cyObekTam ¢ CONMUAHBIME OMYXOJISIMU NIO31HEH craanu. Jleuenue B yactu B
UHHULUHPYETCS COTJIACHO PELICHUIO IepepacTH B KOTOPTY TpeTbed A03bl B 4YacTu A (B
COOTBETCTBUH C MpPaBWJIAMHU 3CKaJAllMM 03bl). BrocneacTsuy, sckajauus B 2-X YaCTSIX
nporekaer napawienbHo. Hu B omHOM Touke noza BMS-986016, BBogMMOro B coueTaHUH C
BMS-936558 (uacte B), He mpesbimaer no3 BMS-986016, kotopele, kak ObUIO
NPOEMOHCTPUPOBAHO pPaHee, SBJSIIOTCA OE30MacHBIMH B HYaCTH HCCIENOBAHMS 3CKAJALIH
no3bl ipu MoHOTepanuu (4acte A). Yacte C cOCTOMT M3 pacIIMpeHUs KOropT B 6 rpymnmax
OonpHBIX W3 mpuOMM3uTeNnbHO 16 cyObekToB B Kakmoi, ¢ BMS-986016, BBOIMMBIM B
couetanun ¢ BMS-936558. Jleuenne B wactu C wHMLMUPYETCs, Korna Obuia ompereseHa
MaKCHMaJIbHO TiepeHocumasi no3a (maximum tolerated dose (MTD)) (uam mMakcumanbHas
BBeneHHas 103a (maximum administered dose (MAD), eciu MTD He onpeneneHa) st 4acTu
B. Ho3bl, BeiOpannbie mis yactu C, He mpesbimator MTD wnmm MAD w3 gactu B, HO
orpeseNeHne A03bl MOXKET BKJIIOUATh OLIEHKY APYTHX JaHHBIX, BKJIOYast TOkcuuHocTh U PK u

¢dapmakonnHamMuueckue naHHble M3 dyactell A m B. Cxema mccnenoBaHMs NPUBEACHA Ha
durype 2.
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CyOpexThl 3aBepIuaroT A0 4-X NMepruoIOB UCCIENOBAHMS CIEIYIOINUM 00pa3oM: CKPHHHHT (110
28 nHeil), neueHue (MaKCHUMaJlbHO IO JBEHAIUATH 8-HENeJIbHBIX IMKJIOB Tepanuu
UCCJIEJIOBAHMSI), TMOCHeAyIolnee KiuHudeckoe HaOmonenune (135 pHel) mnocnenyromee
HaOJIFOIEHNE 32 BBDKUBAEMOCTBIO (10 2-X JIET TIOCIIe MOJTyUeHHsI TIEPBOH T03bI UCCIIEAYEMOTO
npemnapara, 0ojee ATUTEeIbHBIN Meproa HAOIIOAEHUS MOXKET PacCMAaTPUBATLCS B OTHEIBHBIX
cilydasix, eciii TNpu3Haku 3(P(EeKTUBHOCTH OuYEBUAHBI). B TeueHme npaHHOrO mnepuoaa
AUAarHOCTHYECKUE N300paskeHMsI MOYKHO TMOJIyUaTh Kaxable 12 Hemenb 10 mporpecCupoBaHUs
y CyOBEKTOB, JiedeHHe KOTOpbIX ObuIo mpekparieHo Beienctsue CR, u y cydwekros ¢ PR B
KOHLE 12-ro nuknia.

Ilepuon nedeHust COCTOUT U3 1O ABEHANLATH 8-HENENbHBIX LUKIOB JedeHus. Kaxkaplii nukn
JeueHust COCTONT u3 4-x 103 BMS-986016 nmu6o B otaensHOCTH (4acTh A), 10O B COYETAHUU
¢ BMS-936558 (vactu B u C), BBomumbIx B 1Hu 1, 15, 29 1 43 u3 kakgoro nukia jedeHus. B
yactax B u C, xorma oba anTuTena BBOAAT B KOMOHMHAUWH, nivolumab BBOIST MEPBBIM C
nocienyomum BeeneHneM BMS-986016 B teuenne 30 MUHYT mocie 3aBepLIeHHs WHPY3UH
nivolumab. Oteer onyxomu ouenHuBaroT ¢ ucnoib3zoBanueM RECIST vl.1. Cybwekram
paspemnaeTcsi MPOAOJIKUTH TEPArui0 WCCIEAOBaHUS N0 HacTymieHus jobdoro m3: (1)
nonreepxkaeHHoro mosnHoro oteera (CR), (2) 3aBepiueHHss MaKCHMAJbHOTO YHCIA
OBeHaANaTH 8-HeNeJdbHBIX IMHKJIOB, (3) mporpeccupyromero 3aboneBanusi (PD), (4)
KJIMHUYECKOro yXyaumeHuss Wwwuwnmn (5) yIOOBIETBOPEHHS APYTUM  KPUTEPHAM IS
npekpaieHus. JleueHue mocie MNporpeccCUpoBaHMsl AOIMYCKAETCsl TOJNBKO ISl HEKOTOPBIX
cyOBekToB ¢ HauanbHbIM PD, onpenenennsim ¢ momomsto RECIST v1.1, koTopsie mosy4aroTt
MIOJIOXKHUTEJIbHBIE KIMHUYECKHE Pe3yJIbTaThl M nepeHocumMoe jeueHne. CyObeKThl, KOTOphIe
MPEKPalIaloT JICYCHHE, BCTYNAIOT B 135-THEBHBIM MEPHON MOCIEAYIOLEro KIMHUYECKOTO
HaOJIFOICHNS.

ITocne 3aBepiieHHs] KJIMHUYECKOrO Tlepuoja HAOJMIONEHUs CYOBEKTbl BCTYNAKOT B
NOCJIEAYIOIIUH mepros HabMFOASHUS 3a BBDKHMBAEMOCTHI0. Ha MpoTskeHnn NaHHOTO Neprosa,
Kaxnple 12 Hexenb MPOBOISATCS TMOCEMICHUS KJIWHUKU WM OCYIIECTBJISETCS Tesie()OHHBINA
KOHTAKT Il OLl€HKU BBIKUBAEMOCTHU. [IpoOIKUTENBHOCTh JAHHOTO NMEPUOAA COCTABJISIET 10
2-x JleT mocye MOJy4YeHHs MEepBOM A03bl HCCIIENyEeMOro Ipernapara, XOTs B OTAENbHbIX
Cllydasix paccMaTpuBaeTcsi Ooyiee IUIMTENIBHBIM MEPHOA TMOCIENYIOINEro HaOMIOEHUs, eCIIH
npusHaku 3¢ dexruBHOCTH OueBHIHBL. CyOBEKTHI B MOCIEAYIOIEM IIEPHOE HAOMONEHHS 32
BbDKHBAEMOCTBIO, Y KOTOPBIX HMEETCSl MPOrPECCHPOBAaHHE 3a00NIEBaHMS, MOTYT IOJy4aTh
TEpaInIo, HANPABJICHHYIO NMPOTUB OMyXOJH, MO Mepe HeoOxoanmocTn. CxeMa HCCIIeIOBaHUS

u3zobpakeHa Ha purype 3.
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Onenka, Bxmoyasi (U3NIECKUE UCCIENOBAHUS, U3MEPEHHsI )KU3HEHHO-BAKHBIX MapaMeTPOB,
12-xananpHyto JKI' n knmuHMYeckre 1ad0opaTOpHbIE aHAJIH3bI, BBIIOJIHIETCS B ONpPEAeICHHbIE
MOMEHTBI BPEMEHU B TE€UEHHE BCEro MHTepBaia no3upoBaHus. CyObeKTbl HAXOASTCS IOX
MPUCTANIBHBIM KOHTPOJEM Ha Cjy4all BO3HUKHOBEHHsI HEXKEJATEIbHbIX sBJICHUN Ha
NPOTSDKEHUH Bcero uccienoBanms. OOpas3ipl KpOoBU COOMPArOT B MHTEpBajie 1O 4-X 4acoB
1OCJIe Havaja BBEIEHHs HUCCIenyeMoro jeueOHoro npemnapara aias (apMakOKMHETHYECKOTO
aHaJIN3A.

Cy0mpexTam paszperraercsi IpoaODKATh TEPAITHIO 0 ABEHAAIATH 8-HeNEeNbHbIX [IUKJIOB HIH 110
MOATBEPKIEHHOTO IOJIHOTO  OTBETA, MPOrPECCHPOBAHUS 3a0O0JeBaHUS, KIMHHYECKOTO
YXYALIEHUs WIA YIOBIETBOPEHUs KpurepueB s npekpameHus. CyObekTsl MOryT
HAXONIUTBCSI HAa MCCIENOBAHUU B OOINEH CIIOKHOCTH IO MPHUOJHM3UTEIBHO 2,3 JIET, BKIOYas
28-mHeBHBI NEPUOJ CKPUHHUHIA, N0 [BEHAALATH 8-HENENbHBIX LUKIOB JiedeHus, 135-
OHEBHBIM KJIWHUYECKUN mepuon HAOMIOAeHWs W 10 2-X JIeT TepuoAa MOCIEAYIOIIero
HAOJIFOEHNST 32 BBDKMBAEMOCTBIO (HaUMHAsl C TMEpPBOH O3Bl HCCIENYEMOrO Ipernapara).
Osxupaercs, 4To 0O0IIasi MPOAOIDKUTENBHOCTh UCCIENOBAHHUS COCTABHT IMPHOIM3UTENBHO S
JeT ¢ MOMEHTa NEePBOr0 OCMOTpa MepBOro cyOBeKTa N0 OKOHUaHUs Tpedyemoro mepuona
HaOJIFOICHNS 32 BBDKHBAEMOCTBIO MOCIIETHETO 3apeTUCTPUPOBAHHOIO CyObeKTa.

3. Dckajganms 103561

Yacms A

B wactu A mmzaiin 3 + 3 + 3 ucnonb3yercs ans oneHku OesomacHoctu BMS-986016,
BBOIIMMOTO B BHAE MOHOTepanmuu. YerBepThlil CyOBEKT MOXKET ObITh 3aperHCTPHUPOBAH B
Havaje KOTOPThI ACKANALUHN JIO3bl, €CIU NaHHBIH CyOBEKT COCOOEH HavaTh MEPBBbIH AECHb
BBEJICHUS JI03bI B TEUCHHE MPUOIM3UTEIBHO OJHON HENENN JISYEHUS] TPEThero CyObeKTa B TOH
K€ KOTOpPTE 3CKaimauuu A03bl. J[03bI Ha NMPOTSDKEHHH 3CKANlAllM J03bl NPEACTABJICHBI Ha
¢urypax 2A u 2B u B Tabmune 1 (mpuseneHa Huxke). Tpu cybwekrta (mmm 4, ecnu 3TO
MPUMEHNMO), TIEPBOHAYAIBHO JIEYaTCs B KKIOW KOropTe N03bl. B kxoropre 036l 1 Kaskabii
U3 MePBbIX 3-X CyOBeKTOB (MK 4-X, €CJIN 3TO MPUMEHUMO) 0003HAYAETCsl KAaK MHANKATOPHBIN
CyOBEKT, M OHM HAUMHAIOT JICYEHNE C MHTEPBAJIOM 1O MeHbIueil mepe B 5 nHell. CyOBeKTs B
MOCJEAYIOIUX KOropTax He OO0sM3aHbl COONIOAATh S-AHEBHBIM HHTEPBAT MEXKAY NaTaMH
Hauaja JeueHHs. DCKalalus 1035l B YaCTH A MPOTEKAET CIEAYIOLTIM 00pa3oM:

* Ecmu 0 w3 mepBeIx 3-x CcyOBekTOB (MM 4-X, €CIM 3TO NPUMEHHMO) HCIBITHIBAET
OrpaHUYMBAIOLIYIO0 7103y TOKCHYHOCTH (dose-limiting toxicity (DLT)) Bo Bpemsi mHTepBajia
oueHku DLT, HOByro koropty u3 3-x cyObekToB (MM 4-X, €CIM 3TO NPUMEHHMO) JIeuarT,

MOBBIIIAS 103y 10 CIEAYIOLIeH 00Jee BBICOKOH TO3bI.
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* Ecmu 1 m3 3-x cyOpekToB (Wi 4-X, ecnu 3To nmpuMeHnMo) ucnbiTeiBaeT DLT BO Bpems
uHTepBasa oueHkd DLT, maHHyr0 KOropTy pacmupsoT 10 6 CyOBeKTOB.

* Ecin 2 u3 6 cyObekroB mucmbiTeiBatoT DLT Bo Bpemsi mHTepBana ouenkun DLT, maHHyro
KOTOpTY PacLIUpPSIOT A0 9 4eNOBeK.

* Ecim > 2 u3 3-x (wm 4-X, eciu 3TO MPUMEHHUMO), > 3 u3 6, i > 3 u3 9 cyObekToB
ucneiTeiBatoT DLT B mpenenax koropTel 103l BO BpeMst uHTepBajna oueHku DLT, Torma
ONpeaeNseTcs, 4YTO YPOBEHb 103bI npesbicusl MTD.

Ta6auua 1: Iopsiaok ackajanuu 10361 104 yactu A - Monorepanuss BMS-986016

Ho3za BMS-986016

Homep xoroptsl 10361  Bcero cy0bexToB (IV; mr)
1 N = NpUOIU3UTENBHO 3-9 20

2 N = NpUOIU3UTENBHO 3-9 80

3 N = NpUOIU3UTENBHO 3-9 240

4 N = NpUOIU3UTENBHO 3-9 800
Bcero N = npubnuzurenbho 12-36

Ho nexnapuposanust MTD (unmn MAD) nroOyro KOropTy, Ajisi KOTOPOH paHee yCTaHOBJIEHO,
YTO OHA 0€30MacHa, PaCIIUPSIOT, YTOOBI MOJYYUTh JOMOJHUTENbHBIN ONBIT HIJIH UCCIIENOBATh
YPOBHHU 7103, IPOMEKYTOUYHBIX T€M, KOTOpbIE OnpeseneHsl B npotokone. [IpaBuna sckanauuu
1036l (pa3Mep KOropTel, MHTepBas oueHkH DLT, kpuTepuu pacimupeHusi KOropT U T.1.)
OTHOCSTCST K TakKUM paCIIUPEHHBbIM WJIM JONOJHUTENbHBIM Koropram. Makcumym 9
CyOBEKTOB 3apETUCTPUPOBAHBI B KAKUX-JIUOO JOTIOJHUTEIbHBIX MM PACIIUPEHHBIX KOrOpTax
103.

Dckananyuu 1036l AJIsT OJHOTO U TOTO ke cyObeKkTa He paspeuieHsl. Ecnm ycTaHOBIEHO, 4TO
ypoBeHb 1036l npepbiaeTr MTD, cyObekToB, 3aperucTpUpOBAHHBIX MPU 3TOM YPOBHE J103bI,
neqat Oosee HU3KOH HO30H.

Yacmy B

Jleuenne B yactu B MHULMHpYETCS MOCHE MPUHATHS PELIeHUs 00 3CKajaluu Uil KOTOPTHI
TpeTbei 103bl B 4acTH A (B COOTBETCTBHU C IPaBHJIAMH 3CKaJalllU 03bl). B manbHeiimem,
3CKamaysl B 2-X 4acTAX MporekaeT napawensbHo. Hu B onnol Touke go3za BMS-986016,
KOTOPYIO BBOIAT B codetaHuu ¢ BMS-936558 (wacth B), He mpesbimaroT 103 BMS-986016,
KOTOpbIE SIBJSIFOTCSL O€30MacHBIMH, Kak ObUIO MPOAEMOHCTPHUPOBAHO paHee B YaCTH
UCCIIEIOBAHMS C dCKaalueil 1o3bl npu MOHOTepanuu (4acte A). HazHaueHust ans nedeHus
U CyOBEKTOB, AONMYIIEHHBIX K 00enM JacTsM (dacTe A U 4acTh B), uepenyrorcsa mexnay 2-
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MSl 4HacTAMH, C CyOBEKTaMH, MOJYHAOIIMMHU IOCJENOBATEIbHOE JIEUeHHE, OTHOCUMBIMHU K
Pa3IMYHBIM YaCTSM 4Yepe3 MHTEPAKTUBHYIO CHUCTEMY TOJIOCOBOrO OTBera (interactive voice
response system (IVRS)) Besikmit pas, korna 3To BO3MOKHO. Eciii HET HUKaKUX CBOOOIHBIX
MECT B YacTH, B KOTOPYIO CYOBEKT MNOJNy4aeT Ha3HAUYEHHE TAaKUM aJTOPHUTMOM, CYOBEKT
NOJIy4aeT Ha3HauUeHHEe B CIEAYIOMIYIO CBOOOIHYO KOTOPTY WIIM 4acCThb.

Kak u B wactu A, guzaiin 3 + 3 + 3 Takyke MOXKHO HCIIOJB30BaTh B YacTU B s omeHku
6e3omacHoctn BMS-986016 B codyeranun ¢ nivolumab. YerBepTsiii CyObEeKT MOKET OBITH
3apEruCTPUPOBAH B Hadalle KOTOPTHI 3CKaJallMy AO3bL, €CJIU JaHHBIH CyOBEKT CrocoOeH
HAuaTh MEPBBIH JI€Hb BBEIEHHs 03Bl B TEUEHHE NMPUOIM3UTENBHO ONHOW HENEeH JICUSHHS
TPETbEro CyOBbEKTa B TOH JK€ KOTOPTe 3CKANAMK N03bl. J{03bl, OLlEHNBaeMble Ha MPOTSKEHUN
3CKaJalliy 03kl IpecTaBieHbl Ha Gpurypax 2A u 2B u B Tabnuue B (mpusenena Hmxke). Kak
U B 4aCTHU A, K@XIbIiH U3 MEPBBIX 3-X CyObeKTOB (MK 4-X, €CIIU 3TO MPUMEHHMO) B TIEPBOM
KOropTe 103bI B yacTH B OyayT 0003HaYeHbI KaK HHANKATOPHBIE CYOBEKTHl M HAUHYT JICUCHHE

C UHTEPBAJIOM IO MEHBLIEH Mepe B S5 THEH ApPyT OT Apyra.

Tadoauua 2: Iopsigok 3ckanauuu a036l Aas1 yactu B - BMS-986016 B coueranuu

¢ BMS-936558

Homep

JHoza BMS-986016 [{o3a BMS-936558
KOTOPTHI Oo6mee unciao cy0bekToB

(IV; mr) (IV; mr)
A03bI
1 N = NpUOIU3UTENBHO 3-9 3 80
2 N = NpUOIU3UTENBHO 3-9 3 240
3 N = NpUOIU3UTENBHO 3-9 20 240
4 N = NpUOIU3UTENBHO 3-9 80 240
5 N = NpUOIU3UTENBHO 3-9 240 240
Bcero N = npubnuzurensHo 15-45

Tpu cyObekTa jeuaTcsl mepBOHAYATIBHO B KaJKIOM KOTOpTe M03bl. B koropte mo3bl 1 Kakmbii
U3 MePBbIX 3-X CyOBeKTOB (MK 4-X, €CJIN 3TO MPUMEHUMO) 0003HAYAETCsl KAaK MHANKATOPHBIN
CyOBEKT, M OHM HAUMHAIOT JICYEHNE C MHTEPBAJIOM 1O MeHbIueil mepe B 5 nHell. CyOBeKTs B
MOCJEAYIOIUX KOropTax He OO0sM3aHbl COONIOAATh S-AHEBHBIM HHTEPBAT MEXKAY NaTaMH
Hayaja JIeYeHUs.

Ockanauus 1036l B yactu B npoucxoaur, kak onucano ans yactu A. Eciu MTD npesbiiiena

B KOTOpTEe 2 N103bI, MOCHeAy oLyt koropty jedatr 20 mr BMS-986016 u 80 mr BMS-936558.
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Ecnu nanHOe coueTaHue 103 OKa3bIBAETCs OE30MACHBIM, SCKAAIHS MPOAOJIKAETCS IIPU paHee
onpeaeneHHbIx no3ax BMS-986016, nognepxusas oy BMS-936558 Ha yposae 80 wmr.
Ecim MTD He pocturaercss [Jii KOTOPTBI S5  103bI, TO 3aT€éM pacCMaTpPUBAIOTCA
JIonoJHUTENbHbIE KOropThl BMS-986016, naBaemoro B couerannu ¢ BMS-936558, Ha ocHOBe
COBOKYITHOT'O OIbITa O€30MaCHOCTH BO BPEMs 3CKAJIALIIH O3B

Ho nexnapuposanust MTD (unmn MAD) nroOyro KOropTy, Ajisi KOTOPOH paHee yCTaHOBJIEHO,
YTO OHA 0€30MacHa, PaCIIUPSIOT, YTOOBI MOJYYUTh JOMOJHUTENbHBIN ONBIT HIJIH UCCIIENOBATh
YPOBHHU 7103, MPOMEKYTOUHbIE OTHOCUTEJIbHO TE€X 103, KOTOpPbIE ONpEEseHbl B MPOTOKOJIE.
[IpaBuna 3ckananuu 1036l (pazMep Koroptsl, nHTEpBaN oueHku DL T, kpurepun pacimpeHus
KOTOPT M T.A.) OTHOCSTCS K IAaHHBIM pPACIIUPEHHBIM WM JIOTOJHUTENBHBIM KOTOPTAM.
MakcumanbHO 9 CyOBEKTOB 3a4HCICHBI B KaKHe-JINOO JAONOJIHUTENbHBIE WM PACIIUpPEHHbIE
KOTOPTBHI J103.

Dckananyuu 1036l AJIsT OJHOTO U TOTO ke cyObeKkTa He paspeuieHsl. Ecnm ycTaHOBIEHO, 4TO
ypoBeHb 103bI npeBbimaeT MTD, cyOBbeKTOB, 3a4HCICHHBIX MPU 3TOM yYPOBHE AO3bI, JieuaT
OoJiee HU3KOM TO3011.

4. Pacmiupenue koropt

Lenp pacmupeHus: KOropT COCTOHUT B TOM, YTOOBI COOPATh AOMOJHUTEIBHY HHPOPMALHIO O
0€e30MacHOCTH, IEPEHOCUMOCTH, MPEIBAPUTENBHON 3(PPEKTUBHOCTH, (HapMAKOKUHETHUECKUX
U papMaKOAMHAMHUYECKUX MapaMeTpax B oTHoueHnd komOuHanmu BMS-986016 u BMS-
936558. Jlo3bl, BeiOpanHble 1 yacTu C, He mpesbimaror MTD (umun MAD, ecin MTD we
ompeneseHa) B 4acTH B, HO MOryT BKIOYAaTh B ce0sl OLIEHKY IPYTUX AAHHBIX, BKIFOYAs
tokcuuHocTd U PK u dapmakonmnamudeckne nanHble n3 dacteid A U B. J[03bl BKIIFOUAIOT
J03bl, MPOMEXKYTOYHBIE IO OTHOLIEHHIO K TEM, KOTOpbIE OLieHeHb! B yacTu B. Mcnone3yercs
MOJIEIMPOBAHUE, YTOOBI IIOMOYb B TOJYYEHHH WH(POPMALMHM, Kacarollencs BbIOOpa YPOBHS
1036l OOBETUHEHHBIX 103, AJIs MPOABIDKeHHs Brepen B yactu C, ecim BbIOpaHa 1032 HIXKE
MTD. Illectp KOropT pacLIMPEHUs] OTPAHUYEHBI TUIIAMU OINYXOJIEH, NEPEUNCICHHBIMU HUXE
B Tabimuax 3A u 3B. HenpepriBHast OlleHKAa TOKCHYHBIX SIBICHUH B PACUIMPEHHSX KOTOPT
BBIMOJIHSETCS] HA TIPOTSDKEHUH 3a4MCICHHs B KOTOPTHI pacuinpenus. Eciu B mo00H MOMEHT
BPEMEHH CYMMAapHBI YpPOBEHb CBSI3aHHBIX C JICUEHUEM TOKCHYHOCTEH, OTBEYAKIINUX
kpurepusiMm DLT, npespimaer 33% st Bcex CyOBEKTOB, KOTOPBIX JICUWIH B PACLIMPEHHU
koropt yactu C, panpHelillee 3auucieHue NpepbiBaeTcs. B 3aBUCUMOCTH OT xapakrepa U
CTETIEHU TOKCHYHOCTH U IOCJIE OIIEHKH COOTHOILIEHHS PHCK:IIONb3a, HOBas 03a(bl) ISl BCEX

KOTOPT MHHLIUUPYETCS HAa paHee NMPOTECTUPOBAHHOM Ooyiee HU3KOM YPOBHE JO3bI WM Ha
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YPOBHE J03bl, IPOMEKYTOYHOM OTHOCHUTENIbHO PaHee HMCIBITAHHBIX, Oojiee HU3KUX YPOBHEH
103.

ITocne ompenenenns MTD (umun MAD, ecnmu MTD He ompenenena) B 4actu A, KOropra
BMS-986016-moHOTEpanuu OLEHUBAETCS NPU paclIMpPeHUH KOropTel. JlaHHas koropra
pacIIMpeHust OrpaHWYeHa THUIIOM (THIIAMH) OITYXOJIM, KOTOpas, Kak ObUIO YCTaHOBJIEHO,
yyBcTBUTEeNIbHA K BMS-986016-monOoTepanmu. Jlo3a, BbIOpaHHAsT JJIsl  PaCUIUPEHUs
MoHoTepanuy, He npesbiaeT MTD u3 yactu A (mmmm MAD, eciu MTD He onpenesnena) u
BKJIFOYaeT B ce0s OLEeHKy JAPYruxX MJaHHBIX, BKJIOYas TOKcMUHOcTH H PK m
¢dapMakogrHAMUYECKHE NaHHblE W3 YacTH A. BriOpaHHas 1o3a SBIATCS IMPOMEKYTOYHOM
OTHOCHTEJIBHO /103, NMIPOTECTUPOBAHHBIX B 4acTH A. MonenupoBaHUE HCIOJIB3YETCs, YTOOBI
NIOMOYb B TOJIy4Y€HUH MH(OpMAIUH, Kacaroueics BRIOOpa YPOBHS A03bI IJIsI TIPOIBHKECHUS

Briepen B yactu C, eciu BeiOpana no3a Hiske MTD.

Tadauua 3A: Tunsl onmyxoueii, npuemiemsbie 1 4actu C - KomOnHuposannas

Tepanusi ¢ pacliipeHneM KOropTbl

Tun onyxoun Oo6mee unciao cy0bekToB
Menanoma: ne nonseprapmasics ICMARs? npubnu3nuTENBHO 16
Menanoma: antu—PD-1- wunu aatu—PD-L1- npUOIM3UTENBHO 16

AHTHTENIO KaK CAMAst HeNABHSIS TePAITHS

NSCLC®: ne nogseprasummiics ICMARs® npubnu3nuTENBHO 16
NSCLC®:  amtu-PD-1- wmm  amtu—PD-LI1- npUOIM3UTENBHO 16
AHTHTENIO KaK CAMAst HeNABHSIS TePAITHS

HPV-nonosxurenbHbli paKk roJIOBbI U LIEU, HE npubnu3nuTENBHO 16
noxseprapumiics ICMARs®

Kenynounas a4ICHOKAPLIUHOMA, HE npUOIM3UTENBHO 16

noxseprapmasics ICMARs®

Bcero npudIU3UTENBHO 96

a ICMARS: cxembl JiedeHHs] MOIYJIUPYIOIIUMHA UMMYHHBIH OTBET KJIETOK aHTUTEIAMHU
(immune cell-modulating antibody regimens) (TakuMu Kak, HO HE OrPaHUYUBASCH HUMH,
ipilimumab, tremelimumab, awtu-PD-1-, antu-PD-L1-, antu-PD-L2-, antu-KIR-, anTH-
CD137- w/unu antu-OX40-anTuTena).

b Cybmbektbl ¢ anTu-PD-1- win antu-PD-L1-anTuTenom B kadecTBe caMOl HemaBHeH

Tepanuu SIBJISIIOTCS HEPEarnpyrIluMH CYOBEKTAaMHU C MPOTrPecCUpPOBaHMEM 3a00JIEBAaHUS B
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tedeHne 16 Henmenp mociie Havana Tepanu. CyOBeKTbl NOJKHBI JaTh WH(MOPMUPOBAHHOE
cornacue B TeueHue 60 gHel nocie nociaeaHed no3el aHtu-PD-1- unu antu-PD-L 1-anTuTtena
U He JOJUKHBI NpeKpamaTh aHTHTENBHYIO TEpPaIfi0 H3-32 CEPhe3HOHW W/WMJIM OMacHOW s
JKU3HU TOKCUYHOCTHU (HampUMep, OTPaHUYUBAIOLIAs O3y TOKCUYHOCTH B IPEIIIECTBYOIIEM
uccnenoBannn). CyOwekTol ¢ aHTH-PD-1- wiu antu-PD-L1-anTutrenom B KadecTBe caMoi
HeNlaBHel Tepanuu He MoJABEprainuch Bo3neicTemio Moo0bx apyrux ICMAR.

c NSCLC: HeMenKOKJIEeTOUHbIH pak Jerkoro

d HPYV: Bupyc nanumnomsl yenoseka (HPV)

Ta6nuua 3B: Tunbl omyxouseii, npuemiemsbie aiasi 4yactu C - KomOuHupoBaHHas

Tepanusi ¢ pacliipeHneM KOropTbl

Tun onyxoun Oo6mee unciao cy0bekToB
Menanoma: He nonseprapmasics ICMARs® npubnu3nuTENBHO 16
Menanoma: NpEeAUIECTBY IO1Iast Tepanus npubnu3nuTENBHO 16

antTn—CTLA-4- u antu-PD-1- unu anru—PD-L1-

AHTHTETOM

NSCLC?: ne nonseprapiuiics ICMARs" npubnu3nuTENBHO 16
NSCLC®:  antu-PD-1- wmm  antu—PD-L1- IPUOIM3UTENBHO 16
AHTHTENIO KaK CAMAst HeNABHSIS TePAITHS

Pax ronoBel M 1iew, HE MOABEPraBLIMNCA npubnu3nuTENBHO 16
ICMARs?

Kenynounas a4ICHOKAPLIUHOMA, HE npUOIM3UTENBHO 16

noxseprapmasics ICMARs®

Bcero npudIU3UTENBHO 96

a ICMARS: cxeMbl JiedeHUs] MOAYJIUPYIOLUIMMHA UMMYHHBIM OTBET KJIETOK aHTUTEIaMHU
(TakuMU Kak, HO He OTpaHUYMBAasICh UMM, ipilimumab, tremelimumab, anTu-PD-1-, antu-PD-
L1-, antu-PD-L2-, antu-KIR-, antu-CD137- w/unu antu-OX40-anturena).

b CyOBbeKkTbl C MPOrpecCUpPOBAHUEM MEJAHOMBI BO BpEeMsSl WM TIOCJE MOJy4eHUs
tepanuii aHTH—CTLA-4- u antu-PD-1- wnn antu—PD-L 1-anTutenamu (B mocienoBaTebHOM
WM KOMOWHUPOBAHHOM CXeMax JICYEHHs) UMEIOT MPaBO Ha 3auucienue. K He mMeromum
NPaBO HA 3a4MCICHUE CYOBEKTaM C MEJIAaHOMOW B JAHHOH IpyIIe OTHOCATCSA CyOBeKTsI: 1)
ISl KOTOPBIX MeXAy rnocieaHeil nosoit tepanuu aHTU-CTLA-4-aHTUTeNnoM U nepBoi A030M

uccieayeMoro mpemapara mpouuio Meree 100 mHei; 2) KOTOpble paHee MOABEPraiicCh
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nedyeHuro corjgacHo ICMARS, unbiM, uem cxembl Teparuu aHTU-CTLA-4-, antu-PD-1- nnn
antu-PD-L1-anturenamu; 3) mist xoropeix Tepanuu aHTH-CTLA-4-, antu-PD-1- wnu anTu-
PD-L1-anTtutenamu ObUIM TpeKpalleHbl H3-32 CEPbE3HOW W/WIM OMAaCHOM IS JKU3HHU

TOKCUYHOCTH (HampuMep, OrpaHHYMBAIOMIAst J03y TOKCUYHOCTh B IPEIIIECTBYOIIEM

BO3JICHCTBUMN).
c NSCLC: HeMenKOKJIEeTOUHbIH pak Jerkoro
d Cy6mwexTrl ¢ NSCLC, y xoTopbIx 3a00y€BaHUE TPOrPECCUPYET BO BPEMsI MIIH ITOCIE

tepanuu aHTU-PD-1- wnn antu-PD-L1-antutenom B kadecTse camoil MOCIEAHEN TEpPaNUH.
CyObekT He NOKeH ObLT MPEeKPATUTh TEPAITUI0 AHTUTEJIAMH U3-3a CEPhEe3HOU H/HMITM OMAacHOH
I SKU3HW TOKCUYHOCTH  (Hampumep, OrpaHWYMBANOIIAs J03y TOKCHYHOCTH B
npenuiecTpyromeM ucciaenoBanuu). CyowpekTsl ¢ Tepamueli ¢ antu-PD-1- wmm aatu-PD-L1-
AHTUTEJIOM B KauecTBe CaMON TMocieqHell Tepanuyd He M[OJBEprajuch IMepes STUM
BO3AeHcTBUIO JIIOOBIX Apyrux ICMAR.

5. OFDaHI/ILII/IBaI-OH_II/Ie JA03Y TOKCHMYHOCTH

BMS-986016 mnoTeHIMaNIbHO MOKET MPUBOAUTHL K VYBEJIUYEHHIO YacCTOTBl U TAKECTH
ONMCAaHHBIX BBIIIE HEKEJATENbHbIX SBJIEHUHN, CBsi3aHHbIX ¢ BMS-936558, wnm BBI3BIBATH
HOBble TOKCHYHBIE siBieHUs. C Lenblo OONerdyuTh NPHUHATHE pEIleHHH B OTHOLICHHU
JCKajanmuu 103kl B 4acTh A W vactu B, orpanmumsaromryto mo3y TokcmyHocTh (DLT)
ONpPENENSAOT HA OCHOBE YaCTOThI, UHTEHCUBHOCTH U JJIUTENIBHOCTU HEXKEJIATENbHBIX SIBJICHUM,
KOTOpBIE CBS3aHBI C UCCIIENYEMbBIM MPETapaToM B KOTOPbIE MPOUCXOMAT B TeUeHHne 56 nHeil (8
HeJleNlb) ¢ Havasia mpuemMa UCCieqyeMoro npemnapara (To ectb, uatepsa oueHku DLT, mocne
3aBepienust nukia 1). TspkecTh HeenaTeIbHBIX SIBJICHHM OLEHUBAETCS COMVIACHO OOIINM
KPUTEPHsIM TEPMHUHOJIOTUM JUii  OOO3Ha4YeHus HexenarenbHbIX sBieHud (Common
Terminology Criteria for Adverse Events (CTCAE)) v4.0 HaunoHamsHOTO MHCTUTYTa paka
(NCI). B mensix koHTpojsi 3a cyobekToM, DLT, kOTOphIe MMEIOT MECTO B JIFOOOH MOMEHT
BpeMeHH, OyZb TO BO BpeMs dCKaJalliu A03bI (YacTh A M 4YacTh B) mnm mpu pacmmpeHnn
koroptel (wacte C), mnpuBOAAT K TOMY, YTO BCE HCCJIEAOBAHHUsS Ipernapara(oB)
MIPUOCTAHABIMBAKOTCA [0 NPOBEACHUS OLICHKH NPUYUHHO-CJIEICTBEHHOW CBSI3U SIBJIEHUS C
uccnenyembiM  npernapatoM. CyOBeKTBl JOJDKHBI  COOTBETCTBOBATH  KPUTEPUSAM IS
MOBTOPHOTIO JIEYeHUs! NIepe]l MOBTOPHBIM HAYaJIOM UCCIIEAY €MOrO JICUEHUs!.

CyOmpexThl, KOTOpbIE BBIXOIAT M3 HCCIEOOBAaHWS B TeueHHe WHTepBana oueHku DLT mo
uHbiM, 4yeM DLT, npudmHam, MOryT OBITh 3aMEHEHBI HA TOM K€ YpOBHE H03bl. B ciydae,
KOI/la BJIMBAHME HE MOKET BBOAMUTHCS MPHU 3AIJIAHUPOBAHHOM BHU3UTE BO BpEMsl MHTEpBaJa

oueHku DLT, oHO nomkHO OBITH BBEIEHO KaK MOXKHO ckopee. Ecnu 3ameprka cocTaBisieT oOT
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1 mo 7 nHeW, DOJKHBI OBITH BBIMOJIHEHBI MPOLEAYPHI, OTHOCAIIMECS K IMEPBOHAYAIBHO
3aIUITAHUPOBAHHOMY TIOCEIIEHHI0, W CyOBeKThl OyAyT CUYUTATHCS OLEHUBAEMBbIMU IS
onpenenenust DLT. Eciu 3amepskka cocrasisier Ooyee ueM 7 nHeEH, no3a Oyaer CuUTaThCs
NPONYIIEHHOW U He Oyaer 3aMeHeHa. [ MpUHATHS peIeHui Mo SCKaNAUU O3Bl C TOUKU
3peHust 0€30MacHOCTH, CyOBEKThI OyyT CUUTATHCS OLEHUBAEMbIMU, €CJTH OHH TIOJTYYHIH 3 13
4-x 3armmaHupoBaHHBIX 103 BMS-986016 B wactn A (uim 3 U3 4-X 3aIUIaHUPOBAHHBIX 03
BMS-986016 u nivolumab B yactu B) B Teuenue Bcero 8-HenenpHOro nepuona HabIOACHUS,
TOJIBKO €CJM OAHa TPOMyINeHHass J03a Oblla BTOPUYHOW 1O OTHOLIGHHIO K
nporpeccupyomei 00Ne3Hn WM K HeMEIUIMHCKUM npuanHaM. HeoneHuBaemble CyOBEKThI
MOTYT ObITh 3aMEHEHBI Ha TOM K€ YPOBHE JI03bI.

Ileuenounas, Heremarojorudeckast u remaronorudeckass DL'T onpenensroTcss OTAenbHO, Kak
YKa3aHO HUXE.

[levenounas DLT

JIroboe W3 Clenyromux sIBJICHUN, CBS3aHHBIX C JIEKAPCTBEHHBIM IMpernapaToM, CYUTAETCS
neueHoyHor DLT:

* ALT nimu AST> 8 x ULN, He3aBUCHMO OT NPOAOJIKUTEIBHOCTH, UITH

* ALT nmu AST> 5 x 1 <8 x ULN, uTo He BO3BpallaeTcs K CTeNeH! 1 B TeueHue 2 Hesenb,
HECMOTPsI HA MEAUIIMHCKOE BMEIIATEIbCTBO, HIIH

» O6muit Oumnpyoun > 5 XxULN, wnn

* ALT umn AST> x3 ULN u ogHOBpeMeHHO o0mmuii Omnnpyoun > 2 x ULN

Heecemamonocuueckas DLT

JIroboe u3 crlenyroUnx SBICHHWH, CBS3aHHBIX C JIEKAPCTBEHHBIM IPENapaToM, CUHTAETCS
HeremaTtonorndeckoi DLT:

* 2-4 CTENeHb CBA3aHHOW C MMMYHHBIM OTBETOM OOJM B TJla3y WJIM CHU)KEHHE OCTPOTHI
3peHusi, 94To TpedyeT CUCTEMHOTO JICUSHHSI, WIIH

* 2-5 creneHb OONM B TJla3y WJIM CHIDKEHHE OCTPOTBI 3PEHHUS, KOTOpash HE OTBEYaeT Ha
MECTHYI0 TEpalui0 U HE yJIy4dllaeTcs A0 1-H CTeneHu B TeueHue 2-X He[eab OT Hadaja
MECTHOH Tepanuu, Ui

* HenedueHnouHass UiaM HEreMaTONOrH4eCKass TOKCUYHOCTb > 3-H CTENEHU C UCKIIOYEHUSIMU,

YKa3aHHbIMU HUKE.

Crenyromue HEreMaToJIOTHYeCKue siBJIeHUs 3-i crenenu He cuntarorcs DLT:
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* DJIEKTPOJIUTHASI aHOMAJHUsl 3-M CTeneHu, KoTopas anurcs < 72 yaca, HE SBISIETCS
KJIMHMYECKH CJIOKHOM M Pa3pernaeTcsi CIOHTAHHO WIIM pearupyer Ha OOBIMHOE MEAHLIMHCKOE
BMEILATEIbCTBO

* [IoBbIlIEHNE YPOBHS aMUJIa3bl MM JIUNA3bI 3-1 CTENEHU, KOTOPOE COXPAHSETCS] B TEUCHHE <
3 Hemenb M HE CBSI3aHO C KIWHUYECKMMHM WIM PEHTICHOJOTMYECKUMHU IPU3HAKaAMU
MAHKPEaTHUTa

* TomHoTa MM pBOTA 3-U CTENEHH, KoTopas Anutca < 48 dacoB W Bo3Bpamaercs K < 1-i
CTeneHu JIMOO CIIOHTAHHO, MO0 ¢ OOBIYHBIM MEIULIMHCKIM BMEIIATEIbCTBOM

 Jluxopaaka 3-i1 cTreneHu, Kotopas AJUTCS < 72 4yaca M HE CBA3aHA C eMOJUHAMUYECKUM
KOMIIPOMHUCCOM (BKJIFOYasi TUNIOTOHUIO, WM KJIMHUYECKHE WM JaOOpaTOpHBIE MPU3HAKU
HapyeHus nepdysun nepudepuaeckux OpraHoB)

. DHJIOKpUHOIIATHUS 3-i CTEIIEeHH, KOTOpas XOpOLLIO KOHTPOJIUPYETCS
FOPMOHO3aMECTUTEIIbHOUN Tepanuen

* 3-1 CTemneHp yCyryOJeHUs] KIMHUYECKUX MPOSBJICHUN OmyXoiH (OompenenseTcs: Kak OoJb,
pa3apakeHue WIH ChIb, KOTOpasl JIOKAJIU3YeTCs B MECTax W3BECTHOW WJIM NOJ03PEBaeMOMU
OITyXOJIN)

* 3-51 CTENEHb YCTAJIOCTH B TEUEHHE MEHEe YeM 7 THEeH

Lemamonoauveckas DLT

JIroboe U3 clenyrounx SIBICHHWH, CBS3aHHBIX C JIEKAPCTBEHHBIM IPENapaToM, CUHTAETCS
rematosiornueckoit DLT:

* 4-51 crenieHb (HeOPUIIbHON HEUTPOTIEHNH JTI000H MPOAOIKUTETBHOCTH

* 4-4 cTeNeHb HEUTPONEHUH, KOTOpas JUIUTCS > 5 THEH

* 4-51 cTeneHb TPOMOOLIMTOIIEHUH

* 4-9 cTeNeHb AaHEMUH

* 3-51 cTeneHb TPOMOOLIUTONIEHUH, CBSA3aHHON C KIIMHUYECKU 3HAYUMBIM KPOBOTCUEHHEM

* 3-51 crenieHb (HeOpUIIbHON HEUTPOTIEHNH, KOTOpask AUTCs > 48 yacos

* 3-1 CTENEHb reMONN3a

6. Kpurepuu BKIIOUEHUS

IlonnucaHHOE MUCHEMEHHOE I/IHd)ODMI/IDOBaHHOG corjacue

HcneiTyemblil nomkeH noamnucate W gatuposaTh yreepskaeHHoe DCO/HIK (DxcnepTHbrit
coer oprarm3aimu, DCO (Institutional Review Board; IRB) / HezaBucumbiii studeckuit
komuteT, HOK (Independent Ethics Committee, IEC)) mucpmeHHOe WHGOPMHUPOBAHHOE
corylacHe Tepell BBIMOJHEHHEM KaKuX-JIM0O MpOLenyp, CBSI3aHHBIX C HCCIIEIOBAHUEM,

KOTOPBIC HE CHHUTAIOTCA 4YaCTbIO CTaHI[apTHOfI MGI[PILIPIHCKOP'I ITOMOIIH.
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Cornacue Ha B3sATHE OOpPA3ILOB OMyXOJMU MyTeM OHONMCHM Jisi 4acTH A WM 4acTd B
sckanannu 103bl CyObeKT NODKeH aTh corjacue Ha 3a00p HaJMYECTBYIOLIEH OMyXOJeBOH
TKaHU ¢ ¢pukcupoBaHueMpopMatnHOM U 3akmoueHnn B mapadus (formalin-fixed paraftin-
embedded (FFPE)), B Bume nmubo Oyoka, MO0 HEOKPAIIEHHBIX CPE30B, IJISI BBITOJHEHUS
KOPPENSIHOHHBIX HccienoBaHuil. Eciu apXxuBHBI 00pasen OTCYTCTBYET, CyOBEKT IOJDKEH
JaTh COrJIACHe HA TO, YTOOBI TIO3BOJIUTH BBIMIOJHUTH OMOTICHIO OMYXOJIU mepen jedeHneM. B
1r000M citydae, y4acTBYIOIIMH B UCCIIEIOBAHUM MEPCOHAN OJDKEH rapaHTHPOBATH, YTO OJIOK
WIA Cpe3bl TKaHU (PU3NYECKH CYLIECTBYIOT 10 Hauana tepanud. CyObeKThbl, KOTOpbIE HE B
COCTOSIHUU 00€CIeunTh apXUBHBIA 00pasell OMyXoJl U KOTOpbIe OO HE NAIOT COrjiacus Ha
OMONICHIO OMYXOJH TMepex JIUeHHeM, JTHO0 He UMEIT AOCTYITHBIX OMyXOJEBbIX MOPAKEHUH,
spysitoTest HeronxomsiuMmu. (Tem He MeHee, CyOBEKTBI, Ui KOTOPBIX CHENAHHAs Mepen
JeyeHneM OWOICHS TaeT HEJOCTATOYHOE KOJIMYECTBO WIJIM KauyeCTBO TKAHU, HE SIBISIFOTCS
HETIOAXOSAIIUMH TOJIBKO Ha ’TOM OCHOBAHUH).

Cornacue Ha B3siTie 00Opa3LOB OMyXxoJyu myTeM Ouoricuu 11st Koroptel 4acTu C: CyObekTsl ¢
MEJIAHOMOH HUTH OIyXOJISIMHU TOJIOBBI H IIEH: BCE CYyOBEKTHI B 2 KOTOPTaX C MEJIAHOMOH M BCE
CyOBEKTBI B KOTOpPTE OIyXOJH TOJIOBBI M INEH JOJIKHBI NMOABEPTHYTHCS OWOMCHH Tepen
JeYeHHEeM W BO BpeMsl JICUEHUs], CIIelOBATENbHO, CyOBEKThl IOJKHBI UMETh OIyXOJIEBOE
NOpa’keHUe, PACIOJOKEHHOE TakuM o0pa3oM, uTo oOpasenm MOXKET ObITh IMOJNy4YeH IpH
NPUEMJIEMOM KJIMHMYECKOM pHUCKE, MO0 MHEHHMI0 HccienoBarens. Mecta BBITOJHEHUS
Owonicuii Ay JFOOBIX CYOBEKTOB JIOJDKHBI OTJIMYATBCS OT OLCHMBAEMBIX OMYXOJEBBIX
nopakeHui. CyOBeKThl B KOrOpTax ¢ MEJAaHOMOHW U C PAaKOM IIeH U TOJIOBBI, KOTOPBIE HE
OTBEYAIOT JAHHBIM KPUTEPHUSM, HE HMMEIOT IpaBa y4acTBOBATb B HCCIIEOBAHHUH, TEM HE
MeHee, CyOBEKTBI, JIJIsl KOTOPBIX CAETAaHHAs Mepes JIeYeHueM OUOIICHS JaeT HEAOCTATOUHOE
KOJIMYECTBO WJIM Ka4deCTBO TKAHU, HE SBISIFOTCS HENMOAXOMALIMMH TOJBKO HAa 3TOM
ocHoBaunu. CyObekTsl B ocraibHbIX kKoroprax (NSCLC wmmu aneHOKapLHHOMA JKEIyAKa):
CyOpexT no/oKeH [aTh COrjlacHe Ha 3a00p HaJIMYeCTBYIOIIEH ONMyXOJeBOH TKaHH C
¢dukcupoBanueM popmanuHoMm u 3akmoueHnn B napadun (FFPE), B Bune nmubo Gmoka, 11bo
HEOKpAIIEHHBIX CPE30B, AJISI BBIIOJIHEHHUS! KOPPENSLUOHHBIX UccaenoBannid. Ecinmn apXxuBHbIN
o0pasern; OTCYTCTBYET, CyOBEKT MOJDKEH J1aTh COTJIacHe Ha TO, YTOOBI TIO3BOJIUTE BBITOJHHUTH
ouoncuro omyXxonM mepen JieueHueM. B mro0oM ciydae, y4acTBYIOIIMH B HCCIEIOBAHHU
NEePCOHAJ JTOJDKEH rapaHTHPOBATh, YTO OJIOK WM CpPe3bl TKaHU (PU3NYECKH CYIIECTBYIOT IO
Hauaja teparnuu. CyOBEKTBI, KOTOpbIE HE B COCTOSHHHM OOECIEeYHTb apXUBHBIA oOpasen
OIyXOJI M KOTOPBIE JINOO HE NAIOT COrjacusi Ha OUOICHIO OMYyXOJH Mepen JIeYeHHUeM, JTHOO

HE UMCIOT JOCTYIMTHBIX OITY XOJICBbIX HOpa)I(eHPIfI, ABJIAOTCA HCMMOAXOAAINMMU. (TeM HE MCHEC,
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CyObeKThI, IJsl KOTOPBIX CHAEJaHHas TMepen JeYeHHeM OHOMNCHS [aeT HEeJOCTaTOuHOE
KOJIUMYECTBO WJIHM KAa4YCCTBO TKaHHW, HE ABJAIOTCA HETIOAXOOAIIMMU TOJBKO Ha OCHOBaHHH
3TOTO).

Lenesasn nonynayus

a) CyOBeKThl AODKHBI UMETh THMCTOJIOTUYECKOE HIIM LUTOJIOTHYECKOE TONTBEPKACHNE
HEU3JICYUMON CONIMIHOW 3JIOKAYECTBEHHON OMYyXOJIM TO3MHEH cTranguu (MeTacTaTH4YeCKOU
u/vi HeonepadeTbHO )

1) Dckanmarus 103bl, 4acTh A: MoHoTepamnus BMS-986016

(1) Pazpemiensl BCe THUCTOJOIMM COJIMAHBIX OINyXOJIeH, 3a HCKIIOYEHHEM CyOBEKTOB C
nepBuYHBIME onyxossimMu LTHC

(2) HonymeHsl TONBKO CyOBEKTbI 0€3 NPenUIeCTBYIOINEro BO3ACHUCTBUS CXEM JICUSHHS
MOIYJHPYIOIIUMH UMMYyHHBIH oTBeT KieTok aHturenamu (ICMARs), Takumu Kak, HO He
OrpaHUYMBasCh UMy, ipilimumab, tremelimumab, antu-PD-1-, antu-PD-L1-, antu-PD-L2-,
anTu-KIR-, antu-CD137- u/unu antu-OX40-aHTHUTEIaMU;

(3) CyObextbl mOMKHBI OBUIM JIGYMTHCS B COOTBETCTBUM TIO MEHBLIEH Mepe C ORHOM
CTaHIAPTHOH CXEMOW JIEUEHUs], €CIM Takas Tepamusl CYyLIeCTBYET, Ha MPOABUHYTOH HWIIH
METaCcTasupyroIled CTaguH, MOociae 4Yero OOJe3Hb MPOrpeccHpoBaja WIH MOSBUIIACH
HETIEPEHOCHMOCTb.

i1) Dckanarus no3bl, yacth B: BMS-986016 + BMS-936558

(1) Pazpemiensl BCe THUCTOJOIMM COJIMAHBIX OINyXOJIeH, 3a HCKIIOYEHHEM CyOBEKTOB C
nepsuyHbIME onyxonsiMu LITHC. JlonyimeHbl CyOBEKTBI, MPOXOAUBINNE IMPEIIECTBYOLIYIO
tepanuto ¢ aHTU—PD-1- u antu-PD-L1-anturenom, unmn 0e3 ee mpoxokaeHus. B kadectse
aJbTEPHATHBBI, BCE TMCTOJIOTUU COJMIHBIX onyxoJei, He moaseprasuinecs ICMARS, Takumu
Kak, HO He orpann4uBasich UM, aHTU-CTLA-4, antu-PD-1, antu-PD-L1, antu-PD-L2, anTu-
KIR, antu-CD137 umu antu-OX40-anturenamu, OyAayT pa3peLIeHbl, 3a HCKIFOYEHHUEM
cyOBeKTOB ¢ nepeuyHbIMU onyxossivu LIHC.

(2) CybObektnol 6e3 mpemmectByromieil Tepanuu antu-PD-1- u antu-PD-L1-anTurenom =e
MorH ObITh MOABEprHyTHI BozaeiicTeuio npyrux ICMARS, Takux Kak, HO HE OrPaHUYHBASICH
umuy, ipilimumab, tremelimumab, antu-PD-L2-, antu-KIR-, antu-CD137- w/unu antu-0X40-
aHTHUTENaMHU. AJIBTEPHATUBHO, CyOBEKThI Oe3 mpenmiecTByromeil tepanuu aHTU-PD-1- u
anTu-PD-L1-anTHTenoM He Moriu ObITh TOABEPTHYTHI BoznehcTerio npyrux ICMARS, Takux
KaK, HO HE OTpaHUYMBasICh UMM, ipilimumab, tremelimumab, antu-PD-L2-, antu-KIR-, anTu-

CD137- w/wnn aatu-0X40-aHTUTEIaMU.
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(3) Cyobmwektor ¢ NSCLC, y kxotopsix 3a0ojieBaHHE TPOrPECCUPYET BO BPEMsl WJIH TOCIE
Tepanuu aHTU-PD-1- unu antu-PD-L1-anTturenoMm, B kadecTse camMOW MOCJIEIHENH TEpaluu.
ANBTepHATUBHO, CyOBEKTBI C TpeamecTByioumeid Tteparnueil antu-PD-1- u antu-PD-L1-
AHTUTEJIOM, B KaUECTBE CaMOU MOCJIEHEN Tepanuu.
(a) bomesnp He uyBcTBHTenbHa K aHTH-PD-1- u antu-PD-L1-antuTtenpHoill Tepanuu u
nposieisiercs: ¢ PD (uepes RECIST) B Teuenne 16 Henenb nocie Havajia TP
(b) Tepamust He ObUTa BO3MOXKHA, OyIydu MPEepBAHHON M3-3a CEPbE3HON W/WIM OMAacHOU st
JKU3HH TOKCHYHOCTH, CBSI3aHHOW ¢ aHTH-PD-1- wnm antu-PD-L1-anturenom (Hampumep,
OrpPaHUYMBAIOLIAS TO3Y TOKCUYHOCTb B MPEIIECTBYFOLIEM HCCIICIOBAHUN).
(¢) Heobxomumo mnpenoctaButh WHGOPMHPOBAHHOE corjiacue B TedeHwe 00 mHel mocie
nocnenHen o3l aHTu-PD-1- nnu antu-PD-L1-anTuTtensHoi Tepanuu.
(d) He mor mmerp mpenmectyromue ICMARS, Takue Kak, HO HEe OTrPaHUYUBASICH HMHU,
tepanus aHTU-CTLA-4-anturenamu, antu-PD-L2, antu-KIR, antu-CD137 unn antu-0X40-
aHTUTeNaMu
(4) CyOBexTsl ¢ METAaHOMOH, Y KOTOPBIX 3a00JieBaHHE MMPOrPECCHPYET BO BPEMsl WK TOCIHE
nony4yenuss teparmmii aHTU-CTLA-4- u aHTu-PD-1- wmnm  antu-PD-L1-anturenamu (a)
Tepanuu anTH-CTLA-4- u anTi-PD-1- mnn aatu-PD-L1-anTrTenamMu Morim ObITh MOy YE€HBI
B TIOCJIEIOBATENbHBIX WM KOMOWHHUPOBaHHBIX cxemax yieuenus (b) ITocnemuss mosa xypca
tepanuu aHTU-CTLA-4 anturenom noswkHa Obuta ObITh Moy4eHa 3a > 100 mHel mo mepBoii
1036l uccieayemoro npernapata (c) Tepamusi He Morja ObITh MpEKpalleHa H3-3a CEPhe3HOM
W/WA OMacHOM JJsl SKW3HM TOKCHUYHOCTH, CBsi3aHHOM ¢ aHTH-PD-1- wnm antu-PD-L1-
aHTHUTENIOM (HampuUMep, OrpPaHWYMBAIOLIAs 03y TOKCHYHOCTD B MPEAIIECTBYIOLIEM
uccnenosannn) (d) He mor moasepratecst Bo3neiicturo ICMARS, OTIMYHBIX OT Tepamuu
aHTu-CTLA-4- u antu-PD-1- unn antu-PD-L 1-anTurenamu.
(5) CyObextbl mOMKHBI OBUIM JIGYMTBCS B COOTBETCTBUM TIO MEHBILIEH Mepe C OIHOM
CTaHIapTHOH CXeMOH JiedyeHHus, IOCJ€ Yero MWCIMBITHIBAIM I[POrPECCUPOBAHUE WU
HENepeHOCUMOCTb.
ii1)  Pacmmpenne xoroptsl, yacts C
(1)  3aperucTpupoBaHbI CIEAYIOIINE TPYIIIIBL:

(a) Menanoma - cyOnbektnl, He iogeepruyThie ICMARS

(b) Menanoma - cyOBbeKTBI, Y KOTOPBIX 3a00JIeBaHHE SIBJISIETCS HEBOCIIPHUMYHUBBIM K
tepanuu aHTU-PD-1- u antu-PD-L1-anTuTenoMm, B kauecTBe CaMOW MOCAEAHEN Tepanuu, U
nposieisiercst ¢ PD (uepes RECIST) B Treuenne 16 Henenp mocne nHadana tepanud. CyObeKkT

JOJIKEH TMPeNOCTaBUTh MH(GOPMUPOBAHHOE corjiacue B TedeHue 60 mHEl mocie mochenHen
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n03bl Tepanuu aHTU-PD-1 nnn antu-PD-L1 aHTUTENnOM, M HE NOJDKEH MPEKPAINaTh TEPATUIO
aHTUTENAMU U3-32 CEPbE3HOH W/MIM OMACHOW Ui JKU3HM TOKCHYHOCTH (Harpumep,
OrpaHUYMBAIOLIAS JO3Y TOKCHYHOCTD B MPEAIIECTBYIOIIEM HCCIenoBaHuH). Takne cyObeKTh
HE MOIUIM paHee noasepratbcss BozaeiicTBuo npyrux ICMARs, Takux kak, HO He
OTpPaHUYMBAsACh UMH, Teparuu ipilimumab, tremelimumab, aatu-PD-L2-, antu-KIR-, antu-
CD137- unu antu-OX40-aHTuTenamMu. AJbTEpHAaTHUBHO, HMEIOT MPaBO Ha 3a4HClIEHUE
CYyOBEKTBI, Y KOTOPBIX 3a00JieBaHHE MPOrPECCHPYET BO BPEMSl MIIM MOCJE NpHUeMa Tepanmuu
antu-CTLA-4- u aHtu-PD-1- wnm astu-PD-L1-anturenom (B mocnenoBaTeNbHBIX WIH
KOMOMHHUPOBAaHHBIX cxeMmax JedeHws). [locmemnsas nosza kypca teparmu aHtu-CTLA-4
AQHTUTEJIOM JOJbKHA ObITh ToNyueHa 3a > 100 mHel 100 mepBOH JO3BI HCCIIEAYEeMOro
npenapata. CyOBeKThI HE JOJDKHBI OBLTH MPEKPALaTh TEPAITUI0 AHTUTEIAMHU H3-3a CEPbE3HOM
W/WIM ONACHOM /JIs *KM3HM TOKCHYHOCTH (HAIpUMep, OrPaHUYHMBAOIIAs 103y TOKCHYHOCTD B
NPEAIIECTBYIOIIEM HCCIenoBaHNM). Takue CyObeKThl HE MOINIM paHee IMOABEpraThbCs
BozaeiictBuio ICMARS, oriauunbix ot Tepanuu aHTU-CTLA-4 u PD-1 wnmu antu-PD-L1
aHTUTENaMU.

(c)  Hewmenkoknerouneni pak serkoro (NSCLC) - cyObekTel, HE mOABEpraBLINECS
ICMARs

(d) NSCLC - cyObekTbl, y KOTOpPBIX 3a00JieBaHUE SIBJISIETCSI HEBOCIPUHUMYHBBIM K
Tepanuu aHTU-PD-1- win antu-PD-L1-aHTuTenoM B kauecTBe CaMOW MOCJIENHEN Tepanuu 1
nposieisiercst ¢ PD (uepes RECIST) B Treuenne 16 Henenp mocne nHadana tepanud. CyObeKkT
JOJIKEH TMPeIOCTaBUTh MH(POPMUPOBAHHOE corjiacue B TedeHue 60 mHEH mocie mociaenHen
no3bl Tepanuu aHTU-PD-1 wnn antu-PD-L1 aHTUTENnOM, Tepamus aHTUTENAMH HE NOJKHA
OBITh TIpEeKpalleHa H3-32 CEPbE3HOH W/WIIM OMACHOW I KM3HH TOKCHYHOCTH (Harpumep,
OrpaHUYMBAIOLIAS JO3Y TOKCHYHOCTD B MPEAIIECTBYIOIIEM HCCIenoBaHuH). Takne cyObeKTh
HE MOIUIM paHee noasepratbcss BozaeiicTBuo npyrux ICMARs, Takux kak, HO He
OrpaHUYMBasCh uMH, ipilimumab, tremelimumab, antu-PD-L2-, antu-KIR-, antu-CD137-
wii  aHTu-OX40-anTutenamu.  AnbsrepHatuBHO, cyOpekTl ¢ NSCLC, y KOTOpBIX
3ab0jIeBaHre MPOrPEeCCUpyeT BO BpeMsl win mocyie Tepanuu aHtu-PD-1- wnm antu-PD-L1-
aHTHUTEJIOM, B KadecTBe camoi HenmaBHel Tepamuu. CyObekT HE AOJDKEH ObLT MpeKpariaTh
TEPAITNI0 AHTUTEJIAMH H3-32 CEPbE3HOW W/HIIM OMAaCHOW ISl JKU3HHM TOKCUYHOCTHU (Hampumep,
OrpaHUYMBAIOLIAS JO3Y TOKCHYHOCTD B MPEAIIECTBYIOIIEM HCCIenoBaHuH). Takne cyObeKTh
HE MOIUIM paHee noasepratbcss BozaeiicTBuo npyrux ICMARs, Takux kak, HO He
OTpPaHUYMBAsACh UMH, Teparuu ipilimumab, tremelimumab, aatu-PD-L2-, antu-KIR-, antu-

CD137- wnmu autn-OX40-agTureaMu.
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(¢) HPV-accoummpoBaHHBIE OIyXOJU TOJIOBBI M IIEH - CYOBEKThbI, HE MOABEPTaBLINECS
ICMARs, u ¢ HPV-no3uTuBHOCTBIO, KaK 3TO OMNpeAeneHo plO-UMMyHOrHCTOXUMHUYECKU
(IHC)-nonoxurensibiM  w/mmn  HPV-16-rubpunuzanueit in  situ  (ISH)-nonoxxurenbHbM
OTBETOM.

(1) I'ucronorust orpaHUYMBAETCS TUIOCKOKJIETOYHBIM PAaKOM. AJIBTEPHATHUBHO,
CyOBEKTHI C OMYXOJISIMH MPOABUHYTOH CTAAMN/METACTATUIECKUMH OIyXOJISIMH TOJIOBBI M LIIEH
- ve noaseprasmuecst ICMARS (1) I'uctonorust orpaHI4MBAETCS TNIOCKOKIETOUHBIM PAKOM.
) CyObeKThl ¢ JkeyJOYHOU afeHoKapuuHOMOH, He monseprasimuecs ICMARSs

(1) HER2 (+) n HER2 (-) cyOBeKTBI JOITy CKArOTCS
b) CyObeKThl NOJKHBI OB JIEYUTHCS B COOTBETCTBHM IO MEHBIIEH Mepe ¢ OXHOU
CTaHIAPTHOH CXEMOW JIEUEHUs], €CIM Takas Tepamusl CYyLIeCTBYET, Ha MPOABUHYTOH HWIIH
METaCTasupyroIled CTagud, TMocjae 4Yero OOJNe3Hb MPOrpeccHpoBala WM TOSBUJIACH
HETIEPEHOCHMOCTb.

c) CyOmpexTh! ¢ I00BIe PeABITY IIUMHU CXEMaMH JICUSHHsI UMEIOT TPaBO HAa 3a4HCJICHHE B
uccnenoBannu. He paccMmaTpuBaroTCsl CleAyIOLINE OTAENbHbIC JIMHUU TePanuu:. 100aBlIeHHE
COEIMHEHUs] K MOCTOSIHHOM CXeMe JIeUeHMs], epe3anyCcK OJHOH U TOH K€ CXEMbl JICUeHUs
nocie "OTAbIXa' OT JIEKApCTBEHHOTO CpPEACTBA WM Iepexo]] OT MHTPABEHO3ZHOM K
MepOpaIbHOMN TEPAIIUH.

d) Hannunme mno MeHblIedl Mepe OTHOTO OIYXOJIEBOTO IOPAXKEHUS € H3MEPHMBIM
3aboneBanuem, kak onpeneneHo kpurepusmu RECIST v1.1 nns ouenku orBeta. CyObeKkTam ¢
NOpPaKEHUSIMH B paHee 0OJyueHHOH 001acTH B KaUeCTBE €AMHCTBEHHOTO MECTa HU3MEPUMOTO
3a005eBaHMs MO3BOJICHO 3a4YUCIATHCS TMPU YCIOBUH, YTO MOpPaKEHHe(s) MOKA3aji0 4eTKOoe
NPOTPECCUPOBaHNE 10 BPEeMEHH HH(MYOPMHUPOBAHHOIO COTJIACHA U MOXKET OBITh TOYHO
U3MEPEHO.

e) Craryc ECOG pasen O wm 1.

f) Oxupaemass  NPONOJDKUTENBHOCTh  JKM3HM > 12 Hepmenmb Ha  MOMEHT
UH(POPMHUPOBAHHOTO COTJIACHSI.

g) AnexkBaTHOe Oy HKIIMOHHUPOBAHHE OPTaHa, KaK 3TO ONPENEIeHO CIeNYIOINUM 00pa3oM:

1) benpie knerkn kposm (netikonursr, White blood cells (WBCs)) > 2000/mxa
(cTaOMIBHBI B OTCYCTBUH JFOOOTO (pakTOpa pocTa B TeueHHe 4-X HeeNb OT ePBOrO BBEACHUS
UCCJIeTyeMOro Tpernapara)

i1) Hetitpoduner > 1500/Mki (cTabuiibHBI B OTCY TCTBUH JIFOOOTO (PakTOpa pocTa B

Te4eHHe 4-X Helelb OT MEPBOTo BBEIECHUS HCCIIENYEMOro Mpenapara)

55



iii)  Tpombouursr > 100 x 10°/Mkn (mepenuBaHme AN NOCTHKEHHS JAHHOTO
YPOBHS HE AOMYCKAETCs B TEUCHHE 2 HeNleNIb OT NEPBOT0 BBENEHHSI HCCIIEAYEMOro Ipernapara)

iv) I'emornoOun > 8,5 r/an (mepenuBaHue IJs1 JOCTIDKEHHUS] JAHHOTO YPOBHS He
JOTTy CKaeTCsl B TEUEHHE 2 HeNlesb OT MEPBOro BBEICHUS HCCIIENY eMOTo Iperapara)

V) Kpeatnann < 1.5 x ULN wnim xnupeHc kpeatnHuHa > 40 mu/muH (popmyiia
Kokpodra-T'onra (Cockcroft-Gault))

Vi) ALT u AST <3 x ULN

vii)  Jlunasza m ammnaza < 1.5 x ULN

viil)  OO6mmii Ommmupy6un < 1.5 x ULN (32 uckirodeHneM cyOBeKTOB C CHHAPOMOM
Kunpbepa, KOTOpBIE AOIKHBI UMETh HOPMAJIbHBIN MPSIMON OUITHPYOUH)
h) Hopwmanbhast ¢pyHKIMS IUTOBUIHOMN JKeJIe3bl MM cTa0MIIbHAsI Ha 100aBKe rOPMOHA
1) CrniocobHocTh BBIMONHATE JieueHue, coop PK u dapmakonmHammueckux mnpod u
HeoOXOoAnMOe HaOIOAEHUE 32 NCCIEIOBAHIEM.
1) ITosTopHOE 3aumcieHue cyObekTa: JlaHHOE WCCIEIOBaHUE MO3BOJISIET MOBTOPHOE
3auuciieHne cyObeKTa, KOTOPBIA MPEKPATHII UCCIeIOBAHNE KaK HEYTAYHOE MPENIIECTBYOIIee
nedenue (T.e. CyOBekT ObUT HEe PaHAOMI3HPOBAH/HE mpoJyiedeH). [Ipu 3auucieHuu 3aHOBO
CyOBEKT NOJIKEH ObLT IIOBTOPHO JIaTh COTJIACHE.

Bospacm u DenDOaVKI’I/IMGHbZﬁ cmamyc

a) My>K4MHBI U )KEHIIUHBI B Bo3pacTe > 18 neT Ha MOMEHT MH(POPMHUPOBAHHOTO COTJIACHS

b) XKenmuusl neroponnoro Bospacta (Women of childbearing potential (WOCBP)) nomkHer
UCTIOJIB30BATh CMIOCOOBI KOHTpaLenuuy. J{Jisi TepaTOreHHOro MCCIIeNyeMOro npenapara 1/ uim
NpU HAJIMYAHM HEAOCTATOYHOW WHQPOpPMALMU MJIi OLEHKH TEPATOTEHHOIO BO3JEHCTBUS
(IOKNMMHUYECKHNE WCCIENOBAHUS HE MPOBOAWINCH) TpeOyroTcst 2 (OpMbl KOHTPALETILIUH.
OnmuH cnoco0 nmomwkeH ObITh BechMa 3¢ (¢EeKTUBHBIM (YacToTa OTKa3oB MeHee 1% mpu
MIOCJIEOBATEIFHOM U IPABIJIBHOM HCIIOJIB30BAHUMN), U BTOPOH CIOCOO TaKke MOXKET ObITh
BecbMa 3¢dexTuBHbIM. OTAeNnbHBIE CIMOCOOBI KOHTPALETLHH TOJUKHBI ONPENeNSIThCA 10
coriacoBanuto ¢ uccienosareieM. WOCBP nomkHbI cieoBaTh HHCTPY KLUSIM AJIsE KOHTPOJIS
3a POXKITAEMOCTBhIO, B OOIIEH CIOKHOCTH, 24 HemeNlb IMOCe BBEACHHS TOCIETHEN O3Bl
uccienyeMoro npemnapara (B Tedenue 30 nHeH TUTIOC BpeMsi, HEOOXOANMOE JJIsl TOTO, YTOObI
IUIA  UCCIIEAYEMOro JIEKAPCTBEHHOTO CPEACTBA MPOLLIO 5 TEPHUOAOB IOJYBBIBEIACHUS).
Kenmunuer peropomgHoro Bo3pacta (WOCBP) omnpenenstorcss kKak JIFOObIe KEHIIUHBI,
KOTOpbIE HCHBITAIN MEHapXe U KOTOpbIE HE MOABEPININCH XUPYPIHYECKON CTEPHIIH3ALNU
(rucrepakToMuUM WM OWJaTepabHOH OBapUIKTOMHUH) U HE HAXOMATCAd B COCTOSTHHU

nocTMeHonay3bl. MeHonay3a onpesensercs kak 12 MecslieB aMEHOpEeU Yy KEeHIIUHBI cTapiie
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45 nmer mpuW OTCYTCTBUH IPYTUX OHMONOTMYECKHX WM (U3NONOTHUECKUX NpuyuH. Kpowme
TOr0, JKEHIIMHBI B BO3pacTe A0 55 JeT AOKHBI MMETh JOKYMEHTHPOBAHHBIA YPOBEHBb
CBIBOPOTOYHOTO (hosuTuKyocTuMy upyromero ropmona (DCT; follicle-stimulating hormone
(FSH)) > 40 wmME/mi, uroObl moAaTBEpANTH MeHomay3y. JKeHIIWHBI, IOJydYaBLIne
3aMECTUTENbHYI0 TropMOHanbHYi0 Tepanuio, (hormone replacement therapy (HRT)),
BEPOSITHO, MMEIOT HCKYCCTBEHHO mopmaBieHHble ypoBHU DPCI' m moxer mnorpedoBaTbes
"OTMBIBOYHBII"  mepuon  [uid  JOCTHKEHHs  ¢usuonormueckoro  ypoBHs — DCI.
IIpopomKUTENBHOCT OTMBIBOYHOIO MEpHOAA 3aBUCUT OT Tuna ucnoisdyemoro HRT.
ITponomKUTENBHOCTH OTMBIBOYHOTO IIEPHO/IA, TPUBEIACHHbIE HIDKE, MPEAJIOKEHbI B KAUeCTBE
PEKOMEHAALINHN, U HCCIIEIOBATENN JOJKHBI OCHOBBIBATHCSI HA COOCTBEHHOM CYKIACHHH TIPH
nposepke yposHeil @CI' B chiBopoTke kpoBu. Ecnu yposens @CI' B cbiBOpoTKe KpoBH > 40
MME/Mn B m000H MOMEHT BpEMEHH Ha NMPOTSIKEHHH OTMBIBOYHOI'O MEPHOAA, TO MOKHO
CUMTATh, YTO JKEHIIUHA HAXOAUTCS B COCTOSTHIH ITOCTMEHOIIAY3bl.

MUHHMYM | Henens A BlarajuilHbIX TOPMOHAIBHBIX IPENapaToB, (KOIbLA, KPEMBI, TEIIH)
MUHHMYM 4 HeJeNu IJIsl TPAHCAEPMANIbHBIX MPOAYKTOB

MUHHMYM 8 HeZeNb JJISl TEPOPATbHBIX TPOAYKTOB

JUis ApyTyxX MpOAYKTOB AJIS MAPEHTEPATbHOTO BBEIEHUSI MOTYT NMOTPEOOBATHCS OTMBIBOYHBIE
MEePUOJIbI CPOKOM B 6 MECSILIEB.

¢) JXeHIUHBI MOJKHBI MMETh OTPHULATENBHBIM pE3yJbTaT TecTa Ha OepeMEeHHOCTh MpHU
ONpENeJIeHNH B CBIBOPOTKE WM MO4Ye (MUHUMAJIbHAas YyBCTBUTEJIBHOCTh TECTa Ha
OepeMeHHOCTh B Moue coctasysier 25 ME/n nnu ofmero 4enoBedeckoro XOpHOHHYECKOTO
roHajgorpornuHa (4yenosedeckoro chorionic gonadotrops (hCG)) wnm Oera-dpakiuum) B
TeueHue 24 4acoB 10 Hayaja BBEAEHUs UCCIIEAYEMOro NpoayKTa.

d) J)KeHIIMHBI He TOJKHBI KOPMHUTD IPYIBIO.

€) My»xuuHbl, KOTOpble cekcyanbHO akTuBHBI ¢ WOCBP, noKHBI HCIONB30BaTh CHOCOOBI
KOHTpauenuuu. /sl TepaTOreHHOro HMCCIEAYeMOro Tmpenapara WWIA TpPH  HAJIHYUH
HEeOCTaTOYHONW WH(pOpPMALMM ISl OLEHKH TEPAaTOTEHHOTO BO3ACWUCTBUS (IOKIMHUYECKHE
UCCJIeIOBAHMSI HE TTPOBOAMIINCH) TpebyroTes 2 Gopmbl kouTpauenuun. OauH crocod IomKeH
ObITh BecbMa 3((eKTHBHBIM (YacToTa OTKa30B MeHee 1% mpH MOCHenoBaTeIbHOM H
MPAaBUJILHOM HCIIOJIb30BAHKHK), M BTOPOH CIOCOO Takke MOKeT ObITh BechMa 3((HEeKTHBHBIM.
My >k4uuHbI, KOTOpBI€ CeKCyanbHO akTHBHBI ¢ WOCBP, nomkHbI cieoBaTh HHCTPYKLUSIM IS
KOHTPOJISL 32 POKIAEMOCTBIO B OOIIEH CIIOKHOCTH 33 HeIeNb MOCJe BBEIASHUS MOCIeIHeN
I03bI HCClieAyeMoro mpenapata (B Tedenne 90 mHel TUTIOC BpeMmsi, HEOOXOAUMOE ISl TOTO,

9TOOBI ISl UCCIIEAYEMOT0 JIEKAPCTBEHHOTO CPEICTBA MPOLLIIO S MEPUOIOB IOy BBIBEICHHS).
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JIns SKeHIIMH He HNEeTOPOMHOrO Bo3pacta (TO €CTh, B COCTOSIHUM TIOCTMEHOIAY3bl WIIH
XUPYPTUYECKH CTEPWIbHBIE, U MYKYHH C TIOCTOSIHHOH a3o00crepMmuei (Hampumep,
IBYCTOPOHHSII OPXMIKTOMHUs) He Tpedyercss koHTpauenuus. JKeHIMUHBI JEeTOPOTHOrO
Bo3pacta (WOCBP) onpenessiroTcsi Kak *KEHIIUHBI, KOTOPbIE HCIBITAIA MEHAPXe U KOTOPhIE
HE TIOABEPTJINCH XUPYPrUYECKOW CTepuiim3aiuu (TUCTEPIKTOMHUM WM  OujiaTepaibHON
OBAPUIKTOMUH) WM HE HAXOISATCS B COCTOSHHM MOCTMEHOMAay3bl. MeHomay3a Oonpeaensercs
KJIMHUYECKHU KakK 6 MECsLIeB aMEHOPEH V KEHIUHBI cTapiie 45 JIeT mpu OTCYTCTBHH JPYTHX
Ouosorndecknx win (U3NOJOTHYEeCKUX MpuYuH. Kpome TOro, sKeHIIMHBI B BO3pacTe M0 S5
JeT TOJIKHBI UMETh JOKYMEHTHUPOBAHHBIH yPOBEHb CBIBOPOTOYHOT'O
dommukynoctumyupyromero ropmona (@CI; follicle-stimulating hormone (FSH)) > 40
MME/mi1, 4T0OBI IOATBEPAUTH MEHOTIAY3Y .

7. Kpurepuu UCKIHOYESHHUs

Hcxnrouenus us yeiesvix 3abo0neeanitii

JIuna ¢ usBecTHpIMH uiau nopo3peBaeMbiMu MerTacTazamu IIHC wnu ¢ IIHC B kauectse
€IMHCTBEHHOIO MECTa AaKTHBHOTO  3a0O0NIeBaHHMS  WCKIIOYEHBI CO  CIEAYIOLINMHU
UCKJTFOUEHHUSIMH:

1) CyOBpexTaM ¢ KOHTPOJIUPYEMBIMH METACTa3aMH B TOJIOBHOM MO3T€ Pa3peLIeHO 3aUUCIICHIUE.
KoHnTponupyemble MeTacTtasbl B TOJOBHOM MO3re ONPENessIIoTCs Kak MeTactasbl 0e3
peHTreHorpaduecKoro MporpeccCupoBaHMsl B TEYEHHE 1O MEHbIIeH Mepe 4 Henesb IMocie
OONyueHusT W/WIH XUPypPrudeckoro JiedueHuss B MOMeHT corjiacusi. CyOBeKThl TOJKHBI ObLTH
OCBOOOXKIEHBI OT CTEpOMIOB IO MEHbLIEH Mepe 3a 2 Hemenu [0 MOJyUYSHHs
UH(QOPMHUPOBAHHOTO COTJIACHA M HE HMEIOT KAaKUX-JMOO HOBBIX WJIM IPOrPECCHPYIOIINX
HEBPOJIOTHYECKHUX NMPU3HAKOB U CHMIITTOMOB.

i1) CyOBexTsl ¢ MpU3HAKAMHU I CHMIITOMAMH METACTa30B B TOJOBHOM MO3re HE UMEIOT
IpaBa Ha 3a4UCJIEHHE, €CJIM MeTacTasbl B TOJIOBHOI MO3I HE HCKIIIOUYEHBbl C IMOMOUIBIO
kommnbroTepHO# ToMorpaduu (KT) nim MarauTHO-pesoHaHcHOM ToMorpaduu (MPT).
Yyactre B KaKOM-JMOO TPEABAPUTEIHPHOM KIMHUYECKOM wucchienoBaHuu ¢ BMS-936558,
BKJIFOYast CyOBEKTOB B IpyIIax KOMIIApaTopa, B KOTOPOM O0INasi BbDKUBAEMOCTh YKa3aHA B
KaueCcTBe MEePBUYHON WJIM PABHOW MEPBUYHON KOHEYHON TOYKU U B KOTOPOM HE 3aBEpIIEH
aHAJIN3, OCHOBAHHBINA HA NEPBUYHON KOHEYHOU TOUYKE.

Hcemopus oonesnu u convmemeyrugue 3abonesanis

HckimrogaroTcest CyObEKThI ¢ MPebIAy el 37I0Ka4eCTBEHHOCTBIO, KpoMe 0a3aIbHO-KJIETOYHOTO
WIM TUIOCKOKJIETOYHOIO paka KOXKH, KOTOPBIM afeKBaTHO JIEUWJIH, JIOKAJIW30BAHHOTO paka

NPOCTAThI, KAPLUUHOMBI Ha MecTe (In situ) MmeHKu MaTKU WM KapIHOMBI Ha Mecte (in situ)
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MOYEBOrO Iy3bIpsi, WM MPOTOKOBOH WJIM MOPAKEHUHOH KapuMHOMBI Ha Mecte (in situ)
MOJOYHOH  kene3bl. CyObekTbl ¢  JOPYIMMH  NPEABIAYIINMU  3JI0KaY€CTBEHHBIMU
HOBOOOpPA30BaHWSIMM, JIMArHOCTUPOBAaHHBIMH Oojiee 2-x JeT Ha3ax (K MOMEHTY
UH(POPMHUPOBAHHOTO COTJIACHsI), KOTOpbIe TOJyYald Tepamui ¢ JedeOHOW Lenbro Oe3
NPU3HAKOB 3a00JIEBaHUS B TEUEHHUE ONPEAENIEHHOTO MPOMEXYTKa BPEMEHH, Y KOTOPBIX, KaK
CUMTAETCs, IMEETCS] HU3KHH PUCK PELMINBA, UMEIOT MPAaBO Ha 3a4UCIICHUE.

CyOpexThl ¢ MOOBIM aKTHBHBIM ayTOMMMYHHBIM 3a00JI€eBAHMEM HJIM UCTOPHEH HM3BECTHOTO
WIA TOI03PEBAEMOr0 ayTOMMMYHHOIO 3a0O0NIeBaHMs, 3a HCKIIOYEHHEM CyOBEKTOB C
W30JIMPOBAHHON BUTHIINTO, YPETYJIUPOBAHHON NETCKOH acTMoil/atomuel, KOHTPOIHPYEMbIM
THITOAIPEHAIM3MOM HJIH THIIONUTYHUTAPU3MOM M TMALEHTOB ¢ HCTOpHuell Oone3Hu I peiiBca
(cyOBeKThI ¢ KOHTPOJIUPYEMBIM THIIEPTUPEO3MOM JOJKHBI HMETh HETATUBHYIO PEAKLMI0 Ha
aHTHUTENa K THPEOrNIOOYJMHY M THUPEOHTHOW TMEPOKCHAA3e M THUPEOCTHMYJIUPYIOIIEMY
UMMYyHOMJIOOYJIMHY A0 BBEACHUS UCCIIENyEMOro Mpenapara).

H3BecTHOE MM OCHOBHOE MEAMLIMHCKOE COCTOSHHE, KOTOPOE MOXKET CAeNlaTh BBEACHHE
HCCIIElyeMOro Tperapara ONMacHbIM Uil CyOBeKTa WM MOXKET OTPULATENIbHO TOBJIHATH Ha
CHoCOOHOCTD CyObEKTa BBINOJIHSTD WIIH IEPEHOCUTh UCCIIEAOBAHUE.

Heob0xoanMocTh B €KeIHEBHOM JOTIOJIHUTEIBHOM KHUCIIOPOTIE.

HekoHnTponupyemoe wim 3HaYUTENBHOE CEPAEYHO-COCYAUCTOe 3a00IeBaHue, BKIIOYas, HO He
OrpaHWYMBAsACH MMM, Jroboe M3  crieayromero:  WH(GApKT  MUOKapaa  WIH
UHCYJIBT/TpaH3uTOpHasi uiemuueckas araka (THA) B TeueHnme 6 MecsueB IO MOJYyYSHHS
COIJIacHsi, HEKOHTPOJUPYeMasi CTEHOKAPIUS B TEUEHHE 3-X MECSIIEB 10 TIOTyUEHHUs COTJIACHS,
mr00asi UCTOPHS KJIMHUYECKH 3HAYMMOH apuUTMHMU (HAmpUMep, KeIyJO0YKOBas TaxXUKapIus,
GUOPMIIIAIMA JKeNy TOYKOB WIH MOJUMOp¢HAs JKeIyA04YKOBas TaXUKapAus THMIA "mHpysT"),
npojoHrauus uHTepBasa QTc > 480 mc, ucropus Apyroro KJIMHUYECKH 3HAUYHMOIO
3aboneBanust cepaua (TO €CTh, KAPAMOMHUOIIATHSA, 3aCTOMHAS CepIeYHasi HEAOCTATOUYHOCTD C
dyHkuroHanbHOM Knaccudukarmeiin -1V Hero-Hopkcekoii acconmarmu cepana [NYHA],
NEPUKAPINT, 3HAYUTEIBHBIN SKCCY JATHBHBIIN MEPUKAPINT).

HeobOxoguMocTh B €KEIHEBHOM JONOJHUTENBHOM KHUCJIOPOAE, CBS3aHHAS C CEPAEYHO-
COCYAUCTBIM 3a00JIeBAaHUEM.

[TonTBepkaeHHAsT UCTOPHUS SHIE(ANUTa, MEHUHIUTA WM HEKOHTPOJHUPYEMBIX MPHUCTYIIOB 32
roa 10 HHPOPMHPOBAHHOTO COTIIACHS.

ITonoxxuTenpHBIA pe3ysbTaT aHAIM3a KPOBH Ha BUPYC MUMMyHoxeduiura denoseka (BHY)

WJIN U3BECTHBIN CHHIPOM MprodpeTeHHoro uMmMmyHoneduuura (CITH/T).
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HcTopust moOOro XpOHMUYECKOTO renaTuTa, O YeM CBUIETENbCTBY €T MOJOKHUTEIBHBIH TECT Ha
antureno k rematury A (HepA IgM) (Ilpumeuanwe: HCTOpHsS BBUICYEHHOW BHPYCHOU
UHQEKIH TernaTuTa A He SIBJIACTCS KPUTEPUEM HCKIIIOUEHHs), TOJOKUTENbHBIH TECT Ha
MOBEPXHOCTHBIN aHTUreH Bupyca remnaruta B (HBsAg) w/wnu sinepHeiii anTures renatura B,
MIOJIOXKUTEJIBHBIN TECT Ha KaYECTBEHHYIO BUPYCHYIO Harpysky mis rematura C (¢ mMOMOIIBEO
ILIP).

CBunerenbCcTBO aKTUBHOW HH(pEKIUH, KOTOpas TpeOyeT CHUCTEMHOW aHTHOAKTepUabHOM,
MPOTUBOBUPYCHOW WJIM TPOTUBOTPUOKOBOW Tepamuu < 7 JHEH 10 Hayana Tepanuu
UCCIIETy EMBIM JIEKAPCTBEHHBIM IPETIapaToOM.

JIroboe mpyroe 3HAYUTEIHHOE OCTPOE WIIM XPOHUIECKOE COMAaTHIeCKoe 3a00IeBaHue.
CyOpexThl, KOTOpbIE HE MOTYT IOJABEPraTbCs BEHENYHKLHH W/MIM MEPEHOCUTHh BEHO3HBIN
TOCTYIL

JIrob6as npyrasi mpo3ByYaBIIash MEAULIMHCKAS, TICUXHATPHUYECKASH/ TN COLMAIbHAS IPUIHHA.
JIro6oe 13 caenyomux Npoueayp Wil MEAUIUHCKAX MPETapaTos:

B Teuenne 2-x Hemenb 10 MOMEHTa MH)OPMHUPOBAHHOTO COTJIACHS: CHCTEMHBIE U MECTHbBIE
KOPTUKOCTEPOUABI B HMMYHOCYNPECCUBHBIX 103ax (= 7,5 MI/CyT NpEenHU30JIOHA WIIH
SKBHUBAJICHTA), MAJUIMATUBHOE W3Jy4YeHHE U ramma-Hoxesas panuoxupyprus B LIHC wm
JIEKapCTBEHHbIE PACTUTEJIbHBIC TIPETapaThl.

B Teuenne 4-x Henmenb 10 Havalla BBEACHUS M3y4aeMOr0 JIEKAPCTBEHHOTO TMpenapara; 0ok
UCCIIelyeMblIil JIEKapCTBEHHBIH mpenapaT Wik Ianedo, iodas MPOTUBOPAKOBAs Teparus
(xummuoTepanus, OuoNpenaparbl, TEPaNeBTUUYECKUE BAKLUWHBI, JIydeBas Tepamus WU
rOPMOHAJIbHOE JIEYCHHE), HEOHKOJOTMYEeCKHe BaKLUWHBIL, COAEpIKAILINe JKUBOH BHUPYC,
aJJIePreH-THITOCEHCUONITH3UPY IO IIAs Tepanus, (bakxTops! pocra, Harpumep,
rpaHyJOLUTAPHBIN  KonoHMecTUMysmpyiommii  ¢gakrop  (G-CSF),  rpanynonurapsHo-
MakpodaraibHbIii KoJoHHecTUMyupyromuid ¢akrop (GM-CSF), spurponosTis, odmupHoOe
OTEePaTUBHOE BMEINATENbCTBO W OM(OCHOHATHL.

B Tteuenue 10 Hemenp 10 Havyajna BBEACHHUS HMCCIEAYEMOIO JIEKAPCTBEHHOIO IMpernapara:
WHTHOUTOPBI JIUTAHA pelenTopa-akTuBaTopa saepHoro ¢akropa kamma-B (RANK-L).

A/Z/Z@DZZ[U U _HEJHCEIAMENbHASL PeAKYUSL HA TEKAPCIMGEHHBLI NPEnapam

Hctopus anneprun Ha tepanuto aHTU—PD-L1- wnn antu—PD-1-anTUTEeNnom nin Ha npyrue
MOHOKJIOHAJIbHBIE aHTUTEJIA WA POJICTBEHHBIE COCTUHEHHUS HIIH JI0O0H M3 MX KOMITOHEHTOB
(HarpuMep, WCTOPHUSl TSDKENBIX PEaKUUil TUIep4YyBCTBUTENBHOCTH HA JIGKAPCTBEHHBIC
CPEeICTBA, B COCTaB KOTOPBIX BXOAUT nosmcopbdar 80).

Jlpyeue xpumepuu uckjaioye s
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3aKkrOYeHHbIE WM CYOBEKTBI, KOTOPbIe HETOOPOBOJNBHO COAEPIKATCS B MeCTaxX JIUIIECHUS
CBOOOIBI.

CyOpekTrl, KOTOpPBIE B 00s3aTE€NBHOM TMOPSAKE 3ajepKaHbl Uil JiedeHus Jm0o
NICUXUATPUYECKOH, 100 Ppu3ndeckoil (Hanpumep, MHYEKIMOHHbIE 3a00eBaHNs) OOJIE3HU.
HecnocoOHocTh  cOONMIOAAaTh OrpaHMYEHHs U 3alpelieHHble BUABI JESITEIbHOCTH U
IPOLEY PbL

8. PexoMmenmanmu no MoaudUKaLIUY 10361

B nanHOM uccnenoBaHuu He HomyckaeTcst sckanauus 1036l BMS-986016 unun BMS-936558
st onHOTO cyOBekTa. C BO3MOKHBIM HCKIIFOUEHHEM CYOBEKTOB, MOAJIEKAIINX JICYCHUIO HA
YPOBHE [03bl, KOTOpasi BHOOCJIENCTBUU cuuTaercs npesbicuBilieil MTD, cHwkeHue n03bl
BMS-986016 nnu BMS-936558 miist omHOTO CyOBeKTa HE IOy CKAeTCsl.

B HekoTOpBIX Chyuasix €CTECTBEHHAsh HWCTOPHS HEKOTOPBIX HEXKENATENbHbIX SBJICHHM,
CBSI3aHHBIX C MMMYHOTEpAMHEH, MOXKET OTJINYaThCs OT HEKeJIaTeNIbHBbIX SIBJICHUH U ObITh
Oojee Cepbe3HBIMHU, HYE€M HEKEJATENbHbIE SIBJICHHS, BBI3BIBAEMBIE IPYTMMH KJIACCAMHU
TeparneBTHUeCKUX IpenapaToB. PaHHee pacrio3HaBaHHE U YIIPAaBJI€HHE CHUXKAET CUJIbHYIO
TOKCHUYHOCTb.

Kpome ToOro, airopuTMmsl yhpaBi€HUS MOTYT TOMOYb C HEKOTOPBIMH TOKCHYHOCTSIMH.
TokcnyHOCTH, AJIs1 KOTOPBIX OBLTH pa3padOoTaHbl ATOPUTMBI YIIPABJIEHUS, BKIIOYAIOT B CeOs:
+ Jlerounyto

+ J)Keny 1Oo4HO-KHUIIEUHOTO TPaKTa

* [leyeHOUHY1O

* DHAOKPHUHHYIO

* [loyeuynyro

* JlepMaTONIOrH4eCKY 10

* Hesponoruueckyro

CyOpexThl, y KOTOPbIX BO3HHKAET CIIEAYIOLIee, MOJDKHBI TNPHOCTAHOBUTH IIPHEM BCEX
UCCIIelyeMbIX rpernapaTa(oB):

* DLTs (1o onpeneneHuto, CBA3aHbI C HCCIIENY EMbIM IIPErapaToM)

» Hekortopble cBsi3aHHbIE C JIEKAPCTBEHHBIM IIpeNapaToM HeXKeNaTelbHble SBJIEHUS U
CBSI3aHHBIE C JIEKAPCTBEHHBIM NPENapaToM OTKJIOHEHHs JabOpaTOpHBIX MOKa3areneil oT
HOPMBIL

> 1-s cTeneHb MHEBMOHUTA

> 2-s crenenb Hapymenus: ypoBHel AST, ALT, obmmero ommnpyOuHa, aMuIa3bl U JTUTA3bI

> 2-51 CTENEHb KPeaTHHUHA
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> 2-51 CTENEHb MOHOCA WK KOJIUTA

> 2-91 cTeTeHb HEBPOJIOTHUICCKOI'O HEKECIIATCIIBHOI'O ABJICHUSA

» HexenatenbHoe sIBJI€HHE, OTKJIOHEHHs JaOOpPATOPHBIX IOKa3aTeled OT HOPMBI WU
OHOBpEMEHHasi OOJIe3Hb, YTO, MO MHEHHIO HCCIEAOBATENs, CIyKHT OCHOBAHHEM IS
3a/1epKKH TO3UPOBAHMSI UCCIIEy EMOTO Npernapara.

Jlo3a ¢ 3apep:KKoii > 7 THEN CUMTAETCs NPOIY LIEHHOW U HE MOJIEKUT 3aMEHE.

9. OueHku 0e30MacHOCTH

HexxenarenbHble SIBIEHNS OLICHUBAIOTCS HEMPEPHIBHO B XOJ€ UCCIENOBAHMS U B TeueHHe 135
IHEH 1mocie mocienHero JeueHns. HesxenarenbHble sIBIEHUS OLEHHUBAIOTCS B COOTBETCTBUH C
NCI CTCAE Bepcuu 4.0. HexxenarenbHble SBIE€HUSI KOIUPYIOTCS C MCIOJNb30BAaHUEM CaMOM
NOCJIeNHEH BEPCHH MEAMIIMHCKOTO CJIOBapsi IJIsl peryssaTopHod apesrensHocTH (Medical
Dictionary for Regulatory Activities (MedDRA)) u aHanmu3supyroTcs Ha MpeaMeT
MOTEHINAIbHON 3HAYUMOCTH U BAXKHOCTH.

10. Ipyrue aHaausbl

PasnuuHble cepojiorMueckue MapKepbl OINyXOJM, CTaTyC MyTaluu TeHa, a TaKxke
JOTIOTHUTEIbHBIE aHAJIM3bl HEOOXOAUMBI B 3aBUCHMOCTH OT THIIA OMYyXOJH CyOBEKTa, Kak
yKa3aHo HWwke B Tabmmue 4. 3a HCKIOYEHHEM CEpOJOrHMYECKHMX MAapKepoOB OIYyXOJIH,
UCCIIEIOBAaHHUSL HE TPOBOMASITCS, €CNIU JOCTYITHBI JJAOOPATOPHBIE PE3yJIBTaThl MPEIbIAY LIETO

TECTUPOBAHUS.

Tabauua 4: Buomapkepsl 1o THIY ONMYXOJIH

Yacte .
Tun JladopaTopHblii Moment
HCCJIe10BAa- Cpena Ouenka
OMYXO0JIH TecT BpeMeHH
HHUS
Yacrn A, B . CepOJ'IOFI/ILIeCIiI/II/I . . )
TOJILKO POBb OIy XOJIEBBIN HOT'OKPaTHBIN
Konopekra Mapkep
a EGFR’
AbHaA Yactu A, B Tkanb Cratyc MyTanmu
TOJILKO OIVXO era K-RAS CxpuHUHT
XOJIH T'eH
i MSI®
Yacti A, B, CepOJ'IOFI/ILIeCIiI/II/I ) )
C Kposp OIy XOJIEBBIN CEA MHOrokparHsii
Mapkep
Kenynoun | Yactu A, B, Tkanb Cratyc MyTanmu HER.2C CxpummHr
ast C OTy XOJIH reHa
Yactu A, B, TxaHb B pedKuMe ¢
peanbHOro EBV CxpuHUHT
C OTy XOJIH c
BpEMEHU
3aponbine | Yactu A, B Kposb Ceponoruueckuit BhCG* MHorokpartHblit
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Tabauua 4: Buomapkepsl 1o THIY ONMYXOJIH

Bas kjerka | TOJIBKO OIy XOJIEBBIN AFP"
Mapkep
CxpuHUHT
I'onosa u Yacts C Tkanb < <
IHC w/unu ISH' HPV IT
uiest TOJIbKO Oy XOJIH i (Tpaso na
3a4UCIIEHHE)
4. A, B T C
MenaHoma acH &, B, atib Tarye MyTatit BRAF CKpHHUHT
C OTy XOJIH reHa
ALK*
NSCLC LIaCTI/IC A, B, OTKa:b CTaTyceMZTaLII/II/I K-RAS Cputar
XOJH reH
i EGFR”
g Yacrn A, B . CepOJ'IOFI/ILIeCIiI/II/I carns | )
UYHUKH
TOJILKO POBb OIy XOJIEBBIN HOTOKPATHBIH
Mapkep
IIpencrarte Yacrn A, B . CeponomquIiI/H?I b y )
bHAasI OB
b TOJLKO POBb OIy XOJIEBBIN HOTOKPATHBIH
xKenesa Mapkep
a CEA: xapunHO3MOpHOHABHBIN aHTUTE€H
b EGFR: peuenTop snunepmaibHOro GpakTopa pocTa
c MSI: MukpocaTeITHAs HECTAOUITBHOCTD
d HER-2: craryc penenropa 2-ro THIIa YeJIOBEYECKOTO SMUASPMANIbHOTO (hakTopa pocTa

yepe3 IHC w/umu ISH

€

IIIIP B pexuMme peaspHOrO BPEMEHU: KOJIMYECTBEHHAs MOJHUMEpas3Has LemnHas

peakius B peXuMe peajbHoro BpeMenu it reHa BamH1-A Reading Frame-1 (BARF1)

f

m

EBV: Bupyc Dniurelina-bapp

BhCG: Gera-uenoBevecknii XOPUOHUIECKUN TOHAOTPOITUH

AFP: ansda-dperodenok

IHC w/unu ISH: p16 ummynorucroxumust (IHC) w/unmmn HPV-16 in situ ruOpuausanst

HPV: BupyC nanumuioMsl 4eJ0BeKa
ALK: krHa3a aHaImIaCTU4eCKOH JIUM(OMBI
CA125: pakosbiii anTures 125

PSA: cnennduyeckmii aHTUreH MPOCTATHI

JlonoTHUTENbHBIE U3MEpPEHUs], BKJIOUYas He TpeOyemble IUId HCCIEeNOBaHUS J1abOpaTOpHbIE

AHAU3bl, NPOBOAATCA IO KIHMHUYCCKUM IIOKAa3aHUAM. PeBy.]'IbTaTbI BCEX na6opaToprlx

UCTIBITAHUH, TPeOyEeMbIX HACTOSIIUM MPOTOKOJIOM, 3aITUChIBAIOTCS.

11. Ouenku 3ddeKTUBHOCTH
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O¢ddexTuBHOCTL OLEHMBaeTCs B 4acTAX A u B (ockamaums mosbl), a takke B yactu C
(pacmupeHue KOropTel). B MOMEHT BpeMeHH NPOBENEHMs KaKAOH OLIEHKH OINpPENessIoTCs
U3MEHEHUS] B U3MEPEHUSIX OMYXOJH U OTBET omyXxosn. OneHka HCXOIHBIX YCIOBUH B TEUEHHE
nepuona ckpunuHra tpeOyer KT- mmm MPT-ckaHupoBaHus OpPraHOB TPYIHOH KIETKH,
OpIOLIHOM MOJIOCTH U Ta3a, a TaKKe IPYTHX aHATOMHYECKUX O0JacTel, Kak YKa3aHO MO THITY
OIyXOJIN OTAENBHOrO CyOBbeKTa n/nnu B ucropuu d6osaesnu. Ilocaenyromue BpeMeHHbIE TOUKH
TpeOyIOT CKaHMPOBAHUSI TPYJHOW KIIETKH, OPIOLTHONH MOJOCTH U Ta3a, a TaKXkKe IPYyrux
AaHATOMHYECKUX 00JacTel, KOTOpble OBLIM OTCKAHUPOBAHBI HA HUCXOAHOM yPOBHE HAa OCHOBE
THUIA OIMYXOJIU OTAEIBHOro CyObeKTa W/Wiu UCTOpHU 0OJe3HH. B OTiMuYne OoT 3TOro, CKaHb
Mo3Tra TPEOYIOTCS 10 KIMHIYECKUM TTOKA3aTENSIM.

AHan3 KOHEUHBIX TOYEK OTBETA BBIMOJIHSAETCS] B COOTBETCTBHH CO CBA3aHHBIMU C HIMMY HHBIM
OTBETOM KPUTEpHsIMH OLEeHKH oTBeTa conmuasbix omyxonell, irRECIST (Immune-related
Response Evaluation Criteria in Solid Tumors), KOTOpble OTPAKAIOT KIMHHUYECKUH OIMBIT C
APYTUMH HAamNpPaBICHHbIMH Ha T-KJIETKH HWMMYyHOTEpaNusMH, B KOTOPBIX HaOJIOOANChH
CyOBEKTHBHBIE U MPOAOIDKUTEIbHBIE OTBETHI Y CYOBEKTOB IMOCIE MPOrPECCUPOBaHUs U Oe3
BMEIIATENIbCTBA aJIbTEPHATUBHON npoTtuBopakoBoi Tepanuu (Wolchok ID, ef al., Clin. Can.
Res. 2009;15(23):7412-7420). Jlyummii mOJHBIA OTBET OTAENbHOro cyobekra (best overall
response (BOR)), mpomomkuTenbHOCTh BbIKHBaeMOCTH 0Oe3 mporpeccupoBanusi (BBIT;
progression-free survival (PFS)) u nponomkurensHocTh oTBeTa (duration of response (DOR))
PacCUYUTHIBAETCS B 3aBUCHMOCTH OT OOCTOSTENBCTB.

Craryc onyXxonu OLEHHMBAIOT HA HCXOAHOM YPOBHE, BO BpeMs JIedeHUs (KaXKble 8 Henenb) B
TE€YCHHE IO IBEHANIATH 8-HEINeNbHBIX LUKJIOB TEPaluu, a TakkK€ ONWH pa3 B TEUYCHHE
nepuona mnocnenyromero HadmogeHus. KT- u MPT-ckaHbl MOBTOPHO CYHUTHIBAIOT U
oueHuBarT JokanbHO ¢ nmomompio RECIST v1.1. Bee ckanbl m3o0paxeHuii 00e3miMueHsl U
apxXuBHPYIOTCA B MX HaTtuBHOM (opmare Digital Imaging and Communications B Medicse
(DICOM) kak yacTb (paiina uccnenoBanus CyObeKTa.

Ouenku >¢dpextrBHOCTH BKIrodaroT ORR (Hanpumep, PR + CR), DOR u PFSR B 3HakoBBIC
MOMEHTBI BpeMeHHU (Harpumep, 24 Henenu), OCHOBAHHBIE Ha OIIEHKE PEaKLHH OMyXOJH C
ucnione3oBanueM 1rRECIST u RECIST vl1.1. OpueHTUpOM CIyXKUT 2-JeTHssl oOrmas
BbUKHBaeMoCTh (overall survival (OS)).

12. PapmMakOKUMHETUYECKUE OLIEHKU

Ob6pasupr  coiBopoTkH 1A (papmakokuHeTuku BMS-986016 w oOueHKH aHTUTEN K
JekapcTBeHHOMY mpemapaty (anti-drug antibody (ADA)) cobuparor mnst Bcex CyOBEKTOB.

Ob6pasupl cbiBOpoTKH anst papmakokuHeTnkn BMS-936558 u oueHkn ADA moBTOpHO
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coOuparoT ans BceX CyOBEeKTOB, 3auucieHHbIX B dacTd B u C. OOpasubl CBIBOPOTKU
aHAMM3UPYIOT Ha Hajgumune BMS-986016 u BMS-936558 ¢ mnomompbo 0go0peHHOro
umMmyHOo(epmenTHoro ananm3a. Kpome Toro, oroOpaHHble 00pasubl  CBHIBOPOTKH
AHAJU3UPYIOT C MOMOIIBI0 MTOMCKOBOTO OPTOTOHAJBHOTO crocoda (Hampumep, *KUAKOCTHOU
xpomarorpaduu [LC] B couerannu ¢ macc-cnekrpomerpueri [MS]/MS), koTopslii n3mepsieT
obmee conep:xanne BMS-986016 w/unu BMS-936558.

13. Ouenka uccaenyeMbix OUOMapKEPOB

dapmakoguHamMuky JedeHust BMS-986016, BBOIMMOro OTAENBHO WM B KOMOWHALMU C
BMS-936558, oOLEHHUBAIOT ¢ TMOMOINBIO KOJWYECTBEHHOIO aHain3a OHOMapKepoB B
nepudepuIeckoil KpOBH M ONYXOJIEBOH TKAHU y TEPBBIX 3-X CyOBEKTOB, 3a4MCICHHBIX Ha
KaXXIOM YpOBHE A03bl BO Bpems (a3 sckamanmu 1036l (dactt A u C), u y cyOBEKTOB ¢
MEJIAHOMOH M pakaMH TOJOBbI M IIen BO BpeMs ¢a3 pacumperus koropt (dacte C)
uccnenoBanus. llogpoOHble pacnucaHus TpoBeneHHst (apMaKOIMHAMHYECKHUX OLEHOK
npuBeneHbl HIDke B Tabmunax 5-6. IlogpoOHocTH OTHOCHTENBHO TPeOOBaHUH K OIyXOJIEBBIM

TKaHsIM JJ1s1 CyOBeKTOB B WacTsx A, B, C uccnenoBanus npenctapieHbl HUXe B Tabnuie 7.

Tab6auua SA: Yacte A & B (3ckanaums ao3el) - Ilopsimok orGopa mnpod aas

onpejeaeHusi OMHOMapKepoB (TOJbLKO AJs NMEepPBbIX 3-X CYObEKTOB HA KaKAOM YpPOBHe

A03bI)
Cpoxn
CriBOpoTKa PBMC Onyxoas | HeabHasi KPoBb
coopa
HAmvmviynode- Ex vivo
PacreopuMebie | HOTHHHpPOBA | PYHKOHO- JIrcnpeccust
0nomMapkepbI ane/ HAJIbHBII TCHOB
JeHn ApxuBHast
(CroiBopoTou- Terpamep aHAIN3 . (MPHK SNP
HCCJ/IeI0BAHUS TKAHL
HbIE (IIpotounasn | (Kierou- HeJIbLHOI
0moMapkeps1) | IUTOMETPHSI HBII KPOBH)
/ PBMC) aHAIN3)
CxpuHUHT X
Muka 1
Henb 1 X X X X X
Jenb 5° X
Jennb 8 X X
Henb 15 X X X
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Henb 29 X X X
Henb 43 X X X X
Muxa 2
Henb 29 X X X X
IIpu nporpeccupoBanuu
IIpu
MpOrpeccu- X X X X X
pOBaHI/II/Ib

a Ilocemenue Ha 5-1 A€Hb MOKET NPOUCXOAUTD Ha 3-U A€Hb WU 4-1 NEHb

b Heo0Os3aTenbHo; coOpanHbIe nocie noaTsepxkaeHust PD

IMPUMEYAHME: 3a6op Bcex 00pa3OB OCYIIECTBISIETCS IO BBENEHUS JO3bI

Ta6muua SB: Yactb A & B (3ckanaumsi no3bi) - Ilopsinoxk otGopa mnpod aas

onpejeaeHusi OMHOMapKepoB (TOJbLKO AJs NMEepPBbIX 3-X CYObEKTOB HA KaKAOM YpPOBHe

A03bI)
Cpoku
CoiBoporka | PBMC Onyxoas | enbHas KpoBb
oTbopa
HAmvmviynode- Ex vivo
PacreopuMbie HOTHINPO- | PYHKOHO- JIrcnpeccust
0nomMapkepbI Banmue / HAJIbHBII TCHOB
JeHn ApxuBHast
(CroiBopoTou- Terpamep aHAIN3 (MPHK SNP
HCCJ/IeI0BAHUS TKAHbL
HbIE (IIpotounasn | (Kierou- HeJIbLHOI
0moMapkeps1) | IUTOMETPHSI HBII KPOBH)
/ PBMC) aHAIN3)

CxpuHUHT X
Muka 1

Henb 1 X X X X X

Jlenb 5° X

Jennb 8 X X

Henb 15 X X X

Henn 29 X X X

Henn 43 X X X X
Muxa 2
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Hensb 29 X X X X

IIpu nporpeccupoBanuu

IIpu
porpeccu- X X X X X

pOBaHI/II/Ib

IIpu cBsizaHHOM ¢ JeKapcTBeHHbIM npenapatom AE

IIpu
HACTYTUICHUH
> 2-11 cTeneHu

CBSI3aHHBIX C
JIEKapCTBEH-
HbIM X X X
CPEACTBOM
IMTHEBMOHHTA
58071
HEBPOJIOTH-
yeckoro AE

a Ilocemenue Ha 5-1 neHb MOXKET IPOUCXOANTD HA 3-1 AeHb unn 4-i neHs. [locenenune
Ha 8- J€Hb MOKET NPOUCXOAUTDb Ha /-1 N€Hb WJIH 9-1 JEHb.
b Heobsi3aTenbHo, coOpaHHbIe Mocie noareep:xkaenust PD

IMPUMEYAHME: 3a6op Bcex 00pa3OB OCYIIECTBISIETCS IO BBENEHUS JO3bI
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Taoauua 6A:

Yacre C (Pacmiupenne xkoropt) — Ilopsizok orGopa nmpob aus

onpeneseHuss Ouomapkepos (TOJIBKO nas cy0bekToB ¢

MEJIAHOMOM M PAKOM I0JI0BbI U LIeH)

Cpoxn
CriBOpoTKa PBMC Onyxoanps | IlenbHasi KPoBbL
orbopa
HAmvmviynode- Ex vivo
PacreopuMbie HOTHINPO- | DYHKIHOH JIrcnpeccust
0nomMapkepbI Banmue/ AJIBHBII "Cpexas" TCHOB
Aot (CroiBopoTou- Terpamep aHAIN3 ononcus (MPHK SNP
HeceAoRan HbIE (IIpotounasn | (Kierou- OILYXO0JIN 1eJILHOI
0moMapkeps1) | IUTOMETPHSI HBII KpPOBH)
/PBMC) AHAIIN3)
CxpUHUHT X?
Muka 1
Jlens 1 X° X X X X
Jenb 5° X
Jennb 8 X X
Henb 15 X X X
Hennb 29 X X X
Jenn 43 X X X X
Jlerb 50-56 X?
Muxa 2
Hennb 29 X X X X
IIpu nporpeccupoBanuu
IIpu
MPOrPECCUPOBA X X X X X
HUH

IMPUMEYAHME: 3a6op Bcex 00pa3OB OCYIIECTBISIETCS IO BBENEHUS JO3bI

a Caexast OroncHst OMyXOJU SIBJISIETCST 00S13aTENbHON JJisi CyOBEKTOB C MEJIAHOMOH U

PaKOM €U U T'OJIOBBI B 4aCTU C.

b CoiBopoTka M 1ia3ma B fAeHb | nukjga 1. Togpko ChIBOpPOTKAa BO BCEX APYTUX

BPEMCHHBIX TOYKAX.

¢ Tlocewmenue Ha 5-i1 J€Hb MOKET MPOUCXOINUTD Ha 3-i AeHb Uiu 4-i1 1eHb
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Caexast OMoTiCHsl ONYyXOJH SIBJISIETCST 00S3aTEIbHON ISt CyOBEKTOB C MEJIAHOMOW |
paxowm 1eu 1 rojiosbl B yactu C. buoncuto nonyyaroT B m0d0e BpeMs B TeueHne ukia 1, 8-i
Henenu (nHu 50-56), B TO e BpeMsl, YTO U MPOBEICHNE TUArHOCTUYECKON BU3Y ATM3aLIH.

¢ JlonosmHUTENBHO, COOpaHHbIE MOCIe MOATBEpKAeHUs PD

Ta6auua 6A: Yacte C (Pacmimpenue koropr) — Ilopsinox otr6opa npobd aas

onpeaeneHus ouomapkepos (TOJIBKO aasi cy0bexkToB ¢ MeJIAHOMOM U PAKOM T'0JIOBBI H

eM)
Cpoxku | Crmo- b
Iaazma PBMC Onyxoap | IleabHast KPOBb
oTbopa PoOTKa
Hymyno-
denorunu-
Ex vivo
(CoiBo- | poBanme/- IKcnpec-
PacrtBO- DYHKIHO-
Jenn porou- | Terpamep . "Ceexan" CHSl TEHOB
PUMBIC HAJIBHBLIN
HCCJIeI0BA- HbIE (ITpotou- ononcus (MPHK SNP
omomap- anams3
HHS omomap | mast OIyX0JIH HEJILHONM
Kepbl (Knerounsrii
KepbI) IUTOMET- KpPOBH)
AHAIIN3)
pust/
PBMC)
CxpUHUHT X?
Muka 1
Henb 1 X X X X X X
Jenb 5° X
Jlenn 8° X X
Henb 15 X X X
Henn 29 X X X X
Henn 36 X X X
Henn 43 X X X X X
Jlenp 50- X4
56
Muxa 2
Henn 29 X X X X
IIpu nporpeccupoBanuu
IIpu
X X X X X
MPOrpeccupoBa
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HUU®

IIpu cBsizaHHOM ¢ JeKapcTBeHHbIM npenapatom AE

IIpu
HaCTYIUJIEHUU >
2-1 creneHun
CBSI3aHHBIX C
JEKapCTBEHHBIM | Y X X
CpPEeACTBOM
IMHEBMOHUTA
W
HEBPOJIOTHYECK
oro AE

a Caexast OroncHst OMyXOJU SIBJISIETCST 00S13aTENbHON JJisi CyOBEKTOB C MEJIAHOMOH U
paxkoMm 1eu 1 rojossl B yactu C.

b Obpasust  PBMC coOupator Tonbko mnsi cyowsektoB B CIIIA, He sBusercs
o0s3aTenbHBIM 1uis1 cyObekToB BHE CLIIA.

c Ilocemenue Ha 5-1 neHb MOXKET IPOUCXOANTD HA 3-1 AeHb unn 4-i neHs. [locenenune
Ha 8- J€Hb MOKET NPOUCXOAUTDb Ha /-1 N€Hb WJIH 9-1 JEHb.

d Caexast OMoTiCHsl ONYyXOJH SIBJISIETCST 00S3aTEIbHON ISt CyOBEKTOB C MEJIAHOMOW |
paxowm 1eu 1 rojiosbl B yactu C. buoncuto nonyyaroT B m0d0e BpeMs B TeueHne ukia 1, 8-i
Henenu (nHu 50-56), B TO e BpeMsi, YTO U POBENCHNE AUArHOCTHYECKON BU3Y AJTU3ALINH.

e JlonosmHUTENBHO, COOpaHHbIE MOCIe MOATBEpKAeHUs PD
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Taoauna 7:

TpeGoBanus K onyxoJieBoii TKaHu AJis1 yacrted A, Bu C

Yacrp Yactp A and B Yacts C
uccjaegoBanus | (Jckananms 103bl) (PacmiupeHue Koropr)
CyObekThl ¢
CyOmbekThI ¢
Y o NSCLC unn
MEJIAHOMOH U .
BCE cyObekTsI B 4acTu JKEJTy TOYHOU
Cy0beKkTnl ONMyXOJIIMU LIEH U
A unu B a7€HOKApLUHO-
T'OJIOBBI Vo
TOJIBKO
TOJIbKO
ApXUBUpPOBaHHasI
TKaHb OITyXOJTH.
ApxuBHUpOBaHHas TKaHb Ecnu
OITy XOJIU. apXHUBUPOBAHHBIN
Ecnu apxuBupOBaHHBIN Obs3arenbHbIe oOpazen
T o6pasua oOpasell OTCYTCTBYET, "cBexue" Ouoncun OTCYTCTBY€T,
p HEOOXOAMMO TMOJTyUUTh (mepen v BO BpeMst HEOOXOIUMO
"cBeXKyr0" OHOTICHIO JICUSHHS) MOJIy YUTh
Oy XOJIH TIepen "cBexyr0"
JeUeHHEM ouoncuro
OIYXOJH TIepeN
JeUEHHEM
HeoOs3aTenbHas
Mo HeoOs3aTenbHas HeoOsi3arenbhas "cBexas"
p "cBexkas" Ouorcus "cBexxas" Ouoricus ouorncus ormyxonu
MPOrpeccupo-
BAHMH OIyXOJIH TIOCIIe OIYX OJIU TIOCJIE nocine
noaTeepkaeHus PD noaTeepkaeHus: PD MOATBEP>KICHUSA
PD

Pacmeopumvie 6uomaprepul (Coicopomounvie buomapkepnt) - vacmu A, B, u C

CbIBOpPOTOUYHBIE YPOBHU XEMOKHHOB, LIUTOKMHOB M AaCCOLMUPOBAHHBIX C OMYXOJIbIO
pPacTBOPUMBIX OEJIKOB Tepen JICYeHHEM M BO BpEMsl JICUEHUs] OLEHMBAIOT C ITOMOILBIO
CHocO0OB, KOTOPBIE BKJIFOYAIOT, HO He orpaHn4uBaroTcst uMu, ELISA wmu MynbTUIUIEKCHBIE
aHanu3bl. AHanMU3UpyeMble MapKepbl BKIIOUAIOT MapKepbl BOCHAJEHUs, AaKTUBALUU
UMMYHHOU CHCTEMBI, (PaKTOPBI POCTA OMYXOJIH XO35IMHA H MTOJIyYEHHBIE U3 OIyXOJIH OEIIKH.

IIpomusoonyxonesvie anmumena (Cvieopomounvie duomapkepwt) - yacmu A, Bu C

Jleuenue ¢ momomeio BMS-986016 u BMS-936558 MoskeT npuBecTr K 00pa30BaHUIO HOBBIX
WM YBEJIWYEHUIO COAEP KaHMsI CyECTBYIOIIMX aHTUTEN K OMyXOJeBbIM aHTUreHam. OueHka
aHTHTeN K naHenu u3 > 8000 GesKOB OCYINECTBISIETCS] C UCTIONBb30BAHUEM CHIBOPOTKH KPOBH,
MOJIyY€HHOM nepej ledeHeM U BO BpeMsl JIeUeHUsl B MyJIBTUIUIEKCHBIX aHaIN3aX U aHaIu3ax
ELISA. Tlony4yeHHble JaHHbIE

HUCIIOJIB3YOTCA  OJId  U3YUYCHUA TOro, CBA3aHblI JIM

MPOTHUBOOIYXOJICBBIC AHTUTEIA ¢ KIIMHUYCCKUM OTBE€TOM U IMapaMETpaMiu 6630HaCHOCTI/I, a
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TAKKE OJid MOJYUCHUA PIH(l)OpMaL[I/II/I (6] q)apMaKOI[I/IHaMI/IKe BBCACHUSA JICKAPCTBCHHBIX
IpenapaTos.

Hymynodenomunuposanue (npomounas yumomempust/PBMC) - vacmu A, Bu C

MoHoHykieapHble  KieTku nepudepudeckorn  kpoBu (PBMC) wucnonbsyrorcs s
XapaKTEPUCTUKU M KOJIMYECTBEHHOTO OMNpEAENCHHs AaKTUBALMM M PETYJSTOPHOIO CTaTryca
MUEJIONIHBIX U JTUM(OHUIHBIX KJIETOK C MOMOINBIO MOJUXPOMHON MPOTOYHOH LIUTOMETPHH.
ITonMHOXKECTBa KJIETOK, XapaKTEPU3YIOIIUXCS HMMYHO()EHOTUITUPOBAHUEM, BKIIOYAIOT
HAVMBHBIE, AKTHBHUPOBAHHBIC M UCTOIIEHHBbIE MOMYJILUN 3 dekTopHbIX T-KieTok u T-kieTok
NaMSITH, PETYJIATOPHBIX T-KJIETOK U KIIETOK-CYNPECCOPOB, MPOHCXOISIINX W3 MHEJIOUTHBIX
KJIETOK.

Ex vivo @yuxyuonansuotii ananus (Kiemounwtit ananus) - vacmu A, Bu C

Jlst Toro 4ro0Obl OLIEHUTh, BOCCTaHABIUBAIOT i BMS-986016 1 BMS-936558 akTuBaiuo u
¢yskmmo  T-xnmerok, PBMC  m3oaupyroT W MOABEPraroT  KPHUOKOHCEPBALHHL.
@DyHKUMOHANBHBIH cTaTyC 3 dexTopHpx T-KIeToK, BKIOYAs, HO HE OTPaHUYHBAACH UMM,
IFN-y u rpan3uM B, OL€HHBAIOT MO OKPALIMBAHUIO C IOMOLIBK) MPOTOYHOU LIMTOMETPHUU.

Dxenpeccusa 2enos nepudepuvecxoii kposu (MPHK yenvnoil kpoeu) u skcnpeccus

onyxoneevix 2enoe - yacmu A, Bu C

YpoBeHb B3KCIPECCHH T'€HOB, CBA3aHHbIX ¢ oTBeToM Ha BMS-986016 + BMS-936558,
OTIPENENSIIOT KOJMUECTBEHHO C MOMOIIBI0 MHUKPOYHUIIOB W/WJIM aHAJIM30M KOJHYECTBEHHOU
[P ¢ obparnoii Tpanckpunuuedn (OT-ITL[P-aHanu3) B HEeTbHOW KPOBH U OIMYXOJEBBIX
oOpasmax. AHajau3 BKJIIOUaeT B ceds, HO HE 00s3aTENbHO OrPAHMYUBAIOTCS MMM, T'€HBI,
konupytomme BMS-986016-crumynupoBannble  3¢ddexropupie  PyHkumu  (nepdopuH,
rpan3uM B u IFN-y), u rensl, xkogupyroomue T-KJI€TOYHbIE KOCTUMYJISITOPHBIE PEIeNnTOPhI
(PD-1, PD-L1 u CTLA-4).

Ananuz  yupkyaupyroweii  onyxoaeeoii  JIHK  (Cwisopomounvie  (niasmensvie)

buomaprepuwt) - Yacmo C

Hanuume Oecknerounodt JIHK B mupkymupyromell  KpOBH  SIBJISIETCS  XOPOIIO
JOKYMEHTHPOBaHHbIM siBieHueM. @parments! JJHK nonanaroT B MOTOK KPOBU U3 AENALINXCS
KJIETOK BO BpeMs KJIETOYHOH mpojudepalyii WiId THOeNN KJIETOK. Y TMAaIlMeHTOB C PaKoM,
yacte Takoh JIHK wumeer omyxosieBoe MPOUCXOXKICHHE M HA3bIBACTCSA LUPKYJIUPYIOLIEH
omyxonesoit JIHK (circulating tumor DNA (ctDNA)). Xotrs u HeOONbIIOro pasmepa,
¢parmentor JJHK umeror B cpennem ot 180 mo 200 map ocHOBaHUiA, M cnenupUIecKue
reHOMHble obOsactu MoryT ObiTh amrumdunuposanbl ¢ IIP. Kpome Toro, HexoTopsie

uccienoBanus BeIABUIN B CtDNA MyTauuu, KOTOpble TOYHO COOTBETCTBYIOT MyTaLUsAM U3
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MaTepUHCKOH omyxonu. Mcnonb3yst TKaHH U TUIa3My OT cyObeKTOB ¢ M3BecTHbIMHU "driver"
MyTalUsIMHA B MEJIAHOME WJT PaKe TOJIOBBI U IlIeH, MpuMeHsieTcs: TexHosioruss BEAMing st
MOJICYETA YACTOThHI My TAIHI B IUPKYJISLIUU.

Ananuz na nonumopgusm edunuyno2o nykreomuoq (Single Nucleotide Polymorphism

(SNP)) - uacmu A, Bu C

Jnist TOro, 4TOOBI BBIIBUTH MOTEHIHAIBHBIE TOJUMOP(HU3MBL, CBA3aHHBIE ¢ 0€30MaCHOCTBHIO U
s¢pdextuBHOCTEIO BMS-986016, BBHIOpaHHBIE TEHbI OIEHMBAIOT HA  OMUHOYHBIC
HykyieotuaHable oauMopdusMel (SNP). I'enbl, npeacTapisomue HHTEPEC, BKIIOYAIOT, HO HE
orpannuuBatorcs umu, PD-1, PD-L1, MHC knacc I, LAG-3 u CTLA-4.

Ananusz ouoncuu onyxoau - vacmu A u B

OnyxoNieByI0 TKaHb COOMPAIOT OT BCEX UCIBITYEMBIX B HaCTU MPOTOKOJIA C 3CKaTaluel J03bl.
NMMyHOTUCTOXMMHST HUCTIONIB3YETCSl MJiIi  OLEHKH KOJIMYeCTBA U COCTaBa HMMYHHBIX
WHQUIBTPATOB JJISI OMpENeIeHusT MOAMHOKECTBA MMMYHHBIX KJIETOK, MPUCYTCTBYIOIIUX B
onyxonesoil TkaHu FFPE no Bosneiicteust BMS-986016 u BMS-936558 u moreHunanbHO
nocye BozaeiicTeust BMS-986016 u BMS-936558. Jlannsie IHC-ananu3bl BKIIOUAKOT, HO HE
00s13aTeNIbHO OTPaHUYUBATHCS UMH, clenytomiue mMapkepsl: CD4, CD8, LAG-3, MHC 11, PD-
1, PD-L1 u PD-L2. Mexay BBbINOJHEHHBIMU aHAIU3aMHU MPOU3BOAAT KOPPEJSLUU MEXIY
reHHoi skcnpeccuei u IHC-akcnpeccueii, ecii CYUTAeTCs], YTO OHH UH(POPMATHUBHBI.

HS’M@D@HMR HA OCHOGE ONYyX0.Jie6blx 6MOMCIDK€D06 - Yacmes C

[Tapable OWONCHM OMYXOJH, BBIOJHEHHbIE JO W BO BpeMsl JICUEHHs, SIBJISIOTCS
00s13aTeNbHBIMU IS BCEX CYOBEKTOB C MEIAHOMOH WJIM PAakOM TOJIOBBI M IIEH, KOTOPBIE
3auncyenbl B yacTh C (pacmmpenue koropt). CyObeKTsl, Uit KOTOPBIX COOTBETCTBYIOIINE
napHble OMOTICUU 10 ¥ BO BPEMsI JISU€HUsI He COOPaHbl, MOTYT OBITh 3aMEHEHBI.

CyOpexThl UMEIOT IO MEHbIIEH Mepe OJHO OMyXOJIEBOE MOPAXKEHHE, JOCTATOUYHO OOJIBIIOE,
94TOOBI MPOUTH MOBTOPHBIE OHOTNCHH (OMOTICHU 10 M BO BPeMsl JICUEHUsI) C TIOMOLIBIO TTOJION
uribl (MUHUMaJIBHBIA pazmep 18 kamuOpa), WM UMEIOT MO MeHbIIeH Mepe 2 pa3iIudHbIX
OIyXOJIEBbIX TMOPAXKEHUs, AOCTYITHBIX Il TOJICTOUTOJBHON WJIM KCUM3MOHHON OHOICH.
Oxupmaemast JUIMHA CEepAEYHMKA WIJIbI JOJKHA OBITh Oonbine 5 mMMm. buoncus npoGoiHIKOM
SABJISIETCSI TPUEMJIEMOH  JUII  KOXHBIX ~ ONYXOJEBBIX IMOPaXXEHUH. TOHKOHWTOJbHBIE
acTUpallMOHHbIE OWONCHUH HE MNPUHUMAKOTCS. B KakIoW BpeMEHHOW TOo4Yke OepyT Io
MeHbIIEH Mepe ABe KOp-OMOICHH, HO HACTOSTEIBHO PEKOMEHAYETCS! COOp NOMOIHUTEIbHBIX
00pa3IloB, €CIM OH CUMTAETCS MCCenoBaTeleM KIMHUYeckn Oe3omacHbM. OLeHKa KauecTBa

OMOICUU TIATOJIOrOAHATOMOM HACTOSITEIBHO PEKOMEHAYeTCs BO BpeMs mpoueaypbl. Bcee
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coOpaHHbIe OMOTICMM JOJDKHBI UMETh MOAPOOHBIA OTYET O MATOJIOTHH, MPEIACTABICHHBIN C
oOpasiom.

OO0pasipl OMONCHU OMYXOJH MOMYyYaloT ¢ COTJIacusi CyOBEKTOB IO M BO BpEMs JICUCHHUS C
BMS-986016 m BMS-936558, uroObl 0xapakTepH30BaTh MOMYJSILMA UMMYHHBIX KJIETOK U
SKCIIPECCUIO OTHENBbHBIX OIYyXOJIEBBIX MapKepoB. buorncuiiHeie 00pas3ibl UCTIONB3YIOTCS IS
CJIETYIOIIMX OLIEHOK:

» Xapakxmepucmuxa 1IL u onyxonesvix anmucenos. IMMyHOTUCTOXUMUSI UCTIONb3YeTCs IS
OLIEHKU KOJIMYECTBA M COCTaBa MMMYHHBIX HH(HIBTPATOB AJIS ONpEneNIeHHs TOIMHOMXKECTBA
MMMYHHBIX KJIETOK, IPUCYTCTBYKOIUX B omyxosesoi Tkanu FFPE no u nocne Bo3aencTBus
BMS-986016 u nivolumab. Takue IHC-aHamu3bl BKIFOYAOT B ¢€0si, HO HE OTPaHUYHUBAIOTCS
umu, cieayromue wmapkepel. CD4, CDS, LAG-3, MHC II, PD-1, PD-L1 u PD-L2.
Koppensiuun wmexay renHoit skcmpeccuedt u  [HC-skcmpeccueit  nmenmaroT  Mexay
BBIITOJIHEHHBIMH aHAJIU3aMH, €CITH CYMTAETCS, YTO OHH WH(OPMATHUBHBI.

* Jlazepnas zaxeamsisaiowas muxpoouccekyus. Boinenenue onyxonu w/mmn TIL Ha cpesax
FFPE ocymecTBisieTcst ¢ MOMOLIBIO JIa3epHOW 3axBaTbiBarolneidl Mukpomuccekumu (laser
capture microdissection (LCM)) 1m1st BBICOKOIIPOITY CKHOTO MPOGUIMPOBAHUS MOJIEKYJIIPHBIX
SIBJICHUH BHYTPU MUKPOOKPY >KE€HUS OITy XOJIH.

» Xapakxmepucmuxa 1-xnemounoco penepmyapa. Cexsenuposanue JIHK BbimonHsercss Ha
onyxojeBoil TkaHu FFPE 10 u mnocne nedeHuss A OLEHKH COCTaBa T-KJIE€TOYHOTO
penepryapa. Huskoe pasHooOpasme T-KJIETOYHBIX PEIENTOPOB MOXKET OBbITh IUIOXUM
NPOTHOCTUYECKUM (aKTOPOM OOIIel BBUKUBAEMOCTH Y OOJNBHBIX METACTATHYECKHM PaKOM
MOJIOUHOH kene3bl. B Hacrosiee BpeMs CyLIECTByeT HEAOCTaTOYHOE [OHHMaHue
pa3HooOpas3usi peuentopoB T-kjmeTok kak (akTopa, MPencKa3bIBAlOIIEro OTBET Ha
UMMYHOTEPAINIO, Y4YUTHIBAs, YTO OCHOBHbIM MexaHu3MoM BMS-936558 u BMS-986016
TUIOTETUYECKH SIBIIAETCS (yHKIIMOHAIbHOE BOCCTAHOBJIEHUE T-xnerounoro
IPOTHBOOITYXOJIEBOTO WMMYHHUTETa. TakuM o0pa3oM, XapakTepHUCTHKa MHorooOpazms T-
KJIETOYHOTO KOMITAPTMEHTA KaK B Mepu(pepudecKoll 4acTH, TaK U B OMYyXOJH, HA UCXOJHOM
YPOBHE U BO BpeMsl JIEUEHHs] OCYILECTBISIETCS] C MOMOIIBIO CEKBEHUPOBAHUS CJIEAYIOLIEro
nokonerust JIHK T-xnerounoro peuentopa. AnHanu3 T-KJIETOYHOrO pemepryapa TaKkKe
BoimojHsieTcst Ha JIHK, BbimeneHHOW u3 mepudepuueckoll KPOBH, YTOOBI CPaBHUTH CTATyC
OIyXOJIK U penepTyap nepudepudecknx T-KIETOK 10 U MOCTe JCUSHHS.

* [Ipoghunuposanue sxcnpeccuu cenos. Onyxonesble OMONcuu, Kotopble codpansl B RNAlater
WM TONOOHOM peareHTe, HUCCIeAylT Ha TeHHyr oskcrpeccuto MPHK ¢ momormbro

TEXHOJIOTUH Ha0opa MHUKPOYMIIOB reHoB Affymetrix w/mim KOMTUYECTBEHHOH MONIMMEpa3sHON
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LEeNHON peakuun B pexkume peaipHOro BpemeHH (KIILIP) nist BBIABICHUS SKCHPECCHH
BBIOpPAHHBIX T€HOB, CBSI3aHHBIX C IMMYHUTETOM.

o [n sifu sKchpeccus YUMOKUHOS U He2AMUGHLIX pecyismopos. buoncuum omyxonei
KoJindecTBeHHO oueHnBaroT Ha Haauune PHK, Bxmouas CD3, IFN-y, LAG-3 u PD-1.
CyOmpexTam, ybM OMONCHM U CKPUHHUHTA AAOT HEAOCTATOYHOE KOJMUYECTBO MJIM KaueCTBO
TKaHH, Pa3peLIeHO MPONOJIKATh YIaCTHE B MCCIenoBaHUU. Eciu BO BpeMst JiedeHus1 OUOTICHs
HE yBEHYAJaCh YCIIEXOM, CYOBEKTHI TaK)K€ MPOJOJDKAIOT YYacTHE B HMCCIENOBAHUH. Takux
CyOBEKTOB 3aMEHSIOT JJIsI TONTyueHUst 48 cyOBeKTOB € aIeKBATHBIMH MAPHBIMH OITy XOJIEBBIMH
Oononcusamu. Ecni cyObekThl MMEIOT OTBET Ha JIeYeHHe, OMOIICUU BO BPEMs JICUEHHST MOTYT
OKa3aThCsl HEBO3MOXKHBIMU. B maHHOM ciiyuae cyOBEKTBI TaKXKe MPOIOJIKAIOT YYaCTBOBATh B
UCCJIEAOBAHUU.

OnyxoNieByI0 TKaHb, KOTOPYIO MOJYYAlOT M3 Takux Oworncul, nenst nmoposHy Ha FFPE- u
3aMOpPOKEHHBIE 00pa3ibl, KOTOPbIE MOTYT OBITh HCIIOJNB30BaHbl I THCTOJOTHYECKOTO
MOATBEPKACHUS MEJIAHOMBIL, & TAKXKE JIJIs1 aHAJIU30B, IEPEUNCICHHBIX BbILIE.

buoncun nenar0T Nmoj MECTHOW AHECTE3WEH WIM B YCJIOBUSX CENALUM C COXPAHEHHUEM
co3HaHus. ClenyroT HMHCTUTYLHOHAJBHBIM MPHHLUWNAM JJs1 O€30IacHOTO BBITOJHEHHS
Ononcuii. JKCUU3HOHHBIE OUOTICUU MTPOBOAT, YTOOBI MOTYYUTh 00pa3Lbl OMOTICHH OIMYXOJIH.
WHBa3uBHbBIE TNPOLEAYpPHL, KOTOpble TPeOYIOT OOIIeH aHecTe3WH, HE BBINOIHSIOTCS IS
nojiydeHust obpasua Owoncuu. OmHAKO, €CiaM Ul KJIMHUYECKUX TOKa3aHWH NPOBOIUTCS
XUPYPrUYeCKOe  BMEINATENbCTBO, HM30BITOK  TKAHM  ONYXOJIM  MCHOJB3YETCS IS
UCCIIEIOBATENIbCKUX LieNel ¢ coracusi cyObekTa.

14. O1leHKH UMMYHOT€HHOCTH

OO0pa3ipl CBIBOPOTKH, COOpaHHBbIE B ONPENEICHHbIE BPEMEHHBIE TOYKH, AHAIM3HPYIOT C
MIOMOIIBI0 TPOBEPEHHOT0 aHain3a UMMyHoreHHoctH. OtoOpaHHblE 00pas3ibl CBIBOPOTKU
AQHATM3UPYIOT TOUCKOBBIM OPTOTOHAIBHBIM CIIOCOOOM, KOTOpBIH u3MepsieT aHTu-BMS-
986016 nmm aHTU-BMS-936558. IloTeHUManbHbIe pe3yJbTaThl, MOJYYEHHbIE W3 JIFOOOTro
OPTOTOHAJILHOTO criocoba, MpeaHa3HaueHbl Kak HH(QOPMATHBHBIE ST TEXHOJOTHYECKUX
UCCIIEIOBATENIbCKUX LIeNIell ¥ MOBTOPHO HE COOOINAIOTCS.

Kpome Toro, crenuanpHble 00pasubl CHIBOPOTKH, NpPEAHA3HAYEHHbIE ISl OLEHKH
(apMaKOKMHETHYECKHX TapaMeTpOB WM OHWOMAapKepOB, WCHOJB3YIOTCA JJISl  aHAJIHM3a
UMMYHOT€HHOCTH TIPH HEOOXOIMMOCTH (HAampuMmep, HENOCTATOYHBIH OOBEM I TOJHOU
OLIEHKH UMMYHOT€HHOCTU WM JUIsl CIEXKEHUS 334 HEXENAaTeJbHBIM sIBJIEHUEM, KOTOPOe, KaK
MOJIO3PEBAIOT, CBA3aHO C UMMYHOT€HHOCTBIO).

15. HexkenaTteabHbIe SIBJEHUS
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HesxenarenpHoe sBnenue (adverse event (AE)) ompenensiercss kak mo0oe HOBOE
HE)KeJIaTebHOe MEIUIIMHCKOE BO3HHUKHOBEHHE WM OOOCTpPEHHE YK€ CYLIECTBYIOIIETO
MEIHUIIUHCKOTO COCTOSIHUSI Y YYacTBYIOLIETO B KJIMHHYECKOM HCCIEIOBAHUN CyOBEKTa,
KOTOPOMY BBOAST HCCIIEAYEMBbIH (JIEKapCTBEHHBIN) MPOAYKT, U KOTOPOE HE O00s3aTeNbHO
UMeeT NPUYMHHYIO CBSI3b C NaHHBbIM JiedeHueM. Ilostomy AE mpencrasnser coOoii moOoi
HE)KEJIaTeNbHbI W HEeNpeNHAMEPEeHHBbIH NpU3HAK (HampuMmep, IaHHbIE OO0 OTKIOHEHHH
7Ta0OpaTOPHBIX MOKAa3aTeNeld OT HOPMBI), CHMIITOM HIIH 3a00JieBaHHE, KOTOPOE COBIAIAET IO
BPEMEHHU C HCIOJIb30BAHUEM HCCIIENyEeMOro MPOAYKTa, HE3aBHCUMO OT TOTO, CUUTAETCS WU
HE CYMTAETCSI CBA3aHHBIM C HCCIIENYEMbIM MPOAYKTOM.

IIprunHHO-CIEACTBEHHAS CBSI3b C MCCIIEAYEMbIM JIEKAPCTBEHHBIM IMPEMapaToM ONPeNeseTCs
BpPauOM M HCIIONB3YETCsS Il OLEHKH BCeX HexenarenbHbIX siBieHud (AE). Cnyuaiinas
B3aMMOCBSI3b MOKET ObITh OTHUM M3 CIEOYIOLIETO:

Ceszannoe: CymiecTByeT pa3yMHasi NPUYMHHO-CIICICTBEHHAs CBSI3b MEXIYy BBEIECHUEM
HCCIIeTy eMOTO JIeKapCcTBeHHOTO cpenctsa u AE.

He cBsizannoe: He cymecTByeT pasyMHasi IPUIHMHHO-CIEICTBEHHAS CBA3b MEXKIY BBEICHUEM
HCCIIeTy eMOTO JIeKapCcTBeHHOTO cpenctsa u AE.

TepmuH "pazyMHas NpUUUHHO-CJIECTBEHHAs CBA3b" 03HAYAET, YTO €CTh OCHOBAHMSI 110J1araTh
HAJIMYME PUYMHHO-CJICICTBEHHON CBSI3H.

C@Db@S’Hbl@ HeNCE/IAMEIbHbIE AGINEHUA

Cepnesnoe HexxenarenbHOe siBieHue (serious adverse event (SAE)) mpencrasisier coboi
mroboe HexenaTeIbHOe METULIMHCKOE SIBJIEHUE, KOTOPOe MpH JIF000i 1o3e:

* MMPUBOIHUT K CMEPTH

* SBJISIETCSl OMACHBIM JJisl *KU3HU (OMpenensieTcsl Kak sBJICHHe, MPH KOTOPOM CyOBeKT
HAXOAUTCSI TIOJ] yTPO30H CMEPTHU B MOMEHT SIBJICHHSI, OHO HE OTHOCHUTCS K SIBJICHUIO, KOTOPOE
TUTIOTETHYECKH MOTJIO OBl BBI3BATH CMEPTD, €CIIH OBl OBITIO O0Jiee CephE3HBIM)

» TpebyeT CTalMOHAPHON TOCMHUTAIU3ALUN WA BbI3BIBAET MPOIJIEHHUE CYIIECTBYIOIIEH
rOCIUTATA3AIIH

* IPUBOAUT K CTOHKOM MJTH 3HAYUTEILHOW WHBAJTUIHOCTH/HETPY IOCTIOCOOHOCTH

* SIBJISIETCS] BPOSKIIEHHOM aHOMAJTNEH/BpOKAeHHBIM AedexTom

* SIBJISIETCS. BAKHBIM MEIUITMHCKUM SIBJICHHEM (OMPeNesieTcsl KaKk MEAUIIMHCKOE sSIBIIeHUe(s),
KOTOpPO€ MOKET He ObITh HEMEIJIEHHO yTPOKAIOIIUM SKM3HHU HJI TPUBECTH K CMEPTH WU
TOCIUTAIM3AINH, HO, OCHOBBIBASICh HA COOTBETCTBYIOIIEH MEIUIIMHCKOW U HAyYHOW OLIEHKE,
MOJKET MMOCTABUTH MO YIPOo3y CyOBEKT WM MOKET MOTPeOOBATh BMEIIATEIbCTBA (HAIPUMED,

MEIHUIUHCKOE, XHPYPTrU4ecKoe), 4ToObl NPEAOTBPATUTh OOWH W3 JAPYTHUX CEPHbE3HBIX
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Pe3yJIbTaTOB, MEPEUYHCICHHBIX B ONpeaeieHUH BbIie). [IprMepsl Takux sIBJIEHUI BKJIIOYAIOT B
cebs, HO HE OrpaHWYHMBAIOTCA WMH, HHTEHCHBHOE JICYCHHE B OTHEJICHUH HEOTJIOKHOU
MIOMOIIM WJIM B JOMAIIHUX YCJOBHSIX JJIS QJJIEPIHYECKOro OPOHXOCMAa3Ma, MaToJIOTHYeCKHe
U3MEHEHUsT KPOBHM WJIM KOHBYJBCHHM, KOTOpPbIE HE TPHUBOMIT K TOCHHUTAJIHM3ALNU.)
[ToreHumanbHOE JIeKapCTBEHHO-MHAYIMpOBaHHOEe nospexaeHne nedenu (drug induced liver
injury (DILI)) Takxe cauTaeTcsi BAJKHBIM METULIMHCKUM SIBJICHUEM.

ITono3peBaemas mepenada HMHPEKIMOHHOTO areHTa (HAampuUMep, MATOTEHHOTO —HIIN
HEMATOTeHHOr0) 4Yepe3 HCCleAyeMblii mpernapar mnpencraeiser coboii SAE.  Xors
OepeMEeHHOCTh, TEPEeNO3MPOBKA, pPaK M JIEKAPCTBEHHO-UHAYLIUPOBAHHOE MOBPEXKICHHE
nederu (DILI) He Bcerna sIBJISIFOTCSI CEPBE3HBIMU 0O PETVIAMEHTUPYIOLIEMY OTPEAeNIEHUO, K
JAHHBIM SIBJIEHUSIM Hano OTHOCUTBCA Kak K SAE. J[ro0ol KOMIOHEHT KOHEYHOH TOYKH
HCCIIEIOBAHUS, KOTOPBIA paccMaTpPUBAETCA Kak CBS3aHHBIA C MCCIAEAYEMOM Tepamnuen
(HarpuMep, CMepTh SBISIETCS KOHEYHOH TOYKOM, €CIM CMepPTh MPOU30LUIA  H3-32
aHaduaakcuu, 00 aHaUIAKCHUU TOJKHO OBITh COOOIIEHO), coobimaercs kak SAE.
Crenyroiue rocrurainu3zauny He cuutarotcs SAE:

-TIOCTYIUIEHUE B OTHEJIEHHE HEOTJIOKHOM TOMOLIM WK APYTroe OTAENeHHE OOJNBHHIIBI
JUTUTENHOCTBIO < 24 4acoB, YTO HE MPUBOIUT K TOCHHTAIM3ALNHU (€CIH HE PaccMaTpUBATh
KaK BaYKHOE MEIUIIMHCKOE MJIM OMACHOE JJIs )KM3HH SIBJICHHE)

-TUIAHOBAs OTepalysl, 3alNIAaHUPOBAHHAs 10 MOAMUCAHUS COTJIacHs

-MIOCTYIUIEHHE B MEAMLMHCKOE YUpEeXJIEHHE COIVIACHO TMPOTOKONIYy [UIsl IJIAHOBOM
MEIHULUHCKON/XUPY pPrudeCKON IPOLEeay pbl

-IIpoLIeAypa OLIGHKH COCTOSIHUSL 3[0POBbs, TPEOVIOLIasi IMOCTYIUIEHHS B MEIHIIMHCKOE
yUpeXKICHHE ISl OLICHKH 0a30BOr0/TPEHAOBOTO COCTOSHUS 3I0POBbsl (HapuUMep, MpolLeny pa
KOJIOHOCKOTIHN)

-IIOCTYIUIEHUE B MEIULHCKOE YUPEKACHUE/XUPYPrUuecKoe OTHEJCHHUE He ISl TOMpPaBKH
IJIOXOrO COCTOSIHMSI 3/I0POBbsl U IJIAHMPYEMOE 0 BKJIIOUEHMs B HccliefoBaHue. B maHHBIX
ciydasx TpeOyeTcsi COOTBETCTBYIOIIAS TOKYMEHTALIUS.

- MOCTYIUICHHE B MEOUIIMHCKOE YUPEKACHUE H3-3a APYTOro >KHM3HEHHOTO OOCTOSATENbCTBA,
KOTOPOE€ HE€ MMEET HHKAKOrOo OTHOIIEHHsI K COCTOSIHHUIO 3[0OPOBbsI U He TpeOyeT HHKaKOro
MEIHUIUHCKOTO/XHUPYPrUYeCKOro  BMEIIATENIbCTBA  (HAMpUMEP,  OTCYTCTBHE  JKUJIBS,
SKOHOMMUECKasl HeaJeKBaTHOCTb, BO3MOXKHOCTh MEPENbIKHU JJIs YXaKUBAIOIIeH MepCOHBI,
ceMeHHbIe OOCTOSATENBCTBA, AAMUHUCTPATHBHBIEC TPHYUHBI).

ITocne muceMeHHOTO cornacusi cyObekTa Ha y4actue B uccienoBanuu Bce SAE, Oynyum

CBA3aHHBIMU HJIM HE CBA3AHHBIMHU C UCCIICAYCMbIM IIPECIIapaTOM, CO6I/IpaI'OT, BKJIO4as U TE,
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KOTOpBIE, KaK MMOJIAraoT, CBSI3aHbI C MPOLENYPaMH, MPENMTUCAHHBIMU TIPoToKoIoM. Coduparot
Bce SAE, KoTOpBIe IPOUCXOAAT BO BpeMs NepHuoia CKpUHUHra U B TeueHue 135 aHeil mocne
npeKpalieHusi mpuema rmnpenapara. Eciu 310 mpumenumo, cobuparor SAE, koropeie
OTHOCATCSL K 0Oojee TmMO3gHEeH mpoueaype, NPENNUCAHHON MPOTOKOJIOM (Hampumep,
nocnenyromass Owoncusi koxku). 3a Bcemu SAE HaOmOmarOT M0 paspeiieHus Wiu
cTabuin3annu npoOIeMbl.

Hesnayumenvnule negceramesibible 61eHUs

HecepresHoe HekenatenpHOe siBieHMe npexactasisier coboit  AE, «kotopoe He
kyaccuduimpyercs: kak cepbesnoe. Coop mHpopmammu o Hecepbe3HbX AE HaunHaeTcs B
Havajie npueMa HMCCIeAyeMOro npenapara U NpOAOJDKAeTcs B TedeHwe 135 nHel mocie
NpeKpalleHusi mpueMa npenapara. 3a Hecepbe3HbIMH AE HaOMOa0T 10 paspelieHus] Wiu
crabunmusanmy mpobieMbl WM coo0ImawT o HuX B Buae SAE, eciu OHHM CTaHOBSITCS
cepresnbiMu. [locenyromiee HabmoneHe Takke Tpedyercs: 1s Hecepbe3Hbix AE, koTopbie
BBbI3BIBAIOT MPEPHIBAHME WM TPEKpalleHHe MpHeMa HCCIEAyeMOro mpemnapara, U Uil Tex
Hecepbe3Hbix AE, KOTOpble MPUCYTCTBYIOT B KOHLE UCCIIEIYEMOTO JIEYeHHUs] B 3aBUCUMOCTH
oT obcrosTenbcTB. Bece BbsiBieHHbIE HecepbesHble AE 3amichIBalOT M OMHMCHIBAIOT HA
crpannne CRF (6yMakHO# nim 351eKTpOHHOH) 0 Hecepbe3HbIX AE.

3aBepuienne pomonHuTenbHbiXx CRF  3ampammBaercs mns AE  w/unm  OTKIOHEHH
7a0OpaTOPHBIX MOKa3aTeNeil OT HOPMbI, O KOTOPBIX COOOLIAETCS/BBISIBISETCS B XOHE
UCCJIeIOBAHMS.

16. CraTuCcTHYECKUHA aHaAINU3

Onpeoenenue pazmepd 8u100DKU

Ockamauus 10o3bl (wactu A um C): Pasmep obpasua mnpu Kakgoll 103€ 3aBUCHT OT
HaOJIFO1aeMOM TOKCHYHOCTH U HE MOXeET ObITh TOUHO omnpezeneH. Yacte A 1 yactb B umeror
oT 3 10 9 cyOBEKTOB B K&)KJOH KOTOPTE.

Pacmupenne koropt (Yacte C): PacmmpeHue KOropT MO3BOJISIET JIyUIlle OLEHUTh YPOBEHb
TOKCUYHOCTH H OOECHEeYMBAET JIYHUIIYI0 TOYHOCTb BOKPYT NPEABAPUTEIBHBIX OLIEHOK
s¢ppextuBHOoCcTH. Ecmm < 5 u3 16 cyObekToB (TO ecth ~ 30% B KOropTe) HCHBITHIBAIOT
TOKCUYHOCTb, TO CyLIECTByeT Mo MeHbluel Mepe 90% nOCTOBEPHOCTH TOTO, YTO UCTUHHBIN
ypOBEHb TOKCUYHOCTH He mpeBbimaer 50,4% (ocHOBaHHBIM Ha (PYHKIUH OMHOMHAIBHOTO
pacnpenenenusi  Clopper-Pearson  (Tounblii  uHTepBaj)  l-cropoHHME  90%-HbIH
JIOBEpHUTEIBbHBIN HHTEpBaT). Pasmep BBIOOpKH U3 16 CyOBEKTOB B KOTOPTE MO3BOJISIET TAKKE
OLIEHUTH JOJI0 CyOBeKTOB ¢ 00BeKTHBHBIM 0TBeTOM (TO ecThb CR + PR) B koropre Takmm

00pa3oM, YTO MaKCUMAJIbHOE OTHAJICHHE MEXIY PAaCYETHbIM YPOBHEM U JEFOOBIM MPEIeOM
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TOYHOTO 2-CTOpOoHHero 95%-Horo noeeputenbHOro nHTepBana Clopper-Pearson cocrasisier
27,4%.

Honynayuu O AHAU3Z08

* Bce 3auucnennvie cybovekmer - Auanusupyemviii naoop: JlaHHas aHATU3UPYeMas
COBOKYITHOCTb COJEPKUT BCeX CyOBEKTOB (BKJIOUAs HEyAa4du NMPH CKPUHHHIE), KOTOPBIE
noanvcaiy HHPOPMHUPOBAHHOE COTIIACHE HA UCCIIEIOBAHHE.

» Bce cybvexmul, noayuasuiue nevenue - Aunanuzupyemuiii naoop: JlaHHas aHATU3UpyeMast
COBOKYITHOCTb BKITFOYAET B Ce0s1 BCEX CYOBEKTOB, KOTOPBIE MONYYAIOT JIFOOOH JIeKapCTBEHHBIN
npernapar.

» Cybvexmor ¢ oyenusaemvim omeemom: JlaHHas aHANIN3UPYeMasi COBOKYITHOCTb BKJIFOUAET B
cebs1 Bcex CyOBEKTOB, KOTOpBIE MONYYAIOT JIFOOOH HCCIenyeMOl mpemnapar, UMEIT OLEHKY
HCXOITHOW OIyXOJIH, OOyCIIOBJICHHON u3MepsieMbIM 3a00JIeBaHHEM, U OJHO U3 CIENYOIIUX:
(1) mo MeHbIIel Mepe OAHY OLIEGHKY OLIEHMBAEMOH ONyXOJW BO BpeMsl JieueHus, (2)
KJIMHUYECKOEe IMPOrpeccHpoBaHre Wid (3) CMEpPTh [0 MEepBOH OLEHKH OMYyXOJH BO BpeMs
JICUEHMS.

»  Coeokynnocms 011 hapmaxkokunemuveckoeo — ananusa  BMS-986016:  Jlannas
aHaIM3MpyeMasi COBOKYITHOCTb BKIIFOUAET B ce0sl BCeX CyOBEKTOB, KOTOpbIE Mojy4aror BMS-
986016 u UMEIT MO MeHbIIel Mepe OANH nelcTBUTEeNbHBIN mapamerp PK, xoTtopsiii Oyner
BKJIIOUEH B cratuctudeckue aHanusbl PK-nanaeix BMS-986016.

» Cogoxynnocms 01 ananuza ummyHozennocmu BMS-986016: JlanHas aHaau3upyemas
COBOKYITHOCTb BKJIFOHAET B ce€0s1 BCEX CyOBEKTOB, KOTOpBIE mony4yaroT BMS-986016 u umerot
1o MeHbIIEH Mepe OIMH NOCTYMHBIN 00pa3en ummMy HoreHHocT BMS-986016.

» Cogoxynnocms 01 ananuza ummyHozennocmu BMS-936558: JlaHHas aHanu3upyemas
COBOKYITHOCTb BKJIFOYAET B ce0sl aHAINU3 BCEX CYOBEKTOB, KOTOpBIE Noay4aroT BMS-936558 u
UMEIOT 10 MEHbIEH Mepe OAMH AOCTYIHBIN oOpaszer; nMMyHoreHHocTH BMS-936558.

»  Coeokynnocms 018  hapmakoounamuueckoeo ananusza. JlaHHas —aHATU3UpyeMmas
COBOKYITHOCTb BKJIFOYaeT B ceOsi Bcex CyOBEKTOB, AN KOTOPBIX (papMakoguHAMHUYECKHE
MU3MEPEHUs1 TOCTYITHbI Ha UCXOAHOM YPOBHE U IO MEHbILEH Mepe B OJHOU APYroi BpEMEHHON
TOUKE.

Koneunvie mouku

ITepBUUHON KOHEYHOW TOYKOW HAaHHOrO HccienoBaHus (asel 1 sBIsieTcs O€30mMacHOCTD,
u3MepsiemMass no ypoBHsM AE, cepbesHbIx HexenarenbHbIX siBiIeHUH (SAE), cmepredl u
OTKJIOHEHUI1 Ja0OpaTOPHBIX IMOKa3aTesled OT HOPMBI (HAmpuUMep, 3-s1 CTENEeHb MM BBILIE

corimacio CTCAE v 4), ouieHeHHast BO BpeMs JieueHUsT U HaOJIIOAeHUs CPOKOM 110 135 nmHei.
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Bce cyOpexThl, KOTOpbIE MONYUYarOT MO MeHbInel Mepe ogHy no03y BMS-986016 nnn BMS-

936558, aHAMM3UPYIOTCS HA TIPEeAMET O€30MaCHOCTH.

PK BMS-986016, koTOpBIi1 BBOAAT KaK CaMOCTOSITENIbHO, TaK U B codueTannu ¢ BMS-936558,

OLCHUBAOT KaK BTOPUYHYKO LE€JIb C HWCIOJB30BAHUCM CJICAYOIHNX KOHCUYHBIX TOYCK,

MOJIYYCHHBIX M3 JAaHHBIX O KOHIUECHTPALUU B ChIBOPOTKE KPOBU B 3aBUCUMOCTU OT BPEMCHU B

nukie 1 u nukie 3;

Cmax

Tmax

Ctrough

Ctau

Css,avg

AUC(TAU)

CLT

Vss

T-HALFeft AUC

T-HALFeff Cmax

AL AUC

Al Cmax

Al Ctau

DF

MakcumainbHasi Ha0IoJaeMast KOHIEHTPALIUS B CHIBOPOTKE

Bpemsi noctmkeHHMss MakCUMalbHOH HaOMonaeMOl KOHLEHTPALUH B
CBIBOPOTKE

Haumenpmmass HabOmromaeMasi KOHLIEHTPALUsl B ChIBOPOTKE B (pase
"mnato"

KoHuenTpauus B KOHLIE HHTEpBaJIa TO3UPOBAHMS (HATIPHMED,
KOHLIEHTpaLUH yepe3 336 4acoB)

Cpennsis
([AUC(TAU)/tau]

KOHIIGHTPALsi BO BpeMsl HHTEpBaja JO3UPOBAHHS
ITnomane mox (apMakOKUHETHYECKOW KPHUBOW B ONHOM HHTEpBaJe
JO3UPOBAHUS

OO0muii kTupeHe

Obmbem pacnipeneneHns: B pABHOBECHOM COCTOSIHUU

O¢ddexTuBHbII TEpUON  TONMYBBIBENEHHUs, KOTOPBIH  OOBACHSET
HabmoaemMyro creneHb HakoruieHuss AUC

OddexTuBHBII Mepuo MOy BBIBEICHUSI, KOTOPII OOBSICHSIET
HaOJFO1aeMy10 CTeneHb HakorieHns: Cmax

WUnnexc wakomnenus;, ortHomenne AUC(TAU) B paBHOBECHOM
cocrosinuu Kk AUC(TAU) nocnie nepBoii 10351

HUnanexc nakorennsi Cmax; oTHomeHne Cmax B pPaBHOBECHOM
coctosiHnM K Cmax mociie mepBoi 103kl

HUnanexc wnaxormenuss Ctau, orHomenne Ctau B pPaBHOBECHOM
coctosiHnM K Ctau mocie nepBoi 1036l

Crenenb xonebanus win uanekc guykryarmmu ([Cmax - Ctau]/Css,avg)

3nauenust PK mapamerpoB OTAenbHOro CyOBbeKTa IONY4YeHBI C IIOMOINBI AHAIN30B C

MIPUMEHEHNEM HEKOMITAPTMEHTAJIbHON MOJENIU MO yTBEPKACHHOU mporpamme anammusa PK.

Jlis aHaJIM30B UCTIONB3YIOTCS IeHCTBUTENbHbBIE BpPEMEHA.
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Dbdhexmuenocms

O¢pPexTHBHOCTD OLIEHMBAETCS KaK BTOPHUYHAS LENb C HCIOJIB30BAHUEM KOHEUHBIX TOYEK,
omucanubix Hwke st irRECIST w RECIST v1.1. B mensix KOHTpPOJsS 3a 3I0POBbEM
nanueHTa, NPUHATHE KJIMHUYeckux peweHuil ocHoBeiBaeTcsd Ha RECIST. Crarucrtuueckuii
aHaJIN3 U OTYETHOCTh OCHOBAHBI HA O0OMX KPUTEPHSIX.

» Jlyywuii nonnwiti omeem (Best overall response (BOR)) mpencraBisier COOOH JTydIIHid
3apEruCTPUPOBAHHBIN OTBET MPH OCYLIECTBICHUU 3aMUCH C CAMOro Havayia HCCIeNyeMOro
JEeYeHUss OO0 TMOCIENHEro TPOTOKOJa C KOHKPETHOW OLIEHKOH omyxonu (Hampumep,
MOCHeAYIOMUN BU3UT Yepe3 30 mHel) ¢ yueToM o0bIX TpeOOBaHMMA I TIOATBEPKACHUS HA
ocHoBe kpurepueB RECIST v1.1 wiu irRECIST. CR- umu PR-onpenenenus, BKIIIOYEHHBIC B
oueHky BOR, moarBepskmaroTcs mocienoBaTeIbHONH BTOPOH (ITOATBEPIKAAOLIEH) OLEHKOMH,
YIOBJIETBOPSIOLIEH KPUTEPUSM OTBETA, W BBINOJHAIOTCA MO MEHbLIEH Mepe yepe3 4 Heaenu
MIOCJI€ TOTO, KaK KPUTEPHHU AJIS1 OTBETA MEPBBIN pa3 COOTBETCTBYIOT TPEOOBAHUSIM.

* Yacmoma obvexmuenoco omeema (Objective response rate (ORR)) onpenensiercss Kak
obmee uucio cyowrekros, yeli BOR npencrasnser coboii CR wnu PR, nenennbiit Ha obinee
YHCIIO CYOBEKTOB B MOMYJISILAH, IPEACTABIISIIOIIEH HHTEPEC.

* [Ipooonxcumenvnocms omeema (Duration of response (DOR)), BBIYUCICHHAS TOJIBKO IS
cyorexkroB ¢ BOR or CR wmm PR, ompegensiercs kak KOJMYECTBO JHEW MEXAY IaTOU
NepBOTO OTBETA W TNOCJIEAYIOLEH AaToW NpOorpeccHpoBaHus 3a00JeBaHMs, OOBEKTUBHO
nokymeHtupoBanHol Ha ocHoBe kputepues (RECIST v1.1 wmn irRECIST), unu cmepThio, B
3aBHCHMOCTH OT TOTO, YTO HACTYNUT paHbiie. L Tex cyOBeKTOB, KOTOPBIE OCTAIOTCS
JKUBBIMH W HE HCTBITBIBAIOT MPOTrPECCHPOBAHHME HJIM MOJYYAIOT IMOCIEAYIOMYIO TEPaIuio,
JUTUTENIbHOCTh OTBETA LIEH3YPHUPYETCS IO JaTe TOCIECAHErO MPOTOKOIa KOHKPETHOH OLEHKH
onyxonu. CyOBeKThl, MOMyHarIlue MOCIeNYIOIYI0 TEPanuio, LIeH3YPHPYIOTCS B Hauaie
MOCHEAYIOLIEH Tepanuu.

»  Bwwoicusaemocms  6e3  npoepeccuposanusi (BBIL, Progression-free survival (PFS))
OTpeneNsieTCsl KaK BEPOSTHOCTh TOTrO, YTO CyOBEKT OCTaHeTrcs Oe3 MpOorpecCHpOBaHUS
3a0051eBaHNsI U BBDKHBET. BEpOSTHOCTH BBIUUCIIACTCS HA OCHOBE KOJIMYECTBA JHEH MEXIy
nepBOil  O30H HCCIeNyeMoro Impenapara M MpOrpeccHpoBaHUeM 3a0oneBaHus  (Kak
onpeneneno RECIST wmn irRECIST) nmm cmeptoro. s Tex cyObEeKTOB, KOTOPbIE OCTAIOTCS
JKUBBIMH M HE WCHBITBIBAJIM IporpeccupoBanus, PFS neHsypupoBaHa mo ngaTte moOCIeIHETo
MPOTOKOJIA KOHKPETHOH OLICHKH OIMyXOJIH.

JlaHHbIE KOHEUHBIE TOYKH ONPEAEISIFOTCS HA OCHOBE U3MEPEHUH Oy XOJIeH, OCY IECTBIIIEMBIX

KaXabI€ 8 HEACb B TECUCHUE MEPpHUOOa JICUCHUA (I[O ABECHaALaTH 8-H6I[6J'II:;HI:>IX LII/IK.]'IOB), u
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OIIMH pa3 B TEUEHHE Mepruoa KIMHUIecKoro Habmoaerns (30 qHeit), B 00wIe ClI0KHOCTH, Ha
npoTsikeHuu ~ 1,9 nert.

Hmymynozennocms

Ha yposHe obpasua, otaenbHble 00pa3ibl XapakTepu3yrTcs Kak ADA-NOJI0KUTENbHbIE WK
ADA-otpunarenpable. CyObEeKT CUUTAETCS MMEIOIIUM HCXOIHO MOJIOKUTENbHBIN oOpaser,
€CJIM TocieqHui oOpasen 10 Hadana jJedeHus sipisiercs ADA-nonoxkutensHeiM. Hampumep,
oOpasew, B3ATBHIA MOCJIE Haydaia JIEYEHUS] OT CyObeKTa, KOTOpbIH MCXONHO sBisieTcst ADA-
oTpuLaTeNbHbIM, cuntaercs ADA-nonoxkuTenbHbIM, eciiu oOHapyskuBaercs ADA. Obpaser,
B3ATBHIM MOCJE Hadaja JIEYeHHs OT CyObeKTa, KOTOphId siBisgercss ADA-NOJOXKHUTEIBHBIM,
UcXonHo cumtaercss ADA-TIONOXUTENbHBIM, €CJIH  CYIIECTBYeT COOTBETCTBYIOLIEE
yBeIMYEHNE THTpPa (BENMYMHA YBEIMYEHMS THUTPA, KOTOpas COYTEHA YMECTHOH, MOXKET
BapbUPOBATHCS B 3aBUCUMOCTH OT JIEKAPCTBEHHOIO CPEJCTBA U aHA/M3a, U yKa3aHa B IJIaHe
CTaTHCTUYECKOTO aHajim3a). Ha ypoBHe cyObekrta, coorBercTByIOme ADA KOHEUHBIE TOYKU
MOTYT BKJIFOYAThb B CEOSI:

* Jlonro cyObekToB ¢ HCXOHHO ADA-TIONOKUTENBHBIM 00pa3ioM

* JTomro ADA-nosIoKUTENbHBIX OONBHBIX (HAXOASIIUXCS HA JICUEHUH U B 1IEJIOM)

» Jlomo cyOBeKTOB, KOTOPBIE SIBJISIFOTCSI TIOCTOSIHHO ITOJIOKUTENbHBIMU (HANpUMEp, 2 WIH
bonee mocnenoBarenbHbIX ADA-NOJOXKHUTETBHBIX 00pa3LOB C aJeKBATHBIM BPEMEHHBIM
MPOMEIKY TKOM MEKIy HHMH)

* Jlomo cyOBeKTOB, KOTOPBIE UMEIOT HEHTPAIU3YIOIINE aHTHUTENA, OOHAPY KEHHBIE B OJHOM
i Oonee oOpasznax

Heumpanuzosauno cuumvieaemvie 1:CG (vacmu A u C)

B wactu A u gwactu B QTc oneHHBaOT HEHTPAIbHBIM CUUTBHIBATENEM TMPHU TOCIENYOIEeM
Bu3ute 1, u Ha 1-i neHp nukia 1 u nukia 3 (BpeMeHHbIE TOUKH 10 BBEACHUS 036l U uepe3 4
yaca Iocjie BBEACHUS 103bl). [laHHbIE OLEHKH HCIIONB3YIOTCS ISl PELICHUS BTOPUYHOM
3anayu oueHkn BausHUsT BMS-986016, BBomuMoro otnenbHO U B codeTanun ¢ BMS-936558,
Ha QTc.

ECG, oueHuBaemble JIOKaJbHO HCCIIEAOBATENIEM, TaKKe COOMpPAIOTCS B Hayale KasKaoro
LUK,

Koneunvie mouku buomapxepos

Koneunble Touku OHOMapKepKepoB M3 mepudepruueckoil KPOBH, KaK MPABUIIO, U3MEPSIOT B
HECKOJIBKMX  BPEMEHHBIX  TOYKaX W  OLEHUBAIOT  KAaK  MPOTHO3UPYIOINHE U
¢dapMakogMHAMUYECKHUE MapKepbl B KOHTEKCTE LEJIeH, CBA3aHHbIX ¢ Omomapkepamu. OHH

MOTYT BKJIFOYaTh B ceOsl TaKHe U3MEPEHHUsI, KaK OLIGHKU YPOBHEH U M3MEHEHUI 10 CPABHEHHIO
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C MCXOJHBIMU yPOBHSIMH, OCYLIECTBIIIEMblE B Ka)KAOW 3alJaHUPOBAHHONW BPEMEHHON TOUKE,
CJIETYFOLIETO:

* ChIBOPOTOYHBIX PACTBOPUMBIX (PaKTOPOB

» Jlonu KOHKPETHBIX CyOnomyJsinuii JuM(QOIHUTOB/YPOBHEH SKCIpeccuu T-KJIETOYHBIX
KOCTUMYJIITOPHBIX MapKepOB, KOTOPYIO OLIEHUBAIOT C MOMOLIBIO MPOTOYHON LIUTOMETPUU

» Dkcmpeccuu TreHOB, koxupyrommx BMS-986016-ctumynupoBanuasie 3¢ dexkropHbie
¢yskmmu  (nepdopun, rpansum B u IFN-y), m reHoB, kxomupyromux T-KJIeTOUHBIE
koctumynupyromue perentopsl (PD-1, PD-L1 u CTLA-4).

 Ilpouenra cyOBEKTOB, 3KCHPECCHPYIOIUX EIUHHYHBIE HYKJIECOTHIHBIE MOIUMOP(PUIMBI
reHoB, cBsizanHble ¢ PD-1 (Ha SNP)

 M3MepeHus: KoJM4YecTBa M PasHOOOpa3usi aHTUTEN, HAOJMIOMaeMbIX K aCCOLMMPOBAHHBIM C
omyXoJibto aHTHreHam (4actb C TOJIBKO)

KoHneunble TOUKH OMOMapKepKepOB M3 OMyXOJIEBbIX OMOMCHUN M3yYatOTCs MPEUMY [IIECTBEHHO
B LEJSIX BBIIBJICHUS OA30BBIX MAapKEPOB NMPOTHO3MPOBAaHHUS 3(P(EKTUBHOCTH, TaK Kak IUis
O0JBIIMHCTBA CYOBEKTOB UX H3MEPSIIOT TOJILKO HAa MCXOAHOM ypoBHeE. JlJisi momMHOMKecTBa
CyOBEKTOB, KOTOPbIE UMEIOT OMOTICHH, TMOJyUYEHHbIE KakK Mepel JIeUeHHEeM, TaK U BO BpeMs
JeUeHUst, HCCIENyTCs (apMakoAMHAMUYECKHe accouuanu. KOHEuHble TOYKH MOTYT
BKJIFOYATh B ce0s TaKHe M3MEPEHHsI, KaK yPOBHH, MPENLISCTBYIOIINE JICUEHUIO, U U3MEHEHHE
ypOBHeH, HaOIrO1aeMble BO BPEMsI JICUSHHUSI:

* DYHKIMOHAJIBHBIA CcTaTyCc JUMQOLUUTOB ompenensercss kak npoueHt CD8+ T-kietok,
MOJIOKUTENBHBIX B OTHOIIEHUH dKkcnpeccuu IFN-y u rpansuma B, u reomerpudeckas cpenHsist
UHTEHCUBHOCTh  (Jorapudmuueckas 1mkama) CD8+  xmerok, KOTOpble — SIBISIFOTCS
NOJIOXKUTETIPHBIMI B OTHOLIeHMH OSKkcmpeccun IFN-y u rpamsuma B (uepes ex vivo
(YHKIIMOHATBLHBIN aHAJIH?3)

» DJkcmpeccusti TeHOB, komupyrmux BMS-986016-crumynupoBansblie 3¢ dekTopHbie
¢yskmmu  (nepdopun, rpamsuMm B u IFN-y), u reHoB, komupyroumx T-KJIeTOK
KocTUMyJIITOpHBIX peuentopos (PD-1, PD-L1 u CTLA-4)

» IHC-oueHnka Hamu4usi/OTCYTCTBHSI M WHTEHCHUBHOCTH (M3MEPEHHAsh C HCIIOJb30BAHUEM
OUCKPEeTHOM kajbl Hampumep, 0, 1, 2, 3, 4) skcnpeccun LAG-3, MHC kunacc II, PD-1, PD-
L1 uPD-L2.

CootsercrBytomee (pyHKIIMOHANBHOE NPEOOpPa3OBaHUE JAHHBIX TOHMCKOBBIX H3MEpPEHHI
NPUMEHSIETCS TIO Mepe HEOOXOUMOCTH.

Dapmaroxunemura
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JlaHHble MO 3aBUCUMOCTH KOHLeHTpauuu BMS-936558 or BpeMeHH B 3arulaHHPOBaHHBIX
BPEMEHHBIX TOUYKAX, COOTBETCTBYIOIIMX 3HAYEHHIO HAaUMEHbINEH KOHLEHTpauuu B (ase
"mrato" (Ctrough) M KOHIEHTpaLMH HA MOMEHT OKOHYaHHsS WH(Y3UH, OLEHHBAIOTCS Kak
MIOUCKOBAsi KOHEYHasl Touka. M3Mepenus coOuparoTcst Ha jJeueHnH (10 12 LUKJIOB), a Takxke
HAa MPOTSDKEHUH cpoka 10 135 aHel BO BpeMsi MOCIENYIOIIEro 32 JISYEHUEM HaAOII0ISHS.

ITapametpsr PK  amst BMS-986016 paccuuThIBalOTCSI € HCHOJB30BAHHEM AaHAlU30B C
NPUMEHEHHEM HEKOMIMapTMeHTaipbHOM Mozenu. CBOJHBIE CTAaTUCTUYECKHE JaHHbIE
tabymuposansl 111 PK-napamerpos nist BMS-986016 no30it 1 1HEM ucCienoBaHMs/ IUKIOM.
Jns Toro, 4ToOBI OMUCAaTh CBsI3b JAHHBIX MapaMeTpoB ¢ mo030ii BMS-986016, rpaduxu
pazdopoca Cmax u AUC(TAU) B cpaBHEHHUH C I030U NPENOCTABJISIFOTCS MJIST KaXKIOTO
aHst/imkna  u3MmepeHus.  JlozoBas mponopuuoHaibHOCT BMS-986016 mnpu  BBeneHHH
OTAENIBHO MJIA COBMECTHOM BBeneHun ¢ BMS-936558 Takke OLeHMBAaeTCs Ha OCHOBE
creneHHol moxpenu (power model). Jns HaumeHbmmx KoHueHTpanmii BMS-986016
MOBTOPHO CTPOMJIM TpapuKy 3aBHCHUMOCTH OT IHS HCCIIeOBaHMs U Lukia. KoHueHTpanmn
BMS-936558 B koHIIe MH(Y3UN 1 HAUMeHbIIHe KOoHLeHTpauuu BMS-936558 B ¢aze "maro”

(Ctrough) cBeneHbI B TaOJIHIYy, UCTIONB3Y S CBOAHBIC CTATHCTUYECKUE TaHHBIE,
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CBOJTHASI TABJINIIA MIOCJIEJTOBATEJIBHOCTEN

SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

AMUHOKHCIIOTHAS IIOCJIECJOBATCIIBHOCTD TSIKEJION nenu
Antn-LAG-3 mAb (BMS-986016)
(BapuabenbHasi OOJNACTh TOMYEPKHYTA, KOHCTAHTHAas OOJACTh BBIENIEHA  SKUPHBIM

mpugTom)

QVOLOOWGAGLLKPSETL SLTCAVYGGSFSDYYWNWIRQPPGKGLEWIGE
BHRGSTNSNPSLKSRVTLSILDTSKNQFSLKI RSVTAADTAVYYCAFGYS
DYEYNWEFDPWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKT
YTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDS
DGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK*

AMMHOKHCJIOTHAS MOCJIEI0BATEIbHOCTD JIETKOU LICTIH
Antu-LAG-3 mAb (BMS-986016)
(BapuabenbHasi OOJNACTh TOMYEPKHYTA, KOHCTAHTHAas OOJACTh BBIENIEHA  SKUPHBIM

mpugTom)

EIVLTQSPATLSLSPGERATLSCRASQSISSYLAWYQOQKPGOQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQORSNWPLTFEGQ
GTNLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKYV
DNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC*

AMWHOKHUCJIOTHAS TIOCJIEIOBATENIbHOCTD BapuadeibHOH obnactu Tsokenoi uenu (VH)

Antu-LAG-3 mAb (BMS-986016)

QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWNWIRQPPGKGLEWI
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

GEBHRGSTNSNPSLKSRVTLSLDTSKNQFSLKLRSVTAADTAVYYCAFG
YSDYEYNWFDPWGQGTLVTVSS

HyxneoruaHas mocienoBaTeIbHOCTh BapuadenbHO# obnactu Tsoxenoi nenu (VH)

Antu-LAG-3 mAb (BMS-986016)

caggtgcagctacagcagtggggcgcaggactgttgaagecttcggagaccct
gtcectcacctgegetgtetatggtgggtecttcagtgattactactggaact

ggatccgecageccccagggaaggggctggagtogattggooaaatcaatcat
cgtggaagcaccaactccaacccgtecctcaagagtegagtcacectatcact
agacacgtccaagaaccagttctccctgaagetgaggtetgtgaccgecgegg
acacggctgtgtattactgtgcgtttogatatagtgactacgagtacaactgg
ttcgaccectggggccagggaaccctggtcaccgtetectea

AMWHOKHUCJIOTHAS TIOCJIEIOBATEIbHOCTh BapuabebHOl obnactu erkoit uenu (VL)

Antu-LAG-3 mAb (BMS-986016)

EIVLTQSPATLSLSPGERATLSCRASQSISSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPLTFGQ
GTNLEIK

HyxneoruaHas mocaenoBaTeIbHOCTh BapuadebHOM obnactu erkoi meru (VL)

Antu-LAG-3 mAb (BMS-986016)

gaaattgtgtteacacagtctccagecaccctgtetttgtctccaggggaaag
agccaccctctcctgcagggecagtcagagtattagcagetacttagectggt
accaacagaaacctggccaggcetcccaggcetecteatctatgatgeatccaac
agggccactggcatcccagecaggttcagtggcagtgggtctgggacagactt
cactctcaccatcagcagcectagagectgaagattttgcagtttattactgte
agcagcgtagcaactggcectctcacttttggecaggggaccaacctggagatce

aaa
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SEQ NOCIETOBATEJABHOCTD
ID
NO:

7 AMuHOKHUCIOTHAS nocaenosarenbHocTs CDR 1 Tsxenoi nenun

Antu-LAG-3 mAb (BMS-986016)

DYYWN

8 AMUHOKHUCIIOTHAS nocjaenosareabHocTs CDR2 Tsoxenoil nenu

Antu-LAG-3 mAb (BMS-986016)

EBHRGSTNSNPSLKS

9 AMUHOKHUCIIOTHAS nocaenosareabHocTs CDR3 Tsoxenoil nenu

Antu-LAG-3 mAb (BMS-986016)

GYSDYEYNWFDP

10 AMuHOKHUCIOTHAS nocienosareabaocTs CDR 1 nerkoii nenu

Antu-LAG-3 mAb (BMS-986016)

RASQSISSYLA

11 AMHUHOKHUCIIOTHAS nociaenosareabaocTs CDR2 nerkoii nenu

Antu-LAG-3 mAb (BMS-986016)

DASNRAT

12 AMHUHOKHUCIIOTHAS nocienosareabaocTs CDR3 nerkoii nenu

Antu-LAG-3 mAb (BMS-986016)

QQRSNWPLT
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

13

AMHWHOKHUCJIOTHAS [TOCJIEN0BATENbHOCTE uejioBeueckoro LAG-3

MWEAQFLGLLFLQPLWVAPVKPLQPGAEVPVVWAQEGAPAQLPCSPTIPLQD
LSLLRRAGVTWQHQPDSGPPAAAPGHPLAPGPHPAAPSSWGPRPRRYTVLSVG
PGGLRSGRLPLQPRVQLDERGRQRGDFSLWLRPARRADAGEYRAAVHLRDR
ALSCRLRLRLGQASMTASPPGSLRASDWVILNCSFSRPDRPASVHWFRNRGQ
GRVPVRESPHHHLAESFLFLPQVSPMDSGPWGCILTYRDGFNVSIMYNLTVLG
LEPPTPLTVYAGAGSRVGLPCRLPAGVGTRSFLTAKWTPPGGGPDLLVTGDN
GDFTLRLEDVSQAQAGTYTCHIHLQEQQLNATVTLAIITVTPK SFGSPGSLGKL
LCEVTPVSGQERFVWSSLDTPSQRSFSGPWLEAQEAQLLSQPWQCQLYQGERL
LGAAVYFTELSSPGAQRSGRAPGALPAGHLLLFLTLGVLSLLLLVTGAFGFHLW
RRQWRPRRFSALEQGIHPPQAQSKIEELEQEPEPEPEPEPEPEPEPEPEQL *

14

Omuron LAG-3

PGHPLAPG

15

Omuron LAG-3

HPAAPSSW

16

Omuron LAG-3

PAAPSSWG

17

AMWHOKHCIIOTHAs NoCJICA0BATCIBHOCTD TSDKEJIOoH e

AntH-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)

(BapuabenbHasi OOJNACTh TOMYEPKHYTA, KOHCTAHTHAas OOJACTh BBIENIEHA  SKUPHBIM

mpugTom)
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

QVOLVESGGGVVQPGRSLRILDCKASGITFSNSGMHWVROAPGKGL
EWVAVIWYDGSKRYYADSVKGRFTISRDNSKNTLFLOMNSLRAEDT
AVYYCATNDDYWGOGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGV
EVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKG
LPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLGK

18

AMMHOKHCJIOTHAS MOCJIEI0BATEIbHOCTD JIETKOU LICTIH
Antu-PD-1 mAb (BMS936558; 5C4 B WO 2006/121168)
(BapuabenbHasi OOJNACTh TOMYEPKHYTA, KOHCTAHTHAas OOJACTh BBIENIEHA  SKUPHBIM

mpugTom)

EIVLTOSPATLSLSPGERATLSCRASQSVSSYLAWYQOQKPGQAPRLLI
YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCOQOSSNWPR
TFGOGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC

19

AMWHOKHUCJIOTHAS TIOCJIEIOBATENIbHOCTD BapuadeibHOH obnactu Tsokenoi uenu (VH)
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:4 uz WO 2006/121168)

QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHW VRQAPGKGLEW VAV
IWYDGSKRYYADSVKGRFTISRDNSKNTLFLOQMNSLRAEDTAVYYCATND
DYWGQGTLVTVSS

20

HyxneoruaHas mocienoBaTeIbHOCTh BapuadenbHO# obnactu Tsoxenoi nenu (VH)

AntH-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

(SEQ ID NO:60 u3 WO 2006/121168)

cag gtg cag ctg gtg gag tct ggg gga ggc gtg gt cag cct ggg agg tee ctg aga ctc gac tgt aaa
gcg tct gga atc acc ttc agt aac tct gge atg cac tgg gtc cge cag get cca gge aag ggg ctg gag

tgg gtg gca gtt att tgg tat gat gga agt aaa aga tac tat gca gac tce gtg aag ggc cga ttc acc atc
tcc aga gac aat tcc aag aac acg ctg ttt ctg caa atg aac age ctg aga gecc gag gac acg get gtg tat
tac tgt gcg aca aac gac gac tac tgg ggc cag gga acc ctg gtc acc gte tec tca

21

AMWHOKHUCJIOTHAS TIOCJIEIOBATEIbHOCTh BapuabebHOl obnactu erkoit uenu (VL)
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:11 u3 WO 2006/121168)

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQSSNWPRTFGQ
GTKVEIK

22

HyxneoruaHas mocaenoBaTeIbHOCTh BapuadebHOM obnactu erkoi meru (VL)
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:67 u3 WO 2006/121168)

gaa att gtg ttg aca cag tct cca gee acc ctg tet ttg tet cca ggg gaa aga gec acc cte tee tge agg
gcc agt cag agt gtt agt agt tac tta gce tgg tac caa cag aaa cct ggc cag get cce agg cte cte ate
tat gat gca tcc aac agg gec act gge atc cca gec agg tte agt gge agt ggg tet ggg aca gac ttc act
ctc acc atc agc agc cta gag cct gaa gat ttt gca gtt tat tac tgt cag cag agt age aac tgg cct cgg
acg ttc ggc caa ggg acc aag gtg gaa atc aaa

23

AMuHOKHUCIOTHAS nocaenosarenbHocTs CDR 1 Tsxenoi nenun
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:18 u3 WO 2006/121168)

NSGMH
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SEQ NOCIETOBATEJABHOCTD
1D

NO:

24 AMUHOKHUCIIOTHAS nocjaenosareabHocTs CDR2 Tsoxenoil nenu
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:25 u3 WO 2006/121168)
VIWYDGSKRYYADSVKG

25 AMUHOKHUCIIOTHAS nocaenosareabHocTs CDR3 Tsoxenoil nenu
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:32 u3 WO 2006/121168)
NDDY

26 AMuHOKHUCIOTHAS nocienosareabaocTs CDR 1 nerkoii nenu
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:39 u3 WO 2006/121168)
RASQSVSSYLA

27 AMHUHOKHUCIIOTHAS nociaenosareabaocTs CDR2 nerkoii nenu
AnTu-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:46 u3 WO 2006/121168)
DASNRAT

28 AMHUHOKHUCIIOTHAS nocienosareabaocTs CDR3 nerkoii nenu

AntH-PD-1 mAb (BMS936558; 5C4 8 WO 2006/121168)
(SEQ ID NO:53 u3 WO 2006/121168)

QQSSNWPRT
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SEQ HOCJIEAOBATEJIBHOCTD
ID
NO:
29 ITonnas mocnenoBatenbHOCTh PD-1 (GenBank perucrpaunonssiit Ne: U64863)

agtttcectt ccgetcacct ccgectgage agtggagaag geggeactet ggtggggectg ctccaggeat geagateeca
caggcgecect ggecagtegt ctgggcggte ctacaactgg getggeggee aggatggtte ttagactece cagacaggec
ctggaaccee cccaccttet tcccageect getcgtggte accgaagggg acaacgecac cttcacctge agettcteca
acacatcgga gagcttcgtg ctaaactggt accgcatgag ccccagcaac cagacggaca  agetggecge
cttccecgag gaccgeagee ageecggeca ggactgecgce ttecgtgtea cacaactgee caacgggegt gacttccaca
tgagcgtggt cagggcccgg  cgcaatgaca gcggeaccta  cctetgtggg  gecatctcce  tggeccccaa
ggcgeagatc aaagagagec tgegggcaga gctcagggtg acagagagaa  gggcagaagt geccacagec
cacceccagece cetcacccag gecagecggce cagttccaaa cectggtggt tggtgtegte ggeggectge tgggeagect
ggtgctgcta  gtctgggtee  tggecgtcat  ctgetcccgg  gecgeacgag  ggacaatagg  agecaggege
accggecage ccctgaagga ggacccectca geegtgectg tgttetctgt ggactatggg gagetggatt teccagtggeg
agagaagacc ccggagecce ccgtgecctg tgteectgag cagacggagt atgecaccat tgtetttect agecggaatgg
gcacctcatc  ccccgeccge  aggggetcag  ccgacggece  tcggagtgee  cagecactga  ggectgagga
tggacactge tcttggecce tetgaccgge ttecttggee accagtgttc tgecagacect ccaccatgag cccgggteag
cgcatttcct caggagaagc aggcagggtg caggecattg caggecgtce  aggggctgag  ctgectgggg
gcgaccgggg  ctccagectg  cacctgcace  aggeacagec  ccaccacagg  actcatgtct  caatgeccac
agtgagccca ggcagcaggt gtcaccgtcc  cctacaggga gggccagatg  cagtcactge  ttcaggtect
gccageacag agcetgectge gtccagetee ctgaatctct getgetgetg ctgetgetge tgetgetgee tgeggeeegg
ggctgaaggce geegtggecc tgectgacge ceeggagect cetgectgaa cttgggggct gattggagat ggecttggag
cagccaaggt geccctggea gtggeatcce gaaacgecct ggacgecaggg  cccaagactg  ggcacaggag

tgggaggtac atggggctgg ggactceeca ggagttatet getcectgea ggectagaga agtttcaggg aaggtcagaa
gagcteetgg ctgtggtgge cagggcagga aaccectece acctttacac atgeccagge ageacctcag gecectttgtg

gggcagggaa gctgaggcag taagcgggca ggcagagetg  gaggcectttc  aggecageca  geactctgge

ctcetgecge  cgeattccac  cccagecect  cacaccactc  gggagaggga  catcctacgg  tcccaaggtc

aggagggcag ggctggggtt gactcaggec cctcccaget  gtggccacct  gggtgttoge  agggcagaag
tgcaggeacc tagggeccce catgtgecca cectgggage tctecttgga acccattcct gaaattattt aaaggggttg

geecgggetee  caccagggec  tgggtgggoaa  ggtacaggeg  ttcccccggg  gectagtace  cccgegtggc
ctatccactc ctcacatcca cacactgeac ccccactect ggggeaggge caccageate caggeggeca geaggeacct

gagtggctgg gacaagggat cceecttece tgtggttcta ttatattata attataatta aatatgagag catget
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

HyxkneotuaHas nociaenoBaTebHOCTD TSKENON LenH

Antu-LAG-3 mAb (BMS-986016)

caggtgcagctacagecagtggggcgeaggactgttgaagecttcggagacccetgteect
cacctgegctgtctatggteggtecttcagtgattactactggaactggatecgecag
ccecccagggaagggectggagtogattgggoaaatcaatcatcgtggaageaccaact
ccaacccgtccctcaagagtcgagtcaccctatcactagacacgtccaagaaccagtt
ctccctgaagcetgaggtctgtgaccgecgeggacacggcetgtgtattactgtgegtttg
gatatagtgactacgagtacaactggttcgacccctggggcecagggaaccctggteace
gtctectcagetageaccaagggeccatecgtettececctggegecectgeteccaggageacctccgagageacagecgecctg
ggctgectggtcaaggactacttcceccgaaccggtgacggtategtggaactcaggegecctgaccageggegtgeacacctte
ccggctgtectacagtectcaggactetactcectcageagegtggteacegtgecctccageagettgggeacgaagacctaca
cctgcaacgtagatcacaageccageaacaccaaggtggacaagagagttgagtecaaatatggtecccecatgeccaccatgee
cagcacctgagttcctggggggaccatcagtcttcctgttccccccaaaacccaaggacactctcatgatctccecggacceectgag
gtcacgtgcgtggtegtegacgtgagecaggaagaccccgaggtecagttcaactggtacgtggatggegtggaggtgcataat
gccaagacaaagecgegggaggageagttcaa
cagcacgtaccgtgtggtcagegtectcaccgtectgecaccaggactggetgaacggcaaggagtacaagtgecaaggtetccaa
caaaggcctceegtectecatcgagaaaaccatctccaaagecaaagggeagecccgagagecacaggtgtacaccctgecce
catcccaggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettctaccccagegacategecgtggagt
gggagagcaatgggcagecggagaacaactacaagaccacgecteccgtgctggactecgacggcetecttettcetctacagea
ggctaaccgtggacaagageaggtggcaggaggggaatgtettcteatgetecgtgatgeatgaggctetgecacaaccactacac
acagaagagcctctcectgtetctgggtaaatga

HYKJ'IGOTI/II[Haﬂ MMOCJIOBATEIbHOCTD JIETKOM LIETTH

Antu-LAG-3 mAb (BMS-986016)

gaaattgtgttgacacagtctccagecaccctgtctttgtctccaggggaaagagecacccetctectgecagggccagtcagagtatt
agcagctacttagcctggtaccaacagaaacct
ggccaggcteccaggetectcatctatgatgeatccaacagggecactggeateecag
ccaggttcagtggcagtgggtctgggacagacttcactctcaccatcagcagectagagectgaagattttgeagtttattactgtca
gcagcgtagcaactggectceteacttttggccaggggaccaacctggagatcaaacgtacggtggctgcaccatctgtetteatett
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SEQ
ID
NO:

HOCIEJOBATEJBHOCTD

cccgcecatctgatgageagttgaaatctggaactgectetgttgtgtecctgctgaataacttctatcccagagaggecaaagtacag
tggaaggtggataacgccctccaatcgggtaacteccaggagagtgtcacagageaggacageaaggacageacctacagect
cagcagcaccctgacgctgagcaaageagactacgagaaacacaaagtctacgectgegaagteacccatcagggectgaget

cgececgtcacaaagagcettcaacaggggagagtgttag
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1.

DPOPMYJIA H3OBPETEHUA

Crioco® nedeHus: CONMAHON ONyXOMH Yy TALMEHTa - 4YeJOBEeKa, BKIFOYAOLIHIA
BBEJICHHUE NaLMEHTy 3(p(PeKTHBHOE KOIMUYECTBO KAKIOTO U3!

(a) antu-LAG-3-antutena, comepxkamero nomernsl CDR1, CDR2 u CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:3, u nomenst CDR1, CDR2 u CDR3 BapuabenbHON 00MacTH JIETKOMH
LIeTH, UMEIOIIEH MOCIeN0BaTeNIbHOCTD, TokazanHyo B SEQ ID NO:S,

(b) antu-PD-l1-amtutena, conepxkamero paomenst CDRI, CDR2 wu CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:19, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOH 00JaCTH JIETKOM
LIeTH, UMEIOIIEeH MOCIeN0BaTeNIbHOCTD, ToKazanHyo B SEQ ID NO:21,

npudeM crnocod BKIFOYAET 1O MEHbLIEH Mepe OAWH LIUKJ BBENEHHs], MPUYEM LUK
MPOAOJDKAETCS B TEUEHUE BOCBMU HeJNleJIb, PUUEM JJIsl KaXXI0r0 U3 yIOMSIHYTOrO IO
MeHblIe Mepe OfHOro IMKJIA YeTbipe A03bl aHTU-LAG-3-aHTuTena BBOAAT B 103€ 3,

20, 80 nym 240 mr u yeTsipe 10361 aHTU-PD-1-anTuTena ssoasat B gosze 80 miu 240 mr.

Croco6 mo nyHkty 1, B xoropom aHTH-LAG-3-antureno u antu-PD-1-antureno
BBOJIAT B CJENYIOIINX J103aX:

(a) 3 mr antu-LAG-3-anTtrena u 80 mr antu-PD-1-anturena,;

(b) 3 mr antu-LAG-3-anrurena u 240 mr antu-PD-1-anTHrena;

(¢) 20 mr aaTu-LAG-3-antutena u 240 mr antu-PD-1-anTurena,;

(d) 80 mr antu-LAG-3-antutena u 240 mr antu-PD-1-anturena; wim

(e) 240 mr antu-LAG-3-anturena u 240 mr antu-PD-1-anTurena.

Crmoco6 mno myskry 1, B koropom aHTH-PD-1- wu anTtu-LAG-3-anTurena

2

chOopMyTUPOBAHBI IJIsl BHY TPUBEHHOTO BBEIACHHSI.

Crmoco6 mno myskry 1, B koropom aHTH-PD-1- wu anTtu-LAG-3-anTurena

2

chopMyTUPOBAHBI BMECTE.

Crmoco6 mno myskry 1, B koropom aHTH-PD-1- wu anTtu-LAG-3-anTurena

2

chOpMyTUPOBAHBI B OTIEITBHOCTH.
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10.

11.

12.

13.

14.

15.

Crnocob no nyHKTy 1, B KOTOPOM Tepamnusi BKIIYaeT B ¢e0st 10 12 [HUKIIOB.

Crnocob no nyHkty 1, B kKOTOpoM anTu-PD-1-anTuteno BBoast B auu 1, 15, 29 u 43 u3

KaxXa0oro 1nuKJia.

Crnocob mo nmyskty 1, B kotopom antu-LAG-3 antuTeno BBoasT B nuu 1, 15, 29 u 43

M3 KaXXa0ro HHUKJIa.

Crnocob no nyHkty 1, B KOTOpoM aHTU-PD-1-aHTUTENO BBOAST IO BBEACHHS AHTH-

LAG-3-agturena.

Crnocob mo nyHkTy 9, B kKoTOpoM aHTU-LAG-3-aHTUTEJIO BBOISAT B T€YeHUE OKOJIo 30

MHHYT 10 BBeAeHUs aHTUu-PD-1-anturena.

Crnocob mo nyHkTy 1, B koTOpoM aHTH-PD-1-aHTHTEN0 BBOAST MOCIE BBEIEHUS AHTH-

LAG-3-agturena.

Crnocob no nyHkty 1, B kOTOpOoM aHTU-PD-1-aHTHTEI0 BBOAST OJHOBPEMEHHO C aHTH-

LAG-3-agTurenom.

Crocob mo myHKTy 1, B KOTOPOM Jle4€HHE IMPOU3BOIUT MO MEHbINEH Mepe OIUH
TepaneBTUUeCKUi 3¢ dexr, BbIOpaHHBIH W3 YMEHBIICHHS pasMepa OMyXOJH,
YMEHBIICHHUS YHCJIa METACTATHYECKHX OMYXOJEBBIX MOPAKEHHH B TEUEHHE JIOJITOTO

BPEMCHH, TTIOJIHOI'O OTBETA, YACTUYHOI'O OTBETA U cTaOMJIBHOTO 3200 I€BAHMSI.

Crnoco0 no nyHKTy 1, B KOTOPOM COJIMITHAS OMyXOJIb BRIOpaHa U3
MEJIAaHOMBI, HeMeJKOKJieTouHoro paka jerkoro (NSCLC), omyxonu, CBSI3aHHOW C

4eJIoBeUeCKUM BHpY coM nanwuiomel (HPV), u aneHokapimHOMBI XKeJy aKa.

Crnocob no nyHkTy 1, B koTOpoM aHTU-L AG-3-aHTHTENIO CONEPKUT

(a) CDR1 BapuaOenbHOMN 001aCTH TSXKENOH e , COAeP KAl OCIeNOBATEIBHOCTD,
nokaszanHywo B SEQ ID NO:7;

(b) CDR2 BapuabenpHOI 00JACTH TSKEION LENH, COAEPIKAIUN TTOCIENOBATEIBHOCTD,

nokaszanHywo B SEQ ID NO:8;
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16.

17.

18.

19.

(c) CDR3 BapuabenbHON 001aCTH TSXKENOH e , COAep KAl MOCIeNOBATEIBHOCTD,
nokaszanHywo B SEQ ID NO:9;

(d) CDR1 BapuabenbHOI 00MacTH JIETKOH 1enH, COmepKaluii MOCIeN0BaATEIbHOCTD,
nokazanHyo B SEQ ID NO:10;

(e) CDR2 BapuabenpHON 0OJACTH JIETKOW LEMH, COMEpKAIUi MOCIeNOBATEIBHOCTD,
nokazanHyo B SEQ ID NO:11; a Taxxke

(e) CDR3 BapuabenpHON 0OJACTH JIETKOW LEMH, COMEPIKAIUi TOCIeNOBATEIBHOCTD,

nokazanHyo B SEQ ID NO:12.

Crnocob mo nyHkty 1, B kotopoMm aHTH-LAG-3-aHTUTENO comep:KUT BapuadeNbHbIE
o0jacTi  TSOKENOW W JIETKOM  LenH, COAepKallne  IOCIeIOBaTENbHOCTH,

npencrasierdbie B SEQ ID NO:3 u 5, cooTBEeTCTBEHHO.

Cnocob6 mo nmyHkty 1, B koTOopoM aHTH-LAG-3-aHTUTENIO CONEPKHUT TSKETble U
JIETKWE LIeTIH, COAEepIKalre MOCIen0BaTebHOCTH, pencrapiennbie B SEQ ID NO:1 u

2 COOTBETCTBEHHO.

Crnocob mo nyskty 1, B kKoTOpoM aHTU-PD-1-anTuTeno cogepxur

(a) CDR1 BapuaOenbHOMN 001aCTH TSXKENOH e , COAeP KAl OCIeNOBATEIBHOCTD,
nokazanHywo B SEQ ID NO:23;

(b) CDR2 BapuabenpHOI 00JACTH TSKEION LENH, COAEPIKAIUN TTOCIENOBATEIBHOCTD,
nokazanHyo B SEQ ID NO:24;

(c) CDR3 BapuabenbHON 001aCTH TSXKENOH e , COAep KAl MOCIeNOBATEIBHOCTD,
nokazanHywo B SEQ ID NO:25;

(d) CDR1 BapuabenbHOI 00MacTH JIETKOH 1enH, COmepKaluii MOCIeN0BaATEIbHOCTD,
nokazanHyo B SEQ ID NO:26;

(e) CDR2 BapuabenpHON 0OJACTH JIETKOW LEMH, COMEpKAIUi MOCIeNOBATEIBHOCTD,
nokazanHyo B SEQ ID NO:27; a Taxxe

(f) CDR3 BapuabespHOM 00JNACTH JIETKOW LIEMH, COAEPIKAIINI MOCIENOBATEIBHOCTD,

nokazaHHyo B SEQ ID NO:28.

Cnocob6 mo nmyHkty 1, B KOTOpoM aHTU-PD-1-aHTHTENO comep:KuT BapuadesbHbIE
o0jacTi  TSOKENOW W JIETKOM  LenH, COAepKallne  IOCIeIOBaTENbHOCTH,

npencrasierdbie B SEQ ID NO:19 u 21, cooTBeTCTBEHHO.
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20.

21.

22.

23.

Crnocob mo nyHkTy 1, B KOTOpOM aHTU-PD-1-aHTUTENO CONEPIKUT TSDKENYIO U JIETKYIO
LeMNy, CoAepikalue nociaeaosateabHocTu, npencrasieHusie B SEQ ID NO:17 u 18,

COOTBETCTBCHHO.

HaGop nist neveHust CONMMAHON OMyXOJHM y TMALIMEHTa - YEJIOBEKa, MPUYEM JaHHBINA
HaOOp COMEPIKUT:

(a) nmo3y antu-LAG-3-antutena, conepxkamero aomernsl CDR1, CDR2 u CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:3, u nomenst CDR1, CDR2 u CDR3 BapuabenbHON 00MacTH JIETKOMH
LIETH, UMEIOINEeH MOCIeN0BaTeIbHOCTD, Moka3zanuyo B SEQ ID NO:5;

(b) nmosy antu-PD-1-antutena, comepsxkamero aomernsl CDR1, CDR2 u CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:19, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOH 00JaCTH JIETKOM
LIeTH, UMEIOIEeH MOCen0BaTebHOCTD, MokazanHyo B SEQ ID NO:21; a takxe

(c) mHCTPYKIIMH 1O TpuMeHeHuto aHTH-LAG-3-anturena u antu-PD-1-anTurena B

cniocode 1o myHKTY 1.

AnTH-LAG-3-anTureno, conepxamee nomeHsl CDR1, CDR2 u CDR3 BapuabenpHOM
obnacT TSKENON Ienu, UMEIOIIeH MOCIeA0BaTeIbHOCTb, Noka3aHHyo B SEQ ID
NO:3, u nmomenst CDR1, CDR2 u CDR3 BapuabenbHO#l 00jacTH JIETKOW IETH,
UMEIOIIEH IMOCIenoBaTeIbHOCTh, NokazanHylo B SEQ ID NO:5, nnst coBmecTHOro
BBeAeHUs ¢ aHTU-PD-1-anturenom, comepskammum nomensi CDR1, CDR2 u CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:19, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOH 00JaCTH JIETKOM
LeMY, UMEIOIIEHN MOoCaenoBaTeNbHOCTh, noka3zanHyo B SEQ ID NO:21, nmo meHbluei
Mepe B ONHOM LMKJIE, MPUYEM [JIsl KaXKIOro LUKJIa 4eTbipe a03bl aHTH-LAG-3-
aHTUTeNa BBOIAT B no3e 3, 20, 80, unu 240 mr u yeThipe n03bl aHTU-PD-1-anturena

BBOIST B 103€e 80 mau 240 mr.

AnTH-LAG-3-anTureno, conepxamee nomeHsl CDR1, CDR2 u CDR3 BapuabenpHOM
obnacT TSKENON Ienu, UMEIOIIeH MOCIeA0BaTeIbHOCTb, Noka3aHHyo B SEQ ID
NO:3, u nmomenst CDR1, CDR2 u CDR3 BapuabenbHO#l 00jacTH JIETKOW IETH,

UMEIOIIEH IMOCIenoBaTeIbHOCTh, NokazanHylo B SEQ ID NO:5, nnst coBmecTHOro
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BBeAeHUs ¢ aHTU-PD-1-anturenom, comepskammum nomensi CDR1, CDR2 u CDR3
BapuabesbHON 00J1aCTH TSDKEJION LeTH, UMEI0IIeH TOCIe0BATENbHOCTD, TOKA3aHHY IO
B SEQ ID NO:19, u nomenst CDR1, CDR2 u CDR3 BapuabenbHOH 00JaCTH JIETKOM
LeMY, UMEIOIIEHN MOoCaenoBaTeNbHOCTh, noka3zanHyo B SEQ ID NO:21, nmo meHbluei
Mepe B ONHOM LMKJIE, MPUYEM [JIsl KaXKIOro LUKJIa 4eTbipe a03bl aHTH-LAG-3-
anTutena BBomsT B gose 3, 20, 80, wumm 240 mr/kr u derbipe A03bl aHTU-PD-1-

a”HTuTeNa BBOIIT B 03¢ 80 uinu 240 MI/kr.
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1/4

®urypa 1

AHTHONYX0/IEBAS AKTHBHOCTH aHTH-LAG-3- 1 anTu-PD-1-anTHTE] HA MBINIMHBIX

2000

15004

10004

O6beM onyxonn (My/2)

; 2000+

O0beM omyxonu (Mm%/2)

SalN dubpocapkoma
Kontponn

MOJEIHX

Autu-LAG-3

AHTi-PD-1

Bes omyxoau: / ‘, 2000+ Ees ) ! 2000, Bes X
/ 1 OITYXOJTH: { OnyXom:
15004  1/10 Iy 15004  2/10 /
/) ' 1000+ 10004
5004 5004
04 O
& 50 0
es Bpewms nocae nnokyasumun (a)
Kortpois AntLAGS3 AHTH-PD-1
Bes y fi ! 2000+ Bes onyxomi: ' 20001. Bes onyxomit: /

OIIyXOJH:

15004

10004

0/10

4/10

Bpems nocie HHOKYLSIIAH (1)

1000+

20004

AHTH-LAG-3 + Aumi-PD-1

20004 1 bBes /
OIYXOMH:
15004 7710 /

AHTH-LAG-3 + AuTu-PD-1

T bBes onyxoms:
8/10




YacTtb A (Sckanauus A03bl)
MoHoTepanua BMS-986016

/’

l 80 mr i
20 mr

*Bce TUMbl COMMAHBIX ONYXOnew,
f3a ucknioueHeM nepauYHbIX onyxoneh LHC
*Cy6bekTbl, He nogeepraswmeca ICMARs

N

2/4

®urypa 2A

Cxema HccieT0BaHuA

Yactb B (Sckanaums [o3bl) Yactb C (PaciumpeHue KoropT)
BMS-986016 + Nivolumab (Nivo) BMS-986016 + Nivolumab
240 par +
240 mr MenaHoma: He nogsepranac ICMARs I
Nivo
BO mr + MenaHoma: aHTu-PD-1- unau autu-PD-L1-
240 mr AHTUTE/IO KaK CaMan HeaaBHAA Tepanua™
Nivo
20 mr +
240 wr NSCLC : He nogsepranack ICMARs l
Nivo
3mr+ NSCLC : aHTU-PD-1- wnn aHTu-PD-L1-
240 mr AHTUTENO KaK Caman HefiaBHARA Tepanua™
Nivo 3 + 3 + 3 Jcxanauma
3mr +
80 mr HPV-N03uTUBHbIE ONYXOAM FOI0BbI U
Nivo wweu, He nogsepraswyecs ICMARs

«[o3bi BMS-886016 0603HaueHbl XKUPHBIM
wpupTom

*Bce TUnbi CONUAHBIX ONyXosei,

33 UCK/IIOUEHWEM MEPBUYHLIX ONyXoael
LiHC

«CybbexTbl, He nogseprasiiecs ICMARs
WA ¢ antu-PD-1- unn avn-PD-L1-
GHTUTE/IOM KaK Camoi HegasHel
Tepanuen *

enyaoyHan afeHOKapLUMHOME, He
noasepraswancs ICMARs

* KombuxmnposarHan 1033,
onpesensiman U3 «3CKafatua Jo3bl»

/

ICMARS = cxeMblI JISYeHUS MOAYTMPYIOITMMY UMMYHHBIA OTBET KIIETOK aHTUTEIIaMHU
(TaKAMH KakK, HO HEe OTpaHUYHBAsICH UMY, ipilimumab, tremelimumab, antu-PD-1-, antu-PD-
L1-, agtu-PD-L2-, antu-KIR-, antu-CD137- w/unn antu-OX40-anTHTeNa).



3/4

®urypa 2B

Cxema uecjaeIoBanus

Yactb A (3ckanauma gosbi) YacTb B (Ickanaumn go3sbl) YacTb C (Paciumperue Koropr)
Mowortepanus BMS-986016 BMS-986016 + BMS-936558 BMS-986016 + BMS-936558
Nivolumab 240 mr +
ilf‘o mr MenaHoma: He noasepranack ICMARs l
ivo

MenaHoma: npesiiecTsyiolme Tepanuu
anTu—CTLA-4- + aHTU-PD-1- uau antu-PD-
Li-anTutenom *

80 mr +
240 mr
Nivo
20 mr+
240 mr
20 mr ' Nivo

3mr+
240 mr
Nivo

3 + 3 + 3 3ckanaums

wpudrom
L~Bce TUMNbI COAMAHDIX ONyXOnewn, . *Bce tunbl connarbix onyxonei,
33 UCK/I0YEHUEM NepBrYHbIX onyxonei LHC

*CybvexThl, He nogseprasiumecs ICMARS

-

LHC

3 + 3 + 3 Ickanauua

My

*[l0361 BMS-986016 0603HaueHb! MUPHBIM

| 32 UCKNIOYEHUEM NEePBUYHBIX ONYXoNen

*Cyb6bekTol, He nogseprasiwmecs ICMARs
1AM C MenaHoMoi n NSCLC s yacTn C

NSCLC : He nogsepranacs ICMARs I

NSCLC : nporpeccupoBaHue npy aHTu-
PD-1- naun antn-PD-L1-aHTuTeno Kax
camoit HegasHeil Tepanun*

Onyxo/1 rofiosbi 1 Wweu, He
nogsepraswueca ICMARs

HenyaouHan aeHoKapumnHoOmMa, He
nopgepraswanca ICMARs

* KombuHuposarHas no3a,
onpeaenaman u3 «3cKanaums 4o3b!»

AN J

ICMARS = cxeMbI JiedeHHS MOy TUPYIOIMME UMMYHHBIH OTBET KIETOK AHTHTEIAME
(TaxuM¥ Kak, HO He OTpaHMYHBaiICh HMH, aHTH—CTLA-4-, antu-PD-1-, anTu-PD-L1-, anta-
PD-L2-, antu-KIR~, antu-CD137- u/um anrtu-OX40-anTrTena).




4/4

®urypa 3

Cxema uccjaexopanus aas yacreid A, Bu C

Mepuoa nedeHus: A0
CRPUHUHT ABEHAALATH 8-HE/eNbHbIX
UMKAOB

VVvVvViVvVvyv
vVvVvyv

l Denb 28 Jevb  Hdedb  [fleHs  [ews

1 15 29 43

CKaHbt
BeHb 50-56

{Yactu A 1 B)

A

«NoaTBepHaeHHbIA CR
*3apepwerue 12 unknos
“PD*

*Knunuveckoe yxyawenue
*OTBEYAET KPUTEPHAM
npexpaeHus

Knnknueckoe
HabaogeHue

Habatogenve 3a
BbIKMBAEMOCTb!

BusauTh B AHK
30,60 1 135
nocne

nocnegHeit
BO3bl
uceneayemor
o npenapara

KOHTaKT Kawable
12 Hegenb Ha
NPOTAXEeHUK A0 2
ner nocne
NepBOiA N03bi
UCCASAYEMOTC
npenapara

*HenogrsepmaerHsiid CR
PR
*SD

8-HepenbHbiA neprop Habnoperva DLT

v BMS-986016 {(Hact A, B u C}

W Nivolumab (Yacrn B u C TosibKo)

Jlnarnoctrdeckasi BU3yaId3alys JOJDKHA BRIIOJHATHCSI KaX/IbIe 12 menensd mo

HpPOTPECCUPOBAHHUS 3a00IeBaHI Y TIAIMEHTOB, KOTOPBIE IIPEKPAIAIOT TEPAITHIO B CBSA3H C
CR, n y cyonekToB ¢ PR B koHIe nukia 12.
J{)1st BU3UTOB C LEMIBIO JIEUEHH s, KOra BBOIAT kak BMS-986016, Tak 1 nivolumab, nivolumab
6yIyT BBOJMTE IIEPBBIM C TIOCTE yonuM BBeieaneM BMS-986016 ne nosanee 30 MunyT

nocie 3apepenus uady3uu nivolumab.
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