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BOIOHAA OAPMAINEBTUUECKAA KOMIIOBMIINMA AHTUTEJIA K PD-1 IPOJIT'OJIMMABA
N EE IIPVMMEHEHVE

0OBJ1aCcTh TEeXHUKU

[001] Hacrodmee mM300peTeHMe OTHOCUTCSH K HOBHM BOIHEIM KOMIIOSUIMAM
OJIg a”HTuTesl K PD-1, M, B YacTHOCTM, K HOBLM BOIHEM KOMIIOSULMAM IJIA
aHTuTesla kK PD-1 mposirosmMmata, KOTOPHE MOTYT OHTL MCIOJL30BAHH B
KauecTBe JIeKApPCTBEHHOTO CpeIcTBa IOJg JIeUeHMI  3JI0KaueCTBEeHHBX

HOBOOpPasOBaHU,
YPOBEHL TeXHUKU
[002] Bejox IpoTpaMMUPy eMOM CMepTH 1 (PD-1) ABJISeTCd

VHTHMOMTOPHEIM UJIEHOM CceMelcTBa pelelTopoB CD28, KoOTOpoe BKJKUAET B
cebs Taxkxe CD28, CTLA-4, ICOS wm BTLA. PD-1 okcHopeccupyercsd
AKTMBUMPOBAHHEIMM B-KJeTkaMM, T-KJeTKaMM M MUEJIOMIHEMM KJIeTkamu (Agata
et al., supra; Okazaki et al. (2002) Curr. Opin. Immunol. 14: 391779-
82; Bennet et al. (2003) J Immunol 170:711-8). IllepBOHaAUYAJILHEE UJIEHE]
IOaHHOTO ceMmeMcTBa, CD28 u ICOS, OwIM ODHAPYXeHH 10 OYHKIMOHAJLHBM
OeiCTBUMAM Ha yBeJMdueHMe OpoJubpepaumum T-KIJIeTOK Iocjie nodaBJIeHMA
MOHOKJIOHAJIEHEIX aHTuTes (Hutloff et al. (1999) Nature 397:263-266;
Hansen et al. (1980) Immunogenics 10:247-260). PD-1 Owmn oOHapyXeH
CKPUMHMHIOM Ha IMpPepeHIMasIbHYK DKCIPEeCCHMI B allONITOTHUYECKMX KJIETKAaX
(Ishida et al. (1992) EMBO J 11:3887-95). IpyrmMe uJieHH IaHHOTO
ceMeVcTBa, CTLA-4 n BTLA, OBLIIN OBHapPyXEeHE CKPVHMHIOM Ha
onddbepeHIMaIbHYD 3KCIPECCUI B LIMTOTOKCUUeCKMX T-auMmponmTax m THI1-
KJIeTKax, COOTBeTCTBeHHO. CD28, ICOS m CTLA-4, BCce, MMeKOT HecClapeHHLI
OCTaTOK HMCTEenHa, hichieninzni BO3MOXHOCTb TOMOIVMEPUB AN . B
IIPOTUMEOIIOJIOXKHOCTE 3TOMYy, IIpelrnojaraeTcsda, 4uTo PD-1 cymecTBYyeT B BUIE
MOHOMePpa, He WUMesd HeCIlapeHHOT'O OoCTaTKa LMCTeMHa, XapaKTepHOTo IJ4g
IPYyTUX UJIEeHOB ceMeMcTBa CD28.

[003] PD-1 gaBjgeTcsS TpaHCcMeMOpaHHBM OeJikoM Tuna I 55 xla, KOTOPHIA
ABJIAeTCHA dYacThl CylepceMelcTBa TeHOB Ig (Agata et al. (1996) Int
Immunol 8:765-72). PD-1 COOEPXUT MeMOPaHOIPOKCUMAJILHEIM
VMMYyHOPEUEelITOPHEN MHIMOMPYIRIMM MOTMB Ha OCHOBe TUpo3mHa (ITIM) w©
MeMOpPaHOOMCTAJNLHEY MOTUB IIepeKJIoUueHMsS Ha OCHOBe TuposmHa (ITSM)
(Thomas, M.L. (1995) J Exp Med 181:1953-6; Vivier, E u Daeron, M
(1997) Immunol Today 18:286-91). PD-1, x0Td M HABJFEeTCH CTPYKTYPHO
cxonHemM c CTLA-4, JjumeH MOTHMBa MYPPPY, KOTOPHM ABJIAETCHS KPUTUUECKUM
0Jjsd ceA3eBaHua B7-1 um B7-2. BrUIM UOEeHTHUOMUMPOBAHE OBa JMIaHOa IJid
PD-1, PD-L1 wm PD-L2, KOTOpHE, Kak OBJO IIOKa3aHO, OTPULATEJBEHO
PETYJIMPYIRT aKTMBalMK T-KJIETOK IIocJje CBA3EBaHMA C PD-1 (Freeman et
al. (2000) J Exp Med 192:1027-34; Latchman et al. (2001) Nat Immunol
2:261-8; Carter et al. (2002) Eur J Immunol 32:634-43). Kax PD-11,
Tak M PD-L2 gBuadoTCd ToMoJioraMuM B7, KoTopHe cCBA3wBamTCa Cc PD-1, HO
He CBA3HBAKTCA C IPYIMMM ujleHaMu ceMelcTBa CD28.

[004] Ommu Jsmrann nias PD-1, PD-L1, 4aBjadeTcsd MI300MJIYIOIMM B
PasJIMYHEIX THIIaxX pakKa udYejgoBeka (Dong et al. (2002) Nat. Med. 8:787-
9) . BzaumonelcTBUe Mexny PD-1 u PD-L1 OpMBOIMT K CHMXEHMIO KOJIMUEeCTBAa
VHQWJIb TPUPR YOIMX OTIYXOJIb JIMMPOIIMTOB, YMEHBIIeHMI0  OIIoCpeloBaHHOM
peuenTopoM T-KJIETOK NpoJiMdpepallMM M YCKOJIbE3aHMI OT MMMYyHOJIOTMUYEeCKOT'O
Han3opa paKoBHX kJeTok (Dong et al. (2003) J. Mol. Med. 81:281-7;
Blank et al. (2005) Cancer Immunol. Immunother. 54:307-314; Konishi
et al. (2004) Clin. Cancer Res. 10:5094-100). VMMMyHOCYIPECCHUSI MOXET
OBITEL ofOpaleHa MHIMOMPOBAHMEM JIOKaJbHOTO B3amMonewvcTBua PD-1 ¢ PD-
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L1, u 2TO nercTeUe ABJIAETCSH anIVTUBHEM npu BIIOKMPOBaHUM
B3aumMoneicreua PD-1 ¢ PD-L2 (Iwali et al. (2002) Proc. Nat’l. Acad.
Sci. USA 99:12293-7; Brown et al. (2003) J. Immunol. 170:1257-66).

[005] PD-1 ABJISeTCH MHTUOUPYIIMM  YJIEHOM  CeMelCcTBa CD28,
DKCIIPECCUPYEMEIM Ha aKTUMBMPOBAHHHX B-KJIeTKax, T-KJeTKaxX M MUEJIOMIHEIX
kJeTkax (Agata et al., supra; Okazaki et al. (2002) Curr Opin Immunol
14: 391779-82; Bennett et al. (2003) J Immunol 170:711-8). PD-1-
HENOCTATOUHEE XMBOTHEE pPas3BMBalT pPa3JIMUHEE ayTOMMMYHHHE QEeHOTUIIE,
BKJIIOUAA AayTOMMMYHHYID KapOMONaTHIoO M TIIOOODHEIM BoOJUaHKe CHHIPOM C
apTpuToM ¥ HedppuToM (Nishimura et al. (1999) Immunity 11:141-51;
Nishimura et al. (2001) Science 291:319-22). KpomMe ToOTO, OHJO
oBHapyXeHO, uTOo PD-1 wurpaeT poJib B ayTOMMMYHHOM 3HIIeQaJIOMUEIUTE,
CUCTEeMHOV KpacHOM BOJIUaHKe, OOJIe3HM TPAaHCIJIAHTAT TI[IPOTUB XO3AMHA
(GVHD) , mmabeTe TMna I M peBMaTOMIHOM apTpuTe (Salama et al. (2003)
J Exp Med 198:71-78; Prokunina and Alarcon-Riquelme (2004) Hum Mol
Genet 13:R143; Nielsen et al. (2004) Lupus 13:510). BrJlO IIOKasaHo,
UyTO B JIMHMM MBIIMHEIX  OIYXOJIeBHX B-rjJeTtoxk ITSM PD-1 aBjideTcd
HeOoOXOoOUMEM IJisa OJIokMpoBaHMa BCR-OIOCpPemOBaAHHOT'O BXOXIOeHMA Cal+ u
bochopUIIMPOBAHMA  TUPO3MHA, HaxXxoOAmMMXCS HMWKe TII0 XOIy Ipollecca
sbdeKTOPHEIX MoJekyJl (Okazaki et al. (2001) PNAS 98:13866-71).

[006] B wHacTodmee BpeMS U3IBEeCTeH pPgO aHTUTeJ IpoTwB PD-1,
HaIpUMep, nivolumab (BMS) , pembrolizumab (Merck), KOTOPHE
OpencTaBJg0T COOOM MOHOKOHAJIbLHOE aHTHUTeJIO ueJioBeKa M3oTura 1gG4.

[007] Taxxe M3BeCTHO HOBOE aHTHTeJO K PD-1 npojarogmuMad (Takxe
M3BeCTHOe Kak BCD-100) mnpemcrTaBjseT COOOM MOHOKJIOHAJIEHOE AaHTHUTEJO
yeJioBeka wu3oTUNna 1gGl ¢ 06e330peKTopHEMM MyTaumaMu L234A, L23b5A.
[lponronmMat IoKazaJl IIOBBIMEeHHYy® adpduHHOCTE kK  PD-1, [IOBLIIEHHYIO
arperallMOHHYK CTabMJIBEHOCTE B CPaBHEHMM C aHTUTellaMy u3oTumna 1gG4.
Kpome Toro, npoJarojuMa® B HacToOAMlee BpeMd I[IPOXOIUT KJIMHUUECKUE
MccJegoBaHMa IJIA PAasJIMUHHEX TUIOB 3JIOKAUEeCTBEeHHHX HOBOODpa30BaHUM,
BKJIOUAd MEJIaHOMY, B TOM UMCIe HeolepabellbHYK WJIM MeTacTaTUUeCKYy
MeJIaHOMYy, pPaHHMe CTaIuM MeJIJaHOME IO M I[I0CJIe pPalrMKaJIbHOTO JIeueHUd;
paKk JIerKoTro, HeMeJIKOKJIETOUHEM pak JeT'KoTo (HMPJI), B TOM UMCJIe
HeollepabeJIbHHM MJIM MeTacTaTHUeCKUM HeMeJIKOKJIETOUHHM pak JIeTKOTO.

[008] Taxum oOpasoM, B HacTodlee BpeMd ABJISETCS aKTyaJbHOM
paspaboTkKa HOBHEX YIJIYUIIEHHHEX CTaOMIBHEIX BOIOHHX (apMalleBTUUeCKMX
KOMIIOBULIMM IOJIS aHTuTeJla K PD-1 npoJjarojamumada.

KpaTkoe oIMcaHMe uepTexein

[009] MzoBpeTenHue cTaHerT BoJjiee  IIOHATHEM U3 IoCJIeOyKme IO
HOOPOBHOTO OIMCAHMA BapMaHTOB OCYIECTBJIEHMA HACTOAMeTro HK300peTeHUd
CO CCHUJIKOM Ha IpujlaTaeMble UepTexu, TOe:

[0010] duTypPa 1, durypa 2 NpeICcTaBJIsgoT cobon Trpadukm,
WIIOCTPUPYIOIMEe OUHAMMKY KOHLeHTpauuit BCD-100 B CHBOPOTKE KpPOBU
NalMeHTOB Ha NPOTSXKeHMM 6 BBeIeHUN IpellapaTa (C yuyeToM KosddmumeHTa)
B MKI'/MII. (McciemosaHume BCD-100-1).

[0011] durypa 3 npemcTaBjgeT CoOOM TpadMk, WMIJIOCTPUPRYIINUNA OM3aMH
ncciyenosauma BCD-100-2/MIRACULUM.

[0012] durypa 4 mpencTabBjgeT cobol TpadUK, WLIOCTPUPYOIUNA OJIOK-—
cxeMy MCCJIeHoBaHMUA.
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[0013] durypa 5 mperncrabBigeT cobol TpadUK, WLIIOCTPUPRYIINUNA OOIIYIO
BEIKMBAEMOCTEL IMAllMeHTOB 1-0M Ipymnnu (BCD-100, 1 MI'/XT pa3 B 2 HeIeJu)
o pesyjbTaTaM UCcJIenoBaHMsa BCD-100-2/MIRACULUM.

[0014] Oourypa 6 mpencraBJysgeT co®oM Tpadrk, WIIOCTPUPYIOMMM OOmyo
BEIKMBAEMOCTE MMAllMEeHTOB 2-0M Ipymnmnu (BCD-100, 3 MI/xT pas B 3 HeIeju)
o pesyjbTaTaM UCcJIenoBaHMsa BCD-100-2/MIRACULUM.

[0015] duTypa 7 OpemcTaBJgeT codoM  Trpadux, WJLJTIOC TPUP VIO
OeCnpoTPeCCUBHYD BEXMBAaeMOCTL IIalMeHTOB Tpynmns BCD-100, 1 Mr/xr (B
COOTBETCTBUK C KpuTepuamm 1irRECIST) no pesyjabTaTaM MccJenoBaHMsa BCD-
100-2/MIRACULUM.

[0016] durypa 8 npencTaBJgeT CodoM TpadUK, UIJIOCTPUPYINUNA
OeCnpoTPeCCUBHYD BEXMBAaeMOCTL IIalMeHTOB Tpynnel BCD-100, 3 Mr/xr (B
COOTBETCTBUK C KpuTepuamm 1rRECIST) no pesyiabTaTaM MccJenoBaHMsa BCD-
100-2/MIRACULUM.

[0017] durypa 9 mOpemcrTaBJgeT CcodoM  Trpadux, WJLJTIOC TPUR YT
KOHIIeHTpaluo BCD-100 v mDalMeHTOB, IOJyYaBmMxX 1 MID/KD KaxOoe 2 HeIeJu,
IocJie BBeIeHMs OIHOM NO3H pelnapaTa (pes3syJbTaTH UMCCclenoBaHusa BCD-
100-2/MIRACULUM) .

[0018] durypa 10 mnOpencrabideT coboM Tpaduk, MUIIIOCTPUPYCINNA
KOHIIeHTpalno BCD-100 y HalMeHTOB, IOJyYaBIMX 3 MIT/KT KaxOwe 3 HeleJu
(pesyabTaTH McclenoBanmda BCD-100-2/MIRACULUM) .

[0019] oumrypa 11 mpencraiBjsgeT cob®oM TpadukK, WIIOCTPUPYIOMUN TOJI0
ThO B obmel nonyaauuy T-xXeJIIIepoB B IMNOOTPYINax HalMeHTOB, IIOJIYyYaBIMX
BCD-100 B pmoz3e 1MT/kKT Q2W, C pPas3jMUHEMKM TUIIAMY OTBeTa Ha Tepanuo
(pesyabTaTH McclenoBanmda BCD-100-2/MIRACULUM) .

[0020] ourypa 12 mpencraBjsgeT co®oM Tpadrk, WLIOCTPUPYIOMMY TOJI0
ThO B ofmel nomnyaauuy T-xXeJIIIepoB B IMIOOTPYINax HalMeHTOB, II0JIYyYaBIMX
BCD-100 B pmosz3e 3MT/kKT Q3W, C pPasjMUHLMKM TUIIAMY OTBEeTa Ha Tepanuo
(pesyabTaTH McclenoBanmda BCD-100-2/MIRACULUM) .

OnucaHre M300peTeHmd

OnpenejyieHUAd :

[0021] TepMUHE, MCHOJB3YEMEHE B HaCTOdIeM ONMCaHMM, Kak IIpaBUIIo,
VMMenT MX OOHUHHEe IOJI4 IJaHHOM o6JacTM 3HaueHMd B OpelejlaX KOHTeKCTa
U300peTeHrMsd UM B KOHKPETHOM KOHTEeKCTe, TI'Ie MCIONL3YIT KaXIHNM TepMMH.
Hurxke, MJIM B OPpYyTOM MeCTe ONMCaHMg, OoIOpeleJieHH HeKOTOPHEe TepPMMUHH,
KOTOPHEE MUCHIOJNL3YIRT IJ4 ONMCAaHMA U300peTeHMd, OJd OpelocTaBJIeHUd
IpakTUKy OOMIOJIHUTEJILHOTO PYKOBOICTEA B OTHOIEHUN ONMCaHUA
ns0bpeTeHns. I[IpUBEeIeHH CUHOHMME HEKOTOPHX TEPMUHOB. M3JIOKEHME OOHOTO
WM  HEeCKOJIBKMX  CHMHOHMMOB He  MCKJIOUYaeT MCHOJL30BaHMe  IPYTUX
CHMHOHUMOB . MCIIOJIE30BaHMe NPUMEPOB B JIOOOM MeCTe HacTOdmeIro OIMcCaHudg,
BKJIOUAS MPUMMEPH JIOOBIX TEePMMHOB, OINMCHBAEMEIX B HACTOAmeM OOKYMeHTe,
ABJISETCA  MUCKJIOUUTEJLHO  MJJIOCTPATMBHEIM M HMKOMM  oBpa3oM  He
oTrpaHUMuYMBaeT oObLeM M 3HaueHMe M300peTeHMS MM JIoO0TO MUIIICTPUPYEMOTO
odLeKTa. MsobpeTeHne He OTPAaHUUYEHO PasJIMUHEMHI BapuaHTaMm
OCYIIECTBJIEHNSA, MNIPMUBEIeHHLEMM B HACTOSINEeM OIMCAaHWN.

[0022] "MoHOoKJIOHAJLHOSe aHTUMTeJIo", KakKk MCHOJbL3yeTcsa B IOaHHOM’
3agBKe, OTHOCHMTCS K TI'YMaAHM3MPOBAHHOMY AaAHTUTEJY WM IIOJHOCTLIO
YeJIOBEUECKOMY AaHTUTeJly, eCJM B IaHHOM 3agBKe He YyKasaHo MHoe.
MOHOKJIOHAJILHEE aHTUTeJa [0 U300peTeHU MOTYT OHTbL IIOJYUeHHE C
MCIIOJIE30BaHMeM, HalpuMep, pPeKOMOMHAHTHHX TEeXHOJIOTUM, TeXHOJOTHUM
$aroBoTO IOUCIUIEd, CUHTETUUECKMX TEeXHOJOTMM WIM KOMOMHALMM TaKMx
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TeXHOJIOTUM WM OPYITMX TexXHOJIOTUM, XOPOMmO M3BECTHEX M3 YPOBHA
TEeXHUKN .

[0023] Tonymauma  "MOHOKJIOHAJILHEIX aHTUTeJ", KakK MCHOJIL3YyeTCs B
HacTOAmEeEM IOKYMeHTE, OTHOCHMTCSA K TOMOTEeHHOW WMJIM II0 CYIeCcTBY
TOMOTEHHOM TIONYyJAUUM aHTUTeJ (T.e. IO KpalHel Mepe OpUbIU3UTEJILHO
96%, HO 0OoO0Jiee MNPEeNNOUTUTEJILHO IO KpalHeMW Mepe NpUbIM3UTeJBHO 97 uiau
98% wmau eme 0OoJiee NPeINOUTHUTENBFHO II0 KpalHel Mepe 99% aHTUTeJ B
NONYyJNALIUY OyOYT KOHKYPHMPOBATE B UMMYyHHO—-(QEepPMeHTHOM aHaJm3e ELISA 3a
TOT X& AaHTUIEeH WM D3IOUTOI, WM O00Jiee TIPEeNlNoUYTUTEJIEHO aHTUTeJa
ABJIAITCA MOSHTHMUHEIMM B aAMUHOKMCJIOTHOM MNOCJIeOOBaATEeJLHOCTH) .

[0024] TTosmHOpPasMepHoOe aHTUTEJIO, cylmecTBYyolIee B npupone,
opencraBJgeT CcoOoM MOJEeKYJy MMMYyHOTJIOOYJIMHa, KOoTopas COCTOUT U3
UeTHpex I[IOJUIIENTUOHEX lLendel (OBe Taxesne (H) Lenu (OIpuUBIM3UTEJLHO
50-70 xJla OpM [OJHOM mJaMHe) M OBe Jerkye (L) Uenu (IpUOIU3KUTEILHO
25 kla npM I[IOJHOM OJIMHEe)), CBSA3AaHHHX OUCYJILOUIOHEIMM MOCTUKAMM.
AMMHOKOHIIEBASA UYacTb KaxOoM LelM BKJoUaeT Bapuad®eJIbHHEM »OOMEeH U3
npubimsuTesHo 100-110 wmam ©oJjiee aMMHOKMCIIOT, KOTOPHE OTBEeYanT 3a
CBA3BBaHMEe aHTHMIeHa. KapOOoKCHMKOHIIeBas YacThb KaxIoM Lenu oldpelesderT
KOHCTAHTHEM  YUYacCTOK, TJIaBHEM 0OOpasoM, oTBevammui 3a QYHKLIUO
sbberTopa. JleTKMe lLlelM KIACCUOUMUUMPYT KaK Kalla WM JaMOnoa, ¥ OHU
XapaKTepu3yonTCsad CIeUMOUMUHBEM KOHCTAaHTHEM YYaCTKOM. Kaxnad JieTkKas Lelb
COCTOMT M3 BapuabelJIbHOTO yduacTKa N-KOHIEeBOM JIeTKo¥ Lenu (B IOaHHOM
z3agBke "VL" ujgm "VK") M KOHCTAHTHOTO YyUacTKa JIeTKOM Lelll, COCTOdmeIro
n3 onHoro pmoMeHa (CL wmium CK). TsaxeJsile LelM KIACCUOUUIMPYRT Kak VY
(ramma), o (mensTa), ansda (o), Mo (U) WMIM BHOCUMIOH (€), M OHHU
ONpelesIdnT WM30TUI aHTHUTela, Tako¥ kxaxk IgG, IgM, IgA, IgDh u IgE,
COOTBETCTBEHHO, W HECKOJBKO M3 HMX MOTYT OBTE HOIOJHUTEJBHO
paslelJleHH Ha [ONOKJIACCH (M30TMIIH) , TaKue Kak, 1gGl, IgG2, IgG3, IgG4,
IgAl m IgA2. KaxOwell TUII TOKEJIOW IlelM XapaKTepu3yeTcs KOHKpeTHHM

KOHCTaHTHBIM YUYaCcTKOM Fc. Kaxnasa TaxeJas LIelb COCTOUT nus3
BapuabelbLHOTO yuacTka N-KOHIIeBOM TaXeJIoW lienu (B ODaHHOM 3agaBke "VH™)
M KOHCTaHTHOIO ydacTka CH (raxesior Uemnm). KOHCTAHTHHM YUYacCTOK

TOKeJIOM lLelr COCTOMT M3 TpexX nomMeHoB (CH1, CH2 u CH3) gnna IgG, IgD
n IgA u 4 pgomeHor (CH1, CHZ2, CH3 m CH4) nna IgM u IgE. BapuaOeJibHEE
oomMeHel VH ® VL MOTYT OHTE OOIOJHUTEJIEHO pas3lelleHH Ha YydacTKU
runepBapuabeslbHOCTH (IMInepBapuabelbHEEe yuyacTkyu, CDR), dUepenywomuecs
C BoJiee KOHCEepPBaTUBHEMA KapKaCHEMM yuyacTKaMM (FR) . Kaxnem
BapralelIbHEM OOMeH COCTOUT M3 Tpex CDR M deTHpex FR, pacrojoXeHHHX
B CcJlenyrmeM Iropanke oT N-koHlla k C-xoHuny: FR1, CDR1, FR2, CDR2, FR3,
CDR3 m FR4.

[0025] BapuabesbHEe YUYacTKM KaxXOol M3 Hap Jerkad/Tdaxesad Ilelb
oBpa3zynT AHTUT eH—-CBA3EBAaKINE CcanTe aHTUTeJa . TaxkumMm oBpazoM,
MHTakTHOe IgG aHTHUTeJIO MMeeT IOBa calTa CBA3HBaHUA. 3a MCKIOUeHMEeM
OUMOYHKUIMOHAJILHEX MM OUCHelUMdMUeCKUX aHTHTeJ IBa calTa CBA3BBaHUA
ABJIAKOTCSA OOVMHAaKOBHEMU . Kak VICIIOJIE3YETCH B OaHHOM 3adBKe,
"TaHTUIT eHCBARHBAaKIMAA YacTh", MIM "aHTHMIeHCBA3HBAaIUM ydacTok", wWiIu
"AaHTUTEeHCBA3HBAMUM OOMeH" OTHOCATCSA, B3aMMO3aMeHSeMO, K TakKoM uacTu
MOJIEKYJIH aHTUTeJa, KOTOopasd COIEepXUT aMMHOKMCJIO THEIE oCcTaTKU,
B3auUMOIEeMCTRYIMEe C aHTHUTeHOM M of0ycjaBJMBallMe CHelUMIMUHOCTL U
addMHHOCTE aHTHTEJIa [0 OTHOMEHMK K aHTUI'eHy. TakKad 4YacThk aHTUTEeJa
BKJIOUaET "kapkacHee" AMMHOKMCJIOTHEIE  OCTaTKM, HeOoOXOOMMEIE  IOJIA
nogmepXaHMsa HalJjexamel KoHQopMallMM aHTUTeH-CBSA3HBAINUX OCTATKOB.
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[0026] «PpaTMeHT aHTUTeNa» MOXeT IIPeIOCTaBJIATL CcoBoi dGpaTrMeHT
aHTUTeJIa UIM QparMeHT aHTHTeJla, UMEeMUY aKTHMBHOCTEL II0JIHOPAa3MepHOTO
aHTUTeJla. YKasz3aHHBM oOparMeHT aHTuUTeJla MOXeT I[IpelCTaBJIATL Ccofon
F(ab')2, F(ab)2, Fab', Fab Fv u scFv.

[0027] TepmyH "yurubupoBaTs " VI "HeVTpaauzoBaTs", KaxK
UCHOJIL3YyeTCd B ITaHHOM 3asgBKe, II0 OTHOmMEHUH K QYHKIIMOHAJLHON
AKTUBHOCTM  aHTHUTeJla II0 U300peTeHMD, O3HavaeT  CIOCOOHOCTL B
BHAUUTEJILHOM CTeleHM IpPenaTCTBOBATH, IIPEeNoTBpamaTh, OITPAaHUUMBATL,
3aMeJIATL, MpeKpamaTh, YMeHbIATh MM ofpamaTh, HaIpuMep, pPas3BUTHKe
WIM TIKEeCTh TOTO, UYUTO WHIMOMPYIOT, BKJIOUAasd, HO He OT'pPaHuuMBaiACh
BHITETIPUBENEHHEMY, OMOJIOTUUECKYID aKTUMBHOCTEL (HAIpuMep, aKTMBHOCTEH PD-
1) wmim cBo¥McTBO, 3abojieBaHMEe WJIM COCTOAHUe. VHTMOMpOBaHME WU
HeVTpaJu3alus akKTMBHOCTM PD-1 B pes3yJjbTaTe CBA3BBAHWA aHTUTEJa 10
nzobpeTeHuio ¢ PD-1 cocTaBJaAeT OPEeONOUYTUTEJILHO IO KpalHeM Mepe
npubiamusurensHo 20, 30, 40, 50, 60, 70, 80, 90, 95% uau BHIe.

[0028] TepmrH "BHOeeHHE" MM "MBOJIUPOBAHHHI" MPU MUCIIOJL30BAHUN
10 OTHOWEHUI K HYKJIEMHOBOM KUCJIOTe WMIM OeJIKOBOMYy IIpernapatry
(HampyMep, aHTHUTEeJYy) OTHOCUTCA K MOJIeKyJle HYKJIEMHOBOM KUCIJIOTH WU
OeJIKOBOM MOJIEKYJIe, KOTOPHE MIOSHTUOUIMPYIT M OTHEJISIT 10 KpalHel Mepe
OT OIOHOTO KOHTAMMHAHTHOTO BeMecTBa, C KOTOPHM OHa OOBUHO CBA3aHa B
IPUPOAHOM UCTOUHMKE. [[penNouTHTesSIbHO "BHOeJIeHHOe aHTHTeJIOo" gBJsgeTcs
AaHTUTEJIOM, KOTOpoe IO CYmeCTBY He COIepXMT »OpyTrMe aHTUTesa,
oBJjlamanmue  OTJIMUMTEJILHOWM  aHTUTEHHOMW  CIelUOUUHOCTHIO (HanprMep,
bapmMalieBTUUECKME KOMIIOBMIIMU COTJIACHO HACTOSMeMy M300peTeHU CONepXaT
BHIOEJIEHHOEe aHTHTeJIO, KOTopoe cHneumdpruecku CBA3wBaeT PD-1 M 110
CymecTBY He COINEPXMT aHTUTeJa, KOTOpPHe CIeludUuyecKy CBSI3HBAT
AHTMITeHH, OTJMUHHe oT PD-1).

[0029] TosmuykJIeoTnn ABjsgeTcsa "OYHKIMOHAJILHO CBS3aHHEIM", €eciiM OH
uMeeT OQYHKIMOHAJLHEE CBS3M C OPYTMM T[OJMHYKJIeOTHIOM. HamnpuMmep,
IIPOMOTOP VI SHXAaHCEep bYyHKIIMOHANBLHO CBA3aHH c KOOUpPYyoIen

IOCJIeNOBAaTEJIEHOCTLIO, ecsmn OHU BJIMAIT Ha TPaHCKPUIILIMIO
IOCJIeNOBATEJIBHOCTM .. [losmnenTtun "QYHKLUMOHAJLHO CBsS3aH" Cc  OpyTuM
IOJIMIISIITHUIOM, ecym NOJIMHYKJICO TUOLL, KOIUPYIIMUE ux, CBA3aHH

OYVHKIMOHAJLHO, NPellIoUTUTEJIBHO, eCJIM OHM HaxoOSTCH B TOM Xe& OTKPHTOM
paMKe CUMTHBAHUL .

[0030] Tepmuu  «Crnenmpuueckoe CBA3HBaAHME» MeXIy AaHTHUTeJIOM U
MHUIIEHBIO aHTHUTeHa (aHTUT eHOM) OTHOCUTCSH K VIMMYHOJIO TUUECKOM
CIIEUMPUUHOCTM . AHTUTEJIO MOXET CIelUMdUUeCKM CBA3HBATLCA C MUIEHLI
aHTHUTeHa, eCJIM OHO CBA3HBaeT DSIMTOIN Ha aHTUIeHe B OOJIbIIel CTeleHM,
yeM OpyTHMe SIUTONH Ha aHTHUreHe. CHelupuueckoe CBA3SHBaHMe He
UCKJIDUAEeT KPOCC—-PeaKTHMBHOCTE C OPYTUMU aHTUTeHaMM, HeCYIUMU CXOIHLE
SOUTOIE AHTHUTEHOB.

[0031] VL, moMeHH B aHTUTeJaxX, COIJIaCHO M300peTeHMoD, MOTYT OHTh
Tura VL jpambna, wiaM Tula VL kanna. TepmrH «VL OOMEH» OTHOCUTCA K
oBomM mMzoTUIIaM VK jmamMbrna M VL Kallla, KOTOPEE COmepXaT OIHY WM OoJjiee
AMMHOKUCJIOTHHX SaMeH, MHCEePLUN MM IeJellui.

[0032] TepMmun «bapMalleBTHUECKA KOMIIO 3ULIMA» OTHOCUTCHA K
KOMIIOSULIMM M/MJIM COCTaBy, coiepXalleMy aHTUTeJIO COIJIaCHO M300peTeHM
B TepaleBTUUYECKM  200eKTUMBHOM  KOJMUECTBEe M  SKCLUENMEeHTH  MJIMU
BCIOMOTaTeJIbHEE  BelecTBa (HocuTeJ N, pasbaBuUTeN, HaIoJIHUTeJIH,
PACTBOPUTENIM U IPYyIMe SKCLEeNMeHTH) .



WO 2021/034228 PCT/RU2020/050197

[0033] B HacTosmel 3adaBke, TepMmuH "Oybep" muim "OybepHrm pacTBOp”
OTHOCUTCA K BOOHOMY DacTBODY, COOepXalleMy CMeCh KUCJIOTH (OOHUHO
crna®ol KMCJIOTH, TakoM Kak, HalpuMep, YKCYCHas KUCJIOoTa, JMMOHHAaL
KMCJIOTa) ¥ ee KOHBOITMPOBAHHOTO OCHOBaHMA (TaKoM Kak, HalpuMep,
alleTaTHOM WM ULUUTPaTHOM COJIM, HalpuMep, alleTaT HaTpUda, LIUTpaT
HaTpud, a TakKke TIUMIpPaTH YyKa3aHHEX COJIel, HalpuMep, HaTpuUa alleTaT
TPUTUOPAT) WY aJIbTEPHATHMBHO CMeCh OCHOBAaHMA (0BrWHO  CJiaboro
OCHOBAaHUA, HalpuMep, TUCTUIMHA) U eT0o KOHBOTUPOBAHHOW  KUCJIOTEH
(HanpuMep, I'UCTUOMHA I'UOPpOXJiopuna) . 3HadveHue pH "OybepHOoTo pacTrOpa"
MaJIO M3MeHsSeTCs NpU JoOaBJEeHUM K HeMy HeDOJBIIOTO KOJIMUeCTBa CUJIBLHOTO
OCHOBAHUMA WMJIM CWUJIBHOW  KUCJOTEH, a Takxe TINOpu pas3daBJIeHUU U
KOHIIEHTpUPpOBaHuM, Ojgaromapsa "OydepHoMy 3ddekTy", obecrneunBaeMOMy
"OybepHEM areHTOM" .

[0034] B macTodmelt 3agBke, "oOybepHas cucTeMa" COOEpPXMUT OIOUH WK
HECKOJIbKO OydepHHX aTeHTOBR U/MIM ¥X KOHBOTaTa (OB) C KKCJIOTOW WU
OCHOBaHMeM, U 0OoJiee MNOOXONAMEe COOEPXUT OIMH WMJIM HEeCKOJbKO OybepHHX
areHTOB M WMX KOHBIIaTa (oOB) C KMUCJIOTOM MJIM OCHOBaHMEM, M Haubojiee

IOoOXOoL e CONEepPXUT TOJIBKO OnoVH BydbepHE areHT u ero
KMCJIO THHIM / MeJIOUHON KOHTBIOTAaT. Ecmau He yKaszaHo MHOE, JII0OBIEe
KOHIeHTpaluM, yKasaHHEEe B HacTodAleM WU300peTeHMM II0 OTHOIEHUKD K
"OybepHOM cucrteme" (KOHIIEHTpPAaIIMA Bybepa) MOTYT OTHOCUTCH K
00BeIMHEeHHOM  KOHIeHTpaluuu 0OybepHOTO (HX) areHra (0B) U/ UM = ero
KOHBTaTa (0B) c KMUCJIOTOM  WMJIU OCHOBaHUEM, Doy My cJIoBaMM,

KOHIeHTpallMM, YKa3aHHHEe B HaCcTOAmel 3afgBKe 10 OTHomeHun kK "OydepHol
cucreme", MOTYT OTHOCUTLCA K OOBLEeOIMHEHHOM KOHIEeHTpalluM peJieBaHTHHX
OybepHEIX BUIOB (TO €CTh, BMIOB B IMHaAMMUECKOM pPaBHOBeCHM IpyI C
IpyTOM, HaIpUMep, LUMTpaT/JMMOHHAg KucjoTa). CyMMapHOoe s3sHaueHMe pH
KOMIIO 3ULINHU, comepxalmel peJieBaHTHYID OydepHVID CHUCTeMy, ABJIAETCH
oToOpaxeHMeM PaBHOBECHOM  KOHIEeHTpalMsa KaXOoro U3  peJleBaHTHHX
OybepHEX BUIOB (TO ecThb, ©OajlaHca OydepHOoTo (BHIX) areHTa (OB) C e€T0
KOHTBIOTaTOM (aMmM) C KMCJIOTOM MJIM OCHOBAaHMUEM) .

[0035] B macTodmelr 3agBKe, TepMuMH "OVOepHHI aTreHT" OTHOCUTCHS K
KUCJIOTHOMY WJIM mMeJIOUHOMY KOMIIOHEeHTY (0OOBUHO cJabol KHCJIoTe WU
cinaboMy OCHOBaHMD) Oydepa wmiIM OydpepHOTO pacTBopa. BybepHHIM areHT
moMoTraeT IMHOIOepPXMBaATEL 3HaueHMe PH IaHHOTO pacTBopa OpM MM OKOJIO
3apaHee OIPeneJIeHHOTO 3HaueHuda, U OydepHEe areHTH OOBUHO BHOUPAKT
IOJIS OOIIOJIHEHMSA 3apaHee olIpeleJIeHHOTO 3HaueHMA. ByQepHHM areHT MOoXeT
OpencraBygeT coboM enOMHCTBeHHOe coeldMHeHMe, KOoTopoe IMIPUBOIUT K
XKejlaTeJlbHOMY  OybepHOMYy  3ddekTy, B ocoBeHHOCTH, ecyiM YyKas3aHHBM
OybepHEl aTeHT CMeNlaHHBEM C (M HOOXOOAme CclIocobeH K IPOTOHHOMY OOMeHY
C) TOOXOOAMMM KOJMUEeCTBOM (B 3aBUCHMMOCTM OT 3apaHee oONpelelJIeHHOTO
XKeJlaTeJIbHOTO 3HaueHMd) eT0o COOTBEeTCTBYIETO "KMCIJIOTHOTO/MeJIOUHOTO
KOHBOTaTa" .

[0036] Tepymuu "comoduamMsaTop" OpUM MCIOJNbL30BAHUM B ITaHHOM TeKCTe
o3HavaeT OdapMalleBTHMUECKM IIpMeMIIeMOoe HeMOHHOTEeHHOe IOBEepPXHOCTHO-
AKTMBHOE BemMeCcTBO. MOXHO MCIHIOJL30BATL OOMH COJIIOOMIM3ATOP, a TakKxe
KOMOMHALMM COJIIOOUIM3aTOPOR. IIpuMepaMM COJOOUIMI3aTOPOBR ABJIALTCSA, HO
He OoI'paHUYMBaARTCAa MMM, HoJmcopbar 20 wiau nojmcopdar 80, [OJIOKCaMep
184 umu nojaoxkcamep 188, wmam PLURONIC®.

[0037] TepMuHEL “OCMOTHMUECKMY aTeHT” WM <«aTeHT, peryJIMpYoIni
TOHMUYHOCTE», a TakKxe OCMOJMUTMK B TOM BuUIe, Kak OHM 3IecChb
MCIIOJIE30BAHH, OTHOCATCA K SKCLUMIMEHTY, KOTOPHEM MOXeT ofecCleuMBaThH
TpebyeMoe OCMOTHMUECKOe IOaBJIeHMe XMIKOTO PpacTBopa aHTuUTela. B
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HEKOTOPHX BOILJIOMEHUAX areHT, peryImupyommn TOHUYHOCTE, MOXEeT
INOOBOIMTE OCMOTHMUECKOe HOaBJIeHMEe XMIKOTO IIpellapaTa aHTUTeJa IO
VM30TOHNYHOTO TakK, uTo IOAaHHBI npernapartT aHTUTeJa ABJIAETCSH
OM3MOJIOTUUECKM COBMECTMMHEIM C KJETKaMM TKaHM oOpraHmu3Ma cyObekTa. B
eme OIOHOM BOILUIOMEHUM «aTeHT, pPelyIupyomUM TOHMUHOCTL»,  MOXET
criocof6CcTBOBATE YBEJIMUeHVK  CTabuMJIBLHOCTM  aHTUTEJI. KN30 TOHUYHBI»
nopenapaT TIOpencTaBJIsgeT cCoOOM mHOpenapaT, KOTOPHM MMeeT OCMOTUUECKOe
IoaBJieHMe, SKBMBAJIEHTHOE UeJIOBEUECKOM KPOBM. M3O0TOHMUHLE IIpellapaTH
OBHUHO MMET OCMOTHMUECKOe IaBJieHMe oT npuMepHo 250 mo 350 mOcM/KT.
TepMUH «TMUIIOTOHMUYECKMM» OINMCEBAaEeT IpelapaT C OCMOTUUECKUM IaBJIeHUEM,
MeHBIIMM, yeMm OCMOTHUYECKOE oaBJIeHVE yeJIoBeUueCKon KpPOBU.
CoOOTBETCTBEHHO, TepMMH «TUMIEPTOHMUECKMM» MCIOJL3YyeTCHa IJA OIMCaHMIg
npernaparTa C  OCMOTHMYECKUM  IaBJIEHMEM, [IPEeRHIIAKIIMM  OCMOTUUECKOE
IOaBJleHMe  UeJIOBeUeCKOM KpPOBM. JVB0TOHMYUHOCTL  MOXHO  M3MepdTh C
VICIIOJIEL30BaHMEM, HaIpUMEpP, [IapoBOT0 WMJIM KPUOCKOIMUECKOT'O OCMOMETPA.
ATeHT, PperyJMPYIMM TOHUMUYHOCTL, MOXEeT HaXOIUTLCA B SHAHTHMOMEPHOM
(HamipuMep, L- wmiauM D-3HaAHTHMOMEP) WM palleMMuyeckol odopme; B dopMe
M30MEpOB, TakMxX Kak albdpa miam OeTa, BKIOUaAd ajlbda, anvda; wim OeTa,
Bera; wIu ajlbda, OeTa; mIm BeTa, aJdbpda; B dopMe CBODOOHOM KUCIIOTEH
MM CBOOOOHOTO OCHOBaHMA; B ¢dopMe CcoJM; B TI'UIPaTUPOBAHHOM dopMe
(HanpmMep, MOHOTMIPAT) MJIM B Oes3BOOHOM dopMe. IIpMMepaMM OCMOTUUECKUX
aTeHTOR HABJIAKTCHA, HO He OI'PaHMUMBaKRTCAa M¥MM, Ccaxapa (TperaJjiosH
ourmopatT, caxaposa, TJIDKO3a) , [IOJIVOJIEL (MaHHUTOJI, copbuToa) ,
AMMHOKMCJIOTH (IIPOJIMH, aprMHMH, TJIMIMH), WJIM COJM (HaTpUd XJIOPWI,
KaJlMad XJIOPUI, MaTlHUA XJIOPHUI) .

[0038] TepMmun «OJIUTEJILHOEe XpaHeHue» W «OONITOBPEeMeHHad
CTabUIBHOCTE» cienyer [IOHVMATE, Kak oBoB3HaueHMKe TOTO, uTo
bapMalleBTUUECKaS KOMIIO3MIIMA MOXET XPaHUTBLCHA B TeUeHMEe TPpeX MECHAIEB
unu ©oJjiee, B TeUeHMe MeCTM MecsdlleR WM 0oJlee U TPelloUTHUTEJIEHO B
TeueHMe OOHOI'O TIonma wim 0OoJee, HauboJlee IIpPellloudTUTeJIBHO, C
MUHMMAJILHEIM CPOKOM XpaHeHUS B CTabMJIbLHOM COCTOSHMM 10 MeHbIel Mepe
IoBa Iroma. B ofmeM, TepMMHH «OJUTEJIBHOEe XpaHeHMe» U «IOOJINOBpeMeHHasd
CTabOMIJIBEHOCTE» IOIOJIHUTEJIBHO BKJIOUAKT IIPOOOJDKUTEJIBHOCTU XPaHEHUS B
CTabMJILHOM COCTOSHMM, KOTOPHE II0 MeHbIlel Mepe CpaBHUMBE MIM Jiydle,
uyeM CPOK XpaHeHMSa B CTabMJIBHOM COCTOAHMM, Kak IIpaBUIIO, HeOOXOOVMEIM
IOJIS OOCTYIIHBEIX B HacCTOAlee BPeMsS KOMMEPUECKMX COCTaBOB aHTUTeNa K PD-
1 npoaronmMata ©6e3 oTepb B CTabMIBHOCTM, KOTOPHEHE MOTYT CIHeJaThb
COCTaB HENPUITOIHEIM IJIA OINPeleJIEHHOTO MOJS Hero (apMalleBTUYeCKOT'O
IpUMeHeHM .

[0039] TepMuu "napeHTepallbHOEe BBeldeHMe" o3HauvaeT PeXUME BBeIeHMA,
OBBUHO C IIOMOMBK MHBEKIMM, M BKJIOUYAET, B YaCTHOCTHU, BHYTPMUBEHHYD,

BHYTPUMHIIEUHYIO, BHYTPUAPTEePUAJIbHYIO, BHYTPUTPaxXeallbHYIO,
BHYTPUKAIICYJIAPHYIO, BHYTPUOPOUTAJILEHYIO, BHYTPUKAPIMUAJIBHYIO,
BHYTPUKOXHYIO, BHYTPUOPOIMHHYIO, TpaHCTpaxeaJbHYIo, IIOOKOXHYIO,
BHYTPUCYCTABHYIO, CYOKAaICYJIAPHYIO, cyfapaxHOMOAJILHYIO,

BHYTPUCIMHAJILHYID, SOUOYPAJILEHYD M HaOUPEBHYKD MHBEKLUMID MM MHQY3MO.
[0040] TepMUH <«OpMUMeHeHMe» OTHOCUTCS K BO3MOXHOCTM IPUMEHEHUS

aHTUTeJla COTJIACHO M300peTeHMi UM dbapMalleBTUUeCKOM KOMIIO3UIIUM, eTo

comepxamett, IOJg JedeHMsd, oOOJeTUeHUS TedueHus 3abojieBaHui, 1OJIS

YCKOpeHM A peMmccum, CHMXEeHU A YaCcTOTH PEelraBOB BCJIEeICTBUE
3aBoJieBaHUN WJIM HapPYMeHUM, OMNOoCPpelyeMHX pelelnTopaMy, C KOTOPHMA
MOXeT CBA3HBATLCSH AHTUTEJIO COTJIAaCHO 13006peTeHNno. [IpuMepaMm1

3aboJieBaHuUM ABJIAKRTCHA, HO He OI'baHMUMEBaKTCHA MMM, 3JIOKaueCTBEeHHEIE
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HOBOOOpas0OBaHMA, BKJIKOUAA MeJJaHOMy, B TOM UYMCJIe HeolepabesIbHYID WK
MeTacTaTUUYECKYK MEJIaHOMY, PaHHMe CTaguu MeJIaHOMBEI OO M IIOCJIEe
palukaJIbHOTO JeueHMsa; pakK JerkKoTo, HeMeJIKOKJIETOUHHM pakK JIeTKOTo
(HMPJI) , B TOM umciie HeollepabesbHuM MJin MeTacTaTmdeCKUN
HeMeJIKOKJIETOUHEM pakK JIETKOTO; HEellJIOCKOKJIETOUHEM HeMeJIKOKJIETOUHHM pakx
JIeTKOTO, IJIOCKOKJIETOUHEM Pak JIeTKOTO; MEeJIKOKJIETOUHHM pak JeIkoIo, B
TOM UMCJIe Heolepa®eJbHEM WMIM MeTacTaTUUeCcKMM MeJIKOKJIETOUHHM pak
JIeTKOTO; pakK JIeTKoT'0 PpaHHUX CTaIuyi OO U IocJe PaIMKaJIbHOTO JieueHUd;
pak meMKM MaTKM, B TOM UMCJIe MeTacTaTHMUeCKMM pak meMKM MaTKM, PpaHHUe
CTaIuM paka MelMkM MaTKM OO M I[OoCJe palIuMKaJbHOTO JIeueHUd; OIIyXoJU
TOJIOBH U IeM, B TOM UMCJIe IIJIOCKOKJIETOUHEM pak TOJIOBH UM Meu; JIUMbpoMa
XOomxKMHA ; OIIYXOJIU XkeJlyIKa " KMIIeUHNKA, MeTacTaTHuueCcKUn
[IJIOCKOKJIETOUHEIM pakK I[OIMIeBOOa; Pak MOoUeBOTO IIY3HPS, B TOM UMCIe
MeTacTaTrMuecKasa ypoTelMallbHad KaplMHOMAa, pakK IIOUKM,; pak 2HIOMeTpUd,
B TOM UMCJe MeTacTaTUUeCcKMM pak »SHIOMeTPpMSa, PaHHMe CcTaIuM paka
SHIOOMETPMSA OO U MOoCJe palMKaJIbHOTO JeUueHMSa; pPakK MOJIOUHOM XeJle3H, B
TOM UMCJIe MeTacTaTUUecKM pak MOJIOUHOM XKeJiesbl, paHHMe CcTaluM pakxa
SHIOOMETPHMA OO M IIOCJle palIuMKaJbHOTO JIeUeHMa; Ppak IIeueHM, B TOM UMCIe
MeTacTaTUUeCKMY MM Heollepa®eJIbHBIM pak IIedueHM, paHHMe cTaIuM paka
[IeYeHM OO U TIOCJIE PalIMKaJIbLHOTO JIEUEHUS; HeonepabeJbHasgs WK
MeTacTaTuyecKasd COJMIHas OIyXOoJb, B TOM UYMCJIie HeolepabeJlbHad WU
MeTacTaTrMuecKas COJMIHAasg OIyxXoJb C IIpM3HaKaMM MUKPOCATEeJIJIMTHOMN
HeCTabUJIBEHOCTHU.

[0041] TepMUH «CIOCOBO JIEUEHMS» OTHOCUTCHA K BOSMOXHOCTU MIPUMMEHEeHMS
aHTHUTeJla COTJIAaCHO M300peTeHMIo MM dapMalleBTHMUeCKOM KOMIIO3UIINM, eT'o
comepxameM, OJI4 JiledeHUd, OoOJIeTUeHMSa TedueHMa 3adoJeBaHMM, IOJI4
YCKOpeHuI peMrccuu, CHMXEeHUS YaCTOTH PEelUMIVNBOB BCJIeICTBUE
3aboJleBaHUM WMJIM HapymeHMM, CBA3aHHHEX C aKTUMBHOCTbI PD1.. "JleumTn"
unu "JjeueHne" 3aboJieBaHUA, HapPYMEHMA WJIM COCTOSHMSA MOXET BKIKNUYATH
OpenoTBpalleHre WM 3aMedJieHue TIIOABJIeHUSI  KIMHUUECKMX  CUMIITOMOB
3aboJieBaHMA, HapyleHUMd WIM COCTOSHMSA, pPas3BUBaAKIErOCHd Yy UeJIOBeKa,
MHTUOMpOBaHMA  3abojieBaHuUAg, HapymeHMsa WM COCTOSHUA, TO ecCTb
OCTaHOBKM, YMeHLIIeHMS WMIM 3aMelJIeHMSA pas3BUTHUA 3abojieBaHMa MM eTo
peluIMvBa (B cJjydae IOoIIOepXMBaKlel TepalMM) WMIM IO MeHbIel Mepe ero
OOHOTO KJIMHMUECKOTO MIM CYOKJIMHUUECKOTO CHMMIITOMAa, WMIM obJeTlueHUe WU
ocnabJjieHre 3aboJieBaHMA, TO €eCTh BHBHBaHMEe perpecca 3aboJieBaHUA,
HapymeHMsa WJIM COCTOAHMA. IllpuMepamu 3abojieBaHMM ABJIAKLTCA, HO He
OTpaHUUYMBanTCA VM, 3JI0KaueCTBeHHHe HOBOOOpPa30BaHMSA, BKJIOUA 4
MeJIaHOMy, B TOM UMCJIEe HeolepabellbHYD WMJIM MeTacTaTUUeCKyl MeJIaHOMY,
paHHMe CTalIuM MeJIaHOMEl OO M IIOCJie palMKaJIbHOTO OIepaTUMBHOTO JIeUeHUA;
pak JIeTKoTo, HEeMeJIKOKJIETOUHEM pakK JeT'KoTo (HMPJI), B TOM UMCJIe
HeollepaBeJIbHHM MJIM MeTacTaTHUeCKUM HeMeJIKOKJIETOUHHIM pak JIETKOTO.

[0042] TepMuu “BomHad KOMIO3MUMA” TNPM MCHOJL30BAHUMM B TaHHOM
OOKYMEHTe OTHOCUTCS K KOMIO3MIMM Ha OCHOBe BOIE, B KauecTBe BOIH
MOTYT OHTbL MCIOJIE30BAHE: BOIa, BoOIDa IJS MHBEKLUNM, (U3IMOJIOTUUECKUN
pacTBop (0,9-1,0%-HEM BOOHHEM pPaCTBOP XJIOPMUCTOTO HaTPHULA) .

[0043] B omHOM BapMaHTe OCYIMEeCTBJIEHUI M300peTeHMS CYOBeKT JIeUueHMS
MM IIallMeHT 4BJISeTCa MIeKONMTAaMUM, OIPpeIloUuTHTeJIEHO uUejloBeueCKUM
CYyDBEeKTOM. BHIEYIIOMAHYTHM CYDBEeKT MOXeT OLTh MYyXKCKOTO MIIM XeHCKOIO
noJjia Joboro Bo3pacTa.

[0044] B HacToOdmeM ONMCaHUM U B IocJelvimel ¢opMysie M300peTeHMud,
€CJIM KOHTEeKCTOM He IPelyCMOTPEHO MHOe, CJIOBa «MMETBE», «BKIKUYATH» U
«CcomepxaThk» WIM MX Bapualuu, TakKre KakK «KUMeeT», KYIMEIMUT» ,
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KBRJIOUaEeT>», <<BKJ'IIOT{aIOH.U/Iﬁ>>, KCOOEePXUT» 12Nz <<co;1ep>1<amMI7£>>, cilienyeT
IIOHVMMaTb, KaK BKJIIOUEHNMEe VYKa3aHHOI'O LeJIOT'O WMJIM TPYIIINIE IIeJlBIX, HO He
VCKJIIOUeHMe JIIO0OTO OIpyIToro LeJior'o MJIM T'pYIIINEL LIeJIEX.

CYIHOCTE U300peTeHusd

[0045] B HacTodAmeM M300pEeTEeHMM PACKPHTH BOIHEE OdapMalleBTHUUeCKUe
KOMIIOBUILIUM aHTUTeJa K PD-1 npoaronmMmata, KOTOPOE MMEET YJIIYUIeHHYI
arperallMOHHYKR CTabMIBHOCTE, IIOBHIEHHYID a@dMHHOCTE I[1O0 CPABHEHUK C
M3BECTHEIMU aHTUTeJaMM K PD-1, KOTOpHe 0a3MpylTCSa Ha UYeJIOBEUECKOM
aHTUTeJle M30oTUa 1gG4.

[0046] Kax  ommMcaHo B OyOaMKaAIUMM  MeXIYHapOOHOM  3agBKM  Ha
n300peTeHre WO/2018/013017, BKJIOUEHHOM B HacTo Smmn OOKYMEHT
[IOCPeICTBOM CCHUJIKM, OBJIO TIOKasaHO, 4YTO aHTuTeJyio K PD-1 npoaronmmatd,
KOToOpoe ImpencTaBjigeT coBoM MOHOKJIOHAJIbLHOE aHTUTEeJIO UeJiloBeKa M30TUIla
IgGl ¢ ©e3300eKTOPHEMM MyTauuamMm L234A, L235A, (MMeHyeMoe B
HacToAmeM OOKYMeHTe «aHTUTEeJIO IIo M300peTeHMD»), objamaeT YJYUIMeHHOM
arperallMOHHOM CTabuJIbHOCTLID, IIOBHIIEHHOV addUMHHOCTLI U YIIYUleHHBMN
bapMakvHeTUMUECKVMM IIapaMeTpamy, Takumy kak tl1/2f (uac) wim Cmax
(MKT'/MJI), IO CpaBHEHUI C M3BECTHHMM aHTUTeJaMu K PD-1, XKOTOpPHE
fasupyrnTCd Ha UYeJIOBEeUeCKOM aHTuTeJle wu3oTuna 1g9gG4, TakKMMM Kak
HuBOJIyMat . IlposironmMad MMeeT CPeIHEBECOBYK MOJIEKYIIAPHYID MacCy OKOJIO
146 xlJla m 4ABJIAeTCHd CIHeUMPUMUEeCKMM I[I0 OTHomeHMK K PD-1 uyeJjioBeka.
[lponronmMatd MMeeT TSKeJyl Iellb, KoTopad HacuuTHBaeT 459 aMMHOKMCIIOT
(SEQ ID NO: 1), u wuMeeT JIeTKyl UeJIOBeKa, HaCuuTHBawmyn 214
ammHOkKMcJoT (SEQ ID NO: 2), KOHCTaHTHasda dYacTk (Fc) npoaronmmaba
comepxuT MyTaumu L234A, L235A.

[0047]B =70l CBA3U OHJIO OB IIOJIESHO BBOOMTL BOIHY KOMIIOSMUIMI C
AHTUTEJIOM TI0 M300peTeHUl MNallMeHTy C 3JIOKaUeCTBEHHHM HOBOOpPAa3OBaHMEM.

[0048] IIMpoKMUM acCIeKTOM HaCTOAMeIo M300peTeHMS HABJISeTcd BOOHaS
bapMalleBTHMUeCKad KOMIIO3MIMA, NOoOXondmas IOJIS BBeIeHMd CYOBReKTYy MOoJg
MHTUOMPOBAHMA  aKTUMBHOCTM  Oejika  PD-1. BomHad bapMalleBTHUeCKad
KOMIIOBULMA COOEPXUT papMalleBTUUeCKM 5OPeKTMBHOE KOJIUUSCTBO aHTHUTesa
K PD-1 mnpoaroamMmata, 5SOPeKTMBHOE KOJMUSCTBO TpeTaljlosH IUIMIpaTa,
OydepHHEl areHT Ha OCHOBe alleTaTa WM TMCTUIMHA.

[0049] B cooTBeTCTBMM C OIHUM MHMPOKMM acClIeKToM HacTodmeIo
nsobpeTeHnUsd OpeljaraeTcd BoOHad oOdapMaleBTHMUeCKasd KOMIOSUIMA AaHTU-
PD-1 aHTHTeJla, coIepXamasd:

(a) mnpoaroauMa® B KOHUeHTpauuu oT 15 wMmr/min pno 40 Mr/Min B
KauecTBe aHTUTeJA;

(b) Tperaso3w ODUTUIOPAT B KOHUeHTpaluu oT 80 mr/mi mo 110 mr/mit;

(c) HaTpM4g aleTaT TPUTUIPAT B KOoHIeHTpaluy oT 0.2 MT/Mi mo 2.5
MD/MII; U

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

[0050] B HeXOTOpPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKa3aHHBI
IPOJITOJIMMatd MOXET HaxXOOWTLCA B KOHIEeHTpauuy oT 15 mMr/mi mo 25 mr/mi.

[0051] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS yKasSaHHBI
OpoJITOMMad MOXEeT HaxXxOOUThLCS B KOHIeHTpauuu 20 MID/MIiI.

[0052] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
TperalJlosH IUTUIPpaT MOXeT HaxXOIMThCA B KOHIUeHTpauuu oT 95 Mr/Mi mo
105 Mr/mMiI.
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[0053] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHMS yKasaHHasg
TperajiosH IOMUIMIPAT MOXET HaXOOUTLCS B KOHUeHTpaumm 100 Mr/Mil.

[0054] B HeXOTOPHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMS YKa3aHHBI
HaTPMA aleTaT TPUTUIPAT MOXEeT HAaXOOUTLCS B KOHLEeHTpauuu OT 1.6 MI'/MII
oo 1.9 mr/MmII.

[0055] B HeXOTOpPHX BapMaHTax OCYIeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
HaTPMA aleTaT TPUTUIPAT MOXET HAaXOOUTLCS B KOHLEeHTpauuu OoT 1.7 MI'/Mi
mo 1.8 mr/MmII.

[0056] B HeXOTOPHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMS YKa3aHHBI
HaTPMA alleTaT TPUTMIPAT MOXET HaxXOOMThLCAd B KOHLeHTpauuu 1.742 Mr/mil.

[0057] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUS U300peTeHMS YKasaHHad
YKCYCHasd KMCJIOTa MOXeT OHTh nobaBjeHa mo pH 5.0.

[0058] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
YKCYCHad KMCJIIOTa MOXeT HaxXOOMThBCHA B KoHUeHTpauuu oT 0.04 pmo 0.77
MT/MJI.

[0059] B HeKOTOpPHX BapMaHTaxX OCYIeCTBJIEHUI U300peTeHMS YKasaHHad
VKCYyCHasg KMCJIOTa MOXeT HaxXOoOMTLCS B KOHUeHTpaumu oT 0.40 MT/MJI IO
0.50 Mr/miI.

[0060] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
VKCYyCHasS KMCJIOTa MOXeT HaxXOoIUThLCAd B KoHUeHTpauuu 0.43 MT/MIiI.

[0061]B cooTBeTCTBMM C OIHUM MHMPOKMM acCIeKToOM HacTodmeIo
nsobpeTeHnUsd OpeljaraeTcd BoOHad oOdapMaleBTHMUeCKasd KOMIOSUIMA AaHTU-
PD-1 aHTHTeJla, coIepXamasd:

(a) mnponronrma® B KoOHUeHTpauuu oT 90 wmr/Mmn mo 150 wmr/Min B
KaueCcTBe aHTHTesa;

(b) TperajosH OIUIMOPAT B KOHUeHTpauuu oT 50 mMr/mMia mo 110 mMr/mi;

(c) HaTpM4g aleTaT TPUTUIPAT B KOoHIeHTpaluy oT 0.2 MT/Mi mo 2.5
MD/MII; U

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

[0062] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKas3aHHBI
IpPOJITOJIMMatd MOXEeT HaxXOOUTLCS B KOHUeHTpaluuu or 90 mMr/mi mo 110 mr/mit.

[0063] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS yKasSaHHBI
IpoJIToJMMatd MOXeT HAaXOOUTLCS B KOHIeHTpaumy 100 Mr/Mil.

[0064] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKa3aHHBI
Tperajyioss OUIUIPaT MOXET HaxXOOMTLCA B KOHLEHTpauuu oT 75 MI'/MI OO
85 mr/mMiI.

[0065] B HeXKOTOPHX BapMaHTax OCYIeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
Tperajyioss IOUITMIPpAT MOXET HaAXOOUTLCS B KOHUeHTpaumy 80 MI /M.

[0066] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHMS YKa3aHHBI
HaTPMA aleTaT TPUTUIPAT MOXEeT HAaXOOUTLCS B KOHLEeHTpauuu OT 1.6 MI'/MII
1.9 mo mr/mMII.

[0067] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
HaTPMA aleTaT TPUTUIPAT MOXET HAaXOOUTLCS B KOHLEeHTpauuu OoT 1.7 MI'/Mi
mo 1.8 mr/MmII.

[0068] B HeXKOTOPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKa3aHHBI
HaTPMA alleTaT TPUTMIPAT MOXET HaxXOOMThLCAd B KOHLeHTpauuu 1.742 Mr/mil.

[0069] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUI U300peTeHMS YKasaHHad
YKCYCHad KMCJIOTa MOXeT OHTh nobaiBjeHa mo pH or 5.0 mo 5.5.

[0070] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
YKCYCHasd KMCJIOTa MOXeT OHTh nobaBjeHa mo pH 5.0.
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[0071] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUI U300peTeHMS YKasaHHad
YVKCYyCHasg KMUCJIOTa MOXeT HaXOOMTLCS B KOoHUeHTpaumm 0.045 mr/mMi mo 0.77
MT/MJI.

[0072] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
VKCYyCHasg KMCJIOTa MOXeT HaxXOoOMTLCS B KOHUeHTpaumu oT 0.40 MT/MJI IO
0.50 Mr/miI.

[0073] B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUI U300peTeHMS YKasaHHad
YVKCYyCHasS KMCJIOTa MOXeT HaxOoIMTLCI B KOHUeHTpauuu oT 0.43 MT/MmMIiI.

[0074]B cooTBeTCTBMM C OIHUM MHMPOKMM acClIeKToM HacCToAmeIo
n306peTeHnsa INOpenjiaraeTcsda BoOHad dapMaleBTUUYeCKasd KOMIIO3MUIMA aHTU-—
PD-1 aHTHTeJla, coIepXamasd:

(a) mnpoaroaumMa® B KOHUeHTpauuu oT 5 wMmr/min pmo 150 mrm/Min B
KauecTBe aHTUTesa;

(b) Tperaso3w ODUTUIOPAT B KOHUeHTpaluu oT 70 mr/mi mo 110 mr/mit;

(¢) L-TMCTHMIMH B KOHUeHTpaumu orT 0,2 mo 2,5 MT/MiI; u

(d) L-TMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpaumyu orT 0,2 mo 3,5 Mr/Mmi.

[0075] B HeXOTOPHX BapMaHTax OCYIEeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
IPOJITOJIMMatd MOXET HaxXOOWThCA B KOHIEeHTpauuy oT 15 mr/miu mo 40 mr/Mil.

[0076] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKa3aHHBI
IpPOJITOJIMMatd MOXEeT HaxXOoOMThLCA B KOHIeHTpauuu oT 15 mMr/mi mo 25 mr/mil.

[0077] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
OpoJITOMMad MOXEeT HaxXxOOUThLCS B KOHIeHTpauuu 20 MID/MIiI.

[0078] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS U30O0peTeHMS YKa3aHHBI
TperalJlosH IUTUIPpaT MOXeT HaxXOIMThCA B KOHIUeHTpauuu oT 95 Mr/Mi mo
105 Mr/mMiI.

[0079] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS U3I0OpPEeTeHMA YKa3aHHBI
TperaljlosH OUIMIPAT MOXeT HaxXxOOUThLCS B KoHIeHTpaumu 100 MD/MIiI.

[0080] B HeXOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHMS YKa3aHHBI
L-TUCTUOMH MOXeT HaxXOOUTLCAd B KoHUeHTpauuu oT 0,7 mo 1,0 mMr/mi.

[0081] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U30OpPEeTeHMA YKas3aHHBI
L-TUCTUOMH MOXeT HaxXOIUTLCAd B KoOHLUeHTpauuu 0, 92 MT/MII.

[0082] B HeXKOTOPHX BapMaHTax OCYIeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
L-TUCTUOMHA TUOPOXJIOPUI MOXeT HaxXOOMTLCHS B KOHIUeHTpaluM oOT 2,8 OO
3,3 MIT/MII.

[0083] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
L-TUCTUOVHA THIOPOXJIOPUI MOXET HaxXOOMTLCS B KOHIeHTpaluuu 2, 96 MT/MII.

[0084] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHMS yKasaHHasd
KOMIIO3ULMA MOXeT uMeTb pH oT 5.5 mo 6.5.

[0085] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHMS yKasaHHasg
KOMIIOBULIMA MOXeT MMeThk pH 5.5.

[0086] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS YyKasSaHHBI
IpPOJITOIMMatd MOXEeT HaxOOUTLCS B KoHUeHTpaluu oT 90 mMr/mi mo 110 mr/mil.

[0087] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U300peTeHMA YKa3aHHBI
IpoJIToJMMatd MOXeT HAaXOOUTLCS B KOHIeHTpaumy 100 Mr/Mil.

[0088] B HeXKOTOPHX BapMaHTax OCYIeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
TperaJlo3H IUTUIPpaT MOXeT HaxXOIMThLCA B KOHIUeHTpauuu oT 75 MI/mMiI Io
85 M1 /MII.

[0089] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U300peTeHMAa YKas3aHHBI
TpeTraljlosH OUIMIOPAT MOXeT HaxXOOUTHECS B KOHUeHTpaumr 80 MI'/MII.

[0090] B HeXOTOPHX BapMaHTax OCYIIeCTBJIEHUS U3I0OpPEeTeHMA YKa3aHHBI
L-TUCTUOMH MOXeT HaxXOOUTLCAd B KoHUeHTpauuu oT 0,7 mo 1,0 mMr/mi.
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[0091] B HeXOTOpPHX BapMaHTax OCYIeCTBJIEHUS M300peTeHMS YKa3aHHBI
L-THMCTUOUH MOXeT HaxXOOUTLCS B KOHUeHTpauwm 0,92 Mr/mi.

[0092] B HeXOTOPHX BapMaHTax OCYIEeCTBJIEHUS U30OpPEeTeHMA YKa3aHHBI
L-THCTUOIMHA IMOPOXJIOPUIO MOXET HaxXOOUTLCA B KOHIEHTpauuu oT 2,8 Io
3,3 MIT/MII.

[0093] B HeXKOTOPHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMS YKa3aHHBI
L-THCTUOIMHA THUIOPOXJIOPUI MOXET HaxXOIMUTLCA B KOHLeHTpauuu 2,96 MI/MIl.

[0094] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHMS yKasaHHasd
KOMIIO3ULMA MOXeT uMeTb pH oT 5.5 mo 6.5.

[0095] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI M300peTeHUd yKasaHHasd
KOMIIO3ULMA MOXeT uMeTb pH oT 5.5 mo 6.0.

[0096] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS yKasaHHas
KOMIIOBULIMA MOXeT MMeThk pH 5.5.

[0097] Bonunag dapMaleBTHMUecKasd KOMIO3UUIMUS aHTHM-PD-1 aHTUTesa
OpoJiToJiMMada IO HAaCTOoANeMY M300peTeHM MOIOJHMTEJILHO MOXeT COoIepXaThb
HNOOXOOAMMY COJIOOUIN3ATOP .

[0098] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS YyKasSaHHBI
COMOBUIIMBATOR MOXEeT MNPeICTaBJIATL cobol moJjokcamep 188.

[0099] B HeKOTOPHX BapMaHTaxX OCYIeCTBJIeHUI U300peTeHMS YyKasSaHHBI
HoJIoKcaMep 188 MoOXeT HaAaXOOMTLCH B KOJIMUECTBEe, KOoTopoe Oojbme 0 MI/MII,
HO paBHO MJM MeHblle 1 MI'/MII.

[00100] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
VKasaHHBEM IOoJIOKCcaMep 188 MoXxeT HaxoOUThLCa B kKoauuecTBe 0 MmMr/mii, 0.1
mr/mi, 0.2 mr/mi, 0.3 mr/wmi, 04 mr/mir, 0.5 mro/mir, 0.6 mo/mMir, 0.7
mr/mi, 0.8 mr/mia, 0.9 mr/mia, 1.0 Mr/mMil.

[00101] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;
(b) TperanosH IMTHOPAT B KoOHUeHTpaluu 100 mT/mMiI;
(c) HaTpMa aleTaT TPUTUIPAT B KOHIeHTpaluu oT 0.2 mo 2.5 mr/mi;

"

(d) yrcycHywo kuciaotrTy mo pH ot 4.5mo0 5.5.

[00102] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarMad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTpMsa alleTaT TPUTUIPAT B KOHIeHTpauuu oT 1.7 mo 1.8 mr/mi;
"

(d) yrcycHyn kucioty mo pH 5.0.

[00103] B OOHOM BapMaHTe OCYIEeCTBJIEHUS HacTodlee M300peTeHMUe
OTHOCHTCSA K BOIHOM dapMalleBTUMUECKOM KOMIIOZULMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTpM4a aleTaT TPUIMIPAT B KOHUeHTpauuwu 1.742 Mr/Mi; u

(d) yrcycHyn kucioty mo pH 5.0.

[00104] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

12
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(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;
(c) HaTpMa aleTaT TPUTUIPAT B KOHIeHTpaluu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

[00105] B OOHOM BapMaHTe OCYIeCTBJICHMA HacTodlee M300peTeHMe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarMmad® B KOHIeHTpauuu 100 MI/MJI B KaueCTBe aHTUTeJa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) HaTpMsa alleTaT TPUTUIPAT B KOHIeHTpauuu oT 1.7 mo 1.8 mr/mi;

(d) yrcycHykn kuciorTy mo pH or 5.0 mo 5.5.

[00106] B OOHOM BapMaHTe OCYIeCTBJICHMA HacTodlee M300peTeHMe
OTHOCHMTCSA K BOIHOM dapMaleBTUUECKOM KOMIIO3SULMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/Mi;

(c) HaTpM4a aleTaT TPUIMOIPAT B KOHIeHTpauuu oT 1.742 mr/mMu; u

(d) yrcycHykn kuciorTy mo pH or 5.0 mo 5.5.

[00107] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarMmad® B KOHIeHTpaumu 100 MI/MJII B KaueCTBe aHTUTesa;

(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(c) HaTpM4a aleTaT TPUIMOIPAT B KOHIeHTpauuu oT 1.742 mr/mMu; u

(d) yrcycHyn kucioty mo pH 5.0.

[00108] B OOHOM BapMaHTe OCYIeCTBJICHMA HacTodlee M300peTeHMe
OTHOCHMTCSA K BOIHOM dapMaleBTUUECKOM KOMIIO3ULIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-rMcTHOMHa TUOPOXJIOPUI B KOHIeHTpaluy oT 0.2 mo 3.5 mMr/mi.;

(e) Tme ykaszaHHad KoMrosuuusa mMeeT pH or 5.510 6.5.

[00109] B OOHOM BapMaHTe OCYIEeCTBJIEHUS HacTodlee M300peTeHMUe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszaHHad KoMmnozmuumsa mMeeT pH 5.5.

[00110] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlee M300peTeHMe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) L-TMCcTUOIMH B KOHUeHTpauuu oT 0.2 mo 2.5 MmT/MiI; u

(d) L-rMcTHOMHa TUOPOXJIOPUI B KOHIeHTpaluy oT 0.2 mo 3.5 mMr/mi.;
(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.5.
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[00111] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.0.

[00112] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM papMaleBTHMUeCKOM KOMIO3SMUMM aHTU-PD-1 aHTHTela,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszaHHad KoMmnozmuumsa mMeeT pH 5.5.

[00113] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM papMaleBTHMUeCKOM KOMIO3SMUMM aHTU-PD-1 aHTHTela,
comepxamen:

I. CocTaB Ha 1 MJI:

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperajyiose ouUrMIpaT 100 Mo

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00114] B omHOM BapuaHTe OCYMeCTBJIeHMS HacTodmee M300peTeHMe
OTHOCUTCSH K BOIHOM dapMalleBTHMUECKOM KOMMNO3UUMM aHTU-PD-1 aHTUTelNa,
comepxamen:

II. CocTaB Ha 1 MII:

[Mpoaroaumad 20.0 M

Tperaljloss OUTHUIOPAT 100 MmT

L-rucTunouH 0.92 mMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma IOJjia MHBEKLUMN no 1 wur.

[00115] BomHad dapMalleBTHUecKasd KOMIIO3ZUIMA aHTHM-PD-1 aHTHUTela

npoJirojmMatda o HacTOoAmeMy M300peTeHMn NOMNOJHUTEJILHO MOXEeT COOepXaThb
MONXOOAMUN COJIOOUIINBATOP .

[00116] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKasaHHE COJIOMIM3ATOP MOXeT NpedcTaBJIATE COoOOM MHoJIOKcaMmep 188.
[00117] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

VKasaHHBEM I[OoJIOKCcaMep 188 MoXeT HaAXOOUTLCS B KOJIMUECTBEe, KOTOpoe
Gospme O MT'/MJI, HO PaBHO WJIM MeHbme 1 MT/MII.

[00118] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKasaHHEM IOoJIOKCcaMep 188 MoXxeT HaxXoOUTLCAS B KoJamuecTBe 0 mMr/mii, 0.1
mr/mi, 0.2 mr/mia, 0.3 mr/mia, 0.4 mr/ma, 0.5 Mmr/wia, 0.6 mr/mia, 0.7
mr/mi, 0.8 mr/mia, 0.9 mr/mia, 1.0 Mr/mMil.
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[00119] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(c) HaTpMa aleTaT TPUTUIPAT B KOHIeHTpaluu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHykn kuciorty mo pH or 4.5 mo 5.5;
(e) moJiokcaMep 188 B KOHIeHTpaluuu 0OoJbime 0 MI'/MJI, HO PaBHO WUJIM
MeHbIe 1 MID'/MII.

[00120] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM apMaleBTHMUeCKOM KOMIO3MIMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KauecTBe aHTUTeJIa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(c) HaTpMsa alleTaT TPUTUIPAT B KOHIeHTpauuu oT 1.7 mo 1.8 mr/mi;

(d) yrcycHyn kucioty mo pH 5.0;
(e) moJiokcaMep 188 B KOHUeHTpaluu OoJjbme 0 MI'/MJI, HO pPaBHO WJIM
MeHbIe 1 MID'/MII.

[00121] B OOHOM BapMaHTe OCYIEeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronamMmad® B KOHUeHTpaumm 20 MI'/MJI B KauecTBe aHTUTeJa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTpM4a aleTaT TPUIMIPAT B KOHUeHTpauuwu 1.742 Mr/Mi; u

(d) yrcycHyn kucioty mo pH 5.0;

(e) moJiokcaMep 188 B KOHIeHTpaluuu 0OoJbime 0 MI'/MJI, HO PaBHO WUJIM
MeHbIe 1 MID'/MII.

[00122] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCUTCSH K BOIHOM dapMalleBTMUECKOM KOMMIO3MUIUM aHTU-PD-1 aHTUTelNa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;
(c) HaTpMa aleTaT TPUTUIPAT B KOoHIeHTpauuu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHykn kuciorty mo pH or 4.5 mo 5.5;
(e) moJiokcaMep 188 B KOHUeHTpaluuu OoJjbme 0 MI'/MJI, HO pPaBHO MWJIM
MeHbIe 1 MID'/MII.

[00123] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoaroaumMa® B KOHIeHTpaumy 100 MT/MI B KauyecTBe aHTHUTeJa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) HaTpM4a aueTaT TPUTUIOPAT B KOHIeHTpauuu oT 1.7 Mr/mi mo 1.8
MT'/MII; ™

(d) yrcycHyn kuciorty mo pH or 5.0 mo 5.5;

(e) moJiokcaMep 188 B KOHUeHTpaluu Oojbme 0 MI'/MJI, HO PaBHO WJIM
MeHbme 1 MT/MII.

[00124] B OoOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlee M300peTeHMe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
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(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) HaTpPM4a aleTaT TPUIMOIPAT B KOHIeHTpauuwu 1.742 Mr/MiI; u

(d) yrcycHyn kuciorty mo pH or 5.0 mo 5.5;

(e) moJiokcaMep 188 B KOHIeHTpaluuu 0OoJbime 0 MI'/MJI, HO PaBHO WUJIM
MeHbme 1 MT/MII.

[00125] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCUTCSA K BOIHOM apMaleBTHMUeCKOM KOMIO3SMUMM aHTU-PD-1 aHTHTela,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) HaTpM4a aleTaT TPUIMOIPAT B KOHIeHTpauuu oT 1.742 mMr/mMi; u
(d) yrcycHyn kucioty mo pH 5.0;

(e) moJiokcaMep 188 B KOHUeHTpaluu OoJbme 0 MI'/MJI, HO pPaBHO WJIM

MeHpme 1 mMI/Mil.

[00126] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-rMcTHOMHa TUOPOXJIOPUI B KOHIeHTpaluy oT 0.2 mo 3.5 mMr/mi.;

(e) Tme ykaszsaHHad KoMIozsuumusa mMeeT pH or 5.5 mo 6.5;

(f) moJsiokcamep 188 B KOHUeHTpaluu OoJbme 0 MI'/MJI, HO pPaBHO WJIM
MeHpme 1 mMI/Mil.

[00127] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;

(b) Tperanose IUTMAPAT B KoHUeHTpalvu 100 MT/mMit;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszsaHHad KoMnozmumsa mMeeT pH 5.5;

(f) moJsiokcaMmep 188 B KOHUeHTpaluu OoJbme 0 MI'/MJI, HO PaBHO WJIM
MeHbIe 1 MID'/MII.

[00128] B OOHOM BapMaHTe OCYMeCTBJIEHMS HacCTodAllee M300peTeHUe
OTHOCUTCSA K BOIHOM dpapMaleBTHMUeCKOM KOMIO3MUMM aHTU-PD-1 aHTHTesa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-rMcTHOMHa TUOPOXJIOPUI B KOHIeHTpaluy oT 0.2 mo 3.5 mMr/mi.;
(e) Tme ykaszsaHHad KoMIozsuumusa mMeeT pH or 5.5 mo 6.5;

(f) moJsiokcamep 188 B KOHIeHTpaluu Oojbme 0 MI'/MJI, HO pPaBHO WJIM

MeHbIe 1 MID'/MII.

[00129] B OOHOM BapMaHTe OCYNeCTBJIEHMS HacTodlmee M300peTeHMe
OTHOCHTCSA K BOIHOM dapMalleBTUUECKOM KOMIIO3MIMM aHTM-PD-1 aHTHTeJa,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszsaHHad KoMIozsuumusa mMeeT pH or 5.5 mo 6.0;

16



WO 2021/034228 PCT/RU2020/050197

(f) moJsiokcamMep 188 B KOHIeHTpaluu 0OoJbime 0 MI'/MJI, HO pPaBHO WUJIM
MeHbme 1 Mr/mMiI.

[00130] B OOHOM BapMaHTe OCYIEeCTBJIEHUS HacTodlee M300peTeHMUe
OTHOCUTCS K BOIHOM ¢papMalleBTHMUECKONM KOMIIOSMLMM aHTU-PD-1 aHTHTela,
comepxamen:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
TperaljlosH OUIMOPAT B KOHIeHTpauun 80 MI/MII;

L-THUCTUOIUH B KOHUeHTpauuwu 0.92 Mr/Mi; u

L-TUCTUIMHA THUAPOXJIOPUI B KOHIEeHTpauuu 2.96 Mr/mi.;

roe ykKasaHHad KoMrosuumsa mMmeeT pH 5.5;

(f) moJsiokcamMep 188 B KOHIeHTpaluu 0OoJbime 0 MI'/MJI, HO pPaBHO WUJIM
MeHpme 1 mMI/Mil.

[00131] B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUS  HACTOAMEIO
n3006peTeHrsa yKal3aHHBM IHoJiokcaMep 188 MOXeT HaAaXOIUTLCA B KOJMUECTBE
0 mp/mi1, 0.1 mr/mi, 0.2 mr/mi, 0.3 Mmr/mia, 0.4 mr/mia, 0.5 Mmr/mir, 0.6
mr/mi, 0.7 mr/mia, 0.8 mr/miz, 0.9 Mmp/mMmiz, 1.0 Mp/Mir.

(b)
(c)
(d)
(e)

[00132] B HEKOTOPHX BapmaHTax OCyleCTBJIEHN S BOIOHa4g
bapMalleBTHMUeCcKasg  KOMIO3UIIMA aHTu-PD-1  aHTHTeJsa I[IO0 HacTodleMy
M300peTeHNIn MOXeT OBITL BBEeOeHa IapeHTepaJibHO.

[00133] B HEKOTOPHX BapMUaHTax OCYIEeCTBJICHUI BOOHAa
bapMalleBTHMUeCcKasg  KOMIO3UMUIMSA aHTu-PD-1  aHTHTeJa I[IO0 HacTodleMy
U300peTeHn MOXeT OHTh BBeleHa BHYTPMMEHIISUHO.

[00134] B HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI BOIOHasa
bapMalleBTHMUeCcKasg  KOMIO3UIMA aHTu-PD-1  aHTHTeJa I[IO0 HacTodleMy
U300peTeHM0 MOXEeT OHTh BBeleHa IOOKOXHO.

[00135] B HEKOTOPHX BapMUaHTax OCYIEeCTBJICHUI BOOHAa
bapMalleBTHMUeCcKasg  KOMIO3UMUIMSA aHTu-PD-1  aHTHTeJa I[IO0 HacTodleMy
U300peTeHn0 MOXeT OLThL BBeleHa BHYTPMBEHHO.

[00136] B HEKOTOPHX BapMaHTax OCYIEeCTBJICHUI BOOHAa
bapMalleBTHMUeCcKasg  KOMIO3UMUIMSA aHTu-PD-1  aHTHTeJa I[IO0 HacTodleMy
U300pPEeTEeHNI MOXeT OLBThL BBeleHa BHYTPMBEHHO B BUIOE MHQY3UM.

[00137] B HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI BOIOHa4g
bapMalleBTHMUeCcKasg  KOMIO3UMUIMSA aHTu-PD-1  aHTHTeJa I[IO0 HacTodleMy
U300peTeHnD MOXeT OHTL BBeOeHa BHYTPMBEHHO B BUIe  MHOY3UU
OJIUTEJILHOCTRE 60 MMHYT, OPM XOpollell I[IePeHOCUMMOCTHM OJMTeJILHOCTD
MHOY3UM MOXeT OHTL CoKpameHa 0o 30 MMHYT.

[00138] B OIHOM BapuaHTe oCyIleCTBJICHU I BOOHAa
bapMalleBTHMUeCKad KOMIO3ULIMUSA aHTHM-PD-1 aHTHUTesla OpoJiTosMMmada IIo
HacTodmeMy M300peTeHMID MOXeT HaxXOOUTLCI BO (QJaKoHe.

[00139] B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS YKa3aHHHNM (JIaKoH
MOXeT MNPpedCTaBJIATh COOOM CTeKJISHHBIT (QJIaKOH.

[00140] B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS YKABAHHHM (QJIaKOH
MOXeT MMeThb o0bkeM oT 1 MJI mo 50 M.

[00141] B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS YKa3aHHHY (OJIaKOH
MOXeT MMeTb o0bkeM oT 1 MJI mo 20 M.

[00142] B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS YKABAHHHM (QJIaKOH

MOXeT mMMeTb obwem 1 MJI, 2 MJI, 3 MI, 4 mj, 5 mj, © mia, 7 mia, 8 mia, 9
Mz, 10 s, 15 ma, 20 mi, 25 mya, 30 wia, 35 my, 40 M, 45 mio mam 50
MJI.
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[00143] B OIHOM BapuaHTe oCyIleCTBJICHU I BOOHAa
bapMalleBTUUECKAd KOMIOSMLMA aHTU-PD-1 aHTuUTesla OpoJirojmmaba IO
HaCToAmeMy M300peTeHMoD MOXET HaxXOOUTLCS B IIIPHUIE.

[00144] B HEeKOTOPHX BapMaHTaxX OCYMECTBJIEHMS YKaBSaHHBIM IIIPMIL
MOXET MMETL BMEeCTHMMOCTL 1 MII.

[00145] B HeKOTOPHX BapMaHTaxX OCYmMEeCTBJIeHMS yYKa3aHHBM MIPUIL
MOXET MMETL BMEeCTHMMOCTL 2 MII.

[00146] B OIHOM BapuaHTe oCyIleCTBJICHU I BOOHAa
bapMalleBTUUECKAd KOMIOSMLMA aHTU-PD-1 aHTuUTesla OpoJirojmmaba IO
HaCTOAmEMy MU300PEeTeHMID MOXET HaxXOOUTLCS B NPeOHAIOJIHEHHOM MIIPpHUILE .

[00147] B HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI yKa3aHHBEMN
NpenHaloJHeHHEM MIPKUIL, MOXeT MMeTh BMEeCTMMOCTE 1 M.

[00148] B HEKOTOPHX BapmaHTax OCyleCcTBJIEHN S yKa3aHHbBM
NpenHaloJHEeHHEM MIPKUIL, MOXeT MMeTh BMEeCTHMMOCTE 2 M.

[00149] B COOTBETCTBMU C IOPYI'MM MMPOKMM ACIEeKTOM HACTOAMEI'O

n30bpeTeHrsa OpenjaraeTca crnoco® IMoJiyuyeHMs BOIOHOM ¢dapMalleBTHUeCKOM
KOMIIOBULIMM, [IOOXOOAmeN IJId BBeleHUS CcyObeKTy »OJIS MWHIMOMPOBAHUA
aKTUMBHOCTHU Belka PD-1. Crioco® BKJIOUaET KOMOMHUPOBaHME
bapMaleBTUUECKM 3POeKTMBHOT'O KOJIMUeCTBa aHTUTeJa K PD-1 npoaroammada
c OydepHHEM areHTOM Ha OCHOBe alleTaTa; ¥ 3200eKTMBHOTO KOJUUECTBA
TPeTraJyio3kH. Criocod BKJIIOUAET KOMOMHUPOBaHME bapMalleBTUYECKHA
20PeKTUMBHOTO KOJMUeCTBa aHTUTeJa k PD-1 npoarommMata ¢ 0OydepHBM
aTeHTOM Ha OCHOBE& TUCTHUIMHA,; U 30PEeKTUMBHOTO KOJMUECTBa TpeTlaJio3H.

[00150] B HeKOTOPHX BapMaHTax OCYIecTBJIeHMd IoJIoKcaMep 188
MOXeT OHTEL HOBOARJIEH B KadeCTBe COJOOMUIMU3aTOpPA.

[00151] B COOTBETCTBMM C IPYTUM NMPOKMM aCIeKTOM MIpenajaraceTCcHd
IpUMMeHeHre BOIHOM bapMalleBTHMUeCKOM KOMIO3MUMM aHTHTeJa K PD-1
opoJiToJiMMata, KakK oIpenesjieHo B HacTodmeM OOKyMeHTe, IJId JIeUeHMS
3JI0KaUeCTBEeHHHX HOBOOOpA3OBaHMIMA.

[00152] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
IpUMMeHeHre BOIHOM bapMalleBTHMUeCKOM KOMIO3MUMM aHTHTeJa K PD-1
OpoJiroJrMMata OJIS JeueHMS 3JI0KaueCTBEHHHX HOBOOOPA30BaHUM, KOTOpOe
MOXeT OHTL BHOpaHO M3 TPYNNH, CcoIepkamel MeJjlaHOMYy, B TOM UMKCJe
HeolepabesbHYID MM MeTacTaTUUeCKyD MeJIaHOMY, paHHMe CTadrM MeJaHOMEH
OO U IOCJIe pamMKaJbHOTO JeueHUd,; pakK JIeTKOTO, HeMeJIKOKJIETOUHHI pak
Jerkoro (HMPJI), B ToM uucJe Heolepab®eJIbHENM WMIM MeTacTaTHuueCKUM
HeMeJIKOKJIETOUHEMN pak JIETKOTO; HEeIJIOCKOKJIE TOUHHI HeMeJIKOKJIE TOUHHIM pak
JIeTKOTO, IIJIOCKOKJIETOUHHM pak JIeTKOTO; MEJKOKJIETOUHEM pak JIeTKOTO, B
TOM UMKCJIe Heolepa®eJbHEM MJIM MeTaCTaTUUeCKUN MeJIKOKJIETOUHEM pak
JIeTKOTO; PpakK JIeTKOTO PaHHMX CTalui OO U IIOCJe PpamuKaJlbHOTO JIeUeHUd;
pakK meMKM MaTKM, B TOM UMCJIe MeTaCcTaTUUYeCKMI pak MelKM MaTKM, paHHMue
cTaIuM paka MelMKM MaTKM OO M IOoCJe PpamuKaJbHOTO JIeUeHMS; OIYyXOJu
TOJIOBH U 1eM, B TOM UMKCJe IIJIOCKOKJIETOUHHEII pak TOJIOBH M MeM; JMMOoMa
XOmXKIMHA ; OIIY XOJIU KeJlyIoKa u KUIeUHUKa, MeTacTaTUdeCKUA
IJIOCKOKJIETOUHEIM pak OUIleBoma; pPakK MOUeBOTO IMIYSHPS, B TOM UUCIE
MeTacTaTUuecKad ypoTesMalibHad KaplMHOMAa, pak IOoUKM; pakK SHIOMEeTpUd,
B TOM UMCJIe MeTacCTaTUUeCKMUN paK SHIOIOMeTPHUS, paHHMe cTaguM paka
SHIOMETPMA OO U IIOCJe PpaluKalbHOTO JeUeHMS; PpakK MOJIOUHOM XeJIe3H, B
TOM UMCJIe MeTacCTaTUUeCKMN pakK MOJIOUHOM KeJjlesH, paHHMe CcTamuK paka
SHIOMETPMA OO M IOCJe PalMKalbHOTO JIeUueHMS; pPaK IIeyeHM, B TOM uMcIe
MeTacCTaTUUYECKU WMJIM HeollepaleJIbHEIM pak IIeueHM, paHHMe cTaluM paka
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[IeYeHM OO U TIOCJe PaluKaJIbHOTO JIEUEeHUd; HeonepabeJlbHad WK
MeTacTaTUuyecKasd COJMIHAaS OIyXOoJb, B TOM UYMCJIie HeolepabeJlbHad WU
MeTacTaTruueckas COJMIHAasg OINyXoJik C I[IpM3HakaMyM MUKPOCATEeJIJIIMTHOM
HeCcTabuJILHOCTU .

[00153] B cooTBeTCTBUM C OPYTI'MM MMPOKMM aCleKTOM MpenjlaraeTCcsd
IpuMeHeHMe BOIOHOM dapMalleBTUUECKOM KOMIO3ULMM aHTuUTeJla k PD-1
opoJiTornMata g JedeHMSa 3JI0KAaueCTBEHHOTO oO0pa3oBaHUAg, BKIIOUAMMNN

BBeIeHUe bapmalieBTUMUECKM 20OEeKTUBHOTO KOJIMYEeCTBa BOIOHOM
bapmMmalleBTUMUECKOV KOMIIO3UIINM, KakK OlpelelJleHO B HAaCTOAMEM NOKYMeHTE.
[00154] B COOTBETCTBMM C IPYTUM NMPOKMM aCIeKTOM MIpenajaraceTCcHd

IpVMMeHeHMe BOIHOW (QapMalleBTUUEeCKOM KOMIIO3UMUIMM aHTUTeJa k PD-1,
comepxamen:

(a) mnpoaroauMa® B KOHUeHTpauuu oT 15 wMmr/min pno 40 mr/Min B
KauyeCTBe aHTUTeJa;

(b) Tperaso3w OUTUOPAT B KOoHUeHTpaluu oT 80 mr/mi mo 110 mr/mi;

(c) HaTpM4a aleTaT TPUTUIOPAT B KOHIeHTpauuu oT 0.2 MT/MiI mo 2.5
MT'/MII; ™

(d) yrcycHyw kuciaoTy mo pH 4.5-5.5,

OJa JledeHUd  3JIOKAaUeCTBEHHOTO HOBoOOpaszoBaHMA y CyObekTa
HyXIaKomeTro B S5TOM.

[00155] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHHEY OPOJITOJIMMA® MOXEeT HaxXOIMTHLCA B KOHIeHTpauuy oT 15 Mmr/mi
no 25 mr/mMiI.

[00156] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHE IPOJITOJIMMAa® MOXeT HaxXOOMThLCA B KOHLUeHTpauuu 20 MT/MII.
[00157] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

yKasaHHasg TperajiosH OUIUOPaT MOXeT HaxXOOUTLCS B KOHIEeHTpalumm oT 95
Mr/M1 mo 105 Mr/Mil.

[00158] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHMI U300peTeHud
yKasaHHasg Tperajlosh OUIMIpaT MOXeT HaxOOUThLCcAd B KoHUeHTpauum 100
MT/MJI.

[00159] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHEM HaATpUg aleTaT TPUIMIpaT MOXeT HAaXOOUTLCS B KOHLEHTpalUuM OT
1.6 Mmr/mMi1 mo 1.9 Mr/mi.

[00160] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUd U300peTeHud
YKa3aHHEM HaATpUg aleTaT TPUIMIpaT MOXeT HAaXOOUTLCS B KOHLEHTpalUuM OT
1.7 Mmr/mi1 mo 1.8 Mr/miI.

[00161] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
YKa3aHHE HaTpUa alleTaT TPUTMIPpAT MOKET HaxXOOUTLCS B KOHIEHTPAaLMM
1.742 wmr/Mil.

[00162] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag YKCYCHad KMCJOTa MOXeT OHTL mofaBjeHa mo pH 5.0.
[00163] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUS U300peTeHud

yKasaHHasd YKCYCHasS KUCJIOTa MOXeT HaxOOUTLCI B KOHUeHTpaumu or 0.04
oo 0.77 mr/mi.

[00164] B HeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHad YKCYyCHas KUCJIOTa MOXEeT HaxXOOMWTLCAd B KOHUeHTpaumm oT 0.40
Mr/m1 po 0.50 mMr/Mil.

[00165] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIEHUI U300peTeHud
yKasaHHasd YKCYyCHasg KMKCJIOTa MOXeT HaxXOOMThLCAI B KOHLeHTpauum 0.43
MT/MJI.
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[00166] B cooTBeTCTBUM C OPpyI'MM LIMPOKUM acCIleKTOM HIpenjalaeTcs
IpVMMeHeHMe BOIHOW (QapMalleBTUUEeCKOM KOMIIO3UMUIMM aHTUTeJa k PD-1,
comepxamen:

(a) mpoaronmuMa® B KOHIeHTpauuu orT 5 Mr/mMia mo 40 MT/MJI B KauecTBe
aHTuTesa;

(b) Tperaso3w ODUTUIOPAT B KOHUeHTpaluu oT 70 mr/mi mo 110 mr/mit;

(¢) L-TMCTHMIOMH B KOHUeHTpaumu oT 0,2 mo 2,5 Mr/Mia; u

(d) L-THMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpaunyu orT 0,2 mo 3,5 Mr/mi;

0JIg  JIedeHMA  3JI0KadeCTBEeHHOI'O HOBOOOpaszsoBaHUA y CyOBeKTa
HyXOanmero B S5TOM.

[00167] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YKa3aHHHEY OPOJITOJIMMA® MOXeT HaxXOIMTHLCA B KOHIEeHTpauuy oT 15 mr/mi
mo 25 mr/MmII.

[00168] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHE IPOJITOJIMMA® MOXEeT HaxXOOMTLCA B KOHLeHTpauuu 20 MIr/MiI.
[00169] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud

VKa3aHHEM Tperajlosh OUIMIPpaT MOXeT HaxXOIOUTLCA B KOHIeHTpauuu oT 95
Mr/M1 mo 105 Mr/Mil.

[00170] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKasaHHEM TperajiosH OUIMOPpAaT MOXeT HaxXOOUTLCI B KOHIeHTpaluu 100
MT/MJI.

[00171] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHEM L-THUCTHMIMH MOXeT HaxXOOMTLCA B KoHUeHTpauum oT 0,7 mo 1,0
MT/MJI.

[00172] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YVKasaHHEM L-TUCTUMOMH MOXeT HaxXOIOUTLCAd B KoHLUeHTpauuwu 0, 92 MT/MII.
[00173] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

VKasaHHEM L-TUCTUOMHA THUIPOXJIOPUI MOXET HaxXOIUTLCS B KOHIEeHTPpAaLMM OT
2,8 mo 3,3 mMr/mi.

[00174] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKa3aHHEM L-TUCTHMIOMHA TUIPOXJOPHI MOXET HAXOOMTLCS B KOHIIeHTpaluM
2.96 Mr/mi.

[00175] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YKa3aHHasd KOMIIO3MIIMA MOXeT uMeTb pH oT 5.5 mo 6.5.

[00176] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag KOMIIO3MIMA MoXeT uMeTh pH 5.5.

[00177] B OIOHOM BapraHTe OCYMeCTBIJICHUI n300peTeHus

npenjiaraeTcsda NPpUMeHeHMVe BOIOHOM dapMalleBTHMUEeCKOM KOMIO3ULMM aHTUTeJa
K PD-1, comepxamen:
(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(c) HaTpMa aleTaT TPUTUIPAT B KoHIeHTpauuu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHykn kuciorty mo pH or 4.5 mo 5.5;

IOJIg  JledeHMA  3JIo0KadeCcTBEeHHOTO  HOBoOOpasoBaHMA Yy  CcydObekTa
HYyXIDawnmero B STOM.

[00178] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
OpenjaraeTcda NpMMeHeHMe BOIHOM dapMalleBTHMUeCKOM KOMIIO3MUUM aHTUTella
K PD-1, comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
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(c) HaTpM4a aleTaT TPUTUIPAT B KOHIeHTpauuy or 1.7 Mmr/mi mo 1.8
MT'/MII; ™

(d) yrcycHyn kucioty mo pH 5.0;

0JIg  JIedeHMA  3JI0KadeCTBEeHHOI'O HOBOOOpaszsoBaHUA y CyOBeKTa
HyXOanmero B S5TOM.

[00179] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjiaraeTcsda NPpUMeHeHMVe BOIOHOM dapMalleBTHMUEeCKOM KOMIO3ULUMM aHTUTeJa
K PD-1, comepxamen:

( npoJirosmMat® B KoHUeHTpaluu 20 MT/MJII B KaueCcTBEe aHTUTeJa;

( Tperajo3H IMTUApaT B KoHUeHTpaluu 100 mT/mMiI;

( HaTPMA alleTaT TPUTHOPAT B KOHUeHTpaluu 1.742 Mr/Mi; u

( YKCYCHY® KMCJOTY no pH 5.0;

OJIg  JIedeHMA  3JIOKadeCTBEeHHOI'O HOoBOOOpaszsoBaHUA y CyOBeKTa
HyXOanmero B S5TOM.

a)
b)
c)
d)

[00180] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjiaraeTcsd NPpUMeHeHMVe BOIOHOM dapMalleBTHMUEeCKOM KOMIO3UUMM aHTUTeJa
K PD-1, comepxamen:

a) mnponaroamma® B KOHIleHTpauuy 20 MI'/MJI B KauyeCTBe AaHTUTENA;
(b) Tperanose IUTMAPAT B KoHUeHTpalvu 100 MT/mMit;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-rMcTHOMHa TUOPOXJIOPUI B KOHIeHTpaluy oT 0.2 mo 3.5 mMr/mi.;
(e) Tme ykaszsaHHad KoMIozsuumusa mMeeT pH or 5.5 mo 6.5;

OJa JledeHUA  3JIOKAUeCTBEHHOTO HOBoOOpasoBaHMA Yy  CyOLbexKTa
HyXIaKomeTro B S5TOM.

[00181] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjiaraeTcsda NPpUMeHeHMVe BOIOHOM dapMalleBTHMUEeCKOM KOMIO3ULMM aHTUTeJa
K PD-1, comepxamen:

a) mnponaroamma® B KOHIleHTpauuy 20 MI'/MJI B KauyeCTBe AaHTUTENA;
(b) TperanosH IMTHOPAT B KoOHUeHTpaluu 100 mT/mMiI;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszsaHHad KoMnozmumsa mMeeT pH 5.5;

OJa JledeHUd  3JIOKAaUeCTBEHHOTO HOBoOOpaszoBaHMA y CyObekTa
HyXIaKomeTro B S5TOM.

[00182] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjiaraeTcsd NPpUMeHeHMVe BOIOHOM dapMalleBTHMUEeCKOM KOMIO3UIMM aHTUTeJa
K PD-1, comepxamen:

I. Cocrae Ha 1 wMi:

[Mpoaroaumad 20.0 MT
HaTtpuga auerarTa TpuUIruoparT 1.742 Mo
Tperaljloss OUTHUIOPAT 100 MmT
Kucisiora ykcycHasd Jieln. no pH 5.0
Boma mjsa MHBeKUUN no 1 w;

OJIS  JIedyeHUS  3JI0KaUeCTBEHHOTO HOBOOOpa30BaHMA y CyObLeKTa
HYKIaKoIero B 3TOM.

[00183] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjaraeTcd IPpUMeHeHMe BOINHOM dapMalleBTHMUECKOM KOMIIOSMUUUU aHTHTesa
K PD-1, comepxamen:

IT. Cocrar Ha 1 mMi:

21



WO 2021/034228 PCT/RU2020/050197

[Mpoaroaumad 20.0 MT
Tperaljloss OUTHUIOPAT 100 MmT

L-rucTunouH 0.92 wMr
L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MU
Boma IOJjia MHBEKLUMN no 1 w;

IJIS  JleyeHMsd  3JI0KAaUYeCTBEHHOTO HOBOOOpasoBaHMI Yy CyObeKTa
HYyXIaomero B STOM.

[00184] BomHad dapMalleBTHUecKasd KOMIIO3ZUIMA aHTHM-PD-1 aHTHUTela
npoJirojimMata Mo HaCTodMeMy M300peTeHM0 MOMOJHMTEIEHO MOXeT COIepXaThb
MOOXONAMUNA COJIIOMIN3AaTOP .

[00185] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHE COJIOOMIIM3AaTOP MOXET NpelCTaBiIAThL Cco0OM MHoJIoKkcamMep 188.
[00186] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUS U300peTeHud

VKasaHHBEM I[OoJIOKCcaMep 188 MoXeT HaAXOOUTLCS B KOJIMUECTBEe, KOTOpoe
Gospme O MT'/MJI, HO PaBHO WJIM MeHbme 1 MT/MII.

[00187] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKasaHHBEM IOoJIOKCcaMep 188 MoXxeT HaxoOUThLCa B kKoauuecTBe 0 MmMr/mii, 0.1
mr/miz, 0.2 wmr/mia, 0.3 wmo/wmia, 04 mr/mia, 0.5 mro/miaz, 0.6 Mr/mi, 0.7
mr/mi, 0.8 mr/mia, 0.9 mr/mia, 1.0 Mr/mMil.

[00188] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
IpUMMeHeHre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJla K
PD-1 npoJsrojuMa®a MOXeT BKJIOUATL BBeleHMe IaHHOM KOMIIOSMIUIMM B IO3e
aHTuTesa k PD-1 mponrosamma®a 1 MI/KT MacCH Teja.

[00189] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
IpUMMeHeHre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJla K
PD-1 npoJsroiuMa®a MOXeT BKJIOUATL BBeleHMe IaHHOM KOMIOSMLIMM B IJO3e
aHTuTesa k PD-1 mponrosamma®a 3 MI'/KT MacCH Tela.

[00190] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
IpUMMeHeHre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJla K
PD-1 npoJsroiuMa®a MOXeT BKJOUATL BBedeHMe OaHHOM KOMIIOSMIMM KaXIble
2 HemeJu.

[00191] B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHusd
IpUMMeHeHre YKa3aHHOM BOOHOM (dapMalleBTHMUeCKOM KOMIIOSMINMKM aHTHUTeJa K
PD-1 npoJroiuMmata MOXeT BKJIOUATL BBeOeHMe OaHHOM KOMIOSMIMM 1 pas B
2 HemeJu.

[00192] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
IpMMeHeHre YKaszaHHOM BOOHOM (apMalleBTHMUeCKOM KOMIOSMUIMM aHTUTella K
PD-1 npoJsroiuMa®a MOXeT BKJOUATL BBedeHMe OaHHOM KOMIIOSMIMM KaXIble
3 HepmeJu.

[00193] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
IpUMMeHeHre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJla K
PD-1 mnpoJrojuMmata MOXeT BKJIOUATL BBedeHMe ITaHHOM KOMIIOSMLMMK 1 pas3 B
3 HepmeJu.

[00194] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
IpUMMeHeHMre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJa K
PD-1 npoJsroiuMa®a MOXeT BKJIOUATL BBeleHMe IaHHOM KOMIOSMLIMM B IJO3e
aHTHUTeJa K PD-1 mpojroamuMmat®a 1 MI'/KT MacCH Tejla KaxnoHe 2 HeleJu.

[00195] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
IpUMMeHeHre YKas3aHHOM BOOHOM GapMalleBTUUeCKOM KOMIIOSMIMM aHTHUTeJa K
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PD-1 npoJsrosgmMat®a MOXeT BKJIOUATL BBeIeHMEe OaHHOM KOMIIOSMLMK B IO3e
aHTuTeJyla kK PD-1 mposirosgmmata 1 MI'/KI MacchH Tejla 1 pas B 2 HeIeJn.

[00196] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
NpUMeHeHre YyKa3aHHOM BOOHOM (apMaleBTUUECKOM KOMIO3MIUM aHTHUTeJa K
PD-1 npoJsrosgmMat®a MOXeT BKJIOUATL BBeIeHMEe OaHHOM KOMIIOSMLMK B IO3e
aHTuTeJla kK PD-1 mpoJsirosmmata 3 MI'/KI MacChH TeJjla KaxOoe 3 HeIeJln.

[00197] B HeKOTOPHX BapMaHTax OCYNeCTBJIeHUMS U300peTeHUd
NpUMeHeHre YyKas3aHHOM BOOHOM (apMaleBTUUECKOM KOMIO3MIMMU aHTHUTeJla K
PD-1 npoJsrosgmMat®a MOXeT BKJIOUATL BBeIeHMEe OaHHOM KOMIIOSMLMK B IO3e
aHTuTeJyla Kk PD-1 mpoJsirosmMma®a 3 MI'/ KD MacChH Tejla 1 pas B 3 HeIoeJu.

[00198] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHMI U300peTeHud
NpUMeHeHre YyKa3aHHOM BOOHOM (apMaleBTUUSCKOM KOMIO3MIMMU aHTHUTeJla K
PD-1 r1poJsirosmMata MOXeT BKJOUATL BBeIeHMe  OaHHOM  KOMIIO3ULINNA
napeHTepalbHO.

[00199] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
yKasaHHOe napeHTepajbHoe BBeIOeHMEe  MOXeT IpenCcTaBIgTh coBon
BHYTPMBEHHOE, I[IOOKOXHOE WMJIM BHYTPUMEIIEUHOE BBEIeHUE.

[00200] B HEeKOTOPHX BapMaHTax OCymecCTBJIeHUd U300peTeHud

IpUMMeHeHre YKas3aHHOM BOOHOM (apMalleBTUUeCKOM KOMIIOSUIMM aHTUTeJla K
PD-1 rmpoJgroammata MOXeT BKJOUATL BBeIeHMe  HaHHOM  KOMIIOSMUIIMUM
BHYTPUBEHHO B BUIEe MHOYSUN.

[00201] B HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI BOIOHa4g
bapMalleBTHMUeCKasd KOMIOSMLMA aHTUTeJla K PD-1 nOpoJjrojauMmaba IO
HacToAmeMy M300peTeHMD MOXeT OHTL BBeldeHa BHYTPMBEHHO B BUIES UMHOY3UM
OJIUTEeJILHOCTRE 60 MMHYT, IOPU XOPOWeld I[IepPeHOCHMMOCTHM IJIMTeJILHOCTD
MHOY3MM MOXeT OHTL CcOKpameHa 0o 30 MMHYT.

[00202] B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHusd
3JI0KaUeCTBEeHHOe HOBOOOpa30BaHMe MIpelCTaBJgeT coBboi MeJjlaHOMYy, B TOM
uncJie HeollepafelbHY WIM MeTacTaTHMUeCcKyid MeJlaHOMY, PpaHHMe CcTaguu
MeJIaHOME oo u IocJe PamMKaJbHOTO JIeUeHN S ; pax JIeTKOTO,
HEMEeJIKOKJIETOUHEM pak Jjierkoro (HMPJI), B TOM UMcJIle HeollepadeJbHBI MINn
MeTaCTaTUUYECKUIM HeMeJIKOKJIETOUHEI pak JIeTKOTO.

[00203] B oIHOM BapMaHTe M300peTeHUd OpeljlaraeTcsa CHocod
JleUeHVsa 3JIOKAaUueCTBEHHHX HOBOOOpPAa30BaHMM Yy HyXIaKMerocd B D2TOM
cyBBeKkTa, BKIOUAKMNUN BBelleHME TepaleBTUUeCKM 300eKTUBHOTO KOJMUYECTRBA
BOINHOM GapMalleBTMUECKOW KOMIIOBWIIMM aHTuUuTejla kK PD-1, coIepxamein:

(a) mnpoaroauMa® B KOHUeHTpauuu oT 15 wMmr/min pno 40 mr/Min B
KauyecTBe aHTUTEJa;

(b) Tperasio3w ODUTUIOPAT B KOHUeHTpaluu oT 80 mMr/mi mo 110 mr/mit;

(c) HaTpM4g aleTaT TPUTUIPAT B KOoHIeHTpaluy oT 0.2 MT/Mi mo 2.5
MT/MII; U

(d) yrcycHyn kuciory mo pH 4.5-5.5.

[00204] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YKa3aHHHEY OPOJITOJIMMA® MOXeT HaxXOIMTLCA B KOHIeHTpauuy oT 15 Mmr/mi
no 25 mr/mMiI.

[00205] B HEeKOTOPHX BapMaHTax OCymMecCTBJIeHUd U300peTeHud
YKa3aHHE IPpOJITOJIMMa0 MOXeT HaxXOOMThLCA B KOHLeHTpauuu 20 MI/MiI.
[00206] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud

yKasaHHag Tperajlosh IUIMIPpaT MOXeT HaxXOIUTLCS B KOHIeHTpauuu oT 95
Mr/mMin mo 105 mr/mit.
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[00207] B HeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHasg Tperajloss OUIMIpaT MOXeT HaxXOOMThCAd B KoHUeHTpauuu 100
MT/MJI.

[00208] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
YKa3aHHEM HaATpUg aleTaT TPUIMIpaT MOXeT HAaXOOUTLCS B KOHLEHTpalUuM OT
1.6 Mmr/mMi1 mo 1.9 Mr/mi.

[00209] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUd U300peTeHud
YKa3aHHEM HaATpUg aleTaT TPUIMIpaT MOXeT HAaXOOUTLCS B KOHLEHTpalUuM OT
1.7 Mmr/mi1 mo 1.8 Mr/miI.

[00210] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YKa3aHHE HaTpUa alleTaT TPUTMIPpAT MOKET HaxXOOUTLCS B KOHIEHTPAaLMM
1.742 wmr/Mil.

[00211] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag YKCYCHad KMCJOTa MOXeT OHTL mofaBjeHa mo pH 5.0.
[00212] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

yKasaHHag YKCYCHad KUCJIOTa MOXeT HaxXOoIMThCHA B KOHIeHTpauum oT 0.04
oo 0.77 mr/M™MII.

[00213] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHag YKCYCHad KUCJIOTa MOXeT HaxXOoIMTLCA B KOHUeHTpaumr oT 0.40
MT/MII mo 0.50 mMr/mi.

[00214] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag VYKCYCHad KMCJIOTa MOXEeT HaxXOoOUTLCS B KOHIeHTpauuu 0.43
MT/MJI.

[00215] B oIHOM BapMaHTe U300peTeHUd IIpenjaraeTcs CIocod
JIeUeHMa 3JIOKAYECTBEHHHX HOBOOOpPA30BaHUNM Y HYXIAKMEIOCd B 2TOM
cy®peKTa, BKJOUAKIMI BBeOeHUE TEepalleBTHMUeCKM SPOeKTUMBHOTO KOJIUUECTBA
BOOHOM (apMalleBTUUYSCKOM KOMIIOZULMM aHTHTeJla K PD-1, coIepxamern:

(a) mpoiaroamMma® B KOHIEHTpauuM oT 5 Mr/mia mo 40 MI'/MJI B KauecTBe
AHTUTEJIA;

(b) Tperaso3w ODUTUIOPAT B KOHUeHTpaluu oT 70 mr/mi mo 110 mr/mit;

(¢) L-TMCTHMIOMH B KOHUeHTpaumu oT 0,2 mo 2,5 Mr/Mia; u

(d) L-TMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpaunyu orT 0,2 mo 3,5 Mr/mi.

[00216] B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHMS U300peTeHusd
VKa3aHHEM OpoJIToJIUMMatd MOXeT HaxXOOUTLCAI B KOHIEHTpaluMM oT 15 Mr/mi
mo 25 mr/MmII.

[00217] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKa3aHHEM OPOJITOJNMMAa® MOXeT HaxXOoOUTLCA B KOHIeHTpauuu 20 MT/MII.
[00218] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHKS U300peTeHusd

VKa3aHHEM Tperajlosh OUIMIPpaT MOXeT HaxXOoIUTLCS B KOHIeHTpauuu oT 95
Mr/M1 mo 105 Mr/Mil.

[00219] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKasaHHEM TperajiosH OUIMOPpAaT MOXeT HaxXOOUTLCI B KOHIeHTpaluu 100
MT/MJI.

[00220] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHKS U300peTeHusd
yKasaHHEM L-THUCTHMIMH MOXeT HaxXOOMTLCA B KOHUeHTpauum oT 0,7 mo 1,0
MT/MJI.

[00221] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YVKasaHHEM L-TUCTUMOMH MOXeT HaxXOIOUTLCAd B KoHLUeHTpauuwu 0, 92 MT/MII.
[00222] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

VKasaHHEM L-TUCTUOMHA IMIOPOXJIOPUI MOXET HaXOIMTLCH B KOHIUEHTPpAalWM OT
2,8 mo 3,3 mMr/mi.
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[00223] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
VKa3aHHEM L-THUCTHUIMHA TUIPOXJIOPUI MOXEeT HaxXOIMTLCA B KOHIIeHTpaluM
2.96 Mr/mi.

[00224] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
YKa3aHHasd KOMIIO3MIIMA MOXeT uMeTb pH oT 5.5 mo 6.5.

[00225] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag KOMIIO3MIMA MoXeT uMeTh pH 5.5.

[00226] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

openjiaraeTcsa CHnoco® JledeHMs  3JI0KAUeCTBEHHEIX HOBOOOpPa3OBaHUM Yy
HyXIamomeTrocd B STOM CyOBeKTa, BRKIKUAKIMMA BEeleHMe TepalleBTUUeCKU
50beKTUBHOTO KOJIMUECTBa BOIHOWM dapMalleBTUUECKOM KOMIIO3UIIMM aHTUTeJla
K PD-1, comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTpMa aleTaT TPUTUIPAT B KOoHIeHTpaluu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

[00227] B OIOHOM BapraHTe OCYMeCTBIJICHUI n300peTeHus
OpenjaraeTca chooco® JieueHMS  3JI0KaUeCTBEeHHHX HOBOOOpal30BaHUM vV
HyXJawnmeroca B 5SToM CcyObeKTa, BRJIOUAKINUY BBeleHMe TepaleBTUUeCKU
50PeKTUBHOTO KOJMUECTBAa BOIHOM QpapMalleBTUUECKOM KOMIIOBUIIMM aHTHUTeJla
K PD-1, comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTpM4a aleTaT TPUTUIPAT B KOHIeHTpauuu oT 1.7 MT/mi mo 1.8
MD/MII; U

(d) yrcycHyn kucioty mo pH 5.0.

[00228] B OIHOM BapuaHTe OCYIEeCTBJICHUI ns0bpeTeHud
OpenjaraeTca chooco® JieueHMS  3JI0KaUeCTBEeHHHX HOBOOOpal30BaHUM vV
HyXJawnmeroca B SToM CyObekTa, BRJIOUAKMMM BBeleHMe TepaleBTHUUeCKU
50PeKTUBHOTO KOJMUECTBAa BOIHOM QpapMalleBTUUECKOM KOMIIO3UMUMM aHTHUTeJla
K PD-1, comepxamen:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(c) HaTPM4a aleTaT TPUIMOIPAT B KOHIeHTpauuwu 1.742 Mr/mMi; u

(d) yrcycHyn kucioty mo pH 5.0.

[00229] B OIHOM BapMaHTe OCYIEeCTBJICHUI n3006peTeHnsd
openjaraeTca Cchooco® JieueHMsS  3JI0OKAaUeCTBEeHHHX HOBOOOpa30BaHUM Y
HyXJawnmeroca B SToM CyObekTa, BRJIOUAKMMM BBeleHMe TepaleBTHUUeCKU
50PeKTUBHOTO KOJMUECTBAa BOIHOM QpapMalleBTUUECKOM KOMIIOBUIIMM aHTHUTeJla
K PD-1, comepxamen:

( OpoJiToJMMad® B KOHUeHTpaumy 20 MI'/MJI B KauyecTBe aHTUTesa;
Tperajo3H IMTUApaT B KoHUeHTpaluu 100 mT/mMiI;

L-TUCTUOIUH B KOHUeHTpauuu oT 0.2 mo 2.5 Mr/Miu; u
L-TUCTUIMHA TUOPOXJIOPUI B KoHUeHTpauuu or 0.2 mo 3.5 mr/mMil. ;

(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.5.

[00230] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
OpenjaraeTca chooco® JieueHMS  3JI0KaUeCTBEeHHHX HOBOOOpal30BaHUM vV
HyXJawnmeroca B SToM CyObekTa, BRJIOUAKMMM BBeleHMe TepaleBTHUUeCKU
50PeKTUBHOTO KOJMUECTBAa BOIHOM QpapMalleBTUUECKOM KOMIIOBUIIMM aHTHUTeJla
K PD-1, comepxamen:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

000w

)
(b)
(c)
(d)
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(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u

(d) L-TuMcTUIMHA THAPOXJOPUI B KOHIeHTpauuu 2.96 Mr/Mmi.;

(e) Tme ykaszaHHad KoMmnozmuumsa mMeeT pH 5.5.

[00231] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
nopenjiaraeTcsa CHoco® JledeHMsA  3JIOKAUeCTBEHHEIX HOBOOOpasOBaHUM Yy
HyXIamomeTrocd B 5STOM CyOBeKTa, BKIKUAKINMIY BBReleHMe TepalleBTUUeCKU
50beKTUBHOTO KOJIMUECTBa BOIHOWM QapMalleBTUUECKOM KOMIIO3UILIMM aHTUTeJla
K PD-1, comepxamen:

I. Cocrae Ha 1 wMi:

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperaljloss OUTHUIOPAT 100 MmT

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00232] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTca Ccooco® JieueHMsS  3JI0OKAaUeCTBEeHHHX HOBoOOpal30BaHMM Y
HyXJawnmeroca B SToM Cy0ObeKTa, BRJIOUAKIMI BBeleHMe TepaleBTHUUeCKU
20PeKTUBHOTO KOJMUUECTBA BOIHOM (QapMaleBTUUEeCKOM KOMIIOBUIIMM aHTUTeJla
K PD-1, comepxamen:

IT. Cocrar Ha 1 mMi:

[Mpoaroaumad 20.0 M

Tperaljloss OUTHUIOPAT 100 MmT

L-rucTunouH 0.92 mMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma IOJjia MHBEKLUMN no 1 wur.

[00233] BomHad dapMalleBTHUecKasd KOMIIO3ZUIMA aHTHM-PD-1 aHTHUTela

npoJirojmMatda o HacTOoAmeMy M300peTeHMn NOMNOJHUTEJILHO MOXEeT COOepXaThb
MONXOOAMUN COJIOOUIINBATOP .

[00234] B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHMS U300peTeHusd
VKa3aHHEM COJIOMIM3aTOP MOXeT IpeNcTaBJIATE CcoOO0M HoJIoKkcaMmep 188.
[00235] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUS U300peTeHud

VKasaHHBEM I[OoJIOKCcaMep 188 MoXeT HaAXOOUTLCS B KOJIMUECTBEe, KOTOpoe
Gospme O MT'/MJI, HO PaBHO WJIM MeHbme 1 MT/MII.

[00236] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUd U300peTeHud
VKasaHHBEM IOoJIOKCcaMep 188 MoXxeT HaxoOUThLCa B kKoauuecTBe 0 MmMr/mii, 0.1
mr/mi, 0.2 mr/mia, 0.3 Mmr/mia, 0.4 mrp/mi, 0.5 mr/mi, 0.6 mr/mia, 0.7
mr/mi, 0.8 mr/mia, 0.9 mr/mia, 1.0 Mr/mMil.

[00237] B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHusd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpAa3OBaHUM Yy HYyXIaoIeIToCSd B STOM
cyfmeKTa MOXeT  BKJYATL BBeIOeHMe  TepaleBTUUecKM 20DeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mpoarojarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaummat®a 1 MI'/KT' MaccCH
TeJsla.

[00238] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa30BaHUM y HyXIaKmMeToCS B 3TOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BONOHOM (QapMalleBTUUYECKOM KOMIIO3UIMM aHTHTeJa K
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PD-1 mpoarosarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaumMat®a 3 MI'/KT' MaccCH
TeJa.

[00239] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUS U300peTeHud
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT  BKJYATL BBeIOeHMe  TepaleBTUUecKM 20DeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mnpoJjrojuMaba Kaxhble 2 HeIeJlM.

[00240] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJOYATL BBeIeHMe  TepaleBTUUYecKr 20OeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mnpoJjrosuMata 1 pas B 2 Helelu.

[00241] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BONOHOM (QapMalleBTUUYECKOM KOMIIO3ZUIIMM aHTHTeJla K
PD-1 mnpoJjrojguMaba Kaxhble 3 HeIeJlM.

[00242] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa30BaHUM y HyXIaKmMeToCS B 3TOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJa K
PD-1 mnpoJjrosguMata 1 pas B 3 HeleJu.

[00243] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJUYATL BBeIOeHMe  TepaleBTUUYecKr 20OeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BONOHOM (QapMalleBTUUYECKOM KOMIIO3ZUIIMM aHTHTeJla K
PD-1 mpoarojarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaummat®a 1 MI'/KT' MaccCH
TeJla Kaxgee 2 HeIOeJu.

[00244] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUYecKr 20OeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mpoarojarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaummat®a 1 MI'/KT' MaccCH
TeJla 1 pas B 2 HeOeJu.

[00245] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT  BKJYATL BBeIOeHMe  TepaleBTUUecKM 20DeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mpoarosarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaumMat®a 3 MI'/KT' MaccCH
TeJla Kaxoee 3 HeOeJu.

[00246] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa30BaHUM Yy HYyXIaoIeIToCSd B 3TOM
cyfmeKTa MOXeT BKJOYATL BBeIOeHMe  TepaleBTUUecKM 20DeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mpoarosarMma®a B IOo3e aHTUTeJa k PD-1 npojaroiaumMat®a 3 MI'/KT' MaccCH
TeJla 1 pas B 3 Henem.

[00247] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT  BKJYATL BBeIOeHMe  TepaleBTUUecKM 20DeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BOOHOM (QapMalleBTUUYECKOM KOMIIOSMIMM aHTHUTeJla K
PD-1 mpoaronmMata HapeHTepallIbHO.
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[00248] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHoOe apeHTepabHOe BBeleHUe MOXeT IpencTaBJIATh cobon
BHYTPUBEHHOE, IMNOIKOXKHOE MJIM BHYTPHUMHIISUHOE BBeIeHME.

[00249] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

Crloco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpAa3OBaHUM Yy HYyXIaoIeIToCSd B STOM
cyfmeKTa MOXeT BKJOYATL BBeIOeHMe  TepaleBTUUecCKMrM 20OeKTHMBHOTO
KOJIMUeCTBa YKa3aHHOM BONOHOM (QapMalleBTUUYECKOM KOMIIOZUIUM aHTHTeJa K
PD-1 mnpoJsirosrMa®a BHYTPMBEHHO B BUIE MHOYSUM.

[00250] B HEKOTOPHX BapMUaHTax OCYIEeCTBJICHUI BOOHAa
bapMalleBTHMUeCKasd KOMIOSMLMA aHTUTeJla K PD-1 nOpoJjrojauMmaba IO
HaCTOoAmEMy M300pPeTeHMID MOXET OHThL BBeIeHa BHYTPMBEHHO B BUIE MHOY3UU
OJIUTEeJILHOCTRE 60 MMHYT, IOPU XOPOoWeld [IepeHOCHMOCTM IJIMTeJILHOCTD
MHOY3UM MOXeT OHTL CoKpameHa 0o 30 MMHYT.

[00251] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
3JI0KaUeCTBEeHHOe HOBOOOpa30BaHMe MpelCTaBJjgeT coboi MeJlaHOMYy, B TOM
uncJie HeollepafelbHY WIM MeTacTaTHMUeCcKyid MeJlaHOMY, PpaHHMe CcTaguu
MeJIaHOME oo u IocJe PamMKaJbHOTO JIeUeHN S ; pak JIeTKOTO,
HeMeJIKOKJIETOUHEM pak Jerkoro (HMPJI), B TOM uMcJle Heolepa®eJIbHBIT MU
MeTaCTaTUUYECKUIM HeMeJIKOKJIETOUHEI pak JIeTKOTO.

[00252] B oImHOM BapuaHTe M300peTeHMs MOpenjaraeTcsa CIocod
JleueHMsS 3JI0KaueCTBEHHHX HOBoOOpasOoBaHUM Yy HYXKIAIeIocd B STOM
cy®BbeKTa, BKIOUALIMY BBeOeHMEe TepaleBTUUYECKM 3QPeKTUMBHOTO KOJUUECTBA
npoJirojiuMada.

[00253] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
CIIoco® JIeUeHMS 3JI0OKaUueCTBEHHHX HOBOOOpA3OBaHUM Y HYXIAKIEeTOCS B BTOM
cy®BbeKTa MOXeT BKJIOUATL BBeleHMe  TepalleBTHUUecku 5OOeKTUBHOTO
KOJIMUeCcTBa OpoJiroauMadta B mose 1 MI/KT.

[00254] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
CIIoco® JIeUeHMS 3JI0OKaUueCTBEHHHX HOBOOOpA3OBaHUM Y HYXIAKIEeTOCS B BTOM
cy®BbeKTa MOXeT BKJIOYATL BBeIeHMe  TepaleBTHuUYeckKu 2OOeKTUBHOTO
KOJIMUeCcTBa MOpoJiroluMadta B mo3e 3 MI/KT.

[00255] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
CIIoco® JIeUeHMS 3JI0OKaUeCTBEHHHX HOBOOOpA3OBaHUM Y HYXIAKIEeTOCS B BTOM
cy®BbeKTa MOXeT BKJIOUATL BBeOeHMe  TepaleBTHUecKu s5OOeKTUBHOTO
KOJIMUeCTBa NOpoJirojimMada KaxkIbe 2 HedeJlu.

[00256] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUd U300peTeHud
CIIoco® JIeUeHMS 3JI0KaUueCTBEHHHX HOBOOOpPA3OBaHUM Y HyXIaKIeT'OCS B DTOM
cy®BbeKTa MOXeT BKJIOYATL BBeIeHMe  TepaleBTHuUYeckKu 2OOeKTUBHOTO
KoJIMUecTBa NOpoJirojuMata 1 pas B 2 HeIeJn.

[00257] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
CIIoco® JIeUeHMS 3JI0OKaUueCTBEHHHX HOBOOOpA3OBaHUM Y HYXIAKIEeTOCS B BTOM
cy®BbeKTa MOXeT BKJIOUATL BBeIeHMe  TepaleBTHUUecKu 5OOeKTUBHOTO
KOJIMUeCcTBa NOpoJirojimMad®a KaxkIee 3 Hemellu.

[00258] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
CIIoco® JIeUeHMS 3JI0OKaUueCTBEHHHX HOBOOOPASOBAHUM Y HYXIAKIEeTOCS B BSTOM
cy®BbeKTa MOXeT BKJIOYATL BBeIeHMe  TepaleBTHuUYeckKu 2OOeKTUBHOTO
KoJIMuecTBa OpoJirojuMata 1 pas B 3 HeIesn.

[00259] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
CIIoco® JIeUeHMS 3JI0OKaUueCTBEHHHX HOBOOOpA3OBaHUM Y HYXIAKIEeTOCS B BTOM
cy®BbeKTa MOXeT BKJIOYATL BBeIeHMe  TepaleBTHuUYeckKu 2OOeKTUBHOTO
KOoJIMUeCcTBa MIOpoJirojmMada B Hose 1 MI/KD Kaxioe 2 HeIeJu.
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[00260] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJUYATL BBeIOeHMe  TepaleBTUUYecKr 20(eKTHMBHOTO
KoJIMUeCcTBa IOpoJirolmuMadta B mose 1 MI/KrD 1 pas B 2 HeOeJu.

[00261] B HeKOTOPHX BapMaHTax OCYNeCTBJIeHUMS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUecKr 200eKTHMBHOTO
KOJIMUeCcTBa MIOpoJiroauMata B Ho3e 3 MI/KID KaxOooe 3 HeIeJu.

[00262] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KoJIMUeCcTBa IOpoJirojlmuMadta B mose 3 MI/KrD 1 pas B 3 HeOeJu.

[00263] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIeHUS U300peTeHud
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCSd B 3TOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KOJIMUeCTBa IpoJiTojMMada HapeHTepallbHO.

[00264] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHoOe apeHTepabHOe BBeleHUe MOXeT IpencTaBJIATh cobon
BHYTPMBEHHOE, I[IOOKOXHOE WMJIM BHYTPUMHIIEUHOE BBeICHME.

[00265] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud

Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cy®BbeKTa MOXeT BKJIOYATL BBeIeHMe  TepaleBTHuUYeckKu 2OOeKTUBHOTO
KOJIMUeCcTBa NpoJirojuMata BHYTPMBEHHO B BUIE MHOY3UM.

[00266] B HEKOTOPHX BapMaHTax OCYIEeCTBJICHUI MNPOJITOJMMad MOXeT
OLTL BBeIOeH BHYTPMBEHHO B BUIE MHOY3UM OIMTEJLHOCTBD 60 MUHYT, IpKU
XOpOole IepeHOCHUMMOCT IJIMTEJILHOCTL MHQY3MM MOXeT OHTL COKpalleHa O
30 MuHYT.

[00267] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
3JI0KaUeCTBEeHHOe HOBOOOpa30BaHMe MIpelCTaBJgeT coBboi MeJjlaHOMYy, B TOM
uncJie HeollepabelbHY WIM MeTacTaTHMUeCKy MeJlaHOMY, paHHMe CcTaguu
MeJIaHOME oo u IocJe PamMKaJbHOTO JIeUeHN S ; pak JIeTKOTO,
HEeMEeJIKOKJIETOUHEIM pak Jerkoro (HMPJI), B ToM uMcjle Heollepa®eJIbHBEI MU
MeTacTaTUUYeCHI HeMeJIKOKJIETOUHHIN pak JIeTKOIO.

[00268] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjlaraeTcd BoOoHad ¢apMalleBTHMUecKasd KOMIIOSULMSA, NOoOXonodmas mOJjid
BBeOeHUI CYOLEKTYy A MHIMOMPOBAHUSA aKTHMBHOCTU Oejika PD-1, HOpM 5TOM
bapMalleBTUUECKAd KOMIIOSULMA COOEPXUT Ha KaxOull 1 MI papMalleBTHUUECKON
KOMIIOSULIVN §

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperajyiose ouUrMIpaT 100 Mo

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00269] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHns

npenjlaraeTcd BoOIHasd GapMalleBTHMYeCcKas KOMIIO3UMIMA, IIOoOXOoOAmas OJIsg
BBeOeHUA CYOBeKTY IJIA MHIUMOMPOBAHMA aKTUMBHOCTM Oenka PD-1, npmu sTOoM
bapMalleBTUMUEeCKAS KOMIIOBMIMA CONEPXKMT Ha KaxOell 1 M1 dapMalleBTUUECKOM
KOMIIO 3ULIUHN :

[Mpoaroaumad 20.0 MT
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Tperajyiose ouUrMIpaT 100 mMr

L-rucTunouH 0.92 wMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MU

Boma IOJjia MHBEKLUMN no 1 w.

[00270] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd

yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJiA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBeleHa B HO3e aHTUTeJla K PD-1 mpojaroguMmada 1 MT/KT MaccH TeJja.

[00271] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJiA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAaHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBeleHa B OO3e aHTUTeJla K PD-1 mpojaroguMmada 3 MT/KT MaccCH TeJja.

[00272] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJiA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAaHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBeIOeHa Kaxibe 2 HeOelu.

[00273] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckas  KOMIIOSMLMUA, nogxondmas — OJiA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAaHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa 1 pa3 B 2 Hellelu.

[00274] B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxonAmas — OJig
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa 1 pa3 B 3 Hellelu.

[00275] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckas  KOMIIOSMLMUA, nogxondmas — OJiA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAaHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa B IO3e aHTUTeJla K PD-1 mnpojroguMmata 1 MI'/KI MacCH Teja KaXIbe
2 HemeJu.

[00276] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa B JO3e aHTuUTeJla kK PD-1 mpojsrojgumMma®a 1 MT/KT MacchH Teja 1 pas
B 2 HelelN.

[00277] B HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMS U300peTeHus
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa B IO3e aHTUTeJla K PD-1 mpojroguMmata 3 MI'/KI MacCH Teja KaXIbe
3 HepmeJu.

[00278] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
yKasaHHag BoIHad (dapMalleBTuMueckasd  KOMIIOSZMLUA, nogxondmas — OJIA
BBeleHMUA CyOLeKTY IJIS MHIMOMPOBAHUSA aKTUBHOCTHM Oejika PD-1 MoXeT OHTL
BBelleHa B JO3e aHTuUTeJla kK PD-1 mpoJsrojgumMma®a 3 MT/KT MacchH Teja 1 pas
B 3 Helelu.

[00279] B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS U300peTeHUd
Crioco® JIeUeHMd 3JI0KaueCTBeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cyfmeKTa MOXeT BKJOUYATL BBeIeHMe  TepaleBTUUYecKr 20OeKTHMBHOTO
KOJIMUeCTBa IpoJiTojMMada HapeHTepallbHO.

[00280] B HEeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS U300peTeHud
yKasaHHoOe apeHTepabHOe BBeleHUe MOXeT IpencTaBJIATh cobon
BHYTPUBEHHOE, MNOIKOXKHOE MJIM BHYTPMMEIISUHOES BBeIOeHUE.
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[00281] B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS U300peTeHusd
Crioco® JIeUeHMd 3JI0KaueCTBEeHHHX HOBOOOpa3OBaHUM Yy HYyXIaoIeIToCS B STOM
cy®meKTa MOXeT BKJOUYATL BBeIOeHMe  TepaleBTUUeCKM 200eKTHMBHOTO
KOJIMUeCTBa MINpoJiroluMad®a BHYTPMBEHHO B BUIE MHQY3UM.

[00282] B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS IPOJIToJMMad MOXeT
OHTE BBeIeH BHYTPUBEHHO B BUIEe MHOYSIUM IJIUTEJLHOCTRI 60 MMHYT, IpKU
XOopouelr MepeHOCUMOCTU IJIMTEJBHOCTE MHOY3MM MOXEeT OHTh CoKpalleHa IO
30 MuHYT.

[00283] B HEeKOTOPHX BapMaHTax OCYmMeCTBJIEHUI U300peTeHud
3JI0KaUeCTBEeHHOe HOBOOOpaszoBaHMe MNpeICTaBJjgeT coBboi MeJlaHOMy, B TOM
uncJie HeollepafelbHY WIM MeTacTaTHMUeCcKyid MeJlaHOMY, PpaHHMe CcTaguu
MeJIaHOME oo u IocJe PamMKaJbHOTO JIeUeHN S ; pak JIeTKOTO,
HEMEeJIKOKJIETOUHEM pak Jjierkoro (HMPJI), B TOM UMcJIle HeollepadeJbHBI MINn
MeTaCTaTUUYeCUl HeMeJIKOKJIETOUHHI pak JIeTKOTO.

IIPMMEPHHE BAPVMAHTH OCYHNIECTBIJIEHWA:

[00284] HacTodmee u300peTeHMe OTHOCHUTCS K IIOOXOIOANUM BOIHEM
bapMalleBTUUECKMM KOMIIOSULMAM aHTuUTejla K PD-1 npoJsrojgmMmata, B oOgHoM
BapuaHTe OCYIIEeCTRBJIEHNSA n3006peTeHnsd BOIHa4d bapmMaLeBTUUECKAS
KOMIIOZUILIMA MHOPpoJIToJMMadta MOXeT colepkaTh Oybep Ha OCHOBe alleTaTa u
Tperajosy. [ToJloxkCcamep 188 MOXeT OBITH nobaBJieH B KaueCcTEBe
coodbuUIM3aTopa. B eme OIOHOM BapMaHTe OCYIeCTBJIEHMA U300peTeHrs
BOoOHad OdapMalleBTHUUeCcKasd KOMIO3MLMS IIpoJiToJMMada MoOXeT COoOepXaTh
fybep Ha OCHOBe THMCTUIAMHa M Tperajio3y. IlloJjokcaMep 188 MoxeT OHTH
mofaBJIeH B KaueCTBe COJOOMIM3aTopa.

[00285] Bybdep Ha OCHOBe IMCTHMIOMHA MOXeT OHTL oOpasoBaH 3a
cueT KOMOMHMPOBAHUS L-TUCTHUIOMHA C IUCTUIOMHE TUIPOXJIOPUIOM WJIM,
OOMIOJIHUTEJIEHO, C COJISHOM KUCJOTOM WIM IPYTUMM KHUCJoTaMu. CledyeT
[IOHMMATL, UYTO XOTA B KadyecTBe CcOoJM Jid Oydepa Ha OCHOBe THCTHUOMHA
MOXHO MCIOJIL30BAThE THUCTUIMHA TUIPOXJIOPHMI, OJa Ovdepa Ha OCHOBe
THUCTUIMHA MOXHO MCIIOJIBE30BaTh JIOOYHD OPYyITYyI COJIE Ha OCHOBE TMCTUOMHAE,
He OTCTylad IOPU 2TOM OT MIOEM HacTOodmeIo M300peTeHUd.

[00286] Bybdep Ha OCHOBe alleTaTa MOXeT OHTL o0pa30oBaH 3a cuerT
KOMOMHMPOBAHMS YKCYCHOM KMCJIOTH C HaTpMd aleTaT TpuIugpaToM. ClenyerT
IOHMMATL, UTO XOTA B KauecCcTBe CcoJiM IJjd Oybepa Ha OCHOBe alleTaTa MOXHO
MCIIOJIE30BAaTEL HaTpMd alleTaT TpUIMIpaT, OJd Oybepa Ha OCHOBe alleTaTa
MOXHO MCIOJIL30BATE JOOVID IPYIVIR alleTaTHYn CoJb, HalpuMep, alleTarT
KaJiMgd, He OTCTyIladg IpU 2TOM OT MIOEeM HacTOodmero M300peTeHMS.

[00287] KpomMe TOTO, KOMIIO3MIUMS I[I0 HACTOSMEMY MU300pPeTeHNIO
MOXET IOINOJHUTEJILHO BKJIOYATL OOMH MJIM HECKOJLKO IOPYIMX IIOOXOISIMX
SKCUUIMEHTOB, KOTOPHE XOPOIO M3BECTHH ClIellMajMcTaM B HaHHOM oBJacTH.

[00288] B HEKOTOPHX BapMUaHTax OCYIEeCTBJICHUI KMUOKA A
bapMalleBTHMUeCKasd KOMIOSULIMA MCIOJHEeHa Tak, UTO OHa cTabujibHa OIpHu
XPaHeHMM B TOM CMHCJIE, UTO He IM[IPOUCXOOUT KaKMX—JUOO »aJlbHeNImMxX
IpolleccoB arperaluu ©Oejika WJIM eT0 MOOMOMKALUM I[IO0 CpaBHEeHU C
IokasaTesieM CTa®UJIBEHOCTM B HYJIEBOM BPEMEHHOM TOUKe.

[00289] B oIHOM BapMaHTe OCYIeCTBJIEHMS aBTOPH U300peTeHMrS
HEOXMIOAHHO IIOJIYUMIIM BHCOKOKOHLEHTPUPOBAHHEE BOOHEE OdapMalleBTHUUeCKUe
KOMIIOBULMM aHTHTeJa K PD-1 mnpojaroammada, TOe OPOJIToJauMMad MOXeT
HaxOOMTHLCA B KOHIeHTpauru oT 90 wmr/mia pmo 150 Mr/mia. B HeKOTOPHX
BapMaHTaxX OCYmMEeCTBJIEHMS HaCTOoAmeTo UM300peTeHrS yKasaHHHEM IpoJIToJiMMa
MOXeT HaxOIMTLCS B KOHLUeHTpauum 90 mr/mi, 95 mr/mi, 100 mr/mia, 105
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mr/mi, 110 mro/miz, 115 mr/mia, 120 mr/mi, 125 mr/mia, 130 mr/mi, 135
mr/m1, 140 mr/mi, 145 mr/mia, 150 Mr/mil.

[00290] Takue BEICOKOKOHIIEHTPVPOBaHHEE BOIHEE
bapMalleBTHUUECKMEe  KOMIOSMLMM aHTuTeJla K PD-1 nOpoJjrojauMmaba IO
HacTodmeMy  M300peTeHMIoD  IIoKasalM KOJJIOMIHYI0  CTabMJIbHOCTL  IIPU
MHTEeHCHBHOM IepeMemmBanuu (800 o06./MrH) B TeueHMe 120 UaCOB UM BLHICOKY
TEepMUUECKYD CTabMJIBHOCTL OpM HaTpeBaHmu npu 50°C m 37°C, a Takxke
IpueMJIeMylo IOJIS IapeHTepaJlbHOTO BBeleHMA BA3KOCTEL MeHee 50 cP.

[00291] YxasaHHbe BLIIE KOMIIO 3ULINM IOOXOOAT o1
IapeHTepallbHOTO BBeIOeHMS, TaKoTo KaK BHYTPMBEHHOe, I[IOIKOXHOE,
MHTpalepMallbHOe, BHYTpUapTepHralbHOe, MHTpaTeKaJLHoOe,
BHYTPUOPOIIMHHOE, BHYTPUCYCTABHOE M/UJIM BHYTPMMHIIEUHOE BBeIeHUE.

[00292] [IpenocTaBigeMue ¢dapMaleBTHUUeCKMEe  KOMIO3ULIUU  MOXHO
BRBOIUTL HYXKIAKIMEMyCd B JIEUEeHMM MHIOMBMIOYYMY IIOCPEOICTBOM CHCTEMHOM
VMHBEKLMM, HalpuMep, INOCPelICTBOM BHYTPUBEHHOM MM IIOOKOXHOM, MUJIM
BHYTPUMBIIEUHOY MHBEKIUM,; WM IOCPEeICTBOM MHLEKIUM MJIM HaHeCeHMS Ha
COOTBETCTBYOIIMI YyUaCTOK, HaIpuMep, INOCPeICTBOM IIPAMOM MHLEKUIUM WX
OpaMoTo  HaHeCeHMd  Ha  yuacTokK, KoTga YydYacToK  HOOCTYIIeH  IIpu
XUPYPIUUECKOM BMeNlaTeJIbCTBEe; MM IOCPeNCTBOM MECTHOTO IPUMEHEeHMS.

[00293] YkasaHHBEe BLIIE KOMIOS3UIMM MOXHO BBOOMTL HYXKIAKIEMYyCS
B JIeUEeHUM MHOMBUIYYMY BHYTPMBEHHO B BUIe MHPYSUM.

[00294] B HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI BOIOHa4g
bapMalleBTHMUeCKasd KOMIOSMLMA aHTUTeJla K PD-1 nOpoJjrojauMmaba IO
HacToAmeMy M300peTeHMID MOXeT OHTL BBeldeHa BHYTPMBEHHO B BUIE MHOY3MM
OJIUTEJILHOCTRE 60 MMHYT, OPM XOpollell I[IePeHOCUMMOCTHM OJMTeJILHOCTD
MHOY3MM MOXeT OHTL CcOKpameHa 0o 30 MMHYT.

[00295] BomHad ¢apMaleBTHUUeCKasd KOMIIOSMLIMSA aHTuTejla kK PD-1
OpoJiToJrMMada IO HacTodmeMy M300peTeHU0 MOXeT OHTh MCIOJbL30BaHa IIOCJe
pasBemeHMd. [JI9 2TOTO HeoOXOIMMOE KOJMUSCTBO KOMIIO3UMUIUM U3 (JaKoHa
IIepPeHOCAT B 8MKOCTL IJIS MHOY3MI, coIepXamyl cTepulbHEl 0, 9% pacTBOp
HaTpud XJopUIa WIM CTEePUJLHEIT 5% pacTBOP IOeKCTPpOo3H. KOoHLeHTpalud
YVKa3aHHOM KOMIIOZUIMM B IIPMUTOTOBJIEHHOM pPacTBOpPEe MOXeT COCTaBJIATE OT
0,5 mo 10 wmr/mMiI. I[IPUTOTOBJIEHHHY pPacTBOpP I[epeMemlMrBaklnT IYyTeEM
OCTOPOXHOTO IIepeBopauMBaHMAg eMKOCTM IJId MHOY3UM BO M3bexaHue
IeHooBOpasoBaHMA.

CriocoOrl JIeUeHUSI U IIPVMIMEHEHIVIE BOIOHOM KOMIIO3UILIUN

[00296] B IpyIroM BapMaHTe OCYIMeCTBJIEHUS HacTodmee M300peTeHUe
OTHOCUTCA K CIOCOBY JleUeHMSa MISKOIMTAKIEro, BKJINYAKIEMY BBeIeHMEe
MIIEKONIUTaKleMy TepaleBTUYeCKA S3PPEKTUBHOTO KOJMUEeCTRa

bapMalleBTUUECKHMX KOMIOSULIUNM, IT'Oe KOHLeHTpalusd aHTuTejla Kk PD-1
opoJiToJMMata cocTarjadeT oT 15 wMmr/mia mo 40 MT/MiI, [0 HaCToAleMy
U300peTeHun, T'Oe y MIeKONUTaKnmeIo MOXeT OPUCYTCTBOBATE 3adojieBaHue
WM HapylleHre, KOTOpHE MOXHO 5(PeKTMBHO JIeUUTL aHTHUTeJoM K PD-1
IPOJNITOJIMMAaBOM IO HaCTOAmeMYy M300peTeHMD.

[00297] B mpyroM BapMaHTe OCYMEeCTBJIEHUS HACTOoAmee M300peTeHMre
OTHOCUTCA K CIOCOOY JleUueHMd MISKOoIMTalmeI'o, BKJNUAalIeMy BBeIcHMe
MJIEKOIIMUTAKRIIEMy TepaleBTUYECKA 5bbeKTUBHOTO KOJIMYeCTBa

bapMalleBTUUECKMX KOMIOSULIUNM, IT'He KOHLeHTpalusd aHTuTeJa Kk PD-1
npoJirosmMada cocTabjdeT 20 MI'/MIJI, IO HaCTOAmMeMY M300peTeHUb, T'Oe VY
MJIEKONIMUTAKIETO MOXeT NIPMCYTCTBOBaAThL 3abojieBaHMe WIM HapylleHue,
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KOTOPHE MOXHO 20OeKTUBHO JIEUMTL AaHTHUTeJIoM K PD-1 npoJiromMadoM I10
HacToAmeMy M300peTeHUo.

[00298] B NIpenIouTHUTeJILEHOM BapuaHTe OCYIeCTBJICHNI
MJIEKONUTaKIee IpedcTaBJIgeT coOoM ueJjioBeKa.
[00299] B IpyIroM BapMaHTe OCYIMeCTBJIEHUS HacTodmee M300peTeHUe

OTHOCHTCS K CIOco®y JiedeHMd HyXIaomerocd B 2 STOM CcyObekTa,
BKJIOUAKIIEMY BBeleHUe CYOLeKTy TepaleBTUUYeCKM 50OeKTHMBHOI'O KOJMUEeCTBa
bapMalleBTUUECKMX KOMIIOSMLMI, TOe KOHIeHTpaluMsa aHTuTeja K PD-1
opoJiToJMMata cocTarjadeT oT 15 wMmr/mia mo 40 MT/MiI, [0 HaCToAleMy
U300peTeHnn, TIOe y CcyObheKTa MOXeT IIPMUCYTCTBOBAThL 3aboJjleBaHMe WU
HapyleHre, KOTOPHE MOXHO 5SOOeKTUMBHO JIEUUTL aHTUMTeJ oM Kk  PD-1
poJIToMMatoM II0 HacTodleMy M300peTeHUo.

[00300] B IpyIroM BapMaHTe OCYIMeCTBJIEHUS HacTodmee M300peTeHUe
OTHOCMUTCS K CIOCOo®Yy JledeHMd HyXIaomeroca B 2 STOM  CyObLeKTa,
BKJIOUAKIIEMY BBeleHUe CYOLeKTy TepaleBTUUYeCKM 50OeKTHMBHOI'O KOJMUEeCTBa
bapMalleBTUUECKMX KOMIIOSMLMI, TOe KOHIEeHTpauMsa aHTureja K PD-1
npoJirojmMatda cocTaBideT 20 MI'/MiI, I[IO HaCTOAmeMy M300peTeHMbD, TIe Y
cy®BBeKTa MOXeT IMIPUCYTCTBOBATL 3abojieBaHMe WM HapylleHue, KOTOPHE
MOXHO 30OEKTMBHO JIEUUTL aHTHUTEJIOM K PD-1 NpoJsirojiMMadoM II0 HaCTO SleMy
M300peTeHUD.

[00301] B MpeIloUuTUTEJILHOM BapMaHTe OCYIMeCcTBJIeHMS CyOBLeKT
npeIncraBigeT cofol ueJjloBeKa.
[00302] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe

OTHOCUTCS K  CIOCOOY JieUeHMS  MeJIaHOMEL, BKJIOUAKIIEMY  BBeIeHMe
HYKIAKIEMyCcsS B STOM CYOLEKTY TepaleBTHUUeCcKM 3QPeKTHMBHOTO KOJMUECTBA
OOHOM M3 NPUBEIEHHEX KOMIOSMIMI, T'IOe KOHLeHTpaluud aHTuTeja K PD-1
npoJiroJmMata cocTaBjageT oT 15 wMmMr/ma mo 40 Mr/mi, IO ITaHHOMY
M300peTeHUD.

[00303] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCS K  CIOCOOY JieUeHMS  MeJIaHOMEL, BKJIOUAKIIEMY  BBeIeHMe
HYKIAKIEMyCcsS B STOM CYOLEKTY TepaleBTHUUeCKM 3QPeKTHMBHOTO KOJMUECTBAa
OOHOM M3 OPUBEIEHHHX KOMIOSMLMI, T'Ie KOHLEHTpalud aHTuTeja Kk PD-1
npoJirojmMatda cocTaBjgeT 20 MI/MII, IO HaHHOMY M300peTeHMD.

[00304] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSH K CIOCOOY JleueHMS Heolepa®eJIbHOM MeJIaHOME, BKJIOUAKIEMY
BBeIEHMEe HyXIalleMyCcd B STOM CYOLEeKTY TepaleBTUUYeCKM 3(PeKTUBHOTO
KOJIMYecTBa OOHOM U3 IPUMBEIEHHEX KOMIIO3MLMI  aHTUTejla K  PD-1
npoJirojanMada, Toe KOHIEeHTpalMsd aHTuUTeJa K PD-1 mpoJsirojgmuMmatda
cocTaBjdeT oT 15 Mr/mMia mo 40 MI/MJI, TIO TaHHOMY M300peTeHMD.

[00305] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSH K CIOCOOY JleueHMS Heolepa®eJIbHOM MeJIaHOME, BKJIOUAKIEMY
BBeIOEHMEe HyXIalleMyCcd B STOM CYOLEKTY TepaleBTUUYeCKr 30OeKTUBHOTO
KOJIMYecTBa OOHOM U3 IPUMBEIEHHEX KOMIIO3MLMI  aHTUTejla K  PD-1
npoJirojanMada, Toe KOHIEeHTpalMsd aHTuUTeJa K PD-1 mpoJsirojgmuMmatda
cocTaBjydgeT 20 MT/MJI, IO ODaHHOMY M300peTeHUD.

[00306] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSH K CIOCO0Y JeUeHMI MeTacTaTUUeCKOM MeJIaHOMEl, BKJIOUAKIEMY
BBeIEHMEe HyXIalleMyCcd B STOM CYOLEeKTY TepaleBTUUYeCcKr 3(PeKTUBHOTO
KOJIMYecTBa OOHOM U3 IIPUMBEIEHHEX KOMIIO3MLMI  aHTUTejla K  PD-1
npoJirojanMada, Toe KOHIEeHTpalMsd aHTuUTeJa K PD-1 mpoJsirojgmuMmatda
cocTaBjydeT oT 15 Mr/mMia mo 40 MT/MJI, O JaHHOMY M300peTeHM’D.
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[00307] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSA K CHOCOOy JeueHMI MeTaCTaTUUeCKOM MeJIaHOMH, BKJIOUAIEMY
BBeleHMe HYXKIalIeMycd B 5TOM CyOLEeKTY TepaleBTHUUeCKU 3QPeKTHMBHOTO
KOJIMUeCTBa OOHOM M3 MNPUBEIEHHHX KOMIO3MUUNM aHTHTeJa k PD-1
opoJroauMata, TIe KOHIEeHTpalursa aHTuTejla K PD-1 npoJarojauMmatda
cocTaBjydgeT 20 MT/MJI, IO ODaHHOMY M300peTeHUD.

[00308] B oOHOM M3 BapMaHTOB OCYIIECTBJIEHMS U300peTeHUe
OTHOCUTCA K CHOCoOyYy JeueHMd pPaHHMX CcTagui MeJIaHOMH 0O U IIocJe
pamMKaJLHOTO JedeHMd, BKJIKUYAKIeMy BBeIeHMe HYyXIalleMycd B 2TOM
CyOBeKTY TepaleBTUUeCKM 5OPeKTMBHOTO KOJIMUeCTBa OOHOM U3 IPUBEOeHHHX
KOMIIOBUILMI aHTHTeJa K PD-1 mOpojroirMata, T'Ie KOHIEeHTpalMsa aHTUTesa
K PD-1 mpoJaroamumad®a cocTabjggeT oT 15 Mr/mia mo 40 Mr/mi, OO HaHHOMY
M300peTeHUD.

[00309] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCHA K CHOCODY JeueHMd PaHHMX CTaiuili MeJIaHOMH 0O UM IIocJje
pamuMKaJbLHOTO JeueHMd, BRJOYaAKIeMy BBeIeHMe HYXKIaIeMycd B STOM
CYyOLeKTY TepaleBTHUUeCKM SQPeKTUBHOTO KOJIMUEeCTBAa OOHOM M3 NPUBEOeHHHX
KOMIIOBUILMI aHTHTeJa K PD-1 mnpojroirMata, T'Ie KOHIEeHTpalusg aHTHUTesa
K PD-1 mpoJsronmmata cocTabBjgeT 20 MI/MJI, IO OaHHOMY M300peTeHMD.

[00310] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCA K CIocofy JeueHMd paka JeTKoTo, BKJIOUYaKIEeMy BBeIeHMUe
HYXDaKoIeMyCS B STOM CYOLEKTY TepaleBTHUUeCKU 50QeXTUBHOTO KOJMUECTBA
OOHOM M3 IMPMUBEeIeHHHX KOMIO3MIMI aHTHUTeJa K PD-1 mnpojarojammada, rTIe
KOHIIeHTpaluga aHTuTeJa K PD-1 mnpoJsroiammada cocTabjgeT oT 15 Mr/MiI Do
40 MT/MJI, O OaHHOMY M300peTeHUD.

[00311] B oOHOM M3 BapMaHTOB OCYIECTBJIEHUS U300peTeHue
OTHOCUTCA K CIocofy JeueHMd paka JeTKoTo, BKJIOUYaKIEeMy BBeIeHMUe
HYyXIaoIeMyCS B STOM CYOLEKTY TepaleBTUUeCKU 50QeKTUBHOTO KOJIMUECTBAa
OOHOM M3 MPMBEeIeHHHX KOMIOS3MIMI aHTUTeJa K PD-1 mnpojroiammada, TIe
KOHIIeHTpalug aHTHTeJla K PD-1 mnpoJjroiammada cocTabjger 20 MID/MJI, IO
OaHHOMY M300peTeHU’.

[00312] B oOHOM M3 BapMaHTOB OCYIECTBJIEHUS U300peTeHue
OTHOCHUTCH K CIHocoBy JIedueHMHA HeEMEeJIKOKJIIETOUHOT'O pakKa JeTrkoro (HMPII),
BKJIOUAKIIEMY BBeIeHMe HYXKIalleMycsS B STOM CYOBEeKTYy TepaleBTHUUeCKH
20PeKTUBHOTO KOJMUEeCTBa ONHOM M3 MNPMBEIeHHHX KOMIOSMINMI aHTHUTeJa K
PD-1 mnpojrojgumMmaba, TI'Ie KOHLeHTpalMsa aHTUTesla k PD-1 nposrosnmmaba
cocTaBjdeT oT 15 Mr/mMia mo 40 MI'/MJI, IO TaHHOMY M300peTeHMD.

[00313] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCHUTCH K CIHocoBy JIedueHMHA HeEMEJIKOKJIIETOUHOT'O pakKa Jerkoro (HMPII),
BKJIOUAKIIEMY BBeIeHMe HYXKIalleMycsS B STOM CYOBEeKTYy TepaleBTHUUeCKH
20PeKTUBHOTO KOJMUECTBa ONHOM M3 MNPMBEeIeHHHX KOMIO3SMLIMM aHTUTeJla K
PD-1 mnpojrojgumMmaba, TI'Ie KOHLeHTpalMsa aHTUTesla k PD-1 nposrosnmmaba
cocTaBjydgeT 20 MT/MJI, IO ODaHHOMY M300peTeHUD.

[00314] B oOHOM M3 BapMaHTOB OCYIECTBJIEHUS U300peTeHue
OTHOCUTCHA K CIocoBy JleueHMd HeolepabeJIbHOTO MM MeTacTaTUUeCcKOoTO
HEeMeJIKOKJIETOUHOTO paka JIeTKOTO, BKJoUAakIeMy BBeleHMe HYXKIAIeMyCd B
3TOM CYOBEeKTYy TepaleBTUUYeCKM 5S0OeKTHMBHOTO KOJIUUYECTBa OIHOM U3
IpUBEeOeHHEX KOMIIO 3ULIMUNA aHTUTEeJa K PD-1 npoJroamMada, roe
KOHIIeHTpaluga aHTuTeJa K PD-1 mnpoJsroiammada cocTabjgeT oT 15 Mr/MiI Do
40 MT/MJI, O OaHHOMY M300peTeHUD.

[00315] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSA K CIOCOoBY JIeueHMS Heolepad®eJbHOTO WIM MeTacTaTHUUueCKOoTO
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HEMEJIKOKJIETOUHOTO PaKa JIeTKOTO, BKJUaKIeMy BBeIeHME HYXIAIeMyCsa B
2TOM CYOLEeKTYy TepaleBTHUUeCKM 20PeKTUBHOTO KOJMYECTBA OIHOM U3
NIPVEBeIeHHEX KOMIIO 3ULIMHT aHTuTeJa K PD-1 npoJrojgmumada, roe
KOHIIeHTpalug aHTHTeJla K PD-1 mnpoJjroiammada cocTabjger 20 MID/MJI, IO
OaHHOMY M300peTeHU’.

[00316] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjiaraeTcsda CHIOoCcOo0 JIeueHMS MeJIaHOMH Yy HYXIanmeT'ocsa B 2TOM CyObekTa,
BRJIDUAKIMNMY BBeOeHMEe TepaleBTUYeCKU 20PeKTUMBHOTO KOJMUECTBA BOOHOMU
bapMalleBTMUECKOM KOMIIO3MLIUM aHTUTeJa kK PD-1, comepxamen:

I. CocTraB Ha 1 MiI:

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperajyiose ouUrMIpaT 100 Mo

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00317] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTcda crIoco® JieueHMI MeJIaHOMH Yy HyXIalmeI'ocd B 5TOM CyOLeKTa,
BRJIOUAKIMI BBeIeHMe TepaleBTUUecKM 20OeKTHMBHOTO KOJMUeCTBa BOIHOM
bapMalleBTUUECKOM KOMIIOBUINMM aHTHUTeJa kK PD-1, comepxamei:

IT. CocraB Ha 1 MJI:

[Mpoaroaumad 20.0 M

Tperajyiose ouUrMIpaT 100 Mo

L-rucTunouH 0.92 mMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma IOJjia MHBEKLUMN no 1 wur.

[00318] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

npenjlaraeTcsa CHIOCOD JiedeHUs HeollepalOeJIbHOM MeJIaHOMHL Yy HYXIAaKmeI'oCHd
B 2TOoM Cy0OBbeKTa, BRIOUAKIWY BBeldeHMe TepaleBTHuuecku 200ekTUBHOTO
KOJIMUYeCcTBa BOOHOMV dapMalleBTUUECKOM KOMIIO3MIMK aHTHuTeJa k PD-1,

comepxamen:
I. CocTraB Ha 1 MiI:
[Mpoaroaumad 20.0 M
HaTtpuga auerarTa TpuUIruoparT 1.742 Mo
Tperajyiose ouUrMIpaT 100 Mo
Kucisiora ykcycHasd Jieln. no pH 5.0
Boma 1mJjid MHBEeKLUM oo 1 miI.
[00319] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

npenjlaraeTcsa CHIOCOD JiedeHUs HeollepalOeJIbHOM MeJIaHOMHL Yy HYXIAaKmeI'oCHd
B 2ToM Cy0OBeKTa, BRIOUAKIVM BBeleHMe TepalleBTUUecky 3bbekTMBHOTO
KOJIMUYeCcTBa BOOHOMV dapMalleBTUUECKOM KOMIIO3MIMK aHTHuTeJa k PD-1,

comepxamen:
II. CocraB Ha 1 wmi:
[Mpoaroaumad 20.0 MT
Tperajyiose ouUrMIpaT 100 Mr
L-rucTunouH 0.92 wMr
L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MDD
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Boma mji4a MHBEKLUUN oo 1 m.

[00320] B OIHOM BapuaHTe OCYIEeCTBJICHUI n300peTeHns
npenjaraeTcsad CIOCO0 JIeUeHMS MeTacTaTHUUeCKOM MeJIaHOMH Y HYKIAIeIOCd
B STOM CyOLeKTa, BKJIOUALIMY BBeIeHMe TepaleBTUUecKr 50OeKTUBHOTO
KOJIMUeCTBa BOOHOM (apMalleBTUUECKOM KOMIOSMIUMM aHTMTeja k PD-1,

comepxamen:
I. CocTraB Ha 1 MiI:
[Mpoaroaumad 20.0 M
HaTtpuga auerarTa TpuUIruoparT 1.742 Mo
Tperajyiose ouUrMIpaT 100 Mo
Kucisiora ykcycHasd Jieln. no pH 5.0
Boma 1mJjid MHBEeKLUM oo 1 miI.
[00321] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

npenjlaraeTcsa CHOcCO0 JledeHMSs MeTacTaTHUUeCKOM MeJIaHOMEL y HYXIalmeI'oCd
B 2TOoM Cy0OBbeKTa, BRIOUAKIWY BBeldeHMe TepaleBTHuuecku 200ekTUBHOTO
KOJIMUYeCcTBa BOOHOMV dapMalleBTUUECKOM KOMIIO3MIMK aHTHuTeJa k PD-1,

comepxamen:
IT. Cocrar Ha 1 mMi:
[Mpoaroaumad 20.0 M
Tperajyiose ouUrMIpaT 100 Mo
L-rucTunouH 0.92 mMr
L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO
Boma IOJjia MHBEKLUMN no 1 .
[00322] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTca CclIocod JedueHMA PaHHMX CcTadui MeJJaHOMH OO UM IIocie
pairkaJIbHOTO JieueHMd VY HyXIJamerocd B 2ToOM CcyObekTa, BKJIIOUAMIUN
BBeIOeHUe TepaleBTHUUeCKU 20beKTUBHOTO KOJIMYeCcTBAa BOIHOM
bapMalleBTUUECKOM KOMIIOBUINMM aHTHUTeJa kK PD-1, comepxamei:

I. CocTar Ha 1 MiI:

[Mpoaroaumad 20.0 MT

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperajyiose ouUrMIpaT 100 mMr

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 w.

[00323] B OIHOM BapuaHTe OCYIEeCTBJICHUI nsoBpeTeHud

OpenjaraeTca CclIocod JedueHMA PaHHMX CcTadui MeJJaHOMH OO UM IIocie
pairkaJIbHOTO JieueHMd VY HyXIJamerocd B 2ToOM CcyObekTa, BKJIIOUAMIUN
BBeIOeHUe TepaleBTHUUeCKU 20beKTUBHOTO KOJIMYeCcTBAa BOIHOM
bapMalleBTUUECKOM KOMIIOBUINMM aHTHUTeJa kK PD-1, comepxamei:

IT. CocraB Ha 1 MJI:

[Mpoaroaumad 20.0 M
Tperajyiose ouUrMIpaT 100 Mo

L-rucTunouH 0.92 mMr
L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO
Boma mjsa MHBeKUUN no 1 wur.
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[00324] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd
npenjaraeTcsad CIOCOO JeUeHMS paka JeIKoro Y HykIameTocd B STOM
cy®BbeKTa, BKIOUALIMY BBeOeHMEe TepaleBTUUYECKM 3QPeKTUMBHOTO KOJUUECTBA
BOOHOM QapMalleBTHMUECKOM KOMIIOSMIMM aHTuUTeJa K PD-1, coIepxalmeln:

I. CocTar Ha 1 MiI:

[Mpoaroaumad 20.0 MT

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperajyiose ouUrMIpaT 100 mMr

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 w.

[00325] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTca CcHoocof JiedeHUMA paka JeT'KoT'o VY HyXIaomerocd B 2TOM
cy0bekTa, BRJIDUAKINMK BBeIleHMe TepaleBTUUeCKM 30PeKTMBHOTO KOJMUECTBAa
BOOHOM dapMalleBTHMUECKOV KOMIIO3MUUM aHTUTeJla K PD-1, comepxamen:

IT. CocraB Ha 1 MJI:

[Mpoaroaumad 20.0 M

Tperajyiose ouUrMIpaT 100 Mo

L-rucTunouH 0.92 mMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma IOJjia MHBEKLUMN no 1 wur.

[00326] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

npenjaraeTca CIOCOO JIedeHMA HeMEeJIKOKJIETOUHOI'O paka Jierkoro (HMPJI) vy
HyXIamomeTrocd B 5STOM CyOBeKTa, BKIKUAKINMIY BBReleHMe TepalleBTUUeCKU
50beKTUBHOTO KOJIMUECTBa BOIHOW QapMalleBTUUECKOM KOMIIO3UIIMM aHTUTeJla
K PD-1, comepxamen:

I. Cocrae Ha 1 wMi:

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperaljloss OUTHUIOPAT 100 MmT

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00327] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

npenjaraeTca CIOoCOO JIedeHMA HeMEeJIKOKJIETOUHOI'O paka Jierkoro (HMPII) vy
HyXIamomeTrocd B DTOM CyOBeKTa, BKJIKUAKIMI BBeleHMe TepalleBTHUUECKU
50beKTUBHOTO KOJIMUECTBa BOIHOW QapMalleBTUUECKOM KOMIIO3UIIMM aHTUTeJla
K PD-1, comepxamen:

II. CocraB Ha 1 wmi:

[Mpoaroaumad 20.0 M

Tperajyiose ouUrMIpaT 100 Mo

L-rucTunouH 0.92 mMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma IOJjia MHBEKLUMN no 1 wur.

[00328] B OIHOM BapMaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTcsa CIocod JIedeHMAa HeolepaleJIbHOTO WIM MeTacTaTUuUeCcKOoTO
HEMEJIKOKJIETOUHOTO paka JIeTKOoTo Y HyXIDawnlerocd B SToM CyObeKTa,
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BRJIOUAKIMI BBeIeHMe TepaleBTUUecKM 20OeKTHMBHOTO KOJMUeCTBa BOIHOM
bapMalleBTUUECKOM KOMIIOBUINMM aHTHUTeJa kK PD-1, comepxamei:
I. CocTaB Ha 1 MJI:

[Mpoaroaumad 20.0 M

HaTtpuga auerarTa TpuUIruoparT 1.742 Mo

Tperaljloss OUTHUIOPAT 100 MmT

Kucisiora ykcycHasd Jieln. no pH 5.0

Boma mjsa MHBeKUUN no 1 wur.

[00329] B OIHOM BapuaHTe OCYIEeCTBJICHUI n3006peTeHnsd

OpenjaraeTca clIocod JedeHMsa Heolepab®elJIbHOTO MIM MeTacTaTUUeCKOoT o
HeMeJIKOKJIeTOUHOTO paka Jerkoro Yy HyxXJawomerocsa B 5SToM CcydbLexTa,
BRJIOUAKIMI BBeIeHMe TepaleBTUUecKM 20OeKTHMBHOTO KOJMUeCTBa BOIHOM
bapMalleBTUUECKOM KOMIIOBUINMM aHTHUTeJa kK PD-1, comepxamei:

IT. CocraB Ha 1 MJI:

[Mpoaroaumad 20.0 MT

Tperajyiose ouUrMIpaT 100 mMr

L-rucTunouH 0.92 wMr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MU

Boma IOJjia MHBEKLUMN no 1 w.

[00330] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe

OTHOCUTCS K  CIOCOOY JieUeHMS  MeJIaHOMEL, BKJIOUAKIIEMY  BBeIeHMe
HYKIAKIEMyCcsS B STOM CYOLEKTY TepaleBTHUUeCKM 3QPeKTMBHOTO KOJMUECTBA
aHTUTeJla k PD-1 npoaroammada.

[00331] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSH K CIOCOOY JleueHMS Heolepa®eJIbHOM MeJIaHOME, BKJIOUAKIEMY
BBeIOEHMEe HyXIalleMyCcd B STOM CYOLEKTY TepaleBTUUYeCKr 30OeKTUBHOTO
KOJIMYecTBa aHTUTeJa K PD-1 npoarojammada.

[00332] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCSH K CIOCO0Y JeUeHMI MeTacTaTUUeCKOM MeJIaHOMEl, BKJIOUAKIEMY
BBeIOEHMEe HyXIalleMyCcd B STOM CYOLEKTY TepaleBTUUYeCKr 30OeKTUBHOTO
KOJIMYecTBa aHTUTeJa K PD-1 npoarojammada.

[00333] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCS K CIHOoCOoBOy JeueHMd pPaHHMX CTaguil MeJIJaHOMEL OO M IIOCJe
pamMKaJbHOTO JIeUeHMs, BKJDUAKIEeMy BBeIeHMe HyXIalleMycsd B STOM
Ccy®BeKTy TepaleBTHUUeckr 30OeKTUBHOTO KOJIMUeCTBa aHTUTejla K PD-1
opoJjrogauMada.

[00334] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCS K CIOCO0Y JeueHud paka JIEeTKOTo, BKJOUYalIeMy BBeIcHMe
HYKIAKIEMyCcsS B STOM CYOLEKTY TepaleBTHUUeCKM 3QPeKTMBHOTO KOJMUECTBA
aHTUTeJla k PD-1 npoaroammada.

[00335] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCHUTCH K CIHocoBy JIedueHMHA HeEMEJIKOKJIIETOUHOT'O pakKa Jerkoro (HMPII),
BKJIOUAKIIEMY BBeIeHMe HyXIaoleMycd B STOM CYyOLEeKTY TepalleBTUUYeCKH
20PeKTUMBHOTO KOJMUECTBa aHTUTeJa kK PD-1 npoJroamMatba.

[00336] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHMe
OTHOCUTCS K CIOCO0Y JleueHUS Heollepab®eJIbHOTO WM MeTacTaTUdeCKOTO
HEeMEeJIKOKJIETOUHOTO paka JIETKOTO, BKJIUalIeMy BBelcHMe HYXIalMeMyCcs B
STOM CYOBEeKTY TepaleBTHUUeCKM 20OeKTMBHOI'O KOJMUeCTBa aHTHTejla K PD-
1 nposromnumaba.
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[00337] TepaleBTUUYECKU 5QPeKTMBHOE KOJMUECTBO aHTUTeJla K PD-
1 npoaroaumMaba TI[IO HacCToAMeMy MW300peTeHUD, UM BOIHHX KOMIIO3UIINWHA,
BKJIKUAKIMMX aHTuTesJo K PD-1 npoarosgumab, IO HaCTOAMEMY W300peTeHMD,
B IpenjlaraeMblXx COCTaBaxX 3aBMCHUT OT COCTOSHMA, IIOIJIEXANETO JIeUdeHMD,
TIXECTM  COCTOSHMUA, OpenmecTByOMe TepalMMuM U MCTOpHMU  OO0JIe3HU
nalnumMeHTa, M OTBeTYy Ha TepalleBTUUEeCKOoe CpPenOcTBOo. lloaxomdmyrn O3y
MOXHO PeryJMpOBaTh IIO PEHNEeHMK JIedaller'o Bpada TaK, UTO €& MOXHO
BBOIUTL MNallMeHTy OIOMH pas3 WM IOCPeldCTBOM HECKOJLKUX BBeIeHUMN.

[00338] B oOHOM M3 BapMaHTOB OCYIECTBJIEHMS 30PeKTUBHOES
KOJIMUECTBO aHTuTreJla k PD-1 Ha @OD0O3y IJ4d IalMeHTa COCTaBJIgeT
npubimsureasHo oT 0.01 mo 10 M Ha KuIoTpaMM MacCH TeJa, WK
npubiams3uTesEHO oT 1 mo 10 M- Ha KWMJIOT'paMM MAaACCH TeJa, WK
npubimsurenasHo 0.05 MI' Ha KUJIoT'paMM MaccCH Tejla, WIXM OPpUOIM3UTEIBHO
0.25 ™MD Ha EkKWJIOI'paMM MaCCH TeJjla, WX IpubamsuressHo 0.5 MDD Ha
KWJIOTpaMM Beca TeJla, WIM NpUOIM3MTEeJBEHO 1 MI' Ha KMJIOTpaMM MaccCH TeJla,
IV TIPUOJIMBUTEJIEHO 2 MI' Ha KWJIOTpaMM MacCCH TeJjla, WX NPpUOIM3UTEJBHO
3 MI' Ha KWJOTpaMM MacCCh TeJla, WIM OpUubIM3UTeJIbHO 4 MI' Ha KWJIOTPaMM
MacCcCH TeJla, WM OPpUOJIMBUTEJIEHO 5 MI' Ha KWJIoT'paMM MaCCH TeJja, WK
OpUBIM3UTENEHO 6 MI' Ha KWJIOT'paMM MacCh TeJla, WIM OPpUOIUM3UTEJBEHO 7/
MI' Ha KWJIOT'paMM MacCCH TeJjla, WIM OpuOJIM3UTEeJIbHO 8 MI' Ha KWUJIOoTpaMMm
MacCCH TeJla, WM OPpUOIM3UTENBEHO 9 MI' Ha KWJIOoT'paMM MacCCH TeJa, WK
npubusuresibHO 10 MDY Ha kKMJOTI'paMM MacCH Tejla.

[00339] YJacToTa BBeIOEeHUS 03 OOBUHO MOXET OBTL MNPUMEPHO OIUH
pas B HeleJln, WIM IIPMMEPHO OIMH pas KaxIbve 2 HeOeJM, WM [IPUMMEPHO
OOVH pas3 KaxOee 3 Helelllu.

[00340] B OpyToM BapMaHTe OCYmeCTBJIeHMS IpMeMieMasd Oos3a IJId
BBeleHMUA IIOCPeICTBOM MHOYSMM MOXeT coIepkarTb 5-450 wMr/mosy, WK
MoxeT comepxaTk 40 Mmr, wam 50 Mr, mam 60 MI' Ha OOHY I0O3Yy; WJIM MOXET
comepxaTs /0 Mmr, wmam 80 mr, wmam 20 M, mam 100 MT" Ha OIOHY HOO3Yy; WU
MoxeT comepxaTb 110 mr, wmim 120 mr, wmiam 130 M, mam 140 M Ha OIHY
Oo3y,; WMIM MoOXeT cormepxaTk 150 mr, wmmm 160 mr, wmam 170 mr, wmam 180
MI' Ha OIHY HOO3Y; WJIM MOXeT colepxaTk 190 mr, mmm 200 mr, mam 210 wMmr,
iy 220 MI' Ha OIHY I0O3Yy; WMIM MOXeT comepXxaTb 230 MT, miau 240 MI', WK
250 Mr, mam 260 MI' Ha OIHY O3y, WMJIM MOXeT comepXaThk 270 Mmr, miam 280
M, mau 290 MI' Ha OOHY 03y, WJIM MOoXeT cojepxaTb 300 mr, wmiam 310 wMmr,
mim 320 M, wmiau 330 Mr, wmiam 340 mMmr, miam 350 MI' Ha OOHY O3y, WIK
MoOXeT comepxaTk 360 Mr, mam 370 mr, mam 380 mr, miam 390 mr, wmiam 400
M, wmau 410 MmMr , wiam 420 Mmr, wmam 430 Mmr, waum 440 mr, mwiam 450 Mr Ha
OOHY IOO3Y.

[00341] B oOHOM BapMaHTe OCYIEeCTBJIEHMS M300peTeHUd HO3a MOXeT
OBITEL OOCTaBJeHa MNOCPEeOCTBOM OOHOM MM OoJiee OOHOM MHOY3MM. Jo3a MOXeT
OBITEL OOCTaBJeHa NOCPEeOCTBOM OOHOM, IBYX WM Tpex MHOY3MUM. B HEeKOTOPHX
BapuaHTax M300peTeHra OJIUTEJILHOCTL TepalrM MOXeT COCTAaBJIATL OT OOHOM
MM HEeCKOJIBKMX MHOY3MM. B HeKOTOPHX BapMaHTax M300peTeHUd YJIIYUIeHUS
COCTOSHUA IallMeHTa MOXHO HIOOMTBCSH TIIOCPEeICTBOM JeUeHMS B TeUeHUe
NIPOOOJIXUTEJIEHOTO IIeprMolla BPeMeHM. B HeKOTOPHX BapMaHTax M300peTeHus
OJIMTEeJIbHOCTE TepallyM MOXeT OBTh IO NPpOTpecCUpOoBaHMA 3aboJIeBaHMSA WMIIM
MTOXM3HEHHO .

[00342] B @OpyToM BapuaHTe OCYIEeCTBJIeHMS ofapMalleBTHUecKMe
KOMIIOSMUMUM I[IO HACTOAmeMy M300peTeHMD MOXHO IIOJIydaTh B BUIE
HepachacoBaHHOTO cocrTara, u, 1o CymecTBY, KOMITOHEHTE
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bapMalleBTUUECKOM KOMIOSULUM OPUCYTCTBYIT B KOJMUECTBAX BHIIE, UEM
MOXeT TpefoBaThbCcg MOJId BBeIeHMA, U MX COOTBETCTBYRIMM O00pa30oM
Pas3BarJjgRT IO BBeOeHUS.

[00343] AJILTepHaTUBHO, OQapMalleBTHUeckKasd KOMIO3MLMA MOXeT
OLITL 3aMOpPOXeHa, BHCYIeHa paclwleHueM, Jubo JUodMIM3MpoBaHa M
BOCCTAHOBJIeHa Iepel IIPMMEeHeHMeM B IIOOXOOAlEeM CTepPUJIBHOM HOCUTee.
JIModpmimMsaumsa MoOXeT OHBTh BHIOJHEHa ¢ MCIOJIbL30BaHMEeM CIOoCO0OB,
U3BECTHHX B OaHHOM 00JIaCTM TeXHMKM, KOTOPHE BKJIOUAKNT B CceBS pa3JIMuHLe
mary, TakMe KaK 3aMopaxrBaHMe, OTKUI, IIepBUUHAS M BTOPUUHAS CYIKa.

[00344] PapMalleBTUUECKMEe KOMIIOSUUIUM MOXHO BBOOMTEL B BHUIE
OOHOTO TepaleBTHUUECKOTO CPeOcTBa MJIM B KOMOMHALMNM C OOIIOJIHMTEJIbHEMU
TepaleBTUUECKMMMY CPelCTBaMM II0 Mepe HeOoOXOoOMMOCTM. Takum obpasoM, B
OOHOM BapMaHTe OCYmeCTBJIEHMS OpenjalaeMble CIOCOOH JIeUeHUS U/UIINU
OpOPMIIaKTUKU MCIOJL3YIOT B KOMOMHALMM C BBeIeHUEeM TepaleBTHUUeCKU
20PEeKTUBHOTO KOJMUECTBa APYTOTO aKTHMBHOTO CpelcTBa. Jpyroe akKTUBHOE
CpencTBO  MOXHO  BBOIMTL IO, B TeueHMe MM IIOCJIe BBeIeHUS
bapMalleBTUUECKMX  KOMIIO3MLMM II0 HaCTOodlleMy U300peTeHUD. Ipyroe
AKTUMBHOE CPEeIOCTBO MOXHO BBOIOMUTL KaK YacTh IIpemjaraeMOoi KOMIIOSULIUMA
WM, aJlbTepHATUBHO, B BMIE OTIEJILHOTO COCTaBa.

[00345] BBemeHre mOpeljaraeMux ¢apMalleBTUMUeCKUX  KOMIIO3UIIUNA
MOXHO [OPOBOIMTE Pa3JIMUHEIMM ClocofaMu, BKJOUad I[apeHTepallbHoe,
nepopaljibHOe, OYKKaJlbHOe, Has3aJlbHOe, peKTalJlbHOe UM MEeCTHOE BBeIeHUe.

[lapeHTepaJlbHOE BBeIeHle MOXeT BKJIOUATH, Bes oTpaHuuyeHusd,
TpaHCcIepMalbHOE, TIONKOXHOE, BHYTPUBEHHOE, BHYTpUapTeprabHOe,
BHY TPUOPIOIIMHHOE, VMHTpalepMallbHOe, BHYTPUCEPIEUHOE,
BHY TPUXEJIYIOUKORBOE, BHYTpUUEpEerHoe, BHYTpUTpaxeaJjbHOE,

MHTPpaTeKaJlbHOEe BBEIEHME, BHYTPUMHIISCUHYI MHBEKLIUD, BHYTPUBUTPEAJLHYIO
VMHBEKIINIO .

[00346] PapMalleBTUUYECKME KOMIIOZMUMM IO HAaCTOAlleMy M300peTeHMO
0CcOBEeHHO TMPUIOIHE MJIS I[IapeHTepalJIbHOTO BBeOeHUd, T.e. IIOOKOXHO,
BHYTPUMHIIEUHO, BHYTPUBEHHO, MHTPANEPMTOHEAJIEHO, B CIMHHOWM MOS3I, B
cyCcTaBH, MHTPAaCKHOBMAJILHO  M/MUIM  MHTpaTeKaJILHO. [lapeHTepaJibHOE
BBeOeHMEe  MOXHO IIPOBOIMTE I[IOCPEeICTBOM  OOJIIOCHOM  MHBEKLUM  WJIU
HEeNpPepHBHOM MHOY3MM. dapMalleBTUYECKUE KOMIIO3SMUUM OJIS MUMHBEKIUM MOTYT
HaxOIUTBECHA B CTAHOAPTHOM JIeKAPCTBEeHHOM (QopMe, HaIpMMEp, B aMilyJax,
bilaxkoHax, MNPEOHAINOJHEHHHX MIPMLIAX MWJIM B KOHTeMHepax C HeCKOJIbKUMU
mosaMM C OoOaBJIEHHHM KOHCEPBAHTOM, HO He OI'PaHMuUMBAaSAChH S2TUM. KpoMme
TOTO, PaspadboTaH pPAO HeIaBHUX IIOOXOIOOEB K MHOOCTAaBKe JeKapCTBEHHOTO
cpencTeBa, u O(QapMaleBTUUECKMEe KOMIIOZMLMM II0 HACTOAMeMYy M300peTeHN o
IOOXOOAT OJIA BBeOeHMA 5STHMMM HOBHMM  clIocobamu, HanpuMep, BD
Physioject™, Inject-ease®, Genject®, pPYUYKU-MHXESKTOPH, TaKMe Kak
GenPen®, 1 Oe3HToJIbHHE YCTpOWCTBA, TakMe Kak MediJector®40 wu
BioJector®. O¢apMaleBTUUECKYID KOMIOBMIMI II0 HACTOANEMY M300peTeHND
TAaKXe MOXHO amalTUPOBATH OJIA €lle He OTKPHTHX CIHOCODOB BBeIEHUA.

[00347] Taxxke cM. Langer, 1990, Science, 249: 1527-1533.

[00348] lIpenjaraeMue dapMalleBTUUECKME KOMIIO3ULUUKY TaKXe MOXHO
bopMyJIMPOBATEL B KauecCcTBe Ielo-Ipernapara. Takue OJIUTEJBEHO OeMCTBYIIIME
COCTAaBEH MOXHO BBOIOMTHL I[IOCPEICTBOM MMIJIAHTALIUM (HAIPUMEP, IIOOKOXHO
WM BHYTPMMBIIEYUHO) WMJIM IIOCPEeICTBOM BHYTPUMEIIEUHOM MHBEKUMM. TaxkuMm
oBpasoM, HaIpMMep, COCTABH MOXHO MOOUGMLUMPOBATE C MCIOJL30BAHUEM
NOOXOIOANNMKX I[NOJMMEPHEIX MM IHUOPOOOOHEX MaTepralloB (HaopuMep, B BHUIE
SMYJIBCUM B OPHEMJIEMOM MacJle) , MJIM MOHOOOMEHHEX CMOJI, WJIM B BHIE YMEPEHHO
PACTBOPUMEIX [IPOMS3BOIOHEIX, HANPMMEpP, B BMIOE YMEPEHHO PaCTBOPMMON COJIM.
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[00349] dapMalleBTUYe CKM1e KOMIIOSULMM npu KeJlaHUM MOXHO
NpedoCcTaBJIaTs, BO (QJIaKOHe, VYIAKOBKEe MJIM B YCTPOMCTBe-paclpelelnrelle,
KOTOPEIE MOTYT COIEPXaTh OOHY WM HEeCKOJIbKO CTAHIAPTHHX JIEKAPCTBEHHHX
bopM, comepXkallMx AKTMBHEIN MHITPEeOUeHT. B OOHOM BapMaHTe OCyUleCTBJIEHNI
YCTPOMCTBO-pacIpele/IMTelIb MOXeT COIepPXaTh WNPHKL, COIePXallMil OOHOKPATHYIO
OO3Y XMOKOTO COCTaBa, I'OTOBOTO K MHBeKUMM. [NpHUL, MOXET COIPOBOXIATHCH
MHCTPYKLUMEN [0 BBEeIEHUD.

[00350] B mpyTroM BapmMaHTe OCVYIIEeCTBJIEHUI HacTodlee H300peTeHMe
OTHOCUTCS K Habopy MM KOHTeMHepy, COoHepXallMM BOIHYKD (GapMalleBTHUUeCKY
KOMIIOSMLMIO o N300PEeTEHND. KoHLUeHTpaumus aHTHTEesIa B BOIOHOM

bapMalleBTUUYECKOM KOMIIOSULMM MOXeT BapbMpPOBaTh B UIMPOKOM OMala3oHe, HO,
Kak NpaBmjo, B Npenejax IualasoHa IPpUBIM3UTEJIbHO oT 1 1o NpUbIM2UTEJIBHO
200 Mr/Mii. HabBop Taxke MOXeT COINPOBOXIATHCSH MHCTPYKUMUAMU [10 IPUMEHEHND.

[00351] Crnoco® IOJIYyUYeHMSA BhlleyKas3aHHBEX KOMIOSMUMM  BKJIOUaeT
mDoBaBjieHMe B BOIOHVI dal’y aleTaTHHX OyQepHBX aleHTOB, C I[IOCJenyoMM
nofaBJIeHMEM, B Jio00OM I[OCJIeOOoBaTeJIbHOCTHM, CJenyiLMx  KOMIIOHEHTOB:
Tperallose, OpoJroauMata, W/WiM CcoJobMIN3aTopa, BHOPAHHOTO M3 IPYIIIH:
nogucopbar 20, nojamcopbaT 80, nojokcamep 188 mam mMx KoMOMHalMA.

[00352] Crnoco® IOJIYyUYeHMSA BhlleyKas3aHHBEX KOMIOSMUMM  BKJIOUaeT
nobapjleHUe B BOOHVID Gasy TUCTUIMHOBEX OyPepHHX al'eHTOB, C IIOCIeIylUMM
nofaBJIeHMEM, B JioOoM  IocJenoBaTeJIbHOCTM, cJenyiolmMx  KOMIIOHEHTOB:
Tperallose, OpoJjTrojuMaba, W/MWiIM CcomobumiIn3aTopa, BHOPAHHOTO M3 IPYIINH:
noygucopbar 20, noamcopbar 80, nojokcamep 188 M MxX KOMOMHalLMS.

IIPMMEP MCCIIEIDOBAHUA:

[00353] Huxe npencTaBJIeHE OPUMEPH MCCJIEIOBaHUA IO OIpelelieHUD
peareHTOB ¥ WX KOHIEHTpalui oJIA [OOJYyYeHMS BOIHOM dapMalleBTUUYECKON
KOMIOOBUUUM aHTuTeJa K PD-1 npoaronmMaba HO HaCTOANEeMYy M300peTeHMD.

[00354] WccnenoBaHus U OPMMEPH, NPeOCTaBJIEHHHE B HaACTOSIEM
OOKYMEeHTe, TNpelHa3HaueHH MUCKIOUMTEJILHO IJIA WIIJIOCTPAaTUBHHX  LeJel,
KOTOPHE IEMOHCTPUPYIT NOOXOOUMOCTE omnpenesie HHBIX KOMIIOHEHTOB,

MCHOJIL3YEMEX B BOIHEIX GapMaleBTHMUYeCKMX KOMIOSMUMAX aHTuTejla k PD-1
npojronarmMata. IllogpasyMeBaeTCHd, UTO CPeOHMN COeLMalJrMcT B OaHHOW of6jacTu
TeXHMKM MOXeT MCIOJb30BATL M IPYIHMe CIOCOOH, HEe OTCTydasd OPpM S5TOM OT
uOell HacTodleI'o M300peTeHUs.

[00355] [MoOxXoOuMOCTE BOIHBIX KOMIIO 3ULMIA 1o HacTodAleMy
nz300peTeHnn  ObBJIa  MCIOBITAHA  [HOCPEOCTBOM  MJIJIDCTPATMBHEIX  CIOCOOGOEB,
ONMCAHHHX B HAaCTOLlleM NOKYMEHTE.

[00356] IpuMmep 1. IlodyueHMe CTabMIIbLHHX COCTaBOB aHTUTeJla K PD-
1 nmponronmMaba

[00357] [lojlyyeHre oOOpPasLoB aHTHUTeJa ¢ KOHUeHTpaumel 5 wMD/MiI
OCYIECTRJIAIM B KOHIUESHTPAaUMOHHEX Suelkax Stirred Cell (Millipore) mon
mapjieHreM. JIJIS 5TOTO aHTUTEJO B MCXOIOHOM COCTaBe INoMellau B SYelKy, Opu
HEIPEepHBHOM MepeMellMBaHUM O6eJIOK KOHUEHTPMPOBAJIM MOOI I[IOTOKOM CXaTOTO
BO3IOyXa OO KOHUeHTpaumm 10 MT/MJI, HOCJIe YeTO BHOCWUJIM B HdUelKy He MeHee
yeM 10 KpaTHEIT 0ObeM BOIHOTO PpPacTBOPa C LeJIeBEM COCTABOM, BKJIOUAIIIMM
BybepHEle, OCMOTUUECKME AaTeHTH M, eCJIM HeoOXOoIMMO, IOMNOJIHUTEJIbHBE
BOINOPACTBOPUMEHE CTabMIM3aTOPE. Ilo 3aBeplleHUMM IOpolecca OradmibTpalum
AHTUTEJIO KOHUEHTPUPOBAIM IO KOHLeHTpauuu okoJio 10 MID/MJI, BHIPYXalIM 13
AYETKH, oLpenessain TOUHYIO KOHLEeHTpal o Selka MeTOLOOM Yo-
crnekTpoboToMeTpUM. 3aTeM K ofpaslly BHOCUIM COOTBETCTBYOUMI PacCTBOP
BCHOMOTATEJILHHX BelleCTB IJIS NOJYUEeHMS PacTBOpa C LeJeBOW KOHLeHTpaluuemn
Besxka 5 + 0.2 mp/mMiI.
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[00358] [lojyueHre obOpas3loB 0ejika ¢ KOHLUeHTpaumel Bojiee 50 mr/MiI
opoBoOMIM B KkKacceTax Pellicon (Millipore) B pexmuMe TaHTeHUMAILHOTO
noroka. JIJjd ©TOTO aHTUTEJIO B MCXOIOHOM COCTaBe I[IOMellaJiM B EMKOCTh IJid
IVabuIbLTpauuu, KOHUEeHTPpUpOoBalM OeJIoKk o KoHueHTpalwm 50 — 100 wmr/wmi,
ocjle 4eI'0 K CHUCTeMe NOOKJIOUANM [I0oIady He MeHee ueM 10 xpaTHOTO oBweMa
pacTBopa C LeJleBEM COCTABOM, colepXaulM OydepHble, OCMOTHUYECKME aT'eHTH
M, eCclIXM HeoOXOOMMO, HOONOJHUTEJILHEE BOIOPACTBOPUMEE CTaDMIM3aTOPE.
HonyckaeTcsa BHeCeHMEe KOHUeHTPpaTa OCMOTHMYeCKUX aTeHTOB M BOINOPAaCTBOPUMEIX
CcTabuIM3aTopOoR IOCJle 3aBeplleHUS OMaduiIbTpauuu. Ilo =BaBeplleHUMM Opolecca
IaduUIbTPaluly aHTUTeJIO KOHUEHTPUPOBAa M OO KOHLeHTpalulM, [IpeBbllanuei
LeJIeBylo, BHIPYXalM M3 CUCTEeMH U OIPeNelIaiM TOUHYID KOHUeHTpalMio Oelka.
BaTeM K 00pal3ly BHOCUIIM COOTBETCTBYIWMM PacTBOP BCIOMOTATEJILHEIX BEUIECTB
IJIS [NOJIyYeHUS pacTBopa C LeJIeBOM KOHLeHTpauuel felka.

[00359] [IpM HOOJIYYEHMM COCTaBOB, COIEPXalMxX COJIOOUIMIATOPH,
KOHUEHTPAaTH I[IOBEPXHOCTHO-AKTHMBHEIX BelleCTB BHOCHUIIM K AaAHTUTEJY IOoCJe
3aBeplleHUs OUabMUIIbTpaurM M KOHUEeHTPMPOBAHMA IpM OQMHAILHOM pas3BeleHUU
aHTUTeJla PacTBOPOM BCIOMOTATEJILHEIX BelleCTB OO LeJIeBOM KOHUEeHTpalWM.

[00360] [lepen acenTHMUYeCKMM HaloJIHeHMEeM B KOHEUHEM KOHTeWHep
(HanpuMmep, CTeKJISHHEM MM [DOJIMMEPHHM CoCyn, OGJakoH MM WIPKL) PacTBOP
aHTHTEeJla QUIIETPOBaJIM uUepes MeMOpaHy C paszMepoM oop 0.22 MKM.

[00361] IpuMep 2. OmnpemesieHMe KOHUEeHTpauuu Oejika B MCCJIelyeMBIX
oBpasuax

[00362] KouneHTpauun OGejka oOpeneydIM ¢ IIOMOUbD MeToma Yo-
CHEKTPOOOTOMETPUM HPM OJIMHE BOJIHHE 280 HM B YO-NPO3pPAUHHX ILJIaHIEeTax.

[00363] Kaxmemi ofpaszell pas3BoOOWIIM COOTBETCTBYRIMM PaCTBOPOM

BCIOMOTATEJIbHEX BelEeCTE OO KOHUeHTpauwmm ~ 0.5 mMr/Mi. B JIYHKY [JlaHIeTa
ojaa  Yo-cnexkTpodpoToMeTpumr noMemasm 150 MK pazBeleHHoTo obpasla.
VBMepsaIu ONTHMUYECKYl I[IJIOTHOCTEL IIOMElNeHHHX B IJIaHIIeT PacTBOPOB Ha
[IJIaHIIETHOM CIleKTpodoToMeTpe NPpM IJIMHEe BOJHE 280 HM. B KauecTBe pacTBOpa
CpaBHeHUS UCIOJIBE20BAJIM COOTBETCTBYKIUNM PacTBOP BCIOMOTATEJIBHEX BelleCTB.

[00364] KoHuenTpaumio Oejka (C) B MI/MI PACCUMTHEBAJIM O GOopMyJIe:
A(280)+b

C= Q.+ Tme

Apgg — BHaUeHUe ONTUYECKOM IIJIOTHOCTU NPM IJIMHe BOJIHE 280 HM;

€ — KO30PUMUMEHT SKCTUHKUWM UCCIJIenyeMoTo OeJiKa;

b - cymmapHEM K0500MUMEeHT pasBeleHMs obpas3la;

1l — ToJgmmMHa cJiod B JyHKe IlaHmweTa; njag 150 mxa 1 = 0.42 cwm.

[00365] IpuMmep 3. MccaemoBaHue I[IDI'-arperaluun

[00366] ToToBUIM pacTBop IIBT' 6000 ¢ MaccoBOM KoHUeHTpaumewn 20 -

25% B MCCJenyeMOM COCTaBe BJSKCUUIMEeHTOB. MToTOBHE pPaCTBOPH GUIIETPOBAJIM
uepez (uabpTp Durapore 0.45 MKM.

[00367] B 96-JIYHOUHEIE [LJIaHIe TH g VO-crnekTpodoTOMETPUN
[IEPEHOCUIJIM pacueTHOe KoJiMuecTBO o6paslua, pacTBoOpa BCIOMOTATEJIBHEX
BewecTs m 20 - 25 % pacrsBopa II3I' 6000 Tak, urToBBl B pPAOe JIYHOK OBIa
KOoHULeHTpauusa II3T'6000 or 0 mo 18%, a kKoHUeHTpauus OCellka B KaxIol JIyYHKe
cocTaBJydia 1 MD/MiI. Bce 1noJydeHHEIEe B JIYHKax PacCTBOPH  XOPOUIO
nepeMeliMBany, OUIeTUPOBaAHUEM.

[00368] llocyie 5TOTO OLEHUBAJIM CTeNeHb MYTHOCTM PacTBOPOB

BU3YAJILHO, a TakKkXe MW3IMEPAlIM ONTUYECKYHD IJIOTHOCTL PACTBOPOB IIPpKM IJIMHE
BoJIHEL 400 HM.

[00369] Ocaxmenme OeJika B NOPpUCYTCTBUM IIOI' cBg3aHO C sbhbexToM
3aMeleHnsa ofdbeMa, TO eCThb OeJIOK CTEePHMUECKM BHTEeCHAeTCS U3 PeIMOHOB
PACTBOPUTENIA IOJMMEPOM. 2T0 OPUBOOMT K KOHLUEHTPUPOBAHMID Oejika OO Tex
[op, [okKa He OyIOeT HpeBHIleHAa €I'0 pacTBOPMMOCTL M He BHINALET ocamok. UeMm

42



WO 2021/034228 PCT/RU2020/050197

MeHee cTabuieH ofpasell, TeM OpM MeHblle) KoHUeHTpauumu I3 6000 oxH OynoeT
00pasz0BHBATEL BUIMMEE arpeTlaTH (oNaJieClLeHUMD) .

[00370] IpuMmep 4. OnpenejeHMe KOJIJIOUOHOM CTaGMILHOCTY MeTOIOM
«UeMK-TecT»

[00371] NccnenyeMule ofpas3Ubl pasmesanr Ha 2 vactu no 200 M u
IoMelal B CTeKJISHHEE BMAaJE, 1O 1 BHMajle Ha KaXIell COCTaB 32aKJIalblBalld B
XOJIOOMJIBHMK Ha XpaHeHue mnpu 2 — 8 °C, ocTallbHEE YCTaHABJIMBAJIM B LIEKep
U WeMKUPOBaM co ckopocTbi 800 o6./MuH npu Temneparype 2 — 8°C B TeueHme
YyKasaHHOTO BpeMeHM. IlocJjie OKOHUaHMA CTpecca NpofUPKM BCTPAXMBAJM Ha
BOPTEKCe U IepeldaBallM Ha aHaJu3.

[00372] IpuMmep 5. OnpeneseHue KOJJIOUMOHOM CTabUILHOCTM MeTOIOM
KPMUOKOHLUEHTPMUPOBAHNUA

[00373] VccnenyeMule ofpas3lpl pasiesdalM Ha 2 YacTu M IIOMellald B
[NOJIMMEPHEE NPOOHMPKM: DO 1 HOpofupKe Ha KaxOsll COCTAaB OTKJIAIHBAJIM B
XOJOOUIIbHMK Ha XpaHeHue onpu 2 - 8 °C, ocrajbHbhe YCTAaHABIUBAJI B
MOPOBUIILHY KaMepy M XPaHWJIM OpKM TeMiepaType MuHyc 16 — 20 °C B TeueHme
yKasaHHOTO BpeMeHM. Ilocjie OKOHUAaHMA CcTpecca OpodUpKKM yOupaan u3

MOpOBMJ’IbHOﬁ KaMeEPpPrl, BBIOCPXMBAJIV IIPM KOMHAaTHOM TeMIIepaType OO IIOJIHOTI'O
OTTaMmBaHNMA COOeEpPXrMMoIro, IrepeMellMmBalJin pacTBOPE C IIOMOUEBIO vortex u
rnepenoaBaJiM Ha aHajllnus.

[00374] lIpuMep 6. OnpenejeHMe TepMUUeCKONM CcTadUJILHOCTU MEeTOIOM
KTEPMOCTPECC»

[00375] NcconenyeMule ofpas3lpl pasiesalM Ha 2 YacTu M I[OOMEeNaliu B
OTHeJIbHEE CTeKJIAHHEE BMaJEl: 10 1 BUajle Ha KaXOell cocTaB OTKIIANLBAaJIM B
XOJOOUIIbHMK Ha XpaHeHue onpu 2 - 8 °C, ocrajbHbhe YCTAaHABIUBAJI B
TepMOCTaT ¥ MHKYOMpPOBaJIM [OIpM HeoOXOoOMMOM TeMIepaType B TeueHMe
yKasaHHOTO BpeMeHM. Ilocjle OKOHYAaHMA [OIporpeBa BUAJE — yOUPAIM U3

TepMOCTaTa, BHIEPXMBAIM OPpM KOMHATHOM TeMlepaType OKoJio 15 MUH U
nepenaBaliM Ha aHallu3.

[00376] IpuMmep 7. OnopemejeHMe TOMOTEHHOCTM oOpasuoB MeTOIOM
SKCKIIO3MOHHOM (9) BHCOKOSOOEKTUBHOM XMIKOCTHOM xXpomaToTrpadum (BIKX)

Kojionka Tosoh TSK-GelG3000SWyxy, 7.8 mm ID x 30 cm, cat. N 08541.

TeMlepaTypa KOJOHKM: 25 °C

CKOPOCTL [HOTOKA MHOOBWXRHOM dbasel: 0.7 MI/MUH.

ObwveM BkOJa: 10 MKJI.

KoHlleHTpaung ofpasua: 5 mr/Mi.

IOMHa BOJIHEL meTekTopa: 220 HM.

[IpomoIXMTENIEHOCTE SBJIOUPOBaHMSa: 25 MHUH.

[MomBmxHasa dasa: IOunaTpua tugpodocdaT &/B 7.1 MT/MII.

HaTpua xjopun 17.54 mr/mi.

pH nomBuxHOM daszb moBoamiu mo 7.0 oprodochopHOM KUCIOTOM.
M3MeHeHMe UYMCTOTH I[OCJIE CTPpecCa PaCCUMTHBaIM M0 QopMyJie:

A = (Q[oJI4 OCHOBHOTO NMKa I[OoCJe CcTpecca — OOJId OCHOBHOTO MNMKAa MO
cTpecca)

[00377] IpuMep 8. OnpemesieHMe TeTepPOTeHHOCTM IO 3apany (Npoduib
3apSXeHHHX GopM) o0O6pasuoB Ha Opudope Caliper Labchip GX II

[00378] [IpUTOTOBJIEHME aHaJIU3UPYEMEIX 00pPasLOB.

[00379] OBpasUsl pas3BOOMIJIM OO KOHLUeHTpaumr 1 MT/MiI. K 200 MxJ

[IOJIYYEHHOT'O pacTBopa Oo0aBJIANIM 2 MKJI pacTBopa kapbokxcullentmnazel B (CpB)
C KOHlleHTpaumelt 5 MT/MJI, OepeMemMBalM M MHKYyOMpOBalM B TeueHMe 2 UYacoB
npu TeMmneparype 37°C. UcowTyeMmele ofpaslb OUAJIWSOBHBAIM [IPOTUB TPEX CMeH
BOIEL. IOi1a OpoBeleHMA  OMalu3a I[IOMEeCTMIIM  MCHBETYeMBEe pPacTBOPEL B
LeHTpubyXHEe Opobupku Amicon Ultra ofweMoM 0.5 MJII ¥ UeHTpUOYTHMPOBAIM B
Teuenre 10 MMH NOPM CKOPOCTHM BpalleHud poTopa 10000 of6/MuH B LeHTpUIYTE
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Eppendorf Centrifuge 5417R. VM3MepsalM MHTEHCHMBHOCTEL [IOIVIOUWEHMS PaCTBOPOR
Opu HnoMoum crnexrpodporomMerpa Cary 50 Bio oOTHOCUTENBHO BOOH. I['OTOBUIM
NPOBH MCCIeOYEMEX Cepul C KOHLUeHTpaumern 2 Mr/MiI. B 96-JIYHOUHEDI ILJIaHeT
Bio-Rad BHocuiu no 3 Mk Labelling Buffer (m3 HaGopa HT Protein Charge
Variant Labeling Kit), no 15 MKJI MCHOHETYEMEIX PACTBOPOB UM 1O 3 MKJ
pacTBOopa Dye Mixture (u3 Habopa HT Protein Charge Variant Labeling
Kit). IloMemanM oJjaHIeT B TeMHOoe MecToO Ha 10 MMHYT, IOCJe UeTro nodaBJIaiu
B KaxOoyio JYHKY 0 36 MKJ BOIH M IIepeMellMBaJM, OUIeTUPY .
HeHTprdyIMpoBaM B TeueHrMe 1 MuHYTH Oopr 1000 o6/MuMH B UeHTpUudyTe
Eppendorf Centrifuge 5417R.

[00380] [IpuroToBIeHMe pafoumx PaCTBOPOB UM BaloJIHEHME YUIla.

[00381] [IpuroToBJeHMe padourMx PacTBOPOB M HOAOTOTOBKY UMIla
INPOBOOMIIM B COOTBETCTBMM C MeTOOMKOM OT NPOUIBOIUTENIS C MCIOJIL3I0BaAHUEM
HabGopa HT Protein Charge Variant Labeling Kit. Banyck aHajluza gBJILSeTCH
CTaHOapTHOM Hpolenypoi. Meron aHanmza HT Protein Charge Variant 90s.

[00382] Ipumep 9. OnpenejieHMe UMCTOTH 00pasLUoB Ha Opubope
Caliper Labchip GXII B peIyUUPYRIUX ¥ HepeIYUUPYOIUX YCIIOBUIX
[00383] [[pUTOTOBRJIEHNE aHAIMBMPYEMBEX 00pasloB.

IO OPpUTOTOBJIEHUS IeHaTypUPYKRILEeI'0 M BOCCTaHABJIMBAKLIEI'O PaCTBOPOB
ucnojb30oBamM no 700 wmxan HT Protein Express Sample Buffer. Ins
BOCCTaHOBJIeHUS of0pa3uoB BHocuau 24,5 wmxa 1M gurHmorpemTosa (DTT). B
Oybep IS HeBOCCTaHABJMBAEMHX OOpPAa3LOB BHOCUIM AaIKUJIMPYIWMI aTleHT -—
24,5 Mrn 1M momalueTamMmma (IAM) .

[00384] Insa xaxpmoro ofpasla NOATOTAaBJIMBAIM OBE MUKPONPOOUPKU —
B OIHY BHOCWUIIM 35 MKJI »OeHaTypupyouero ©Oydepa, B »OpyTyio - 35 MKI
BOCCTaHaBIMBawmero. O0pasub PasBOOMIM OO KOHUEeHTpaluuM 2 MT/MII. BHOCHIIU
B KaxXOykn [apy NpoOMPOK IO 5 MrJ ofpasua. JJeHaTypupoBaliM oOpas3UBl IIPpU
100°C B TeueHmMe 5 MuHYT. llepeMeumBaiay HPpOoOHPKM Ha BOPTeKcCe, [IOCJe YeIo
noBapnanu 70 MK BOIOBL B KaXOylw NpoOMPKY M IepeMellMBallM Ha BOPTEeKCE.
[leperHocunu no 44 MK xaxnoro ofpaszla B JIYHKM 96-JIyHOYHOT'O ILJIAHWIETA.

[00385] [IpuroToBJIeHMe PabouMx PACTBOPOB U 3BaloJIHEeHMe uMIla

PaBoure pacTBOPH M [NOOTOTOBKY UMIa [OIPOBOIOMUIIM B COOTBETCTBUU C
MeTOIUKOM OT MNPOMBBOIOMTEIIS C UCHOJIb30BaHueM HabGopa HT Protein Express
Reagent Kit. Banyck aHalM=Ba gBJISeTCS CTaHIAPTHOM olepaluell. MeTon
aHanuza HT Protein Express 200.

[00386] IpuMmep 10. OmnpenmesieHMe OpPodMIIS BapsSKeHHEX dopM 00pas3loB
MeTOIoOM MOHOOOMeHHOM (MO) BHCOKOBOOEKTUBHOM XMIKOCTHOM XpoMaToIpadbuu
(BOXX)

Kojiouka: ProPac WCX-10 Analytical, 4 x 250 mm.

[Ipenxosionka: Pro Pac WCX-10G, 4 x 50 M.

TeMlepaTypa KoJOHKM: 30 °C.

CKOPOCTL [HOTOKA MHOOBWXRHOM dbasel: 0.7 MI/MUH.

ObweM BkOJIa: 50 MKJI.

KoHlleHTpaung obpasua: 1 Mr/MiI.

IOmMHa BOJIHEL meTekTopa: 220 HM.

[IponoXNTENIEHOCTE SBJMPOBaHMSa: 60 MUH.

MonBuxHada ¢aza:

SmoeHT A: 0,03M 2-MOHQONMHOBTaHCYJIbEbaoHoBasa kucyjora (MES), pH 6.0.

SmoenT B: 0,03 M MES, 0,5 M NaCl, pH 6.0.

T'pamueHT =JmoeHTa A: 86 & — 0 % — 86 %.

[00387] [lepen aHaIM30OM MCIHTYeMEl oOpasel ofpalaTHBalii PacTBOPOM
KapOOKCUNenTrUmasu B npu Temneparype +37 + 1°C B TeueHume 2 U,

[00388] AGcomoTHOEe MEMeHeHUe NOpodUiIa BapSXeHHER GOpM [IocJe cTpecca
paccumMTHEBaIU IO QopMyJie:
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A = |comepxaHMe KUCIHX OpakUuil OO CcTpecca - COoOepXaHMe KUCJIEIX
bpakuuyi mnociye cTpeccal + | coIepxaHMe IOMMHMPYIIEMN odpakluMM IO CcTpecca
— CcomepXaHMe IOMMHMPYOIEN OdpakUMM Iocjle cTpecca | + | comepxaHue

LeJIOUHHEX dpakUuil OO0 CTpecca — COHNepXaHMe IWEJIOUHHEIX dpaklUMil [Ioclie CcTpecca.

[00389] TIIpumep 11. OnpeneseHMe HMUSKOMOJIEKYJISPHBX MOPUMECcell MeTOIOM
BEpPTHUKAJLHOTO Tellb-3JieKTpodope3a (B3D) B noamMakpuilaMuOHOM Tejie (IIAAT)
B PelIyUMPYOIUX M HepelyLUUPYIIMX YCIIOBUIX

[00390] ToToBusm I[AAT' B CTEKJIAHHHX I[JJACTMHAX B NPUCYTCTBUM HaATPUS
oomeumJcyiledaTa, COCTOANME M3 KOHUeHTpHpyllero cjgoa - 4% TIAAT wm
pasnoengomero CJIoA: B PenyLUPYIOWNX YCIIOBUSX - 12.5% ITAAT, B
HepelIyLUUPYRIINX YyCJIoBUaAX — 8 % IIAAT.

[00391] CobBupanmu u  yCcTaHaBJIUBAJIM BJIeKTpodbopesHYyn  KaMepy B
COOTBETCTBMM C MHCTPYKIUEM [0 SKcIIyaTauuu npubopa IOJ4 IIpOoBeldeHUs
BEPTUKAJIBHOTO nJjlekTpodpopesa. I[IpoOH T'OTOBUIM, PABBOIOS OOpasLE OUMIEHHOMN
BOOOM MO KOHEUHOW KoHIeHTpaluu 1 MT/Mi. OToupanr o6bheM, SKBUBAJISHTHLI
40 MKI ¥ CMeullMBaJM I[IOOTOTOBJIEHHHE NPoOE MCcIemyeMoTo ofbpazua B

cooTHomeHnnu 3:1 (oBbeMm/o00BeM) Cc OybepHEM pPacTBOPOM IJIS HaHeceHwud
oBpazluoB 4-KpaTHBEM, COIepXalMM 2-MepKalTo3TaHOJ (pelyluupylolne yYCJIOBUS)
u He comepXxallM 2-MepKanTo3TaHOJ (HepeIyuupyolMe ycJIioBUS) ,

nepeMellMBai. IlojlydeHHEIe PACTBOPHE MHEKYOMpPOBAaJIM NpM TeMIepaType (99 =
1) °C B TeueHme 3 MmH (oBpaslp, CcoIepxallie 2-MepKalTOSTAHOJ) W OpHU
TeMmrneparype (99 + 1) °C B Teuenme 1 MuH (0Bpasup, He colepxaumve 2-
MEPKaIlTO3TaHOI) . PacTBOpE OXJIaxXIaliu oo KOMHAaTHOM TeMIepaTypH,
IepeMellMBalM UM HaHOCUJIM B JIYHKM ITAAT [oo CJIOV SIJIeKTPOoIHOTO OybepHOoTOo
pacrsBopa.

[00392] OSaexTpodopes  OPOBOOMIM B pexmMe IOCTOSHHOTO TOKA,
MCIOJIB3YHA CHCTEMY BOIOAHOT'O OXJIa&XIOeHMHA. 3alaBaliM HapaMeTph paboTH
MCTOYHMKA OUTaHUA: npu IPOXOXOEHUN bpoHTa Kpacurens yepes
KOHUEHTPUPYOUMI T'eJlb HalpaXeHMe Toka cocTabBjaso 110 B. Ilocjle BXOXIOEHUS
bpoHTa KpacUTelIs B HWXHUM pasielidoluil I'ejib Ha 5 — 7 MM HalpsSKeHMe ToKa
yBemuMeain no 180 B. McTouHMK OUTaHMA OTKINOYaIIM, KOoIOa QPOHT KpaCUTeJs
OOCTHUI HIWXHeM I'paHMUE Delid.

[00393] Tlocne oxoHUAHUA DJIeKTpodopesa Ter OTHEJISIM OT CTeKOJ U
ONpoBOOMIIM OQuUKcauun OeJIKOB B (QUKCHUPYKIEM pacTBope B TedueHMe 16 — 18
YacoB IIpM KOMHATHOM TeMIepaType. 3aTeM OPOBOIMIIM OKpallMBaHMe Tejel (B
pPacTBOpEe KUCJIOTHOM CHMHeM 83) M OTMEIBKY OO [IOJIyUeHMS UeTKOM BUIyaM3alll
nojioc. TIenm craHMpoBanmM. UMcTOTY M IIPMMECHM B MCIOETYeMHIX ofpaslax
OLEHMBaJIM C IIOMOUWEBI NpoI'paMMHOI'O ofecrnedeHusa GelPro.

[00394] puMmep 12. OnpemesyieHMe OTHOCHUTEJBLHOW CHeludpuuecKon
AKTUBHOCTN
[00395] OTHOCHUTEJILHYIO crieundmUUe CcKyo aKTUBHOCTD oBpasloB

MOHOKJIOHAJIBHOT'O  aHTuUTeja  HOpoTuB  PD-1  oueHMBaIM IO  CIOCOBHOCTH
crieuMdmUYHO CBA3EBaTbHCA ¢ OenxkoM PD-1 Ha [NOBEPXHOCTM MeMOpPaHH KIJIETOK
gmHun Jurkat PD-1 NFAT. 3a OeHb IO [NPOBEIEHMS aHalinz3a MMMOOUIIM3MPOBaJIU
PDL-1 B JyHKax KyJbTypallbHBX I[JIaHmeToB. Ha clenyomuil IeHb IPOMBIBAJIM
nJlaHmeTH, BHocuaM 0o 50 WMKI/IYHKY pacTBopa O(GuToTeMaTTUIoTHMHMHAE-IT
(lan5xo, Poccusa, xar. N MO21). Ipu noMoUM pPOSOTHUIUPOBAHHOM CTaHLUU
Freedom Evo TOTOBUIIM CepUMHEE pa3BeldeHMS CTaHIAPTHOTO U MCCJIeIyeMOoTO
o6pasuoB ¥ BHOCUIIM B KYJIbTYypajbHHE IJIaHmeTs no 10 MKI/JIYHKY. BHOCUIIU B
KyJbTypalibHee MaHmeTs no 40 MKJI/JIyHKY KJIeTOouHoM cycneHsum Jurkat PD-1
NFAT. UukyGupoBaJM NJaHmeTe 4-6 uyacor npu 37°C, 5% COz. Bce onmMcaHHEE
BBHIIE [NPpOLEeNYPH [NPOBOIMUIIM B aCelTUUYECKMUX YCJIOBMUAX.

[00396] [lo 3aBeplleHuM MHKyOauuu  godasjaam 100  MKJI/JIVHKY
pacTtBopa BioGlo (Promega, CIA, xar. N G7941) u onopelelalM VYPOBEeHb
JIOMVHE CLLEHLINN .
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[00397] C [OOMOUB OPOTpPaMMHOTO oOfecneueHusa Magellan cTponnm
YeTHpexXNapaMeTPOBHE KPWBHE 3aBUCUMOCTU CpelHeTO SHaUYeHUd JIIOMUHECHEHIMNU
OT KOHIeHTpauuu GeJjika OJIS PacTBOPOB CTaHOapTHOTO ofpaslia M MCHOHTYEeMOTO
o6pasuoB, PAaCHOOJIOKEeHHBEIX Ha OINHOM IJIaHIeTe.

[00398] OTHoCUTeNbHYD CIelMdMUecKyl aKTUMBHOCTL MCIHTYEMOTO ofpasla
B npoleHTax (RP) paccumnTEBaIN 1o dopmMmyTie:

#
H

ED,
Ei) test

300%,

, Toe
EDsost - 3HaueHMe NOJIOBMHHOM 5OOEeKTMBHOM MOSH CTaHIapTHOTO ofpasua,
HID'/MIT;

EDsotest - =3HaueHMe T[IOJOBMHHOM 50OeKTMBHOM JO3H MUCIBTYEMOTO
oBpasua, HT/MI.

[00399] 3a KOHEUHHI PpesyJIbTaT NPMHMMAJIM CcpedHee 3HaueHMe
OTHOCUTEJILHOM crieunuduUecKom aKTUBHOCTH, paccumMTaHHoOe o TpeM

He3aBUCHMEM OIpelelleHMaAM (olpemefIeHHOe Ha 3-X PasHHX KyJbTYpPallbHBIX
IJlaHIeTax) .

[00400] IpuMmep 13. OmnpeneseHUe BI3KOCTU

IVHaMMYeCKyD BA3KOCTL MCCJeIyeMEIX PacTBOPOB OIpeleliajiM MeTOIOM
POTALMOHHOM BUCKO3UMETPUM Ha BUCKO3UMeTpe Bpyxdbunbma CAP2000+L.

[00401] IpuMep 14. HccrnenoBaHUA HpUponbE OybepHOTO pacTBOpa

[00402] HccienyeMble COCTaBH

OIS HacToAlEeTro MCCJIeOOoBaHMs BEHOPAaHH UyeTepe OydepHEX pacTBopa. llpu
BEIOOPEe MOJAPHOCTHU U pH Oybepa yUTeHH OTpPaHMUYEHUA NPU BO3SMOXHOM [NOIKOXHOM
BBeleHUM, a Takxe pl aHTuTena (pH muccienyeMelx OyQepHEIX pacTBOPOB BHOPAHE
B MMHMMAJIEHOM BO3MOXHOM QUI3UOJIOTMUHOM 3HAUSHUN) .

Cocrae (Ha 1 mim):

Iporrommal S KD
N P &N i § - i h b e —
Acetats, pH 5.0 HaTpKy ageTaT TpMrvzpat (T Do) .43 wr
YrRCVCHAEA XMCAOTa JegAdan {meE.)Emo vH 5.0
Mponromumal 5 Mo
C1ltrate, pH 5.0 Haspua UwTpas gwouipat {3/7) 0,538 wp
TeMoHEAd wecncTa Geseogur (878) .35 Mo
IpoEromMal 3 MD
Histidine, pH 5.5 | L-Trommaux .23 Mt
T . T = TSI TV T AUATIATTS i HE = 4-} 78 -
L-THCTHIOMHE THIROXIOLDME BMOHCTHIEDRaT M/ Tiu. /9 MI
Hporromnab 5 MO
Phosphate, pH 6.0 | Havpus zwouspodocdas smomorkgpatr o/ry 1.E21 wp
Havpus mugpodocdar Bessopment {6/8) 9,17 mp
[00403] OnpemesyieHre KOJJIOMOHOM CTadbMIILHOCTHM MeTomoM II9I-

arperalum.
VccienoBaHMe MNPOBOOWJIM B Tpex TOBTOPHOCTAX IJIA Kaxmoro obpasa.
PesyJbTaThH OpenacTaBJieHH B Tabiauue 1 m Ha dur. 1.
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pPacTBOPOB

CpeHHHH OIITMYeCKaA IIJIOTHOCTDb

Tabguia 1.

[00404]
cpasy IIOoCJIEe TIPUIOTOBJIEHUMA IIPM IOJMHEe BOJHE 400 HM.

e
&=

14

0.065 | 0.070

0.068

12

id

£

i.0ed | 0.0ke

0.05%

0.061 | 0063 | 0.083 | 0.06d | 0.084 | 0.0ke

f.058

0.06 | 0.0£2 | 0.063

0.0el | 0.0£1

L}
g

.05
&

.5
8

;05
3

RaT 6000, %

3.0

3
R

Aeetate, pt

Citrate,pB 5.0

15.3

Hiztidine,p

1 6.0

Fhinaphate,p

B pesynbsTaTe MCCIeOOBaHMAa HamMboJiee BHCOKYK KOJIJIOUIHY

[00405]
CTadUIIEHOCTE B OpUcYyTCcTBUMM IO nmokaszanm o0paslH

B THUCTHMIVMHOBOM WU

KoMnosuunm Ha OCHOBe LUTpaTa U dpochaTa

OBUIM MCKJIOUEHH M3 OallbHelmeTo nuccijiegoBaHMA,

aneTaTHOM OYdepHHX pacTBOpax.

Tak Kak arperalusa TIpu 6

o)

KOJIJIOVMIOIHOWM

Ha OCHOBaHMM T[IOJIYUEHHHX pe3syJyieTaToB IOJIA oajlb Hele I o

o)

HeyIOORJIETBOPUTEIJIEHONM

IIoKazaTeJIeM

ABJIAETCA

sr
CcTa®MJILHOCTH.

ae

o)

aleTaTHEIM UM

BHODAHELL

BHOOPa pH ® wmMoJgdgpHoOCTM OydepHOTO pacTBoOpa

OybepHEEe pPacTBOPH.

o)

I'MCTUMIOVMHOBEIM

Butop pH u OydepHOM eMKOCTM pacTBopa

Mpumep 15.

[00406]
[00407]
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[00410] B pesyabTaTe MUCCISNOBAHMA IIOKa3aHO, UTO IIPHUCYTCTBUE
MOHOKJIOHAJILHOTO aHTHUTeJla NpoTuB PD-1 (mpoJjrojmumMad) B BOOHOM pacCTBOpe
OPUBOIUT K yYBeJMueHMo ypoBHA pH. HaubBosbwasa crabuinmuzauma pH
obecrneunBaercsa 20 MM OydbepHBMU pacTBOPaAMM.

[00411] Bce wmccraenyemele o00pa3lb MTPOINEMOHCTPUPOBANM BHCOKYIO
arperallMOHHYK CTabMJILHOCTE Ha 5 BOXX, Tak KakKk OpPUPOCT TIpUMecel B
X0ome TepMOoCTpecca CcocTaBMJI He Oojiee 0.5 2 1mig Bcex oOpa3LoB.
Haunyumyno CTabMIBHOCTE IIOKa3aJiM ofpasle Ha OCHOBe TMCTHUIMHa c pH 5.5
- 6.0, a Takxe Ha OCHOBe alleTaTa Cc pH 5.0 - 5.5.

[00412] Bce cocTaBe OPOOEMOHCTPUPOBAJIM CXOXYKD CTabMILHOCTDL
OpoduiIg sapSXeHHEX QOPM, KOJMUeCTBeHHad pasHMlla M3MeHeHMS CcomepXaHMd
dpaKLUil MeXxOy COoCTaBaMM HaxXOOMTCAS B HOpelejlaX IIOTPEmHOCTM MeToIa.

[00413] COoTJIacHO pesyJbLTaTaMm TeJIb—-2JleKkTpodopesa B
PeOyLMPYIIUX YCIJIOBUAX, ©oJiee BHCOKYID CTaOMILHOCTL IPOOEMOHCTPUPOBAJIN
BCe COCTaBH Ha OCHOBe IMCTMOMHA, B TO BpeMd Kak B HepeIyLUUPYRIMX
VCJIOBMAX JIYUIIMe IIoKasaTesM OBJIM IIOJIYUYEeHH MOJIS alleTaTHHX OyhepHHX
PacTBOPOB.

[00414] Ha oCHOBaHMM TIOJIYUEHHHX HOaHHHX CcTa®MILHOCTU  IIO
noxasarTejiaM pH, uUMcTOoTa U HOPpOodMJIL SBapSKeHHHX GOPM MOHOKJIOHAJBLHOTO
aHTHUTeJla HpoTuB PD-1 1nJg »DajibHelmel pa®oTH PeKOMeHIOBaHH CJeOyllme
COCTaBH BCIOMOTATEJILHEIX BeElleCTB:

20 mM Acet 5.0 /20 MM

Hampua apetar 7/T 1.74 mr/un
AneTaTHEY GYQSpHHM PAcTEOD

YECycHad KMCHoTa Jef. Io pH 5.(
TH 5.0
20 mM His 5.5 /20 m

L-THCTIIHH 0.92 mr/vn

THCTHIKHOBEYE GyhepHEs]
| L-THCTHIMHA TUIDOXNODED M/T 2. 596Mr/Mn
pacTsop pH 5.5

[00415] IpyMmep 16. Bubop ©dapMaleBTUUECKOM KOMIIOBMIUM Ha
OCHOBe TUCTHOMHA
[00416] VccienyeMele COCTaBEH

0719 CKpMHMHTa CTabMJILHOM dapMalleBTUUYeCKOM KOMIIO3MUIMM Ha OCHOBE
20 MM I'MCTHMIVMHOBOTIO OybepHOT'O pacTBopa C pH 5.5 OvUIM B3ATH CllelyKlile
BCIIOMOTATEJILHEE BelecTBa: MaHHUTOJ, Tperajio3s IUIMAapaT, caxapos3a
(OCMOTHUECKMe AT'€HTH) . Bce MCCJenyeMee PacTBEOPH ABJIAITCSA
M30TOHUYECKUMUA .
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[00418]

MccrnenoranHue CTabUIIEHOCTHU o0pas3uoB IPOBOIOVIIN MeTOIOM
TepMocTpecc npu 50°C B TedeHMe 72 YacoB, MEMK-TeCT B TeueHMe 120 u
opu ckopoctr 800 o06/MMH, a TaKke OIOHOKPATHOTO 3aMOPaxuMBaAHMA IIPU

TeMreparype MMHyC 16 — 20 °C ¥ pasMopaxmMBaHMg IIpM TeMmrIeparType +25 *
1°C. MYTHOCTL PacTBOPOB OLEHMBAJM METONOM CHIeKTpobpoToMeTpru rmpr 400
HM. I'oMOTeHHOCTE 0oBpasLoB aHalmMs3npoBaJn MeTOIOM 3 BoXX n

sJekTpodpopesza Ha nOpubope Labchip. Ipoduiab s3apSKeHHBX (GopM 00pa3loB
aHaJlM3MpoBaJM Ha Opubope Labchip.
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[00421] B Tabauie 3 MNOoKa3aHO HeTaTMBHOE BJIMAHME MaHHUTOJAa Ha
TepMUUECKY W KOJUIOMOHYH CTabMJIBHOCTE MOHOKJIOHAJIBHOT'O aHTUTeJa
nporue PD-1 B 20 MM I'MCTUMOMHOBOM OybepHOM pacTeBope ¢ pH 5.5: B xXooe
TEepMOCTpeccCa B TeueHMe 96 U OPpUPOCT IpuMeceld Ha 9 BOXX cocTaBMII OT
1.24 go 3.18 % B xome meMk-TecTa B TeueHMe 120 U pacTBOPH OpMOOpesM
BUOUMYH arperaumion. COCTabBH C MaHHUTOJIOM I[IOKa3allM TakKXe OTpUllaTelbHBe
pPe3yJbTaTH CTabMJIBHOCTM B XOIOe KPMOKOHLEHTPHMPOBaHMA: IIOCJEe OOHOTO
LMKJIa 3aMOPO3KM—-PasMOPO3KM IIPMPOCT OpMMecel Ha 2 BIXX cocTaBUI OT
1.05 mo 4.45 %, 4uTOo rOopas3lo BHIle IOaHHOT'O IIoKaszaTelsd OIS OPYIUX
COCTaBOB.

[00422] CocTaBH, comepxammue L-IIPOJIMH, TaKxXe
IpPOOeMOHCTPUPOBAJIN HU3KYD KOJIJIOUOHY CTabUJIIBHOCTE BCJIEOCTBME
ofpasoBaHMA BUIOMMOM arperallMM B IIpollecCe MeMK-TecTa. llocjie TeCTOB
3aMOPO3KM-Pa3MOPO3KM M TepMOCTpecca IMIPUPOCT IIpMMecCeM COoCTaBOB C L-
I[IPOJIMHOM COCTaBUJI B CpenHeM 0OoJjiee 1 % Ha 5 B3OXX.

[00423] B XoIe DKCIepMMeHTa BHSSABJIEHA BHCOKAA TepMUMUecKas U
KOJIJIOMIOHAas CTabuIbLHOCTE IpoJrojmMaba (OTCYTCTBME 3HAUMMEIX M3MeHeHUU
IoKas3aTeJIe KadeCTBa Ha BCexX CTpeCC-BO3IeMCTBMAX) B COCTaBax C
Tpel'aljlo3H OuiMapaToM 6e3 Haludusa  COJIOMIM3aTopoB, TakMx Kak
nojmcopBar 80 m noJokcaMep 188.

[00424] HamBoabpmmM CTabuiIm3upyomuM 2dbekToM Ha MOHOKJIOHAJIBHOE
aHTuTeJio npoTue PD-1 B 20 MM rmucTMAMHOBOM OY(QEepHOM pacTBoOpe ob6JalarnT:
Tper'aljlo3H OUIMOpaT, caxaposza, a Takke UMX KOMOMHaLUUM C IJIMUMHOM. 39TU
COCTaBH MOTYT OBUIL MCHOJB30OBAHH IOJA JMOOUILHOM JIeKapCTBEeHHOM (QOPMEH
MOHOKJIOHAJIEHOT'O aHTUTeJIa.

[00425] OlleHKa CTabMIBHOCTU IIEepPCIeKTMBHEX COCTAaBOB Ha OCHOBE
TUCTUOUHA [PV JIMOOMIILHOM CylKe
[00426] Ofpaslp, NOPOIEeMOHCTPUPOBABIME HAWIYUNYD CTabMILHOCTD

Ha IpenHOyleM 2Talle CKPMHMHIa, ObBUIM MCCJelOBaHE Ha BO3MOXHOCTDL
IIOJIYUeHMA JIModuIM3aTa IOJA OPUIOTOBJIEHUSA pacTBopa OJS MHOY3UM.

[00427] IJI9 3TOTO pPacTBOPH, comepxamme 20 mMr/mil miam 100 MT/MiI
MOHOKJIOHAJILHOTO aHTUTeJla K PD-1 mpojaroarMaba, pasJIMBalM B CTeKJISHHHE
bilakoHel 1 TUIPOIUTHMUECKOTO KJacca, OQOJaKOHH HellJIOTHO YKYIOpMBaJlU
PEe3MHOBOM MNPOOKOM C HOpope3bin. OJaKOHHE C PacTBOPOM IIOMENAaJIM B KaMepy
JIMOOMIIBHOY  CymKM. I[poBOIMJIM JMOOMJIBHYID CYIIKY B  aBTOMATUUECKOM
pexuMe . CraiMio 3aMOPO3KM MPOBOOWMJIM OPM TeMIepaType MuHyc 40°C,
[IEPBUUHYK CYIIKY NPOBOOMIJIM Hpu naejeHum (0,10 + 0,03) MBap, BO BpeMsa
BTOPMUHOM CYIIKM TeMIepaTypy I[IOBHIIAJM, »OaBJieHMe cocTarJjsajio (0,05 =+
0,02) MmBap. Ilocyse 3aBeplleHMA I[IpollecCa CYWLIKM OabJIeHMe CcOpacCHBaJid OO
HeoOXOoOMMOTO 3HaueHMsda Bakyymy 0.76 + 0,03 mbap, HOPOBOIUIM YKYIIOPKY
GJIaKOHOB  PEe3MHOBHMM HNpoBKaMM U JaJee cbpacHBaJM BakKyyM IO
aTMOChepHOTO HaBJIeHMA. YKyIIOpeHHHe (QJakKoHH IIepeldaBalJiM Ha IallbHelmue
uccJenopaHuga. JIMOOMIM3UPOBAaHHEE o0O0paslib MOHOKJIOHAJILHOTO aHTUTeJa K
PD-1 mposronuMmaba XpaHWJIM HOPM TeMmIepaType 2 — 8 °C.

[00428] g IIOOTBEPXICHUSA CTabUILHOCTH Besika mocie
JIModMIM3auMM o0paslbl BOCCTaHaBJIMBaIM. CoIepXaHMe MOHOMepa OlleHMBAaJIM
MeTOnmoM 3 BOXX, nOpoduibs 3apsXeHHHX QOPM aHalu3upoBaJM Ha Ipubope
Labchip. Takxe oopemelalM 3HadveHMe PH Do ¥ 1ocje JMOOMIMBAlUM.
PesyJIbTaTH IIpeOcTaBJieHH B Tabjauie 5.

[00429] [Ipr JIMOOMIIBHOM CymKe OTOBPaHHEX COCTABOB Ha OCHOBE
TUCTUOMHA 17 mocje BOCCTAaHOBJIeHUSA JIMOOUIIN3aTOB HabJogaam
He3HAauUMTeJLHHM cIBMT pH, HaxomdammMca B Ipedejlax IOTPeMHOCTM MeToIa.
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Bce cocTaBH NPpOOeMOHCTPMPOBAJIM BEHCOKYK CTaOUIIBHOCTE II0 UMCTOTEe Ha 3
BOXX M npodmimw 3apSXeHHEX QOpM IIOCJIe BOCCTAHOBJIEHMA. OOHAKO Oy THMMOE
pa3jmnure UMCTOTH 0O0pa3lLoB OBUIO [IPOOEMOHCTPMPOBAHO METOLOM I'eJib—
sJekTpodpopes B cucTeMe LabChip Caliper. Haubojee cCTadbuiIbHBEMHU
oBpazuaMM II0 2TOMY IIoKa3aTeJlw HABJIAKTCS cocTaBua N 22, 27, 36,
comepxallle Tpel'allo3w ourunpaT. CocTabBH B L-IIPOJIMHOM TakXe IloKa3aJilu
3HaUMMOE M3MEHeHVe IpOoQuiid 3apsXeHHHX (QOpM, [I0OSTOMY He PeKOMEeHIOEBAaHE
0JIg MCIOJIBE30BaHMsA. BrUla [NPOOeMOHCTPUPOBaHa BO3BMOXHOCTE JIMOQUIIM3aLUM
cocTaroB N 22 m 27 c KOHLUeHTpaluen Oejka 100 Mr/MIiI.
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[00431] [oJyueHue BEICOKOKOHIIEHTPUPOBAHHOM bopmer u
NOATBEepPXIeHVe CTabMILHOCTY IIPU YCKOPEHHOM XpaHeHUU

[00432] Ha oCHOBaHUM pesyJLTATOB CKPUMHMHTAa B XUOKOM U
JIMOGUIILHOM  JIEKAPCTBEHHEX  GOpM  OJIS  YCKOPEHHOTO  MCCJeNoBaHus
CTadMILHOCTU BLIOpAHE cyenyomme COCTAaBH:

Opomrommalb 20 - 150 mo/ma | Tponrommat 20 - 150 mp/ma
L- PHCTKONH (.82 up/un | L-rHCTHONH (.92 Mo/un
L-rucErOMEa /X M/0 2.96 Mo/wn | L-rucremmHEa /% M/ 2.96 Mo/ un
Tperanoss gurugpat 100 mp/mn | Tperanosw gwrmgpaT 80 Mp/mo

Bomga ﬂHH.HHEEKHHﬁ 0 1 mn Boga omA HHEEHHM% RECH) 1 mMm
[00433] ComepxaHMe TpeTrajiosH OUTHMIpaTa ObBJIO CHMXEHO MOJIg
BHIPABHMBAHUA YPOBHS OCMOJIAJILHOCTH PacTBOPOB c [IOBHIIEHHOM
KOHILeHTpaluuen MOHOKJIOHAJILHOT'O aHTUTesa [IPOTHUB PD-1 o

PUBUOIOTUUECKOTO YPOBHS (okojo 300 MOcM/KT), a Takxke OJ9 CHMXEHMS
BA3KOCTU PpPacTBOPOB OO ypPOBHA MeHee 100 cP. CraluiBHOCTE 0Dpas3LOoB
NOOTBEPXOANIM YCKOPEHHEIM XpaHeHMeM nOpu +37°C, aHalMs [OIPOBOIMIIU
MeTOomamMm 2 BIXX, MO B3XX m B30, a Takxe OIpelelidliM OTHOCUTEJILHYII
CneluMPUUEeCcKyr aKTMBHOCTE IIpoJirorMaba. Pes3syJbTaTH [IPEeIOCTaBJIEHE B
Tabauuax 6 um 7.

64



PCT/RU2020/050197

WO 2021/034228

65

i ﬁ P A R
W_.ﬁ o 4 Pl uwy | | ,
od Ty o] s - . g A ‘
._.\..s & ol b i “\M \“ LI e [ | | (%1 M,Mw. . fxﬂ. P .
i k3 : i L @ i v | g |
i w o . S el S o ot i e il b e i \
2] 53 v b faa o Tesi Lonv o [y [ U o o Rt BEA i g v | éma
L) : A | e [ ], e s i oL Pl P T = | o 5 e P
0 " el P P I R L I = ég fie o A O B i i I % 1 E e 1
o3 A : . pEo el Bl Bl ey s o R w || o T e
10y ) K] w a a hd i i T P2 ]
= 4 n.\.h .m __w i .&“ .\u“ . . g o m\\_ i | i
) R N o e 5| (@ | [E | ol I o LA B i A - L
et 2l B Il PO i al ot Kool ol I I A A L T .
P o B 7] R ) B e RN o [0 e R0 & u o @
—,H_ i s ] < E.\- g s |t 3 o o] A [ ) . L4 D I e s | N 53} (2]
o il O et Rl E N e | e e a e Lee | |u Cee AR R P %A
£ 5| wed ] . |w Sl A R R i b e
\_ . v o | ol DE T P e e ._..\_ i | o
o 1 g | K I B soen e e \ .
i : q |
y Jas iy |59 _.Mw.“ Mw i | 9...“ 2 . u:_ we“ ”.M ar |y
& e |E & | o e R @
vl 5 | o O A R 4y I R o
4 o 73 P! e g% -
a 5 7oA ey .
] %3 o . DR s R [51]
1] o A Iy oM s “
o | B - "
g s | A A R e w |3
T B g e | e ol | e _..m. - 2 Tl
i o £ BRI i Boow | E
-4 B4 el 18} 1w E N & I P =
o A s Bl 2|85 5 £ L R X
i3 ¥ L R G| | B | s % oA Ly . [ R
; ¥ = e | | o lalola 73 €308 2 i
£ i % ; RSN R A g 0 2 I o
= % & au CREAE A AR N i G oo | e [ e | e [ a |
: = H . _v_wm il s R lm..wh 24 o % o =15 .:.:m m _,.m o |
o A0 P < L [} : o B g A ol e 2. 4 - N 3
i i x s | m m 0 |w X A WM : H M| ) b M A 4 5|5
= s 2 R R =2 = s u a solE e w5 | w s |8 ool
ot : B3 LlElLpE g s 2 3 s | B ] b L] L e i [
Ed & calElE g b | 2 i G 8 3 G | s e 2 P dro || e
i o b [ul P T W w | - s e a0l Lz o o | o |5 s
Wi g 0 T BT ¢ 3 A N | = o o | (7 N
- ; i i | b T w7 Q) ] y R R = ¥ o | in | R
£ ~ < bl | o | | o ] # o || @] S (&} Z e A
: 1 o b | e 1L : IR i il B ZJ - S e
o 0wy o | e .w e | et | e i it} i} W\w_ m o w..“ 1| M o = o | Mw_ Yo g
i) Z LAl gl 4 w g | B 10|08 o | AL %A
0 e | ol e R N A AR AR
%4} 5= W g g ’ o h “T ._‘n_. al \fx & KL i ) M %
¥ i s 2 g 22 o4 L i veb o] z k o >, 2 et %
ﬂw .‘J.«_. .We. ..}.p t«w‘,. M.‘.w__ wmm W.m WA s A w Vi w\swh wmn.u_‘ wwwn m..n.H Mh.\“ - Ep "mmm.”
s lEm 1l o L A 5 g2 . ~ 4 er | et Bl E
H b bl W .m. = .y e ) 7 pac] - 4 - wh mm‘ i g s
TR ol D G a5 2 2 |4|8 |4 o 8w
o 7 e 2 RO 4 R G i =
w bt < I B W ) ' b T o Kol Bl Z " ) T
i i vl ol Er o ) % E 2lER A 5 g |5
i M e 5 op] 3 e | o o KB B 2
] o " o 1 B " %] x = ! =
- 4 A o e w £ B | e w.ﬂ..._. =
- | oA L e i Ed ] A
ol et P B o
e | e P WH s [
T £ ; : e
" (35 % *A B *
: o ] o
. h 3] i
ta| B " o - ]
5 - ﬂ... % L] Mm ....\m :
e D - A R ! B e}
] N weA Tl "
. B - EE A [
2| A h o Wi
0 R g oW i e
O b s 4 % £
o B - EAUI T - £
- e A s
v “a S Fi "
P SRR G &




PCT/RU2020/050197

WO 2021/034228

66

Pascd bkl .
%%y 850 174
e P % % S 9o 7
isgs § b ¥y “%. sk
wred for o8 wrrd hadkd
F74 .. § ¥ L gL g
2 b b \9\\\\\ vy Loy § 7
o« 5 i 3 £ S S e 3 % 3
sl P >0 “l
P ~ 3% % £
ot 158 bupy 22 g Sl D TR L wd fud B 33 “y
A B A S04 DU T o P58 Fe 104 ¢t A5 LA [wved XX 3AEs SN 555 gt G A s
“ P v Eus M\ s v.MM K . 382 v g P % » e # “ % % - < 54 Mﬂw
. -, -, . - ” v o, ', e -, o P - ., o s v *
W3 334% LaFE K -, 52% % 3553 oy 3% 3% JAEr LR 1Ay wed 35 3AES 5 A Rt
e 3% - % e P S48y F Ay AT LA $X2 3% § vt 7wy i
s>
e R
.
a4z A oy ed
S 7
7 7 st
m\.m L w§ 2
% o %y
% “\\% e
. P “ o
4 ’ 3 % M\W
[ K% m\ #E 1A
|24 o i 5, 5%,
> w7 bts Ysa
% % % % « ey $48F o«
w3 (5 R # m\&v. & bt
Bx % e 3 Wi &%
i 9 7 w7 1 % 354
“Z i i # &t %
% % % iy % 14 %
% 73 “Z 4% PR %
w3 A% ¥ i3 S 3 85 52
o5 141 £ 4] i EA 525
Fos o gra A . 404
%5 4 Z: 4 7
£ P Al B £ ol 57
b i ke 14 s b Nk
>3 4 4 74 \\x,M 3 \\m 74
% % “%
s ] PR £ ] s s Ew PETER LV R
0ear Py et e, et S, 4 Yo R
e W5 o B2 e ) s vy b i
4 P d P = s ek d POY I RO
%2
bt
w
i
G R
ron
7
X <
A2
vom b
” ¥ 5
. e BB
T HE o fm o T,
o 3 4 X
%
oA 2] 41 7




WO 2021/034228 PCT/RU2020/050197

[00436] IIpuMmep 17. Bubop ¢apMalleBTUUECKOM KOMIOSMINWK Ha
OCHOBe alleTaTa
[00437] VccienyeMele COCTaBEH

0719 CKpMHMHTa CTabMJILHOM dapMalleBTUUYeCKOM KOMIIO3MIUMM Ha OCHOBE
20 MM aueTaTHOTO OydepHOTO pacTeopa ¢ pH 5.0 OBNIM B34ATH CllelyKlMe
BCIIOMOTATe&JILHEE BemecTBa: MaHHUTOJ, TpPerajio3k IUTMApAaT, CcaxXapo3a
(OCMOTHMUECKMe aTeHTH), L-TIpOoJIMH (OCMOTHMUECKMM aTeHT M CcTabuim3aTop),
TJIMLIVH (ocMOTHUUeCKMM aTreHT M crabuiam3aTop), HOoJamucopbar 80 wm
nnojiokcamep P188 (conoOuiamsaTopH) . Bce uccienyeMble pPacTBOPH ABJSATCA
MU30TOHUUECKYMU .

[00438] HccienyeMule CoCTaBH (Ha 1 MII) .
——— -
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[00439] MccrnenoBaHue CTadbUILHOCTY 00paslloB MPOBOIMIIM METOIIOM
TepMocTpecc npu 50°C B TedeHMe 72 YacoB, MEMK-TeCT B TeueHMe 120 u
npu ckopoctu 800 o06/MMH, a TakXe OINHOKPATHOTO 3aMOPAaXMBAHUS MUHYC
16 — 20 °C u pasMopaxmMBaHMa Ipu TeMmoeparype +25 + 1°C. MyTHOCTBH
PacTBOPOB OLLeHUBAJIA MeTOIOM CIHEKTPOOOTOMETPUN opu 400 HM.
l'oMorTeHHOCTE 00pPaszLOB aHaJM3UpPOBaJM MeTomoM 3 BOXX M siexkTpodpopesa
Ha nputope Labchip. IIpoduibt sBapaxeHHHX GOopM 00paslLoBR aHaJlM3UPOBaJU
Ha npubtope Labchip.
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(004411 Tabamna 8. Pesyantarsl ERCIOTHO-IMEIGUROTO Opoduits 00pasuos.

. OvMBlansne MEMeHeRMe
COOTER BOOCMODETENBHKY SSHBOTE,
; KROSOTHO-HESOERONC GROdMSE
MDA E w5 3
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< o & “‘g‘p 4
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® ‘F b H & oA B b o Saucpo3xs Tepmo- 5 .
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* Hasoneawe CECCEMTHBANH oo Sopsyme & = {eogepaanis QPAKTIS FUOne oTPecsE —

COIEPRANIS FUIRUHE A0 CTPECCA)

% RECcONOTHOS MIMEHSHME DSCCUMTHBANM OO0 fopgime A= E@:m,-:ep;&mﬁ;ﬁe maen Spanyss 0 CTPECR —

IOTeRAHMNE KHOT. SDIKURE Bonae cTpeceal + icogepKanite wen. Spakuid go crpecss —

COTEDHRRHE LT, ¢P&§fl§l§ﬁ aLRe ST"SE‘CCQE + mﬁegmaﬁe SOMHENE. ti)prlﬁljiﬁ SO OTRRCLE —

COZPPHAHIE SOMNHNE, DPARIIG To0ne rTpeceal

- OVEmME DE3IVALTAT -  EBMOSHON  KOHTROAD

Xt

by
MM CRoDINK REIVILTAT

[00442] B pesyJdbTaTe paboTH [DOKa3aHO HeTaTMBHOEe BJIMSHMUE
MaHHUTOJIA Ha TepMUUYeCKYyn M KOJJIOMIOHYK CTabMIIBHOCTE MOHOKJIOHAJIBHOTO
aHTuTeJa npoTtuB PD-1 B 20 MM auneraTHoM OydepHOoM pacTBope C pH 5.0:
B XOIOe TepMOCTpecca B TeueHMe 96 U OpUPOCT IpuMece¥ Ha 9 BIXKX
cocTaBmuyl or 0.48 mo 2.59 %, B XoOe meMk-TecTa B TeueHMe 120 u Bce
UCCIenyeMele PacTBOPE He MNpUOOpeNM BUIOMMOM aTperalur (CM. pPe3yJbTaTH
YO-CrekTpodOoTOMETPUN) . CocraBH C MaHHUTOJIOM IoKaszsaJu Takxe
OTpULIATEJILHEIE pPe3yJibTaTh CTabMJIIEHOCTM B XOIe KPUOKOHLEHTPUPOBAHUA:
IoCJie OOHOTO LMKJIa 3aMOPO3KM-Pa3MOPO3KM IIPUPOCT OpMMecel Ha 3 BIXX
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cocTtaBmuyg oT 0.69 mo 9.44 %, UuTO TOopasd0 BHIE IAaHHOTO IoKasz3aTeJd IJIg
IPpYIMX COCTaBOB.

[00443] CocraBH, comepxammue L-IIPOJIMH, TaKxe
IPOOEeMOHCTPUPOBAJIM HUBKYID TepMUUecKyl CTabMILHOCTE IIO IIoKasaTelo
UMCcTOTa IIPpM MCCIeIoBaHMM MeToIoM O BOXKX: OpupocT OpumMmecel uepes 96
u cTpecca cocTaemi 1.64 — 1.93 $. Ilocile 3aMOPO3KU—PaA3MOPO3KM IIPUPOCT
opuMecel coCcTaBOB ¢ L-NPOJIMHOM He IIPEeBHCUJI CpelHee 3HaueHMe HaubdoJiee
CTabMJILHEX COCTABOB B TpPylle. B xoIe »KCIepMMeHTa He OBJIO BHEABJIEHO
BIMAHMA COJIOOMIM3aTOPOB Ha TepMMUUECKYID MIM KOJJIOUMOHVID CTabMILHOCTDL
Beska. IIpoJronMad B coCTaBax C TPeTrajio3b OUIMIPATOM MIPOABMII BHCOKYIO
CTabMJILHOCTE Ha BCeX CTPeCcC—-BO3OeMCTBUAX B OTCYTCTBMU NOBEPXHOCTHO-
AKTMBHEIX BEIECTB, TaKMx Kak nojgmcopbaTr 80 m nojokcamep 188.

[00444] HamBoabpmmM CTabuiIm3upyomuM 2dbekToM Ha MOHOKJIOHAJIBHOE
aHTuTeJiOo npoTuB PD-1 B 20 MM amneTaTHOM OypepHOM pacTeBope obJlamawnT:
Tperajio3H OMUTUAOpAaT, caxXaposa, a TakKxke MX KoMOMHaUMM C TJIMLMHOM. OTH
cocTaBH MOTYT OBITE MCIIOJIb 30 BAaHH i IIOJIYyUeHM S JIMOOUIILHOM
JleKapCTBeHHOM (QOPMEl MOHOKJIOHAJIEHOTO aHTUTesa.

[00445] OnpemejyieHre CTabMIBLHOCTU I[IePCIeKTUBHHX COCTaBOB Ha
OCHOBe alleTaTa IIPpKY JIMOOUIILHOM CylKe
[00446] Ofpaslp, NOPOIEeMOHCTPUPOBABIME HAWIYUNYD CTabMILHOCTD

Ha IpeneOylmeM 2Talle CKPMHMHIAa, ObUIM MCCJelIOBaHBEl Ha BO3MOXHOCTDH
IIOJIYUEeHMA JIModuIM3aTa IJA OPUIOTOBJIEHUA pacTBopa IJS MHOY3UN.

[00447] IJI9 3TOTO pPacTBOPH, comepxamme 20 mMr/mil miam 100 MT/MiI
MOHOKJIOHAJILHOTO aHTUTeJla NpoTHE PD-1, paz3jmMBalM B CTEeKJISHHEE (GJIaKOHEH
I I'MIPOJIMTUMUECKOTO KJacca, OJaKOHH HeIJIOTHO VYKYIOPUMBAaJIM Pe3MHOBOM
IpoBKoM C Hpopesbln. OJIAaKOHH C PacTBOPOM IIOMeMalM B KaMepy JMOOMIILHOM
cymkM. IIpoBOIMIIM JIMOOMIILHYIO CYMIKY B aBTOMATUMUECKOM pexume. CTanmio
3aMOPO3KM MNPOBOIMJIM MPpM TeMrIepaTrType MuHyc 40°C, IIEepBUUHYD CYIKY
OpoBOIMIIM NpMu DaBjgeHum (0,10 = 0,03) mbap, BO BpeMsa BTOPUUHOM CYIKU
TeMIIepaTypy I[IOBHIIAJNM, OaBJieHMe cocTaBygsayio (0,05 + 0,02) mBap. Ilocuse
3aBepleHrsa IOpollecca CYNKM »OakJjieHMe cCcOpacHBalM OO HeoBXOoIVMMOTO
3HaueHud Bakyymy 0.76 * 0,03 wmbap, OpOBOOMIM YKYIOPKY OQJIaKOHOB
PEe3MHOBEIMM TNpoBKaMM U Jajlee cOpacHBalIM BakyyM OO aTMochepHOTo
OaBJIeHUA . YKYIIOPeHHHe (QJIaKOHH IlepelaBallM Ha OallbHeMmMe MCCJIeOOBaHUA.
JIModpmimsmupoBaHHEEe ofOpa3lbs MOHOKJIIOHAJIBHOTO aHTUTeJla OpoTus PD-1
XPaHUIIM [OpM TeMieparType 2 — 8 °C.

[00448] g IIOOTBEPXICHUSA CTabUILHOCTH Besika mocie
JIModMIM3auMM o0paslb BOCCTaHaBJIMBaIM. CoIepXaHMe MOHOMepa OlleHMBAaJIM
MeTOnmoM 3 BOXX, nOpoduibs 3apsXeHHHX QOPM aHalu3upoBaJM Ha Ipubope
Labchip. Takxe oopenelalM B3HadueHMe pH Do ¥ 1nocje JMoOMIM3alLMM.
PesyJIbTaTH IIpeOCcTaBJieHH B Tabjauile 3.

[00449] IIpy JIUMOOUIILHOM CymKe OTOOPaHHHX COCTaBOB Ha OCHOBe
aleTaTa U IIocJe BOCCTAHOBJIEHMS JIMOOMIMBATOR HabJomaeTCsa 3HAUMTEJIbHBM
coBur pH B mmanaszoHe 0.26 — 0.45. IDaHHBEM COBUI ABJISeTCHS MOXeT OHTH
00yCJIOBJIEH IIOoTepeM alleTaT-MOHOB B Ipollecce CymKM. TaxuMm ofpas3oM,
COCTaBE Ha OCHOBe alleTaTa MOTYT OBTb PEeKOMEHIOBAHH K JIMOQUIILHOM CYIIKe
Ipu yYCJOBUM yueTa OaHHOTO ABJIeHUA.

[00450] Bce cocTaBH IPOIEMOHCTPUMPOBAJM BHCOKYHD CTaOMILHOCTL
IO UMCTOTe Ha 3O BOXX M Hpodmiin 3apAXeHHEX QOpM [IOCJe BOCCTAHOBJIEHMI.
B xome pab®oTh OwJla OPOIEMOHCTPMPOBaHa BO3MOXHOCTL JIMOQUIM3aLMUM
cocTtaroB N 10 m 12 c koHUeHTpaluen OGejka 100 mr/mi.
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[00452] [oJyueHue BEICOKOKOHIIEHTPUPOBAHHOM bopmer u
IogTBepXIcHNME CcTa®MIILHOCTHU IIpM YyCKOPEHHOM XpPaHeHNM
[00453] Ha oCHOBaHUM pesyJLTATOB CKPUMHMHTAa B XUOKOM U
J'H/IO(]_)I/IJ'H::HOﬁ JIEKapPCTBEHHEIX (]_)OpM IOJId YCKOPEHHOT'O mccijienoBaHMA
CTadbMIILHOCTHU BBI@paHBI cClleoyomue COCTaBEHL:
Gromrommmat 3% - 150 wp/un | Dposromesh 20 - 180 mpium
HaTpie agsTar Ty 1.742 wof/vn | HaTpus auevar /7 1,742 unfun
YHCYCHAR HMCHOTE SeZ. 50 pH 5.0 FROVOHSR EMOSOTAR 583, §o pHE LG
TperasosH ZMIMESRET 106 mpimz IpEPEROSH SHIKIDAT }‘f“ MD/ME
S058 IN8 KETOXUMR oo 1 MR f0Za8 SSR MUBERUMK Fo i Mnm
[00454] ComepxaHMe TpeTrajiosH OUTHMIpaTa ObBJIO CHMXEHO MOJIg
BEHIPaBHVMBAHNMA YPOBHA OCMOJIAJIBEHOCTHM pPacTBOpPOB C [IOBLIIEHHOM
KOHLLeHTpaLU/Ieﬁ MOHOKJIOHAJIBHOTIT'O aHTUTeJIa IIPOTHE PD-1 oo

PUBUOIOTUUECKOTO VYPOBHA (okojo 300 MOCM/KI), a Takxe CHMKeHUI
BA3KOCTU PacTBOPOB OO YPOBHA MeHee 100 cP. OOpas3suwl 3akjalbeBajid Ha
XpaHeHre npu +37°C M aHaIM3MPOBaJM MeTomaMu 3 BIXKX, MO B2XX u B39,
a TakXe OIpemnesiasM CHelUMdUUecKyrn aKTMBHOCTL 0OeJika. PesyJbTaTH
npelncTaBJIeHH B Tabimuax 9 m 10.
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uTOo M300peTeHMe OBJIO OIMCAaHO CO CCHUJIKOV Ha

[Tou TOM,

[00457]
IIpellIouTHTEeJIBEHEIE BapMaHTE OCYIMEeCTRIJICHIMA,

IpUbeTrHy Th

dTO MOXHO

cJjienyeT IIOHIVMAaTE,
MO,JII/I(]_)I/IKB.LU/IFIM, OUEeBMIHO

obJlacTuU
paccMaTpMBaTh

IOJIA

Kakr

VM3MeHeHNMAM "

K

u

VIBMEeHeHNA

IIoooOHEIe
B paMkax " o00beMe IPUTA3aHUN

TeXHNMKIM.

o)

B ITaHHOM

MOOMPUKALIMKM CJIeOgyeT

CIIenMaJiMCTOB

HaCTOAmEeT o M300peTeHr.
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[00458] Brome  ObIM  ODOOPOOHO  ONMCAaHH  MJJIOCTPAaTUBHEE,
HeOoTPaHMUMBALIME IPUMEPHE  OCYIECTBJIEHUMS HaCTOAmMeTo U300peTeHud.
DanHoe meTajJlbHOEe OIMcaHue IIpUMBEOeHO I[IPOCTO OJS TOTo, UTOOH
O3HAKOMUTL CIeLMaJlMCTa B JaHHOM oBJacTM TexXHUMKU ¢ IONOJIHUTEJIEHEMU
OeTaljlaMy [NPaKTHUUEeCKOM pealiM3aluy NPeOlloUTUTEJILHEX aClIeKTOB HaCTO AMMX
umer, ¥ He oI'paHMuMBaeT o0beMa OaHHOTO u300peTeHUs. Kpome ToToO,
KaXOLll M3 OOINOJHUTEJLHEX [IPM3HAKOB UM MOEM, PAaCKPHTHX BHIIE 10 TEKCTY
M HUXe IO TeKCTY, MODYyT OHTL MCIOJL30BAHE I[I0 OTOEJILHOCTU WM B
COBOKYIIHOCTM C OPYTUMU IPM3HAKaAMU UM MOEAMA.

[00459] BoJjlee TOTO, KOMOMHALUMU OTJIMUMTEJILHEIX NPU3HAKOB U
mMaroB, PACKPHTHX B HMKEIPMBEOEeHHOM OeTajlbHOM OINMCaHMM, Takke, KaK U
SKCIIepeMeHTalIbHEe [IPVIMEPH, MOTYT BHTE HeoBa3aTe bHEMA OJ1s

HpaKTquCKOﬁ pealJinmsalurn MBO@peTeHMH B caMOM [MHMPOKOM  CMEICJTIE, u
I[IpMBeIeHE TOJIBEKRKO IOJIA TOI'O, YTOOR HOHpO@HO OIlMCaTk KOHKPEeTHEHEe IIPVMMEPEI
IOJI4 HacCToAmeI'O MBO@peTeHMH. BoJjee TOT'O, OTJINMUNMTeJIbHEIE IIPMsHaKM
OIIMCAHHEIX BEHIIE€ KOHKPETHEX IIPVMMEPOBR M He3aBHMCIUMMEIE M 3aBUCHMEBIEC IIYHKTE
@OpMyﬂH MBO@peTeHMH, IIpMBeIIeHHEE B IJaHHOM MBO@peTeHMM, MOXHO
KOM@MHMPOBaTb criocobamu, KOTOPEHE KOHKPETHO WM HEIIOCPeOCTBEHHO HeEe
YKasaHE, C LOe&JIBID pealliM3allVl IOOIIOJIHMUTEJIbEHEX uenecoo@paBHHx BapMaHTOB
OCYmeCTRBJIEHMA HaCTOAmMeI'O MBO@peTeHMH.

[00460] BeUIM TIPOBEIEHB NOMOJHUTEJILHEE [IPVMMEPH MCCIeNOoBaHuM C
VICIIOJIE 30BaHUEM pPasInJdHEX BOJIHEIX bapMalleBTUUECKMUX KOMIIO 3ULIMM,
comepXxammMx aHTUTeJio K PD-1 npoaronmma®, »OJId JIeUeHMHA 3JI0KaueCTBEHHHBX
HOBOOpPAasOBaHMUM, TakKMX KakK MeJaHoMa, B TOM uMcJe HeolepabesbHad MIM
MeTacTaTuyeckasd MeJlaHOoMa, PaHHMe CTaauu MeJIaHOMBEL IO M IIOCJIe
pairkaJIbHOTO JeueHMsa, pakK JerkKoTro, HeMeJIKOKJIeTOUHHM pakK JIeTKOoTo
(HMPJI) , B TOM umciie HeollepabeJib HEl MJin MeTacTaTuueCKUN
HeMeJIKOKJIETOUHEM pakK JieTKoTo. THIIOBHEe dapMalleBTHUeCKMe KOMIIO3UIINN,
MCIIOJIb3YEeMEle IIJIS IaHHHX MCCIeIOBaHMM, OXapaKTepM3OBaHH CJiedymyMMI
cocTaBaMM HMxe (Tadbauia 12.1).

Tabmuua 12.1

I. CocTraB Ha 1 MiI:

[Mpoaroaumad 20.0 M
HaTtpuga auerarTa TpuUIruoparT 1.742 Mo
Tperajyiose ouUrMIpaT 100 Mo
Kucisiora ykcycHasd Jieln. no pH 5.0
Boma mjsa MHBeKUUN no 1 wur.

II. CocTaB Ha 1 MII:

[Mpoaroaumad 20.0 M

Tperajyiose ouUrMIpaT 100 Mo

L-rucTuomy 0,92 wMmr

L-rucTunmuyHa I'MOIPOXJIOPHUI 2.96 MO

Boma mjsa MHBeKUUN no 1 wi.

[00461] OCHOBHEIE cBeIeHUA o) KIIMHWYECKOM pazpaboTke

MCCJenyeMoro Ipernapara
OapMaKOKMHETUKA, bapmMaxoOMHaMUKaE , Be30macHOCTE n

MMMyHOT'eHHOCTE BCD-100 (mpoJrojumMad) B MOHOTepallMM IIPM BHYTPMBEHHOM
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BBeIOeHUM U3YyUeHH B KJIMHMUECKOM MCCHIemoBaHUM das3e I C 3CKaJlallMel OO3H.
B maHHOM WMCCJIeOOBaHMM OBJIM [IPOOEMOHCTPUPOBAaHH 0e30IaCHOCTE U
IperMylleCTBa MUCCIeOyeMOTI'o IIPpOoOyKTa Yy [IalMeHTOB C paclpOoCTpaHeHHEMM
bopmMamMM  3JI0KAUECTBEHHHIX  HOBOOOpPAasOBaHMM  pPalzJMUHEX  JIOKaJIu3alui
(mMeJsianomMma, HMPJII, ) u o pe3ylbTaTaM MCCJEOOBaHMA IOBa peXuMa BBEeIeHUS
BCD-100 Br®paHB o4 IaJibHENmeNM KIMHMYEeCKOM paszpa®oTku, 3 MI'/KTD B/B
1 paz B 3 Hemeqmu u 1 MT/kr B/B 1 pas B 2 HeIeu.

[00462] Henpio wuccjemoBaHug M BCD-100-2/MIRACULUM OpMMeHeHUS
BCD-100 y HaluMeHTOB C Hepe3eKTabeJIbHOW MJIM MeTacTaTHUeCKOM MeJIaHOMOM
OBLIa OLlIEHKAa bapMakKOKVMHETUKY, 50OeKTUMEBHOCTH, 0e30IacHOCTHU u

UMMYHOTEHHOCTM B MOHOTEpanmy B OBYX PeXrMax BBeleHMVsa: 3 MIr/kr B/B 1
pas B 3 Hememu m 1 Mr/kr B/B 1 pa3 B 2 Hemenu. llepBUUHAS KOHeUHAS
Touka (QOUQO) oLueHMBAaJIACh I[IO0 pes3ylibTaTaM I[IPOMeXyTOUHOI'C aHajli3a depes
6 MeCcdleB. BCD-100 IPOOEMOHCTPUPOBAJ BJ1aTONIPUATHEI OIpoduUib
0e30laCHOCTM  Ha BCeX  IO30BHX peXuMax. Oba  HDO3O0OBHX  pexXxuMma
NIPOOEMOHCTPUPOBAIM 3POeKTMBHOCTE OKOJIO 60% K3 m 30% OUO y malumMeHTOB
C Hepesz3eKTab®ellbHOM MJIM MeTacCTaTUUeCKOW MeJIaHOMOM.

[00463] llpumep 18. IlpuMeHeHMe TpoJroammata (BCD-100) s
TepalMM [alMeHTOB C pPaclpOCTpaHeHHEMM  (QopMaMy  3JI0KadeCTBeHHHX
HOBOOOpAa30BaHMM pa3JIMUHEIX JOoKaJIM3allui, MuccJenoBaHue I daswl, BCD-100-
1

[00464] Insarid MccileOgoBaHMsd

B wucciaenosannu N BCD-100-1 OruiM M3y4dYeHH OQapMakKOKMHeTUKa WU
[IEPEHOCUMOCTE IpenapaTa BCD-100 (mpoaronmMata) . MccienoBaHme N BCD-
100-1 (NCTO03050047) 4BJIAJIOCE MHOTOIEHTPOBEM OTKPHETEM MCCIEeIOBaHMEM
I dase y HAaLUMEeHTOB C COJMIOHEMM OIIYXOJIAMM, I[IPOBeIeHHHM Ha TeppUTOPUU
Poccurickon delepauumn. I[lepBUUHOY 3alauel MCCJIeOoBaHMA OBJIa OlleHKa
bapMakKOKMHETUKM M KIMHUYUECKUX QapMakKOoJIOIMUeCKUX IIapaMeTpok BCD-100.
OCHOBHEIE XapaKTepUCTUKM HccjenoeaHus BCD-100-1 npueBeOeHH B Tabjulie
1
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J00463] Tatmma 13, XaraeTSpMoTHMEM HOCITeNOBESHEKE BCD-1040-1
! 3 . : B : = _ _
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[00466] [lepBOMYy MaluMeHTY Ha3HauvaJlaCchb CTapTOBas Oo3a IpelapaTa
BCD-100 - 0,3 MI'/KI' KaxOwe OBe HemeJM. B cjyyae OTCYTCTBUA ABJICHUN
OO30JIMMUTHUPVYIONE  TOKCUYHOCTM B  TedueHMe 4-xX  HeneJb, nanmveHTy
IPpOBOOWJIOCE YBeJMUeHMe @NO3H OO0 1 MI/KI' pas B IBe HejeJu. Illocje
[IepBOTO MNalMeHTa MCCJIeOoBaHMe NPONOJIKAJIOChH IO KJIaCCUUeCKOMY IOM3alHy
C BCcKaJaumeyt mo3u 3+3, T.e. Opu oTcyTcTBUM JIT kaxnoole 4 HeOeJlu B
MccJefoBaHMe INOoCJeOOoBAaTeJIbHO BKJOUAJIACH KOTopTa M3 3-X MalMeHTOB Ha
crienynimeM  OO30BOM  YPOBHe. Ha kaxiooM »OO30BOM YpPOBHe BCD-100
HasHavaJICad Ha 85 mHel (OoKoJIO 3 MecsaleB) JMOO OO MNOABJIEHMA MIPM3HAKOB
OJIT miaM mOporpeccHUpoBaHUsa 3abojieBaHuA.
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[00467] FEcam aBjenusa OJIT Ha TeKymleM OO30BOM YPOBHE OTMEUaJIMChb
Yy OIOHOTO TMallMeHTa, cJenyiomas KoTopTa M3 Tpéx IHalMeHTOBR IIoJydalla
IopelapaT Ha STOM Xe YPOBHe, TO eCTh BCEero MecCTh MNalMeHTOB HauMHAaJo
IOJIYU4aTh HaHHVID no3y BCD-100. Ecam gBjieHmusd JIT oTMedvaJMChk YV IOBYX U
BoJjlee TNalMeHTOB Ha OIHOM YPOBHe 1O3H, Hab®op @HOO3H U Ha3HadeHUe
IpellapaTa HOBBM NallMeHTaM IpeKpalalilcCh.

[00468] IIMTeJIEHOCTE IIOCJIeOVIIEero HafJIeHMa 3a IallMeHTaMM
mocjyle Tepanuu OpenapatoM BCD-100 cocTakasiga 126 pgHel. Ha OpoTSXeHUU
STOTO IIepuMola NIPOMBBOAMIICA MOHMTOPMHIT  HexeJlaTeJIbHHX  ABJIeHUM,
MeOMIIMHCKME OCMOTPH, OCYIMECTBJISAJIMCE aHaJM3E kKpoBu (1 pas B 2 HeIeJu
- IepBHe 28 nHel, najiee 1 pas B 28 nOHelN) .

[00469] PesyJLTaTH MCCIIeOOBaHM

CBoOHada MHOOpMAILIMA O XapaKTepUCTUKaxX IONYJIALMM IallMeHTOB

B mcciemoBaHMe OBJIM BKJIOUEeHH 15 HaluMeHTOB C pPacHpoCTpaHeHHBMM
bopmamm 3JI0KauveCTBEeHHBEX COJIMIOHEIX HOBOOBOpPa30BaHUMN pa3JIMUHEIX
JokaJMazalul (MeJlaHOMa, BKJoUad MeJlaHoMy XxXopuommewr, HMPJI, HoueuHO-—
KJIETOUHHM pak, Me30TeJrMoMa), B BOo3pacTe 18 JieT M cTapime, OBOMX IIOJIOB.
014 BRJNUEHUSA B MCCJIeIOoBaHMe MalMeHTH IOJIKHH OLBJIM COOTBeTCTBOBATHL 0O-—
2 Bamnam 1o mkajle ECOG M MMeTh KakK MMHUMYM OOMH WU3MepAeMBlM [IeJIeBOU
ouar corjacHo RECIST 1.1 (He cuMTasd KOCTHHX MEeTacTaz30B). OnomMcaHue
XapakTepucTUK 3abojleBaHMa Yy I[HalMeHTOB M paclpeleieHMe IIallMeHTOBR
npencrarjieHo B Tabjguuléd, Tabiuue 15.
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[00471] Tatbmauila 15. PachopelejeHMe TaLMeHTOB (MCcleOoBaHMue
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[00472] B MTOTOBHIN aHaJM3 OBJIM BKJIOUEeHH »aHHBEe 15 mallMeHTOB

(6 TauMeHTOB M3 KOTOopTH BCD-100 1 Mr/xr, BKJIoYad 1 HalMeHTa II0CJe
sCcKajallMy OO3H, 6 HalMeHTOB M3 KOoTOoPTH BCD-100 3 MT/KT ¥ 3 HalMeHTa
U3 KOTOpTH BCD-100 10 MT/kT) . Bce HalMeHTH IOJIYUMIIM TepalMrio B paMKax
OCHOBHOTO 2Talla MccJenoBaHusda (85 mHel) .

[00473] Bce KOTOPTH MalMeHTOB OIM COaJIaHCUPOBAHH IO OCHOBHEM
oeMorpadrMuecKMM XapaKTepUCTUKaM. PacrnpenejieHrMe BCexX IIallMEHTOB IIO
IIOJIOBOVM MNPMHAIJIeXHOCTM OBJIO PaBHOMEPHEM: JKeHmMHEL — 53,33% (8
NaluMeHTOoR), MyXuMHEL — 46,67% (7 mnaumeHTOB). MemmaHa BoO3pacTa
IallMeHTOR CcocTaBMJa 56 JeT (MMHMMYyM — 35 JjleT, MakcuMyM — 77 JeT) .

[00474] [Io XapaKTepMuCTUKaM OCHOBHOTO 3aboJjieBaHMS B IIONYJIALMUM
npeobilamal INalMeHTH ¢ MejlaHoMoM (9/15 mauMeHTOB) . IIONYyJISLMS Takxe
BKJUala 4 naumMeHToB ¢ HMPJI, 1 mauMeHTa C Me30TeJMOMOW IJIeBPH M 1
BOJIBHOT'O MOUEUYHO-KJIETOUHEM pakKoM. [IJIMTeJIbHOCTEL 3afoJIeBaHMAd Ha MOMEHT
CKPMHMHIa BO BCeM IonyJdauMM cocTaBuja (MenomaHa) 17,07 wMecdues,
MyHMMYM — 0, 6 Mecdla, MakcuMyM — 91,2 Mecsdaua.

[00475] CeromHasa uHOOpMaALIMA O KJIMHUUeCKOM  6e30IacHOCTHU,
[IoJIydyeHHasd B xole I ¢ase MCCIenoBaHUSA

BesomacHocTs OBJIa MCCIeOOBaHa Ha IIONYJALMM, B KOTOPYHR OBUIM
BKJIOUEHHE BCe TIallMeHTHl, IIOJIYUMBIIME KaK MMHMMYM OIOHY HO3Y MCCIIENYEeMOTIO
nOpenapaTa (n=15). ¥V xaxgoro M3 15 mauMeHTOB OBUIM OTMeueHH HI u/umian
CHA, ofmee 4YMCIJO HBJIeHUM cocTaBuMjio 247. CTaTUCTHUUECKMM aHaJiM3 He
BHIABWJI pas3JIMuMil MexIOy KoTopTaMy O kKoJuuecTBy HA (p=0,567, xpurtepui
Kpackena - VYojumca). CeogHasa Tabimuua 16 C OaHHEMM 1[I0 ©Oe30MNaCHOCTHU
npernapaTa IPpUMBeleHa HWXE.
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[00476] H4, cooTBeTCcTByKmMe 3-1 CTeleHM TIXKeCcTH IO IKaje
CTCAE 4.03, ©Opumm oTMeueHel y 40,00% (6 m3 15) maumMeHTOB - Yy IOBYX
IallMeHTOR B KaxXxOoM KoTopTe. Y 4 M3 6 OaHHBX HallMeHToB Hf CO CTeleHbo
TAXeCTM 3 U BbHIle OBUIM COUTeHH MCccJemoBaTeJleM CBA3aHHHMUM C Tepaluein:
y mallMeHTa, I[oJydarpmero BCD-100 B mos3upoBKe 1 MI/KID, Yy IallMeHTa,
nojyuaBmero BCD-100 B @»Ho3uMpoBKe 3 MI/KI', ¥ Yy IOBYX IIalMeHTOR,
noayuaBmmx BCD-100 B mosmpoBKe 10 MI'/KID. MHOTHMe M3 5TUX HeXeJlaTeJIbHHX
ABJIEHMM HOCHJIM T'eMaTOoJIOTUMUEeCKUM xXapaKTep.

[00477] CHA OpUIM OTMEeUeHH Y TpexX IallMeHTOB, IIoJydaBmmx BCD-
100 B pmosupoBke 1 MI/KI', M Y ONHOTO MHallMeHTa, MNOJYyYaBIeIro 3 MI'/KT
BCD-100.

[00478] B xome wmccyenmoBaHMsa —ObUI  BHABJIEH  OIMH — cJydan
OO30JIMMUTUPYIIEeN ToKcHUuHOoCTM (IJIT). VY naumenTa 13-09, HOOJIYUMBIIETO
nBe nos3w BCD-100 B nmo3upoBKe 3 MI/KT, HAPYIUICS TOPMOHAJLHHM GOH
(CHUBMIICA TTT) n prasBUIICA ay TOVMMY HHEI TUPEOUINT
(MMMyHOOTIIOCPEeOOBaHHOEe HexeJlaTellbHoe sABRJIeHMe 2-M CcTeleHUM TIXKeCTH IIO
kpurepusam CTCAE 4.03) . KoMuccHsa IO MOHUTOPMHI'Y HOAHHEX M 0€e30IaCHOCTHU
couJla ITaHHHM ciydal gaBJdeHmem IJIT. TaumedT 13-09 OpOOOJIKMII IIOJy4YaThb
VCCIelyeMyln Tepaluin, TeueHue ero 3abojieBaHusa OBJIO OXapaKTepU30BaHO
Kak crabuijbHoe no kpuTepusaM RECIST 1.1 m irRC.

[00479] [IOMMMO Ay TOMMMYHHOTO THUPEeOUIUTa,
VMMYHOOIIOCpenoBaHHEe HA OvbUIM OoTMeueHH Yy 33,33% (5 m3 15) nmaumMeHTOB:
y 33,33% (2 m3 6) nauMeHTOB, HoJydYaBmmux 1 Mr/xkr BCD-100, v 50,00%
(3 M3 6) naumMeHTOB, IHoJiydaBmmMx 3 Mr/xr BCD-100, HO HM y OOHOTO M3
nalmMeHdHTOR, noJyuaBmmx 10 mr/xr BCD-100. Bce sTM HA O ABJIeHMAMM
1-71 creneHu TaSxecTH o mxajle CTCAE 4.03, ¥ He ObJIM COUTEHH SBRJIEHUAMU
IJIT.

[00480] HA/CHA mnpuBedM K BpeMeHHOMY IIpeKpalleHMId MCcJelyeMoM
TepalMM Yy TPexX NalMeHTOoB: y 16,67% (1 M3 6) malumMeHTOB, IIOJydaBmMX 1
Mr'/xTo BCD-100 m v 33,33% (2 M3 6) HAUMEHTOB, IIOJIydaBmmMx 3 MI'/KD BCD-
100. Bce HA, mM3-3a KOTOPHX OBJIa BPEMEHHO IIpeKpalleHa TepalMsa, HOCWUIIM
VMMYHHEIM XapaKTep (THUlepTHUpeos 1-1M CTeleHM TIKeCcTH Yy nOalmeHTa 10-
03, moJayuaBmero 1 Mr/xr BCD-100; ayTOMMMYHHHNM THPEOMUIUT 1-11 CTeIeHM
TAXeCcTM Yy DalMeHTa 13-10, ¥ ayTOMMMYHHHM THPRPEeOUIMT 2-¥ CTeleHU
TOXeCTH Yy HnalmeHTa 13-09 — ofa mnaumMeHTa [DoJiydairM 3 M/ ko BCD-100).
llogydeHre MuccJeOyeMoM TepaluM HOalumeHToM 10-03 ObBUJIO IIPMOCTAHOBJIEHO.
Manmentam 13-09 m 13-10 OBUIM Ha3HaAYeHH IJIOKOKOPTHMKOWUOE II0 IIOBOIY
3aboJieBaHMA, I[IOCJIe UYeT'o MuccJenyeMasd Tepanusa Ovgla BO30OHOBJIeHa. Hu
OOMH W3 TIePEepPHBOB B TepalluMM He TPEeBEHCKUJI HopM (2-4 Hepmenwm),
YCTaHOBJIEHHEIX B IIPOTOKOJIE MCCJIENOBAaHUA.

[00481] V Tpex MNalLMeHTOB UCCJIeIYeMH NpenapaT OBJI OTMEeHEeH M3-—
3a nNporpeccupoBaHMa 3abojeBaHMA (y OBYX M3 HMX — IIocjle 5 BBeIeHUN B
no3MpoBKe 1 MI'/KT M Yy OOHOTO — TIIocjie 5 BBemeHuM B HO3UpPOBke 10
MT/KT) . I[pUMUMHOM OTMeHH BO BCexX cJydadgx OmJIo OpoTrpeccHupoBaHMe
3aboJieBaHua, a He opueM BCD-100.

[00482] CHA npmuBeJIO K OTMEHe TepaluM, a 3aTeM K CMepTM OOHOTO
M3 MUCHHTYEeMBIX. ¥ HanmeHTa 13-10, IrepeHecmero TpM BBeleHUMA IIperapaTa
B IOO3UPOBKEe 3 MI/KI, NPOUIOIJIO KPOBOMBJIMAHME 5-U CTeleHM TIKEeCTU B
NIpaBoOM IoJylapumn. lMccijemoBaTeJlb CUeJI, 4Y4TO IaHHoe HA 61O, BEepOATHO,
CBA3aHO C MccJelyeMoM Tepaluei.

[00483] He OBUIO OTMEUEeHO pasjiMuMi MexOy IPpyIlaMM IallMeHTOB B
[JIaHe M3MEeHEeHMS JIabopaTOpHEIX UM QUBMOJIOTUUECKUX [IapaMeTpOB C TEeUeHUEM
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BpeMeHM. XOTS aHaJiM3 HOaHHHEX IIapaMeTPOB W BHABMII M30OJMPOBAHHEE
OpUMEPH CTATHUCTHUUECKM 3HAUMMHX pa3jnuuui, ©OBJIO COoUuTeHO, UTO 5BTU
pasiInursa OoTpaXalkT eCTEeCTBEHHYK BapMabeJIbHOCTE B paMKaxXx HOPMH.
OTKJIOHeHUS, OOHaApPyXeHHEE 10 pe3yJibTaTaM OMOXMMMUYECKOTO aHallM3a KpPOBU
M aHaJM3a KPOBM Ha CBEPTHBAEMOCTL (IIOBHIIEHMEe YPOBHEeM TpaHCcaMMHAa3,
OUIMpyOrHa, OTKJIOHEHMSA B IIOKa3aTeJIdX CBEPTHBAEMOCTM KPOBM M T.II.) B
BOJIBIIMHCTBE CIIyJyaes OBLIIN TUIIMYHEL OJIA  MCCJIeOyeMoM  IIONYJIALUM
(maumeHTOB C HeolepabelJIbHEMM HOBOOOpPasOBaHUAMM) , OXMIAEMBEMM, U
Ipexo I amyMHI ; HOpMaJM3allMsa apaMeTpoB HOpomJa ©e3  IIoCJIeOCTBUH,
OOINOJIHUTEJILHOM TepalMM He IoTpedoBalloch.

[00484] OnMcaHHEHEe pPes3yJbLTaTH OeMOHCTPUPYIT  OJaTolNpraTHEI
npodmyb Oe3onacHOCTM IIpellapaTa BCD-100 B Jmobo¥ M3 M3YUEHHHX
OO3MPOBOK IMPM BHYTPMBEHHOM IIPMMEHEHUM.

[00485] Tabimua 16. JadHHboe DO 0e30lacHOCTM (MccjeloBaHmMe BCD-
100-1
Tl -7 - FRAans -~ Fa AR -~ SA SR - &%
fnfoe H4 15 {160%) | & [108%) | & {(100%) |2 [198%
= = . e s Ry : FTIRG e ) B T ¥ A g Ay
- CEAZAHHEne © Tepanmest | 11 {T3%} £ [87%) 5 [R3%} 2 1eTE}
- - U Iy T i')"\“-%\‘* q lﬂq(" ..‘.,i'!-\'\\
HE 3-5 cTenesm g 140%) EEREEE Y 2 133%) FERENE
- —_ . - o = & ST 2 ] N K n S Y
- CEAZaHHOS C Tepammes |4 (27%) I0iTR) 1179 2 g%}
i T T a3 SR FROTR S o SR
£HE 3 1LUE} 4 b3} 1 Ei tn&} EEREIE 3
- o~ = ” - o ¥ " TR FORR FA %% ) R
CEAZaHHoe © Tepanmen |1 {T%) O [0%: 1{17%) O {0%)
SoZoIISTITYO YRSR T - . i o
1 7%} HENHE 3 I {17%) $ 0%}
TORCHYHOOTE
o g - R . T SRTR IR e FE R &y e
PRy HROONOCDEIoBARYNS HE 5 133%) 2 O33R 3 {50%) O 10%)
T, ey, i e o -
Socpounos EHOREAHMS K333 _ o e e o e
1{7%) O {U%} FN LY G0
[ 3 ¥ % i § i
HE
s Tepamad OTACEER W3- 0 mes s o e o
. 3 123%) 1 {17%} 2 [33%) (0%}
=a HE
JBMYEOTEHHOCTE {IodBREeHMS | o n o o
4 10%) O 0% & (0%} o 10%)
EHTUTEN ¥ NDEEApaTy)
[00486] VMMYHOT €HHOCTE

OLeHKa MMMYHOT'€HHOCTM IIPOM3BOIMIIACE BO BpPeMs CKPMHMHIA, Ha 28-
M IeHb MCCIeOyeMOM TepaluHM, IO 3aBepleHVK OCHOBHOTO Iepuola (Ha 8b5-
¥ OmeHb), a cpelM MNallMeHTOB, IPONOJIKABIIMX [IOJYUYaTh TepallMio IpelapaToM
BCD-100, Takxe M Kaxibe 42 1OHS IIOoCJe 23TOTO. OLeHkKa MMMYHOTI'@HHOCTU
OCYIECTRBJIAJIACkE B IBa BSTalla: Ha IIepBOM B3Talle IIPOU3BOIMIICA CKPUHMHID
Ha CoIOepXaHMe CBA3HBaIMX aHTHUTeJ K OpenapaTty (CAT) B obpasuax
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CHEBOPOTKM IIallMEHTOB, Ha BTOPOM — CKPUHMHI 00pa3lLoB C NOJOXUTEJHLHBEM
TuTpoM CAT Ha coIepXaHMe HeMTpaJM3yomMx aHTuTes (HAT) .

[00487] B aHalM3 MMMYHOTEHHOCTM OLUIM BKJIOUEHLH BCe IIallMeHTH,
oBpas3lsl CHBOPOTKM KOTOPHX OBJIM OOCTYIHE IOJS aHaJlM3a Ha MOMEHT
CKPMHMHI'a M B IOCIelyllue IHUM aHaJn3oB (n=15). He Obuio OOHaAPYXEHO
HUY OIOHOTO ofpasla, colepxamerco CAT. Beumy oTcyTcTBMA 0Opas3uoB ¢ CAT
aHaJiM3 Ha conepxaHue HAT He OCYWECTBJIAJICH.

[00488] CBomHad MHOOpMaLMS IO (apMaKOKMHETHMKEe UM MeTaboJM3My,
[IoJIydyeHHasd B xole I ¢ase MCCIenoBaHUSA

B aHammz papmMakokuHeTukM (O®K) BKJIIOUeHH OaHHBE [IalLMEeHTOB, VY
KOTOPHIX He OBJIO MNPONYmeHO/yTepSHOo/UCHopUueHo OoJjlee 3-xX o00pa3lLoB
CHEOPOTKM KPOBM IJIA OIpenelieHMsa KoHIeHTpaluum BCD-100 mocje mnepBOTO
BBelleHUs IpelapaTa (n=15).

[00489] HccienmoBaHre  dpapMaKOKMHE THUKMI (kak TIocJle IIepBOTO
BBeleHUA IpelapaTa, TaK M Ha IPOTSKeHUM BcexX BBeOeHMM) IPOBOOMIIOCH
[0 CJEeNYKIMM T'PYIIaM:

e y TepBOTO HalMeHTa (mos3a BCD-100 0,3 MmMr/kr) (n=1);

e B IIepPBOM KOTOPTe MMaluMeHTOB (mosa BCD-100 1 Mr/xr) (n=5);

® BO BTOPOM KOTOPTe MNalMeHTOB (mo3a BCD-100 3 mr/xr) (n=6).

® B TpeThbel KOoTopTe MNalureHTOB (mos3a BCD-100 10 mr/xr) (n=3).
[00490] B bapMaKOKMHEeTUUE CKHUM aHams BXOOMIIa OlleHKa

cTaHDapTHHX OK xXapaKTepUCTHMK paclpelelIeHMsa M BHBEOEeHUS MCCIelyeMOT'O
nperapaTa I[I0CJie HeOOHOKPaTHOT'O BHYTPMBEHHOTCO BBeIeHUS. Pe3yJbTaTH
aHaJM3a IIpencTaBJeHH B Tabiauie 17.

[00491] Ofpaslp KpOoBU OJIS aHalMs3a (apMakKOKMHEeTUKM (CcomepXaHMS
BCD-100 B CHBOpPOTKe) cobupaJMCh Y BCeX I[IallMeHTOB, BKJIKOUYEHHHX B
MCCIeIOBaHMe, Ha KaXIOM IO30BOM YPOBHe. MCHNOJb30BAJMCE CJedyllme
BpeMeHHEEe TOUuKM 3abopa obpas3loB: OO IIepBOT'O BRBeOeHUS IIpelapara;
yepes 30 MuHyT, 2 u (15 MmH), 4 uw (£15 mmH), ©6 u (x15 vmH), 24 u
(£1 w), 48 u (£2 u), 192 uw (£8 uy), m 336 u (X8 U) T1OCIHe MEPBOTO
BBEOEeHUA IperapaTa (mepen BTOPEM BBEeOeHMEM), W TIepel KaXIhM
IocJeIyIMM BBeIOeHMeM IIpelapaTa pas B IBe Hemeau. 3abop oBpa3loB
KpPOBM IJIS aHalM3a KoHIeHTpaluu BCD-100 B CHBOPOTKE IIPOM3BOOMIICS
OOHOBpeMeHHO C 3abopoM o0Opa3LUoB IJ4 aHaJlM3a WMMMYyHOTEeHHOCTM (OJis
TOTO, UYTOOHB OLEHMTH BO3MOXHOE BO3IeMCTBUMe aHTHTeJ K IIpelapaTy Ha
bapMakokMHeTHUeCkMe IokaszaTesm BCD-100). Koruentpaumsa BCD-100 B
CHIBOPOTKE KPOBM OINpemesdalsachk C IIOMOmMBI BaJlMIMPOBAHHOM MeTOoIMKM WOA.
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[00492] Tabauila 17. PapMaKOKMHE THUUECKUE rnapame TpL
(MccJiegoBaHMe BCD-100-1)
Conax DmrinvaT) 1736 &5
(390131 |@o4f174  |(93.100 8580
154]) 747D 152.50])
Tanss () S1(6[4:6]) |12333 (614 6])]05
AlCp8s 1034 815 BOTI 413 12937 308 1 0088
(T <) (2201575 (3482938 [(13441.075
11578,73; 133973 (7382830
2360.025])  [142545]) 17938,000])
AUCia) (uxramien) 3664334 18071061 [27943841  [0.0123
{3491 858  |[(139782% (27373114
12348363, |[14630.459; (11989853
IS10258])  [21616064])  [44468417])
Tiz () 303,511 470,936 315,015 |
(288811 |(447.192 (336,479
248446 305351 (247,553
043N 5975417 161.014])
C ain (raxr/327) 3260 15817 30,833
(2,600 [1.800; (14,160 [10.300:[(28.700 [12.900;
3.600]) 21 .800]) 50.800)
! Kpurepmit Kpackena - Yoamuca
[00493] MsMepeHMe BCex napaMeTpoB IIPOUCXOOUIIO HOCﬂe:
eOIMHUYHOTO BBeIeHUsd [IpelaparTa, 3a MUCKIoUeHMeM [okaszaTels Cuin,

KOTOPHM pPacCCUMTHBAJCHA OJS 6 BBeleHMM OpenapaTa (12 Hemesb) .

[00494] CTaTHCTUYECKU BHAUUMEE OTJIMUMA MEXIY TpeMa KOoTOopTaMM,
IOJyYaBMMMM Pa3HHEe MOO3E, OBJIM OTMedeHH IJa HokaszaTesd AUC(0-336 )
(p=0,0088, xpurepunt Kpackeynga - VYoJjawuca); AUMC-336 (p=0,0088,
kpuTteputt Kpackejsa - Yosmuca); AUC - (p=0,0123, xpurepurt Kpackejga -
Yomnmuca); Crax (p=0,0103, xpurepuit Kpackeya - YoJjmca). Ha mozax 3
Mr/xkr w10 wMr/xr OBIM  OTMeueHH OoJiee OJAaTONPUSATHHEE IPOOUIIM
bapMakKOKMHETUKY II0 CpaBHeHMI C m[Oo3oi 1 MI/KT; OIHAKO I[PV STOM
nokaszarenu 0K, »d0dexTMBHOCTM M 6e30MIaCHOCTM OKa3ajIMChk He CBSA3aHH C
OOBUPOBKOM .

[00495]

IIepBOI'0C BBeIceHWMA IO 10-% HejeJM BO BCeX IO30OBHX KoropTax

[Ipodmim KOHLeHTpaluM IIpenapaTa BCD-100 B nepuonm cC
(koTopTra 1
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MT/KT [n=5], koropTa 3 MIT/KT [n=6] M xkoropTa 10 MI/xkTr [n=3]) IOKa3aHH
Ha ourype 1 u purype 2.

[00496] PacueT mnapameTpoB &K mnokasall, UYTO KOHIeHTpaums BCD-
100 m3MeHdgeTCsa OPAMO IIPONOPLUMOHANLHO BBeIeHHOV HO03e, OOCTHUIas IIMKa
Mexgy 30 MMH M © 4 [IOCJIe BBeIOeHMSA M IIOCTelleHHO CHMXAafACh IIOCJIe 3TOoTOo.
He Oruto oOHapyXeHO 3aBUCHMMOCTHM MEeXIYy II€pUMOIOM I[IOJIYBEIBEINEHUS WU
KOJIMYECTBOM BBE&IEHHOT'O IIpenapaTa. 3HaueHMe TIokaszaTesd T 0OKazaJioCh
TUIIMYHEIM IOJIS MOHOKJIOHAJILHHX aHTUTeJ (12—18 nHel) .

[00497] CBomHad uHbpopMalMa © odpapMaKoOMHaAMMKe, IIOJIyUdeHHasS B
xome 1 QasH MCCIJIeOOBaHMUA

B aHanmmz dapMakoIMHaMMKM OBJIM BKJIKOUEHE BCe IallMeHTH, oO0pa3LlEH
CHEBOPOTKM KOTOPHX OHJIM OOCTYIIHH IOJIS aHaJlM3a Ha MOMEeHT CKPMHMHIa UM B
rocJenyomMe IOHM aHaJMz30B (n=15).

[00498] MccnenoBaHue QapMakKOIMHAMMKY MPOBOAMJIOCH IO CJIEOYI UM
Tpynnam:

e y TepBOTO HalMeHTa (mos3a BCD-100 0,3 MmMr/kr) (n=1);

e B IIepPBOM KOTOPTe MMaluMeHTOB (mosa BCD-100 1 Mr/xr) (n=5);

e BO BTOPOM KOTOPTe MaluMeHTOB (mosa BCD-100 3 Mr/xr) (n=6).

e B TpeThell KOoTopTe MaluMeHTOB (mosa BCD-100 10 Mr/xr) (n=3).

[00499] [lokasaTesb HACHIMEHHOCTM pellenTopa PD-1 mpernapaToM

BCD-100 nmoMoTaeT OLEeHUTL B3aMMOOEMCTBME MCCJIeOyeMOoT'o IpelapaTa C¢ ero
MUIIEHB WM ABJIAeTCHA HauboJiee BaXHHM (QapMaKOIVMHaAMMUeCKUM MapKepoM
AKTMBHOCTM MOHOKJIOHAJIBHOTO aHTuTeJa K PD-1, T1[ockoJbKy OJoKama
pelenTopa PD-1 MHMUMMPYET aHTUONYXOJIeBHM MMMYHHHM OTBeT. 3adop KpoBU
IOJI9 OLleHKM QapMaKOIMHaAMMKM (3% HaACHIMEeHHOCTM pellenTopa PD-1 mpenapaToM
BCD-100) mpousBonMJICA Yy BCeX IallMeEHTOB. 3abop o0pa3loB IOJ4 OIlEHKMU

Ol ocymecTBIAJNCAS IO BBeIOeHUA IpenapaTa, dYepes 4 u m 336 U I1I0Ci]e

BBeOeHMa (HO OO BTOPOTO BBeleHMA), U IIepeld MeCTHM BBeIeHUeM
npernapara.
[00500] PesyJLTaTH OEMOHCTPHUPYIOT BLICOKYIO HACHIMEHHOCTD

peuenTtopa PD-1 mnpenapatom BCD-100 (oT 95% mo 100%) Ha BCexX OO30BHX
YPOBHAX M BO BCeX IMNONYJALUMAX KJIeTok (Tabamua 18).
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[00502] CBomHad MHOoOpMaALMS © KIMHMUYECKOM 50OeXTUBHOCTH,
[IoJIydyeHHasd B xole I ¢ase MCCIenoBaHUSA

B nonyngauuio OJI19 OLEeHKM 30QPeKTHMBHOCTM OBJIO BkJKUeHOo 14 m3 15
nanumMeHToOB, noaydaemmx BCD-100. Tepamnmsa OOHOTO M3 IMHallMEHTOB ObLIa
IpekpameHa u3-3a CHA (cMepThb); K MOMEHTY CMepTM IlalMeHTa OleHKa
OTBEeTa ONYyXOJM Ha Tepanmio Cc nomMombio KT He OBJIa IIPOBeIeHa.

[00503] OnpemesieHre ofmel YacTOTH OTBETOB (YacToTa YacTHMUHOTO
oTBeTa + YacToTa IIOJIHOT'O OTBeTa) M KOHTpOJAa 3abojleBaHMA (CTabMIIBHOE
3abojyieBaHMe + UYaCTUUHHM OTBeT + IIOJIHEM OTBeT) IIPOM3BOIMIIOCL Uepes
85 oHeM Tepalnn npernapaToM BCD-100. OueHKa 50beKTUBHOCTH,
IPOM3BOAMBIIAACA UYepe3 85 nOHeM Tepanuum OpelapaToM BCD-100, ©Orula
OCHOBaHa Ha aHaJm3e pesyabTaro KT-ckaHUpOBaHMA., OTBeT OIIYXOJIU
oueHMBaJICA IO KpuTepuaMm RECIST 1.1 wu Immune-Related RECIST
(LrRECIST) .

[00504] CorJjlacHo kpuTepuaMm 1rRECIST, koTophe OvIIM paszpabdoTaHH
C YYETOM MMMYyHOTepaluM, KOHTPOJIb 3abojleBaHMA OBJI OOCTUTHYT y 28,57%
(4 m3 14) naumeHToB. OB0mMasg YacToTa OTBReTa cocTaBuia /7,14% (1 mz 14).
He 6puio oBHapyXeHO 3HaAUMMEX pas3JMuMMi IO YacToTe OTBeTa MexOy pa3HBMM
KoropTaMmM IauMeHToB (Tabimua 19) .
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Tabmuia 19. OHyXOHeBHﬁ OTBeT (MccJenoBaHMe BCD-100-1)
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{#1I3}
[00506] BLIBOI

[IpOBeNeHHH aHalM3 IIOJIYUYeHHHX MHOaHHHX HaTJIAOHO »OeMOHCTPUPYeT
BIaTONPUATHEI NOpoduis ©0e30IacHOCTM IHIpenapaTa BCD-100 1npu ero
MCIIOJIE30BAaHUM B MMPOKOM OManas3oHe po3 oT 0,03 mr/xr mo 10,0 Mr/xT.
0719 @»ajlbHeVmero KIMHUYUECKOTO M3YyUYeHUSA INOpPpelcTaBJIgeTCsd OITHMAJILHBEM
BHOOP 2-X PEeXyMOB BBeIeHMd Ipenapara BCD-100: 1 wumr/xr 1 paz B 2
Hemel M 3 MI'/KT pas B 3 HeIesu.

[00507] Ipumep 19. IpuMeHeHMe TpoJroammata (BCD-100) nmnus
TepalMM IHallMeHTOB ¢ HepesekTadeJLHOM/MeTacTaTUUeCKOM MeJlaHOMOM,
uccjenmoBanme II ¢pasw, BCD-100-2/MIRACULUM

[00508] Insarid MccileOgoBaHMsd
UccienoepaHue N BCD-100-2/MIRACULUM (MIRACULUM, NCT03269565) -
MHOTOLIEHTPOBOE OTKPHTOE PaHIOMU3MPOBAaHHOE rccienoBaHue

bapMaKOKMHETUKUA, 20beKTUBHOCTH, fe30MacHOCTM UM MMMYHOT'€HHOCTH
npenapaTa BCD-100 (npoaroamma®) B KadyecTBE MOHOTepalMM Yy IIallMeHTORB
C HepesekTabeJIbHOW/MeTacTaTUUYeCKOW MeJIaHOMOM, paHee He II0JIydYaBIlMx
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CpaBHEHME OCYIWECTERJAJIOCE MeXIOy IIpellapaToM
BRCD-100, BBOIMMHEM BHYTPMBEHHO B I03e 3 MI'/KT pas B Tpu HeIedu, U
BCD-100, BBOOMMEM BHYTPMBEHHO B Jo3e 1 MI'/KI' pa3 B IBe HeIeJH.
VccienoBaHue B HaACTOAMMM MOMEHT IpoOoJikaeTcd B Poccumickoyn dermepalll
u Bejopyccum. BeIM T[IOJIYYEHH W I[IpOaHaJIM3MPOBaHH MHOaHHBEE 3a 1 TOox
Tepalunu.

[00509] OlleHKa KaxIoTo IapaMeTpa 200eKTUMBHOCTHM NPOBOOMJIACE B
OTHOeJILHOCTHY IOJIS KaXOoM TPYNNH. [IepBUUHOM KOHEUHOM TOUKOM IJISA OLEeHKU
20PeKTUMBHOCTM fABJAJack ofmasa dYacToTa OTBeTa (JacToTa JOCTWMXEeHUS
YacTHMYHOTO OTBeTa + IIOJIHOTO oTBeTa) 0o 1rRECIST vy yUdaCcTHMKOB
MCCJIenOoBaHMa Ha QoHe Tepaluu npenapaToM BCD-100. K pacuery QU0 (obmen
YacTOTH OTBeTa) M KOHTPOJIA Hal 3abojieBaHMEeM NPMHMMAJICA JIYUNUM OTBeT
Ha Tepaluio 3a BHIIeyKal3aHHBM IepMuol. BTOPUUHHMMY KOHEUHHMM TOUKAaMM IJI4
OLIEHKM 30PEeKTHMBHOCTM SBJIAIMCE OeCnpoTl'peCCUMBHaA M ofmad BEDKMBaeMOCTb
nalMeHTOB uYepe3 12 MecsdleB OT Hadalla Tepanuy, dYacToTa JOCTMXKEeHMS
KOHTpPOJIS Han 3abojieBaHMeM (dacToTa JOOCTWXEeHUS cTabuamzaumy  +
YJaCcTMYHOT'O OTBeTa + IIOJIHOT'O OTBeTa), BpeMsa IOCTMXEHUS OTBETa Ha

Tepall, IJIUTEeJIBHOCTE OTBeTa Ha Tepanuwo (purypa 3, Tabamua 20) .
[00510] Tatbmauila 20. XapaKTepUMCcTHMKM MUcCcJaemoBaHmsa BCD-100-
2/MIRACULUM (NCT03269565)
MexmyaapooHoe ¢k, CesZOn&CHOCTEH, 128 Paymorei=HpOEAHHDE, BCD-1048, | HepEmydms
MHODLIERTRCEOS SO RTHERDCTE M maupsd | CTEpHTOR BIVTRH- {2E}
CTRRHTOR HBMFHODEHHOCTE TOE & | MEXOYHAQOOHOE BEHRD, BCs-,
EaHI M SHLOBAH - HEREHD | MHODSUeETRCGROE I Mpfixm Croe, Tmaxg
Hoe HociedobRarMe | Hocmenoeatrsa b3 N RAMBEHYeCRKDS paz B T, K,
sEIeRTHEROCTH, SHAERTHERSCYE fn=63 HOCNENNERHHE ¥ IEe £y, u T.o.
papmexorHeTHues | fapMEROKMASTHEY, b=} CyEEERTOE © HEJeMH aocne
W CAMMSTE, fesonacHooTy M wawnnil | HepeserTafenbRol MeTa MHOTORDAT—
fBesomackocTit ¥ MMMy HCDPRRHOCTE HS CcTATHUACKOH MenaHopclt | BCD-108, | Homo
HMMyHOCTEHHOCTH OBVE OOSOENH TOYTI) BHYTLH- BHYTLHEER-
npenapaTz BCD- pERMCE OCHOBHOWN Iepsom: 52 BENHD HODO
1460 {520 mpesseHedda BC0- HEZEMM; ROCIeIyEE2e 3 MDFRD SBEISHKA C
wEMOEET 1G4 (380 HafmomexMes: 12 Hegems | pas B HCOOOMsE30ES,
PoCCHMAD B «BHOFALy, PoccHA) {BCcero bd Hexemi] iyl HEEM IBVE
MOHOTEPARMH W B KaWECTEE He T2 OOSORNX
NaguesHsoE o MOHOTEPARMH W pERBICE
HEepe3aKTaOeIERoH | MaUMEHTOE C HerovHCDER-
M HepeseRvabeap RO/ HOCTE:
METECTATHEE CHOM METECTATHYECKOM UacTora
MESEHOMOM MESEHCMOMH. cBrapyRe-
mHea CET,
BCD-10%- HAT mecse
2/HMTRACTLITM MHOTSEDAT-
(RCTO3269585) Horo B/E
BEENEHKA
$aza III PEREpaTa
c
{PoccuikcRan HOOGNS30E8
$fexepaia, Heex OEVX
PecnoyBaura OOEOERE
Besapych) pEEIRACE
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[00511] PesyJbTaTe MCCJedOBaHMSI
CBonmHasa muHboOpMALUA O XapaKTepPUCTMKaxX NONYIIAUWKM [IAaLMEeHTOB
[00512] B uccinenoBanme OwJl BKJIOUeH 131 maluMeHT B Bo3pacTe oT 18

Jger. llonyndursda HDalMeHTOBR BKJUYalla KaK MyXUMH, TaK UM XeHIMH, CcTpalaBIMX
pacopocTpaHeHHOM MeJlaHOMOM, B TOM UYMcIle MeJlaHOMOM xopuounen. JaHHasa
OonyJadauMsa BKJOUaJla HalMeHTOB, KOTOPHE 2aHAIM MeCcTO TexX, KTO BHOBUI LO
nepBoTo BBedeHusa BCD-100 mmuBo BCIEOCTBUE CEPbEesHEX OTKJIOHEeHUM OoT
[IpoToKkoOJa. OBpazoBaHHadg B UToT'e MOODUGMUUPOBaAHHAaSA ITT-nonyndaumsd,
cocTodllad U3 OalMeHTOBR, NOJYUMBIMX XoTda ©OH OoIOHY ©mo3y BCD-100,
HacuuThBajla 126 naurMeHToB. JJId BKJIIOUYEHMHA B MCCIeIOBaHME NallMeHTH NOJDKHEL
OBIIM COOTBeTCTBOBaTE 0-1 OaigaM no mkaje ECOG M MMeThb KaK MMHMMYM OIMH
UBMepSaeMBll LejleBoM ouarl corJylacHo RECIST 1.1 (He cumMTas MeTacTa30B B
kocTax) (burypa 4, Tabmmua 21).

[00513] Tabmuua 21. XapakTepucTUKM 3abojleBaHMsa B IIONYIIAUUNI
[aluMeHTOB (MccilenoBaHMe BCD-100-2/MIRACULUM)

96



WO 2021/034228

PCT/RU2020/050197

Memamona mepesexrademsnaz I cragem

s

Juarsos (Ha MOMEHT CKPHREHRIZ)

635

i

Memasona sepeservabemsnat I cragem

<o | ke

Q.00

i

hfemasoaa weTacTaTIeckaR [V oTR TR

Lo
L

93,63

§1

THCTOIOTHIECKHN THIT ONVIGIH

CSeemaHRe-RIeTCHHAT METIRoN 3 4,36 3 317 1,0002
SONTEIHONSHD-KISTOYHAT 28NaR0NMa 23 38,51 26 43,37 {715

- el = L. 5 B .ﬁ
BepeTeRCEReTONERT METAE0MA T84 3 o 1,060

HepoxTeTOUEAR MOTAHDMA

oo | LK

1,39

o

—
-

31

Led
[d

Onyxoan HeTRITHYHBIX JOKATH3ALHH

Mferamones FeTHRINMRCH SORATHSIHRE

oo

835

R

10005

Menamonss xoprosges

3

3
Q718

Mdemasona CTRSNOTOR OROTOSER
KUISTHEKA

159

@

1,000

CTeHEHD METRCTATHYECKOTD HOpCREHHE

Kraccudur:

s

Q.00

[

hils

232

=]

Ifg I
LZy B

&ib

.64

[=~]

1270

i
2

Mie

HEE

&2 34

]

460

Kaacenduramps AJCC 8

Mid

L Rl
if

2598

%]

wiss]
[
frdd
Lad
KD

MeracTarmuerkos

NOPAKEHIE

HueeTea

—~
X

[

&

36,98

o

¥

[
b
o

[0 ]
“yon
[ o]
L

pn

CrreyretEyer

T a0
3 UL

34

e
ot
p
[

(222

o]
ok
[
Ly

97




WO 2021/034228

PCT/RU2020/050197

Tosprrsresmsly

4821

)

Herarsssey

on | V5
L | b

TROWY

e

[ ]
L]
oo

] g | b | G

4 e
% L Bl B2L) ;u
>

Hecmegopanys He NECEOSRIOCH 3B AT ig IRET oaol
CTATYC

BEAF syramg ofgaposena 1 33,33 24 381 f7108

BRAF nyTamss B8 CONapyRens 25 Q68 | 22 34,92 0,713

Heooegoparse e MPOBCIRINCE 17 26,98 17 S608 10003

Mezmana BTS {pbueva omyxoau na CKPHNRHATE]

Mesmama BTS

| TE spe

OF e

30417

¥pesens JJY w3 cxpurunre

Hopua

56.67

Hirroie BOpEL

2

33,33

10008

HpesimecTEYIOUIAR TEPRTING

Tepamun pasmax cragl

HeoaTsioRSHTHST TEPATIT

g

000

5

XSIpyprEvecsne JaveHmne D343 49 T a628
A SPCCRARTHAN TEDATNA 23 3551 2 £ 10008

Tepanun ToISHEET CTaIME

JRMEOTEPANNE PACHPOCTRARSHNOTE sa00TSRanRs

He apceogiTacs {mpensyar BOD-100
TISMEHZETCR B 1 e}

Lo i

TR OE

T4l

EEEIE

Hposogmracs

[
o |

28,98

1540

1,6000

i meE TP NRECTEVIOIEHE Topanay
{operapar BUD-1 opsneesmeTor 80 2

ki
%

b
Vik
e
Vo

27

R

2 EETHMH PR SIReCcTEY PO TRy
{mpenapay BODR-100 npmeesgerca s 3

fort

LEY
s
-3

G695

JPyToe {EaNyHOTepATIE,
EAKITHEO TSNS}

[}
[

Q3

LA

Jiyaesas Tepamet

Ko

Lk

5,33

538

o

JanresnHocTs 3300 S0 AMUA {MEC.)

Mexmasa

Mrrepsmaine

Sdaxemmrss

O

Upmeesamns: ‘wparepsdt v Ysprora ¢ monpasrod F

ferca, < AEVOTOpOHENE TOUGETY EpSTepiR

Swmmepa, “sprrepwit Marse-YVerms, N4 — mer faEEw

98




WO 2021/034228 PCT/RU2020/050197

[00514] B aHa/mM3 0e30IacHOCTM BOIJIM BCe IalLMEHTH, IIOJIYUYMBIIME
Kak MMHMMYM OIOHO BBeIeHMe MccJedyeMoro mnpenapaTa («modified Intent-
to-treat» (mITT) nomyjaaumsa, n=126).

[00515] Auxanus 20PeKTHMBHOCTM HOpoBemeH B IOBYX
[IOMIYJIALMAX [MalMeHTOB

e BCe alMeHTH, [IOJIYUMBIIME Kak MUHVMYM OIOHO BRBeIOeHMe
ucciuenyemoro npenapata (mITT monynsumsa, n=126) ;

® TIallMeHTEHl, [IOJIYUMBIIME, KaK MMHMMYM, OIHO BBeIeHMEe MCCIelyeMOT'O
npernapaTa M IOIpollenmue, KaK MUHMMyM, 1 TI[IaHoBoe KT-mMccienoBaHME B
IOVHaMUKe IJIA OLEeHKM OTeBeTa ([IonyJiauusa «per protocol» (PP), n=114).

[00516] B adHalIM3s (QapMaKOKMHETMKM OBUIM BKJIOUESHH
IOaHHHE IIallMEHTOR, I[IOJIYUMBIIMX, KakK MMHMMYM, OIHO BBeleHMEe IIperapaTa
BCD-100, v KOTOPHX He OBJIO NPONYIeHO/YTepaHO/UCIOPUeHO HeOOXOIUMEX
oBpa3loRB, COTJIaCHO IIPOTOKOJY, OelicTByKIell Bepcuu, Ha  MOMEHT
onpeneneHuda (n=125).

[00517] CBomHad MHOoOpMaALMS © KIMHMUYECKOM 5bOeXTUBHOCTH,
[IoJIydeHHasd B XoIe muccjenoeaHmusa N BCD-100-2/MIRACULUM

PesyJIbTaTH OLeHKM 20PeKTUMBHOCTM IIO IIePBMUHOM KOHEUHOM TOoukKe
(OUO) CBUIOETeJIbCTBYKRT O HOOCTATOUHOM 3dbdekTMBHOCTHM OpenapaTa BCD-100
B 00OMX IO30BHX pPeXuMax, BO BCeX MCCIelyeMbIX IIONYJIALUMAX IIallMeHTOR.
Tax, OUO M KOHTPOJBb Han z3abojieBaHMeM B nonyjadumu PP cocTaBuim 40, 68%
u 67,80% B l-ou rpymne u 32,73% u 52,73% - BO 2-0M TpyIle Tepaluu.
B nonymndauuy mITT Had®momallMch CXOXMe MokKaszsaTelr 50peKTUBHOCTH. TaKuMm
oBpazoM, OxumaeMad IlLleJleBad dYacToTa OTBeTa (28%) U KpUTUUECKOe
3HadeHue r (11 orTeBeTOB) OBJIM OOCTUIHYTH B O0eMX I'pyIlllax Tepaluu.

[00518] Moo pyIIoBONA aHams 1o JIVIHM M Tepanun
NIPOOEeMOHCTPUPOBAI BEICOKYI 50HeKRTUBHOCTD npenaparTa BCD-100 B
MMHMMAaJILHOM n[o3e 1 MI/KI B MNONYJIAUMM He JIEUeHHHIX OIpexae IIalMeHTOB
(OYO cocTaBuya 50,00%).

[00519] PesyJILTaTH aHaaMs3a 20OeKTUBHOCTH 1o BTOPUYHEM
KOHEUHEIM TOUKaM MNOOTBEePpIMJIM 3akJoueHMe O OOCTATOUHOM 20heKTMBHOCTHU
npenapata BCD-100 B obeux posax. IllokaszaTesu BIIR, OB, IJMTEeJIBHOCTHU
oTBeTa OBUIM COIIOCTABMMH C TaKOBHMM JIydllMX B KJacce MHIMOMTOPpOoB PD-
1.

[00520] 12-MecsauHas BIIB cocTaBmia 41,27% OJjd HDaLMeHTOB TI'PYIINIH
BCD-100, 1 mMr/kr m 34,92% - mjad HaluMeHTOB Tpymonu BCD-100, 3 MID/KT.
Memmana BIIB cocTaBmiyla 5,78 Mecsaua (95% IOM 3,52 - -) 10Jja HOalMeHTOB
Tpynnel BCD-100, 1 mMr/xr u 2,33 wMecsgua (95% IM 2,07-10,25) - nnsa
nauyeHToB Trpynnel BCD-100, 3 mr/xr (p=0,400, JOT-PaHTOBHIM KPUTEPWUN) .
IIpy IeTaJlbHOM oOlleHKe OeCHpoTpeCcCHMBHOM BHXMBAEMOCTM B KaxXOoonw HU3
TPy, IO JUMHUAM TepaluM (Do KpuTepuaMm 1rRECIST, B mITT nonyadumm) ,
CTAaTUCTUUYECKM 3HaUMMEIX pPasJIMuUMil BHABJIEHO He OBUIO. IIpenapaT BCD-100
OHJI paBHO 320PeKTMBEeH KakK I[IpM I[IPpMMEHEeHUMM Yy He JIEUEeHHHX I[Ipexie
NalMeHTOB, TaK U IIPM IIPMMEHEHMM Yy PaHee IIOJIydYaBIMX Tepaluio NallMeHTORB.

[00521] [Ipy MenmMaHe HaOmomeHmsda 13,8 Mecdua (95% IO 13,2-14,7)
MeIMaHa o0mel BHXMBAEMOCTM IJIS HallMeHTOB Tpynnsl BCD-100, 1 MT/KT He
OpUla DoCcTUTHyTa (95% IOM -1 - -). 1l2-Mecaudas OB cocraBwmja 74, 60% mis
HalMeHToB TI'pynne BCD-100, 1 Mr/xr. Memmana OB OJIS TALUMeHTOBR TPYIIIH
BCD-100, 3 Mr/xr cocraBmia 15 Mecsguer (95% IV 9,99 - -) npu MeouaHe
Habimomenms 14,5 Mmecsua (95% IOM 13,9-15,2). l2-mecguHass OB cocTaBuMia

!B manHoM ciydae M Iajee O TekKcTy “—7 osHauvaeT “He HOCTUTHYTa”
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53,97% @miaa mauMeHToOBR Tpynne BCD-100, 3 Mr/xr. IIpM IeTaJIbHOM OlleHKe
ofmel  BEKMBAEMOCTM B KaXIoW M3 TPy, 10 JIMHUAM  Tepaluu,
CTAaTUCTUUYECKM 3HaUMMEIX pPasJIMuUMil BHABJIEHO He OBUIO. IIpenapaT BCD-100
OpUI pPaBHODOOEKTMBEeH KakK I[IpM [IPUMEHEeHMM y He JIeUeHHEX I[Ipexne
IallieHTOB, TakK U IIpKY [IPMMEHEHUM Yy PaHee IIOJIydaBlMX Tepallui [NallMeHTOB.
MenuasHel OB He OBJIM OOCTUTHYTH HM B OOHOW M3 TMOOTPYNN Yy IalMeHTOR,
noJiyuaBmmMx npernapaT BCD-100 B pmoze 1 wmr/xr (p=0,800; JOoT-paHTOBHIM

KpuTepuit) . MemmaHa OB cocrTapuia 16,8 mMecqgua (95% IOV 9,33 - -) @Oousa
He JIEUEeHHHX I[IpeXlne naluMeHToB M 15 Mecdqauer (95% OIM 7,46 - -) n1Jjsa
MIOJIyUaBIIMX paHee Tepaluo, B Tpylne nOpernapata BCD-100, 3 wMmr/kxrm
(p=0,900; JOT-paHTOBRHM KpuTeput) (Tabauua 22, Tabiuua 23, Tadbiaula
24, Tmabmmua 25, ourypa 5, ourypa 6, ourypa 7, ourypa 8, ).

[00522] Tabimua 221. IlepBUYHAS KOHeUHASd TOUKa, OTpaxamolas
20PeKTUMBHOCTEL IIpenapaTa B  PP-nonysduun (monyJauMM  HaluMeHTOB,
IpomenmMx JedeHMe B COOTBETCTBMM C TIIPOTOKOJIOM) IO pes3yJbTaTaM
UCCJIeOIOBaHUA BCD-100-2/MIRACULUM

0}

Crafunesanus {OT) 18 27,13 11 20,40 4,501
HporpeccupoBanme  (TIF) & 1% 32,20 26 47,27 g6t
Eﬁmmb Haj 3adomeBaMveN 40 67,80 25 h2,73 04,1467
(%3)
Obmas YacToTa oTBeTa (090} | 24 | 40,68 | 18 | 32,73 0,453°
Upipieyanse: ‘KpMTEQUR ;g IHpCoRa © DOODABKCHE flewca, f DEVCTOPOHHME
TOUHEM XDMTEDSO $MEmeD:

[00523] CBomHad MHOOpMALMA O  KIMHMUeCKOM  ©0e30IacHOCTH,

[IoJIydeHHasd B XoIe muccjenoeaHmusa N BCD-100-2/MIRACULUM
BCD-100 npoIeMOHCTPpHPOBAaJ OJATONPMATHEM NpoduiibL ©6e30IacHOCTU B
060oMX IO30BHX pexuMax (Tabiauia 23) .
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BCD-100-2/MIRACULUM

Tabmmua 23. Ipoduies GeszonacHoCTU IIpenapaTa BCD-100 mo
MCCJIeDOBaHUA

[00524]
pesyJsbTaTaM
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cpenom TIallMeHTOB
oBpaslH

CTaTMCTHMUEeCKM 3HAUMMBX

BCe IIallMMIeHTEHI,

-1.

dnIIe Bes30IacHOCTHU IpeliapaTa B M3YUYEHHEX IOTO3aX BEABJIEHO

3a MCKJIKUeHMeM KoJiMdecTBa CHA ¢ [DocienyolMrM JieTaJlbHBM
OTMEeuUaJloCh

MOJIydeHHEe B HACTOAMEM MUCCIeNOBaHUM,
101

KOJIMYeCTBO

foJkllee
)

3 MD/KT

Ha ocHOBaHUU IIPMBEeIOeHHEX BHIIE TAaHHEIX MOXHO CIHOEJIaThb
VMMYHOT €HHOCTE

YTO PesyJIbTaTH,

3Ha4YMMO
100,

(
|

rpynnsl BCD

o)

pazJInuui B PO
B aHaJM3 MWMMYyHOTEHHOCTM OBUIM BKJIOUESHE

CEIBOPOTKM KOTOPEX OBUJIM OOCTYIIHEL IOJIA aHaJiM3a Ha MOMEHT CKPUVMHMHIT'a 1M B

[00525]

BLIBOI O TOM,
[00526

e OHJIO,
MCXOOOM

He IIpoTHROpEedYaT M3BECTHEM ITaHHEIM O npoc]_mne 0e30IacHOCTHU IpeliapaToB

MOHOKJIOHAJIEHEIX aHTHMTeJI K pPelellTOPY PD
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rocjenyommMe IHM aHalM30B (n=121). HM y OOHOTO M3 IDAallMeHTOR He OHLJIO
oBHapyxeHo CAT x BCD-100.
[00527] CeromHasa MHopMaALUA IO (apMaKOKMHETUKEe U MeTaboJIM3MYy,

IOJIyUeHHasd B xome muccjenosaHma N BCD-100-2/MIRACULUM

[IpoBenNeHHH aHaJlM3 Iokas3alJl, 4YTOo OIOHOKpaTHOe BHYTPUBEHHOE
BBeIeHMVe TpernapaTa BCD-100 B mose oT 1 mo 3 MI'/KI' XapakKTepusyeTcsd
JVHEWHEM HapacCTaHMeM KOHIeHTpallMyM MCCIeOyeMOoTO BeMeCcTBa B ILJIa3Me
KPOBM, C IOCJenOynlM pPaBHOMEPHEM CHIDKEHMEM, I[IPpM 3TOM I[Iepuol
IOJIYBHIBEIEHUA IMpelapaTa, He3aBUCKMO OT BBelNeHHOW B OpTaHu3M HOO3H,

XapakTepmusyercd ODBUHOM OJ1d MMMYHOTJIOOYJIMHOB KJjlacca IgG
IPOOOJIKUTEJILHOCTEI — oT 11,5 mo 17 mHeM (durypa 9, odourypa 10).
[00528] TeHOeHIMI K OO303aBUCHMMOMY HapacTaHMI KOHIIeHTpalluu

MCCJIenyeMOT'0 BelleCTBa B Ila3Me KpoBM (1o napamMerpaM Cpax M AUCo-t,ss)
COXpaHAeTCsa TakXe U IIoCJIe MHOTOKPAaTHOTO BBeleHMs NOpelapaTa BCD-100,
UTO COOTBETCTBYeT JIMTepaTypPHEM ITaHHEM O OK mpoduile OpYyIMX NpenapaToB
aHTM-PD-1 aHTUTeJI.

[00529] [IpooeMOHC TPUPOBaHHOE B paMKax KJIIMHUUYECKOTO
uccienoBaHua N BCD-100-2/MIRACULUM cTolMkoe coxpaHeHue Cpin Ha
OOCTAaTOUHOM YyPOBHEe Ha (QOHe IIpOBeleHUd Kypca JIeUeHMS CBUIOETEeJIbCTBYEeT
O TOM, UTO TepalleBTHUUECKMEe KOHIEHTpaluM [pelapaTa COXPaHAKRTCSI Kak
npy OpYMeHeHuM mOpernapara BCD-100 B mose 1 Mmr/xr 1 pas B 2 Hemewu,
Tak ¥ OIpY OPpMMeHeHMM IpelaparTa B mgo3e 3 MI/KD B pexumMe 1 pa3 B 3
Henean. TakumM obOpas3oM, OpuMeHeHme BCD-100 B 000OMX IO30BHX pPeXMMax
ABJIAeTCHA ONpaBIOaHHEM C HO3UUIMM QapMakKOKMHETUMUECKUX CBOMCTE.

[00530] Ouenka napameTrpa Ti/2, B TOM UKCJIe U CpPaBHUTeJbLHAaS
OlleHKa Mexny TIpylllaMy Tepaluy, ObUla 3aTpyOHeHa BBUIOY OTCYTCTBUA Y
pAla T[alMeHTOBR TUINMYUHOTO TEPMMHAJBHOTO Iepuoma OGasb  BJIMMMHALINUI
IpenapaTa [I0CJie OOHOKPaTHOI'O BBEINEHUS.

[00531] B neJjioMm, mnpenapaT BCD-100 kak B pmos3e 1 MT/KT pas B 2
HemeJu, Tak M B Ho3e 3 MI'/XKI' pa3 B 3 HeOdeJlM XapaKTepr30BaJiCcHd
bapMaKOKMHe THUUE CKUMN oKkasaTeJIaMu, o0eCcleurBanlMI OJIUTEeJIbHOe

Hpe@BIBaHI/Ie IpeliapaTa B OpTraHNM3Me, JOCTAaTOUHOE IOJI4 IIogoepXaHMAg
CTabuJIbLHOM TepaHeBTquCKOIZ KOHLeHTpalulm Ha (]_)OHe MHOT'OKpaTHOI'O
BBeOoeHMd. J0O303aBUCHMMOCTM B OTHOIEHUMN nokaszaTejlen SQ}@eKTMBHOCTM "
0e30IacHOCTHU IIpeliapaTa OTMEUeHO He OBLIO .

[00532] CBomHad uHbpopMalLMa © odapMaKOoOMHaMMKe, IIOJyUYeHHasd B
xome 1 QasH MCCIJIeOOBaHMUA
[00533] [IpOLIeHT HacCHmMeHHOCTM PD-1 pellenTopoB npernapaToM BCD-

100 BO BCexX M3YUeHHHX CyONONyJIALUMAX JIeMKOUUMTOBR He OTJIMYUAJICA MeXIy
TpynnaMM TepalnM. HacemeHHOCTE PD-1 Ha ypoBHe >99% B HNONyJnsauum
aKTUMBUPOBAaHHEX T-xeJnepor U UUTOTOKCHMUECKHUX  JIEMKOUUTOB OrLIa
3aperMcTpUMpoBaHa y 33,33% [DalMeHTOB, BKJIKOYEHHEX B aHalJlu3 JaHHOTO
noxkasaTessa (14 uz 42). Ipu 2TOM CTAaTUCTHUUECKM 3HAUMMOW pasHUIE MeXOy
TpyllaM TepaluM OTMedueHO He OBJIO: 8 MalMeHTOR noJiydaJm BCD-100 B
moszse 1 Mr/Kr, 6 HAlMEeHTOB — B HO3e 3 MI'/KT.

[00534] Ki-67 4aBJggeTcs YHUBEPCAJLHBM MapKepoM KJIETOUHOMU
npoJinpepaun, dYTO OOYCJIOBJIEHC €TI0 IIPUCYTCTEMEM B KJIeTKe TOJIEKO BO
BpeMsa IpollecCa HOeJleHUus M pas3pylleHrMeM B TedeHue 1,5 - 2u. 1ocje
OKOHUaHMa MUTO3a. Mapkxep Ki-67 BHABIAeTCS B 00JacTUM TeJIOMED,
LIeHTPpOMep M AOpHKax. [IpoleHT Ki-67 MNOJOXMTENBHHEX LUMTOTOKCUUEeCKUX T-—
JIMMOOLMTOB B XOHNe TepallMM BO3pacTall B 00eMX I'pylllaxX, HO IOOCTOBEPHEIX
pasIvuri IIpu 3TOM OOHApPYXeHO He ObUIo. AHaJM3 OoJM Ki-67 IOJIOXUTEJIbHEIX
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LIUTOTOKCHUUECKUX T-JMMPOLUMTOB TakXe He BHESBMJI CTATUCTUUECKM 32BHAUMMBIX
pazJInMuMi Mexnoy TpPyIlaMi.

[00535] lIpoueHT Th9 B o6mel nooyaduum T-xXeJnepoB B XoIe
TepallM BO3pacTall NpeuMMylleCTBeHHO B I'pynne 2 (BCD-100, 3 Mr/xr Q3W),
HO IOCTOBEPHHEX pPasJMuui OIpM 5ToM oOOHapyXeHO He OmJIo. HoCTOBepHHEe
pPasiInuMia OTCYTCTBOBaJM U IIPU MeXTPYINIIOBOM CPaBHEHUM.

[00536] [Io MMeKmyMMCA JIMTepPaTYypPHEM OaHHEBIM, paHHee IIOBLIIeHMEe
ypoBHS Th9 accouMMpoBaHO C JIYUIMM OTBETOM Ha TepallMild HMBOJIYMad®OM IIpK
MeJjlaHoMe3. CiemyeT o0paTMTh BHMMAaHME, UTO 5STH Pe3yJbLTAaTH Obn

IIOJIYUEeHE Ha OoT'paHMUeHHOM BHOOPKe MHallMeHTOoB (n=42), TeTepoTeHHOM II0O
IIOJIOBOM MNPMHAOJIEXHOCTM UM XapaKTepMCTHMKaM OCHOBHOTO 3abojieBaHMAg.

[00537] CpaBHUTEJILHHIN aHaJu3 OoJr Th9 B ofmel Oonoyadumm T-
XeJIlIepoB B IIOOTPYINax C Pa3JMUYHBEIMM THIIAMM OTBeTa Ha Tepaluio
npemnapaToM BCD-100 He BHABWJI CTATHUCTHMUECKM 3HAUMMEX Pa3JIMuMUil B 00eMx
IOO30BHIX KoTopTax. TeM He MeHee, Ha I[IPpeOCTaBJIeHHHX I'paduKax BMUIHAa
TeHIeHIMAa K JydlleMy OTBEeTY Ha I[IPOBOIVMMYI Tepaluio Yy IIalMeHTOB C
VMCXOOHO TIOBBIMEHHEM YpoBHeM Th9 (ourypa 11, ourypa 12).

[00538] BLIBOI

[00539] [IoJlyyeHHEe »HaHHbe 00 s0heKkTHMBHOCTM, O0€30I0aCHOCTH U
bapMakKoOKMHeTUMUeCKX cCcBoMcTBax BCD-100 4gBJIAKTCSA OOCTATOUHBEMM OJIS
0DOCHOBaHMA MIPMMeHeHUd MOpelapaTa Kak B OJO30BOM pexume 1 MT/KT 1 pas
B 2 HemeJM, Tak M B JO30BOM pexmme 3 MI/KI' 1 pa3 B 3 HeIeJH.

[00540] B paMKax MeXIYHapPOIHOTO MHOTOLIEHTPOBOTO
PaHIOMM3MPOBaAHHOTO OTKPHTOTIO MccJaernoBaHuda II  ¢aser N BCD-100-
2/MIRACULUM B [IOIIYJIALVNA raumMeHTOB c HepeseKTabelIbHOM "
MeTacTaTuueCKoM MeJIlaHOMOM OBLIIN IPOOEMOHCTPUPOBAHE 3HaUMMEIE

TepalleBTUUEeCKMe IIpeMMylleCTBa I[10 CPaBHEHUID C M3BECTHHMM HOaHHEMU OO
S50PEeKTUBHOCTM XUMMOTepallu, W pPe3yJIbTATE COIOCTaBMMEE C JIYUYIIVMU
CYWIECTBYRIVMM MeTomaMy JiedeHusa. C ydeTOM IIOJIYYEHHEX B paMKax
UCCJIeNOoBaHMa IIokazaTesiell 500eKTUMBHOCTM TMIpU OJaTonpUATHOM NIpoduie
Be30macHOCTH, I[IpMMeHeHMe IpelapaTa BCD-100 B pPYTHMHHOM KIMHUUECKOMU
IpakTUKe OTBeUaeT 0OallaHCy pPUCKa M TIIOJb3H B HaHHOWM HONYJIALNUU
[IaleHTOB.
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OOPMYIJIA MU3OBPETEHUVA
1. BonHas dapMalleBTHMUeCcKas KOMIIOBUIIMA aHTu-PD-1 aHTUTesa,
comepXxamad:

(a) mnpoaroauMa® B KOHUeHTpauuu oT 15 wMmr/min pno 40 mr/Min B
KadecTBe aHTUTela;

(b) Tperaso3w oUTUOPAT B KOHUeHTpaluu oT 80 Mr/mi mo 110 mr/mit;

(c) HaTpM4a aleTaT TPUTUIOPAT B KOHIeHTpauuy or 0.2 MT/MiI mo 2.5
MT'/MII; ™

(d) yrcycHyn kuciory mo pH 4.5-5.5.

2. BonHas obapMmalleBTHMUecKas KOMIO3UIMUS 1o M. 1, TOe YyKa3aHHHU
npoJIiToJMMatd HaxOoIMTCA B KOHIeHTpaluy 20 MT/MIiI.

3. BozmHad ¢dapMaleBTHUUeCKasd KOMIOSMUMA IO JoOoOMy M3 IOI. 1-2, TIT'Oe
VKa3aHHEM TperajiosH IUTMIpaT HaxXOOUTCAS B KOHUeHTpaumM oT 95 Mr/mil
no 105 Mr/mi.

4. BonHasa @apMaHeBTMT{eCKaH KOMITO3MIINMA I10 IT. 3, roe yKaSaHHBIﬁ
TperaJIO3El OMI'MapaT HaXoOMTCA B KOHILIEHTpallMl 100 MI‘/M.

5. BonHas dapMalleBTHMUeCKas KOMIIO3UIMS 10 M. 4, ThOe yKaB3aHHHNM HaTpUg
aleTaT TPUTUIPAT HAXOOUTCS B KOHUIeHTpaluuy oT 1.6 Mr/mi mo 1.9 Mr/mi.

6. BonHas dapMalleBTHMUeCKas KOMIIO3UIMUS 10 II. 5, T'Ie yKa3aHHHM HaTpUg
aleTaT TPUTUIPAT HAXOOUTCS B KOHUeHTpauuy oT 1.7 Mr/mia mo 1.8 Mr/mi.

7. BonHad dapMalleBTHMUeCKas KOMIO3UIMA IO II. 6, T'JAe yYKaz3aHHHM HaTpuAa
aleTaT TPUTHAPAT HaXOIMUTCSA B KOHIeHTpauuu 1.742 mr/mMil.

8. BomHas odapMalleBTHUecKasd KOMIO3SMLMA I[IO JOoMy M3 oOn. 1-2, rme
yKa3aHHasd YKCYCHas KucJora nobamjeHa mo pH 5.0.

9. Bonuas bapMalLeBTUUECKA S KOMITO3ULIU A anTu-PD-1 aHTuTesNa,
comepXxamas:

(a) mnponronrma® B KoOHUeHTpauuu oT 90 wMr/mia pmo 150 mMr/mMiu B
KadecTBe aHTUTela;

(b) Tperaso3w OIUTUOPAT B KOHUeHTpaluu oT 50 mr/miu mo 110 mr/mi;

(c) HaTpM4a aleTaT TPUTUIOPAT B KOHIeHTpauuu or 0.2 MT/MiI mo 2.5
MT'/MII; ™

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

10. Bomuas odapMalleBTUUeCKas KOMIIO3UUIMA IO 1. 9, THe YyKa3aHHHU
IpoJITOJIMMatd HaxOoIMTCA B KoHIeHTpauuu or 90 mMr/mi mo 110 mr/mit.
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11. BozmuHasa odapMmalleBTHMUeCcKas KoMrosuuus JwoboMy wu3 nmn. 9-10, roe
VKa3aHHEM OPOJITOJNMMAat HaxoOUTCId B KOoHUeHTpauuu 100 Mr/mMi.

12. BognHad oGapMaleBTHMUeCKasd KOMIIO3MIMA TIIo O. 9, T'Ie yKaz3aHHBM
Tperajo3s IUTUIPAT HAXOOUTCS B KOHIeHTpauuu oT 75 Mmr/miu mo 85 Mr/mil.

13. BozmHasa OdapMalleBTHMYECKas KOMIOBMUIMA II0 II. 12, THoe YyKa3aHHBHN
TpeTralJlosH IUIMOPAT HaxXoIUTCId B KOHLeHTpauuu 80 MI'/MI.

14. BozmHasa dapMalleBTHMUeCKasd KOMIO3MUIMA MO HO. 9, I'Ie YKas3aHHHY HaTpULd
aleTaT TPUTUIPAT HAXOOUTCId B KOHIeHTpauuy oT 1.6 mr/miu 1.9 mo Mr/Mmi.

15. BozmHasa dapMalleBTHMUeCKad KOMIIO3UIMA IO . 14, T'Ie yKasaHHHM HaTpUd
aleTaT TPUTUIPAT HAXOOUTCS B KOHUeHTpauuy oT 1.7 Mr/mia mo 1.8 Mr/mi.

16. BozmHasa dapMalleBTHMUeCKad KOMIIO3ZUIMA IO II. 15, I'Ie yKasaHHHM HaTpUL
aleTaT TPUTHAPAT HaXOIMUTCSA B KOHIeHTpauuu 1.742 mr/mMil.

17. BomHasg ¢dapMalleBTUUYecCcKkasd KOMIIO3MIMA IO IOI. 8, TOe yvKasaHHad
YKCYCHad KucJoTa nobapJjeHa no pH or 5.0 mo 5.5.

18. BomHasa bapMalleBTHUUECKASA KOMIIO3ULIM A anTtu—-PD-1 aHTuTesNa,
comepXxamas:

(a) mnpoaroaumMa® B KOHUeHTpauuu oT 5 wMmr/min pmo 150 mrm/Min B
KadecTBe aHTUTela;

(b) Tperasoszw oDUTUOPAT B KOHUeHTpaluu oT 70 Mr/mMi mo 110 mr/mit;

(¢) L-TMCTHMIOMH B KOHUeHTpaumu oT 0,2 mo 2,5 Mr/Mia; u

(d) L-TMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpaunyu orT 0,2 mo 3,5 Mr/mi.

19. BozmHasa odapMalleBTHMUeCcKasd KOMIO3uIMa o o. 18, ©THe yKa3aHHBEU
npoJirojuMad HaxOoOMTCA B KOHUeHTpaluu oT 15 mr/min mo 40 mr/mil.

20. BonHasa OGapMalleBTHMYUEeCKasd KOMIIO3UIMA o II. 19, DIoe yKasaHHHEU
npoJIToJMMatd HaxOIMTCA B KOHIeHTpaluy oT 15 mr/mi mo 25 Mmr/mil.

21. BognHas o¢apMmalleBTUUeCcKas KOMIIO3UlMsa 1o 1. 20, Ioe yKasaHHBN]
OpoJiToJMMad HaxXOOUTCAd B KOHILeHTpaluuu 20 MT/MII.

22. BognmHasa ¢QapMalleBTHMYeCcKasd KOMIIO3MUMSA IO JwdboMy M3 nmn. 18-21, 1nre
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VKasaHHEM TperaljiosH IUTMIpaT HaXOOMUTCS B KOHIeHTpaumuu oT 95 Mr/mil
no 105 Mr/mi.

23. BonHas o¢apmalleBTUUeCcKas KOMIIO3ULMA I[I0 II. 22, T'Oe YKa3aHHBM!
TperaljlosH OUIMAOPAT HaxXOoOUTCAd B KoHLUeHTpauuu 100 MT/MII.

24. BonHas bdapMalleBTHMUeCcKas KOMIIO3MIMSA IO II. 18, TIOe YyKa3aHHHM
IpoJITOJIMMatd HaxXOoIMTCA B KoHIeHTpauuu or 90 mr/mi mo 110 mr/mil

25. BonHas OGapMmalleBTHUUEeCKas KOMIIO3UIMA o o. 24, THe YyKa3aHHBU
NpoJIToJMMatd HaxoIMTCA B KoHIeHTpauuu 100 mr/mi.

26. BognHasa dapMalleBTHMUeCKasa KOMIO3ULMA o II. 18, 24-25, Ioe ykKasaHHBM
TperaljiosH OMUTUIPAT HAXOOUTCA B KOHLUeHTpaluuu oT 75 MT/MI mo 85 Mmr/wMil.

27. BonHas o¢apMmalleBTUUeCcKas KOMIIO3ULMSA I[I0 II. 26, I'Oe YKa3aHHHN
TpeTralJlosH IUIMOPAT HaxXoIUTCId B KOHLeHTpauuu 80 MI'/MI.

28. BognHasa OdapMalleBTHMUeckasa KOMIIO3MUIMA o . 18, TIe yKa3aHHHM L-
THUCTUIMH HaxXOOUTCS B KoOHUeHTpaumr oT 0,7 mo 1,0 mr/mMIi.

29. BognHasa OdapMalleBTHMUeckasa KOMIIO3MUIMA II0 II. 28, T'Ie yKa3aHHHM L-
THUCTUIMH HaxXOOUTCA B KoHIeHTpauum 0,92 MI/MII.

30. BonmHadg dapMalleBTHMUeCKas KOMIIO3MIMSA IO II. 18, IOe yKasaHHBM L-
TUCTUIMHA THUAPOXJIOPUI HAXOOUTCS B KOHIEeHTpauuu oT 2,8 mo 3,3 Mr/Mi.

31. BonHag dapMalleBTHMUeCKas KOMIO3MIMA 1o . 30, rOoe yKasaHHBM L-
THUCTUIMHA TUIPOXJIOPUI HaAXOOUTCAd B KOHIeHTpaluuu 2,96 MT/MIiI.

32. BopnHad OdapMalleBTUUeCKasd KOMIIO3MUMA [0 II. 18, I'Ie yKas3aHHad
KoMIosuuma muMeeT pH oT 5.5 mo 6.5.

33. BonHada OdapMaleBTUUeCKasd KOMIIO3MUMA I[I0 II. 32, I'oe YyKas3aHHad
KoMIosuuma muMeeT pH oT 5.5 mo 6.0.

34, BopHas ¢apMaleBTHMUeCKas KOoMIoO3uuusa 1o Jwodomy w3 mom. 1, 18,
OOTOJIHUTEJILHO CcomepXamas NOOXONAMUNM COJIOMIIM3aTop.
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35. BomHad OapMalleBTUMUecKasd KOMIIO3MUMA TI[Io II. 34, TIe yKasaHHBM
coIobUIMBaTOR NpencTakjsgeT cobol moJjokcamep 188.

36. BomHag OdapMalleBTUMUeckKasd KOMIIO3MIMA IO II. 35, I'Ie yKasaHHBM
nojiokcaMep 188 HaxoOMTcd B KOJIMUECTBe, KOTopoe Oojbme 0 MI'/MJI, HO
PaBHO MJIM MeHbme 1 MT/MII.

37. BomHasa bapMalleBTUUYECKAS KOMIIO3ULIM A anTtu—-PD-1 aHTuTesNa,
comepxamasd:
(a) mpoJronamMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(c) HaTpMa aleTaT TPUTUIPAT B KOHIeHTpaluu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHyn kuciorTy mo pH or 4.5 mo 5.5.

38. BomHasa dapMalleBTHMUeCKas KOMIIO3UIMSA aHTu-PD-1 anTuTesa 1o n. 37,
comepxamasd:

(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) TperanosH IMTHOPAT B KoOHUeHTpaluu 100 mT/mMiI;

(c) HaTpM4a aueTaT TPUTUIOPAT B KOHIeHTpauuu oT 1.7 Mr/mi mo 1.8
MT'/MII; ™

(d) yrcycHyn kucioty mo pH 5.0.

39. BomHasg dapMalleBTUUYeCcKasd KOMIO3MLMS aHTM-PD-1 aHTuTeJsla IO II. 38,
comepxamas :
(a) mpoJronamMad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;

(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(c) HaTPM4a aleTaT TPUIMOIPAT B KOHIeHTpauuwu 1.742 Mr/mMi; u

(d) yrcycHyn kucioty mo pH 5.0.
40. BonHas bapMalleBTHUUECKASA KOMITO3ULIU A anTu-PD-1 aHTuTesNa,
comepXxamas:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;
(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;
(c) HaTpMa aleTaT TPUTUIPAT B KoHIeHTpauuu oT 0.2 mo 2.5 mr/mi;

(d) yrcycHywo kuciaotrTy mo pH ot 4.5mo0 5.5.

41. BonHas bdapMalleBTHMUeCKas KOMIIO3MIUSA aHTU-PD-1 anTurTesna no m. 40,
comepxamasd:

(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;

(c) HaTpM4a aleTaT TPUTUIPAT B KOHIeHTpauuy or 1.7 Mmr/mi mo 1.8
MT'/MII; ™

(d) yrcycHykn kuciorTy mo pH or 5.0 mo 5.5.
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42. BogpmHad dapMalleBTHMUecKad KOMIO3ULIMUS aHTu-PD-1 aHTHTeJla o mI. 41,
comepxamas :
(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(c) HaTPM4a aleTaT TPUIMOIPAT B KOHIeHTpauuwu 1.742 Mr/mMi; u

(d) yrcycHykn kuciorTy mo pH or 5.0 mo 5.5.
43. BonHas bapMalleBTHUUECKASA KOMITO3ULIU A anTu-PD-1 aHTuTesNa,
comepXxamas:

(a) mpoJronarMmad® B KOHUeHTpaumm 20 MI'/MJI B KaueCTBe aHTUTeJIa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-TMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpauuy oT 0.2 mo 3.5 Mr/mi;
(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.5.

44, BopnHas bdapMalleBTHMUeCKas KOMIIO3UIUSA aHTU-PD-1 aHTuTesna no m. 43,
comepxamasd:
(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;
(b) Tperanose IUTMAPAT B KoHUeHTpaluu 100 mr/mMit;
(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u
(d) L-TuMcTUIMHA THAPOXJIOPUI B KOHIEeHTpauuu 2.96 MI/Mi;
(e) Tme ykaszaHHad KoMmnozmuumsa mMeeT pH 5.5.

45. BoznHasd bapMalleBTUUECKAS KOMIIO 33U A anTu-PD-1 aHTuTesa,
comepxamas :
(a) mpoJronarma® B KOHIeHTpauuu 100 MI/MJII B KauyecTBe aHTUTesa;

(b) TperasosE IUTHMAPAT B KOHIeHTpaluu 80 MT/MI;

(¢) L-TMCTUIMH B KOHIeHTpauuu oT 0.2 mo 2.5 Mr/Mi; u

(d) L-TMCcTHMOMHa TUIOPOXJIOPUI B KOHIeHTpauuy oT 0.2 mo 3.5 Mr/mi;
(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.5.

46. BonHas bdapMalleBTHMUeCKas KOMIIO3UIUSA aHTU-PD-1 aHTuTesna no m. 45,
comepXxamas:
(a) mposaroaumMa® B KOHIeHTpaunuy 100 MI'/MJI B KauecTBe aHTHUTEJA;
(b) Tperanose IUTMAPAT B KOHUeHTpaluu 80 MT/MiI;
(¢) L-tuMcTuoMH B KOHUeHTpauuwu 0.92 Mr/Mi; u
(d) L-TMcTUIMHA THIOPOXJIOPUI B KOHIEeHTpauuu 2.96 Mr/Mmi;
(e) Tme ykaszsaHHad KoMmnozsuumusa mMeeT pH or 5.5 mo 6.0.

47. BoonHasd bapMalleBTUUECKAS KOMIIO 33U A anTu-PD-1 aHTuTesa,
comepxamas :
(a) mpoJronrMad® B KOHUeHTpaumu 20 MI'/MJII B KadyecTBe aHTUTesa;

(b) TperanosH IMTHOPAT B KoOHUeHTpaluu 100 mT/mMiI;
(c) HaTpM4a aleTaT TPUIUIOIPAT B KOHIeHTpauuu 1.742 mr/mi;
(d) yrcycHyn kucioty mo pH 5.0.
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48. BonHas bapmalleBTHUUECKASA KOMITO3ULIU A anTu-PD-1 aHTuTesNa,
comepXxamas:

(a) npoJaronuMa® B KOHIeHTpaluuu 20 MI' B KadyeCTBe aHTUTeJAa;

(b) TperasiosH DuIUOpaT B KOHUeHTpauuu 100 Mmr;

(Cc) HaTpuda aleTaT TPUI'MIOPAT B KOHUeHTpauum 1.742 Mr;

(d) yrcycnyw kuciaoty mo pH 5.0, u

(e) BOma nJjd MHBeKUMM mo 1 Mi.

49. BonHasd ¢QapMalleBTHMYeCcKas KOMIIO3UMIMA [0 JwbomMy wm3 nmn. 37-48,
HOOIIOJIHUTEJILHO coepXamasa HNOOXOOAMMM COJIoOMIN3aTop.

50. BognmHag OapMalleBTMUYecKasd KOMIIO3MUIMA TI[Io IoI. 49, I'Ie yKasaHHBM
coIobUIMBaTOR NpencTakjsgeT cobol moJjokcamep 188.

51. BomHag OdapMalleBTUMUYecKasd KoMIIo3uuma o . 50, I'me ykas3aHHBM
nojiokcaMep 188 HaxoOMTcd B KOJIMUECTBe, KOTopoe Oojbme 0 MI'/MJI, HO
PaBHO MJIM MeHbme 1 MT/MII.

52. BomHasg ¢apMalleBTHMUecKasd KOMIO3MUMA 0o JmodoMy M3 mnm. 1-51, rme
yKa3aHHad KOMIIO3MLUA MpelHa3HauveHa OJIS [IapeHTepaJIbHOT'O BBeISHUA.

53. BomHasg ¢dapMalleBTHMUeckasd KOMIO3MUIMSA IO II. b2, TOe YyKasaHHad
KOMIIO 3L A npemHasHaveHa oJjisa BHYTPUBEHHOTO, IIOOKOXHOTO WIIN
BHYTPUMHIIEUHOTO BBEICHUA.

54. BomHasg ¢apMalleBTHMUecKasd KOMIO3MUMA II0 JodomMy M3 . 1-51, rme
yKasaHHad KOMIIO3UIMA HaxoOMTCca BO (JjakoHe.

55. BomHasg ¢dapMalleBTUMUecKasd KOMIO3UUIMSA IO II. 54, r©Doe VYKas3aHHHM
bJlakoH MIpencTaBJgeT COOOM CTEeKJIAHHEM (QJIaKOH.

56. BomHag ¢dapMalleBTUMUecKad KOMIO3UUIMSA IO IHI. 54, r©oe VYKas3aHHHM
dJ1akoH mMMeeT oOweM OoT 1 MJI mo 50 M.

57. BomHasg OdapMalleBTHMUecKasd KOMIO3UUIMS IO II. 54, r©Doe VYKas3aHHHM
dJ1akoH mMeeT oOwem 5 My, 10 w1, 15 M miam 20 MII.

58. BomHasg ¢apMalleBTHMUecKasd KOMIO3MUMA II0 JodomMy M3 . 1-51, rme
yKa3aHHasd KOMIIO3MUIUSA HAXOOMTCS B MIPHIE.
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59. BomHasg dapMalleBTHMUeCcKad KOMIOS3ULIMA II0 II. 58, I'Ie yKa3aHHHNM MIIPUIL
YMeeT BMEeCTMMOCTL 1 MJI.

60. BomHasg dapMalleBTHMUeCKad KOMIOS3UIMA IO II. 58, I'Ie yKa3aHHHM MIPUIL
YMeeT BMEeCTMMOCTL 2 MJI.

61. BomHasg ¢apMalleBTHMUecKasd KOMIO3MUMA IO JodomMy M3 . 1-51, rme
yKa3aHHasd KOMIIOBMIMUSA HAaXOOMTCSI B IpeOHAlIOJIHEHHOM MIIPHUIIE.

62. BomHag OdapMalleBTUMUecKasd KOMIO3UUIMSA IO II. 61, Toe YKa3aHHBM
NpeIHAalOJIHEHHEM WmMIIPUL, MMeeT BMECTHMMOCTE 1 MJI.

63. BomHasg OdapMalleBTHMUecKasd KOMIO3UUIMS IO II. 61, TIoe YKa3aHHHM
NpeIHAalOJIHEHHEM WmMIIPUL, MMeeT BMECTHMMOCTE 2 MJI.

64. IlpyMeHeHMe BONHOM (QapMalleBTUUYECKOM KOMIO3UUIMM aHTHTeJla K PD-1
npoJrogmMata 1o JmwboMy M3 Io. 1-63 1IJId JIeUeHMS 3JI0KaudeCTBEHHOTO
HOBOOOpa30BaHMA vy CyObeKTa, HyXIameI'oCsS B 2TOM.

65. IlpyvMeHeHMe IO II. 64, T'IOe 3JI0KaueCTBEeHHOEe HOBOOOpasoBaHMe BHOPAHO
M3 TPYINOHE, coIepxXaley MeJlaHOMy, B TOM UMcJe HeollepabellbHYID WK
MeTacTaTMUeCcKyn MeJjlaHOMY, PaHHUue CcTamuy MeJIaHOMH OO WM IIOCJe
palrkaJIbHOTO JeueHMsa; pakK JerkKoTro, HeMeJKOKJIETOUHHM pakK JIeTKOTo
(HMPJI) , B TOM umciie HeollepabesbHEM MJin MeTacTaTmdeCKUN
HeMeJIKOKJIETOUHEM pakK JIETKOTO; HEellJIOCKOKJIETOUHEM HeMeJIKOKJIETOUHHM pakx
JIeTKOTO, IJIOCKOKJIETOUHEM Pak JIeTKOTO; MEeJIKOKJIETOUHHM pak JeIkoIo, B
TOM UMCJIe Heolepa®eJbHEM WMIM MeTacTaTHUeCKMM MeJIKOKJIETOUHHM pak
JIeTKOTO; pakK JeTKoT'0 paHHUX CTaluyi OO U IocJe PaIMKaJIbHOTO JIeueHUA;
pak meMKM MaTKM, B TOM UMCJIe MeTacTaTHMUeCKUM pakK MeMKM MaTKM, paHHUe
CTaIuM pakKa mMelkM MaTKM OO0 M IocJe PpaIuKallbHOTO JieueHUd; OIYyXOJM
TOJIOBH U MeM, B TOM UMCJEe IIJIOCKOKJIETOUHEM pPak TOJOBH M meu; JuMmboma
XOIKKUHA ; OIIYyXOJIU KeJlyoKa u KMIIEUHNKA, MeTacTaTHuueCKUM
[IJIOCKOKJIETOUHEIM pakK I[OIMIeBOOa; Pak MOoueBOTO IIY3HPS, B TOM UMCIe
MeTacTaTMdeckKasda ypoTejMrallbHasd KaplMHOMa, pakK IIOUKM; pakK 5SHIOMeTpUd,
B TOM UMCJe MeTacTaTUUecKMM pak »SHIOMeTPMSa, paHHMe cTaduu paka
SHIOOMETPMSA OO U IocJe palMKaJIbHOTO JieueHMs; PakK MOJIOUHOM XeJle3H, B
TOM UMCJIe MeTacTaTUUeCcKMM pak MOJIOUHOM XeJle3H, paHHMe CcTaIuM paxa
SHOOMETPUMA OO U MOCJe PaIuKallbHOTO JIeUeHMS,; pPakK I[IeueHM, B TOM UuCIe
MeTacTaTUUeCKMY MM Heollepa®eJIbHBM pak IIedueHM, pPaHHMe CcTaIMM paxa
neyeHr OO U I[IOCJHe PaIuKaJbHOTO  JIeUeHUS; HeomepabeJbHasa  WIn
MeTacTaTmMdeckKasa CoJIuaHasd ONyXOoJk, B TOM UMCIe Heollepa®ellbHas WU
MeTacTaTruueckas COJMIHAasg OINyXoJik C I[IpM3HakaMyM MUKPOCATEeJIJIIMTHOM
HeCTabUJIBEHOCTHU.
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66. IIprMeHeHMe BONHOM (QapMalleBTUUYECKOM KOMIO3UUIMM aHTHTeJa kK PD-1
npoJarogmMata no Jgobomy m3 nn. 1-8, 19-22, 37-39, 43-44 nmnd JedeHUd
3JIOKAQUECTBEHHOT'O HOBOOOpaszsoBaHMUA y CyOBeKTa, HYXIAKIeTOCS B B3TOM.

67. IlpuMeHeHUe rio II. 66, YKa3aHHYD BOIHYIO bapMalleBTUUECKY
KOMIIOZUIMID BBOIOAT B JO3e aHTUTeJla K PD-1 npojrojgumada 1 MI'/KT MacCCH
TeJa.

68. IlpMMeHeHMe IO II. 66, YKa3aHHY BOIHYKD  (dapMaleBTHUeCKYIO
KOMIIOZUIMID BBOIOAT B JO3e aHTUTeJla K PD-1 mnpojrojgumada 3 MI'/KT MacCCH
TeJa.

69. IlpyMMeHeHMe IO II. 66, T'Ie YKa3aHHYD BOOHYD (QapMaleBTUUeCKY
KOMIIOBUIIMIO BBOIOAT Kaxnoe 2 HeIeJlM.

70. IlpuMeHeHMe TIIO II. 66, T'IOe VYKas3aHHYD BOIHYVID (QapMalleBTUUECKYID
KOMIIOB3MLIMIO BBOOAT KaxXIble 3 HeOeJl.

71. IlpuMeHeHMe TIIO II. 66, T'IOe VYKas3aHHYD BOIHYVID (QapMalleBTUUYECKYI
KOMIIOZUIMID BBOIOAT B JO3e aHTUTeJla K PD-1 npojrojgumada 1 MI'/KT MacCCH
TeJla KaxIee 2 HeIeJu.

72. IlpuMeHeHMe TIIO II. 66, T'IOe YyKasaHHYD BOIHYVID (QapMalleBTUUECKYID
KOMIIOZUIMID BBOIOAT B JO3e aHTUTeJla K PD-1 mnpojrojgumada 3 MI'/KT MacCCH
TeJla KaxIee 3 HeIeJu.

73. IlpuMeHeHMe TIIO II. 66, T'OHe VYKa3aHHYD BOIHYID (apMalleBTHUUeCKYIO
KOMIIOBUIIMIK BBOIAT IIapeHTepaJibHO.

74. IlpuMeHeHMe 1[I0 II. 73, TIOe YyKasaHHYD IIapeHTepallbHOe BBeIeHMre
npencraBjigeT CcoBOOM BHYTPUBEHHOE, I[IOOKOXHOE WJIM BHYTPUMHIISUHOE
BBeIOeHUe.

75. IlpuMeHeHMe TIIO0 II. 73, TIOe VYKas3aHHYD BOIHYVID O(apMalleBTUUECKYID
KOMIIOBUIIVIK BBOIOAT BHYTPMBEHHO B BMIE MHOQY3UM.

76. IlpuMeHeHMe IO II. 66, Ioe 3JIOKaueCTBEHHOEe HOBOODpazoBaHME
IpencraBJysaeT CcoOOM MeJIJaHOMYy, B TOM UYMCJe HeolepabeJlbHYHD WM
MeTacTaTUUeCKYylD MeJIaHOMYy, PpaHHMe CcTaluM MeJIaHOMEL 0O WM IIOoCJe
paiukKaJbHOTO JIeUueHMA; pak JIeTKOoTOo, HeMeJIKOKJIETOUHEM pakK JIeTKOoTo
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(HMPJI) ,

TOM

dumciie

HeMeJIKOKJIe TOUHLIM Par JIeT'KOTO.

77.

B DBTOM CYDBEKTa,
KOJIMYeCcTBa BOOHOM QapMalleBTUUECKOM KOMIIOBUIMM 10 JOOMYy W3 III.

19-22, 37-39, 43-44.

78. Cooco® 1o II. 77,
KOMIIOBULMID BBOIAT B IHO3E
Telna.

79. Cooco® 1o II. 77,
KOMIIOBULMID BBOIAT B IHO3E
Telna.

80. Crnocot 1o 1I. 77,
KOMIIOBULMID BBOIAT KaXIHE
81. Crnioco® 1mo 1I. 77,
KOMIIOBULMID BBOIAT KaXIHE
82. Crioco 1o 1II. 77,
KOMIIOBULMID BBOIAT B IHO3E

TeJla KaxIee 2 HeIeJu.

83. Crocob
KOMIIO 3ULIAIO

o II. 77,
BBOIOAT B IO3€&

TeJla KaxIee 3 HeIeJu.

e YKaszaHHYID
aHTuTeJla Kk PD-1

e YKaszaHHYID
aHTuTeJla Kk PD-1

e YKaszaHHYID
2 HeIeJIM.

e YKaszaHHYID
3 HeOgeJM.

e YKaszaHHYID
aHTuTeJla Kk PD-1

e YKaszaHHYID
aHTuTeJla Kk PD-1

HeollepabesbHEM

PCT/RU2020/050197

MJin MeTacTaTHuueCKUM

Criocof JeueHMd 3JI0KAUeCTBEHHOTO HOBOO@paBOBaHMH Y HyXODapmeIl'OCHA
BRJIOUAKIMIY BBeldeHUe TepalleBTUUYEeCKM 50OeKRTUBHOTO

1-8,

BOOHYK  QapMalleBTUUeCKY
npoJirosauMata 1 MT'/KT MacCCH

BOOHYK (dapMalleBTUUECKY
npoJiroguMat®a 3 MI'/KT' MaCCH

BOOHYK  QapMalleBTUUeCKY
BOOHYK (dapMalleBTUUECKY
BOOHYK  QapMalleBTUUeCKY

npoJirosauMata 1 MT'/KT MacCCH

BOOHYK  QapMalleBTUUeCKY
npoJiroguMat®a 3 MI'/KT' MaCCH

84. Cmoco® mno m. 77, TDOoe YKasaHHYD BOIHYID OdapMaleBTUUECKYIO
KOMIIO3UILMI0 BBOOAT HapeHTepallbHO.

85. Cmoco® mno m. 84, TrTme YKa3aHHYD I[apeHTepallbHOEe BBeIcHMe
npencrapidgeT Ccof0OM BHYTPMBEHHOE, I[IOOKOXHOE MJIM BHYTPMMEHIIEUHOES
BBeIeHUe.

86. Cnocot6 mo 1. 84, TOe YyKa3aHHY BOIHYD OdapMaleBTHUUeCKYIO

KOMIIO3VMIIMIO BBOIAT BHYTPMBEHHO B BUMIE MH@ySMM.
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87. Cmocod rio II. 77, roe 3JI0KaAUeCTBEHHOE HOBOOOpAasoBaHue
opencraBygeT coboy MeJlaHOMY, B TOM UMCJIe HeolepabejgbHasa WU
MeTaCTaTUUEeCKYID MeJIaHOMY, PaHHMe CcTaluy MeJIaHOMEL ITO WM IIoCJie
palrkaJIbHOTO JeueHMsa; pakK JerkKoTro, HeMeJKOKJIETOUHHM pakK JIeTKOTo
(HMPJI) , B TOM umciie HeollepabeJib HEl MJin MeTacTaTmdeCKUN
HeMeJIKOKJIETOUHEM pakK JIeT'KOTO.

88. Criocof JeueHMd 3JI0KAUeCTBEHHOTO HOBOO@paBOBaHMH Y HyXODapmeIl'OCHA
B BToOM CyOmekTa, BKJIOUAKIKMIM BBeIdeHUe TepalleBTUUYEeCKM 50HeKTUMBHOTO
KoJIMyecTBa HpOJ’II‘OJ’IMMaGa.

89. Cmocot mo m. 88, Ioe yKasaHHBM HOPOJToMMad BBOIST B Hose 1 MI/KT.

90. Cnoco6 mo m. 88, TIIe yKa3aHHBM NpoJiroJuMatd BBOOAT B Jo3e 3 MI'/KIT.

91. Cnoco6 mo 1m. 88, TI'De YyKasaHHLEM IpoJTojamMMad® BBOOAT Kaxioe 2
HenoeJn.

92. Cnoco6 mo 1m. 88, TOe YyKa3aHHHM IPpoJToJMMad® BBOOAT KaxOoe 3
HenoeJn.

93. Cnoco6 mo m. 88, I'Ie yKa3aHHHN NPpoJIToJMMatd BBOOAT B Jo3e 1 MI'/KT
Kaxnoee 2 HeIeJM.

94, Cnoco6 mo m. 88, I'Ie yKa3aHHHNM NPpoJIToJMMatd BBOOAT B o3& 3 MIV/KT
Kaxnoee 3 HeIeJM.

95. Cnoco6 mo n. 88, THe yKa3aHHHN NPOJITOJMMa® BBOIOAT MapeHTepaJbHO.

96. Cmooco®6 1©o 1. 95, TOIe YyKa3aHHY I[apeHTepajlbHOe BBeIeHUe
npencrapjgeT cobol BHYTPUBEHHOE, IMOOKOXHOE WJIM BHYTPMMBIIEUHOES
BBeIeHUEe .

97. Cnoco6 mo m. 95, I'oIe yKa3aHHHNM OPOJITOJMMA® BBOIST BHYTPUBEHHO B
BUIEe MHOY3SUU.

98. Cmooco® 1o Io. 88, roe 3JI0KaUeCTBEHHOE HOBOOOpasoBaHMe
opencraBjgeT coboll MeJlaHOMYy, B TOM UMCJIe HeollepabejbHad WK
MeTacTaTUUYeCKyKn MeJlaHOMY, paHHMe CcTalIuMM MeJlaHOMH OO M IIocJje
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palrkaJIbHOTO JeueHMsa; pakK JerkKoTro, HeMeJKOKJIETOUHHM pakK JIeTKOTo
(HMPJI) , B TOM umcjie HeollepabeJib HEl MJin MeTacTaTmdeCKUN
HeMeJIKOKJIETOUHEM pakK JIeT'KOTO.
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A. KIIACCUDUKAIMA TTPEJMETA U30BPETEHHA
(CM. IOTIOTHUTENBHBIN JIUCT)

Cornacao MexyHapo/iHo# narenTHo# knaccudukanmn MITK

B. OBJIACTD IIOUCKA

TIpoBepeHHBII MUHIMYM IOKYMEHTAINH (CHCTEMa KIacCU(UKAITIN ¢ MHACKCAMH KIacCH(UKAITiN)

A61K, A61P

Jlpyrast mpoBepeHHast JOKYMEHTAIWHS B TOi Mepe, B KaKOH OHa BKIIIOUCHA B IOMCKOBBIE ITOJI00PKHI

Dnexrpounas 6a3a JAHHEIX, UCIIOIL30BABIIASLCS [P MOUCKS (HA3BaAHKE 0236l M, €CIIH, BO3MOKHO, UCIIOIH3YEMBIC TIOMCKOBBIC TCPMUHEL)

RUPTO, DWPI, Espacenet, PatSearch, USPTO, Google Patents

C. JJOKYMEHTBI, CHHTAIONTUECS PEJIEBAHTHBIMU:

Kareropus* Iutupyemble JOKYMEHTHI ¢ YKa3aHUEM, TJIe 3TO BO3MOXKHO, PEIIEBAHTHBIX acTeit OTtHOCHTCS K IyHKTY Ne

X WO 2018/013017 Al (3A0 «<BUOKA]T») 18.01.2018,myukTsl 21-24; ¢. 3, cTpoku 88-92, 9598
26-28; c. 45, ctpoka 19; ¢. 46, ctpoku 8-13; ¢. 47, ctpoku 5-11, 18-23, 31-34; ¢. 48,
cTpoku 9-16; ¢. 51, crpoku 7-11, 14-15; ¢. 56, ctpoku 26-30; ¢. 56, crpoka 35 - ¢. 57,
cTpoka 1; ¢. 57, ctpoka 33- ¢. 58, cTtpoka 2; npumepst 17, 19

Y 1-51, 64-87, 93-94

Y US 2018/0369377 Al (RINALDI G. m gp.) 27.12.2018, [0065], [0067], [0068], 1-51, 64-87, 93-94
[00701], [0128]-[0134], [0143]-[0150], [0269]-[0301]

Y WO 2017/198741 A1 (BOEHRINGER INGELHEIM INTERNATIONAL GMBH) 9-36, 40-42, 45-46
23.11.2017, c. 48, cTpoxu 2-5, 9-10, 13-15; ¢. 50, ctpoka 25- ¢. 51, cTpoka 9; ¢. 51,
cTpoka 14 - ¢. 52, ctpoka 18; npumepsr 14, 15

D MOCIEAYIOIME JOKYMEHTH YKa3aHbl B POAoJDKeHuu rpadsi C. D JTAaHHBIC O TIATCHTAX-aHAJIOTaX YKA3aHbI B TIPHIIOKCHUHI

* Oco6BIe KaTerOpHy CCBUIOMHEIX JOKYMCHTOB: “1” 6onee mo3/HMI JOKYMEHT, Oy GIIMKOBAHHBIH [OCIIE JaThl MEX/TyHAPOHOM

“A” JIOKyMEHT, OIPEACIIIONMA 00 yPOBCH TCXHUKH U HE CUUTAIOIHICS [0/1A9 ¥ WM IPUOPHUTETA, HO IPUBEACHHBIN /YT IOHUMAHHMS IPUHIAIA WK
0C060 PECBAHTHBIM TEOPHH, HA KOTOPBIX OCHOBBIBAETCH M306PETEHIE

“D” JIOKYMEHT, IATAPYEMBIii 3aIBUTEIEM B MEK/yHaPOTHOM 3asBKE

“E” 6011ee PAHHSAA 3A9BKA WITH IATCHT, HO OMyGIIMKOBAHHAS HA JIATY X JIOKYMEHT, MMEIOTTHI HAUG0JIEE OIM3KOE OTHOIIEHUE K ITPEMETY TIOMCKA;
MEK/TyHaPOIHOMN TI0/IAYM WM TIOCIIE HEE 3Q5BJICHHOE M300PETERAE HE 06/1A1aET HOBU3HOMN MM H300PETATENECKAM

i JIOKYMEHT, TIO/IBEPTAIOIIUI COMHCHUIO NPUTA3AHUE(S) HA IPUOPHUTET, MITH YPOBHEM, B CDABHCHHH C IOKYMEHTOM, B3ATHIM B OT/IEIBHOCTH
KOTOPBIH IPUBOTATCS C TIETBIO YCTAHOBICHHS IATHI Iy OIIMKAITHM PYrOTO “Y” JIOKyMEHT, MMEIONTHi Haubosice G/IM3KOE OTHOIMICHHE K TIPS/ IMETY TIOMCKA;
CCRUIOYHOTO JIOKYMEHTA, A TAKKE B APYTHX MEIX (KaK YKA3AHO) 3Q5BJICHHOE M300PETERUE HE 06/1a1aeT M306PETATENBCKAM YPOBHEM, KOT/IA

“Q JIOKYMEHT, OTHOCATITMACA K yCTHOMY PACKPBITHIO, HCTIONB30BAHUIO, JIOKYMEHT B3ST B COUETAHWMH ¢ OJJHAM W/ HECKOJBKAMM JIOKYMEHTAMHE TOH K&
SKCTIOHMPOBAHMIO H T.JI. KaTEeropyM, Takas KOMOMHAIMSA IOKyMEHTOB OYEBH/IHA JUTS CIEIMAIHCTA

“pr JIOKYMEHT, OITyGJIMKOBAHHEIH JI0 JIATR MEKTYHAPOIHOM MOIA9H, HO TOCIE “&” JIOKYMEHT, SBJISIOIMMICS TATCHTOM -aHAIOTOM

JIATHI HCTIPAIMHBACMOTO IPHOPUTETA

Jlara IeHCTBUTENLHOIO 3aBSPIICHHS MEXKIYHAPOJIHOIO IIOUCKA Jlara OTIIPaBKM HACTOSIIETO OTYETA O MEKAYHAPOAHOM IIOUCKE
02 mos0ps 2020 (02.11.2020) 19 mos0ps 2020 (19.11.2020)

Hawmmenoranwve u aapec ISA/RU: V1I0JIHOMOYEHHOE JIUIIO:

OenepalbHEI HHCTUTYT MPOMEBIILICHHONH COOCTBEHHOCTH,

Bepexkorckas Ha6., 30-1, Mockea, I'-59, Casuenko K.E.

T'CII-3, Poccus, 125993

Daxkc: (8-495) 531-63-18, (8-499) 243-33-37 Tenedon Ne (8-499) 240-25-91
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Homep MexynapoaHoit 3asBku

OTYET O MEXXIYHAPOJHOM IMOUCKE PCT/RU 2020/050197

T'padpa II 3ameuanus ansi ciyuasi, KOraa HeKOTOPbIe MyHKTHI (POPMYJIBI He IOAJIENKAT HOUCKY
(ITpononkeHne MyHKTA 2 MEPBOIO JIUCTA)

Hacrosmuit oT4eT 0 MEXIYHAPOIHOM TIOMCKE HE OBLI IIOATOTORJICH B OTHOIIICHUN HEKOTOPBIX IYHKTOB (JOPMYITBI B COOTBETCTBHH CO CTATHEH
17(2)(a) mo caenyomuM IpUIHHAM:

1. myHKTEL No: 52-63

T.K. OHH OTHOCSTCS K 00BEKTaM, TI0 KOTOPHIM JaHHbIM MekTIyHapo HbIH TTOMCKOBEI OpraH He 0053aH MPOBOANTH TIOKCK, &
MMCHHO:

2. D IyHKTHI Ne:

T.K. OHH OTHOCATCS K 4aCTsAM Me)KI[yHapOI[HOﬁ 3a5BKH, HACTOJIBKO HC COOTBCTCTBYIOIINM YCTAHOBJICHHBIM TpeGOBaHI/IHM, HTO 110
HVM HECJIB3S IIPOBCCTU TOJIHOTICHHBII Me)KI[yHapOI[HBIﬁ IIOUCK, 4 IMCHHO:

3. myHKTEL No: 52-63

T.K. OHH SIBJISTIOTCH 3aBUCUMbBIMHA l'IyHKTa.MI/I ¥ HC COCTABJICHEI B COOTBCTCTBUH CO BTOpI)HVI nu TpeTI)I/IM HpeI[J'IO)KeHI/IHMI/I HpaBI/IJ'Ia
6.4(a).

I'pada IIl 3ameuanus ajsi ciydasi HeCOOTIOAEHUS EIHHCTBA H300PETEHUS
(ITpononkeHne MyHKTa 3 MEPBOIO JIHCTA)

Hacrosmmuit MexayHapoHbIi TONCKOBEIH OpraH 0OHAPYKIII HECKOIBKO IPYII N300peTeHNit B TAaHHOH MeX/TyHapOAHO#H 3as8BKe, 8 IMEHHO:

1. D T.k. Bce HeOOXO/IMMBIE JIOTIONHUTELHEIC MTONMIIMHEI OBUTH YIUIA4eHBI CBOSBPEMEHHO, HACTOSIIHI OTHET O
MEJKTYHAPOIHOM TIOMCKE OXBATEIBACT BCE IYHKTHI POPMYIIBI H300PETEHHS, 1T0 KOTOPHIM MOXHO IIPOBECTH IIOWCK.

2. D T .x. Bce IMyHKTHI GOPMYIIBI, IO KOTOPBIM MOMKHO IPOBECTH HOMCK, MOTYT OBITh PACCMOTPEHBI 0€3 3aTparT, ONPaBIbIBAIOIIIX
JIOTIOJTHUTENLHYIO MONUIMHY, MeK/[yHapOoAHBIH TONCKOBEIHM OpraH He TpeOOoBa OILIATHI JOMOIHUTEILHOM TOMUTHHEL

3. D T.K. TOIBEKO HEKOTOPEIE M3 TPEOYEMEIX JIOMOTHUTEILHEIX HOMIIMH ObUIH YIUIAHUCHEI 3aIBUTEIEM CBOSBPEMEHHO, HACTOSIIINIT
OTHYET 0 MEX/[YHAPOIHOM MOMCKE OXBATHIBACT JIMIIL TE IyHKTEI GOPMYIIEL, 32 KOTOPhIE OBLIA MPOM3BE/ICHA OILIATA, 3 IMCHHO
IyHKTHI Ne:

4. D HeobxonnMele TOMOTHUTENBHEIE TONUIMHEL CBOEBPEMEHHO HE OBIIM YIIIadeHE! 3asBuTeneM. Crie/joBaTelbHO, HACTOSIIMIA

OTHET 0 MEWIYHAPOIHOM TIOMCKE OTPAHNIHBACTCS TPYIIION M300peTeHM, YIOMSIHYTO# epBoif B popMyie n300peTeHus; a
HMMEHHO ITyHKTaMH Ne:

3amMeyaHHUs MO BO3PANKEHHUIO D Ymara AOTOIHUTENEHBIX IONIIMH 33 OKCK CONPOBOXAANACE BO3PLKCHACM 3asBHTEIS U, €CIIH
IIPUMCHUMO, YILIATOM MONUIMHBI 338 BO3PAKCHHUE.

D Vunarta AOTIONTHUTETFHBIX MOITHH 32 MTONCK COIPOBOXAAIACH BO3PAKCHUCM 3aBUTC]IL, HO

COOTBETCTBYIOIINS MOIIIMHEL 33 BO3PAKCHUE HE OBUIM YILIAHCHEI B TCICHUE CPOKA, YKA3AHHOTO B
TIPEIUIOKCHIH.

Vunarta AOTIONHUTETFHBIX MOIIIMH 32 TIOUCK HE COIPOBOXAAIACH BO3PAXKCHUCM 3AsIBUTCIA.

®opma PCT/ISA/210 (npoaomkenue nepsoro mucra (2)) (Urons 2019)




OTYET O MEXAYHAPOJHOM ITONCKE
Knaccudukanus npeamera n300peTeHns

Homep MexynapoaHoit 3asBku

PCT/RU 2020/050197

AG61K 39/395 (2006.01)
A61K 9/08 (2006.01)
AG6IK 47/12 (2006.01)
A6IK 47/18 (2017.01)
AG6IK 47/26 (2006.01)
AG61P 35/00 (2006.01)

®opma PCT/ISA/210 (momonuurensusbiit auct) (Uioan 2019)




