202092136 Al

(19) EBpa3unckoe @) 202092136 13 A1l
naTeHTHoOe
BeAOMCTBO
(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 39/395 (2006.01)
2021.03.22 CO7K 16/28 (2006.01)
CO7K 16/36 (2006.01)
(22) [ata nonaum 3aaBku
2019.05.07
(54) CHOCOBbBI JIEHEHHUA PAKA C HOMOIbIO KOMBUHAIIUA AHTUTEJIA K PD-1
N KOHBIOTATA AHTUTEJIA K TKAHEBOMY ®AKTOPY U JIEKAPCTBEHHOI'O
CPEJICTBA
(31) 62/668,104 (72) Waobperatens:
(32) 2018.05.07 Paunrsana Pemma Aoxymna (US),
(33) US Bpeiizk Icrep C.Y., Bepmioeren Canapa
(86) PCT/US2019/031168 (NL), Aoupgoiie Oiieajie O., Hukauuo
(87) WO 2019/217457 2019.11.14 Jleonapao Busina, Kao duronn, Fapaaii
(71) 3assurens: IIupa (US)
TEHMAB A/C (DK) (74) nNpeacrasuTens:
Crpokosa O.B., I'm3aryaumn I1.®.,
I'm3arynauna E.M., Jledenes B.B.,
IMapamonosa K.B., [l:kepmaksu P.B.,
Xpucrodopos A.A., Yrpiomos B.M.,
KocTtiomenkosa M.IO., JIsty T.H. (RU)
(57) Hacrosmee usobperenue oTHOCUTCs K anTuTeny K PD-1 B KOMOMHAIMM C KOHBIOTaToM aHTHTENA

JIEKApPCTBEHHOTO CPENICTBA, KOTOPBIHA CBs3BIBacTCs ¢ TKaHeBBIM (akropoM (TF) (mampumep, TH30TYyMa0-
BEJOTHH), U HX PUMEHEHHIO B CII0CO0aX JICUCHHS PaKa, TAKOTO KaK paK MOJIIOYHOH KeJe3bl U PaK MEeHKH
Matku. Hacrosiiee n300peTeHre TakiKe OTHOCUTCS K KOMITO3UIIUSIM U HabopaM, COepKaluM aHTUTEII0
K PD-1 u xoHBIOTaT aHTUTENA W JIEKApPCTBEHHOTO CPENCTBA, KOTOPHIN cBsi3biBaeTcs ¢ TF (mampumep,
TU30TyMa0-BEIOTHH), IJIsl IPIMEHEHIS B JICYCHUH PaKa, TAKOTO KaK PaK MOJIIOYHOMH KeJe3bl U PaK MeHKH
MAaTKH.

TMponykuusi IFNy npu coBmMecTHOM
KyabruBupoBannn PBMC/MDA-MB-231
100007 O Tusorymab
W ADC tu30TyMa0-BeOTHH
80007 M 19G1-MMAE
B MMAE

i

Kontpons + HuBomymad

INFy, nr/ma

O6paborka

IV 9¢1760C0¢



CHOCOBBI JIEYEHHUSA PAKA C HOMOIIIBIO KOMBUHATIUN
AHTHUTEJIA K PD-1 I KOHBIOT'ATA AHTUTEJIA K TKAHEBOMY ®AKTOPY "
JJEKAPCTBEHHOI'O CPEACTBA

OIIMCAHUE

IlepekpecTHASI CCHLIKA HA POJACTBEHHbIE 3asIBKH

[0001] IIo HacTosIIElN 3asiBKE MCIPALIMBAETCA MPUOPUTET COIVIACHO MPEABAPUTEIBHON
3asiBKke Ha Bbigauy narenra CIIIA 62/668104, monanuoii 7 mast 2018 roga, conepskaHue KOTOPOH

BKJIFOUEHO B HACTOALIUIN JOKYMEHT ITOCPEICTBOM CChUIKHM BO BCEH CBOEH MOJIHOTE.

IlpeacrasieHue nepeyHs Nocjae10BaTeJIbHOCTEH B TeKcTOoBOM (aiine ASCII

[0002] Conepskanue cnenyroinero mpeacrasieHus B TekcroBoM ¢aiine ASCII Bkiro4eHO
B HACTOSILIMI TOKYMEHT ITOCPECTBOM CChUIKH BO BCEH CBOEH MOJHOTE: MaIlIMHOYUTaeMast opma
(CRF) Ilepeuns nocnenoBarenbHocTei (ums ¢aitna: 761682000840SEQLIST. TXT, nara 3anucu:
30 ampenst 2019 ropa, pasmep: 11 Kb).

00,1aCTh TEXHUKH, K KOTOPOH OTHOCHUTCS HACTOSILIEE H300peTeHne

[0003] Hacrositee n3oOpeTeHre OTHOCUTCS K CIIOCOOaM JIeYeHHsI paka, TAKOTO KaK pak
MOJIOUHOM »KeJie3bl M PaK MIEHWKH MAaTKH, C TOMOIIbI0 KoMOUHaIuu anTuTena k PD-1 u koHbloraTa

aHTUTENA K TKaHeBoMy (akTopy (antutena k TF) u jekapCTBEHHOTO CpencTBa.

IpeamecTBYIONIMI VPOBEHb TEXHHKH HACTOSINIEr0 H300peTeHHus

[0004] Txanesoii pakrop (TF), Takke Ha3piBaeMbIii TpoMOoIIacTiHOM, hakropom 11 uim
CD142, npencraensier coOoil OeNoOK, NTPHUCYTCTBYIOIMUNA B CyO3HIOTENUAJBHONW TKaHH,
TpoMOOIMTaX W JIEWKOLMTAX, HEOOXOAUMBIH Il MHUIMAUUK 00pa3oBaHUs TPOMOMHA H3
npoTpoMONHa B KadecTBe 3uMoreHa. OOpa3oBaHre TPOMOMHA B KOHEUHOM HTOTE€ MPHBOAHT K
CBEepThIBAHUIO KpOoBHU. TF MO3BOJISIET KII€TKaM HHULIMUPOBATh KACKA bl CBEPTHIBAHUS KPOBH, U OH
¢dyHKUMOHMPYET Kak BbicOkoaduHHBIN peuentop (akropa ceeprhiBanus kposu VII (FVID),
cepuHOBOI mpotea3pl. OOpa3yOIUICS B pe3ysbTaTe KOMIUIEKC 00ECIeunBaeT KaTATUTUIECKOe
coObITHE, CONENCTBYIOIIEe MHUIMALINY KACKa0B CBEPTHIBAHUS C yUACTHEM MTPOTEA3 OCPEICTBOM
criennpUIeCKOro OrpaHMIEHHOTO POTeoNn3a. B otnuyme ot qpyrux KopakTOpOB STUX KAaCKaI0B
C y4acTHEM TPOTea3, KOTOPblE LUPKYJIUPYIOT KaK He(QYHKIMOHAIbHBIC MPEIIIeCTBeHHUKH, TF
SBJISIETCS aKTUBHBIM HMHHUIMATOPOM, KOTOPBIH SIBJSIETCS MOJHOCTBIO (DYHKIIMOHAJIBHBIM IOCTE

SKCIPECCUHN HAa KIICTOYHBIX MOBEPXHOCTAX.



[0005] TF npencrasisier co0oii peenTop KJIeTOYHOH moBepxHocTH misi pakropa VIla
(FVIIa), sBnsromerocst cepunoBoii nporteazoil. CesseiBanne FVIla ¢ TF 3amyckaer mpoueccsl
nepenayrl CUrHAJIOB BHYTPU KJIETKH, PU 3TOM YKa3aHHAs CUTHAJbHAst (YHKIHS UTPAET POJib B
aHruoreHese. B To BpeMs Kak aHTUOTeHe3 SIBJSETCS HOPMAaJbHBIM MPOLIECCOM IMPU POCTE U
pa3BUTHUH, & TAKXKE IIPU 3aKUBJICHUH PaH, OH TAKKe SIBJISIETCS CYLECTBEHHO BaXKHBIM 3TaIlOM IpU
nepexojie OMyXoJieil U3 JATEHTHOIO COCTOSIHUS B 3JI0KaUECTBEHHOE COCTOsiHME. Ecnu pakoBble
KJIETKH TpPUOOPETAIOT CIOCOOHOCTh K MNPOAYLHUPOBAHHIO OENKOB, KOTOpBbIE Y4YacCTBYIOT B
aHTHUOTeHe3e (T. €. AHTMOTeHHBIX (PAKTOPOB POCTA), TaKUE OEJKH BHICBOOOXKTAIOTCSI OMYXOJIbIO B
Onmu3iexalue TKaHW, TEM CaMbIM CTUMYJIMPYsSl NIPOPACTaHHE HOBBIX KPOBEHOCHBIX COCYJIOB M3
HMEIOIINXCSl 3[I0POBbIX KPOBEHOCHBIX COCYJOB B HAINpaBI€HUM ONyXOJU U BHYTpb Hee. Kak
TOJIBKO HOBbIE KPOBEHOCHBIE COCYIbl IPOHUKAIOT B OMNYXOJdb, OMYyXOJb MOXET OBICTPO
YBEJIMUYNBATBHCS B Pa3Mepe U NPOHUKATh B MECTHBIE TKAHU U OpraHbl. Uepes HOBble KPOBEHOCHbBIE
COCYZbl PAKOBbIE KJIETKU MOTYT B AAJIbHEHIIEM MPOHUKATh B KPOBSIHOE PYCJIO U MOCENATHCS B
APYTHX OpraHax ¢ 00pa3oBaHUEM HOBBIX OIyXOJIEH, YTO TAK)Ke U3BECTHO KaK METACTa3UPOBAHHE.

[0006] Dxcripeccuss TF HaOmromaeTcst mpu MHOTHX THUIAX paka, BKJIOYAs pak IIEHKH
MAaTKH, U acCOLIMMpPOBaHa ¢ bosee arpeccuBHbIM 3a0oneBannemM. Kpome toro, TF uenoBeka Takxke
CYILIECTBYET B PACTBOPUMOI 00Pa3yIOIIENCs B pe3yJibTaTe allbTEPHATUBHOTO CIUTalicuHra opme,
asHTF. Henasno 6b110 006Hapy:xkeno, uto asHTF crumynupyer poct onyxomnu (Hobbs ef al., 2007,
Thrombosis Res. 120(2):S13-S21).

[0007] ®opMbl paka y 4YeIOBEKa NPENyCMATPUBAIOT MHOXECTBO TI€HETUYECKUX H
SMUTEHETHYECKUX H3MEHEHUH, B pe3yJIbTaTe KOTOPBIX 00Pa3YIOTCsl HEOAHTUTEHBI, TOTEHLIUATBHO
y3HaBaeMble UMMYHHOH cuctemoil (Sjoblom ef al., 2006, Science 314:268-74). AnantuBHast
UMMYyHHasi CUCTeMa, mpeaycmarpuBamomas T- u B  numdouuter, obnagaeT MOLIHBIM
NPOTUBOPAKOBBIM TMOTEHIMAJIOM, C IIHPOKHUM JIHAMa30HOM CHOCOOHOCTEH M MCKIFOUUTEHbHON
creun(pUIHOCTBIO B OTHOIIEHHH OTBETA HA Pa3jIMYHbIE OIMyXOJIeBble aHTUTeHbl. Kpome Toro,
UMMYHHasl CUCTEMa XapaKTepU3yeTCsl CYIEeCTBEHHO! MIaCTUYHOCTBIO U COCTAaBJISIIOLIECH B BUIE
MMMYHHOW NaMATH. YCIELIHOE HCMHOJIb30BAHUE BCEX BTHUX CBOMCTB aJaNTUBHOW HUMMYHHOMH
CHCTEMBI clieaio Obl MMMYHOTEPAINUIO YHUKAJIBHOH Cpeou BCEX METONOB JieueHHs paka. Jlo
HEJJAaBHETO BpPEMEHH INpH pa3paboTKe HMMYHOTEpAlHMM paka 3HAYUTENbHBbIC YCUJIHS ObUTH
cokycrpoBaHBl Ha TMOAXONAX, KOTOpbIE OOECIEYMBAIOT YCHJICHHE IPOTHBOOIYXOJEBbIX
UMMYHHBIX OTBETOB 32 CUET aJIONTHBHOIO NMEPEHOCA AKTHBHPOBAHHBIX 3((EKTOPHBIX KIETOK,
UMMYHH3AIIH B OTHOIIEHHH COOTBETCTBYIOIIINX AHTHI€HOB MJTH O0eCTIedeHNsT HeCTIeM(pUIeCKIX
MMMYHOCTUMYJIMPYIOIIMX CPEACTB, TAKMX Kak LUTOKUHbL OAHAKO 3a IMOCJeqHee AeCITUIETHE
HaNpsDKEHHBIE YCUIIMSI TIO pa3paloTke crenu(uyuecKuX HHIHOMTOPOB CHUTHAIBHBIX MyTeH C

ydaCTUuEM KOHTPOJIbHBIX TOYECK HUMMYHHOI'O OTBE€Ta JaJiu Ha4vaJio HOBBIM



UMMYHOTEPANeBTHYECKUM TIOAXOAaM K JICYEHHMIO paka, BKIIOYas pa3paboOTKy aHTUTENa,
urmumymada (YERVOY®), koropoe csazbiBaetcs ¢ CTLA-4 u uHruOupyer ero, s IeueHus
MALUEHTOB ¢ reHepanu3oBanHoi menanomoi (Hodi ef al., 2010, N Engl J Med 363:711-23) u
pa3pabOTKy aHTUTEN, TaKWX KakK HHUBOJyMad, mnemuruiiMad W meMOpojn3ymad, KOTOpbIe
criennpUIECKH CBSI3BIBAIOTCS C perenTtopoM-1 3amporpaMmupoBaHHoi rudenn kiaerok (PD-1) u
onoxkupyrot nHrnOupyromuii nyte PD-1/nmurang PD-1. Cwm., Hanpumep, Topalian et al., N Engl J
Med 366:2443-54 (2012a); Topalian et al., Curr Opin Immunol 24:207-12 (2012b); Topalian et
al., J Clin Oncol 32(10):1020-30 (2014); Hamid ef al., N Engl J Med 369:134-144 (2013); Hamid
and Carvajal, Expert Opin Biol Ther 13(6):847-61 (2013); u McDermott and Atkins, Cancer Med
2(5):662-73 (2013).

[0008] Pak MOJIOYHON >KeJie3bl SABJISETCS CAMBIM PACIPOCTPAHEHHBIM BUAOM paka y
skeHInH. Kakaplii rog pak MOJIOYHOH skene3bl nuarHoctupyercst Oonee uem y 180000 u
1 munroHa xeHImuH coorBeTcTBeHHO B CIIIA 1 Bo BceM mupe. Pak MOIOYHO skeJie3bl SIBISETCs
OCHOBHOM NMPUYMHON CMEPTH CPeNH *KEHIUMH B Bo3pacte 50-55 u Hanbonee pacrpocTpaHEeHHbIM
HETIPeIOTBPATUMBIM 3JI0KaY€CTBEHHBIM HOBOOOPA30BaHHUEM Y JKEHIIHMH B 3a1aIHOM MOJYIIAPUH.
ITo ouenkam, B Hactosimee BpeMsi B CoenmHeHHbIX IllTaTax ¢ maHHBIM 3a00J€BAaHHEM JKUBYT
2167000 xenmuH (HarmonansHbIi HHCTHTYT paka, [Iporpamma snunHan30pa, S1uAeMHOIOT U |
koHeuHblx pesynbraroB  (NCI  SEER), Cancer Statistics Review (CSR), www-
seer.ims.nci.nih.gov/Publications/CSR1973 (1998)). Mcxons u3 mokasateneii 3a00jieBaeMOCTH
pakom ¢ 1995 no 1997 rox, B otduere HaumonanbHoro unctutryta paka (NCI) orieHUBaeTCsi, 4TO
okoio y 1 m3 8 sxenmuH B CoenunenHsix IllTarax (mpumepHo y 12,8 mpoIEHTOB) B T€YCHUE
JKM3HH PAa30BBETCS pPaK MOJIOYHOW kene3bl (myOsumkanust IlporpamMmbl  3mHIHAN30PA,
snuaemuoniornu U kKoHeuHbIx pesynbtaToB (SEER) NCI SEER Cancer Statistic's Review 1973-
1997). Pakx MOJNOYHO¥ jKeJie3bl SIBJISIETCS] BTOPOU MO PacpOCTpaHEHHOCTH (HOPMON paka mociie
paka koxku cpenu >keHUMH B CoemunenHbix Illtatax. Oskupmaercs, uro B 2001 romy B
Coenunennbix IlTaTax Oyaer quarHoctupoBaHo okoJio 250100 HOBBIX cllydaeB paka MOJIOYHOH
xene3pl. W3 HHMX, Kak oxupaercs, Oynyt ummerb Mecto 192200 HOBBIX ciydaeB Oolee
pacmpoCTpaHEHHOTO (MHBAa3UBHOTO) paka MOJIOYHOM JKeJie3bl Y JKeHIIWH (TIoBbIeHue Ha 5% 1o
CPaBHEHHMIO C MPOLLIBIM I'OJIOM), KaK OJKuaaercsi, OyayT umerb Mecto 46400 HOBBIX CiTydaeB paka
MOJIOYHOH JKeNe3bl Ha paHHel craaud (in situ) y skeHIuH (Ha 9% Ooublie, 4eM B IPOIILIOM IOy )
U, KaK O’kumaercsi, Oyaer AuarHocTHPOBaHO 0Koio 1500 HOBBIX Clly4aeB paka MOJIOYHOH JKeJIe3bl
y myxunH (Cancer Facts & FIGS. 2001 American Cancer Society). ITo onienkam, B 2001 roay
oxkunaercst 40600 cmepreii (40300 sxkeHmuH, 400 My>)XKUHH) OT paka MOJIOYHOH kene3bl. Cpenu
MPUYUH CMEPTH OT paka y >KEeHIIUH, paK MOJIOYHOM >Kesle3bl 3aHUMaeT BTOPOE MECTO IOCIIe paka

aerkux. Oxono 86% KEHIINH, Y KOTOPBIX OBUT AWArHOCTHPOBAH pPAaK MOJOYHOH JKeNe3bl,



BEPOSITHO, OYAYT JKUBBI UE€PE3 IATH JIET, IPH 3TOM 24% U3 HUX YMPYT OT paKa MOJIOYHOH JKeJIe3bl
yepe3 10 ner, 1 okono nosoBuHbI (47%) yMPYT OT paka MOJIOYHOH skene3sl uepes 20 jeT.

[0009] Kaxxnast skeHIIMHA OABEPIKEHA PUCKY Pa3BUTHS paka MOJIOYHOM kene3bl. bosee
70 HpOLEHTOB CJIyyaeB paka MOJOYHOMN »Keje3bl BO3ZHMKAET Y JKEHIIMH, Y KOTOPbIX MOMHMO
BO3pAacTa HE UMEETCs NPYrux uaeHTuguuupyemoix ¢pakropos pucka (LlenTpansHoe puHaHCOBOE
ynpasnenue CIIIA. Breast Cancer, 1971-1991: Prevention, Treatment and Research.
GAO/PEMD-92-12; 1991). Tonpko 5-10% ciyuaeB paka MOJIOYHOH JKeJIe3bl CBA3aHbI C HATUYNEM
B CEMEWHOM aHaMHe3e ciydaeB paka mojouHoil skenes3sl (Henderson I C, Breast Cancer. B:
Murphy G P, Lawrence W L, Lenhard R E (eds). Clinical Oncology. Atlanta, Ga.: American
Cancer Society; 1995:198-219).

[0010] Pax meliku MaTKH MPEACTABJISIET COOOM CEPHE3HYI0 METUIIMHCKYIO MPOOJIEMy BO
BCEM MHpe, C MpeArojaraeMoil 4acTOTOM HOBBIX ciydaeB 3aboneBanusi Oojee 500000 u
250000 cmepreii exeromHo. Cm. Tewari et al., 2014, N Engl J Med., 370:734-743. B
Esponeiickom Corose exxeronno HaOmomaercss npumepHo 34000 HOBBIX CJIydaeB paka LICHKH
matku u 13000 ciayuaes cmeptu. Cm. Hillemanns et al., 2016, Oncol. Res. Treat. 39:501-506.
OCHOBHBIMH THUNAMH paka INEHKM MATKU SIBISIOTCS IUIOCKOKJIETOYHAs KapLUMHOMa U
aneHokapruHoma. [IpomomkurenpHble MH(PEKINMH, BBI3BAHHBIE MAMUIOMABHPYCOM YEJIOBEKa
(HPV) 16 u 18 tuma, SBIAIOTCS NPUYMHON OONBIIMHCTBA CIy4aeB paka LIEWKH MAaTKH.
CrannapToM Tepanuu NepBOM JIMHUU paka IIeHKH MaTKH ObljIa Teparusi mpernaparaMyu Ha OCHOBE
IUTATHHBI U TEepaIus mpenapaTaMyd Ha OCHOBe TakcaHa. besauusymad, antureno k VEGF, Obu10
ono0OpeHo YmpaBjieHHEM IO CAaHUTAPHOMY HAA30py 3a KAa4eCTBOM IMHUINEBBIX MPOAYKTOB M
menukaMeHTOB CIIIA k nprMeHeHHI0 B KOMOMHALIMH ¢ XMMUOTEPAITUEH 1151 ISUEHUs paKa MeHKu
MaTKH, KOTOpOe O0EeCIeYrBaO YJIyYIIEHHEe B OTHOLICHWH OOLIeH BBDKHMBAEMOCTH B PaMKax
KJIMHUYECKHX HCTbITaHui. Jleduenne nepsoii iuHun (1L) pacnpocTpaHeHHOro paka ek MaTKU
BKJIFOYaeT OeBann3yMad B KOMOMHALIMY C TTAKJIUTAKCEJIOM H TUIATHHOH (HampuMmep, HUCTUIATHHOM
WK KapOOIIATHHOM) WJIM MAKJIMTAKCEeIOM | TornorekanoM. Hecmotpst Ha 48% 10110 ManmeHToB
¢ obobektuBHbIM OTBeTOM (ORR) m menmannyro oOmyro BbpKHBaemocth (OS) mpumepHO
18 Mecs1eB, K COXAIEHHIO, MMOYTH Y BCEX MALEHTOB Iociie Takoro jeueHus 1L Habmromaercs
MOBTOpHOE mposiBieHue 3adonesanusi. Cm. Tewari ef al., 2014, N Engl J Med., 370:734-743. B
ciydae JiedeHuss BTopoiu JuHuu (2L), He cymecTByeT OnOOpeHHOW Tepamnuu, W MalHeHTOB
3a4acTyI0 JIeYaT C MCIOJIb30BAHUEM BAPHUAHTOB MOHOTEPAITNH, BKJIIOYAKOINUX 0€3 OrpaHH4eHUs
NIEMETPEKCe, TOMIOTEKAH, AOLETaKCeN, nab-TaKINTaKCcell, BAHOPEJIOUH H, B HEKOTOPBIX CIyYasiXx,
6eBaruzymad. C MOMOIIBIO METa-aHAJIN3a MOHOTEPATIHH MPOJEMOHCTPHPOBAHA A0S MALIUEHTOB
C YMEpPEeHHBIM OOBEKTHBHBIM OTBeTOM JHIIb 10,9% (T.e. 60 OTBETHBIIMX Ha JIEUEHHE U3

552 manueHTOB) M MemuaHHOW oOmmel BbDRKHBaeMocThi0 (OS) mpumepno 7 mecsneB. Cwm.,



Harpumep, Burotto ef al., 2015, Oncologist 20:725-726; Candelaria et al., 2009, Int. J. Gynecol.
Cancer. 19:1632-1637; Coronel et al., 2009, Med. Oncol. 26:210-214; Fiorica et al., 2009,
Gynecol. Oncol. 115:285-289; Garcia et. al., 2007, Am. J. Clin. Oncol. 30-428-431; Goncalves ef
al., 2008, Gynecol. Oncol. 108:42-46; Homesley ef al., 2008, Int. J. Clin. Oncol. 13:62-65;
McLachlan ef al., 2017, Clin. Oncol. (R. Coll. Radiol.) 29:153-160; Miller et al., 2008, Gynecol.
Oncol. 110:65-70; Monk et al., 2009, J. Clin. Oncol. 27:1069-1074; Muggia et al., 2004, Gynecol.
Oncol. 92:639-643; Rose et al., 2006, Gynecol. Oncol. 102:210-213; Santin ef al., 2011, Gynecol.
Oncol. 122:495-500; Schilder et al., 2005, Gynecol. Oncol. 96:103-107; u Torfs et al., 2012, Eur.
J. Cancer. 48:1332-1340. ITaTuneTHss OTHOCUTENbHASI BBDKUBAEMOCTD IIPH paKe IMEHKH MaTKU
IV cranuu cocrasisier Bcero 15%, 4To CBUAETENBCTBYET O BBICOKOH NOTPEOHOCTH B YIJIyUIIEHHOM
Tepanuy paka MEeNKU MaTKU.

[0011] HanpaBnennast Tepanusi B OTHOLIEHMM HMMYHHBIX OTBETOB, pEryJUPYEMBIX
HECKOJIbKUMHU HEU30BITOYHBIMU MOJIEKYJISIPHBIMU MYTSIMH, MOXET OO€CIeYUTh YJIy4LICHUE
NPOTUBOOMYXO0JEBOH HMMyHOTepanuu. OOHAKO He BCe KOMOMHAIIMM XapaKTepU3YIOTCS
npuemiieMoii OezomacHOCTbIO W/wiu 3¢ ¢ekTuBHOCTRIO. OcTaercss MOTPeOHOCTb B BHUAAX
KOMOMHUPOBAHHOW Tepanuu ¢ TpueMiIeMbM 1npoduieM Oe30MacHOCTH M BBICOKOMH
3¢ PEKTUBHOCTBIO ISt JIEYSHUS paKa, B YACTHOCTH, JUIS JIUSHUS paKa MOJIOUHOH JKeJe3bl U paka
LIEHKU MaTKH.

[0012] Bce uutupyemMbie B HACTOSAIIEM JAOKYMEHTE HCTOYHUKH, BKJIKOUasi MATEHTHbIE
3asIBKH, TIATEHTHbIE NMyOJIMKALUN U HAYYHYIO JIUTEPATYPY, BKIIIOYEHBI B HACTOSLIMI JTOKYMEHT
MOCPENCTBOM CChUIKH BO BCEH CBOEH MOJHOTE, KaK €CJIU Obl KaXIbIH OTIEIbHBIA UCTOUHUK ObLI

KOHKPE€THO U MHAUBUAYAJIbHO YKa3aH JJI BKIFOYCHUS IMOCPEACTBOM CCBIJIKH.

CyIHOCTh HACTOSIILEr0 M300PEeTeH s

[0013] B HacTosilieM NOKYMEHTe MPEACTaBIIEHBI CIIOCOOBI JieueHUsl paka y cyObekra,
BKJIFOYAIOLITHE BBEACHNE CYOBeKTy anTuTeNa K PD-1 1iti ero aHTUreHCBsI3bIBAOLIEro (hparMenTa,
NpUYEeM aHTUTENIO CBS3bIBaeTCsl ¢ OenmkoMm | 3amporpammupoBanHOM rudenu kietok (PD-1) u
uHruoupyer akTuBHOCTH PD-1, mpudem anTuTeno k PD-1 wnm ero aHTUTEHCBS3BIBAIOIIUIN
(dparMeHT comepKaT ompenesromue KoMmruieMeHTapHocte obmactu (CDR) anTHTena wim
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BBIOPAHHBIX M3 TPYIIIBI, COCTOSIIEH U3 HUBONyMada, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 wmmm wux OuoaHanora, WU KOHBIOTATAa aHTHUTENA U
JIEKapCTBEHHOTO CPEICTBA, KOTOPBIH CBs3biBaeTcs ¢ TkaHeBbIM (akropom (TF), mpuuem

KOHBHOTAT AaHTUTENIA W JICKAPCTBCHHOI'O CpEeACTBA COACPNKUT AHTUTECIIO K TF wmu ero



AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTHPOBAHHBIE C MOHOMETHJIAYPUCTATUHOM HIIM €ro
(YHKLNOHATBHBIM aHAJIOTOM WM €r0 (PYHKIHOHAIBbHBIM NMPOH3BOAHBIM. COrJIACHO HEKOTOPBIM
BapUAHTaM OCYLIECTBICHHs aHTUTeN0 K PD-1 wmmm ero aHTHreHCBsI3pIBAIOLINK (parMeHT
cogepkar CDR aHTHTENa WM aHTHUIEHCBS3BIBAIOLIETO ()parMeHTa, BBIOPAHHBIX W3 TPYIIIHL,
cocrositel u3 HuBoayMada, Amp-514, Tucnennsymada, uemuruimmada, TSR-042, JNJ-63723283,
CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100, AGEN2034, IBI-308, BI-
754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. CornacHO HEKOTOPBIM U3
TMOOBIX BAPUAHTOB OCYLIECTBJICHHUS, IIPEICTABICHHBIX B HACTOSIIEM TIOKYMEHTE, aHTHTeNOo K PD-
1 Uy ero aHTUreHCBSI3bIBAIOLINN (parMeHT copepikaT BapuabenpbHy0 00JacThb TSKENION LEenH U
BapuabeNnpHyI0 O0JNacTh JIErKOW ILIeMM AaHTHUTENa WIM AHTHIeHCBS3BIBAIOLIEro (parMeHra,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIMEN U3 HUBONyMada, Amp-514, Tucnenusymaba, nemurninmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wii ux Ownoananora. CoriacHo HEKOTOPbIM M3 JIOOBIX BApPHAHTOB OCYLIECTBICHUS,
NPEACTABJICHHBIX B HACTOALIEM NOKYMEHTe, aHTuUTeNno K PD-1 unu ero aHTUreHCBsA3bIBAKOLIUI
(parMeHT comep:kar BaprabenbHy 00JacTh TSDKEIOH Henu U BapuadenbHyr 00JacTh JIETKOH
LIeTIN AaHTUTEJIa UM aHTHI'€HCBSI3bIBAIOIIEro ()parMeHTa, BBIOPAHHBIX M3 IPYIIIbL, COCTOSIIEH U3
HuBOJyMada, Amp-514, Tucnenuzymada, nemuriumada, TSR-042, JNJ-63723283, CBT-501, PF-
06801591, JS-001, xampenuzymadba, PDR0OO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. CoriacHO HEKOTOPBIM M3 JIFOOBIX
BAapPUAHTOB OCYILECTBJIEHUS, NMPEACTABIEHHBIX B HACTOSIIEM AOKYMeHTe, antureno k PD-1 unu
€ro aHTHUTeHCBSI3bIBAOLIUI (pparMeHT BBHIOPAHBI U3 TPYIIIBLI, COCTOSALICH U3 HUBOJAyMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenusymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 wnu ux Ouoananora. COriacHO HEKOTOPBIM U3 JIFOOBIX
BAapPHAHTOB OCYILECTBJIEHUs, MPEACTABIEHHBIX B HACTOSIIEM AOKYMeHTe, antureno k PD-1 unu
€ro aHTUIeHCBSI3bIBAOIIUI (pparMeHT BBHIOPAHBI U3 TPYIIILI, COCTOSALIEH U3 HUBOJAyMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmusymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003. CoriacHO HEKOTOPBIM W3 JIOOBIX BapHAHTOB
OCYILIECTBJIEHUs], TIPEACTAaBJCHHbIX B HACTOAIIEM JOKYMEHTe, KOHBIOraT aHThTela U
JIEKApPCTBEHHOI'O CPEACTBA BBOAST B J103€, HAXONAILIEHCS B nuamna3oHe oT okojo 0,9 mr/kr mo
okoio 2,1 mr/kr. CoriacHO HEKOTOPBIM BapUaHTaM OCYINECTBJICHHS KOHBIOTAT aHTUTENA U
JIEKapCTBEHHOTO CPENCTBa BBOAAT B 03¢ OKoyo 2,0 mr/kr. CoryiiacHO HEKOTOPBIM BapHaHTaM

OCYLICCTBJICHHUA KOHBIOTAT AHTUTCJIA U JICKAPCTBEHHOI'O CPCACTBA BBOAAT B JO3€ 2,0 MI/KT.



CornacHO HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTE, KOHBIOTAT aHTUTEJAa U JIEKAPCTBEHHOTO CPEICTBA BBOASAT OAMH Pa3 OKOJIO KAKAYIO
1 Hememro, OMH pa3 OKOJIO KaXIble 2 HEJEeNU, OUH Pa3 OKOJIO KaXble 3 HEIEeNU WM OAHH pa3
okoJ10 kakable 4 Henenu. COraacHO HEKOTOPHIM BapUaHTAM OCYLIECTBIICHNUSI KOHBIOTAT aHTUTENA
U JIEKAPCTBEHHOT'O CPEACTBA BBOISAT OAMH Pa3 OKOJIO Kaxkable 3 Henenu. COraacHoO HEKOTOPBIM U3
TrOOBIX BAPUAHTOB OCYLIECTBJICHHUS, IIPEICTABICHHBIX B HACTOSIIEM TIOKYMEHTE, aHTHTENO K PD-
1 UM ero aHTUreHCBSI3BIBAIOLINN (parMeHT copepikaT BapuabenpHy0 00JacThb TSKENION LEenH U
BapradeIbHYI0 00JIaCTh JIETKOW LIeMH, mpudeM BapuadenbHasi 001acTh TSKEJION LeTu COIEPIKUT:

(1) CDR-H1, comepkamyo aMHHOKUCIOTHYIO nocienosarenbHocTs SEQ ID NO:17;

(11) CDR-H2, conepkammyro aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:18; u

(111) CDR-H3, coxepkatnyo aMHHOKUCIOTHYIO rocienosarenbHocth SEQ ID NO:19;

npudeM BapuadenpHas 00JaCThb JIETKOH LEMH CONEPIKHT:

(1) CDR-L1, comepxaiyo aMUHOKUCIOTHYIO rocyenosarenbHocTh SEQ ID NO:20;

(i) CDR-L2, comepskalnyro aMUHOKHCIOTHYIO nocnenoBareabHOCTh SEQ ID NO:21; u

(ii1) CDR-L3, comep:kamyr0 aMHHOKHCIOTHYI0 nocnenosarenbHocTh SEQ ID NO:22.
CornacHO HEKOTOPBIM M3 JIIOOBIX BAPUAHTOB OCYINECTBJICHMS, NPEICTABICHHBIX B HACTOSIIEM
OOKyMeHTe, aHThTeJo K PD-1 wuaMm ero aHTUreHCBSA3bIBAIOIIMN (parMeHT comeprkar
BapuabesbHy0 O0JIACTh TSIKENION LENH, COAeP ALY aMHUHOKHCIOTHYIO TOCIEI0BATEIbHOCTD,
XapaKTePU3YIOUIYIOCsT MO MeHblueld mepe 85% WAEHTHYHOCTBIO IOCIEAO0BAaTENbHOCTENH C
aMUHOKHUCIIOTHON mocienoBarebHOCTEI0O SEQ ID NO:31, u BapualesbHYK 001acTh JIETKOM
LIENTH, COMEPIKAIIYI0 aMUHOKHCIIOTHYIO MTOCIIEI0OBATEIbHOCTD, XapPaKTEPU3YIOLIYIOCS 10 MEHbIIEH
Mepe 85% HAEHTUYHOCTBIO IMOCIIENOBATENbHOCTEH C aMHUHOKHUCIOTHOHN MOC/IEN0BATENbHOCTBIO
SEQ ID NO:32. CoriacHO HEKOTOPBIM H3 JIFOOBIX BAPUAHTOB OCYIIECTBJICHUS], IPEICTABIEHHBIX
B HACTOSIIIIEM JOKYMEHTe, aHTUTeNO K PD-1 Ui ero aHTUTeHCBSI3bIBAOIIHN (DPAarMeHT COIepIKaT
BapuabenbHy0 00JIaCTh TSKENIOW LIETH, COAEPIKALIYI0 aMUHOKHCIOTHYIO TOCJIEA0BATEIbHOCTD
SEQ ID NO:31, u BapuabenbHyr0 00JacTh JIETKOH LEMH, CONEPKAIIYI aAMUHOKHCJIOTHYIO
nocienosatenbHocTh  SEQ  ID NO:32. CornacHO HEKOTOPbIM M3 JIIOOBIX  BapHUAHTOB
OCYLLECTBJIEHUsI, TMPEACTABJICHHbIX B HACTOSLIEM JOKyMeHTe, aHTtuTeno k PD-1 wiam ero
AHTUTEHCBS3BIBAIOIINN (parMeHT MpeAcTaBisioT coboli HuBoayMad. CoriacHO HEKOTOPBIM U3
TrOOBIX BAPUAHTOB OCYLIECTBJICHHUS, IIPEICTABICHHBIX B HACTOSIIEM TIOKYMEHTE, aHTHTENO K PD-
1 MM ero aHTUTEeHCBS3bIBAIOINUI (PparMeHT BBOIST B 103€, HAXOSIIEHCS B TUANIA30HE OT OKOJIO
0,5 mr/kr go okojio 4,1 mr/kr. CorjgacHO HEKOTOPBIM M3 JTIOOBIX BAapUAHTOB OCYIIECTBIICHUS,
MIPEACTABJICHHBIX B HACTOSLIEM AOKYMEHTeE, aHTUTeNO K PD-1 mnm ero aHTUreHCBs3bIBAIOLIUIMA
(bparMeHT BBOAST B MOCTOSHHOW 1103€, HAXOIINEHCs B AMANa30HE OT OKOJo S50 Mr 10 OKOJIO

500 mr. CornacHO HEKOTOPBIM M3 JIFOOBIX BapHAHTOB OCYILIECTBIEHHS, NPEACTABICHHBIX B



HACTOSIIIEM JTOKYMEHTe, aHTHTeNOo K PD-1 min ero aHTUreHCBA3BIBAIOIINN (ParMEHT BBOIAT B
NOCTOSIHHOMN 7103€ oKoJo 240 Mr. CoriacHO HEKOTOPBHIM U3 JIFOOBIX BAPHAHTOB OCYIIECTBIICHUS,
MPECTABJICHHBIX B HACTOSIEM AOKYMEHTE, aHTUTeNO K PD-1 mnu ero aHTUreHCBA3BIBAOLIUN
(bparMeHT BBOAST B MOCTOSIHHOMH 103€ 0K0J10 480 mr. CorylacHO HEKOTOPBIM U3 JIFOOBIX BAPUAHTOB
OCYLIECTBJICHUs, MPEACTABJICHHbIX B HACTOSILIEM JOKyMeHTe, aHturteno k PD-1 wunu ero
AHTUTEHCBSA3BIBAIOIINN (PparMEHT BBOISAT OAMH Pa3 OKOJIO KXAYI0 1 Hememo, OJUH pa3 OKOJIO
KaKble 2 HEeJeNH, OAUH Pa3 OKOJIO KaXIble 3 HENEIU WU OJUH pa3 OKOJO Kaxable 4 Henelu.
CornacHoO HEKOTOpPHIM  BapuaHTaM  OCYINeCTBJeHHs aHTuTeno Kk PD-1  wumm  ero
AHTUTEHCBSA3BIBAIOIINN (PParMEHT BBOIAT OAMH pa3 OKoJo Kaxnable 2 Hemenu. CoriacHo
HEKOTOPBHIM M3 JIOOBIX BAPHAHTOB OCYILIECTBJIEHUS, PEACTABICHHBIX B HACTOSALIEM HOKYMEHTE,
pak mpencrasiseT coOOl pak MOJOYHOH skese3bl. COrllacHO HEKOTOPBIM U3 JIFOOBIX BApUAHTOB
OCYILUECTBJICHHs, TPENCTABJICHHBIX B HACTOSIIEM IOKYMEHTE, Pak MpeAcCTaBiseT coOOW pak
meiiky MaTki. COrIaCHO HEKOTOPBIM U3 JIFOOBIX BAPHAHTOB OCYIIECTBIICHHS, TIPEICTABICHHBIX B
HACTOSIIIIEM JOKYMEHTE, CyOBEKT He SIBJIIETCS KAHAMAATOM Ha PaUKaIbHYIO Tepanito. CoriacHo
HEKOTOPbIM BapHaHTaM OCYLIECTBJICHUs PaJUKajbHas TEepPalusl BKIIOYAET JYyYEBYIO TEPAIIUIO
wum  sBucuepaiyo.  CoOrnacHO HEKOTOPhIM U3 JIIOOBIX  BapUAHTOB  OCYLIECTBIICHUS,
NPENCTABJICHHBIX B HACTOSINEM JOKYMEHTE, CyOBbEeKT He NPOXOAMJ IPEIIIeCTBYIOIIYIO
CUCTEMHYIO Tepamuio paxa Ineiiku MaTtku. COIJacHO HEKOTOPbIM M3 JHOOBIX BapHAHTOB
OCYLIECTBJICHUS], NMPEACTABIEHHBIX B HACTOSLIEM JOKYMEHTE, PaK IICWKU MATKU MPEACTABISAET
co0ol aIeHOKApLUHOMY, aJ€HOCKBAMO3HYIO KAPIMHOMY MM TJIOCKOKJIETOYHYIO KapPILHHOMY.
CornacHo HEKOTOPBIM M3 JIOOBIX BAPHUAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSILIEM
NOKYMEHTE, pak IIeWKH MAaTKU TMPeNCTaBjsieT coOOWM pak MIEeHKM MAaTKU Ha MO3MHEH CTaJuu.
CornacHO HEKOTOpBIM BapUaHTaM OCYLIECTBJIEHUsS paK IIEHKW MaTKH Ha TMO31HEeH cTaguu
npeACcTaBJsieT CoO0M pak meiiku MaTku 3 ctaguu win 4 ctaanu. CorjacHO HEKOTOPBIM U3 JIFOOBIX
BAPUAHTOB OCYILIECTBJIEHHUs, MPEACTABIEHHBIX B HACTOSIIEM AOKYMEHTE, PAaK LIEHKU MAaTKU Ha
NO3HEH CTamuu TpencTaBisieT coOOM MeTacTaTHUecKuil pak 1meiiku wmatku. CoriacHo
HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYIIECTBJICHUS, IPEACTABICHHBIX B HACTOSIIEM HOKYMEHTE,
paK LIeHKH MAaTKH NMPEACTaBIsieT cCOOOH peruauBHBIN pak meiku MaTku. COrjaacHO HEKOTOPhIM
U3 JHOOBIX BAapHAHTOB OCYILIECTBIIEHHs, TMPEICTABIEHHBIX B HACTOSIIEM JOKYMEHTE,
MOHOMETHJIAYPUCTATHH MPEACTaBJsieT coboit MoHoMetunaypucratun E (MMAE). CornacHo
HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYIIECTBJIEHUS, NPEACTABICHHBIX B HACTOSIIEM HOKYMEHTE,
aatuteno K TF, wnm ero aHTUIeHCBS3BIBAOLINKI (pParMeHT, KOHBIOTATa AaHTHTENA U
JIEKapCTBEHHOTO CPENCTBA TPEACTABISIIOT COOOM MOHOKJIOHAJbHOE AHTUTENO WM €ro
MOHOKJIOHAJIbHBI ~ aHTUT€HCBSA3bIBAIOIINUN (parmMeHT. COrjJacHO HEKOTOPBIM U3  JIFOOBIX

BAPHUAHTOB OCYIICCTBJIICHUSA, MPEACTABIICHHBIX B HACTOALIEM JOKYMEHTE, AHTUTECIIO K TF, U ero



AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTaTa aHTUTENA U JIEKAPCTBEHHOTO CPENICTBA COEPIKAT
BapralebHYI0 O0JIACTh TSDKENION Ienmu W BapualenbHyr O0JIACTh JIETKOH LeMu, NpUYeM
BapuabenbHast 00JaCTh TSDKEJION e CONEPIKUT:

(1) CDR-H1, conepskainyo aMHHOKUCIIOTHYIO nocsenoBarensHocTs SEQ ID NO:1;

(11) CDR-H2, copepsxalnyro aMHHOKUCIOTHYIO ocienosatenbHocTh SEQ ID NO:2; u

(111) CDR-H3, comepsxalinyro aMMHOKUCIOTHYIO nocnenoBarenbHocTs SEQ ID NO:3; u

npudeM BapuadbenpHast 00JacThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, conepkaimyro aMMHOKUCIOTHYIO nocnenoBatenbHocTh SEQ ID NO:4;

(11) CDR-L2, conepskalnyro aMMHOKHCIOTHYIO nocnenosareabHocTs SEQ ID NO:S; u

(111) CDR-L3, conepykamyro aMMHOKHCIOTHYIO mnocienoBarenbHocTe SEQ ID NO:6.
CornacHo HEKOTOPBIM M3 JIOOBIX BAPHUAHTOB OCYINECTBJICHUS, NMPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, aHTuTeNo K TF, niam ero aHTUreHCBA3BIBAIOIINN (PpPAarMeHT, KOHBIOraTa aHTUTENa U
JIEKapPCTBEHHOIO CPEACTBA COneprKaT BapualbeNbHYI OONACTh TSDKEJIOH LenH, COAep Kallyro
AMHUHOKUCIIOTHYK) TIOCJI€OBATEIbHOCTb, XapakTEPU3YIOLIYIOCS IO MeHblue Mepe 85%
HUAEHTHUYHOCTBIO IOCJIENOBATEILHOCTEH ¢ aMHHOKMCJIOTHOM TMocienoBaTebHOCThI0O SEQ ID
NO:7, u BapualGenbHyr0 00JacTb JIETKOH LEMH, COAEPIKALIY) aMHUHOKHCIOTHYIO
NOCJIE/IOBATENIBHOCTb, XapaKTePU3YIOLIYIoCs IO MeHbllel Mepe 85% HMIEHTHYHOCTBIO
MOCJIeAOBATEILHOCTEH C aMHUHOKHUCIOTHON mocnenoBatenbHOCTEI0 SEQ ID NO:8. CormacHo
HEKOTOPBIM U3 JIFOOBIX BapHaHTOB OCYHIECTBJICHUSA, MPEACTABIICHHBIX B HACTOAILLEM JOKYMEHTC,
antuteno Kk TF, wnaMm ero aHTHIeHCBS3BIBAOLIMK (PpParMEeHT, KOHBIOTATa aHTHTENA |
JIEKAPCTBEHHOTO CPENCTBA COAEPKAT BapHAOENbHYI0 OOJIACTh TSIKENOW LIEMH, COAEPKAIIYEO
aMHHOKHUCJIOTHYI0 nocienosatenbHocTh SEQ ID NO:7, u BapuabenpHyro 007aCTh JIETKOH 1Iemy,
CoZlepKaIIy0 aMUHOKHUCIOTHYIO nocieaoBaTenbHOCTh SEQ ID NO:8. CornacHo HEKOTOPBIM U3
JIFOOBIX BapHUAHTOB OCYHIECTBIICHUSA, MMPEACTABJICHHBIX B HACTOALIEM JOKYMEHTE, aHTUTEJIO K TF
KOHBIOraTa aHTHUTEJIAa M JIEKAPCTBEHHOI'O CPeNCTBa mpeacTanisier codoit Tuzorymad. CornacHo
HEKOTOPBIM U3 JIFOOBIX BapHUAHTOB OCYIIECTBJICHUA, MPEACTABIICHHBIX B HACTOALIEM JOKYMEHTE,
KOHBIOTaT aHTUTENIa U JIEKAPCTBEHHOTO CPEACTBA JOMOJHHUTENBHO COIEPXKHUT JIMHKEP MEXKIY
agturenoM k TF wunmm ero AHTHUT'CHCBA3BIBAOIIIUM (1)paFMeHTOM U MOHOMETUJIAYPUCTATUHOM.
CornacHO HEKOTOPBIM BapHUAHTAM OCYILIECTBIIEHHS JINHKEP MPEACTABISIET COOOH pacLIeTuIieMbli
HGHTHHHbIﬁ JIMHKED. CornacHo HEKOTOPbIM BapUaHTaM OCYIICCTBJIICHHSA pacmenm{eMbn‘/’I
NENTUAHBIN JTHHKep Xapakrepusyercs popmyinoii: -MC-vc-PAB-, rae:

a) MC npencrasnsier coboii:
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e

b) vc mpencrasisier cOOOM AUMENTH BAIUH-IUTPYJIIHH U

2

c) PAB npencrasisietr co0oi:

e

CornacHO HEKOTOPBIM U3 JIFOOBIX BAPHAHTOB OCYLIECTBJICHUS, NPENCTABICHHBIX B
HACTOSIIIIEM JOKYMEHTE, JIMHKEp MPUCOEAMHEH K CyJIb(rUAPMIbHBIM rpynmnaM aHtutena K TF,
MOJyYEHHBIM ITyT€M YaCTUYHOIO BOCCTAHOBJICHMs MJIU TIOJHOTO BOCCTaHOBIEHUs anTurena kK TF
WIN er0 aHTUIeHCBs3bIBatoLIero parmenTa. COrjacHO HEKOTOPBIM BapUAHTAM OCYIIECTBICHUS
auHkep npucoenuHeHr kK MMAE (veMMAE), npudeM KOHBIOTAaT aHTUTENA U JIEKApPCTBEHHOTO

CpPEACTBA XapaKTEPU3YETCs CIEAYIOUIEH CTPYKTYPOil:

0 0
Ab—8 0 )j\ I{}I g ¥
0 (6] N N N N
N\/\/\)J\ I o} I o0_ © 1 g
Val-Cit-N
IH \
0

/4

Ab-MC-vc-PAB-MMAE (veMMAE)

2

rae p obo3Hauaer yncno ot 1 no 8, S mpexncrasisier cobol CyIbPTrUAPUIIBHYIO TPYIITY
aatutena K TF u Ab ob6o3Havaer antureno Kk TF mim ero aHTHreHCBSI3bIBAIOLINI (hparMeHt.
CornacHo HEKOTOPBIM M3 JIOOBIX BAPHUAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTE, YCPEOHEHHOE 3HAUeHUE P B MOMYJSIIUUA KOHBIOTATOB AHTHTENA M JIEKAPCTBEHHOTO
cpencrBa cocTtasisieT 0okosio 4. COrjacHO HEKOTOPHIM U3 JIFOOBIX BAPHAHTOB OCYLIECTBIICHUS,
NPE/ICTABJICHHBIX B HACTOSIIEM JOKYMEHTE, KOHBIOTAT aHTHTENA U JIEKAPCTBEHHOTO CPENCTBA
npencTaBisieT coOoH Tu30TymMaO-BenoTHH. COIacHO HEKOTOPbIM M3 JHOOBIX BapHUAHTOB
OCYIIECTBIICHHs, MPEACTABICHHbIX B HACTOSINEM JOKYMEHTE, IyTh BBEOEHHs IJIsI KOHBIOTATA
aHTUTENA U JICKAPCTBEHHOTO CPEACTBA SIBISIETCS BHYTPUBEHHBIM. COMJIACHO HEKOTOPBIM U3
TrOOBIX BAPHAHTOB OCYIIECTBIICHUS, TPEACTABICHHBIX B HACTOSILIEM JIOKYMEHTE, My Th BBEACHUS

s antutena K PD-1 winm ero aHTHreHCBS3BIBAIOLIErO (PparMeHTa SIBISIETCS BHYTPHUBEHHBIM.
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CornacHO HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, aHTUTENO K PD-1 nim ero aHTHreHCBsI3bIBAIOIIHI (PparMeHT U KOHBIOTAT aHTUTENA U
JIEKapCTBEHHOTO CPEINCTBA BBOAAT mocienoBaTenbHO. COrjlacHO HEKOTOPBIM U3 JIFOOBIX
BAPHAHTOB OCYINECTBJICHUS, MPEACTABJICHHBIX B HACTOSIIEM HOKYMeHTe, anturesio Kk PD-1 umu
€ro aHTUTCHCBSI3BIBAIOIINI (PparMEeHT U KOHBIOTAT AaHTHTEJIA U JICKAPCTBEHHOTO CPENCTBA BBOIST
oxHOBpeMeHHO. COrylacHO HEKOTOPBIM M3 JIFOOBIX BAPUAHTOB OCYINECTBIICHHUS, MPEICTABICHHBIX
B HACTOSIIIEM NOKYMEHTE, Mo MeHbluei mepe okono 0,1%, mo menpiieit mepe okono 1%, mo
MeHbLIel Mepe okoyo 2%, mo MeHbllelt mepe okoyio 3%, mo MeHbluel mepe okoino 4%, 1o
MeHblIelH Mepe okoyo 5%, mo MeHbllelt mepe okoyio 6%, mo MeHbllel mMepe okosno 7%, 1o
MeHblIel Mepe okono 8%, mo meHbuielt Mepe okoso 9%, mo MeHbine Mepe okojo 10%, mo
MeHblIel Mepe okojo 15%, no meHbiueit Mepe okoso 20%, no MeHblie Mepe okoso 25%, no
MeHblel Mepe okoJio 30%, mo MeHblIel Mepe okojio 35%, mo mMeHblel mepe okoso 40%, 1o
MeHbIel Mepe okoJio 45%, mo MeHbliei Mepe okojio 50%, mo mMeHblel mepe okoso 60%, mo
MeHblIei Mepe okojo 70% wnu mo MeHblueid mepe okojio 80% pakoOBBIX KJIETOK CyObeKTa
skcrpeccupytor  TF.  CormacHO HEKOTOpbIM M3 JIIOOBIX  BapUAHTOB  OCYINECTBIICHMS,
NPE/ICTABJIEHHBIX B HACTOSINEM JOKYMEHTE, 110 MeHbliel mepe okoio 0,1%, no meHbliel mepe
oxoJio 1%, no menbieii Mepe okoio 2%, 1Mo MeHbIuel Mepe 0koJio 3%, IO MeHbIIeH Mepe OKOJIO
4%, o MeHb1eH Mepe okoJo 5%, Mo MeHblIel Mepe 0KoJIo 6%, o MeHblIeH Mepe okoJo 7%,
10 MEeHbIIeH Mepe 0KoJo 8%, 1Mo MeHbIel Mepe okojio 9%, mo meHbleit mepe okoso 10%, o
MeHbLIel Mepe okojo 15%, mo menbineir mepe okoso 20%, mo MeHblne Mepe okoso 25%, o
MeHblIel mepe okojo 30%, mo MeHbinei Mepe okosio 35%, mo meHblnent Mmepe okono 40%, o
MeHbLIelH Mepe 0KoJo 45%, mo MeHbinei Mepe okoso 50%, mo MeHblet Mmepe okono 60%, 1o
MeHbIei Mepe okono 70% wuimu mo MeHblied Mepe okojio 80% pakoOBBIX KIETOK CyObeKTa
skcnpeccupyroT PD-L1. CornacHO HEKOTOpbIM U3 JIIOOBIX BapHAHTOB OCYIIECTBIICHUS,
NPEICTABJICHHBIX B HACTOSLIEM JAOKYMEHTE, OMyXOJjb, IPOUCXOINAs U3 PaKa, CONEPIKUT OIHY
win Oonee KJIeTok, Kotopble skcnpeccupyror PD-L1, PD-L2 umm kak PD-L1, Tak u PD-L2.
CornacHoO HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, 0 MeHbliel mepe okono 0,1%, mo menbiueit mepe okono 1%, 1Mo MeHslel Mepe
okoJo 2%, 1o MeHblIel Mepe 0koJio 3%, 1o MeHbIIel Mepe 0KoJI0 4%, IO MEHBIIIEH MepPe OKOJIO
5%, mo MeHbIIel Mepe 0KoJIo 6%, MO MEHbIIEH Mepe OKOJIO 7%, Mo MEHbIIeH Mepe OKoJio 8%,
Mo MeHbIIIel Mepe okoyio 9%, mo MeHbinel Mepe okojio 10%, mo MeHbinel Mepe okojo 15%, o
MeHbLIel Mepe okojo 20%, mo MeHbine Mepe okoso 25%, mo meHbleit mepe okono 30%, no
MeHbLIel Mepe okojo 35%, mo MeHbinei Mepe okoso 40%, mo meHbleit Mmepe okoso 45%, o
MeHbl11el Mepe okoso 50%, no MeHblIei Mepe okono 60%, o MeHblueil Mmepe okoso 70% uiu no

MeHbIei Mepe okoiio 80% T-kierok cydwpekra skcrnpeccupyroT PD-1. CormacHO HEKOTOPBIM U3
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TrOOBIX BAPUAHTOB OCYINECTBIICHHUS, TPEACTABICHHBIX B HACTOSIIEM IOKYMEHTE, TIOCIIE BBEICHUS
KOHBIOTaTa AaHTUTENa M JIEKApCTBEHHOro cpeacrsa M aHturena k PD-1 wumm  ero
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa y CyOBeKTa MPOUCXOAUT YIIYULIEHHE B OTHOLIEHUH OTHOTO
win OoJiee TepaneBTHIeCKUX 3(PPEeKTOB OTHOCUTEIBHO HCXOIHOTO YPOBHsL. COrIacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUsI ONMH WUJIH OoJiee TepaneBTUIeCKUX 3(PEKTOB BBIOPAHBI U3 TPYIIIIHI,
COCTOALIEH M3 pa3Mepa OMyXOJH, MPOUCXOSIEH M3 paka, JOJU MALUEHTOB C OOBEKTUBHBIM
OTBETOM, TPOJOJUKUTENIHOCTH OTBETA, BPEMEHU [0 Pa3BUTHs OTBETA, BbDKUBAEMOCTH O€3
nporpeccupoBanus U oOmeil BppkHBaeMOCTH. COrJIaCHO HEKOTOPBIM U3 JIOOBIX BapHUaHTOB
OCYILECTBJIEHUs], IPEACTABIEHHBIX B HACTOSALIEM JOKYMEHTE, pasMep OMyXOJH, MPOUCXOAsIIEN
U3 paka, yMEeHbIIaeTCsl 10 MeHblIeill Mepe Ha okoso 10%, nmo MeHblueil Mepe Ha okoiso 15%, no
MeHblIel Mepe Ha okoyio 20%, mo MeHbIed Mepe Ha OKOJo 25%, Mo MeHblIel Mepe Ha OKOJIO
30%, o MeHblIeit Mepe Ha okoJo 35%, o MeHbInel Mepe Ha 0kosio 40%, Mo MeHblIIel Mepe Ha
okoJ10 45%, no MeHbInel Mepe Ha okojo 50%, Mo MeHbIuel Mepe Ha okojo 60%, 1Mo MeHbIueH
Mepe Ha okojo 70% unm no MeHblned mMepe Ha okosno 80% OTHOCHUTENBHO pa3Mepa OMyXOJH,
NPOUCXOASINENH U3 paka, A0 BBEAEHHs KOHBIOraTa aHTUTENAa U JIEKAPCTBEHHOIO CPEIACTBA U
anturesna k PD-1 nunn ero anTurencssspiBatoiero ¢pparmMenra. CorslacHo HEKOTOPbIM U3 JTFOOBIX
BAPMAHTOB OCYILECTBJEHUs, MPEACTABIECHHBIX B HACTOSIIEM IOKYMEHTE, AOJS MALMEHTOB C
OOBEKTUBHBIM OTBETOM COCTABJISIET MO MEHbLIeH Mepe 0koJio 20%, o MeHbLIeH Mepe 0KoJI0 25%,
1o MeHbIel Mmepe okosio 30%, mo MeHsbIIeit Mepe okoso 35%, mo menbleit mepe okoso 40%, o
MeHbLIel Mepe 0koJo 45%, mo MeHbinei Mepe okosio 50%, mo mMeHblne Mmepe okoo 60%, o
MeHbIel Mepe okosio 70% wiu o MeHbineit Mmepe okosio 80%. CorjiacHO HEKOTOPBIM U3 JIFOOBIX
BAPUAHTOB OCYLIECTBJICHHs, TIPEACTABICHHBIX B HACTOSIIEM JOKyMeHTe, y CcyOBbeKkTa
HaOJTFI01aeTCsl BBLKUBAEMOCTh 0€3 MPOrpecCUpOBaHUsl, COCTABIISIONIAS IO MEHBIIEH Mepe OKOJIO
1 mecsil, MO MeHbLIEH Mepe OKOJIO 2 Mecsilia, MO0 MEHbLIEH Mepe OKOJIO 3 MeCsla, O MEHbIIEH
Mepe OKOJIO 4 MecsiLa, IO MEHBIIEH MEPE OKOJIO 5 MECALIEB, [0 MEHBILEN MEPE OKOJIO 6 MECSILIEB,
M0 MEHBLIEH MEPE OKOJIO 7 MECALIEB, MO MEHbBIIEH Mepe OKOJO 8 MECALIEB, MO MEHbIIEH Mepe
OKOJIO 9 MeCsLIEB, MO MEHbIIEH Mepe OkoJio 10 Mecsues, Mo MeHbIIel mepe okoso 11 mMecsues,
[0 MEHbIIEH Mepe OKOJO 12 mecsues, MO MeHbLIEH Mepe OKOJO BOCEMHAALATb MECSLEB, MO
MeHbIIIeH Mepe OKOJIO /iBa rojia, Mo MeHbIIeH Mepe OKOJIO TPU rofa, 10 MEHbIIEH Mepe OKOJIOo
4eThIpe rojla Uil MO MEHbIIEeH Mepe OKOJO MATh JIeT MOCe BBEAEHUs] KOHbIOTaTa aHTUTeNa U
JIEKapCTBEHHOTO cpeacTBa M aHTuTena Kk PD-1 wim ero aHTUreHcBs3bIBaroOIEro (parmeHra.
CornacHO HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTe, y CyObekTa HabrogaeTcst o0masi BBLKHBAEMOCTb, COCTABIISIOLIAS 10 MEHbIIECH Mepe
O0KOJIO 1 Mecsl, MO MEHbLIEH Mepe OKOJO 2 MeCsla, MO MEHbILIECH Mepe OKOJO 3 Mecsla, Mo

MEHbIIEH Mepe OKOJIO 4 Mecsla, MO MEHBIIEH Mepe OKOJIO S5 MECALIEB, IO MEHBIIEH Mepe OKOJIO
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6 MecsLEeB, MO MEHbLIEH Mepe OKOJO 7 MECALIEB, MO MEHBIIEH Mepe OKOJIO 8 MECSLEB, MO
MEHBIIIEN Mepe OKOJIO 9 MeCsLEB, IO MEHbLIEH Mepe OkoJIo 10 Mecs1eB, O MEHbLIEH Mepe OKOJIO
11 mecsaues, Mo MeHbLIEH Mepe OKOJO 12 mecsues, MO MEHbIIEH Mepe OKOJIO BOCEMHAALATh
MECSILIEB, 10 MEHBIIEH Mepe OKOJIO JABa roja, MO MEHbIIEH Mepe OKOJIO TPU T'ofa, MO MEHbIIEeH
Mepe OKOJIO YEThIpe rofa WM MO MEHbIIEH Mepe OKOJIO MSTh JIET MOCEe BBEIEHHsS] KOHBIOTaTa
AHTUTEJIAa U JIEKAPCTBEHHOrO cpeactBa U aHtutTena kK PD-1 uiam ero aHTUreHCBSA3BIBAIOIIETO
¢parmenTa. CorjlaCHO HEKOTOPBIM M3 JIFOOBIX BAPUAHTOB OCYIIECTBJICHHS, MPEACTABJICHHBIX B
HaCTOAIIEM OOKYMEHTE, IPOAOIKUTEIIbHOCTD OTBETA HA KOHBIOIAT AHTUTEIIA U JICKAPCTBEHHOTO
CpPEACTBA COCTABJISIECT IO MEHBLIEH Mepe OKOJIO 1 MecsL, 10 MEHbLIEH Mepe OKOJIO 2 MeCsLa, MO
MEHBIIEH Mepe OKOJIO 3 MeCsila, [0 MEHbILIEH Mepe OKOJIO 4 MeCsila, [0 MEHbIIEH Mepe OKOJIO
5 MecsALeB, MO MEHbLIEH Mepe OKOJIO 6 MeCsLEeB, MO MEHbIIEH Mepe OKOJIO 7 MECSLEB, IO
MEHBIIEH Mepe OKOJIO 8 MECSALIEB, IO MEHBIIEH Mepe OKOJIO 9 MeCsLEB, IO MEHBIIEH MEPE OKOJIO
10 mecsnes, no MeHblIel Mepe okoyio 11 mecsues, Mo MeHblIel Mepe Okono 12 Mecsues, 1O
MEHbLIEH Mepe OKOJIO BOCEMHAALIATh MECALIEB, MO MEHbLIEH Mepe OKOJIO JIBa rofia, M0 MEHbIIeH
Mepe OKOJIO TPU Iojia, IO MEHBLIEH MEpe OKOJIO YEThIpe r0/1a UK 110 MEHBLIEH Mepe OKOJIO MATh
JIET TIOCJI€ BBEICHUsI KOHBIOTAaTa aHTUTENA U JIEKAPCTBEHHOrO cpeAcTBa U aHTuTena k PD-1 unu
€ro AaHTUTeHCBsI3bIBAKOIEro (¢parmenta. COrIacHO HEKOTOPbIM U3 JIIOOBIX BapUAHTOB
OCYLIECTBJICHHS, TIPEICTABJICHHBIX B HACTOSIIIEM JOKYMEHTE, Y CyOBeKTa HaOII01aeTCst OTHO WITH
Oojiee HeXKeNaTeNbHBIX SIBJICHUN, U €My TaKKe BBOISAT JOMOJHUTENbHOE TEPareBTUYECKOe
CPpEACTBO I YCTPAaHCHUA UJIH CHUDKEHUSA TAXKCCTH OAHOTO HUJIU 60.1166 HEKEJIATEJIbHBIX SIBJIEHHUH.
CornacHo HEKOTOPBIM M3 JIFOOBIX BAPUAHTOB OCYIIECTBIIEHUS, MPENCTABIEHHBIX B HACTOSIIEM
JNOKYMEHTE, CyOBEKT MOIBEPIKEH PUCKY PA3BUTHSI OHOTO WJTH OOJiee HEeXKENaTeIbHBIX SIBJIEHUH, U
€My TaKXK€ BBOAAT HOMOJHHUTCIBHOE TEPANCBTUYCCKOE CPEACTBO IJIA MPEAYNPECKIACHUA HIIN
CHHMKEHHUA TSsKECTH OAHOI'0 HJIHN 60.]166 HeXXeJlaTeNIbHbIX sABJeHur. CoriacHo HEKOTOPbIM H3
JFOOBIX BAPUAHTOB OCYIIECTBIICHUS, MPEACTABIIEHHBIX B HACTOSIIIEM JJOKYMEHTE, OTHO WK OoJiee
HE)KeJIaTeNIbHbIX SIBIIEHUH TPENCTaBISIIOT COO0OW aHeMuto, OOJIb B JKUBOTE, KPOBOTEUEHUE,
TUNEPTUPE03, TUMOTHPEO3, THUIMOKAIUEMHI0, THIOHATPUEMUIO, HOCOBOE KPOBOTEUEHUE,
YTOMIIAEMOCTD, TOLIHOTY, aJIONCHUIO, KOHBIOHKTUBUT, KEPATUT, U3BA3BICHHUC KOHBIKOHKTUBDI,
3amop, CHIDKEHHBIA aIMeTUT, TUAPer0, PBOTY, Nepu(epudecKyrd HEBPOMATHIO WM oOIlee
yxynameHnue (usndeckoro 310poBbs.  COracHO HEKOTOPbIM U3 JIIOOBIX  BApPUAHTOB
OCYIECTBJICHHS, MPEACTABJICHHBIX B HACTOSIIEM JOKYMEHTE, OHO WM Oojiee HeXKenaTeIbHbIX
SIBJICHUH TPEACTABIISIOT COOOW HeKeNaTeNlbHOe siBieHue 3 crerneHu win Bbime. CorjiacHo
HEKOTOPBIM U3 .]'II-06I:JX BaPUAHTOB OCYLICCTBJICHUA, MPEACTABIICHHBIX B HACTOALLEM JOKYMCHTEC,
OOHO MM 0oJiee HEXeNaTEeNbHBbIX SIBJICHUH IMPENCTABISIOT COOOHM Cephe3HOe HEeXeNaTelbHOe

spreHne. COriacHO HEKOTOPbIM W3 JIFOOBIX BapHUAHTOB OCYINECTBJICHUS], IMPEICTABJICHHBIX B
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HACTOSIIEM JOKYMEHTE, OIHO WM Ooliee HEKENaTEeNbHBIX SIBICHUH IPEICTABISIOT COOOH
KOHBIOHKTHUBUT, HW3bS3BJICHHE KOHBIOHKTHUBBI /WM KEPATHT, W JONOJHHUTENBHOE CPEICTBO
npeacTaBisier coOOl CMasbIBAIOINME TJIa3HbIE KAIUTH O€3 KOHCEPBAHTOB, COCYAOCYKHBAIOIIEE
CPEACTBO UISl IJ1a3, aHTUOMOTHK W/MIM COAepKallue CTepouapl rnazHble karu. CoriacHo
HEKOTOPBIM M3 JIOOBIX BAPHAHTOB OCYILIECTBJIEHUS, PEACTABICHHBIX B HACTOSALIEM HOKYMEHTE,
cyObekTOM sBIsieTCcs desoBek. COryiiacHO HEKOTOPBIM W3 JEOOBIX BaPHAHTOB OCYINECTBJICHUS,
NPEACTABJIEHHBIX B HACTOALIEM OKYMEHTE, KOHBIOTaT aHTHUTeNa U JIEKAPCTBEHHOIO CPEACTBA
HAaxomuTCcs B (apMaleBTUYECKONH KOMITO3ULMM, COAEpIKallell KOHBIOraT aHTUTeNa |
JIEKapCTBEHHOTO CPENCTBA U (apMaLeBTHUECKUI pueMiieMblii Hocutesb. COrilacHO HEKOTOPBIM
U3 JIIOOBIX BAPUAHTOB OCYIIECTBJICHUS, MPEICTABIEHHBIX B HACTOSIIEM JOKYMEHTE, aHTHTEJO K
PD-1 unu ero aHTUreHCBA3BIBAIOIINN (PparMeHT HaxonATCs B (papMalieBTHYECKON KOMITO3HLIUH,
copepakatieit antureno k PD-1 unu ero anTureHcBsspiBaronuii pparmMeHT U papmaneBTUUECKUi
NPUEMJIEMbIN HOCUTETb.

[0014] Taxke B HaCTOSILIIEM AOKYMEHTE MPEACTaBICHbI HAOOPDI, COMEpPIKALIUE:

(a) ONUCAHHBbIE B HACTOALIEM JOKYMEHTE AHTUTENIO WJIM €r0 AHTHUI€HCBA3BIBAIOLIUN
(dparmMeHT, nprUueM aHTHTENO CBSI3bIBAaETCs ¢ OenkoM 1 3amporpaMMHpOBaHHON TMOETH KIIETOK
(PD-1) n uarubupyer aktuBHOCTb PD-1;

(b) JIO3UPOBKY OINKMCAHHOTO B HACTOSILIEM JOKYMEHTEe KOHBIOTaTa AaHTHUTEeNa |
JIEKapCTBEHHOI'O CPEJICTBA, KOTOPBIN CBsi3biBaeTcs ¢ TkaHeBbiM (pakTopom (TF), B nuanasone ot
ok0Ji0 0,9 MI/KT 10 0KOJIO 2,1 MI/KT, IpUYeM KOHBIOTAT aHTUTEJA M JIEKAPCTBEHHOI'O CPENCTBa
comepkuT aHTUTeNo K TF MM ero aHTUIreHCBS3BIBAIOIUN (parMeHT, KOHBIOTHPOBAHHBIE C
MOHOMETHJIAYPUCTATUHOM MJIM €ro (DPYHKIIMOHAJIBHBIM AaHAJIOIOM WJIH €r0 (PYHKIHOHAIBHBIM
MPOU3BOAHBIM; U

(c) HMHCTPYKLIMU N0 NPUMEHEHUIO aHTuTena K PD-1 uin ero aHTUreHCBsA3bIBAIOIIETO
(bparMeHTa U KOHBIOTATa AHTUTEJNIA U JICKAPCTBEHHOTO CPEACTBA B COOTBETCTBHH C HEKOTOPBIMHU

U3 JIIOOBIX BapHUAHTOB OCYIICCTBJICHUSA, MPEACTABJICHHDBIX B HACTOAIIEM JOKYMECHTE.

KDaTKOC ONMHCAHHE YePTEeKel

[0015] ®dur. 1 npexacraBiser coOoil OjoTrorpamMmy, Ha KOTOPOW  MOKAa3aHO
dochopunmposanre IRE1 u JNK B kierounsx ju3atax kietok Hela, oOpadoranasix MMAE
(mpaBast noposkka), B cpaBHeHNH ¢ kieTkamu HelLa, He oOpaboranupiMu MMAE (nieBasi 1opokka).
O6paborka MMAE npusonuia k pochopunuposanuio kak IRE1, Tak u JNK. pIRE1 o6o3nauaer
dochopunmposannsiii 6enok IRE1; IRE1 obo3nauaer obmuii 6enok IRE1; u pJNK obo3Hauaet

dochopunmrposannsii Oemok JNK.
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[0016] ®ur. 2A u 2B npeactaBisiFOT cO0OH MMMYHO(IYOpPECLEHTHbIE U300pasKeHHsI
kierok HeLa, o6padorannpix 100 HEM MMAE 1 nosny4eHHbIe B YKa3aHHbIE MOMEHTBI BPEMEHH B
npucytcteud MMAE. A) Ha BepxHeii naHenu nokasaHo okpauusanue o ER ¢ ucnonezoBanuem
ER-cBsspiBaroiniero kpacurens ER-ID Green u B) Ha HukHell naHenu nokasad RFP-meueHHbli
TyOYIJINH, SKCIIPECCUPYEMBIH KIIETKAMU.

[0017] Pwur. 3A u 3B npencrasisiroT co00i ceputo rpaguKoB, HA KOTOPBIX MOKa3aHa A)
cexkpernusi AT® u B) cexperuss HMGB1 knerkamu Hela, obpaboranueivu 100 HM MMAE, B
cpaBHeHun ¢ kierkamu Hela, He oOpaboranHeiMu MMAE. M3mepenust 00pabOTaHHBIX KIIETOK
Hela mnokaszaHbl Kak KpPaTHOCTb W3MEHEHHUs II0 CPAaBHEHUIO C CHUTHAJOM, IPOU3BOJUMBIM
HeoOpaboTanHubiMu kieTkamu HelLa. **p<0,01 u ****p<0,0001.

[0018] Pur. 4A-4C npeactapistoT COOOM cepuio rpaguKOB, HA KOTOPBIX MMOKA3aHO, YTO
KaK KOHBIOTAT aHTUTENAa U JIEKAPCTBEHHOTO CPEACTBA THU30TYyMal-BEIOTHH, TaK U CBOOOIHBIH
MMAE B xadecTBe JIeKapCTBEHHOI'O CPEACTBA BbI3bIBaIN ycToHunBY0 A) cekpeunto AT® u C)
BbicBOOOkneHne HMGB1. AkTtuBHOCTD Obuia crieudUUEcKO Al HALENIEHHOTO CPEACTBa
(Tu3oTyMab-BeOoTHHA) M CBOOOAHOrO JiekapcTBeHHOro cpenctsa (MMAE). HenaueneHHbii
mzorunuueckuii ADC (IgG1-MMAE) He BbpibiBan cekpeunto A) AT® wiu C) HMGBI1. B)
TusorymaO-BenoTHH OBLT  aKTHBEH B OTHOLIEHWH HECKOJBKUX  KIETOUHBIX JIMHHI,
HOJIOKUTEIIBHBIX 110 TKAHEBOMY (hakTopy.

[0019] Dur. S npencraBiser coOO GIOTOrpaMMBbI, Ha KOTOPBIX MMOKa3aHO, 4To 00padoTKa
kinerok HPAFII (xapumHoma mnomkenynouHon oxenesel) win MDA-MB-231 (kapumHOMa
MOJIOYHOH JKesie3bl) B Te4eHue 16 4acoB TH30TyMaO-BEIOTUHOM MM Harpy3kod B Buge MMAE
3aIllyCKajla HEeCKOJBbKO CBsi3aHHBIX ¢ ER-cTpeccoM  curHanpHbIX — IyTel, BKJIOYas
dbochopunnposanue IRE u ero Huwkenexaiei no curHaibHomy myTd muineHn JNK, a Takske
pacmemienne ATF4. O6paborka nenanenusaromum ADC HOO-MMAE (IgG1-MMAE) =e
3aIlyCKaJjla aKTUBALIUIO 3TUX CBsi3aHHBIX ¢ ER-CTpeccoM CUrHANBbHBIX MyTEH.

[0020] ®ur. 6A wm 6B mpencraBmsrOT coOoOW  cepuro TrpadUKOB, HAa KOTOPBIX
NOJIOXKUTENIbHBIE 1O TKaHeBOMYy ¢aktopy kietku MDA-MB-231, yOutble pa3audHbIMU
cpencrtBaMy, A00aBISUIM K MOHOHYKJIEapHBIM KiieTkam mnepudepudeckoir kposu (PBMC)
YeNloBeKa U OLIEHUBAIN aKTUBALMI0O UMMYHHOI peakIiH M0 MOBBILIEHHOMY YPOBHIO 3KCIIPECCUU
MapKepoB AaKTHBALIMM Ha TOBEPXHOCTH BpokaeHHbIX CDI14+ MmoHommuroB/Makpodaro u
UHIYKIHIO BBIPAOOTKH XEMOKHHOB U IUTOKMHOB. O0pabotka ADC TH30TyMa0-BEeNOTHHOM WU
ceobomHpiM MMAE B KkadecTBe JIEKQpPCTBEHHOTO CPENCTBA  BBI3bIBAJA  AKTHBALIUIO
MOHOIIUTOB/MaKpodaros, KOTOpy OTciexkuBain no A) skcmpeccun CD86, ¢ momombro

NPOTOYHOH UTOMETPHH, U B) HHAYLIMPOBAHHOMY BBICBOOOKIEHHIO CBS3aHHBIX C BPOXKACHHBIM
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UMMYHHUTETOM XeMOKHHOB, BKitodast MIP1B, B cpaBHernu ¢ HeraueneHHeM ADC IgG1-MMAE
WIIN HALIEJIEHHBIM aHTHTEJIOM (TH30TyMa0OM) OTAEIBHO.

[0021] ®ur. 7A-7C npencraBisiioT coOoi  cepur0  rpadUKOB, HA  KOTOPBIX
NOJIOXKHUTEIbHbIE 10 TKaHeBOMYy ¢aktopy kietkn MDA-MB-231, yOutsle pa3audHbIMU
cpeacrBamu, no6asism k CSFE-MedeHHBIM MOHOHYKIJI€APHBIM KJIETKaM repr(epudeckoi KpoBu
(PBMC) uenoBeka B MpUCYyTCTBUHU UJIH B OTCYTCTBUE HaueaeHHoro Ha PD1 anTurena HuBonymada
Ha 48 yacoB, u aktuBauuto T-kierok onenmBaiu 1o A) cHmwkenHoit CSFE-¢nyopecueniumy,
CBUAETENbCTBYIOMEH 0 nponudepaunu T-kiaerok, u B) u C) npoaykuuu uurokuHos. O0paboTka
TU30TyMaO-BeOTUHOM min ¢cBOOOHBIM MMAE B kauecTBe JIeKapCTBEHHOI'O CPEICTBA BbI3bIBAIIA
nponudepanuro T-kneTok, KoTopas ycuiauBaiach npu oopadborke 2 mr/mi HuBosymaba. Ilocne
BO3JIEHUCTBHS TU30TyMaO-BeNOTHHA U YOUTHIX ¢ momoupio MMAE kieTok Takke MOBBIIIANACh
npoaykuust B) IL12p70 u C) IFNy, u ¢ IOMOIIBIO OJHOBPEMEHHOH 00paboTKH HHUBOJIyMaOOM

MOBBIIIAJIACH MTPOAYKIHSA IUTOKWHOB.

Iloapo0OHoe onucaHue HACTOSIEr0 H300peTeHHs
I Onpenenenus

[0022] [Tnst Toro, 4TOOBI HACTOSIIEE PACKPBITHE MOTJIO ObITh OOJiee MOHATHBIM, CHaYaja
MPUBOJSATCS OIpeneeHHble TePMUHBL. B KOHTEKCTe HACTOsIIeH 3asBKU, €CNIH HACTOSLIUM
JOKYMEHTOM SIBHO HE MPEyCMOTPEHO HHOE, KAKABIH U3 CIEAYIOIINX TEPMUHOB UMEET 3HAUEHHE,
U3JIOKEHHOE HIKe. JIOTONHUTEbHBIE ONPEAeNIEHHsI U3JIOKEHBI 10 BCEMY TEKCTY 3asBKH.

[0023] BeipaskeHune «w/Wiu» TPU TPUMEHEHWHM B HACTOSIIEM JOKYMEHTE ClieayeT
paccMarpuBaTh KaK KOHKPETHOE PACKPBITHE KaKAOTO M3 JBYX YKA3aHHBIX MPU3HAKOB WJIH
KOMITOHEHTOB C APYruM win 0e3 Hero. Takum oOpa3om, mompa3syMeBaeTcs, YTO BBIPAKEHHE
«W/unm» B KOHTEKCTE TAKOH (pasbl, Kak «A u/uiu By B HACTOSAILIEM TOKYMEHTE BKIIFOYAET «A U
B», «A nmu By, «A» (otnensHo) u «B» (otaensHO). [TomoOHBIM 00pa3zom, monpasyMeBaeTcs, 4To
BBIPAKEHHE «W/HJIM» B KOHTEKCTEe Takoi (pas3bl, Kak «A, B w/mmu C», oXBaTbIBaeT KaXKIbld U3
cnenyromux acnekToB: A, BuC; A, Bumn C; Aumu C; Aumu B; Bumu C; AuC; AuB; BuC,
A (otnenbHO); B (otnensro); u C (oTHETBHO).

[0024] Cnenyer mOHUMATh, YTO OINUCAHHBIE B HACTOAIIEM JAOKYMEHTE AaCIEKThI H
BapUAHTBI OCYIIECTBIEHHS HACTOSLIETO N300PETEHNS BKITFOYAIOT «COAEPIKALIHIT, «COCTOSIIHID
U «COCTOSIIINH MO CYIIECTBY U3» ACTIEKTOB U BAPUAHTOB OCYILECTBIICHHS.

[0025] Ecnu He yka3aHO MHOE, BCE MIPUMEHSEMbIE B HACTOSLIEM JOKYMEHTE TEXHUYECKUE
U Hay4HbIE TEPMHUHBI UMEIOT T€ JK€ 3HAYCHHsI, KOTOPbIE OOBIMHO IMOHSTHBI PSAJOBOMY CIIELIHATUCTY
B IAHHOH 00JIaCTH, K KOTOPOH OTHOCUTCS HacTosiee packpbirue. Hanmpumep, Concise Dictionary

of Biomedicine and Molecular Biology, Juo, Pei-Show, 2-e m3nanne, 2002 r, CRC Press; The
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Dictionary of Cell and Molecular Biology, 3-e m3manue, 1999 r, Academic Press; u Oxford
Dictionary Of Biochemistry And Molecular Biology, mocnenusis pemakmms, 2000 r, Oxford
University Press, mpenocTaBisiFOT CIEUATUCTy OOIIUI CIOBAph MHOXKECTBA NMPHMEHSEMBIX B
HACTOSLIEM PAaCKPBITUH TEPMUHOB.

[0026] Eqununer, mpedukchl W CHUMBOJBI OOO3HAYEHbI B HX NPUHATOH COTJIACHO
Mexnynaponnoit cucreme enunun (CH) ¢opme. UncnoBble nuama3oHbl BKIIOYAKOT YHCIA,
onpenensAoLe nuanasos. IIpenycMoTpeHHbIe B HACTOSAIIEM JOKYMEHTE 3arOJIOBKH HeE SIBJISIIOTCS
OTPAaHUYEHUSIMH PA3JINYHBIX ACTIEKTOB HACTOSIETO PACKPBITHS, KOTOPbIE MOTYT OBIThH CHENaHbI
CO CCBUIKOH Ha onucanue B 11e10M. COOTBETCTBEHHO, TEPMUHBI, ONIPEEJICHHbIE HEMIOCPEICTBEHHO
HIDKe, 00JIee MOJTHO OTIpeesIeHbl CO CChUIKON Ha OMMCAaHUE BO BCEH CBOEH MOJHOTE.

[0027] Tepmunsl «tkaHeBoit paxTopy, «TF», «CD142», «TkaneBoi (pakTop B KayecTBe
antureHa», «TF-anturen» u «CDI142-anTureH» B HACTOSLIEM JOKYMEHTE MPUMEHSIIOT
B3aMMO3aMEHSIEMO, U, €CIM He YKa3aHO MHOE, OHM BKJIIOYAIOT JIFOObIe BapUaHThI, U30(OpPMBI U
BHUJIOBBIE T'OMOJIOTH TKaHEBOrO (pakTopa 4eNoBeKa, KOTOPbIE SKCIPECCUPYIOTCS KIETKAMH B
NPUPOJIE HITH SKCIPECCUPYIOTCS Ha IIOBEPXHOCTH KIIETOK, TPAHC(HUIIMPOBAHHBIX TEHOM TKAHEBOT'O
¢axropa. CornacHo HEKOTOPbIM BapHaHTAM OCYLIECTBJICHUs] TKaHEBOW (DakTop COmepKUT
AMHUHOKHCJIOTHYIO TOCJIENOBAaTEeIbHOCTh, KOTOPYID MOXHO Haiitm B (Genbank mox HOMepom
noctyna NP 001984,

[0028] TepmuH «UMMYHOTJIOOYJIMHY» OTHOCUTCS K KJIACCY CTPYKTYPHO POACTBEHHBIX
TJIMKOTIPOTEMHOB, COCTOSIIIMX M3 JIBYX Map MOJHUIENTHIHBIX rened, ogHoi mapsl jerkux (L)
HU3KOMOJICKYJIIPHBIX Liened W omHoW mapel Tsokenbix (H) memed, mpu 3TOM Bce yeTbipe
COEMHEHBI APYT € APYroM TUCYIbPuIHbIMU CB3IMU. CTPYKTYpa HMMYHOTJIOOYJIMHOB XOPOLIO
oxapaktepusoBaHa. Cm., k nmpumepy, Fundamental Immunology Ch. 7 (Paul, W., ed., 2-e u3nanue,
Raven Press, N.Y. (1989)). Bkparue, kaxpmas TspKenash Ienb, KakK TMPAaBHJIO, COCTOHT W3
BapuabesbHON 00JIACTH TSKEJION 1eTH (B HACTOSLIEM JOKYMEHTE COKpaIleHo kak Vy mwim VH) u
KOHCTaHTHOH obnactu Tskenon nenu (Cu nimn CH). KoHcranTHast 001acTh TSOKENON 1enH, Kak
npaBmio, cocTouT U3 Tpex AoMeHoB, Cul, Cu2 u Cu3. Tsokenbie nenu 0OBIYHO COSTUHEHBI IPYT
C IpYroM JUCYJIb(UAHBIMH CBS3SIMH B TaK HA3bIBAEMOH «IIapHUpPHOU oOnacTuy. Kaxnas nerkas
LIeTb, KaK MPABUJIO, COCTOUT M3 BapuaOeIbHON 00NacTH JIErKOW Lenu (B HACTOSIIIEM AOKYMEHTE
cokpaieHo kak VL win VL) u koHcTanTHO# oOnactu jerkoit nenu (Co nuimn CL). Koncranthas
00J1acTh JIETKOH Henu, KaK MPaBuiio, COCTOUT U3 ogHOro nomMeHa, Cr. CL MoXeT nmpHHAJIeKaTh K
usotuny k (kammna) wiu A (Jisimona). TepMUHBI KKOHCTAHTHBINA JOMEH» U KKOHCTAHTHAsi 001acThy
B HACTOSIIIIEM IOKYMEHTE IMPUMEHSIIOT B3aMO3aMeHsieMO. FIMMyHOTrIo0yJIMH MOJKET OTHOCHUTCS K
mr000My M3 OOIIEN3BECTHBIX U30THIIOB, BKIOYast Oe3 orpanndenus IgA, cexperopuseie IgA, IgG

u IgM. ITonknacce! IgG Takske XOpOILIO N3BECTHBI CIIEMMATNCTAM B JAHHOHM 00JIACTH U BKJIFOUAOT
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6e3 orpanmuenus IgGl, IgG2, 1gG3 u IgG4 yenoseka. «M30THUIT» OTHOCUTCS K KJIacCy WU
noakiaccy anruren (Harmpumep, IgM nmm IgG1l), KOTOpBIH KOOUPYETCs T€éHaMH KOHCTAaHTHOMN
00JIaCTH TSKENION LIeTIH.

[0029] Tepmun «BapuabenpHasi 00JaCTb» WM «BapUAOENbHBIN TIOMEH» OTHOCHUTCS K
JOMEHY TsDKEJIOM WIIM JIETKOW LeNed aHTHUTeNa, KOTOPBIA BOBJIEYEH B CBA3BIBAHUE AHTUTENA C
anTureHoM. BapuabenpHble 001acTu TsDKEION 1enu U jierkoi uenu (Va U VL COOTBETCTBEHHO)
HATUBHOTO  aHTHTEJAa  JONOJHUTENBHO MOIyT OBITh  TmOApasfeneHsl Ha  o0OJacTu
runepBapuadenbHocTH (WM runepBapualenbHble  00JIAaCTH, KOTOpPbIE  MOTYT  OBITh
TUNepBapra0eNbHbIMU 10 TIOCJIENOBATENbHOCTH W/ (OpME CTPYKTYPHO OINpPENeTeHHbIX
neTeNnb), TaKKe Ha3blBaeMble ONpPENeISIIOIUMH  KOMIIeMeHTapHoCTh obnactsimu  (CDR),
nepeMeskaroInmuecs: ¢ 00NacTsIMH, KOTOpBIE SIBISIFOTCA OoJiee KOHCEPBATUBHBIMHU, HAa3bIBAEMBIMU
kapkacHbiMu obnactsamu (FR). TepmuHBI «ompenensromue KOMIUIEMEHTAPHOCTh O0JIACTHY H
«CDR», CHHOHMMHYHBIE C TePMHHAMH «runepsapuabenbHbie obmactuy mnu «HVR», kak
U3BECTHO B [JAHHOM OONacTH, OTHOCATCS K TPEPBIBAIOIIUMCS MOCJIEA0BATEIbHOCTIM
AMUHOKMCJIOT B Tpenenax BapuaOenbHbIX OONacTell aHTHUTeNa, KOTOpble O0eCHneunBaroT
aHTUTeHHYIO crieruduaaocTs n/mmm ahduaHOCTD cBsA3bIBaHus. B nenowm, cymecrsyer Tpu CDR
B KakaoW BapuabenpHON obnactu Tspkenoit uenu (CDR-H1, CDR-H2, CDR-H3) u tpu CDR B
kaxaoit BapuabenbHoil oOnactu nerkoit menu (CDR-L1, CDR-L2, CDR-L3). «KapkacHbie
obmactu» U «FR», kak M3BECTHO B JaHHOM 00JiaCTH, OTHOCATCS K OTiau4HBIM 0T CDR uyactsim
BapuabesbHbIX 00J1acTell TSXKENbIX U JIeTKuX ueneit. B nenom, cymecrsyet dyerbipe FR B kaknoi
BapuabenpHON oOnactu noiHopasmepHoi Tsokenoit nenu (FR-H1, FR-H2, FR-H3 u FR-H4) u
yerbipe FR B kaxxnoli BapuadenbHOi obnactu monHopasmepHoii terkoi nenu (FR-L1, FR-L2, FR-
L3 u FR-L4). B npenenax kaxnoit Vu u VL Tpu CDR u uetsipe FR, kak npaBuiio, pacroioxKeHbl,
OT aMHHO-KOHIIa K KapOokcH-KOHIly, B cieayromem nopsinke: FR1, CDR1, FR2, CDR2, FR3,
CDR3, FR4 (cm. Takke Chothia and Lesk J. Mot. Biol., 195, 901-917 (1987)).

[0030] Tepmun «antuteno» (Ab) B KOHTEKCTE HACTOSLIETO M300PETEHUS] OTHOCHTCS K
MOJIEKYJIe MMMYHOIJIOOYJIMHA, (ParMEHTy MOJIEKYJIbl MMMYHOTJIOOYJIMHA WA JIOOOMy HX
NPOM3BOIHOMY, KOTOpbIE OOJIQAAIOT CHOCOOHOCTBEO K CHEeUU(UIECKOMY CBSI3BIBAHUIO C
AHTUTE€HOM B CTAHOAPTHBIX (U3HOJIOTUYECKUX YCIOBUSX, C BPEMEHEM IOJNYKHU3HH,
COCTABJISIFOLMM 3Ha4MMble OTPE3KH BPEMEHH, TaKHE KaK MO MeHbluell Mepe okono 30 MUH, MO
MEHBIIIeH Mepe OKOJIO 45 MUH, IO MEHBIIEH Mepe OKOJIO OJUH Yac (4), MO MEHbIIEH Mepe OKOJIO
7B Yaca, 10 MEHbIIEH Mepe OKOJIO YeThIpe Yaca, M0 MEHbIIEH Mepe OKOJIO BOCEMb HacOB, IO
MeHbInel Mepe okono 12 gacos (1), okoso 24 yaca wiu Oosbine, okoyo 48 yacos miu Oosblire,
OKOJIO TPH, 4YeThIpe, MATh, INIECTb, CeMb WU Oojiee JHEW W T. 1. WU JIEOOOW Ipyroi

COOTBETCTBYIOLIUI (PYHKIIMOHAJIBHO OINpENeNIeHHbIN nmeproa (Kak, HalmpuMep, MepUo BpEMeHH,
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IOCTaTOYHBIA TSI MHAYKIWU, CTHUMYJISILUH, YCHJIEHUS WM MOIYJSIUUH (PU3HOJIOTHYECKOTO
OTBETA, ACCOLMMPOBAHHOTO CO CBSI3bIBAHWEM AHTHTENA C aHTUT'€HOM, /WM NMEPUOJ BPEMEHH,
IOCTaTOYHBIN JJIS1 TOTO, YTOOBI AaHTUTEJIO BHI3BIBAIO 3((HEKTOPHYIO aKTUBHOCTD). BapnabenbHble
O0JIaCTH TSKENBbIX W JITKUX Lenell MOJIEKYJbl MUMMYHOIJIOOYJIMHA COAEPIKaT CBSI3bIBAIOINUI
JIOMeH, KOTOpBIA B3auMoneicTByeT ¢ aHTureHoM. KoncrantHele obnactu antuten (Ab) moryr
OTOCPENIOBATh CBSI3bIBAHNE MMMYHOIJIOOYJIMHA € TKAaHAMU WM (PAaKTOPAMH XO35MHA, BKJIIOUAs
pa3NuYHbIe KJIETKH UMMYHHOH CHCTeMBI (Takue Kak 3((eKTOpHbIE KJIETKH) U KOMIIOHEHTaMHU
CHCTEMBI KOMILIEMEHTa, TakuMH Kak C1q, sBISIOMIMIACSA NEPBBIM KOMIIOHEHTOM B KJIACCHYECKOM
NyTH AaKTHUBALMM CHUCTEMbl KOMIUIEMEHTAa. AHTUTENO TakKe MOXET IpPenCTaBisATbh COOOM
oucnennduyueckoe AaHTUTENO, AUATENO, MOJHCIeNU(UISCKOe AHTUTENO WM TOJO0HYIO
MOJIEKYJY.

[0031] TepMuUH «MOHOKJIOHAJbHOE AHTHUTENO» B KOHTEKCTE HACTOSILEro JIOKYMEHTa
OTHOCHTCS K MpenapaTy MOJIEKYJI aHTHTE, IOJyYeHHbIX peKOMOWHAHTHBIM ITyTEM B BU/I€ OTHOM
NEePBUYHON AaMMHOKHUCIOTHOW mocienoBaTeabHOCTH. (COCTaB MOHOKJIOHAJIBHOTO aHTUTENA
IEMOHCTPUPYET €IUHCTBEHHYIO CHeNU(pUYHOCTh CBSA3BIBAHUS M a(PUHHOCTD K KOHKPETHOMY
snurony. CreaoBaTeNbHO, TEPMUH «MOHOKJIOHAJIBHOE AHTHUTENIO YEJIOBEKa» OTHOCUTCA K
AHTUTEJIAM, XaPAKTEPHU3YIOIIMMCS ONHOW CIenu(UYHOCTBIO CBSI3bIBAHUS, KOTOPbIE COZEpIKaT
BapualesNbHble Y KOHCTaHTHble  OOJACTH, TIONY4eHHbIE U3  IOCJIEAOBATEIbHOCTEH
UMMYHOTJIOOYJIMHOB 3apObIIIeBON JMHUM YeloBeKa. MOHOKJIOHAJbHBIE aHTUTENA YeJOBeKa
MOKHO TOJIy4aTh C TMOMOILIBK) THOPUIAOMBI, KOTOpas BKJIOYaeT B-KIEeTKy, MOJY4YEeHHYIO OT
TPAHCT€HHOTO WJIM TPAHCXPOMOCOMHOTO >KMBOTHOTO, OTJIMYHOTO OT YeJIOBEeKa, TaKOrO Kak
TPAHCT€HHAs] MBIIb, C T€HOMOM, COIEPIKAIIUM TPAHCTeH, KOTUPYIOIMUN TSDKENYIO Lelb, U
TPAHCT€H, KOTUPYIOIUH JIETKYIO LeTlh YeJIOBEKa, CIUTYIO ¢ OECCMEPTHOMN KIIETKOIA.

[0032] «BpiaeneHHOE AHTUTEIO» OTHOCUTCS K AQHTUTENy, KOTOPOE€ MPAaKTUYECKH He
COAEPIKUT APYTUX AHTUTEN C JAPYTHMH THUIIAMH AHTUTE€HHOW CnermpUuIHOCTH (Harmpumep,
BBIZICJIEHHOE aHTHUTEJIO, KOTOpoe crenuduyecku csizbiBaeTcsi ¢ TF, MpakTHYECKU HE CONEPIKUT
AHTUTEJI, KOTOPBIE CIeLU(UIECKHU CBSI3bIBAIOTCSA C OTINYHbIMU OT TF anTUreHamu). BeinenenHoe
AHTUTENIO, KOTOpoe crnenupuvecku cBs3biBaeTcs ¢ TF, MOXKET, OZHAKO, XapaKTepPH30BATHCS
NePEKPECTHON PEAKTHBHOCTBIO C IPYTUMH aHTUT€HAMH, TAKIMHU Kak MoJiekysbl TF npyrux Bumos.
Bonee Toro, BBIACNEHHOE AHTHTENIO MOXKET MPAKTHYECKH HE COAEPIKATh JPYroro KJIETOUHOTO
Marepuaja WWIM XUMUYeCKUX BemecTB. COrJIaCHO OJHOMY BapHaHTy OCYINECTBJICHUS
BBIZIIEHHOE AaHTHUTENO BKIFOYAE€T KOHBIOTAT HA OCHOBE aHTHUTENA, MPUCOSTUHEHHOTO K JPYTOMY
CpeAcTBY (HampuMep, HU3KOMOJIEKYJISIPHOMY JIEKAPCTBEHHOMY cpencTBY). COrlacHO HEKOTOPBIM
BAPUAHTaM OCYLIECTBJIEHUs BblAEJIEHHOE aHTUTENO K TF BkirouaeT koHbrOraT anturena k TF ¢

HU3KOMOJIEKYJIIPHBIM JIEKApCTBEHHBIM cpeacTBoM (Hanpumep, MMAE win MMAF).



20

[0033] «AuTHTeno uenoBeka» (HuMADb) OTHOCHTCS K aHTUTENy, COIepKaleMy
BapuabenpHble 005acTH, B KOTOpbIX Kak FR, Tak 1 CDR mpouncxonsat u3 nocienoBaTenbHOCTEN
UMMYHOTJIOOYJIMHOB 3apOJBILIEBON JIMHUHM 4esoBeka. Kpome TOro, €ciy aHTUTENO COAEPIKUT
KOHCTAHTHYIO OOJIaCTh, TO KOHCTAHTHAsl O0JIACTh TAK)K€ MPOUCXOAMT U3 MOCIENOBATEIbHOCTEN
UMMYHOTJIOOYJIMHOB 3apOABIIIEBOH JIMHUU YesloBeKa. AHTHTENa YelIOBEeKa IO HACTOALIEMY
PACKpBITUKO ~ MOIYT  COJEpKaTb  AMHUHOKUCJIOTHbIE  OCTaTKH, HE  KOAHpYyeMble
MOCJIEIOBATENIbHOCTAMIA MMMYHOTJIOOYJIMHOB 3apOJbIIIEBON JIMHUHM 4YeJioBeKa (Harmpumep, B
cllyyae MyTalWii, BBEJEHHbIX C IPHUMEHEHHEM CIy4alHOrO WM CalT-crnennpuIeckoro
MyTareHes3a in Vitro Wi COMaTH4YeCKON MyTtauuu in vivo). OmHaKo Monpa3ymMeBaeTcs, 4TO B
KOHTEKCTE HACTOSILIEr0 JNOKYMEHTa TEPMUH «AaHTUTENO YeJIOBEKa» He BKJIIOYAET aHTUTENA, B
KoTopbIX mocnenoBatenbHocTH CDR, mpoucxonsimue U3 3apoabllIeBON JUHUU APYroro BUAA
MJIEKOIIUTAIOLINX, HAIPUMEpP, MBIIH, OBIIM NPHUBUTHI HAa KapKacHbIE IOCJIEAOBATENbHOCTH
4enoBeKa. TepMUHBI «aHTUTENA YEJIOBEKa» U IIOJHOCTBHIO YeJIOBEUYECKUE AHTUTENA» IPUMEHSIOT
KaK CHHOHHMMBI.

[0034] Tepmun «ryMaHM3UPOBAHHOE AHTUTENO» B KOHTEKCTE HACTOSIIETO AOKYMEHTa
OTHOCUTCA K TMOJy4eHHOMY C IOMOLIBK) METOJOB TIE€HHOM MWHXKEHEPUU OTIUYHOMY OT
4eJI0BEUYECKOr0 AHTUTENy, KOTOPOE COAEP/KUT KOHCTAHTHBIE IOMEHBI aHTHUTENA 4YeJOBEKa U
OTJIMYHBIE OT 4YeJOBEYECKHX BapuabesbHbIE TOMEHbI, MOAU(HUIMPOBAHHBIE TaK, YTOOBI OHHU
npenycMaTpuBaIn BBICOKHI ypOBEHb TOMOJIOTUH MIOCJIeIOBATEIbHOCTEH c
MIOCJIEIOBATENIbHOCTSMH BapUAOENIbHBIX JTOMEHOB YeJIOBEKAa. JTO MOXKET OBITh JOCTUTHYTO C
TOMOIIBIO TTPUBUBAHUS IIECTH OMPEAENSIOMUX KOMILUIEMeHTapHOCTh oOs1acreii (CDR) oTirunoro
OT YeJIOBEUECKOro aHTHTENA, KOTOPbIE B COBOKYITHOCTH OOpPa3yIOT aHTHI€HCBS3BbIBAIOLIMIA CAMT,
Ha TOMOJIOTMYHYIO aKIEeNTOpHYK KapkacHyr obOmacte (FR) wemoexka (cm. W(092/22653 u
EP0629240). C uenpro MOJHOTO BOCCTAHOBJIECHUS! aQPUHHOCTH U CHEUU(PUIHOCTH CBS3BIBAHHS
UCXOJTHOTO aHTHTENA, MOXET MOTPeOOBaThC 3aMEHA OCTATKOB KAPKACHOW OOJIACTH MCXOIHOTO
aTUTEeNa (T. €. OTJIMYHOTO OT YeJIOBEUYECKOrO AHTHTENa) HAa COOTBETCTBYIOIIHME OCTATKH B
KapKacHBIX 00JacTsX yenoBeka (00paTHble MyTanun). MoaenupoBaHue CTPYKTYPHOH TOMOJIOTHH
MOXET [TOMOYb UACHTU(PHUIIMPOBATH AMUHOKHCIOTHBIE OCTATKU B KAPKACHBIX 00JIACTSX, KOTOPBIE
B&)KHBI /ISl CBS3BIBAIOIIMX CBOMCTB aHTHUTENA. TakuMm 00pa3oM, r'yMaHU3HPOBAHHOE aHTHTENO
MO3KET conep:kaTh nocienosaTenbHocTd CDR oTnuyHOro or 4denoBeka BHIA, B OCHOBHOM
YyeJloBeUeCKre KapKacHble o00NacTd, HeoOs3aTeNlbHO COJepsKallne OIHYy WK  OoJee
AMHHOKHCJIOTHBIX OOpPaTHBIX MyTalil B aMUHOKHUCJIOTHON TOCJIEAOBATENIBHOCTH OTJIIMYHOTO OT
YeJIoBeKa BHUIA, W TIOJHOCTBIO YeJNOBEUECKHe KOHCTaHTHble oOmactu. Heobs3aTenpHo

JOMOJIHUTEJIBHBIE AMHWHOKHUCJIOTHBIE MOI[I/I(I)I/IKaL[I/II/I, KOTOpPbIE HE 00s13aTEILHO  SIBJISIFOTCST
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OOpaTHBIMU MYTAaILUSIMH, MOXXHO MPUMEHATH ISl TIOJYYEHUs] TYMaHU3UPOBAHHOTO aHTHUTENA C
NPEATIOYTUTENbHBIMU XaPaKTEPUCTHKAMHU, TAKUMH Kak ahpGUHHOCTD 1 OMOXMMHUYECKHE CBOMCTBA.

[0035] TepMuH «<XUMEPHOE AHTUTEJIO» B KOHTEKCTE HACTOALLETO TOKYMEHTA OTHOCUTCS K
AHTUTENy, B KOTOPOM BapuadesbHasi O0JacTh MPOUCXOAUT OT BUAA, OTIMYHOIO OT YEJNOBEKa
(HarpuMep, MPOUCXOAUT OT IPBI3YHOB), & KOHCTAHTHAs O0JACTh MPOMCXOAUT OT APYroro BHIA,
HaIpuMep, OT YeJIOBEeKAa. XMMEPHbIE aHTUTENIAa MOXKHO MOJIy4aTh ¢ MOMOIIBK) KOHCTPYUPOBAHUS
antuten. «kKoHCTpynpoBaHue aHTUTEN) SBISIETCS OOIIUM TEPMHUHOM, IPUMEHSIEMBIM IS PA3HBIX
TUNOB MOAM(DUKALMN aHTUTEN, U SBJISIETCS IPOLIECCOM, KOTOPBIH XOPOLIO H3BECTEH
CreLMaNIuCcTaM B JaHHOW obnactu. B wacTHOCTH, XMMEPHOE AHTUTENO MOXHO MOJy4aTh C
NPUMEHEHNEM CTaHJAPTHBIX METOAUK Ha ocHoBe ManunyJssinuii ¢ JIHK, kak onmucano B Sambrook
et al., 1989, Molecular Cloning: A laboratory Manual, New York: Cold Spring Harbor Laboratory
Press, Ch. 15. Takum o0pa3oM, XMMEpPHOE aHTHTEJIO MOXKET MPECTABIATh COOOH MOMy4YEeHHOE C
TIOMOIIBIO METOIOB I€HHON MH)KEHEPUH HJTH CKOHCTPYHUPOBAHHOE C UCTIOIb30BaHNEM (PEPMEHTOB
pekoMOuHaHTHOe aHTuTeno. IlonyueHne XUMEPHOrO AaHTUTENa HAXOAWUTCS B Ipeaesax
KOMIIETEHIIMH CIIELHAINCTa B AAaHHOH O0JacTH, W, TaKUM OOpa3oM, MOJyYeHHE XUMEPHOro
AHTUTEJA B COOTBETCTBHM C HACTOSIIMM H300pPETEHHEM MOXKET OBITh BBIIOJIHEHO C MOMOIIBIO
CMOCOOOB, OTJIMYHBIX OT TAaKOBBIX, OIMHCAHHBIX B HACTOSIIEM JOKyMEHTe. XHUMEpHbIE
MOHOKJIOHAJIbHBIE aHTUTENA Il TEPANIEBTUUECKUX MPUMEHEHUH pa3pabaThIBAIOT TaAKUM 00pa3oM,
9YTOOBI CHU3UTh UMMYHOTE€HHOCTh aHTHTENA. Kak mpaBuiio, OHU MOTYT COZieprKaTh BapuadebHbIe
O0NacCTH OTJIMYHOTO OT 4YeJiOBeKa BHIA (HAMpPUMEp, MPENCTABUTENS MBIIIHHBIX), KOTOPBIE
SIBJISTEOTCSI ~ CTIEU(UUECKUMH B OTHOLICHHWH TMPENCTABJISIOLIET0 WHTEPEC AaHTUTeHA, U
KOHCTAHTHBIE JOMEHBI TSKEJIOW U JIETKOMW IIerel aHTUTe A YeJIoBeKa. TepMUHbI «BapradebHast
o0nacTe» WM «BapuaOeJbHbIE JOMEHBD», NMPUMEHSEMblE B KOHTEKCTE€ XUMEPHBIX AHTHTEIL,
OTHOCATCS K 00acTH, kotopasi coaepxkut CDR u kapkacHbIe 0071aCTH KaK TSDKEJBIX, TAK U JIETKHX
Lerne UMMYyHOTJIOOYJTHHA.

[0036] «<AHTUTENO K AQHTUIEHY» OTHOCHTCS K AaHTHUTENy, KOTOpPOE CBS3bIBAETCS C
aatureHoM. Hanpumep, aatureno x TF npexncrasisier coboit aHTUTENO, KOTOPOE CBSI3BIBAETCS C
aatureHoM TF. CornacHo npyromy npumepy, anturesno k PD-1 mpencrasnsier coboii aHTHTEIO,
KOTOPO€E CBA3BIBAETCS C aHTUTeHOM PD-1.

[0037] «AHTUTEHCBS3BIBAIOINAS YACTHY WJIH AHTUTEHCBSI3bIBAIOIIHIA (PpArMEHT aHTHTENA
OTHOCUTCSI K OJHOMY MM Ooiiee ()parMeHTaM aHTHUTENA, KOTOPbIE COXPAHSIOT CHOCOOHOCTH
cieuu(UIeCKH CBS3bIBATBCS C AHTUTEHOM, CBS3aHHBIM TIIOJHBIM aHTUTENOM. Ilpumepsl
¢parMeHTOB aHTUTEN (HAampUMep, AaHTUIeHCBS3BIBAIOLIMK (pParMeHT) BKIOYAT O3
orpannuenusi Fv, Fab, Fab', Fab’-SH, F(ab'),; nmarena, nuHeliHble aHTHUTEA, MOJIEKYJIbI

OITHOIIETIOYEeUHbIX aHTuTeN (Hampumep, scFv), u nomucnenmduaeckrne anrurena, oOpa3oBaHHbIE
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u3 (parMeHTOB aHTHUTEN. B pe3ynbraTe paciueruieHus aHTUTEN MananHOM O0pasyroTcs ABa
UJIEHTHYHBIX aHTUTEHCBS3bIBAOINNX (pparMenTa, Ha3biBaeMbix «Fab»-(parmMenramu, Kaxaeiid U3
KOTOPBIX MMEET ONHMH aHTUTC€HCBS3BIBAIOINNN CalT, U ocTaTouHbld «Fc»-pparMeHT, Ha3BaHUe
KOTOPOTO OTpa’kaeT ero CIOCOOHOCTh JIETKO KpucTauim3oBathes. [Ipu oOpaboTke merncruHOM
obpazyercst F(ab’);-pparMeHT, KOTOPBIN COAEPIKUT JIBA AHTHT€HCBSI3BIBAIOIINX CAliTa U BCE elle
CIOCOOEH K MePEKPECTHOMY CBSI3bIBAHUIO AHTUI'€HA.

[0038] IlpouenTHast (%) WAEHTHYHOCTH TOCIEAOBATENLHOCTEH IO OTHOLIEHHUIO K
STAJIOHHOW IOCNEAOBATEIbHOCTU IMOJNUNENTHAA OINPEAENA0T KaK MPOLEHTHYK AOJI0
AMHHOKHUCJIOTHBIX OCTaTKOB B KAaHIMJATHOW IOCIEAOBATEIbHOCTH, KOTOpbIE WIEHTUYHbI
AMUHOKHUCJIOTHBIM ~OCTaTkaM B OTaJOHHOM IOC/IENOBATEIbHOCTH MOJUIENTHAA MOCe
BBIPABHMBAHUS MOCIIEIOBATENBHOCTEN U BBEACHUS I31I0B, IPU HEOOXOAUMOCTH, C JOCTHKEHUEM
MaKCUMAaJIbHOH MPOLIEHTHOW MIAEHTHYHOCTH IOCIENOBaTeNbHOCTEH, U 0e3 ydera Kakux-iudo
KOHCEPBATUBHBIX 3aMEH KaK 4YacTH WJIEHTUYHOCTH IMOCJIeN0OBaTeNbHOCTEH. BbipaBHUBaHHE C
LENBI0 OMpeeeHUs] NMPOLEHTHOM MAEHTUYHOCTH AaMMHOKUCJIOTHBIX IIOCJIE€I0BAaTENbHOCTEN
MOKHO OCYLIECTBIISITh PA3JIMYHBIMH CIIOCOOAMHM, U3BECTHBIMU B JAHHOM 00JIaCcTH, K MPUMEpY, C
NPUMEHEHHEM HMEIOIIErocs B OTKPbITOM JIOCTYIIE KOMITBIOTEPHOTO IIPOrPAMMHOTO 00eCTIeYeHus,
takoro kak nporpammuoe obecneuenne BLAST, BLAST-2, ALIGN unu Megalign (DNASTAR).
CrnenuanicTel B JaHHOW OOJACTH CMOTYT OIPENEeMTh COOTBETCTBYIOLIME MapamMeTpbl st
BBIPABHHMBAHUS IOCIENOBATEIbHOCTEH, BKJIFOYAsl JIIOObIE aNrOpUTMbI, HEOOXOOUMBIE st
o0ecrieyeHnss MaKCHUMAaJIbHOTO BBbIDABHHBAHMUS 1O BCEH JJIMHE TMOCIENOBATEIbHOCTEH,
MOJJIeKAIINX CpaBHeHUIO. Hampumep, WAEHTHMYHOCTh MOCIenOBaTeNbHOCTEN B % HaHHON
AMUHOKHUCIIOTHON TOCJIE€OBATEIbHOCTY A OTHOCHTENBHO, C WM B CPaBHEHHWU C JaHHOMN
AMHHOKHUCJIOTHOM TMOCEOBATENbHOCTBI0O B (YTO, B KayecTBe allbTEPHATHBBI, MOXKET OBITh
chopMmynupoBaHO Kak JaHHAs ~AMHHOKHCJIOTHAsl — IOCJIENOBATEIBHOCTH A,  KOTOpas
XapaKTepU3yeTcsl UIN MPeAyCMaTPUBAET ONPEAENICHHYI0 UIEHTUYHOCTD MOCIEeI0BATENIbHOCTH B
% OTHOCHTENIbHO, C WJIM B CPaBHEHUHU C JAHHOW aMHHOKHCJIOTHOH IMOCIENOBATEIbHOCTHIO B)
PaCCUYHTBIBAIOT CIECAYIOLIUM 00pa3oM:

ymHOkeHue Ha 100 gactHoro X/Y,

rne X mpeactaBiisieT CcOOOH YHCIO aMUHOKHCJIOTHBIX OCTATKOB, OLEHEHHBIX Kak
UJIEHTUYHbIE COBIAICHMs 110 MOCJIE0BaTeIbHOCTU MPU TAKOM BbIpaBHUBAHUM MporpaMmon A u
B, u rne Y mpencrasnsier co0oli cyMMapHOE YMCJIO aMHHOKHCIIOTHBIX OcTaTkoB B B. Cnenyer
MOHUMATh, YTO B T€X ClIy4asX, KOrJa AJMHA aMHUHOKHMCIOTHOHN MOCIEeNOBaTENbHOCTH A He

PaBHACTCA JJIMHE aMHUHOKHCJIOTHOM NnoCJCa0BaTCJIIbHOCTU B % UACHTUYIHOCTD

2

nocjaenoBaTeNbHOCTEN A ¢ B He Oyner paBHSITBHCS %o HIEHTUYHOCTH MOCIE0BATeIbHOCTU B ¢ A,
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[0039] B xOHTEKCTE HACTOALIETO AOKYMEHTA TEPMHUHBI «CBSI3bIBAHUEY, «CBSA3BIBACTY WU
«crieru(UecKn CBA3BIBAET» B KOHTEKCTE CBSI3bIBAHMS AHTUTENA C 3aJaHHBIM aHTHIEHOM, KaK
MPABUJIO, TPEACTABISIET COO0OH CBsi3bIBaHUE C apUHHOCTBIO, COOTBETCTByMOLIeH Kp OKoO
10 M unu menbine, Hanpumep, 107 M unu MeHblue, kak, Hanpumep, okoso 10 M unu mMeHbIne,
kaK, Hanpumep, okono 10° M unmu menbine, okono 107 M unu menbite unu okono 1071 M unu
Ja’)ke MeHbINe, NMPH ONpPEeNeJeHUH, K MPUMEpPY, C MOMOIIBI0 TEXHOJOTHH HHTEPPEepOMeTpUU
ounocnoes BioLayer (BLI) na mpubope Octet HTX ¢ npuMeHeHneM aHTHTE A B KAYECTBE JIUTaHA
Y aHTUT€HA B KA4€CTBE aHAJIN3UPYEMOTI'0 BELIECTBA, U IPUUEM AHTUTEJNO CBA3BIBAETCS C 3alaHHBIM
aHTUreHoM ¢ appuHHOCTBIO, cooTBeTcTBYIOLIEH Kp, KOTOpas mo MeHblel Mepe B AecATb pas
HIDKE, KakK, HarmpuMmep, no Menbwend mepe B 100 pa3 Huke, Kk NpuMmepy, IO MEHbIIEW Mepe B
1000 pa3 ke, kak, HanpuMmep, o MeHbiuei mepe B 10000 Hmke, k mpuMepy, 1o MEHbLIEH Mepe
B 100000 pa3 Hmke ero Kp ces3piBaHHs ¢ HecnenupuyeckuM aHTUTeHOM (Hampumep, BSA,
Ka3eMH), OTJIMYHBIM OT 3aJJAHHOTO aHTUT€HA WM OJM3KOPOICTBEHHOro aHTHreHa. KonndecTso,
npu koropoMm Kp cBsa3bIBaHUs siBIsieTCs Oonee HU3KOM, 3aBucHT ot Kp antuTena, Tak uro ecnu Kp
aHTHUTEIA OUYEHb HU3KAsl, TO KOJINYECTBO, MPU KOTOPOM Kp CBS3bIBaHUS C aHTUTE€HOM HIDKE, YEM
Kp cBsi3piBaHMst ¢ HecnenupUYeCKUM aHTHIEHOM, MOXeT ObITb mo Mesblied mepe 10000-
KPaTHBIM (TO €CTh AHTHUTEJIO SIBJISIETCS BBICOKOCTIELIU(IIECKUM).

[0040] Tepmun «Kp» (M) B KOHTEKCTE HACTOSIIIETO TOKYMEHTa OTHOCUTCS K PABHOBECHOM
KOHCTaHTE JUCCOLMALIUU KOHKPETHOTO B3aUMOJEWCTBUS AaHTUTEJIO-aHTHIeH. B  KOHTekcTe
HacTosmero nokymeHnta apduHHOCTs W Kp sBISIOTCS 0OpaTHO3aBUCUMBIMH, TO €CThb
noxpasymeBaercs, 4to Oojiee BbicOKasi ap(UHHOCTh COOTBETCTBYeT Oojiee HU3KOM Kp, a Gonee
HI3Kas aQPUHHOCTD COOTBETCTBYET Oosee BrICOKON Kp.

[0041] Tepmun «ADC» OTHOCUTCS K KOHBIOTATy aHTUTENA U JIEKAPCTBEHHOT'O CPEJICTBA,
KOTOPBII B KOHTEKCTE HACTOSIIIETO H300peTeH st OTHOCUTCS K anTuTeny K TF, koTopoe coennHeHo
¢ (parMeHTOM, MPENCTABJISIOINM COOOH JekapcTBeHHOe cpenctso (Hampumep, MMAE wmun
MMAF), kak OnucaHo B HACTOSIIEH 3as1BKeE.

[0042] CokpatmeHust «ve» U «val-city OTHOCSITCS K TUMENTUAY BaTHH-IUTPYIUTHH.

[0043] Cokpamenue «PAB» OTHOCHTCS K CaMOPACIIETISIOIIEMYCS CTICHCEPY :

e
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[0044] Coxpaienue «MC» OTHOCHUTCSA K YAJIUHSOLEMY bparmenry

MaJleUMHUAOKAIIPOUIY:

[0045] Tepmun «Ab-MC-vc-PAB-MMAE» OTHOCUTCSI K aHTUTEJTY, KOHBIOTHPOBAHHOMY
¢ nexkapctBeHHbIM cpenctsoM MMAE nocpencrsom nunkepa MC-ve-PAB.

[0046] «benok 1 3amporpammupoBaHHOll rubenu kierok» (PD-1) ortHocutcs k
UMMYHOUHTUOUPYIOLIEMY — peLienTopy, IpuHaaiexameMmy Kk cemelictey CD28. PD-1
3KCIIPECCUPYETCs MPEUMYyLIECTBEHHO HA MOBEPXHOCTH MpEXAe aKTHUBHUPOBaHHBIX T-KIETOK in
vivo n cBsi3biBaeTcsi ¢ AByMsa jura"gamu, PD-L1 u PD-L2. Tepmun «PD-1» B koHTekcTe
HacTosIIIero Jokymenra Biimodaer PD-1 genoseka (hPD-1), BapuanTsl, n30pOpMbI U BHIOBbIE
romosiorn hPD-1 u aHamoru, uMeroimue no MeHbIIed Mepe oauH obmwmi snuron ¢ hPD-1.
CormacHoO HEKOTOpBIM BapuaHtam ocymectsieHuss hPD-1 comepXUT aMHHOKHUCIIOTHYIO
NOCJIEIOBATENIbHOCTD, KOTOPYIO MOJKHO HaiiTu rmox HomepoMm aoctymna B GenBank U64863.

[0047] «JIurang 1 Genka 1 3anporpammupoBaHHOM rubenu kjiaerok» (PD-L1) siBasiercs
OmHUM U3 JHByX JurannoB PD-1, mnpexacraBisomux coOOH TIIMKONPOTEMHBI KJIETOYHOMH
MOBEPXHOCTH (Opyrum siBisiercsi PD-L2), KOTOpbIii OCYIIECTBIISIET OTPHLATENbHYIO PEryJISILHEO
aKTUBaLMU T-KJIETOK M CEKPELUU LUTOKUHOB nocie cBsasbBaHus ¢ PD-1. Tepmun «PD-L1» B
KOHTEKCTE HACTOALIEeTro AoKyMeHTa BKIrouaer PD-L1 uenoseka (hPD-L1), BapuanTtsl, u3odopmsl
u BUoBbIe ToMosioru hPD-L1 u aHanoru, uMeronye no MeHblneid Mepe OAUH OOIIUI SMUTOM C
hPD-L1. CormacHo HEKOTOpbIM  BapuaHTam  ocymecteienus hPD-L1  comepxxur
AMUHOKMCJIOTHYIO TOCJIEA0BATENBbHOCTb, KOTOPYK) MOXKHO HAWTHU NOJ HOMEPOM A0CTyna B
GenBank QINZQ7.

[0048] «Pak» oTHOCHTCS K  IIMPOKOHW  TpyIme  pasiauuHbIX  3a0oieBaHUil,
XapaKTepU3YIOLINXCS HEKOHTPOJIUPYEMBIM POCTOM aHOMAJIbHBIX KJIETOK B opranusme. «Pax» unu
«paxkoBasi TKaHb» MOTYT BKJIKOYaTb ONyxojb. HekoHTponupyemoe neneHue u pocT KIETOK
NPUBOIUT K 0OPA30BAHUIO 3JIOKAYECTBEHHBIX OITYyXOJIeH, KOTOPBIE MPOHUKAIOT B COCETHIE TKAHU
U MOTYT TakXe [aBaTh METAcTa3bl B YJAJIEHHBbIE YaCTH OpraHu3Ma yepe3 JTHUM(aTHIEeCKYIO
CUCTEMY WM KpOBsHOE pycino. Ilocie MeracTazupoBaHus yAaJeHHbIE ONYXOJIU MOTYT Ha3bIBATh

KMIPOUCXOAAIIUMHA U3» Hpe-MeTaCTaTH‘{eCKOfI OMMyXOJIN. HaanMep, «OMyXOJib, IPOUCXOAAIIAsA
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U3» paka IIeHKM MaTK{, OTHOCUTCS K ONyXOJH, KOTOpas sBISETCS pe3yJbTaToOM
METacTa3UpOBaHUS paka LIeHKN MaTKU.

[0049] «JleueHue» umm «Tepanusy CyoObeKTa OTHOCHTCS K JEFOOOMY THITY BO3EHCTBUS HITH
npouecca, OCYIIECTBJISIEMBIX II0 OTHOIIEHUIO K CYOBEKTY, WM BBEACHUIO €My AaKTHBHOI'O
CPeICTBa, C ILENbI0 peBepCHH, OcCiadieHus, OOJierdeHus, WHIUOUPOBAHUS, 3aMEIUICHHS WU
NpeaynpeXxIeHUs NOsIBICHUs, IPOrPECCUPOBAHMS, PA3BUTHUS, TSDKECTU WM PELIUIMBA CUMIITOMA,
OCJIOKHEHUS, COCTOSIHUS UM OMOXMMHUYECKUX TOKa3aTeNel, aCCOLMMPOBAHHBIX C 3a00JIEBAHUEM.
CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHUs 3a00IeBaHUE MPEICTABISAET COOOM pak.

[0050] «CybbexkT» BrIO4YaeT JHOOOE KUBOTHOE, SIBJISIIOIIEECS] YEJIOBEKOM, WJIH He
ABJISTFOIIEECS] YENIOBEKOM. TE€pMHH «OKHMBOTHOE, HE SIBJISIIOIIEECS YEJOBEKOM», BKIIOYaeT Oe3
OrpaHUYEHUs] TO3BOHOYHBIX, TAKMX KaK OTJMYHBIE OT YEJOBEKa MPUMAThl, OBLA, COOAKU U
IPBI3YHBI, TAaKM€ KaK MBIIIM, KPbICBI U MOpCKHe CBUHKHU. COIJIaCHO HEKOTOPBIM BapUaHTaM
OCYLUIECTBJICHUS CYOBEKTOM SIBIISIETCS 4eNOBEK. TepMUHBI «CYOBEKT», U «IALUEeHT», H
«UHAUBUAYYM» B HACTOSILEM AOKYMEHTE IIPUMEHSOT B3aUMO3aMEHSIEMO.

[0051] «DddexTuBHOE KOMUIECTBOY, HITH «T€PANeBTUYECKU 3P (HEKTUBHOE KOTHUECTBOY,
WM  «TepamneBTHUecKH 3(dexkTuBHAasE  OO3MPOBKA»  JIEKAPCTBEHHOTO  CPEACTBA MM
TepPareBTUUECKOTO CPEACTBA MPEACTABISIET COOOM JIF0O0E KOJINUECTBO JIEKAPCTBEHHOTO CPECTBA,
KOTOpOE, MPH MPUMEHEHUH OTAEJIbHO WM B KOMOMHALIMY C IPYTHM T€PAeBTUYECKUM CPEICTBOM,
obecreynBaeT 3alIUTy CyObeKTa OT MPOsBICHUs 3a00JI€BaHUS WM CTUMYJIUPYET PErpecCHro
3a00JIeBaHMSI, O YeM CBUIETENIbCTBYET CHUIKEHHUE TSHKECTH CUMITTOMOB 3a00JI€BaHUS, TIOBBIIICHHE
YacTOTbl W TNPOJOJDKUTENBHOCTH  OECCHMIITOMHBIX — MEPUOAOB  3a00JeBaHUs, WU
NPEAYNPENKIESHUIO YXYIALICHUS WIA yTPaThl JE€eCIOCOOHOCTH BCIIEACTBHE IOPAKEHUS
3aboneBanreM. CHOCOOHOCTh TEpPANMEBTHYECKOTO CPEICTBA CTUMYJIHPOBATH  PErpecCHI0
3a00JIeBaHMSI MOJKHO OLICHHWBATh C MPUMEHEHHEM psiia CIIOCOOOB, M3BECTHBIX MPAKTHKYIOIIEMY
CIMELHUAINCTY, HApUMep, y CyOBEKTOB-TIONEeH B XOIe KIMHUYECKHX HCIBITAHUH, B paMKax
CUCTEM C HCIOJb30BAHUEM MOJENbHBIX >KHUBOTHBIX, C BO3MOJKHOCTBIO IPOTHO3MPOBAHUS
3¢ EKTUBHOCTH Y JIFOACH, WK C TOMOIIBIO aHAJIN3a AKTUBHOCTH CPEACTBA B i1 VilF0 aHAIHN3aX.

[0052] B kauecTBe mnpuMepa JedeHUs OMNyxoJjieh, TepameBTuyecku 3(dexTuBHOE
KOJINYECTBO MPOTHBOPAKOBOTO CPEACTBA O0ECTIeYMBAeT HHTHOUPOBAHUE POCTA KIIETOK WIJIM POCTa
OIyXOJIM [0 MeHblel Mepe Ha okoio 10%, no meHbIel Mepe Ha okoJio 20%, o MeHblIel Mepe
Ha okoJio 30%, o MmeHbiel Mepe Ha 0koso 40%, Mo MeHbIIeH Mepe Ha 0koJio 50%, Mo MeHbLIei
Mepe Ha okojio 60%, o MeHblIel Mepe Ha okoso 70% unu no MeHblIel Mepe Ha okoso 80%, o
MeHbLIel Mepe Ha okoyio 90%, mo MeHbIel Mepe Ha OKOJIo 95%, Mo MeHblIel Mepe Ha OKOJIO
96%, o MeHblIIel Mepe Ha 0KoJI0 97%, 10 MeHbIIeH Mepe Ha 0KoJIo 98% Ui O MEHbILEH Mepe

Ha OKoJIO 99% y mony4aBmiero(-ux) jiedeHue cyObekra(-oB) (Hampumep, OAHOrO MM Oolee
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MOJTY4YaBIINX JIeYeHHEe CYOBEKTOB) MO CPABHEHHIO C HE MOJIyYaBIIUM(-H) JIeUeHUE CYOBEKTOM(-
amu) (HampuMep, OZHMM WM Oojiee HE MOJNY4YaBIIUMH JedeHue cyObekramu). CornacHo
HEKOTOPHIM  BapHaHTaM  OCYINECTBJIEHUs]  TepaneBTHUeCKH 3(QeKTHBHOE  KOJMUYECTBO
NPOTUBOPAKOBOTO CPEACTBA OOECTIeYnBaeT HHI'MONPOBAHUE POCTA KIIETOK HIJIM POCTA OMYyXOJIH Ha
100% y nony4asiero(-ux) jedeHue cyonrekra(-oB) (HampumMep, OTHOTO WK OoJiee TOMyYaBIINX
JedeHne CyObeKTOB) MO CPABHEHUIO C HE MOJTy4aBLINM(-H) JieueHHe CyObeKkToM(-aMu) (Hanpumep,
OIHUM WJH OOJiee He MOJy4aBIIUMU JieueHue CyObeKTamMu).

[0053] CornacHo ApyruM BapraHTaM OCYIIECTBJICHHS HACTOSLIETO PACKPBITUS PErPeCcCUs
ONMyXOJIM MOXKET HAOJIONAThCS U MPOAOIDKATHCS B TEUEHHE IEpUOJa, COCTABISIIOINErO I10
MeHbIIeH Mepe okono 20 nHel, mo MeHblerd Mepe Okoio 30 nHEH, MO MEHbLIEH Mepe OKOJO
40 nHeH, o MeHblIei mepe okoo S0 nHel uiau no MeHbluel mepe okono 60 nHel. HecmoTtps Ha
9TH KOHEYHbIE U3MEPEHUs TepaneBTHIeCKoN 3 ()EeKTUBHOCTH OLIEHKAa UMMYHOTEPANIEBTHUECKUX
NpenaparoB TaKXKe JOJKHA YYUTBIBATD «MIaTTEPHBI HMMYHHBIX OTBETOBY.

[0054] Tepaneprudeckun 3>PPEKTUBHOE  KOJNHMUECTBO  JIEKAPCTBEHHOTO  CPEICTBA
(HanpuMmep, KOHbIOraTa aHTuTena K TF U JekapCTBEHHOro cpexcTBa wiau anturena k PD-1)
BKJIIOUAET «MPOQUIaKkTHIeCKH 3(pHEeKTHBHOE KOIMUECTBO», KOTOPOE MPECTABIIET COOOH Irodoe
KOJIMYECTBO JIEKAPCTBEHHOIO CPEACTBA, KOTOPOE MPU BBEAECHUH OTAEIBHO MM B KOMOMHALIUK C
IPOTUBOPAKOBBIM CPEACTBOM CYOBEKTY, MOABEPKEHHOMY DPUCKY Pa3BUTHs paka (Hampumep,
CyOBEKTY, Y KOTOPOro HaOI0aeTCs MPEaoyX0oJeBOe COCTOSHUE) WK TIEPEHECEHHs PelUIuBa
paka, obecrneynBaeT MHTHOUPOBAHUE PA3BUTHS WM MOBTOPHOTO MposiBjeHus1 paka. CoriacHo
HEKOTOPbIM ~ BapHaHTaM OCYINECTBJIECHUs npoduiakTuuecku 3(pQekTHBHOE KOJHMUYECTBO
olecreynBaeT MpeaynpeKIeHne Pa3BUTHs WIH PELUANBA paka MOJHOCThIO. «HruOupoBaHue»
Pa3BUTHS HJTH PELUANBA PaKa O3HAYAET JHOO YMEHBIIEHHE BEPOSTHOCTH PA3BUTHUS HITH PELIUANBA
paka, 100 mpeaynpekIeHNue Pa3BUTHI WM PELUANBA PAKA MOJHOCTHIO.

[0055] B koHTEKCTe HACTOSIIIErO JOKYMEHTA «CyOTeparneBTHYECKast 103a» O3HAYAET 103y
TEPANeBTHUECKOrO0 COEAMHEHUs (HampuMmep, KOHbrOorata aHturena K TF M JiekapcTBEHHOro
cpencrta uin antutena k PD-1), koropast Huxke OOBIYHOM HITH THITHYHON A03bI TEPATIEBTUYECKOTO
COEMHEHUs] TPH BBEIEHUH OTHENbHO MJIsl JISYeHHs TurneprpoiupepatuBHOro 3aboseBaHus
(Hampumep, paka).

[0056] «IlaTTepH MMMYHHBIX OTBETOB» OTHOCHUTCSI K NMATTEPHY KIMHUYECKUX OTBETOB,
3a4acTyr0 HaOJIOAaeMbIX y MAIMEHTOB C PAKOM, KOTOPBIX JICUMIH UMMYHOTEPANeBTUIECKIMU
cpeAcTBaMH, OOECHEeUMBAIOIIMMH TPOTUBOOMYXOJEBble 3(PQPEKThl TOCPEACTBOM HHAYKLUHU
ciennpUIeCKNX B OTHOIIEHHH paka MMMYHHBIX OTBETOB HJIM TOCPEICTBOM MOAWU(UKALNN
HATUBHBIX MUMMYHHBIX MpPOLECCOB. DTOT MATTEPH OTBETOB XaPAKTEPHU3YETCs ONAaronpusTHBIM

TepaneBTHUECKUM 3(P(HEKTOM, KOTOPBIH CIEeNyeT 3a MEPBUYHBIM YBEJIUYEHHUEM OITyXOJIEBOU
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Maccbl MJIM TIOSIBJIEHHMEM HOBBIX 0YaroB, KOTOpble B paMKax OLEHKH TPaJAHLIMOHHBIX
XUMHOTEPANEBTUYECKUX ~ CPEACTB  KJIACCUPUIMPOBATUCH OBl KaK  IPOTrPECCUPOBAHHE
3aboneBanusi, U OHU OyAyT aCCOLMUPOBATHCS C OE3yCMEITHOCTHIO JIEKAPCTBEHHOTO CPEACTBA.
CoOTBETCTBEHHO, [Nl JOCTOBEPHON OLEHKU MMMYyHOTEPANeBTHUECKUX CPEACTB MOKET
noTpeOOBATHCS AIUTENbHBIE MOHUTOPHHT 3(P(EKTOB TAKUX CPEACTB B OTHOIIEHHH LEJIEBOTO
3a00IeBaHMSI.

[00S7] B xauecTBe npumepa, KIPOTUBOPAKOBOE CPEACTBOY» CTUMYJIUPYET PErPECCUIO paKa
y cyObekTa. CoriacHO HEKOTOPBIM BapHaHTAM OCYINECTBJIEHHUsS TepamneBTH4Uecku 3(dexkTuBHOE
KOJIMYECTBO JIEKAPCTBEHHOI'O CPECTBA CTUMYJMPYET PETPECCUI0 PaKa 10 MOMEHTA yCTPAHEHUS
paka. «CTHUMyJsALUS PErpeccHy paka» O3HAdaeT, YTO BBeleHHE 3(PPEKTUBHOIO KOJIMYECTBA
JIEKAPCTBEHHOTO CPEACTBA, OTAENBbHO WM B KOMOWHALIMU C TPOTHBOPAKOBBIM CPEINCTBOM,
NPUBOAUT K YMEHBUICHHIO TE€MIIa POCTa OMyXOJIM WMJIM Pa3Mepa, CTENEeHU HEKpO3a OMyXOJiy,
CHIYKEHUIO TSDKECTH 110 MEHbLIeH Mepe OHOrO CUMIITOMA 3a00JI1€BaHUsI, IOBBILIEHHIO YaCTOTHI U
NPOAOJKUTENBHOCTH OECCUMITOMHBIX NEPHUOAOB 3a00JIeBaHMs, MPENYNPEKIAECHHIO YXYIIESHMUs
WIN yTPaThl AeeCIOCOOHOCTH BCIENCTBHE MOpaxkeHus: 3adoneBaHreM. Kpome TOro, TepMHHBI
«ddexTuBHpI» U «3(PHEKTUBHOCTH» B OTHOIIEHMH  JIEYEHHsS  BKIIOYAIOT KAk
¢dapmakonornueckyro  3(pQeKTHBHOCTb, Tak W  (PU3HONOTHYECKYI0  OE30MacHOCTb.
dapmakosoruueckast 3PPEKTUBHOCTH OTHOCHUTCSI K CIIOCOOHOCTH JIEKAPCTBEHHOT'O CPENCTBa
CTHMYJIUPOBATh PErpecCcHI0 paka y manueHta. ®@usnonornyeckass 0€30MacHOCTh OTHOCUTCS K
YPOBHIO TOKCUYHOCTH MJIM JIPYTMX HEXKeJaTeNbHbIX (pusnonorndeckux 3pdexToB Ha ypoBHE
KJIETKH, OpraHa W/Wiu opraHusMa (HekenatenbHble 3(PQeKThbl), OOYCIOBICHHBIX BBEICHUEM
JIeKapCTBEHHOI'O CPECTBA.

[0058] «YcToluMBbIA OTBET» OTHOCHTCS K yCTOMUMBOMY 3(@deKkTy B OTHOIIEHUH
MOJABJIEHHsI POCTa OMYXOJH MOcie MpekpalleHus jJeueHus. Hanpumep, pasmep omnyxonu MOKeT
OCTaBaThCs TAKMM JK€ WJIM YMEHBIIATHCS B CPABHEHUHU C Pa3MepoM B Hayasie (a3bl BBEACHMUS.
CornacHO HEKOTOpPbIM BapHaHTaM OCYLIECTBJIEHUsS YCTOMYUBBIM OTBET XapaKTepU3yeTcs
MPOAOCKUTEIBHOCTBIO [0 MEHbIIEH Mepe Takol e, YTO U MPOAOCLKUTEIbHOCTD JICUEHUS], NN
IJIUTCA 1O MeHbLuel Mepe B 1,5, 2,0, 2,5 unu 3 pasa qosblie, 4eM OpOoAOKUTEIbHOCTD JICUEHUS.

[0059] B koHTEKCTE HACTOSINErO JOKYMEHTa IOJHBIN OTBeT», uinu «CR», oTHOCUTCS K
HCUE3HOBEHHUIO BCEX LIEJIEBBIX OUAroB MOPaKeHUsI, K4aCTUUHBII OTBeT», uiu «PR», oTHOCHTCS 1O
MeHbIIel Mepe K 30% yMeHbIIEHHIO CyMMbl HanOonbmux auamerpos (SLD) meneBbIx ouyaros
NOpaKEHHsI, TPUHUMAsE B Ka4eCTBE TOYKH OTCUETa MCXOAHBIN ypoBeHb SLD; u «crabunusanus
3aboneBaHus», WK «SD», HE OTHOCUTCS HU K JOCTATOYHOMY COKPAIUEHHUIO IEJIEBBIX OYaroB
NOpaKeHHst, YTOOBI MpeTeHoBaTh Ha PR, HA K JOCTaTOUHOMY YBEITHUEHHIO, YTOOBI PETEHIOBATh

Ha PD, npuHumasi B kauecTBe TOUKU OTcUeTa HauMeHblIylo SLD ¢ MOMeHTa Hadasa JieueHuUsl.
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[0060] B xoHTEKCTE HACTOSAILIETO TOKYMEHTa «BBDKHBAEMOCTh 0€3 MPOrpecCHpOBAHMSY,
unu «PFS», oTHOCHTCS K IpOMEXYTKY BPEMEHH B XOJA€ M IOCJ]E JIEUEHHUs, HA NPOTSIKEHUU
KOTOPOTO TEUEHHE TOJIeXkKAINero JICUSHUIO 3a0ojieBaHus (HApUMep, paka) HE YXYAIIAeTCs.
BbpkuBaeMocTh 0€3 MpOrpeccHpOBaHUSI MOXKET BKIKOYATh NMPOMEXKYTOK BPEMEHM, B TEUEHHE
KOTOPOTO y MAILMEHTOB HAOJIFOJAJICsI TTOJIHBIM OTBET MJIM YaCTUYHBIN OTBET, a TAKXKE MPOMEKYTOK
BPEMEHH, B TEUEHHE KOTOPOr'O y MaLMEHTOB HaOJI01aach cTabmin3anus 3a00IeBaHums..

[0061] B xoHTEKCTEe HACTOSIIETrO NOKYMEHTa «OOIIasi AOJIsl MAUEHTOB ¢ OObEKTUBHBIM
orBeToM», W1 «KORR», OTHOCUTCA K CyMMe JTOJIM MALIUEHTOB C MOJHBIM OOBEKTHBHBIM OTBETOM
(CR) u monu marueHToB ¢ YaCTUYHBIM O0BEKTUBHBIM OTBeTOM (PR).

[0062] B kxoHTEKCTe HACTOSIIEr0 NOKyMEHTa «OoOIIasi BbDKUBAEMOCTBbY, WM «OS»,
OTHOCHUTCSI K NPOLIEHTHON A0JI€ MHAMBUAYYMOB B IPYIINE, KOTOPbIE ¢ OOJBINON BEPOSTHOCTHIO
OCTAIOTCS XKUBBI CITYCTs ONPEEIEHHBII IPOMEKYTOK BPEMEHHU.

[0063] TepmuH «103a, paCCUUTAHHAsI HA BEC», KAK U3JIOKEHO B HACTOSLIEM JTOKYMEHTE,
O3HAYaeT, YTO BBOIUMYIO CyOBEKTY 03y pacCUMTBHIBAIOT HA OCHOBE Beca cyObekTa. Hanmpumep,
ecin cyObekT ¢ BecoM Tena 60 kr Hyknaercs B 2,0 mr/kr antutena k PD-1 uinm xonbrorata
anturena k TF u nekapcTBEHHOrO CpeACTBa, MOKHO PACCYUTATh U IPUMEHSTh COOTBETCTBYIOLIEE
Konn4ecTBO anturena Kk PD-1 unu konbrorara anturena k TF u nekapcTBeHHOTroO cpencTsa (T. e.
120 Mr) st BBEIEHHS YKa3aHHOMY CyOBEKTY.

[0064] Vcnionb3oBaHue TepMuHA «(HUKCHPOBAHHAS 103a» MO OTHOIIEHHUIO K CIIOCO0Y Mo
HACTOSIILIEMY PACKPBITHUIO O3HAYAET, YTO ABA WM OOJiee pa3HbIX aHTUTEN (HAIPUMED, AHTHTENO K
PD-1 u xonbtorat aututena k TF U JJeKapCTBEHHOTO CPENICTBA) BBOAST CYObEKTY MPU KOHKPETHBIX
(uxcupoBaHHBIX) CcOOTHOWIEHUsX JApyr K aApyry. COrjacHO HEKOTOPhIM BapHAHTaM
OCyLIEeCTBJICHHs] (PUKCUPOBAHHAS 11032 PACCUMTAHA HCXONsS W3 KOJIWYeCTBA (HAIMpUMeEp, Mr)
aatutes. COrJacCHO OIpenesieHHbIM BapHaHTaM OCYLIECTBICHHUsS (PUKCHUPOBAHHAS 11032
paccyMTaHa UCXOJs U3 KOHLEHTpauu (Hanpumep, Mr/mi) anturel. Hanpumep, cootHomenue 3: 1
aatutena k PD-1 u korbtorata anturena Kk TF 1 iekapcTBEHHOTO CpeicTBa, BBOAHMBIX CyOBEKTY,
MOJKET 03HAYaTh, UTO CYOBEKTY BBOAST OK0JIO 240 Mr anTutena k PD-1 u okono 80 Mr koHbIOTaTa
aatutena K TF u ntekapcTBeHHOro cpencTsa wiu okoJio 3 mr/mut antutena k PD-1 u okono 1 mr/mn
KOHBbIOraTa aHturena k TF u ekapCTBEHHOrO CpeaACTBa.

[0065] Ucnonb3oBaHMe TepMHHA «IOCTOSTHHAsI J03a» MO OTHOIICHUIO K crocodaM u
JO3UPOBKAM T10 HACTOSIIIIEMY PACKPBITHIO O3HAYAET 103y, KOTOPYIO BBOIAT CYOBEKTY HE3ABUCHMO
OT Beca wiH 1iomanu nosepxHoctu Tena (BSA) cyOobekra. [TocTosiHHAS 1032, CIeIOBATENBHO,
NPUBOIUTCS HE B BHIE 03Bl B MI/KT, a B BUAE a0CONOTHOIO KOJMUECTBA CPEACTBA (Hampumep,
KOHBIOTaTa aHtuTena Kk TF u JekapCcTBEHHOro cpencTBa wu/wiu anturena k PD-1). Hampumep,

cyOBekT ¢ BecoM Tena 60 Kr u cyOBbekT ¢ Becom Tena 100 kr OyayT mosiydaTb OAMHAKOBYIO JTO3Y
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AHTUTENIA WK KOHBIOTaTa aHTHUTENA U JIEKAPCTBEHHOTO cpencTa (Hanpumep, 240 Mr KOHBIOTATa
aatutena kK TF u nekapcTBeHHOro cpeactaa wiu, Harpumep, 240 mr anturena k PD-1).

[0066] Dpa3a «papmaneBTHUECKH TNPUEMIIEMBI» O3HAYAeT, YTO BEINEeCTBO WM
KOMITO3ULIMSI TOJDKHBI OBITh XUMHUYECKH W/WJIA TOKCHUKOJIOTHYECKH COBMECTUMBIMHU C IPYTHMH
UHTPEIUEHTAMH, COAEPIKAIMMMUCA B COCTaBe, W/WIM C NPUMEHEHHEM Yy MIIEKOIHTAIOIIETO,
MOJJIEKALIErO JIEYEHHIO C UX UCIIOIb30BAHUEM.

[0067] Dpa3a «dapmaneBTHUECKH TMpHEMIIeMas COJb» B KOHTEKCTE€ HACTOSILIETO
JOKYMEHTa OTHOCHUTCS K (papMaleBTHUECKU MPUEMIIEMBIM OPTraHUYECKUM HJIM HEOPTaHUYECKUM
COJNISIM COENMHEHMs IO HacTosIeMy H300peTeHuro. MnmocTpaTuBHbBIE CONM BKIOYAOT 0€3
OTpaHUYEHUS] COJIM, NPEACTaBIANINEe CO00HM cynbdaT, LUTPAT, aueraT, OKcajaT, XJIOPHL,
Opomun, Homua, Hutpar, Oucynbdar, d¢ochar, kucayro conb (HochOpHON  KUCIOTHI,
W30HUKOTHMHAT, JIAKTaT, CAJMLWJIAT, KUCJBIA LUTpAT, TapTpaT, OJieaT, TAHHAT, MAHTOTEHAT,
OutapTpar, ackopOaT, CyKIMHAT, MajeaT, TeHTHU3WHAT, (ymapar, IJIIOKOHAT, TIJIIOKYPOHAT,
caxapat, ¢Qopmar, OeH30aT, TJyTamar, MeTaHCYJbpOHAT (ME3WNaT), STAHCYJIb(POHAT,
OeHzoncynbpoHaT, N-ToayoscyibpoHaT, mnamoar (T.e. 4,4’-meruneH-Ouc-(2-ruapokcu-3-
HaTOaT)), CONMM IIETOYHBIX METAJIOB (HAIPUMED, HATPHS U KaJIKsi), COJIU LIeTOYHO3EMETbHbBIX
METaJJIOB (HANpUMep, MarHus) U COJIM aMMOHUsS. PapMaLeBTUYECKH NPUEMIIEMasi COJIb MOJKET
MpEeyCMaTpUBaTh BKJIKOUEHUE APYrOW MOJIEKYJbl, TAKOW KakK aleTaT-huoH, CYKLHUHAT-UOH WU
Opyroii mpOTUBOHOH. IIPOTHBOMOH MOXKET MPEACTABNATbH COOOH JFOOOW OpraHUYeCKHil WiIu
HEOPTraHMYECKUIT KOMIIOHEHT, KOTOPBIH CTaOMIM3UPYET 3apsii UCXOAHOro coenuHeHus. Kpome
TOrO, (hapMaLEBTHYECKU MPUEMIIEMasi COJIb MOXKET UMeThb 0OJiee OJHOTO 3apsKEHHOTO aToMa B
cBOeH cTpykType. B Tex cimyuasix, Korga HECKOJIbKO 3apsDKEHHBIX aTOMOB SIBJISIIOTCS YacThIO
(dapMarieBTHYECKH TMPHEMJIEMOH COJNM, OHH MOTYT HMMETb HECKOJIbKO TIPOTHBOHOHOB.
CnenoBarenbHO, (hapMaleBTUYECKH MpUEMJIEMasl COJb MOXKET HUMeTh OIMH wii Ooee
3apsKEHHBIX aTOMOB W/HJTH OTMH WK O0Jiee TPOTHBOMOHOB.

[0068] TepmuHbl «BBEHEHHE» WM «BBOIHMTHY OTHOCITCS K (DU3HMUECKOMY BBEICHHIO
CyOBEKTY TEpaneBTHUECKOrO CPEACTBAa C MPUMEHEHHEM JIF0OOro M3 psiga CocoOOB U CHCTEM
IOCTaBKH, M3BECTHBIX CHEIHMAJNCTaM B HaHHOH oOmactu. WIumrOCTpaTHBHBIE NMyTH BBEACHUS
KoHbIOrata aHturena Kk TF u jekapcTBeHHOro cpencrsa w/wim anturena kK PD-1 BximouaroT
BHYTPHUBEHHBIN, BHYTPUMBILIEYHBIH, TOAKOXHBIH, BHYTPHOPIOIIWHHBIN, CTHHHOMO3TOBOW HIIH
ApyTue NapeHTepaIbHbIC IyTH BBEACHUS, HATPUMED, YyTEM HHBEKIINU WU UHPY3UH (HAITPUMED,
BHYTPUBEHHOW WH(QYy3un). Ppasza «mapeHTepajbHOE BBEOEHHE» B KOHTEKCTE€ HACTOSINEro
JOKYMEHTa O3Ha4aeT CrocoObl BBEIEHHS, OTJIMYHBIE OT HTEPAIBHOIO M MECTHOTO BBEACHUS,
OOBIYHO IyTEM WHBEKIWH, U BKJIIOUaeT 0e3 OrpaHHuYeHHs] BHYTPUBEHHYIO, BHYTPHUMBIIICYHYIO,

BHYTPUAPTEPHATbHYIO,  WHTPATEKAJbHYIO,  BHYTPUINM(ATHIECKYIO, BHYTPHOYAroBYIO,
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MHTPAKAaICYJIAPHYIO, UHTPAOPOUTANIBHYIO, MHTPaKapAUAIbHYIO, BHYTPUKOXHYIO,
BHYTPUOPIOLINHHYIO, TPAHCTPAXEATbHYIO, TOAKOXKHYIO, CYOKYTHKYJISIPHYIO, BHYTPUCYCTaBHYIO,
CyOKarncyJspHyIo, cybapaxHOMIATIBHYIO, MUHTPACIUHAIBHYIO, SMUAYPAIbHYIO u
MHTPACTEPHAIBHYIO HHBEKINIO U MH(PY3HIO, a TAKXKe i71 Vivo 3iekTponoparyio. Tepanesruieckoe
CPEACTBO MOKHO BBOJUTBH MyTeM, OTJIMWYHBIM OT MAapeHTEepajbHOro, WK IepopaibHO. [pyrue
OTJIMYHbIE OT MAPEHTEPAIbHOIO MyTH BKIIIOUYAKOT MECTHBIH, 3MUAEPMAIbHbIN UM MYKO3aJIbHbIN
NyTh BBENIEHISI, HATIPUMED, NHTPAHA3AJIbHBIN, BATHHAJIBHBIN, PEKTAIBbHBIN, CYOIMHIBAIbHBIN HITH
MECTHbII. BBefeHHe Taxke MOKHO OCYLIECTBJIATh, HANpUMeEp, OJHOKPATHO, MHOKECTBO pa3
W/WIK B T€YEHUE OHOTO WM OOJiee JUTUTENbHBIX IEPHOAOB.

[0069] TepmuHBI «UMCXOAHBIA YPOBEHB» WU «UCXOMHOE 3HAYEHUE», NPUMEHsIEMBbIE B
HACTOSILIIEM JIOKYMEHTE B3aUMO3aMEHSEMO, MOIYT OTHOCHUTCS K MeEpe BBIPAXKEHHOCTH WJIU
XapaKTEePUCTHKE CUMIITOMA /10 IPUMEHEHUs Tepanyy (HanpuMep, C UCTIOIb30BAHHUEM OITUCAHHOTO
B HACTOSIIIEM JOKYMEHTe KOHbIorara aHturena Kk TF M JekapCTBEHHOro CpencrBa W/WIIH
ONHCAHHOTO B HACTOSALIEM JOKyMeHTe aHTuTena Kk PD-1) unu B Hauane npuMeHEeHUs TepaIuH.
HcxonHoe 3HaYeHHE MOKHO CPAaBHUBATb C 3TAJOHHBIM 3HAYEHUEM C LENbI0 ONpEeAeseHUs
YMEHBIIEHNs] BBIPAKEHHOCTU WJIM yiy4ineHus cumnroma TF-accorumpoBaHHOrO 3a0oneBaHUs
w/wnmu PD-1-accormupoBanHoro 3a0oseBaHusi, MPEAyCMOTPEHHBIX B HACTOSILIEM JOKYMEHTE
(HampuMep, paka MOJIOYHOHM JKeje3bl HJIM paka LIeWKH MaTKh). TepMHHBI «3TaJIOH» WU
«OTAJIOHHOE 3HAYEeHHE», MPHUMEHsSEeMble B HACTOSINEM OKYMEHTE B3aHMO3aMEHSIEeMO, MOTYT
OTHOCHUTCS K Mepe BBIPAXKEHHOCTH WJIM XapaKTEePUCTHUKE CUMIITOMA IMOCJe MPUMEHEHUs Tepanuu
(HarmpuMep, C UCTIOIB30BAHUEM OMICAHHOTO B HACTOSIIEM JOKYMEHTE KOHBbIOTaTa antutena Kk TF
U JICKQpPCTBEHHOT'O CPENCTBA W/WJIM OMHCAHHOTO B HACTOSINEM JOKyMeHTe aHTturena k PD-1).
DTaNOHHOE 3HAYEHHE MOXKHO M3MEpPSITh OJUH HIH Oojiee pa3 B XO[€ CXE€Mbl MPUMEHEHUS WU
Kypca JIedeHUs] WU IO 3aBepLIEHUH CXEMbl NMPUMEHEHUs WM Kypca JieueHHus. «ITaJOHHOe
3HAYEHUE» MOKET MPENCTaBIsATh COOOH abCONMIOTHOE 3HAYEHHE, OTHOCUTENBbHOE 3HAUEHHE,
3HAYEHHE, KOTOPOE MMEET BEPXHHUI W/WIIM HIDKHUHA Mpeelt; AUana30oH 3HAYeHUH, YCPEeAHEHHOE
3HaueHue, MeJaHHOe 3HAaYeHHUe. CpelHee 3HAUeHUE, UM 3HAYeHHE B CPABHEHUHU C UCXOAHBIM
3HAUYEHUEM.

[0070] TTogoOHBIM 00pa3oM, «UCXOOHOE 3HAYEHHUE» MOKET MPEeNCTaBsTh COOOH
a0CONIOTHOE 3HAYEHHE, OTHOCUTENbHOE 3HAUEHHE, 3HAUeHHE, KOTOpPOe MMEEeT BEPXHHUU /N
HIDKHUN TIpeies], 1Uana3oH 3HAYeHU; yCpeHEHHOe 3HaueHue, MeIMaHHOe 3HaueHUe, CpeHee
3HAYEHNE; WJIM 3HAYCHHE B CPABHEHUHU C STAJOHHBIM 3HAUEHHEM. DTAJIOHHOE 3HAYCHHE W/MJIH
UCXOIHOE 3HAYeHHEe MOXKeT ObITh MOJMYYEeHO Uil OJHOTO WHAMBHAYYMA, JIBYX Pa3HbIX
WHIUBUAYYMOB WJIM TPYNITbl HHIANBUAYYMOB (HAIIPUMEp, TPYMIBI U3 ABYX, TPEX, YEThIPEX, MMATH

i 0oJiee MHIUBUIYYMOB).
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[0071] TepmMuH «MOHOTEpanus» B KOHTEKCTE HACTOSLIETO AOKYMEHTA O3HA4YaeT, 4YTO
koHbrOrar anturena k TF u nexapcTBeHHOro cpencrsa unu aHtureno k PD-1 sasmsercs
€IMHCTBEHHBIM IPOTHBOPAKOBBIM CPEICTBOM, BBOAUMBIM CYOBEKTY B XOIE Kypca JICUCHHS.
OnHako cyObeKTy MOTYT BBOIMTBCS APYTHE TepareBTUYeCKue cpercrsa. Hampumep, B xone
MOHOTEpAllUd MOKHO BBOAMUTH INPOTUBOBOCHAJIMUTENBHBIE CPEACTBA WIM APYrHE CPEACTBa,
BBOJUMBIE CYOBEKTY C PAaKOM JUIs JIEYEHUS CHUMIITOMOB, aCCOLMHMPOBAHHBIX C PAaKOM, HO HE
CHMITTOMOB CaMOT0 paka Kak MePBUYHOIO 3a00JIeBaHMs, BKJIIOUAsl, HAIIPUMED, BOCTIAJIEHHE, OOJIb,
HIOTEPIO Beca U 00Iee HeJOMOTaHHeE.

[0072] «HexenatenbHoe siBneHwe» (AE) B KOHTEKCTE€ HACTOSIIErO JOKYMEHTa
npeacrasisier coOoi  noOoNH HeOIarompusATHbIE M OOBIYHO HENPENYCMOTPEHHBIH HIIN
HeTpueMJIeMblll TpU3HAK (BKJIOYAs OTKJIOHSIOINMECS OT HOPMBI JaHHblE J1IaOOpaTOPHOTO
UCCIIEIOBAHMS ), CUMIITOM MUJIH 3a00JIeBaHUE, aCCOLIMUPOBAHHbIE C TPUMEHEHHUEM METUIIMHCKOTO
BMEULIATENbCTBA. MEAMLIMHCKOE BMEIIATeIbCTBO MOXET COMPOBOXKAATHCS OIHUM Wiu Oouee
accouunpoBanHbiMU AE, u npu 3toM kaxzaoe AE MOXeT XapakTepu30BaTbCsl OJUHAKOBOM MU
OTJINYHOW CTeNeHbI0 TskecTH. OTChUIKA K COco0aM, ¢ MOMOIIBI0 KOTOPBIX MOKHO «U3MEHUTh
HeXeJIaTeNIbHBIE SBJICHUS», O3HAYAET CXEMY JICUeHHUs], KOTopas 00ecreunBaeT CHIKEHUE YaCTOThI
BO3HUKHOBEHHsI W/MJIM TSDKECTH omHOro win Oonee AE, accouMmpoBaHHBIX C NPHUMEHEHHEM
JIPYroi CXeMbl JICUCHUSI.

[0073] «Cepbe3Hoe HexenaTenbHOE siBeHHE», WM «SAE», B KOHTEKCTE HACTOSIIETO
JIOKYMEHTa NpPEeACTaBysieT coO0i HexeNaTeabHOe SBJICHUE, KOTOPOE COOTBETCTBYET OIHOMY W3
CIEeNYIOLIUX KPUTEPHUEB!

o [TpuBOAMT K CMEPTENLHOMY HCXOAY HJIM MPEACTABISIET Yrpo3y Ui SKU3HU (B
KOHTEKCTE OINpPENENICHNs CEPbE3HOIO HEXKENATEbHOIO SIBJICHUSl KIPEACTABISIOUUN yrpo3y I
JKU3HI» OTHOCHTCSI K COOBITHIO, TPH KOTOPOM MAILUEHT MOABEPrajcs PUCKY CMEPTH Ha MOMEHT
COOBITHS, OHO HE OTHOCUTCSI K COOBITHIO, KOTOPO€ THIIOTETUYECKH MOTJIO MPUBECTH K CMEPTH,

ecsiu Obl ObLIIO OoJiee Cephe3HBIM.

. ITpuBOIUT K CTOWKOW WJIM 3HAYUTENBHON HETPYIOCIIOCOOHOCTH
. IIpencraBnsier coOO BPOKISCHHYI aHOMAJTHIO/TIOPOK Pa3BUTHUS
L ABasgercss 3HAYUMBIM C MeI[I/IL[I/IHCKOﬁ TOYKH 3pE€HUA, T. €. OINPEACIICHO Kak

coOBITHE, KOTOPOE MOJIBEPTAET MALMEHTA PUCKY, UJIH B CJIy4ae KOTOPOTo TPeOyeTcst METULITHCKOE
WIN XUPYPTUYECKOE BMEIIATENILCTBO ISl MPEAYNPEKAEHUSI OJHOTO W3 BBIMIETIEPEUHCICHHBIX
ucxonoB. [lpu npunsTun pemennst o Tom, sBistercst i AE «3Ha4MMbIM ¢ METULIMHCKOW TOYKHU
3peHuUsT», HeOOXOIUMO PYKOBOJCTBOBATHCS Bpa4eOHBIM MHEHHEM WJIH HAyYHBIM OOOCHOBAaHUEM
o Tpebyercst rocnuTamu3anus WK €€ MPOAJIEHHE, 32 UCKITIOUEHHEM Clienyromero: 1)

CTaHAAPTHOEC JICUCHUC WM MOHHUTOPUHI MNEPBUYHOIO 3a6OJIeBaHI/I$I, HE aCCOLMHMPOBAHHBIC C
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KaKMM-JIU0O YXYALIEHHEM COCTOSHUS, 2) IUIAHOBOE WJIM TPEIBAPUTENbHO 3aIIAHUPOBAHHOE
JieYeHHEe YK€ MMEIOINerocs COCTOSHUS, KOTOpOE€ He CBSI3aHO C IIOKa3aHHEM B paMKax
UCCIIEIOBAHMS, M KOTOPOE HE YXYAIIAJOoCh C MOMEHTAa MOANMUCAHUSA HH(OPMHUPOBAHHOTO
coryacust; U 3) couuajbHbIE NPUYMHBI U KPATKOBPEMEHHAs TOCIHUTAIN3ALUS B3aMEH MOMOIIU
YXQ)KUBAIOLIETO JINIA B OTCYTCTBHE KAKOTO-IMOO YXYALIEHHS OOLIEr0 COCTOSIHUS MAllUEHTA.

[0074] Cnenyer moHMMAaTh, YTO HCIOJB30BAHHUE AJBTEPHATHUBBI (HATPUMEpP, «UIIN»)
o3HadaeT MO0 oAHy, obe, b0 MOOYI0 KOMOMHAIMIO aJIbTEPHATUB. B KOHTEKCTE HACTOSIIETrO
JIOKyMeHTa (pOpMbl EAMHCTBEHHOT'O YHCTIA CIEAYET MOHUMATh KaK OTHOCSIIUECS K «OIHOMY HIIU
Oonee» u3 MOOBIX YKA3aHHBIX HIIH MTEPEUNCIEHHBIX KOMIIOHEHTOB.

[0075] TepmuHbI «IPUOTUZUTENBHOY WM KCOCTOSILIUH INIABHBIM 00Pa30M H3» OTHOCSTCS
K 3HAUEHUIO UM KOMIO3ULMH, KOTOPblEe HAXOAATCA B IMPUEMJIEMOM JUANa30HE MOrPeLIHOCTEeN
IJI1 KOHKPETHOTO 3HA4Y€HUs WIM KOMIIO3ULMM, KaK OINpeNeseHO CHEeLUAJIUCTOM B JaHHOU
obnacty, KOTOpble YacTUYHO OyOyT 3aBUCETh OT TOrO, KaKUM O0pa3soM HU3MepsieTcsl HIIH
OnpenessieTcs 3Ha4YeHue UM KOMIIO3ULIUs, T. €. OrpaHu4YeHul cucteMbl u3MepeHuil. Hanpumep,
«IPUOTU3UTETBHO» MIIH «COCTOSILIHMH TNIAaBHBIM 00pa30M M3» MOKET O3Ha4yaTh B mpenenax 1 wim
Gonee 1 CTaHAAPTHOrO OTKJIIOHEHUS B COOTBETCTBUH C MIPAKTUKON B JTaHHOW obnactu. B kauecTse
ATbTEPHATUBBI, IPUOIH3UTEIBHO» WM «COCTOSLIMH IJIABHBIM 00pa3oM H3» MOXKET O3HAdaTh
auanas3oH BIUoTh 10 20%. Kpome Toro, ocoOEHHO B OTHOLIEHUH OMOJOTMYECKUX CHUCTEM HIIH
MPOLIECCOB, TEPMUHBI MOTYT MpEeAyCMaTpHUBaTh PAa3HULY 3HAYEHHUS BIUIOTh O TOPSIKA WU
BILIOTh A0 5 pa3. B ciydae, koraa KOHKpETHbIE 3HAUEHUs WM KOMITIO3ULIUU MPENYyCMOTPEHBI B
3asiBKe U (opMmysie U300peTeHHs, €CIM HE yKa3aHO WMHOE, 3HAYCHUE KIPHOIM3HTENIBHO» WU
«COCTOSIIIMH TJIABHBIM O0pa3oM M3» CJENyeT pacCMaTpPHBATh KaK HAXOZSINEecs B TMpenesax
MPUEeMJIEMOT0 JUana3oHa MOrPeHOCTeH sl TAKOrO KOHKPETHOTO 3HAYEHUSI MJIH KOMIIO3ULIHL.

[0076] BoipaxxeHuss «OAUH pa3 OKOJO KaXAYK HEHEO», KOAUH pa3 OKOJIO KaKIble 1BE
HEZIeIN» WU JIF0ObIe Ipyrue MoAoOHbIe BRIPAKEHUS] KAacaTeIbHO WHTEPBAJIOB BPEMEHH MEKIY
BBEJICHUSIMH J03bl B KOHTEKCTE HACTOSIIEro JOKYMEHTa O3HAYAIT MPUOIMKEHHbIC 3HAYSHHSL
«OnuH pa3 OKOJIO KaKAYK HENeI0» MOXKET BKJII0YaTh KaKAble CeMb HEN + OuH JeHb, T. €.
MHTEpBall BPEMEHU OT «KaXKIble IIECTb MHEN» N0 «Kaxable BoceMb AHei». «OauH pa3 oKoyo
KaXX/ible JIBE€ HeeIN» MOKET BKJHYaTh KaKAble YeThIPHAALATh AHEH + ABa HS, T. €. HHTepBall
BPEMEHHU OT «KaXKAble ABEHAALATh AHEI» A0 «KaxIble IeCTHaALuaTh AHeW». «OAuH pa3 OKoJo
KaXX71ble TP HeeIN» MOXKET BKIIYaTh KaXKAble ABAALIATh OUH A€Hb = TPU JHsA, T. €. HHTepBaJ
BPEMEHHU OT «KaKAble BOCEMHAALATh JHEH» O «KaXKOble ABAAIATh YeThIpe AHs». IlomoOHbIE
NpUOIMKEHUS PaCIIPOCTPAHSIOTCS, HATIPUMED, Ha HHTEPBAJIbl BPEMEHH OJIUH Pa3 OKOJIO KayKIble
YeThIpe HeleNN, OJUH pa3 OKOJIO KaK/ble MATh HeAleNb, OUH pa3 OKOJIO KaK/ble LIeCTh HEAENb U

OIHWH pa3 OKOJIO KaXKAbIC IBCHAALATb HEACIb. CornacHo HEKOTOPBIM BapHaHTaM OCYIICCTBIICHUA
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MHTEpBaJl BpEMEHU MEXy BBEAEHMSIMH J03bl OIUH pa3 OKOJIO KaK/ble IIECTh HeleNb WU OJJUH
pa3 OKOJIO KaKAble JBEHAALATh HENeNNb O3HAYAET, YTO MEPBYIO 03y MOXHO BBOIUTH B JIFOOOH
JIeHb MEPBOH HENEeNH, a 3aTeM CIIENYIOIIYIO 103y MOXKHO BBOAWTH B JIIOOOH NI€Hb MIECTOW WIIH
JBEHA/LIaTOM Helean COOTBETCTBEHHO. COrnacHo ApyrUuM BapuaHTaM OCYIIECTBIEHUS HHTEpBal
BPEMEHU MEXAY BBEIEHUSMHU O3Bl OIUH pa3 OKOJIO KaXK/ble IIECTh He/leNb WM OAUH pa3 OKOJIO
KaX/ble ABEHAALaTh HEJENHU O3HA4yaeT, uTO MEePBYIO 03y BBOJAAT B KOHKPETHBIN A€Hb NEpPBOI
Henenu (HanpuMmep, MOHEENbHHUK), a 3aTeM CIEAYIOLIYIO 103y BBOAAT B TOT )K€ JIEHb [IECTON HITN
IBEHAAIATON Heaenu (T. €. MOHEENbHUK) COOTBETCTBEHHO.

[0077] Kakx ommcaHO B HacTosieM AOKyMeHTe, JoOOH Auama3oH KOHLIEHTpAaLUH,
AMana3oH NPOLIEHTHBIX 3HAYEHUI, ANANa30H COOTHOLIEHHUI MY AUAIA30H LeNbIX YHCEel CIeAyeT
MOHUMATh KaK BKIIOYAIOLIUI 3HAaU€HHUE JIF000T0 1IEJIOro YHCia B Ipeenax YKa3aHHOTO Jhana3oHa
U, B COOTBETCTBYIOIIMX CIIy4asix, €ro ApoOHbIe 4acTH (Kak, HAalpuUMep, AecsTas U COTas 4acThb
LIEJIOr0 YUCJTIA), €CIHN He YKa3aHO MHOE.

[0078] Pa3znuunble onMcaHHBIE B HACTOSINEM PACKPBITHH ACIEKThI OMUCBIBAIOTCS Oosee
noApOOHO B CIEAYIOIUX TTOAPAa3eax.

II. KOMBHUHHUPOBAHHAS TEPAIIUA

[0079] OnuH acrekT HACTOSIIIErO H300PETeHHsI OTHOCHUTCS K KOHBbIoratam antutena Kk TF
U JIEKapCTBEHHOI'O CPENCTBAa, KOTOpbIE CBA3BIBAIOTCA ¢ TF, mid mpUMeHEHus B JIEUEHUU paka,
NpUYeM KOHBIOTaT aHTHUTENAa U JIEKAPCTBEHHOTO CPEACTBAa IMpeIHA3HaueH JUIsl BBENEHUS WU
MOJIC)KUT BBEICHUIO B KOMOWHALMH C aHTUTENOM K PD-1 uiam ero aHTUIeHCBS3BIBAIOIINUM
(parMeHTOM, MpHYEM KOHBIOTAT AHTUTEJNA U JIEKAPCTBEHHOTO CPEICTBA COAEPIKHUT aHTUTENO K TF
WIH €r0 aHTUTCHCBS3BIBAIOIINN ()PArMeHT, KOHBIOTUPOBAHHBIE C MOHOMETHJIAYPUCTATHHOM HITH
ero (PyHKIIMOHAJIbHBIM aHAJIOTOM HJTH €r0 ()YHKLIMOHAJIBHBIM MMPOU3BOIHBIM, H IPUYEM aHTHTEIO
Kk PD-1 wiu ero aHTUTeHCBSI3bIBAOIIMK  ()parMEHT  COAEpPKAT  ONPENeNSIONIre
koMmrieMeHTapHocTh  obmactit (CDR) aHTHTENna WM aHTHICHCBS3BIBAKOMIETO (hparMeHTa,
BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, xampenuzymad, PDR0O01, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
i ux Ouoananora. CorlacCHO HEKOTOPBIM BapUaHTaM OCYIIEeCTBIIEHUs] aHTUTENO K PD-1 wu ero
AHTUTEeHCBs3bIBAIOIINN  (pparmeHT comepkar CDR aHTHTENna Wi aHTUTEHCBS3bIBAIOIIETO
¢dparmenTa, BBIOpAHHBIX W3 TPYMIBL, COCTOSIEH u3 HUBOIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenmusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCyIleCcTBIeHHs aHTuTeNno k PD-1 unu ero

AHTUTE€HCBSI3BIBAIOINNN (pparMeHT coaepkaT BapuabeNbHYI OO0NacTh TSKENON [emu u
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BapuabenpHyI0 OO0JNAaCTh JIETKOW ILeNMM AaHTHTENa WM AHTHICHCBS3BIBAIOLIErOo (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wn ux 6uoanasnora. CorlacHO HEKOTOPBIM BapUaHTaM OCyLIeCTBIeHHs aHTuTeNo kK PD-1 mnu ero
AHTUTEHCBSA3BIBAIOIINN  (DparMEHT ConIepkaT BapHaleNbHYI0 O00JacTh TSDKEJNOH Lenu u
BaprabenpHyI0 O0JNacTh JIETKOW ILIeMM AaHTHTENa WM AHTHICHCBS3BIBAIOLIEro (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIMEN U3 HUBONyMada, Amp-514, tucnennsymaba, nemurninmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.
CornacHoO HEKOTOpPHIM  BapuaHTaM  OCYINECTBJeHUs aHTuTeno k PD-1  umm  ero
AHTUTEHCBS3BIBAIOIIMI (parMeHT BHIOPAHbI U3 TPYIIIBL, COCTOSAIIEH U3 HUBOIYyMada, Amp-514,
tucnenusymada, uemuruinmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampenusymaba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unu ux 6uoananora. CorinacHO HEKOTOPBIM BapUaHTaM
ocymiecTBieHuss aHTUTesno kK PD-1 mnm ero aHTHreHCBA3bIBAIOLIMN ()parMeHT BBIOpPAaHBI U3
IPYIIIBL, COCTOSLIEH U3 HUBONyMaba, Amp-514, Tucnenusymada, uemurinmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuszymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacuo
HEKOTOpPbIM BapUaHTaM OCYLIECTBICHHMS pPaK MPEACTaBIsieT COOOH pak MOJIOYHOW JKeJe3bl.
CornacHO HEKOTOPBIM BapHUaHTAM OCYLIECTBJICHHUS PaK MPENCTaBJIsET COOOH pak IMEeHKH MaTKH.
CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHUS PaK LICWKH MATKH MPENCTaBIseT cOOOM pak
IIEeHKHU MaTKH Ha TIO3IHEH CTaauu (HanpuMep, pak MIEeHKU MaTKH 3 CTaJUH WK PaK MEHKH MaTKU
4 cramuu WM MeTacTaTHYeCKWH pak 1meiiku wmatku). COrjacHO HEKOTOPBIM BapUaHTAM
OCYINECTBJICHUS] PACIIPOCTPAHEHHBIN paK IEHKU MATKU MPENCTaBisieT cOO0H MeTacTaTU4ecKui
pak. CoriacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHUS y CyOBbEKTa HAaONIONAeTCs TOBTOPHO
NPOSIBUBIIUIACS, PELUIUBHBIA W/UIM METACTaTUYECKUN pak wmeikn marku. COrjlacHO Opyromy
acTIeKTy HacTosiee N300peTeHNne OTHOCUTCS K aHTUTENy K PD-1 1in ero aHTUreHCBSI3bIBAIOLIEMY
(dbparMeHTy nisi TPUMEHEHHWsT B JIeYeHHH paka, npudeM aHturego k PD-1 wmm ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT NpPEAHA3HAYESHBI [JIs1 BBEOCHHS WJIH IMOIJIEKAT BBEIEHHUIO B
KOMOWHAINY C KOHBIOTaTOM aHTHUTENA U JIEKAPCTBEHHOTO CPEACTBA, KOTOPBIH cBsizbiBaeTcs ¢ TF,
MpUYEM KOHBIOTAT AHTHUTENA U JIEKAPCTBEHHOI'O CPEACTBA COAepkUT aHTuTeno k TF wunu ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTHPOBAHHBIE C MOHOMETHJIAYPUCTATHUHOM HIIH €ro
(YHKLNOHATBHBIM aHAJIOTOM HJIH €r0 (PYHKIIHOHAIBHBIM POU3BOIHBIM, IPUYEM aHTUTENO K PD-

1 unu ero aHTUreHCBS3BIBAIO NN (PparMeHT HHTHOUPYIOT aKTUBHOCTh PD-1, 1 mpuuem anTuTeno
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Kk PD-1 wiu ero aHTUTCHCBSI3bIBAIOIIMK  (ParMEHT  COAEpPKAT  OMPEAeISIONIre
koMmrieMeHTapHocTh obmact (CDR) aHTHTENna WM aHTHIEHCBS3BIBAIOLIETO (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIEH N3 HUBOIyMada, Amp-514, tucnennsymaba, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
win ux Ouoananora. CorlacCHO HEKOTOPBIM BapHaHTaM OCYIIEeCTBIIEHUs] aHTUTENO K PD-1 mu ero
aHTUTeHCBs3bIBAOIINN  (pparmeHT comepkar CDR aHTHTENna wiM aHTUTEHCBS3bIBAIOINETO
¢dparmenTa, BHIOpAHHBIX W3 TPYMIBL COCTOSIEH W3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurmnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIeHUs aHTUuTeNOo k PD-1 unu ero
AHTUTEHCBS3BIBAIOINMI (parMeHT conepkart BapHadeNnbHYI0 OONAacTh TSDKENOW Lemd |
BapuadespHyr0 O0JacTh JIETKOM LeNnu AaHTUTeNa WM aHTHICHCBS3bIBAIOINEro (parmMeHTa,
BBIOPAHHBIX U3 IPYHIIbI, COCTOALIEH U3 HUBOMyMada, Amp-514, Tucnenuszymaba, nemurummada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, xampenuzymada, PDR0O01, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
i ux 6noananora. CoracHO HEKOTOPBIM BapHAHTaM OCYIIECTBIIEHUS aHTUTeNo K PD-1 mmn ero
AHTUTCHCBS3BIBAIOIINN (PpAarMEHT COnIepkaT BapuadeNbHyr0 O00JacTh TSDKENOH Lenu u
BapuabeNbHyr0 O0JAaCTh JIETKOW ILIeNMM AaHTHTENa WM aHTHICHCBSI3BIBAIOLIErO (parMeHTa,
BBIOPAHHBIX U3 TPYIIIbI, COCTOsIEH U3 HUBONyMaba, Amp-514, tucnennsymada, nemurinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.
CornacHo HEKOTOPHIM  BapuaHTaM OCYINeCTBJIeHMss aHTuTeno k PD-1  wmm  ero
AHTUTCHCBS3BIBAIOIINN (PparMEeHT BBIOpaHBI M3 IPYMIIBL, COCTOSALIEH U3 HUBOJIyMada, Amp-514,
tucnenusymada, nemuruimmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unmu ux duoananora. CorlacCHO HEKOTOPBIM BapHaHTaAM
ocymiecTBlieHHss aHTuTeNno K PD-1 mnm ero aHTUreHCBSI3bIBAOINUI (parMeHT BbIOpAaHbI H3
TPYIIIBL, COCTOSALIEH U3 HUBONyMaba, Amp-514, tucnennsymada, uemuruimmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuszymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. CornacuHo
HEKOTOpPHIM BAapHaHTAM OCYLIECTBICHHS pPaK NPEACTaBIsieT COOOH pak MOJIOYHOH JKEJe3bl.
CornacHO HEKOTOPBIM BapHaHTAM OCYIIECTBIICHHUS paK MPENCTaBJIsET COOOH pak MEeHKH MaTKH.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS PaK LISWKH MATKH MPENCTaBIseT cOOOH pak

IIeHKHU MaTKH Ha TIO3IHEH CTaguu (HanpuMep, pak MEeHKU MaTKH 3 CTaJUH WIN PaK MEHKH MaTKu
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4 cramuu WM METacTaTHYeCKWi pak 1meiiku wmatku). COriacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHs PAaCIIPOCTPAHCHHBIN paK IMEHKU MATKU MPENCTaBisieT cOO0H MeTacTaTU4ecKui
pak. CoriacHO HEKOTOPBIM BapHAHTAM OCYIIECTBICHUS y CyOBbEKTa HaONIOIAeTCs MOBTOPHO
NPOSIBUBIIUICS, PEIUANBHBIN H/UIM METACTATHYECKUH PaK IMEHKH MaTKH.

A. Aumumeno x TF

[0080] B uenom, anturena k TF no HacTosmeMy packpbITHIO CBsA3bIBaOT TF, Hanpumep,
TF denoBeka, U MPOSBISAIOT LUTOCTATHMYECKHH M LIUTOTOKCHYECKHH 3((QeKkTsl B OTHOLIEHUH
3JI0KAY€CTBEHHBIX KJIETOK, TAKUX KaK KJIETKU paka MOJOYHOM JKele3bl MU KJIETKU paka LIeHKU
Matku. AHtutena k TF 1o HacToseMy pAacKpbITHIO IPEANOYTUTENIbHO  SIBIISIOTCS
MOHOKJIOHAJIbHBIMH, W MOTYT TMPEACTAaBIATh COOOH mnonucnenuduyeckue, UeIOBEUYECKUE,
I'YMaHU3UPOBAaHHBbIE WM XMMEPHbIE AaHTHTENA, OAHOLENovYeyHble aHTHTeNna, Fab-pparmeHTs,
F(ab')-pparmenTsl, pparMeHThI, MOTyUYEHHBIE C MOMOIIBIO 3KCTpeccupyroiieit Fab 6ubmuorexu,
u TF-cBa3piBatomue (QparmMeHTsl M000ro w3 BblmenpueneHHOro. COracHO HEKOTOPBIM
BApUAHTAM OCYLIECTBJIEHHs aHTUTENa K TF MO HACTOSAIIEMYy pacKpBITHIO CHELU(PHUECKH
cesizpiBafoT  TF. Mosekynbl MMMYHOIJIOOYJMHOB IO HACTOSIIIEMY PACKPBITHIO MOTYT
NpUHAAIEXKaTh K modomMy Tuny (Hanpumep, IgG, IgE, IgM, IgD, IgA u IgY), knaccy (Hanpumep,
IgGl, IgG2, IgG3, IgG4, IgA1 u [gA2) wiu NoAKIACCY MOJIEKYJIbl HMMYHOTJIOOYJIMHA.

[0081] CornacHo ompeneneHHbIM BapHaHTAM OCYILIECTBJIEHHSI HACTOSIIErO PacKpbITHS
antutena k TF  mpencraBmsstor  co0OM  OMMCaHHBIE B HACTOSIIEM  JOKYMEHTE
AHTUTCHCBS3BIBAIOIINE (PPArMEHTHI (HapUMep, aHTUT€HCBSI3bIBAIOINUE (PparMeHThI UeloBeKa), U
OHU BKJIHOYAOT Oe3 orpanuyeHust Fab, Fab' u F(ab'),, Fd, omnomnenoueunsie Fv (scFv),
OJHOLIETIOYEYHbIE AHTHUTENA, CBsi3aHHbIe MuCyib(unabiMu cBsizsmu Fv (sdFv) m ¢parmenTs,
copepxkame OO0 Vi-, nubO0 VH-ITOMEH. AHTHIEHCBSI3BIBAIOLINE (PPArMEHTHI, BKIIOUAs
OJTHOLIENIOYEYHbIE AHTUTEJIA, MOTYT COAePKaTh BapruadenbHYIO(-bie) 001aCTh(-1) OTAESTBHO WM B
KOMOHWHAIIUY CO BCEH COBOKYITHOCTBIO MJIH YAaCThIO U3 CIIEAYIOLIero: mapHupHas obmacts, CHI1-,
CH2-, CH3- u CL-nomensl. Taxxke B HacToslee pacKpbITHE BKJIKOYEHbl aHTUTE€HCBSA3bIBAIOLINE
(bparMeHTsI, copepskaue 00y KOMOUHAIMIO BapruadenbHOMN(-bIX ) 001acTH(-ei) ¢ IapHUPHON
obmacreto, CHI1-, CH2-, CH3- u CL-nmomenamu. CoOrjlacHO HEKOTOPbIM BapUaHTaM
ocymectsierns anTuTena K TF mim ux aHTUreHCeBs3bIBaomue pparMeHTsl MPEenCTaBIsIOT COO0H
TaKOBBIE YEJIOBEKA, MPEACTABUTENs] MBIIIMHBIX (HAPUMEp, MBI W KPBICHI), OCJA, OBLIBI
KPOJIMKA, KO3bI, MOPCKOW CBHHKH, PECTABUTEIISI BEPOIFOJOBBIX, JOMIATN UITH KYPHULIBL

[0082] AntuTena x TF mo HacToseMy paCKPBITHIO MOTYT OBITh MOHOCTIELU(HUUECKUMH,
oucnenuduueckuMu, Tpucnerupudeckumu win nonucnenuduaeckumu. [lonmucnenupuyeckue
aHTHTENIA MOTYT OBbITh Crie(PUIECKIMH B OTHOLIEHHH pa3HbIX >nuTonoB TF wimu moryt ObITh

cneundpuvyeckuMyu B oTHomeHnun kak TF, Tak u rereponornynoro Oenmka. Cwm., Hampumep,
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nyomukamu corjjacao PCT WO 93/17715; WO 92/08802; WO 91/00360;, WO 92/05793; Tutt, et
al., 1991, J. Immunol. 147:60 69; 3asBku Ha Bbimauy mateHTa CIIIA NeNo 4474893; 4714681,
4925648; 5573920; 5601819; Kostelny ef al., 1992, J. Inmunol. 148:1547 1553.

[0083] Anturena x TF no HacToseMy paCKpBITHIO MOTYT ObITh ONMCAHBI HJIH YKa3aHbI B
KOHTeKcTe KOHKpeTHbIXx CDR, koropeie oHm comepskaT. TodHblE IpaHHMLIBI aMHHOKHCIIOTHBIX
nocnenosatenpbHocTell nanHbIx CDR mm FR 6e3 Tpyna MoryT ObITh OnpenieneHbl ¢ IpUMEHEHNEM
000 M3 psima XOPOIIO U3BECTHBIX CXeM, BKJIFOYasi TakoBble, onucanHble Kabat ef al. (1991),
“Sequences of Proteins of Immunological Interest,” 5-e usnanue. Public Health Service, National
Institutes of Health, Bethesda, MD (cxema Hymepanuu «Kabaty), Al-Lazikani et al., (1997) IMB
273,927-948 (cxema nymepanuu «Chothiay); MacCallum ez al., J. Mol. Biol. 262:732-745 (1996),
“Antibody-antigen interactions: Contact analysis and binding site topography,” J. Mol. Biol. 262,
732-745.” («KontakTHas» cxema Hymepauun), Lefranc MP ef al.,“IMGT unique numbering for
immunoglobulin and T cell receptor variable domains and Ig superfamily V-like domains”, Dev
Comp Immunol, 2003 Jan;27(1):55-77 (cxema nymepauuu «IMGT»); Honegger A and Plickthun
A, “Yet another numbering scheme for immunoglobulin variable domains: an automatic modeling
and analysis tool”, J Mol Biol, 2001 Jun 8;309(3):657-70, (cxema Hymepauu «Aho»); u Martin
et al., “Modeling antibody hypervariable loops: a combined algorithm,” PNAS, 1989,
86(23):9268-9272, cxema Hymepauuu «AbMy»). I'panuier qanabix CDR moryT BapbupoBaTh B
3aBUCHMOCTH OT MPUMEHsIeMON 1Jisi uaeHTu(ukanuu cxembl. COTJIaCHO HEKOTOPBIM BapHaHTaM
ocymectByieHust «CDRY» min «onpenenstonyo KOMITIEMEHTAPHOCTb 00JIaCThY, HIIH OTJENbHbIC
ykazanHbie CDR (Hanpumep, CDR-H1, CDR-H2, CDR-H3), naHHOr0 aHTHTEJa WK €ro 00NacTH
(HampuMmep, ero BapuadesbHON OOJIACTH) ClieAyeT MOHUMATh Kak oxsarbiBaromue CDR (wnu
koHKpeTHY0 CDR), kak onpezneneHo ¢ moMOLIbIO JIF000MH 13 BBIIEYNOMSHYThIX cxeM. Hampumep,
ecnn ykazaHo, uto koHkperHas CDR (manmpumep, CDR-H3) comepXuT aMHHOKHCIOTHYIO
MOCJIeIOBATEIbHOCTE COOTBETCTBYIOMEH CDR B aMUHOKHUCIOTHON MOCIEIOBATEIbHOCTH TAHHON
Vu- win Vi-obnactu, cienyer moHumarh, uto Takas CDR comepskuT MmocnenoBaTelbHOCTD
coorBercTBytomeld CDR (manpumep, CDR-H3) B mpenenax BapuaOenbHOH 00macTv, Kak
OTPENENIeHO ¢ MOMOIIBIO JIFOOOH M3 BBIIEYIOMSHYTBIX cXeM. MOKeT OBITh yKa3aHa cxema st
unentudukanym koukperanoit CDR mn konkperHbix CDR, kak, Hanpumep, CDR, onpenenenHoi
¢ momoIeio criocoda Kabat, Chothia, AbM wiu IMGT.

[0084] Hymepaiiusi aMMHOKHMCIOTHBIX OCTaTKOB B nocienosatenbHocTsix CDR anTuren
TF konbtoratroB antutena k TF u JeKkapCTBEHHOro CpeACTBAa B HACTOSIIEM JOKYMEHTE
MpenCcTaBjieHa B COOTBeTCTBHH cO cxemoit Hymepaun IMGT, kak onucano B Lefranc, M. P. et al.,

Dev. Comp. Immunol., 2003, 27, 55-77.
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[0085] CornacHo onpeneaeHHbIM BapUaHTaM OCYIIECTBJIEHUS aHTUTENA IO HACTOSILIIEMY
packpeiTHio comep:kar omHy wuiaum Oomee CDR anmturena 011. Cm. WO 2011/157741 wu
WO 2010/066803. Hacrosiiiee pacKpbITHE€ OXBATBIBAET AHTUTENO WIM €ro IMPOU3BOAHOE,
comepikalie BapuaOeNbHBIH JOMEH TSDKENOH WM JIETKOM ILenu, MpHYeM yKa3aHHBIA
BapualesbHBIA TOMeH comepkut (a) Habop u3 Tpex CDR, mpu sTtom ykasanubii Habop CDR
MPOUCXOANT U3 MOHOKJIOHAIBHOTO aHTuTeNa 011, u (b) Habop U3 YeThipex KapKaCHBIX 00JIaCTeH,
IPU HTOM yKa3aHHbIN HA0Op M3 KapKaCHBIX 00JIaCTeH OTIIMYaeTcsi OT Habopa KapKacHbIX odJyacTeit
B MOHOKJIOHaJIbHOM aHTuTene 011, u mpu 5TOM yka3aHHOE AaHTUTENIO WM €ro MPOU3BOIHOE
cszbiBatoTCs ¢ TF. CornacHO HEKOTOPBIM BapuaHTaM OCYLLECTBJICHUs] YKA3aHHOE aHTUTENIO WU
ero npousBoaHoe crneuuduuecku cpsazbiBaercs ¢ TF. CornacHO ompeneneHHbIM BapHaHTaM
ocymectsienust antureno k TF npencrasnser coboii 011. Anrurteno 011 Takke U3BECTHO Kak
THU30TyMa0.

[0086] CormacHO OAHOMY acCHEKTy B HACTOSIIEM JOKYMEHTE TaKXKe IPEeACTaBJICHbI
anturena Kk TF, koTopble KOHKYpUPYIOT ¢ TH30TYyMaOoM 3a ceszbiBanue ¢ TF. Taxoke B HacTosiem
JOKyMeHTe IpencTaBieHbl aHTUTeNa K TF, KOTOpble CBA3BIBAIOTCA C TEM K€ SMUTONOM, YTO U
TU30TyMal.

[0087] CornacHo OHOMY acHeKkTy B HACTOSIIEM JOKYMEHTE IMPENCTaBJIEHO aHTHTENO K
TF, conepxamee 1, 2, 3, 4, S unu 6 u3 nocnenosarenbrocteld CDR Tusorymaba.

[0088] CornacHO OgHOMY acCIeKTy B HACTOSIIEM JOKYMEHTE MPEICTaBIEHO aHTHUTENO K
TF, conepskaiiee BapuabebHYIO 00JIACTh TSHKEION LENH U BapuadeIbHY 0 00J1aCTh JIETKOH LIeTH,
npudeM BapuabenbHass obOmactb Tsokenod nenu comepxkut (1) CDR-HI, conmepskarrnyro
aMUHOKHUCIIOTHYO mocienoBarenbHocth SEQ ID NO:1, (ii)) CDR-H2, copepxainyro
aMUHOKHUCIIOTHYIO TnocienoBatenbHocTe SEQ ID NO:2, u (iii)) CDR-H3, conepsxariyto
aMUHOKUCIIOTHYIO mocienoBarebHocTh SEQ ID NO:3; w/unu npudem BapuabenbHasi 00JIacTh
nerkoii nenu copepxut (i) CDR-L1, cogeprkalinyro aMUHOKHCIIOTHYIO MOCIenoBaTebHOCTh SEQ
ID NO:4, (i1) CDR-L2, conep:xamyro aMHHOKUCIOTHYIO mocnenoBarebHocTh SEQ ID NO:S, u
(1i1) CDR-L3, conepskaiiyro aMHHOKHCIOTHYIO nocnenosareabHocTh SEQ ID NO:6.

[0089] OnmcanHoe B HacToOseM AOKyMeHTe aHTuTeo K TF MoxkeT comepkaTh JIFOOYIO
MOAXOJALIYIO TIOCJIEAOBATENIBHOCTh KAPKACHONW 00JIACTH BapHaOeJIbHOrO IOMEHa, MPH YCJIOBUH,
YTO QHTHUTENIO COXpaHseT CrMocOOHOCTh K cBsizbiBaHMO ¢ TF (Hampumep, TF dyenmoseka). B
KOHTEKCTE HACTOSIIErO JOKYMEHTa KapKacHbIe 00acTH TspKeynoi nenu obo3nauyensl kak «HC-
FR1-FR4», a xapkacHbeie obmactu jerkoi nemu odo3HaudeHsl kak «LC-FR1-FR4». CormacHo
HEKOTOPBbIM BapuUaHTaM OCyllecTBJeHus aHTuTeno k TF comepkuT mocCiIenoBaTeNbHOCTD
KapKkacHoi obyactu BapuadenpHoro nomena Tsukenoi uenu SEQ ID NO:9, 10, 11 u 12 (HC-FR1,

HC-FR2, HC-FR3 u HC-FR4 coorBercrBeHHO). CoOriacHO HEKOTOPBIM BapHaHTaM
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OCyINeCTBJIeHUs] aHTUTeNI0 K TF COmep:KUT TOCIeNOBaTeIbHOCTh KapKacHOH obyactu
BapuadespHOro qoMeHa jerkoi enu SEQ ID NO:13, 14, 15 u 16 (LC-FR1, LC-FR2, LC-FR3 u
LC-FR4 coOTBETCTBEHHO).

[0090] CornacHO HEKOTOpPHIM BapuUaHTaM OCYLIECTBJIEHUS OIUCAHHBIX B HACTOSLIEM
nokymeHnte antuten K TF BapuaOenbHBI TOMEH TSDKENOH LENMU CONEPIKUT aMUHOKHCIOTHYIO
MOCJIEA0BATENBHOCTD

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYAMSWVRQAPGKGLEWVSSISGS
GDYTYYTDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARSPWGYYLDSWGQG
TLVTVSS (SEQ ID NO:7), a BapuabenbHbIil JOMEH JIETKON LETH CONEP>KUT aMHHOKHCIIOTHYIO
MOCJIEA0BATENBHOCTD
DIQMTQSPPSLSASAGDRVTITCRASQGISSRLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPYTFGQGTKLEIK (SEQ ID NO:8).

[0091] CornacHO HEKOTOPBIM BapUaHTAM OCYLIECTBJIEHUS ONUCAHHBIX B HACTOSLLEM
nokymeHnte anturen k TF nocnenosarensHocTu CDR Tspxenoli nenu copeprkar clenyrolee:

a) CDR-HI1 (GFTFSNYA (SEQ ID NO:1));

b) CDR-H2 (ISGSGDYT (SEQ ID NO:2)); u

c) CDR-H3 (ARSPWGYYLDS (SEQ ID NO:3)).

[0092] CornacHO HEKOTOPHIM BapUaHTaM OCYIIECTBIIEHUS OIMUCAHHBIX B HACTOSLIEM
nokymenTte antuteln k TF nmocnenoBarenpHocT FR Tspkenol nenu copepkar Cleayroiee:

a) HC-FR1 (EVQLLESGGGLVQPGGSLRLSCAAS (SEQ ID NO:9));

b) HC-FR2 (MSWVRQAPGKGLEWYVSS (SEQ ID NO:10));

¢) HC-FR3 (YYTDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC (SEQ ID
NO:11)); u

d) HC-FR4 (WGQGTLVTVSS (SEQ ID NO:12)).

[0093] CornacHO HEKOTOpPHIM BapHaHTaM OCYIIECTBIIEHUS OIUCAHHBIX B HACTOSLIEM
nokymenTe antuten k TF nocnenosarenbHocTr CDR nerkoit nenu comepskar Cleayrolee:

a) CDR-L1 (QGISSR (SEQ ID NO:4));

b) CDR-L2 (AAS (SEQ ID NO:5)); u

¢) CDR-L3 (QQYNSYPYT (SEQ ID NO:6)).

[0094] CornacHO HEKOTOpPHIM BapHaHTaM OCYLIECTBIIEHUS OIUCAHHBIX B HACTOSLIEM
nokymeHnTte antutel K TF nocnenoBarensHocTH FR nierkoii nenu copepskar Clieayrolee:

a) LC-FR1 (DIQMTQSPPSLSASAGDRVTITCRAS (SEQ ID NO:13));

b) LC-FR2 (LAWYQQKPEKAPKSLIY (SEQ ID NO:14));

¢) LC-FR3 (SLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC (SEQ ID NO:15)); u

d) LC-FR4 (FGQGTKLEIK (SEQ ID NO:16)).
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[0095] CornacHO HEKOTOPHIM BapHaHTaM OCYLIECTBJIEHUS B HACTOSIIEM JOKYMEHTE
npexncrasieHo antuteno Kk TF, koropoe ceszpiBaercst ¢ TF (manpumep, TF uenoseka), npuuem
AHTHUTEJIO COAEPKUT BapualebHYI 00JIACTh TSDKEJIOW el W BapuadesIbHYK 00JIaCTh JIETKOM
LIeTTH, TIPUYEM aHTUTENIO CONEPIKUT:

(a) BapuaOepbHBIN JOMEH TSDKEJION LIeTH, COAepP AU

(1) HC-FR1, conep:xainyro aMHHOKHCIOTHYIO TocienoBaTenbHOCTh SEQ ID NO:9;
(2) CDR-H1, conepskainyto aMHHOKHCIOTHYIO nocienoBaresibHocTs SEQ ID NO:1;
(3) HC-FR2, conep:xainyro aMHHOKHCIOTHYO TiocienoBaTenbHocTs SEQ ID NO:10;
(4) CDR-H2, conepxainyro aMuUHOKHCIOTHYIO nocienosarenbHocTh SEQ ID NO:2;
(5) HC-FR3, conep:xainyro aMHHOKHCIOTHYO nocienoBaTenbHocTh SEQ ID NO:11;
(6) CDR-H3, conepskainyto aMHHOKHCIOTHYIO niocienoBaresibHocTh SEQ ID NO:3; u
(7) HC-FRA4, conep:xainyro aMHHOKHCIOTHYIO nocienoBaTenbHOCTh SEQ ID NO: 12,
w/unu
(b) BaprabenbHBIN JOMEH JIETKOH LI , COMepIKaIUH:
(1) LC-FR1, comepkainyto aMHHOKHCIOTHYO nocienosatenbHoctb SEQ ID NO:13;
(2) CDR-L1, conmepramryro aMMHOKHCIOTHYIO nocienosarenbHocte SEQ ID NO:4;
(3) LC-FR2, comepkainyto aMHHOKHCIOTHYIO nocienosatenbHocTb SEQ ID NO:14;
(4) CDR-L2, comepskainyro aMUHOKHCIIOTHYIO niocienoBateibHocTe SEQ ID NO:S;
(5) LC-FR3, conep:kaiiyr aMMHOKHCIOTHYIO nocienoBaTenbHocTh SEQ ID NO:15;
(6) CDR-L3, conepskainyro aMHHOKHCIOTHYIO nocienoBateibHocTh SEQ ID NO:6; u
(7) LC-FR4, comepkainyto aMHHOKHCIIOTHYO niocienosarenbHoctb SEQ ID NO:16.

[0096] CornacHO OgHOMY ACIEKTy B HACTOSIIEM JOKYMEHTE MPEICTaBIEHO aHTHUTENO K
TF, conepamee BapuaOeNbHBIA JOMEH TSDKEJOW LEMH, COAEpKAllUKd aMHHOKUCIOTHYIO
nocnenosatenbHocTs SEQ ID NO:7, wnu comepikainee BapuaOeNbHBIA JOMEH JIETKOH Liemw,
coiepskalii aMUHOKUCIIOTHYIO nocnenoBateabHocTh SEQ ID NO:8. CornacHo ogHOMY acnekTy
B HACTOSIIIEM JOKYMEeHTe mnpenctasieHo aHtuteno Kk TF, comepikamee BapuaOenbHBIN JOMEH
TSDKEJION LeNd, COAepKaluid aMHUHOKUCIOTHYH mnocienoBatenbHocTh SEQ ID NO:7, u
comepikamiee BapuaOeNbHBIH JOMEH JIETKOH LenW, COxepKalluid  aMHHOKHCIIOTHYIO
nocienopareabHocTh SEQ ID NO:8.

[0097] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS B HACTOSIIEM JIOKYMEHTE
npencTasieHo anturenio k TF, coneprkainee BapradenbHbIN JOMEH TSKEJIOH LEeMH, COAepKaui
AMUHOKHCJIOTHYIO TMOCJIEAO0BATENbHOCTD, XapaKTEPU3YIOMIYIOCS MO MeHbInel mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wunu 99% HUIEHTUIHOCTHIO
MOCJIEIOBATEILHOCTEH ¢ aMHUHOKHCIOTHOH mochienoBaTelbHOCTEI0O SEQ ID NO:7. CornacHo

OTpenesieHHbIM BapUaHTaM OCYIIECTBJICHHs BapuaOeTbHBINA JOMEH TSKEJIOHN IeTH, COAep KA
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AMUHOKHCJIOTHYIO TMOCJIEAO0BATENbHOCTD, XapaKTEPU3YIOMIYIOCS MO MeHblnel mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% HIEHTUUHOCTHIO
MOCJIeJOBATEILHOCTEH ¢ aMHUHOKHUCIOTHOHN mocienoBatenbHOCTEIO SEQ ID NO:7, Bkirouaer
3aMeHbl (HampuMep, KOHCEPBATHBHBIE 3aMEHbI), BCTABKH WM JACJELUH [0 CPaBHEHHIO C
STAJIOHHOM IOCJIEA0BATENILHOCTBIO U COXPAHSET CIOCOOHOCTS K cBsi3biBanuio ¢ TF (manpumep, TF
yenoBeka). COrJacHO OMNpeneNeHHbIM BapHUAHTAM OCYINECTBJICHHS 3aMEHE, BCTaBKE W/WIH
nenenuu B SEQ ID NO:7 Obputn moaBeprayThl B 00mmel ciokHOCTH OT 1 10 10 aMHHOKHCIIOT.
CornacHo ormpeneneHHbIM BapUaHTAM OCYIIECTBJICHUS 3aMEHbl, BCTaBKH WM JEleLUU
(mampumep, 1, 2, 3, 4 unu S aMHHOKHUCIIOT) HMEIOT MeCcTO B obnactsx 3a npeaenamu CDR (T. e. B
FR). CormacHo HEKOTOpPBIM BapHaHTaM OCYyIIeCTBieHHs aHtuTeno k TF comepxur
MOCJIEIOBATENIbHOCTD  BapualenpHOro nomena Tspkenod nenn SEQ ID NO:7, Bxirovas
NOCTTPAHCIIALMOHHBIE MOAU(UKAIMM TakoH mocnenoBaTeabHOCTH. COryiacHO KOHKPETHOMY
BapUAHTY OCYLIECTBJICHHs BapHaOeNbHbII JOMEH TSIKEJIOW MU CONEPIKUT OIHY, IBE WU TPU
CDR, BoiOpansbie u3: (a) CDR-HI, coneprxaieli aMHUHOKHCIIOTHYIO TOCHEN0BaTebHOCTh SEQ
ID NO:1, (b) CDR-H2, comep:xarueii aMMHOKUCIIOTHYIO nocienoBareabHocTh SEQ ID NO:2, u
(c) CDR-H3, conepkarueli aMMHOKUCIOTHYIO nocyieaosaTensHocTh SEQ ID NO:3.

[0098] CornacHO HEKOTOPBIM BapHAaHTaM OCYILIECTBJIEHHsS B HACTOSINEM JOKYMEHTE
npexacrasieHo antureno k TF, comepixainee BapuaOenbHbII JOMEH JIETKOH LIeMH, COnepsKaIinui
AMUHOKHCIIOTHYIO TMOCJIEAO0BATENbHOCTD, XapaKTEPHU3YIOIIYIOCs N0 MeHblnel mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% HIEHTUUHOCTHIO
MOCJIEIOBATENIBHOCTEH C aMHHOKHCIOTHOH mocienoBaTebHOCTEI0O SEQ ID NO:8. CormacHo
OMpeIeNIEHHbIM BapUAHTAM OCYLIECTBJICHHs BapHAaOENbHbIA JOMEH JIETKOW LIENH, COMep KaIlnui
AMUHOKHCIIOTHYIO TMOCJEAO0BATENbHOCTD, XapaKTEPU3YIOIIYIOCs N0 MeHbInel mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% HIEHTUUHOCTHIO
MOCJIeJOBATEILHOCTEH ¢ aMHHOKHCIOTHOHN mocienoBatenbHOCTEIO SEQ ID NO:8, BkIrouaer
3aMeHbl (HampuMep, KOHCEPBATHBHBIE 3aMEHbI), BCTABKH WM JAEJIEHUH IO CPABHEHHIO C
STAJIOHHOM MOCJIEA0BATENILHOCTBIO U COXPAHSET CIIOCOOHOCTS K cBsi3biBanuio ¢ TF (manpumep, TF
yenoBeka). COrJacHO OMNpeneNeHHbIM BAapUAHTAM OCYINECTBJICHHS 3aMEHE, BCTaBKE W/WIH
nenenuu B SEQ ID NO:8 Obutn moaBeprHyThl B 00IIel clokHOCTA OT 1 10 10 aMHHOKHCIIOT.
CornacHo ompeneneHHbIM BapHAHTAM OCYIIECTBICHUS 3aMEHbI, BCTABKH WM JIEJIEeLUU
(mampumep, 1, 2, 3, 4 U 5 aMUHOKHUCIIOT) HIMEIOT MecTO B obnactsx 3a npeaenamu CDR (T. e. B
FR). CormacHoO HEKOTOpPBIM BapHaHTaM OCYyIIECTBJIeHHs aHTuTeno k TF  comepixur
MOCJIEIOBATENIbHOCTh  BapuadenbHOro paomeHa Jerkod wenu SEQ ID NO:8, Bkirodas
NOCTTPAHCIISIUOHHBIE MOAU(UKAIIMHM TaKOW mocienoBaTeabHOCTH. COryiacHO KOHKPETHOMY

BAPHWAHTY OCYILIECTBJICHHUs BapuaOeNbHBI JOMEH JIETKON LeNu CONEP’KUT OIHY, IBE WJIH TPHU
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CDR, BeiOpannble u3: (a) CDR-L1, coneprxameii aMUHOKHCIOTHYIO MocienoBareabHocTh SEQ
ID NO:4, (b) CDR-L2, conepkaiueii aMUHOKHCIOTHYIO nocnenosarenbHOcTh SEQ ID NO:S, u (¢)
CDR-L3, conep:xaiueii aMMHOKUCIOTHYIO nocaenosaTenbHocTs SEQ ID NO:6.

[0099] CornacHo HEKOTOpPHIM BapuaHTaM oOcyluecTBieHHs aHTuteno k TF comepkut
BapuabeNbHBI TOMEH TSDKENOW LeTnH, Kak B JI0OOM M3 NPEACTABICHHBIX BBIIIE BAPUAHTOB
OCYIIECTBIIEHHS, U BapuaOeIbHbII TOMEH JIETKOH LeTH, KaK B JFOOOM M3 MPECTaBIEHHBIX BbIIIE
BapUaHTOB ocyecTBieHus.. COrlacHO OJHOMY BAapPHAHTY OCYINECTBJICHUS AHTUTENO COAEPIKUT
MOCJIeIOBATENIbHOCTD  BapuabenpHoro nomena Tsokenoit wenmu SEQ ID NO:7 w
MOCJIeIOBATENIbHOCTD  BapuadenbHOro paomeHa Jerkod wenu SEQ ID NO:8, Bxirovas
MOCTTPAHCIIALHOHHBIE MOAU(UKALIUN TAKHUX ITOCIIE0BATEIbHOCTEH.

[0100] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIeHMs aHTUTeNno K TF koHbrOrarta
anrurena k TF u nexapcrBeHHOro cpencrtsa comepkut: 1) CDR1 Tspkenoii memnu, comeprKayro
aMuHOKUCIOTHYIO TocaenoBaTenbHOCTE SEQ ID NO: 1, CDR2 Tspkenoi memnu, conepikaryro
aMUHOKUCIIOTHYIO TocienoBaTebHOCTE SEQ ID NO: 2, CDR3 Tspkenoi memnu, conepikaryro
aMHHOKHUCIIOTHYI0 nocnenoBaTesibHocTh SEQ ID NO: 3; u ii) CDR1 jerkoii uemnu, comepskariyro
aMuHOKUCIOTHYIO nocienoBatesbHOCcTh SEQ ID NO: 4, CDR2 nerkoii umemnu, copeprKainyro
aMHUHOKUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u CDR3 nerkoii nenu, copeprKainyro
aMUHOKHCIIOTHYIO nocneaoBarenbHOCTh SEQ ID NO: 6.

[0101] CormacHo HEKOTOpPBIM BapHaHTaM OCYLIeCTBIeHUs aHTHTeNo K TF koHbIOraTta
antutennia K TF W  JekapCTBEHHOrO  CPeACTBa  CONEPXKUT. 1) AMHHOKHCIOTHYIO
MOCJIEIOBATENIPHOCTh, XAPAKTEPHU3YIOIIYIOCS IO MeHbInel Mepe 85% UAEHTUYHOCTBHIO
MOCJEIOBATENBHOCTEN ¢ BapuabeNbHONH  OONACTBIO  TSDKENIOM — Lenmu, — comepkarnei

aMUHOKUCIIOTHYO —mocienoBatenbHocTh SEQ ID NO: 7, uw  i1) aMHHOKHCIOTHYIO

>
MOCJIEIOBATENIPHOCTh, XAPAKTEPHU3YIOIIYIOCS IO MeHbIIer Mepe 85% UAEHTUYHOCTBIO
NIOCJIEIOBATENILHOCTEH ¢ BapraOebHOM 00J1aCThIO JIETKOW IIeTH, COAepIKallell aMUHOKUCIIOTHYIO
nociegoBateabHocTh SEQ ID NO: 8.

[0102] CornacHO HEKOTOpPBIM BapHaHTaM OCYILIeCTBIeHUsT aHTUTENO K TF koHBIOTaTa
aatutena K TF u nekapcTBeHHOTO CpencTBa MpeacTaBisieT COO0H MOHOKIIOHAJIBHOE aHTUTEIO.

[0103] CornacHO HEKOTOpPBIM BapHaHTaM OCYILIECTBIeHUsI aHTUTeNO K TF koHBIOTaTa
aarutena kK TF u jekapCTBEHHOTO CpencTBa MPEACTaBIsieT COOOM TH30TyMad, KOTOPBIH Takke
u3BecTeH kak antureno 011, kak ormucano B WO 2011/157741 u WO 2010/066803.

[0104] Arturena xk TF mo HacTosimeMy H300pETEHUIO TAKXKE MOTYT ObITh ONMUCAHBI UIIH
yKa3aHbl B KOHTekcre ux addunHHOCTHM cCBsizbiBanusg K TF (Hanpumep, TF uenosexka).

HpeI[HOLITI/ITeJ'IbeIe IMoKa3aTeIn a(l)(I)I/IHHOCTI/I CBSI3bIBAHHUS BKJIIOYAIOT TAaKOBbIE C KOHCTAHTOM

nucconuarmu unn Kd menee 5 x 102 M, 102 M, 5 x 10° M, 10° M, 5 x 10* M, 10* M, 5 x 10°
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M, 10°M, 5x10°M, 10°M, 5x107M, 107 M, 5x10*M, 10®*M, 5% 10°M, 10° M,
5x101°M, 101 M, 5 x 10 M, 101 M, 5 x 1012 M, 102 M, 5 x 103 M, 107 M, 5 x 104 M,
10 M, 5 x 10 M umm 10°° M.

[0105] CymecrByer maTh kiaccoB mMMyHornoOymmHOB: IgA, IgD, IgE, IgG u IgM,
COZepIKAIIUX TsDKENbIe LIeTH, 0003HaYaeMble Kak o, O, €, Y, U |l COOTBETCTBeHHO. Kitaccer v u o
JOTIOJIHUTENIbHO MOAPA3AENAI0TCS Ha IMOJKJACCHl, HAaNpuUMep, y JIHOJAeH SKCIpecCUpyTCcs
cnenyromue noakaaccel: 1gGl, IgG2, IgG3, IgG4, IgAl u IgA2. IgGl-antutena moryr
CYLIECTBOBaTb B HECKOJBKUX IOJIUMOP(HBIX BapHaHTaX, HA3bIBAEMbIX AJUIOTHIIAMHU
(paccmorpeno B Jefferis and Lefranc 2009. mAbs Vol 1 Issue 4 1-7), mr060%i 13 KOTOPBIX MOAXOIUT
17151 TPUMEHEHUsl COTJIaCHO HEKOTOPbIM M3 BapUAaHTOB OCYILIECTBJICHUs, NPEACTABIEHHBIX B
HACTOALLEM JOKyMeHTe. PacnipocTpaHeHHBIMU aIJIOTUIINYECKUMHU BAPUAHTAMU B YEJIOBEUECKUX
NOMYJIALUSAX SIBJIIOTCSL TakoBble, 0OO3HaueHHble OykBamu a, f, n, z, WM UX KOMOMHALMH.
CornacHo nOOBIM BapHaHTaM OCYINECTBIICHMS, NMPEICTABICHHBIM B HACTOSIIEM JOKYMEHTE,
AHTHUTENIO MOXKET conepkaTh Fc-o0nacte Tspkeson nenu, npeaycmarpusaroinyo Fc-obmacts IgG
yenoBeka. COrlacHO JOTIONHUTENbHBIM BapuaHTam ocyuiectBieHus Fc-obnacte IgG uenoseka
otHocutcs k IgG1 uenosexa.

[0106] AxnTuTena  Takke ~ BKJIOYAOT  [POU3BOJHBIE, KOTOpbIE  SIBJISIFOTCS
MOAN(MUILMPOBAHHBIMH, T. €. IMyTeM KOBAJEHTHOTO NPHUCOSTUHEHUS] K AHTHTENY MOJIEKYJIbI
ao00oro THma Tak, 4YTOOBl KOBAJEHTHOE MPUCOCIUHEHHE HE MPENsSTCTBOBAIO CBSI3bIBAHUIO
anturena ¢ TF WM TPOSIBICHHIO ILMTOCTATUYECKOTO MJIM LIUTOTOKCUYECKOro sddexra B
orHowennn HD-knerok. Hanpumep, 0Ge3 orpaHu4eHus, NMPOWU3BOAHBIC AHTUTENA BKIFOYAIOT
aHTHUTENa, KOTOpble ObUIM MOAMMULHUPOBAHBL, HANPUMEp, MyTeM TJIHUKO3WIUPOBAHHMS,
alleTUJIMPOBAHUS, TETWINPOBaHUs, (HOCPOpPHIUPOBAHUS, aAMHUAUPOBAHUS, JEPUBATH3ALMU
U3BECTHBIMHU 3aLIUTHBIMU/OJIOKUPYIOIIUMH TPYIIAMH, TPOTEOJIN3a, COSTUHEHUSI C KIETOUYHBIM
JIMTAHAOM WU APYTHM OeskoM U T. A. JIFoOble 3 MHOTOYUCIIEHHBIX XUMHUYECKUX MOIU(UKALIII
MOJKHO OCYLIECTBIISITh C TOMOINBI0 M3BECTHBIX METOAMK, BKIIOYas Oe3 OrpaHuvYeHUst
cnerMpuyeckoe  XMMHUYECKOe  pacCIleIUIeHHe,  aleTHJIMpOBaHHe,  (OPMIUTUPOBAHHE,
MeTa0OMNYECKUH CHHTE3 TYHHKaMHLUHA U T. . Kpome TOro, mpousBOIHOE MOXKET CONEPKaTh
onHy win Oosiee HeCTaHAAPTHBIX AMHHOKHUCIIOT.

B. Cmpyxmypa konvioeama anmumena u 1eKapCmeenHo20 cpeocmed

[0107] CornacHO HEKOTOPBIM ACTIEKTaM OMHUCAHHBIE B HACTOSIIEM IOKYMEHTE KOHBIOTAThI
anTuTena K TF 1 n1ekapCTBEHHOIO CPEACTBA COAEpIKAT JUHKEP MexXy aHTutenom Kk TF unu ero
AHTUIeHCBS3BIBAIOLINM  (parMEHTOM, ONHMCAHHBIMH B  HACTOSIIEM  JOKYMEHTE, U

HUTOCTATUYCCKUM WM HUTOTOKCHYCCKHUM JICKAPCTBECHHBIM CPEICTBOM. CornacHo HEKOTOPbIM
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BapUAHTaM OCYIIECTBJICHUs JIMHKEp MpencTaBisieT coboil HepaciensieMblil tuHkep. CornacHo
HEKOTOPBHIM BapHUAHTAM OCYIIECTBJICHU! IMHKEP MPEACTABISIET COOON pacIIerIsieMblil TMHKEP.

[0108] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS JIMHKED MPEACTABISIET COOOM
paclIerIsieMblil IENTHIHBIN JIUHKEP, copepskamuii Mmanenmugokanpowt (MC), nunentus BajJuH-
Tpy/utuH  (ve) u  n-amuHoOeH3minkapOamar (PAB). CorimacHo HEKOTOPBIM BapHaHTaM
OCYILIECTBIICHHS PACIIETIISIeMbli IENTHIHBIN JTUHKep Xapakrepusyercs popmynoii: MC-vc-PAB-
, The:

a) MC npencrasnser coboii:
O
N/\/\/%
O
0]

b) vc npencrasiser coOoi AUNENTH BATUH-UUTPYJUIUH U

>

c) PAB npencrasnsier coboi:

o

[0109] CornacHo HEKOTOPBHIM BapUaHTAM OCYIIECTBIIECHUS JIMHKED MPEACTABISET COOOM
paciieruisieMblii  eNTUAHBIA JIMHKep, conepskammii Majgenmunokanpowt (MC). CornacHo
HEKOTOPBIM BapuUaHTaM OCYIICCTBICHUA pacmermﬂeMinfl HeHTHI[HbIﬁ JIMHKEP XapaKTEPU3YyECTCA
dbopmynoit: MC-, rre:

a) MC npencrasisier coboii:

O

[0110] CormacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJICHHUS JIMHKED MPUCOEANHEH K
CYAb(TUIPIIbHBIM TPyIIaM aHTUTeNla K TF WM ero aHTHUreHCBS3BIBAKOINErO (hparMeHTa,
MOJIyYEHHBbIM MNYT€M YaCTHUYHOIO WJIM TMOJHOTO BOCCTAHOBJIEHUs aHTuTena k TF wnm ero

AHTUT'CHCBA3BIBAIOIICI'O @parMeHTa. CornacHo HEKOTOPBIM BapHaHTaM OCYIICCTBJICHUA JIMHKEP
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NPUCOEINHEH K CYJIb(TUAPUIBHBIM rpynmnaMm aHTutena K TF mim ero aHTUreHCBS3BIBAIOIIErO
¢dparMeHTa, MONYyYEeHHBIM IIyTEM YAaCTUYHOIO BOCCTaHOBIEHHs aHTuTena k TF wmmm ero
AHTUTEeHCBs3bIBatOIIEro ¢pparmenTa. COrlacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS JIMHKEP
NPUCOENHEH K CYIb(TUAPUIBHBIM rpymnmnam aHTutena K TF mim ero aHTUreHCBS3BIBAIOIIErO
¢parMeHTa, MNOJYYEHHbIM IIyTEM IIOJHOTO BOCCTAHOBJIEHUs aHTHTena kK TF wmm ero
AHTHUT€HCBS3BIBAOIETO (hparMeHTa.

[0111] CornacHO HEKOTOPBIM ACTIEKTaM OMUCAHHBIE B HACTOSAIEM IOKYMEHTE KOHBIOTAThI
auturena Kk TF U nexapCTBEHHOrO CpeACTBA COAEPIKAT OMUCAHHBIM B HACTOALIEM TOKYMEHTE
JMHKEp MeXAy aHTtuTenoM K TF min ero aHTUreHCBSI3bIBAIOIIUM (DparMeHTOM, ONUCAHHBIMU B
HACTOSALIEM AOKYMEHTE, U LUTOCTATUYECKUM MJIH LIUTOTOKCUYECKUM JIEKAPCTBEHHBIM CPEJICTBOM.
bbu10 MOKa3aHO, YTO aypUCTATHHBI HAPYIIAKOT AWHAMHUKY MUKpOTpyOouek, ruaponus I'TO u
nenenue sinpa u kaetku (cm. Woyke et al (2001) Antimicrob. Agents and Chemother. 45(12): 3580-
3584), u obnagaroT mpoTUBOPakoBOW (cM. 3asBKy Ha Bbimady nareHta CLIA Ne 5663149) u
POTUBOIPHOKOBOI akTUBHOCTBIO (cM. Pettit ef al., (1998) Antimicrob. Agents and Chemother.
42: 2961-2965. Hampumep, MOXXHO OCYIIECTBJATb peakuuro aypuctatuHa E ¢ 1-
aueTHIO0EH30MHON KHCIIOTOH Mt OeH30MIIBAJIEpUaHOBOI KuCioToi ¢ noiayueHneM AEB u AEVB
COOTBETCTBEHHO. J[Ipyrue TunuuHbele NpousBOAHBIE aypucraThuHa BkmouaroT AFP, MMAF
(moHometrunaypuctatit F) 1 MMAE (Mmonometunaypucratus E). [Togxoasiinue aypucTaTuHbl U
aHaJIOTH, TPOU3BOAHBIE M IPOJIEKAPCTBA AypUCTATHHA, & TAKXK€ MOAXOMASINNE JHHKEpPbI IS
KOHBIOTALIUM aypUCTATHHOB ¢ Ab, ONHMCaHbl, HaIpuUMep, B 3asBKax Ha Bbyaaudy mateHtra CIIIA
NeNe 5635483, 5780588 m 6214345 u B nyOnuKanusx MEKAYHAPOIHBIX 3asBOK HA IMATEHT
WO002088172, WO02004010957, WO2005081711, WO2005084390, WO02006132670,
WO003026577, W0200700860, W0O207011968 u WO0205082023. CoriacHO HEKOTOPbIM
BapHaHTaM OCYLIECTBIIEHUS] OMMCAHHBIX B HACTOSIIEM JOKYMEHTe KOHbIoratoB antutena k TF u
JIEKapCTBEHHOI'O CPENCTBA LUTOCTATUYECKOE WM LIUTOTOKCUYECKOE JIEKAPCTBEHHOE CPENCTBO
npencTaBisier CcoOOW  aypuUCTaTMH WU ero  (DYHKIMOHAJbHBIM  aHAjOr  (Hampumep,
(PYyHKLMOHATBHBIN MENTH HA €r0 OCHOBE) MM ero (PyHKIHMOHAIbHOE npou3BoaHoe. CormacHo
HEKOTOPBIM BapHaHTaM OCYIIEeCTBIIEHUS aypuUCTaTHH MIpeCTaBIIsIeT coboit
MOHOMETWJIAYPUCTATUH WIH €ro (yHKIHOHAJIbHBIA aHajor (Hampumep, (YyHKIHOHAJIbHBIN
NENTHA HA €r0 OCHOBE) WIIH €0 (PYHKIIHOHAIBHOE MTPOU3BOIHOE.

[0112] CormacHO OOHOMY BapUAHTY OCYIIECTBIICHUS aypUCTATHH MPEICTABISIET COOOM

moHomeTtunaypucratud E (MMAE):
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rac€ BOJIHUCTAA JIMHUA 0003Ha4YaeT CalT MMPUCOCANHEHUSA JINMHKEPA.

[0113] CormacHo OgHOMY BapUAHTY OCYIIECTBIIEHUS aypUCTATUH MPEIACTAaBISIET COOOM

moHomeTtunaypucratud F (MMAF):

0]
H H
N/,, N N
Ay O
0] 0] 0] O (@]
™~ ™~ O OH

MMAF

i€ BOJIHUCTAsI IMHUSL 0003HAYaeT CAlT MPUCOSTUHEHUS JIMHKEPA.

[0114] CornacHo OIHOMY BapHaHTy OCYILIECTBICHUS PACLIEIUISIEMbIil TeNTUAHBIN JTUHKEP
xapakTtepusyercs popmyioit: MC-vc-PAB-, u npucoenunen k. MMAE. OOpasyoommuiics B
pesynbrare nuHkep-aypucrtatud, MC-vc-PAB-MMAE, taxxe Ha3biBaeTcss VeMMAE. ®dparmeHT
JeKapCTBeHHOE cpencTBO-TuHKep VCMMAE u  cnocoObl KOHBIOTALMHM  PACKPBITHI B
W02004010957, US7659241, US7829531 u US7851437. Ecnu veMMAE mnpucoeanHes x
aatutenny K TF MIM €ro aHTUTeHCBS3BIBAIOIIEMY (PAarMEHTy, OMUCAHHBIMH B HACTOSIIEM

IOKYMEHTe, 00pa3yomascs B pe3yJibTaTe CTPYKTYpa sIBJISIETCS CIENYIOIIEH:

o) 0
Ab——s o) )k §I _—_——
0 o} N N N N
N\/\/\)l\v Cit-N I 0 ] O\ o e} fo)
al-Cit-
lH ~
0

(4

Ab-MC-vc-PAB-MMAE (veMMAE)

9

rae p obozHauaeT yucyo ot 1 no 8, Hanpumep, 1, 2, 3, 4, 5, 6, 7 wiu 8, HarpuMep, p MOXKET
cocTaBiATh 3-5, S mpencraBiseT cobol cynpdrugpuiabHyr0 rpymnmy anturena k TF u Ab
obo3Hauaet anTuTeNo K TF MK €ro aHTUreHCBSI3BIBAIOLIHH ()ParMeHT, ONMMCAHHBIE B HACTOSIIIEM
nokyMeHTe. CornacHO OJHOMY BapUaHTy OCYILE€CTBJIEHHs yCPEIHEHHOE 3HaueHHe P B MONYJISLUN

KOHBIOTATOB aHTUTEIIA U JICKAPCTBEHHOTO CPEACTBA COCTABIIAACT OKOJIO 4. CorjacHo HEKOTOPbIM
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BapUAHTaM OCYIIECTBJICHUS] P ONPEAENSIOT C IMOMOINBI Xpomartorpaduu ¢ ruapodoOHbIM
B3aumozeiicteuem (HIC), nHampumep, myTeM pasfeneHusi HarpyK€HHBIX JIEKapCTBEHHBIM
CPEICTBOM MOJIEKYJl Ha OCHOBE BoO3pacraroinedl ruapodoOHOCTH, OT HauMeHee ruapodoOHOIM
HEKOHBIOTUPOBAHHON (DOPMBI, 3JIIOMPYeMON MepBoH, 1o Hambonee ruapodobHOi Gopmbl ¢
8 eIMHULAMU JIEKAPCTBEHHOI'O CPEACTBA, BJIIOMPYEMOM MOCJIEIHEN, C MPOLEHTHON IJIOIIAIbIO
NMKa, COOTBETCTBYIOIIEH OTHOCHUTEJNIPHOMY pAaCHpPENeNeHHI0 KOHKPETHBIX Harpy»KeHHbIX
JIEKAPCTBEHHBIM CPEICTBOM MOJIEKYJ] KOHBIOTATOB aHTHUTENA M JIEKapCTBEHHOro cpencrea. Cm.
Ouyang, J., 2013, Antibody-Drug Conjugates, Methods in Molecular Biology (Methods and
Protocols). CormacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS P OIPEIENAIOT C MOMOIIBIO
oOparieHHO-(a30BOM  BBICOKO3(PEKTUBHON KUAKOCTHOH  xpomatorpaduu (RP-HPLC),
HanpuMep, IIyT€M OCYIIECTBJIEHUs CIIepBa pPEAaKIHM BOCCTAHOBJEHUS C LEJNbIO IOJHOMN
JMCCOLMALINY TsKeNbIX U Jierkux neneit ADC, 3aTem pa3zieneHus Jerkux 1 TSHKeNbIX Lenei U ux
COOTBETCTBYIOIIMX HArPY>KEHHBIX JIEKAPCTBEHHbIM cpenactBoM (opm Ha RP-kononke, rae
NPOLIEHTHBIN MUK, SBJSIIOIMUINCS PE3yJbTATOM HHTETPAaLlUd MUKOB JIETKUX LENell M TSDKENbIX
Lenel, BMECTe ¢ 33JJaHHON Harpy3koll B BHUJE JIEKAPCTBEHHOI'O CPEACTBA ISl KaXKAOTO IHKA,
NPUMEHSIETCsl Ul pacuera CPEeIHEB3BELIEHHOTO COOTHOIUEHUsS JIEKApCTBEHHOIO CPEACTBA U
antutena. Cm. Ouyang, J., 2013, Antibody-Drug Conjugates, Methods in Molecular Biology
(Methods and Protocols).

[0115] CornacHo ofHOMY BapHaHTy OCYILIECTBICHUS PACLIEIUISIEMbIil TENTHAHBIN JTUHKEP
xapakrepusyercs ¢opmyiaoi: MC-vc-PAB-, u npucoennmnen k MMAF. OOpasyromuiics B
pesynbrare nuHkep-aypuctatud, MC-vc-PAB-MMAF, takxe HaszbiBaeTcs VeMMAF. dparmeHT
JekapcTBeHHOe cpencTBo-muHkep VCMMAF  u  crmocoObl  KOHBIOTALMU  PACKPBITBI B
WO02005081711 u US7498298. Ecniu veMMAF mnpucoenuner k antureny k TF wumu ero
AHTUTCHCBS3BIBAIOIIEMY (PparMeHTy, ONMMCaHHBIM B HACTOSILIEM JOKYMEHTE, O0pa3yromascs B

pe3yJibTaTe CTPYKTYpa ABJIAETCS CIEAYIOIIEH:

o) o 0
Ab S 0 )k %, u
o) 0~ °N g N N N
N\/\/\)I\ I (0] I O. (0]
Val-Cit-N ~ o_ O
3 H ~ 0% “SoH

/4

Ab-MC-ve-PAB-MMAF (veMMAF)
b

rae p obozHauaeT yucyo ot 1 no 8, Hanpumep, 1, 2, 3, 4, 5, 6, 7 wiu 8, HarpuMep, p MOXKET
cocTaByATh 3-5, S mpencraBnseT cobol cynphrugpuiabHyr0 rpymmy antutena k TF u Ab
obo3Hauaetr anTuTeNo K TF MM ero aHTUreHCBSI3BIBAIOLIHNH ()PArMeHT, ONMMCAHHBIE B HACTOSIIIEM
nokyMeHTe. CornacHo OJJHOMY BapHaHTy OCYILE€CTBJICHHs yCPEIHEHHOE 3HaueHHe P B MONYJISALUN

KOHBIOTATOB aHTUTEIIA U JICKAPCTBEHHOTO CPEACTBA COCTABIIAACT OKOJIO 4. CorjacHo HEKOTOPbIM
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BapUAHTaM OCYIIECTBJICHUS] P ONPEAENSIOT C IMOMOINBI Xpomartorpaduu ¢ ruapodoOHbIM
B3aumozeiicteuem (HIC), nHampumep, myTeM pasfeneHusi HarpyK€HHBIX JIEKapCTBEHHBIM
CPEICTBOM MOJIEKYJl Ha OCHOBE BoO3pacraroinedl ruapodoOHOCTH, OT HauMeHee ruapodoOHOIM
HEKOHBIOTUPOBAHHON (DOPMBI, 3JIIOMPYeMON MepBoH, 1o Hambonee ruapodobHOi Gopmbl ¢
8 eIMHULAMU JIEKAPCTBEHHOI'O CPEACTBA, BJIIOMPYEMOM MOCJIEIHEN, C MPOLEHTHON IJIOIIAIbIO
IINKA, COOTBETCTBYIOIEH OTHOCUTENIBHOMY PpAaclpeNesieHUI0 KOHKPETHBIX HarpyKeHHbIX
JIEKapCTBEHHBIM CPEICTBOM MOJIEKYJl KOHBIOTaTOB aHTUTENA U JIEKAPCTBEHHOrO cpeacTtsa. CM.
Ouyang, J., 2013, Antibody-Drug Conjugates, Methods in Molecular Biology (Methods and
Protocols). CormacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS P OIPEIENAIOT C MOMOIIBIO
oOparieHHO-(a30BOM  BBICOKO3(PEKTUBHON KUAKOCTHOH  xpomatorpaduu (RP-HPLC),
HampuMep, MyTeM OCYLIECTBJIEHUs CIE€pBa pEakLUU BOCCTAHOBJICHUS C LEJNbIO IOJHON
AUCCOLMALIMY TsKeNbIX U erkux unenei ADC, 3aTeM pasfeneHust Jerkux U TsUKeTbIX LeTel U UX
COOTBETCTBYIOIIMX HArPY>KEHHBIX JIEKAPCTBEHHbIM cpenactBoM (opm Ha RP-kononke, rae
NPOLEHTHBIN MUK, SBJIAIOIIUNACA Pe3yJbTaTOM HHTErpaldd IMUKOB JIETKUX LENeH U TSDKEJbIX
Lenel, BMECTe ¢ 33JJaHHON Harpy3koll B BHUJE JIEKAPCTBEHHOI'O CPEACTBA ISl KaXKAOTO IHKA,
NPUMEHSAETCS ISl Pacuera CPEJHEB3BEIICHHOIO COOTHOLIEHUs JIEKAPCTBEHHOIO CPEACTBA U
antutena. Cm. Ouyang, J., 2013, Antibody-Drug Conjugates, Methods in Molecular Biology
(Methods and Protocols).

[0116] CormacHo oOmHOMY BapUaHTy OCYLIECTBJICHHS KOHBIOraT aHTHUTENa W
JIEKapCTBEHHOT'O CPEACTBA MPEACTABIISET COOOM TH30TYMaO-BEIOTHH.

C. Aumumeno k PD-1

[0117] B uenom, anTuTena k PD-1 uimu uX aHTUreHCBs3bIBarOIIUe ()parMeHThbI IO
HACTOSILIIEMY pacKpbITHIO cBsi3bBatoTcss ¢ PD-1, nampumep, PD-1 uenoseka. CornacHo
HEKOTOPbIM BapHUaHTaM OCYIIECTBJEHUs] aHTUTeNo0 K PD-1 unum ero aHTUreHCBS3bIBAKOLIUIMA
(parMeHT comepKaT omnpenesomue KoMmruieMeHtapHoctb obmactu (CDR) anTuTena wim
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BHIOPAHHBIX M3 TPYIIIBI, COCTOSIIEH U3 HUBONyMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unmu ux duoananora. CoriacCHO HEKOTOPBIM BapHaHTaM
ocymectBieHns aHtuteno k PD-1 wimm ero antureHces3piBarommii ¢pparment copepkat CDR
AaHTUTENIAa WM AHTUTCHCBSA3BIBAIOIIETO (parMeHTa, BBIOPAHHBIX W3 TPYMIbL, COCTOALICH W3
HuBONyMaba, Amp-514, Tucnenuzymaba, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. CornacHO HEKOTOPHIM BapUaHTaM

OCyLIeCTBIIeHUs aHTUTeNo K PD-1 uiom ero aHTHreHCBSI3BIBAOIINI (parMeHT copepskar



49

BapradeIbHYI0 00JIACTh TSKEION LeTU U BapuadellbHyr0 O0JIaCTh JIETKOW LIeMH aHTUTENA WU
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BHIOPAHHBIX M3 TPYIIIBI, COCTOSIIEH U3 HUBONYMaba, Amp-
514, tucnenusymaba, nemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 nnu ux Ouoananora. CorjlaCHO HEKOTOPBIM BapHaHTaM
ocymiecTBlieHHss aHTuTeNo K PD-1 unm ero aHTHreHCBSI3BIBAOLINI (parMeHT copepskar
BapraleIbHYI0 00JIACTh TSKEION LeTH U BapuadesbHyr0 O0JIaCTh JIETKOW LIeMH aHTUTENa WU
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BHIOPAHHBIX M3 IPYIIIBI, COCTOSIMIEH U3 HUBONYMaba, Amp-
514, tucnenusymaba, nemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003. CornacHo HEKOTOPBIM BapUaHTaM OCYINECTBIEHUS
anTuteso k PD-1 uiam ero aHTUreHCBSI3bIBAIOIIUI (PparMEHT BBIOPAHBI U3 TPYIIIbIL, COCTOSIIEH U3
HuBoJymMada, Amp-514, tucnennzymada, uemuriumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, xampenuzymada, PDR001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 wmu ux Ouoananora. CorjacHo
HEKOTOPbIM BapuUaHTaM OCYyLIeCTBIeHUs aHTUTeNo K PD-1 wnm ero aHTUreHCBA3BIBAHOLIUN
¢dparmMeHT BbIOpaHBI W3 TPYMIBL, COCTOsMEH U3 HuBONyMaba, Amp-514, Tuciaennsymada,
uemurinmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO0O1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCYyIeCTBIeHHs aHTuTeNOo k PD-1 mnu ero
AQHTUTE€HCBS3BIBAKOINNIN (PparMeHT MpeACTaBIsIOT co00i HuBONyMad. CM., HampuMep, 3asiBKy Ha
Bbinauy narenta CIITA Ne 8008449; WO 2013/173223; WO 2006/121168. AHTUTENO HUBOJYyMAO
Takke u3BecTHO kak OPDIVO®. CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUS] aHTUTENO K
PD-1 nnu ero aHTHreHCBSI3BIBAIO LI (PPArMEHT NMPENCTaBISIIOT codoit Amp-514. Cwm., Harpumep,
Naing et al., Annals of Oncology, Volume 27, Issue suppl 6, 1 October 2016, 1072P. Axtureno
Amp-514 Taxxe uzBectHo kak MEDIO680. CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUS
anTuTeNo K PD-1 miiu ero aHTUreHCBSI3bIBAO LU (hparMEHT MPENCTABIISIFOT COOOM THUCIETH3yMa0.
Cwm., Harmpumep, 3asBKy Ha Bbiiady natenta CIIIA Ne 9834606. AntuTeno Tuciaenusymad Takke
u3BecTHO kak BGB-A317. CornacHO HEKOTOpPBIM BapHaHTaM OCyIlecTBIeHus aHtuteno Kk PD-1
WIN €r0 aHTUTCHCBS3BIBAIOIINN (PparMeHT mpenacTaBisiroT codoi nemurmmmad. Cum., Hapumep,
Burova et al., Mol Cancer Ther. 2017 May;16(5):861-870. AHTuTEeNno uemMuruiuMad Takxke
u3BecTHO kak REGN2810. CornacHO HEKOTOPBIM BapuUaHTaM OCylLIeCTBJIeHUsl aHTuTesno k PD-1
WIN €ro aHTUTeHCBS3bIBAOIUI (parMeHT mnpenctaBisitoT codoit TSR-042 (moctymHO BO
Bcemuproit maytuHe mo azapecy www.ejcancer.com/article/S0959-8049(16)32902-1/pdf).

CornacHo HEKOTOPHIM  BapHaHTaM OCYINeCTBJeHMs aHTuTeno k PD-1  wmm  ero
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AHTUTCHCBS3BIBAIOIINN (PparMeHT MpeacTaBisoT coboit JINJ-63723283. Cm., Hanpumep, Calvo et
al., Journal of Clinical Oncology 36, n0.5_suppl (February 2018) 58-58. Antureno JNJ-63723283
Takke n3BecTHO kak JNJ-3283. CornacHO HEKOTOpPBIM BapUaHTaM OCYLIECTBIIEHUS aHTUTENO K
PD-1 nnu ero anTureHcssi3biBaromuii pparment npexacrasisitor codboit CBT-501. Cwm., Hanpumep,
Patel et al., Journal for ImmunoTherapy of Cancer, 2017, 5(Suppl 2):P242. Antureno CBT-501
TaKXKe U3BECTHO Kak reHomnM3ymMad. CoriaacHO HEKOTOPBIM BapHAaHTaM OCYILIECTBICHHS AaHTUTEIIO
K PD-1 unm ero aHTureHcBsi3bIBaromuili ¢pparMeHT npenctasisitoT coboi PF-06801591. Cwm,
Harpumep, Youssef et al., Proceedings of the American Association for Cancer Research Annual
Meeting 2017, Cancer Res 2017;77(13 Suppl):Abstract. CornacHo HEKOTOPHIM BapUaHTaM
ocyuiecTBieHus aHTuteno K PD-1 unm ero aHTUreHCBSI3BIBAIOLIMM (parMEeHT NpPECTABISIOT
coboit  JS-001. Cwm., nHampumep, US 2016/0272708. CorimacHO HEKOTOPBIM BapHaHTaM
ocyuiecTBiieHUs aHTuTeno kK PD-1 unm ero aHTUreHCBSI3BIBAIOLIMM (PparMEHT NpPECTABISIOT
coboii kampenuszymad. Cwm., Hampumep, nyOSMKalUIO 3asBKH Ha Bbimady mnateHta CIIIA
US2016/376367; Huang et al., Clinical Cancer Research 2018 Mar 15;24(6):1296-1304.
Antureno kampenusymad Takxke wu3BectHo kak SHR-1210 m INCSHR-1210. CornmacHo
HEKOTOPbIM BapuUaHTaM OCYyLIeCTBIeHUs aHTUTeNo K PD-1 wnm ero aHTUreHCBA3BIBAHOLIUN
¢dparmenT npeactapisiroT codoii PDRO01. Cwm., Hanpumep, W0O2017/106656; Naing et al., Journal
of Clinical Oncology 34, no. 15_suppl (May 2016) 3060-3060. CoryiacHO HEKOTOPBIM BapHaHTaM
OCyLIeCTBJIeHHsT aHTUTENO K PD-1 Wiu ero aHTHreHCBSI3BIBAIOLIMI (PpAarMEHT MpPECTABIISIOT
coboii BCD-100. Cwm., nHampumep, WO2018/103017. CormacHO HEKOTOPbIM BapHaHTaM
ocywiecTBlieHHss aHTUTeNo K PD-1 wiu ero aHTHreHCBSI3BIBAIOLIMK (PpPAarMEHT MPECTABISIOT
cobori AGEN2034. Cwm., nampumep, WO02017/040790. CornacHO HEKOTOPBIM BapHaHTaM
ocywiecTBlieHHss aHTUTeN0 K PD-1 miu ero aHTHreHCBSI3BIBAIOLIMN (PpAarMEHT MpPECTABISIOT
coboit IBI-308. Cwm., Hampumep, W02017/024465; W0O2017/133540. CoriacHO HEKOTOPBIM
BapUAHTAM OCYLIECTBICHHs aHTUTEN0 K PD-1 wmim ero aHTHreHCBSI3bIBAOLINI (parMeHT
npeactasisioT coboit BI-754091. Cm., Hanpumep, myOauKamuio 3asBKU Ha Bbigady nareHta CIIIA
US2017/334995; Johnson et al., Journal of Clinical Oncology 36, no. 5_suppl (February 2018)
212-212. CornacHO HEKOTOPBIM BapHWaHTaM OCYyIIeCTBIeHUs aHTuteno k PD-1 umm ero
AHTUTCHCBS3BIBAIOIINN  (parMeHT mnpeactraBisitoT  coboit  GLS-010. Cwm., Hampumep,
WO02017/025051. CornacHO HEKOTOPBIM BapUaHTaM OCYILIECTBIIEHHs aHTUTENO K PD-1 nmm ero
AHTUTEHCBS3BIBAIO NN (pparMeHT nmpeacTaBisiroT codoit LZM-009. Cwm., HarpuMep, Iy OIHKaLHEO
3as;BkM Ha Bbimauy mnareHta CIIIA US2017/210806. CornacHO HEKOTOPBIM BapHaHTaM
ocymiecTBlieHHss aHTUTeNno K PD-1 mim ero aHTHreHCBS3BIBAIOLINHA (PparMEHT NPECTABISIOT
cobori AK-103. Cwm., nHanmpumep, WO2017/071625, WO02017/166804, WO2018/036472.

CornacHo HEKOTOPHIM  BapHaHTaM OCYINeCTBJeHMs aHTuTeno k PD-1  wmm  ero
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AHTUTEHCBS3BIBAIOIINN  (parMeHT mpencraBisitoT  cobor MGA-012. Cwm.,, Hampumep,
WO02017/019846. CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIIEHHs aHTUTENO K PD-1 nm ero

AHTUTEHCBS3BIBAIOIINN  (parMeHT TMpencTtaBisitoT coboir  Sym-021. Cwm., Hampumep,

>
WO02017/055547. CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIIEHHs aHTUTENO K PD-1 nm ero
AHTHUTeHCBSI3bIBAIOINNH (hparmMeHT npeactapiisitoT codot CS1003. Cwm., Hanpumep, CN107840887.
CornacHo HEKOTOpPBIM  BapuaHTaM OCYINeCTBJeHHs aHTuTeno k PD-1  wumm  ero
AHTUTEHCBS3BIBAIOIINN  (DparMEeHT CconepkaT BapHaleNbHY0 O00JacTh TSDKENOM Lenu u
BapradeIbHYI0 00JIaCTh JIETKOW LIeMH, mpudeM BapuadenbHasi 001acTh TSKEJION LeTu COIEPIKUT:

(1) CDR-H1, comepkamyo aMHHOKUCIOTHYIO nocienosarenbHocTs SEQ ID NO:17;

(11) CDR-H2, conepkammyro aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:18; u

(111) CDR-H3, coxepkatnyo aMHHOKUCIOTHYIO rocienosarenbHocth SEQ ID NO:19;

npudeM BapuadenpHas 00JaCThb JIETKOH LEMH CONEPIKHT:

(1) CDR-L1, comepxaiyo aMUHOKUCIOTHYIO rocyenosarenbHocTh SEQ ID NO:20;

(i) CDR-L2, comepskalnyro aMUHOKHCIOTHYIO nocnenoBareabHOCTh SEQ ID NO:21; u

(ii1) CDR-L3, comep:kamyr0 aMHHOKHCIOTHYI0 nocnenosarenbHocTh SEQ ID NO:22.
CornacHo HekoTopeIM BapuantaM ocyiuectsieHusi CDR anturena x PD-1 ompenenensl c
npuMeHeHueM cxembl Hymepauuu o Kabat (Kabat, E. A, et al. (1991) Sequences of Proteins of
Immunological Interest, nsaroe u3ganue, MUHUCTEPCTBO 3APABOOXPAHEHUS] H COLUANIBHBIX CITY KO
CIIA, nyomukauus NTH Ne 91-3242).

[0118] AnTuTena x PD-1 mo HacTosiiieMy pacKpbITHIO IMPEANOYTHTENBHO SIBISIFOTCS
MOHOKJIOHAJIbHBIMH, W MOTYT MpPEACTaBJATh COOOH mnonucnenuduyeckue, UeIOBEUYECKUE,
I'YMaHU3HPOBAHHBIE WJIM XHMEPHbIE AHTHTENA, ONHOLENOYedYHble aHTHTeNna, Fab-pparmeHTs,
F(ab')-dpparmMeHTsl, pparMeHThI, MONyUYEHHBIE C TTOMOILIBIO SKCcIpeccupyomieii Fab 6ubauorekw,
u PD-1-cBs3piBaronie ¢GparMeHTsl JEOOOro w3 BblmenpuBeneHHOro. COryiacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJEHUs OMNUCAHHOE€ B HACTOSIIIEM JOKYMEHTe aHTureno Kk PD-I1
cneuudpuveckn  cBszbBaercsi ¢ PD-1  (mampumep, PD-1  dgenmoseka). Modekybl
UMMYHOTJIOOYJIMHOB IO HACTOSIIIEMY PACKPBITHIO MOTYT MPHHAUIEKATh K JIOOOMY THIY
(marmpumep, IgG, IgE, 1gM, IgD, IgA u IgY), knaccy (mampumep, I1gG1, IgG2, IgG3, 1gG4, IgAl
u [gA2) nnm nogkiaccy MOJIEKyJIbl UMMYHOTIJIOOYJIMHA.

[0119] CornacHo omperneneHHbIM BapHaHTaM OCYILIECTBJIEHMsI HACTOSIIEro PacKpbITHs
AHTUTENA TPEICTABISIIOT COOOW OMHMCAHHBIE B HACTOSIIEM JOKYMEHTE AHTHUTCHCBS3BIBAIOIINE
(dparMeHTsl (HanmpuMep, aHTHTE€HCBSI3bIBAKOLINE (PParMeHThl YeNOBeKa), 1 OHH BKIIIOYAIOT 0e3
orpannueHust Fab, Fab' u F(ab'),, Fd, onHonenoueunsie Fv (scFv), omHoneno4yeuHbie aHTUTENA,
cesi3aHHble AUCynbduaHbIME cBsi3aMU Fv (sdFv) u pparmenTsi, conepxamue 6o V-, mubo Vu-

JOMCH. AHTHFGHCBﬂSbIBaI-OH_[I/Ie (I)paFMeHTbI, BKJIFOYasd OAHOLECNOYCYHbIC AHTUTEIA, MOTYT
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comepkaTh BapuabeNnbHYyIO(-ble) 00JacTh(-M) OTHENbHO WJIM B KOMOWHAIMHM CO BCEH
COBOKYITHOCTBIO HMJTH YaCThIO U3 Clenyromiero: mapHupHas odnacts, CH1-, CH2-, CH3- u CL-
noMeHbl. Takke B HACTOSIIEE PACKPBITHE BKIFOYEHbl AHTHICHCBSI3BIBAIOLINE (PPAarMEHTHI,
comepskamue 0Oy KOMOMHAIMIO BapuabesbHOM(-bIX) obiacTu(-ei) ¢ mapHUPHOI 00JIaCThIO,
CH1-, CH2-, CH3- u CL-gomenamu. CoriacHO HEKOTOPBIM BapUAHTaM OCY LIIECTBJICHHUS aHTUTEJIA
K PD-1 mnm uX aHTUTreHCBS3BIBAIOIINE (PPAarMEHThI MPEACTABISIFOT COOOH TAaKOBBIE YEJIOBEKA,
NPEACTABUTENSI MBIIINHBIX (HAIPUMEP, MBIIIN U KPBICHI), OCJA, OBILIbI, KPOJIUKA, KO3bI, MOPCKOH
CBHHKH, MIPEICTABUTEIS BEPOIIOIOBBIX, JIOMAAH UIH KYPHULIBL

[0120] ArTtutena x PD-1 mno  Hacrosimemy  pacKpeITUKO ~ MOTYT  OBITh
MOHOCTIELU(PHUECKUMH, OucTeupUIECKUMH, TPUCTICHUPUISCKUMHU WIIN TOTUCTIELMDMUECKIMH.
INonucneunguyeckne aHTUTENA MOTYT ObITh CrIeLU(UIECKUMH B OTHOILIEHUH PA3HBIX SMHUTOIOB
PD-1 nnu moryT ObITh ciennpuueckuMu B oTHOLIeHUH kak PD-1, Tak u rereponorudHoro oenka.
Cwm., Hanpumep, nyOmukauuu corijacHo PCT WO 93/17715; WO 92/08802; WO 91/00360;
WO 92/05793; Tutt, ef al., 1991, J. Immunol. 147:60 69; 3asBku Ha Bbimady mateHta CIIIA
NoNe 4474893; 4714681; 4925648; 5573920, 5601819; Kostelny et al, 1992, J. Immunol.
148:1547 1553.

[0121] AnTtuTena k PD-1 no HacTosimeMy pacKpbITUIO MOTYT ObITh OTTUCAHBI UJIH YKa3aHBI
B KOHTeKkcTe KOHKpeTHbIX CDR, koTopsie oM conmepskar. ToYHBIE IPaHUIBI AMHHOKHUCIIOTHBIX
nocnenosatenbHocTell qanHbx CDR wu FR 6e3 Tpyaa MoryT ObITh OnpenieieHbl ¢ IPUMEHEHUEM
000 M3 psila XOPOLIO M3BECTHBIX CXEM, BKJIFOYasi TakoBble, omucanHbie Kabat ef al. (1991),
“Sequences of Proteins of Immunological Interest,” 5-e usnanue. Public Health Service, National
Institutes of Health, Bethesda, MD (cxema Hymepanuu «Kabaty), Al-Lazikani ef al., (1997) IMB
273,927-948 (cxema nymepanmu «Chothiay); MacCallum ef al., J. Mol. Biol. 262:732-745 (1996),
“Antibody-antigen interactions: Contact analysis and binding site topography,” J. Mol. Biol. 262,
732-745.” («KontakTHas» cxema Hymeparmun), Lefranc MP ef al.,“IMGT unique numbering for
immunoglobulin and T cell receptor variable domains and Ig superfamily V-like domains”, Dev
Comp Immunol, 2003 Jan;27(1):55-77 (cxema nymeparun «IMGT»); Honegger A and Plickthun
A, “Yet another numbering scheme for immunoglobulin variable domains: an automatic modeling
and analysis tool”, J Mol Biol, 2001 Jun 8;309(3):657-70, (cxema Hymeparnuu «Aho»); u Martin
et al., “Modeling antibody hypervariable loops: a combined algorithm,” PNAS, 1989,
86(23):9268-9272, cxema HyMmepauuu «AbM»). I'pannnsl nanaeix CDR MoryT BappupoBath B
3aBHCUMOCTH OT NMPHUMEHSEMOH U uaeHTUUKA cxeMbl. COriacHO HEKOTOPBIM BapHaHTaM
ocymectsieans «CDR» unn «onpenensiromyo KOMIUIEMEHTaPHOCTh 00JIaCThy, UIIH OTAENIbHbIE
ykazanable CDR (Hanpumep, CDR-H1, CDR-H2, CDR-H3), nanHOro aHTHUTENa MK €10 00JIacT!

(mampumep, ero BapuabenbHON oOjacTH) cienyeT MOHMMAaTh kKak oxBarbiBaromme CDR (wmu
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koHKpeTHy0 CDR), kak onpeneneHo ¢ moMOIIbIO JIF0OOH U3 BRILIEYTOMSIHY ThIX cxeM. Hanpuwmep,
ecnu ykazaHo, 4yto KoHkperHas CDR (manmpumep, CDR-H3) conmepkuT amMHHOKHCIOTHYIO
MOCJIEIOBATENBHOCTE COOTBETCTRYIOIENH CDR B aMHHOKHCIOTHON MOC/IEI0BATEIbHOCTH TAHHON
Vu- wnmn Vi-obnactu, crienyer moHmmarb, 9to Takas CDR comepskur mocnenoBaTenbHOCTh
coorBercrBytomeli CDR (manmpumep, CDR-H3) B mnpenmenax BapuaOenbHON 00iacTH, Kak
OTIPENENIEHO C MOMOIIBIO JFOOOH M3 BBIEYNOMSHYTHIX cXxeM. MoskeT OBITh yKa3aHa cxema s
unenTudukannm konkpernoit CDR nnn konkperHeix CDR, kak, Hanpumep, CDR, onpenenenHoi
¢ momoIibio cnocoda Kabat, Chothia, AbM wiu IMGT.

[0122] CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHUs HyMepalysl aMUHOKUCIOTHBIX
ocratkoB B mnociegoBaTebHOCTSIX CDR anturen k PD-1 umnm MX aHTUTEHCBSI3BIBAIOIIIMX
(parMeHTOB B HACTOSINEM JTOKYMEHTE IPEICTABJIEHa B COOTBETCTBUH CO CXEMOM HyMepaluu
IMGT, xak onucano B Lefranc, M. P. ef al., Dev. Comp. Immunol., 2003, 27, 55-77.

[0123] CornacHo HEKOTOpPBIM BapHaHTaM OCyllecTBiaeHus aHturena k PD-1 mo
HacTosimeMy packpeithio comepskat CDR anturtena nHuBonmymaba. Cm. WO 2006/121168.
Cornacuo HexkoTOpbIM Bapuantam ocymectsieHuss CDR anturena HuBonymaba onpeneneHsl ¢
npuMeHeHneM cxeMbl HyMmepatun o Kabat (Kabat, E. A, et al. (1991) Sequences of Proteins of
Immunological Interest, naToe n3ganue, MUHICTEPCTBO 31PABOOXPAHEHHS M COLIMAJIBHBIX CITYKO
CIIA, ny6nukauums NTH Ne 91-3242). HacTosiee packpbITHe OXBaTbiBaeT aHTuTeNno K PD-1 mnun
€ro MPOWM3BOMHOE, COmepKalue BapuaOeNbHbIN JOMEH TSKENOW WJIM JIETKOW ILEeMH, MpUYeM
yKa3aHHbIN BapuabenbHbIH JoMeH conepkuT (a) Habop u3 Tpex CDR, npu 3ToM yka3aHHbIH HAOOp
CDR mnpoucxoauT M3 MOHOKJIOHAJBHOTO aHTHTena HuBoiymada, u (b) HaGop w3 dyerbipex
KapKacHbIX O0OJlacTel, MpU 3TOM YKa3aHHbIH HA0Op W3 KApPKACHBIX OOJACTEH OTIMYaeTCs OT
Ha0opa KapKacHBIX 00JacTel B MOHOKJIOHAJIbHOM aHTUTENIE HUBOJIyMaOe, M IIPU 3TOM yKa3aHHOe
aututreno k PD-1 unm ero mpoussoxmHoe cessbiBatoTcss ¢ PD-1. CornacHo ompeneneHHbIM
BapHaHTaM OCYLIECTBJIeHHs aHTuTeao Kk PD-1 mpencrasnser coboit HMBOMyMad. AHTHTENO
HUBOJYMad Takke n3BecTHO kKak OPDIVO®.

[0124] CornacHO OOHOMY ACIEKTY B HACTOSIIEM JIOKYMEHTE MPEICTaBIEHO aHTHUTENO K
PD-1, conepxkaiee BapuabenbHyr0 00JIACTh TSDKENON Hemu W BapuadelbHYyr0 00JIaCTh JIETKOU
ueny, npudeM BapuabenbHas oOnacTh Tspkenou uenu coxepxkut (1) CDR-HI, conmepxainyro
aMUHOKUCIIOTHYIO mocienosatenbHocTs SEQ 1D NO:17, (i) CDR-H2, copepxainyro
aMUHOKUCIIOTHYIO mocnenosarenbHocTh SEQ ID NO:18, u (iii) CDR-H3, conepxainyro
aMUHOKUCIIOTHYIO mocienoBarebHocTe SEQ ID NO:19; u npuuem BapuabenbHasi 00JacTh
nerkoii nenm copepxut (i) CDR-L1, cogeprkalinyro aMUHOKHCIIOTHYIO MOCenoBarebHOCTh SEQ
ID NO:20, (i1) CDR-L2, conep:kalnyto aMHHOKHCIOTHYIO mocienoarenbHocT SEQ ID NO:21,

u (111) CDR-L3, copepskatnyro aMuHOKHCIOTHYO nocnenoBatenbHocTh SEQ ID NO:22. Cornacao
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HEKOTOpbIM BapuaHTaM ocyiuectieHust CDR anturena xk PD-1 onpeneneHbl ¢ mpuMeHEHUEM
cxeMmbl HyMepanuu o Kabat.

[0125] CornacHo omHOMY BapuaHTy oOcylecTBieHHs aHTtureno k PD-1 comepxur
BapraleIbHBIA JOMEH JIETKOW LIETH, COMEpsKaLINi MOCIeN0BATEIbHOCTh KapKacHOW 00JacTu U
runepeapradenbHble 00JIaCTH, MPHYEM MOCIENOBATENbHOCTh KAPKACHOW OONACTH COAEPIKUT
amuHokucyotrHble nocienoarenbHoctn LC-FR1-LC-FR4 SEQ ID NO:27 (LC-FR1), SEQ ID
NO:28 (LC-FR2), SEQ ID NO:29 (LC-FR3) u SEQ ID NO:30 (LC-FR4) coorBercTBenHo, CDR-
L1 comepxut amuHokuciotHyw nocieaosarenbHocth SEQ ID NO:20; CDR-L2 copepxkur
aMUHOKHCIOTHYO nocienoBaresbHOCTh SEQ ID NO:21; u CDR-L3 conep:kuT aMUHOKHUCIIOTHYIO
nocaenosaTenbHOCTh SEQ ID NO:22. CornacHo HekoTOpbIM BapuanTaM ocyuiectsieHuss CDR
antutena k PD-1 onpenenensl ¢ npuMeHeHHeM cxeMbl HyMepauuu o Kabat.

[0126] CornacHO HEKOTOpPBIM BapUaHTAM OCYLIECTBJIEHUS OINUCAHHBIX B HACTOSLLEM
nokymeHte anturen K PD-1 BapuaOenbHbIi TOMEH TSKENOH Lenu CONepKUT aMUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD

QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHW VRQAPGKGLEWVAVIW
YDGSKRYYADSVKGRFTISRDNSKNTLFLOQMNSLRAEDTAVYYCATNDDYWGQGTLV
TVSS (SEQ ID NO:31), a BapuabenbHbIN TOMEH JIETKOH LIEMH COAEPKUT aMHHOKUCIIOTHYIO
MOCJIEA0BATENBHOCTD
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPA
RFSGSGSGTDFTLTISSLEPEDFAVYYCQQSSNWPRTFGQGTKVEIK (SEQ ID NO:32).

[0127] CornacHO HEKOTOpPHIM BapHaHTaM OCYIIECTBIIEHUS OIMUCAHHBIX B HACTOSLIEM
nokymeHTe antuten k PD-1 nocnenosarensrocTu CDR Tsikenol uenu coneprkaT Cleayroliee:

a) CDR-H1 (NSGMH (SEQ ID NO:17));

b) CDR-H2 (VIWYDGSKRYYADSVKG (SEQ ID NO:18)); u

¢) CDR-H3 (NDDY (SEQ ID NO:19)). CorinacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIICHUSI
CDR anturena x PD-1 onpeneneHsl ¢ npuMeHEeHHEM cxeMbl HyMmepanuu no Kabat.

[0128] CornacHO HEKOTOpPHIM BapHaHTaM OCYLIECTBIIEHUS OIHUCAHHBIX B HACTOSLIEM
nokyMeHTte antutel Kk PD-1 nocnenoBarenpbHocTu FR Tskenol uenu conepskar Cleayrolee:

a) HC-FR1 (QVQLVESGGGVVQPGRSLRLDCKASGITFES (SEQ ID NO:23));

b) HC-FR2 (WVRQAPGKGLEWVA (SEQ ID NO:24));

¢) HC-FR3 (RFTISRDNSKNTLFLQMNSLRAEDTAVYYCAT (SEQ ID NO:25)); u

d) HC-FR4 (WGQGTLVTVSS (SEQ ID NO:26)).

[0129] CornacHO HEKOTOpPHIM BapHaHTaM OCYLIECTBIIEHUS OIHUCAHHBIX B HACTOSLLEM
nokymeHnTe antuten k PD-1 nocnenosarensrocTu CDR nerkoii uenu copeprxar cienyrouee:

a) CDR-L1 (RASQSVSSYLA (SEQ ID NO:20)):;
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b) CDR-L2 (DASNRAT (SEQ ID NO:21)); u

c¢) CDR-L3 (QQSSNWPRT (SEQ ID NO:22)). CornacHO HEKOTOPBIM BapHUaHTaM
ocymectsienust CDR antutena k PD-1 onpeneneHel ¢ mpUMEHEHHEM CXE€Mbl HyMEpalMH IO
Kabat.

[0130] CornacHO HEKOTOpPHIM BapUaHTaM OCYLIECTBJIEHUS OIUCAHHBIX B HACTOSLLEM
nokyMeHTte antutel Kk PD-1 nocnenosarensHocTr FR nerkoii nenu conepskat cienyrouee:

a) LC-FR1 (EIVLTQSPATLSLSPGERATLSC (SEQ ID NO:27));

b) LC-FR2 (WYQQKPGQAPRLLIY (SEQ ID NO:28));

¢) LC-FR3 (GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC (SEQ ID NO:29)); u

d) LC-FR4 (FGQGTKVEIK (SEQ ID NO:30)).

[0131] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICEHUs B HACTOSINEM JOKYMEHTE
npencrasieHo anturenao k PD-1, koropoe cszwiBaercsi ¢ PD-1 (mampumep, PD-1 udenosexka),
NpUYEM aHTHUTENIO COAEPKUT BapuadeNbHy0 00JacTh TSKENIOH Lenu U BapuabenbHy o0iacTb
JIETKOM LienH, IpUYeM aHTUTEJIO CONEPIKUT:

(a) BapuabesbHBII JOMEH TSIKENIOHN e , COAePIKALIHIL:

(1) HC-FR1, conepkalinyr aMMHOKUCIOTHYIO nocnenoBareabHocTh SEQ ID NO:23;
(2) CDR-HI1, conepkaiyto aMHHOKHCIOTHYIO nocienosarenbHocts SEQ ID NO:17;
(3) HC-FR2, conepkalinyro aMMHOKUCIOTHYIO nocnenoBareabHocTh SEQ ID NO:24;
(4) CDR-H2, conepkaiyro aMHHOKHCIOTHYIO nocienosarenbHocTb SEQ ID NO:18;
(5) HC-FR3, comep:kainyr0 aMUHOKHCIOTHYIO TociienoBatebHocTh SEQ ID NO:25;
(6) CDR-H3, conep:xainyto aMHHOKHCIOTHYIO nocienoBaTenbHOCTh SEQ ID NO:19; u
(7) HC-FRA4, comep:kainyro aMUHOKUCIOTHYIO TocnenoBarebHocTh SEQ ID NO:26,
u/vnm

(b) BaprabenbHBII TOMEH JIETKOM LEMH, COAeP KAIIUN:

(1) LC-FR1, conep:kainyr aMHHOKHCIOTHYEO TiocienoBaTenbHocTh SEQ ID NO:27;

(2) CDR-L1, conepskaiyro aMHHOKHCIOTHYO nocienosaTenbHocTh SEQ ID NO:20;

(3) LC-FR2, conep:xainyr aMHHOKHCIOTHYIO TiocienoBaTenbHocTh SEQ ID NO:28;

(4) CDR-L2, comepskalnyro aMHHOKHCIOTHYIO nocienosaTenbHocTh SEQ ID NO:21;

(5) LC-FR3, conep:kainyr aMHHOKHCIOTHYIO niocienoBatenbHocTh SEQ ID NO:29;

(6) CDR-L3, comepskaiiyro aMHHOKHCIOTHYIO nocienosaTenbHocTh SEQ ID NO:22; u

(7) LC-FR4, conepramyr aMHHOKHCIOTHYIO mocienosatenbHocte SEQ ID NO:30.
CornacHo HekoropeiM BapuaHtaM ocymectsieHuss CDR anturena x PD-1 omnpenenensr ¢
NpUMEeHEeHneM cxeMbl Hymepanuu o Kabat.

[0132] CornacHO OOHOMY ACIEKTY B HACTOSINEM JOKYMEHTE MPEACTaBIEHO aHTHUTENO K

PD-1, conmepxamee BapuaOenbHBI JOMEH TSDKENIOW ILIENH, COAEPKAIIUHA aMHUHOKHCIOTHYIO
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nocnenosatenbHOCTs SEQ ID NO:31, wiu conepskamiee BapuabeNbHBIN JTOMEH JIETKOW LMY,
cofepKalinii  aMUHOKHUCIOTHYIO mnocienoBatenbHocTh SEQ ID NO:32. CornmacHo onHOMy
aCTIeKTy B HACTOSIIIEM JOKYMEHTE MpencTaBieHo aHTuTeno k PD-1, conepikaiee BapuadOenbHbBIN
JOMEH TSDKEJION LeTH, CoAep Kallluii aMUHOKHUCIIOTHYIO nocienosarenbHocTs SEQ ID NO:31, u
comepskaiiee BapuaOeNbHBIM JOMEH JIeTKOW [emH, COAepKalluid  aMHHOKHCIOTHYIO
nocienoaTeabHocTh SEQ ID NO:32.

[0133] CornacHo HEKOTOPBIM BapHaHTAM OCYLIECTBJIEHHUS B HACTOSILIEM JOKYMEHTE
npencTaBieHo aHtuteno k PD-1, comepskamiee BapuaOenbHBIM JIOMEH TSDKEJIOH —LeTy,
coZlep Kallliii aMUHOKHUCJIOTHYIO MOCJI€IOBATENbHOCTD, XapakKTePU3YIOLIYIOCS IO MEHBLIEH Mepe
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99%
WIAEHTUYHOCTBIO TIOCJIENOBATEIbHOCTEM ¢ aMHHOKMUCJIOTHOW mnochenoBaTenbHOCThi0O SEQ ID
NO:31. CoriacHO omnpeneneHHbIM BapHaHTaM OCYINECTBICHUS BapuaOeNbHBINH TOMEH TSKEeNION
LIEMNH, COAEp KNI AMUHOKHUCIIOTHYIO MOCIE0BATEIbHOCTD, XapaKTePU3YIOLIYIOCS 10 MEHBLIEH
Mmepe 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wunu 99%
WUAEHTUYHOCTBIO TOCJIeNOBATEIbHOCTEN ¢ aMMHOKHCJIOTHOH mocaenoBarenbHocThio SEQ ID
NO:31, Bkro4aeT 3aMeHbl (HampuMep, KOHCEPBATHBHbBIE 3aMEHbI), BCTABKU WM AENELHU 10
CPaBHEHHMIO C STAJIOHHOH MOCIENOBATEIbHOCTBIO U COXPAHSIET CIIOCOOHOCTB K CBsI3bIBAHMIO ¢ PD-
1 (manpumep, PD-1 denoseka). CoriacHO ompeneeHHbIM BapHaHTaM OCYINECTBJICHUS 3aMEHe,
BctaBke w/mnu geneiuud B SEQ ID NO:31 Obutk momBeprHyThl B OOIIEH CIOXKHOCTH OT 1 1o
10 amunokucnoT. CoracHO OnmpenesieHHbIM BapHUaHTaAM OCYIIECTBJICHHs] 3aMEHbI, BCTABKU WJIU
neneuuu (Hanpumep, 1, 2, 3, 4 unu S aMUHOKHUCIIOT) UMEEOT MeCTO B 00yacTsix 3a npenenamu CDR
(r. e. B FR). CornacHO HEKOTOpbIM BapuaHTaM OCYINeCTBIeHHs aHTHTeNo K PD-1 comepkut
MOCJIeIOBATENBHOCTh BapuadenpHoro aomeHa Tspkenod wermu SEQ ID NO:31, Bxirouas
MOCTTPAHCIISIMOHHBIE MOIU(UKAIIMKM TAaKOW MocienoBarebHOCTH. COrIacHO KOHKPETHOMY
BAPHUAHTY OCYINECTBJICHUsS BapuaOebHBIN TOMEH TSDKEJIOW LIETU CONEPIKUT ONHY, IBE WIH TPU
CDR, Bribpannsie u3: (a) CDR-HI1, conepskamueli aMMHOKUCIIOTHYIO mociienoBarebHOCTh SEQ
ID NO:17, (b) CDR-H2, conepkarieit aMUHOKUCIOTHYIO TiochenosareapbHocTh SEQ ID NO: 18, u
(c) CDR-H3, conepskameli aMUHOKUCIOTHYIO mocienoarenbHocth SEQ ID NO:19. CornacHo
HEKOTOpbIM BapuaHTaM ocyiectieHusi CDR anturena x PD-1 onpeneneHsl ¢ mpuMeHEHUEM
cxeMmbl HyMepanuu o Kabat.

[0134] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHHUS B HACTOSIIEM JOKyMEHTE
npencTaBiieHo anturesio k PD-1, congepkaiiee BapuadebHbIN JOMEH JIETKOU LEMH, CONep Karuii
AMHHOKHCIIOTHYIO TOCJIEI0BATENbHOCTD, XapaKkTepu3yollyocs Mo MeHbluell mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% HIEHTUUHOCTHIO

MOCJIEIOBATEILHOCTEH ¢ aMHUHOKHCIOTHOM mocienoBateabHOCcThi0 SEQ ID NO:32. CornacHo
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OTIpENeIEHHbIM BapUAaHTaM OCYLIECTBJICHHS BapHAaOENbHbIA JOMEH JIETKOW LIENH, COMep KaIlnuit
AMUHOKHCJIOTHYIO TOCJIEAO0BATENbHOCTD, XapaKTEPU3YIOIIYIOCS MO MeHblnel mepe 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% HIEHTUUHOCTHIO
MOCJIeJ0BATEILHOCTEH C aMUHOKHUCIIOTHOH mochenoBaTenbHOCTRI0O SEQ ID NO:32, Brimouaer
3aMeHbl (HampuMmep, KOHCEPBATHBHBIE 3aMEHbl), BCTABKH WJIM JEJELUH IO CPaBHEHUIO C
STAJIOHHOM IOCIIEIOBATEIBHOCTBIO U COXPAHSIET CIOCOOHOCTB K cBsi3piBaHuio ¢ PD-1 (Hanpumep,
PD-1 uenoseka). CoriacHO onpeneeHHbIM BapUaHTaM OCYLIECTBJIICHHS 3aMEHE, BCTaBKE H/WIU
nenerun B SEQ ID NO:32 Obutn moaseprHyThl B 00mei cioxHOCTH OT 1 10 10 aMHHOKHCTIOT.
CornacHo ompeneneHHbIM BapUaHTAM OCYINECTBJIEHUS 3aMEHbl, BCTaBKM WM JAeNeLuu
(nampumep, 1, 2, 3, 4 unu S aMHHOKHUCIIOT) UMEIOT MecTO B obnacTsx 3a npeaenamu CDR (T. e. B
FR). CormacHO HEKOTOpPbIM BapuaHTaM OCYINeCTBIeHHs aHTuTeno k PD-1  comepxkur
MOCJIEIOBATENbHOCTE  BapuadenpHOro nomeHa Jerkod wnenmu SEQ ID NO:32, Brmouvas
NOCTTPAHCJIALMOHHbIE MOAM(UKALMKE TakOW MOCIenoBaTeNbHOCTH. COrinacHO KOHKPETHOMY
BAPUAHTY OCYILECTBIICHHs BapUaOeNbHbIN JOMEH JIETKOH Lenu CONEPXKHUT OHY, BE WIH TPH
CDR, BbiOpannsle u3: (a) CDR-L1, comeprkarueii aMUHOKHCIIOTHYIO TOCHIEN0BaTeNbHOCTh SEQ
ID NO:20, (b) CDR-L2, conep:xameit aMUHOKHCIOTHYO nocienoBaTenbHocTh SEQ ID NO:21, u
(c) CDR-L3, comepsxameii aMuHOKHUCIOTHYIO nocienoBarenbHocTs SEQ ID NO:22. CornacHo
HEKOTOpbIM BapuaHtaM ocyuiectBieHuss CDR anturena x PD-1 onpenenens! ¢ mpuMeHeHHEM
cxembl HyMepanuu o Kabat.

[0135] CornacHo HEKOTOpPBIM BapuUaHTaM OCYyLIeCTBJIeHUs aHTUTeNo K PD-1 comepxxut
BapuabebHBI JOMEH TSDKENIOW LemH, Kak B JIOOOM M3 MPEACTABJICHHBIX BbBIIIE BAPHUAHTOB
OCYLIECTBJICHHsI, U BapruaOeIbHbII TOMEH JIETKOH LEeNH, KaK B JJIOOOM M3 MPEICTaBIEHHBIX BbIIIE
BapHaHTOB ocyuiecTsieHusl. CornacHO OHOMY BapUaHTY OCYIIECTBJICHUS aHTUTENO COJAEPIKUT
MOCJIeIOBATENBHOCTh  BapuadenpHOro gomeHa Tsokenodt wemn SEQ ID NO:31 w
MOCJIeIOBATENBHOCTE  BapuadbenpHOro nomeHa Jerkod wnenu SEQ ID NO:32, Bxirovas
MOCTTPAHCIIIUOHHBIE MOAU(UKALIUN TAKHUX ITOCIIEI0BATEIbHOCTEH.

[0136] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHHUs aHTUTENO K PD-1 conepxur: 1)
CDRI Tsxenoii nenu, COAEPKALIyI0 aMUHOKHUCIOTHYIO nocienosateabHocTh SEQ ID NO: 17,
CDR2 Tsxenoii nenu, COAEPKALIyI0 aMUHOKHUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 18,
CDR3 Tspxenol Lenu, CoOaepKaiyro aMUHOKUCIIOTHYIO nocnenoBaTenbHOoCcTh SEQ ID NO: 19; u
i1) CDR1 jerkoii memnu, comepskamyo aMUHOKUCIIOTHYIO nocienoBaTebHOCTh SEQ ID NO: 20,
CDR2 nerkoii memnu, conepikamy aMHHOKUCIOTHYIO nocienoBarenpbHocTs SEQ ID NO: 21, u
CDR3 gnerkoii nenu, comepskally0 aMMHOKUCIOTHYIO mocienoBaTenbHocTe SEQ ID NO: 22.
CornacHo HekoropeiM BapuantaM ocyuectsieHuss CDR anturena x PD-1 ompepenensr ¢

NpUMEeHEeHneM cxeMbl Hymepanuu o Kabat.
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[0137] CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBICHUs aHTUTENO K PD-1 conepxur: 1)
AMUHOKHCJIOTHYIO TIOCJIEOBATEIbHOCTh, XapPaKTePU3YIOLIYIOCA IO MeHbinel wmepe 85%
UIEHTUYHOCTBIO MOC/IEAOBATEIbHOCTEH C BapuabeTbHON 001aCThIO TSIKENIOH e , comepKaei
aAMUHOKUCIIOTHYIO TocnenoBatepHOCTe SEQ 1D NO: 31, wu 11) aMUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh, XAPAaKTEPU3YIOIIYIOCS MO MeHbller Mepe 85% UAEHTUYHOCTBIO
NIOCJIEZIOBATENbHOCTEH ¢ BapraleNbHONM 00IaCThIO JIETKON IIeTIH, COAep Kalled aMUHOKHUCIIOTHYIO
nocnenosareabHocTh SEQ ID NO: 32.

[0138] CornmacHo HEKOTOPBIM BapuaHTaM OCyIleCcTBieHus aHtureso k PD-1
npeAcTaBisieT cOOOH MOHOKJIOHAJIBHOE aHTUTEIIO.

[0139] CornmacHo HEKOTOPBIM BapuaHTaM OCyIleCTBJIeHUs aHtureno k PD-1
npeacTaBsieT coO0i HUBOJyMad, KOTOpoe Takke n3BecTHO Kak aHTureso OPDIVO®, onncannoe
B WO 2006/121168.

[0140] Anturena k PD-1 no HacTosieMy u300pETeHUIO TaK:Ke MOTYT ObITh OTIMCAHBI HITH
yKka3aHbl B KOHTekcTe uxX adduuHOCTH cBssbBaHus k PD-1 (mampumep, PD-1 uenoseka).
IIpennouTturenbHble MokazaTeny aGpGUHHOCTH CBSI3BIBAHMS BKJIIOYAIOT TAKOBbIE C KOHCTAHTOH
nucconuarmu unu Kd menee 5 x 102 M, 102M, 5 x 10° M, 10° M, 5 x 10* M, 10* M, 5 x 10°
M, 10°M, 5x10°M, 10°M, 5x107M, 107 M, 5x 10%M, 10°M, 5x 10°M, 10° M,
5x101°M, 101 M, 5 x 10 M, 101 M, 5 x 1012 M, 1012 M, 5 x 103 M, 1073 M, 5 x 1014 M,
10 M, 5 x 105 M um 1075 ML

[0141] CywectByeT math kiaccoB mMMmyHornoOyiamHOB: IgA, IgD, IgE, IgG u IgM,
COIEp KAIUX TsDKENbIe e , 0003HaYaeMble Kak o, O, €, Y, ¥ | COOTBETCTBeHHO. Kiaccer v u o
JOTIOJHUTENIbHO TOAPA3AeNAI0TCS Ha IMOJKJIACCHl, HAampuMep, y JIoAeH SKCIpeccUupyroTcs
cnenyromue noaknaccel: 1gGl, IgG2, IgG3, IgG4, IgAl u IgA2. IgGl-antutena moryr
CYLIECTBOBaTb B HECKOJBKUX TIOJIUMOP(HBIX BapHAHTAX, HA3bIBAEMbIX AJUIOTHITAMH
(paccmorpeno B Jefferis and Lefranc 2009. mAbs Vol 1 Issue 4 1-7), mr000ii 13 KOTOPBIX MOAXOIUT
IUIsl TPUMEHEHHUsl COTJIJaCHO HEKOTOPbIM U3 BapHaHTOB OCYILIECTBJICHUs, NPEACTABIEHHBIX B
HaCTOsALIEM JOKyMeHTe. PacrpocTpaHeHHBIMU alJOTUIIHYECKUMHU BapUAHTAMU B YEJIOBEUECKUX
TIOMYJISILKSIX  SIBJITIOTCS TAaKOBble, 0OO3Ha4YeHHbIe OykBamu a, f, n, z, WM UX KOMOWHAIIWH.
Cornacao mOOBIM BapuUaHTaM OCYINECTBJICHHUS, MPEACTABIEHHBIM B HACTOSIIEM JIOKYMEHTE,
AHTHUTEJIO MOXKET coiepkaTh Fc-o0macTe Tskenol nenu, npeaycmarpusaroiny Fc-o0macts IgG
yenoseka. COracHO OTIOJHUTENBbHBIM BapHaHTaM ocyiuectBieHus: Fc-obnacte IgG uenoseka
otHocuTcs k IgG1 yenoseka.

[0142] AnTHTENA TaKKe BKJIFOYAOT MPOU3BOHBIE, KOTOpBIE SIBIIAKOTCSA
MOIU(UIMPOBAHHBIMU, T. €. MyTEM KOBAJIEHTHOIO MPHUCOCOUHEHUS K AHTUTENY MOJIEKYJIbI

a000ro THMa Tak, 4TOOBI KOBAJIEHTHOE MPUCOCANHEHUE HE TMPCHATCTBOBAJIO CBA3BIBAHUIO
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aatutena ¢ PD-1. Hanpumep, Oe3 orpaHudeHus], MpOU3BOIHbIC AaHTUTENA BKIKOYAOT AaHTHTENA,
KOTOpble ObUTM MOAM(ULIMPOBAHBI, HAMPUMEP, MYTEM TIJHKO3WJIMPOBAHMSA, ALlETUIMPOBAHUS,
nermwmpoBanus,  (GocOopUIMPOBAHUS,  AMHIMUPOBAHHS,  JAEPUBATU3ALMH  WU3BECTHBIMHU
3aIIUTHBIMI/ OJIOKUPYIOIIMMH TPYIIIIAMH, IPOTEOIN3a, COSAUHEHHUS C KJIETOUHBIM JIMTAHOM HJIH
apyrum OenkoM u T. 4. JIroOble M3 MHOTOYMCIEHHBIX XUMHYECKHUX MOJU(PUKAIMHA MOXKHO
OCYILIECTBIISATH C TIOMOIIBIO M3BECTHBIX METOAMK, BKIIFOYas Oe3 orpaHuyeHus crernuduueckoe
XUMHYECKOE paclLIelyieHne, aleTHINPOBaHue, (OPMITUPOBAHUE, META0OJUUYECKUN CHUHTE3
TYHUKaMuIMHa W T. 4. Kpome TOro, mpous3BOAHOE MOXKET COAepXKaTb ONHY WM Oojee
HECTaHAAPTHBIX AMUHOKHUCIIOT.

D. Hykneunoguie kuciomet, Kiemku-xo3se6a u cnocobst NOIyYeHUs

[0143] CornacHO HEKOTOPBIM ACNEKTaM B HACTOSIILEM AOKYMEHTE TAK)KE IPECTaBJICHbI
HYKJIEMHOBBIE KUCIJIOTBI, KOJUPYOIHE aHTUTENO K TF Uil €ro aHTUreHCeBSI3bIBAOLINI (PparMeHT,
ONUCAHHBbIE B HACTOALIEM AOKYMEHTe, WM aHTuTesno k PD-1 mnm ero aHTUreHCBs3bIBAKOLIUI
(dparmMeHT, ommMcaHHbIE B HAcTOsAlIeM JAOKyMeHTe. Kpome TOro, B HAacTOsIIEM AOKYMEHTE
NPEACTAaBJIEHbI BEKTOPBI, COAEPKAILNE HYKJIEHMHOBBIE KUCJIOTBI, KOAUPYOLre anTuTeno k TF umn
€ro aHTHIeHCBSA3bIBAIOIINHN ()PArMEHT, OMMCAHHBIE B HACTOSIIIIEM JOKYMEHTE, MJIH aHTHTeNOo K PD-
1 mn ero aHTUreHCBSI3BIBAIOIIMH (PPArMEHT, ONMCAHHBIE B HACTOsIIEM NoKyMeHTe. Kpome Toro,
B HACTOALIEM JOKYMEHTE MPENCTABJICHbl KJIETKU-XO351€BA, SKCIPECCUPYIOLINE HYKJIEHHOBBIE
KUCJIOTBI, Koaupyromue anTuteo K TF umn ero aHTUreHCBA3bIBAIO NN (parMeHT, ONTUCAHHBIC B
HACTOSIIIEM JTOKYMEHTe, MM aHTHTeno K PD-1 miam ero aHTUTreHCBSI3bIBAOINUI (PAarMEHT,
ONMCAaHHBbIE B HACTOsIIEM AOKyMeHTe. Kpome TOro, B HacCTOsIIEM AOKYMEHTE MpPEICTaBJIECHbI
KJIETKH-X035€Ba, COAEpIKALINe BEKTOPBI, COJAEpIKAIIME HYKJIECHHOBBIE KHUCJIOTHI, KOIMPYIOLINE
aaTuTesio K TF Wi ero aHTUreHCBSA3BIBAIOLINN (PPArMEHT, ONMCAHHBIC B HACTOSLIEM JOKYMEHTE,
win antuteno K PD-1 winm ero aHTUreHCBS3BIBAIOIUN ()PArMEeHT, OMHUCAHHBIE B HACTOSINEM
nokymenTte. CriocoObl monyuyenust antutena k TF, nmuHkepa u KoHbtorata anturena kK TF u
JIEKaPCTBEHHOTO CPEACTBA OMHCAHBI B 3asiBKe Ha Bbinauy nmatenra CIIIA Ne 9168314,

[0144] OnucanHbie B HACTOAIIEM JOKyMeHTe aHtutena k TF wnm onucaHHele B
HACTOsIIEM NOKyMeHTe aHTtutena k PD-1 MOXHO mony4are ¢ MOMOILIBIO XOPOLIO HU3BECTHBIX
PEKOMOMHAHTHBIX METOIUK C NMPUMEHEHHEM XOPOLIO M3BECTHBIX HKCIPECCHOHHBIX BEKTOPHBIX
CUCTEM U KJIETOK-X03sieB. COracHO OHOMY BapHaHTy OCYILECTBJEHHUs] aHTUTeNa IMOJy4YaroT B
kiaerke CHO ¢ npuMeHeHneM 5KCIIpecCHOHHOM BeKTOpHOH cuctembl GS, kak packpeito B De la
Cruz Edmunds et al., 2006, Molecular Biotechnology 34; 179-190, EP216846, 3asiBke Ha BbIAAYY
marenta CIITA No 5981216, WO 87/04462, EP323997, 3asBke Ha Bbimauy mnarenta CIIIA
Ne 5591639, 3asiBke Ha Beinauy narenta CLIIA Ne 5658759, EP338841, 3asiBke Ha BbIiauy MaTeHTa
CIIIA Ne 5879936 u 3asBke Ha Bbiaauy narenta CIITA Ne 5891693.
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[0145] Ilocne BbiAeneHUs U OUUCTKHU aHTUTEN K TF U3 KJ1eTOUHOMN cpeapl C NPUMEHEHUEM
XOPOLIO U3BECTHBIX B JAHHOH OOJIACTH METONMK, UX MOABEPTAIOT KOHBIOTAIINH C ayPUCTATHHOM
MOCPEICTBOM JIMHKEPA, KaK OMHUCAHO B 3asiBKe Ha Bbigady narteHta CIIIA Ne 9168314.

[0146] MoHOKJIOHANbHBIE ONUCAHHBIE B HACTOSILIEM NOKyMeHTe aHturena kK TF unu
OMUCAHHBIE B HACTOSIIIEM 1OKyMeHTe anTuTena k PD-1 MokHO nosy4daTs, Harpumep, ¢ IOMOLIBIO
ciocoba ¢ uCronbp3oBaHueM rudpuaoMsl, Briepsbie omrcanHoro Kohler ef al., Nature, 256, 495
(1975), nnm UX MOKHO MOJTy4aTh C MMOMOIIBIO CIIOCOOOB Ha OCHOBE TEXHOJIOTUH PEKOMOMHAHTHOMN
JAHK. MoOHOKJIOHaIbHBIE aHTUTENA TAKKE MOXKHO BBIAEIATH U3 (ParoBeIXx OMOJIHOTEK aHTHUTEN C
NPUMEHEeHUEM METOIUK, ONucaHHbIX, Hanpumep, B Clackson ef al., Nature, 352, 624-628 (1991)
u Marks et al., JMol, Biol., 222(3):581-597 (1991). MoHOKJIOHaJIbHBIE aHTUTENA MOKHO ITOJTy4aTh
U3 JII000ro MOAXOASALIET0 UCTOYHUKA. TakuM 00pa3oM, HalpuMep, MOHOKJIOHAJIbHBIE aHTUTENA
MOXKHO TONy4aTh W3 THOPHIOM, IOJyYEHHBIX Ha OCHOBE B-KJIETOK CENe3€HKH MBILIINHBIX,
NOJYYEHHBIX OT MbIlIeH, MMMYHM3UPOBAHHBIX MpPEACTABISAIOLINM HHTEPEC AHTUIE€HOM, K
npuMepy, B (opMe KJIETOK, SKCIPECCHPYIOIINX AHTUIEH HA MOBEPXHOCTH, MM HYKJIEHHOBOM
KUCJIOTBI, KOAUPYIOIIEH NPEACTABIAIOIUNA HHTepEC aHTUTeH. MOHOKJIOHAIbHBIE AaHTUTENA TAKXKe
MOKHO TMOJIy4aThb W3 THUOPHIOM, HPOUCXOIAIIMX H3 OHKCHPECCHUPYIOLINX AHTUTENO KJIETOK
MMMYHU3UPOBAHHBIX JIIOJEH WM OTJIMYHBIX OT YEJIOBEKa MJIEKOMUTAIOLINUX, TAKUX KAaK KPBICHI,
cobaku, MpUMaThl U T. 1.

[0147] CornacHo OMHOMY BapUaHTy OCYLIECTBJICHUs aHTHUTEJO (HAIPUMEpP, aHTHTEIO K
TF wmu antuteno x PD-1) mo HacTosimemMy H300pETEHHIO MPEACTaBsieT COOOH aHTUTENO
yenoBeka. MOHOKJIOHAIbHBIE AHTUTENA YEJI0BeKa, HanpasyeHHble npoTuB TF wnu PD-1, moxHO
MOJIy4aTh ¢ MPUMEHEHUEM TPAHCTEHHBIX WUJIM TPAHCXPOMOCOMHBIX MBbIIIEH, HECYIIUX 3J€MEHTbI
MMMYHHOH CHCTEMBI YeJIOBEKa, a He CUCTeMbI MbIIIH. Takue TpaHCTeHHbIe U TPAHCX POMOCOMHBIE
MBIIIH BKJIFOYAIOT MBIIIEH, HA3bIBAEMbIX B HACTOSIIEM TOKyMeHTe MblmaMu HUMAbD u mbimamu
KM cooTBETCTBEHHO, U B COBOKYITHOCTH Ha3bIBAEMBIX B HACTOSIIEM JOKYMEHTE «TPAaHCTE€HHBIMU
MBILIAMID.

[0148] Mpimp HUMADb nMeeT MUHUJIOKYC T€Ha UMMYHOTJIOOYJIMHOB Y€JIOBEKA, KOTOPBIH
KOZIUPYET HENEepPeCTPOCHHbIE MOCIENOBATEIbHOCTH TSDKENBbIX (- M y-) M JIETKUX K-Ierneid
UMMYHOTJIOOYJIMHA YeJIOBEKa, BMECTE C aJPECOBAHHBIMH MYTALMSIMH, KOTOPbIE HHAKTUBUPYIOT
SHZOTeHHBbIe JIOKychl W- U k-uenu (Lonberg, N. ef al., Nature, 368, 856-859 (1994)).
CrnenoBaTenbHO, MBILIN XapaKTEPU3YIOTCs CHUXKEHHBIM YPOBHEM 3kcnpeccun IgM miu « My,
U B OTBET Ha MMMYHM3ALUIO BBEJIEHHbIE TPAHCTEHbl, KOAUPYIOIIHE TSIKEJblE U JIETKHE LieNu
4el0BeKa, IOJBEPraloTcsl MpoLecCy MEepeKIIoYeHus Kjacca M COMAaTHYeCKOH MyTaluu C
oOpazoBaHuneM BbicokoadprrHOrO MOHOKIOHANBHOTO IgGK yenoseka (Lonberg, N. ef al. (1994),

BhILIE; paccMoTpeHo B Lonberg, N. Handbook of Experimental Pharmacology 113,49-101 (1994),
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Lonberg, N. and Huszar. D., Intern. Rev. Immunol, Vol. 13 65-93 (1995) u Harding, F. and
Lonberg, N. Ann, N.Y. Acad. Sci 764:536-546 (1995)). Ilonyuenne moimeii HUMAb nogpobuo
omucano B Taylor, L. et al., Nucleic Acids Research. 20:6287-6295 (1992), Chen, J. et al.,
International Immunology. 5:647-656 (1993), Tuaillon at al., J. Immunol, 152:2912-2920 (1994),
Taylor, L. et al., International Immunology, 6:579-591 (1994), Fishwild, D. ef al., Nature
Biotechnology, 14:845-851 (1996). Cwm. Takke 3asBKy Ha Bbinady nareHtra CIIIA Ne 5545806,
3asBKy Ha Bbinady nareHta CIITA Ne 5569825, 3asBky Ha Bblmauy nareHta CIHIA Ne 5625126,
3asBKy Ha Bbinady nareHta CIITA Ne 5633425, 3asBky Ha Bblaauy narentra CHIA Ne 5789650,
3asBKy Ha Bbinady nateHta CIIIA Ne 5877397, 3asBky Ha Bblgauy narenta CHIA Ne 5661016,
3asBKy Ha Bbinady nateHta CIITA Ne 5814318, 3asBky Ha Bbimauy nareHta CIHIA Ne 5874299,
3asBKy Ha Bbinauy nareHTta CIIIA Ne 5770429, 3zasBky Ha Bblaauy nareHta CIHIA Ne 5545807,
WO 98/24884, WO 94/25585, WO 93/1227, WO 92/22645, WO 92/03918 u WO 01/09187.

[0149] Menuu HCo7 xapakrepusytorcss JKD-monudukaumeil B UX 3HAOT€HHBIX IeHAX
aerkoit nernu (kamma) (kak omucano B Chen et al, FMBO J. 12:821-830 (1993)), CMD-
moaudukanueli B WX OHIOTEHHBIX TI'€HAX TSDKEJIOW wLenmd (KaKk OmMcaHO B mpumepe |
WO 01/14424), nannuuem Tpancrena KCoS5 nerkoid kamma-Lienu 4eyioBeka (Kak OMKMCAHO B
Fishwild et al., Nature Biotechnology, 14:845-851 (1996)) u Hanmuuuem tpancrena HCo7 Tspxenoi
LIEH YejioBeka (KaK OMucaHo B 3asiBKe Ha Bbimady nateHTa CIIIA Ne 5770429).

[0150] Mpimun HCo12 xapakrepusyrorcss JKD-monupukanmeii B uX 3HIOT€HHBIX eHAX
nerkoii nernu (kanma) (kak ommcaHo B Chen ef al., EMBO J. 12:821-830 (1993)), CMD-
MonubuUKalMel B MX OHAOTEHHBIX T€HaX TsKeNol wnermu (Kak OmucaHo B mpumepe |
WO 01/14424), nanuuuem tpancrena KCoS nerkoil kamma-uienud 4YeynoBeka (Kak OMUCAHO B
Fishwild et al., Nature Biotechnology, 14:845-851 (1996)) u namuumem Tpancrena HCol2
TSDKEJION 1ienH YesioBeka (kak onucano B mpumepe 2 WO 01/14424).

[0151] IItamm Tpancrennoit mbimu HCol7 (cm. takske US 2010/0077497) nonyuanu
nyTeM coBMecTHOW uHbekunu BcTaBku pHC2 pasmepom 80 T. m. o. (Taylor ef al. (1994) Int.
Immunol., 6:579-591), BcraBku pVX6 pasmepoMm B T. . 0. H ¢parMeHTa xpomocomsl yIgH24
pa3mMepom 460 T. 1. 0. B KA4eCTBE HCKYCCTBEHHOM IPOMCKEBOU XpOoMOCOMBI. JInHuUs Oblia Ha3BaHa
(HCol17) 25950. Mpemuetri suann (HCol7) 25950 3arem CkpemuBajd C MBIIIAMH,
npenycmarpuBarommmu CMD-myTtanuio (omucano B mpumepe 1 myOnukanuu corjacao PCT
WO 01109187), JKD-myTtaumto (Chen et al, (1993) EMBO J. 12:811-820) u tpancren (KCO0S5)
9272 (Fishwild et al. (1996) Nature Biotechnology, 14:845-851). YV mony4eHHBIX B pe3yJbTare
MBIIIEH SKCIPECCUPYIOTCSI TPAHCTEHBbI TSDKENBIX M JIETKUX Kamma-Lerneld MMMYHOTJIOOYIIHMHOB
YeJIOBeKa B TOMO3UTOTHON (hOpMe MO HAPYIIEHUIO CTPYKTYPbI SHIOTE€HHBIX JIOKYCOB TSDKENbIX U

JIETKUX KarmIa-Lernen.
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[0152] MItamm tpaHcreHHoit wbiiau HCo020 sBnsercss pe3yapTaTOM COBMECTHOM
uHBbeKUMH TpaHcreHa MuHwiokyca 30 Tspkenoit nenu pHC2, YAC yIgHIO, conmepkameit
NOCJIEIOBATENIbHOCTD BapuadenbHol obmactu (Vh) 3aponplieBol JTMHUW, U KOHCTPYKIHMH Ha
OCHOBe MUHMIIOKyca pVx6 (ommcano B WO09097006). Mpemueit muaun (HCo20) 3arem
CKpeLIMBaIN C Mblamu, npeaycmarpuaromiumMu CMD-myrtanuio (ommcaHo B mpumepe |
nybnukanun cornacHo PCT WO 01/09187), JKD-myranmro (Chen ef al. (1993) EMBO J. 12:811-
820) u tpancren (KCOS5) 9272 (Fishwild et al.). (1996) Nature Biotechnology, 14:845-851). ¥
NOJYYEHHBIX B Pe3yJIbTaTe MbIIIeil sKkcrpeccupyroTes: 10 TpaHCTE€HOB TSKETBbIX M JIETKUX Karma-
Herneld MMMYHOTJIOOYJIMHOB YeJlOBeKa B T'OMO3HIOTHOM (opMe IO HApPYLIEHUIO CTPYKTYPbI
SH/IOT€HHBIX JIOKYCOB TSIKEJIBIX U JIETKUX Kalllma-LeneH.

[0153] C uenbro nonmy4yenus: mpitneir HuMab ¢ nonesnsivu s¢dexramu mramma Balb/c,
mbitielt HuMab ckpermumsanu ¢ mpimmamu KCOO05 [MIK] (Balb), koTopblie ObLTH MOTy4€HBI TyTEM
BO3BpATHOrO ckperuBanus Mbimei mramma KCOS (kax onucano B Fishwild et al. (1996) Nature
Biotechnology, 14:845-851) no meiueii Balb/c nukoro tuna ¢ nonydeHueM Mbliiel, OMUCAHHBIX
B WO09097006. C mpuMeHeHHeM Takoro ckperusaHusi, ruOpunsl Balb/c Obuti co3manbl st
mramMmmoB HCo12, HCo17 u HCo020.

[0154] V wramma wmbimeit KM 3HIOreHHBI Te€H JIETKOW Kamma-Lemd MbIIH ObLT
NOABEPTHYT HAPYLISHUIO B TOMO3UTOTHOM (hopme, kak onmcano B Chen ef al., EMBO J. 12:811-
820 (1993), W SHIOreHHBI T'€H TSOKEJNOW LeNd MBIIIH ObUl MOJBEPTHYT HAPYIICHUIO B
roMo3urotHor opme, kak onucano B mpumepe 1 WO 01/09187. DTOT mtaMMm MbIlIeld HeCceT
TpaHCreH Jerkod kamma-uienu denoBeka, KCoS5, xak omucano B Fishwild et al., Nature
Biotechnology, 14:845-851 (1996). OToT mTaMm MbIIIEH TaKKe HECET TPAHCXPOMOCOMY C TEHOM
TSDKEJION 1eTH YeJioBeka, cocTosmyo u3 gpparmenta hCF xpomocomsr 14 (SC20), kak OnmucaHo B
WO 02/43478.

[0155] CruteHOUMTBI OT TAKMX TPAHCTEHHBIX MBIIIEH MOYKHO TPUMEHSITh JJISl MOy YEHUs
rUOPUAOM, KOTOPBIE CEKPETUPYIOT MOHOKJIOHAJIBHBIE AHTUTENA YEJIOBEKAa, B COOTBETCTBUH C
XOpOLIO M3BECTHBIMH METOJUKAMH, MOHOKJIOHAJIBHBIX WM TOJIUKJIOHAIBHBIX AHTUTEN II0
HACTOSIIIEMY M300PETEHHIO, HITH TaK)K€ TPAHCTEHHBIM CIIOCOOOM MOJKHO TOJIy4aTh aHTHTENA 110
HACTOSIIIEMY H300PETEHHIO, MPOUCXOASIINE OT APYTUX BUIOB, TOCPEICTBOM IOJIYUEHHUS IPYTOro
OTJIIMYHOTO OT YeJIOBEKa MJIEKOITUTAIOIIETrO HITH PACTEHHSI, KOTOPBIE SBISIFOTCSI TPAHCT€HHBIMU T10
MOCJIEIOBATENIbHOCTAM TSDKEJIBIX M JIETKUX LeNed HMMMYHOTJIOOYJIMHOB, TPENCTAaBIISIOLINX
UHTEpEC, U MOJNYYSHHs U3 HUX aHTUTeNa B popme, KOTopasi MOKET ObITh BeIZeNieHa. B couerannun
C TPAHCTEHHBIM ITOJIyYE€HUEM Y MIIEKOTTUTAIOLIINX, AaHTUTENIA MOTYT OBITh MOJYYEeHBI M BbIACICHBI

N3 MOJIOKA KO3, KOPOB WJIH APYTUX MIICKOIMUTAIOIINX. CM., K IPpUMEDPY, 3aABKY Ha BblAA4y IMIATCHTA
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CIITA Ne 5827690, 3asBky Ha Bblnauy nmateHta CHIA Ne 5756687, 3asBKy Ha BblIady NaTeHTa
CIIIA Ne 5750172 u 3asaBky Ha Bbiiauy nateHra CHIA Ne 5741957.

[0156] Kpome Toro, aHTUTENNA YeNTOBEKA MO HACTOSIIEMY U300PETEHUIO WJIH aHTUTEJA 110
HACTOSIIIEMY H300PETEHHIO OT APYTHX BUIOB MOKHO ITOJIyHYaTh € IIOMOIIBIO TEXHOJIOTHI 110 THUITY
«aucriesty, BKJIO4Yass Oe3 orpaHudeHus: (aroBblil OHCIUIEH, pPETPOBUPYCHBIA AHCILIEH,
pUOOCOMHBIN AMCIIEH M IPyrHe METOAUKH, C NMPUMEHEHHEM XOPOIIO HM3BECTHBIX B JAHHOU
o0NacTH METONMK, M TIOJNyYeHHbIE B pE3yJbTaTe€ MOJIEKYJbl MOTYT OBITh IOJABEPTHYTHI
JOTIOJTHUTEIBHOMY CO3PEBAHUIO, HANpHUMeEp, CO3peBaHUI0 ap(PUHHOCTH, U TaKH€ METOIUKU
XOpOLIO M3BECTHbI B JaHHOW obOmactu (cMm., k mpumepy, Hoogenboom et al., J. Mol, Biol.
227(2):381-388 (1992) (¢parossiit aucruneii), Vaughan et al., Nature Biotech, 14:309 (1996)
(dparoseiit mucnueit), Hanes and Plucthau, PNAS USA 94:4937-4942 (1997) (puOocomMHbIi
nucrieit), Parmley and Smith, Gene, 73:305-318 (1988) (darossiit nucmneii), Scott, 7/BS. 17:241-
245 (1992), Cwirla et al., PNAS USA, 87:6378-6382 (1990), Russel et al., Nucl. Acids Research,
21:1081-4085 (1993), Hogenboom et al., Immunol, Reviews, 130:43-68 (1992), Chiswell and
McCafterty, TIBTECH, 10:80-84 (1992) u 3asBky Ha Bbinauy natenta CIIA Ne 5733743). Ecnu
TEXHOJIOTUN JUCIUIeS HCMOJb3YIOTCS JJIsl TOJY4YeHUs AaHTUTEN, KOTOpble He SBJSIIOTCA
YEJIOBEYECKIMH, TAKUE AHTHTENIA MOTYT OBbITh I'YMAHU3UPOBAHBL

III. AHAJIA3bI CBA3BIBAHUA U IPYT'UE AHAJIN3bI

[0157] CornacHo OOHOMY aCMEKTy aHTHTEJIO MO HACTOSIIEMY U300PETEHUIO TECTUPYIOT B
OTHOLICHHU €r0 aHTUT€HCBS3bIBAIOLIEH aKTHBHOCTH, HAMIPUMEP, C TIOMOIIBIO TAKHX H3BECTHBIX
ciocoOoB, kak (epmeHTHbi uMMyHOcopOeHTHbI aHanmu3 (ELISA), wuMmyHOOIOTTHHT
(Hampumep,  BeCTepH-OJIOTTHHT),  NpOTO4Has  uutoMmerpus  (Hampumep, FACS™),
UMMYHOTHCTOX UMHYECKOE UCCIIEIOBAHIE, MMMYHO(DIYOPECIICHTHBIN aHAIH3 U T. [I.

[0158] CormacHo npyromy acmekTy sl  HASHTH(QUKAIMM aHTHTENa, KOTOpOe
KOHKYPHPYET C JEIOOBIM M3 OMUCAHHBIX B HACTOSIIEM JOKYMEHTE aHTUTEN 3a CBsi3biBaHue ¢ TF
(Harmpumep, TH30TyMaOboM) miu PD-1 (Hanpumep, HuUBOIyMaboM), MOKHO MPHUMEHSTh aHAJIN3BI
KOHKypeHLUH. [lepexkpecTHO KOHKYPHUPYIOIIHE aHTHTENIAa MOXKHO JIETKO WACHTU(UIMPOBATH HA
OCHOBE HX CIIOCOOHOCTH K TMEPEKPECTHOMY KOHKYPHPOBAHUIO B CTAHIAPTHBIX AaHAJHM3ax
ces3biBanus TF wmm PD-1, Takux kak aHanmu3 ¢ npuMeHeHneM cucremel Biacore, ELIS A-ananussl
WM TpoTouHasi rutomerpusi (cm., Hampumep, WO 2013/173223). CornacHo oOmnpeneieHHbIM
BapUAHTAM OCYIIECTBJICHUS TAKOE KOHKYPHUPYIOLIEE aHTUTENO CBSI3BIBAETCS C TEM K€ SITUTONOM
(HampuMep, JTUHEHHBIM UM KOH(POPMALIMOHHBIM 3TUTOIIOM), KOTOPBIA CBSI3BIBAETCS JIFOOBIM H3
PACKPBITBIX B HACTOSIIEM AOKYMEHTE aHTUTEN (Hampumep, TH30TyMaOOM MM HHUBOJYyMaOoM).

ITonpoOHBlE HIUTIOCTPATUBHBIE CHOCOOBI KAPTHPOBAHUS 3THTONA, C KOTOPBIM CBS3BIBAETCS
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aHTUTENO, IpencTanieHbl B Morris “Epitope Mapping Protocols” B Methods in Molecular Biology
Vol. 66 (Humana Press, Totowa, NJ, 1996).

[0159] B wumrocTpaTMBHOM — aHanmM3€ KOHKYPEHIMH HUMMOOWimu3oBaHHbI  PD-1
UHKYOHUPYIOT B PaCTBOpE, COZEpPIKAIEM MEPBOE MEUEHOE aHTUTENO, KOTOPOoe CBs3bIBaeTcs ¢ PD-
1 (Hampumep, HUBOJIYMa0), U BTOPOE HEMEUEHOE AHTUTEIIO, KOTOPOE MOJJIEIKUT TECTHPOBAHUIO B
OTHOLIEHUN €ro CIIOCOOHOCTH KOHKYPHPOBATH C TEPBBIM AHTUTEJIOM 3a CBs3biBaHuE ¢ PD-1.
Bropoe aHTHTENO MOXKET MPUCYTCTBOBATh B CylepHATaHTE rHOPUIOMBL. B kadecTBe KOHTPOII,
uMMoOun3oBaHHbli PD-1 HHKYOHpYIOT B pacTBOpeE, COlepIKalleM NepBOe MEYEHOEe aHTHUTEIIO,
HO HE COZeprKallleM BTOpoe HemeueHoe aHTuTeno. Ilocne nHKyOanuu B yCIOBUSAX, TOMYCTUMBIX
s obecrieueHHst CBs3bIBaHUs nepBoro antutena ¢ PD-1, n30bITok HecBs3aBIIErocsi aHTUTENA
YIAISIOT U U3MEPSIOT KOJTMYECTBO METKH, aCCOLIMMPOBAHHON ¢ UMMOOMIN30BaHHBIM PD-1. Eciu
KOJIMYECTBO METKH, aCCOLIMMPOBAHHOW ¢ MMMoOmiIn3oBaHHbIM PD-1, B TecTupyemom obpasie
CYIIECTBEHHO CHUYKAETCS 10 CPABHEHUIO C TAKOBBIM B KOHTPOJBHOM 00paslie, 5TO yKa3bIBaeT Ha
TO, YTO BTOPOE AHTUTENIO KOHKYPHUPYET C IEpBBIM aHTUTENOM 3a cBsa3biBaHue ¢ PD-1. Cwm,,
Hanpumep, Harlow ef al. Antibodies: A Laboratory Manual. Ch.14 (Cold Spring Harbor
Laboratory, Cold Spring Harbor, NY, 1988). CornacHO HEKOTOPbIM BapHaHTaM OCYIECTBIICHUSI
antuteno k PD-1 xoHkypupyer 3a cBsizbiBanue ¢ PD-1 ¢ npyrum antutenom k PD-1 (Hanpumep,
HHUBOJIYyMaOOM), €CITH YKa3aHHOE aHTHUTENO OJIOKUPYET CBsA3bIBaHUE Apyroro aHturena ¢ PD-1 B
aHaJM3e KOHKypeHuuu 0ojiee uem Ha 20%, Oonee yem Ha 25%, Gosee yem Ha 30%, Oosiee ueM Ha
35%, 6onee uem Ha 40%, Oosnee yeM Ha 45%, OGonee uem Ha 50%, Oonee yem Ha 55%, Oosee ueM
Ha 60%, Oonee yeM Ha 65%, Oonee yeM Ha 70%, Oosee yem Ha 75%, Oosee uem Ha 80%, Oosee
yeM Ha 85%, Oonee uem Ha 90%, Oonee yem Ha 95%. CoOrjaacHO HEKOTOPBIM BapUaHTAM
ocyuiecTsiaeHus antureno k PD-1 He koHkypupyer 3a cBszbiBanue ¢ PD-1 ¢ npyrum anturenom
kK PD-1 (Hanpumep, HUBOJIyMaOOM), €CITH YKa3aHHOE aHTUTENIO OJIOKHPYET CBA3BIBAHHE IPYrOro
anturena c PD-1 B aHanusze koHKypeHIuu MeHee ueM Ha 20%, meHee deM Ha 15%, MeHee ueM Ha
10%, menee yeM Ha 9%, meHee yeMm Ha 8%, MeHee yeM Ha 7%, MeHee uyeM Ha 6%, MeHee YeM Ha
5%, menee yeM Ha 4%, meHee yeM Ha 3%, meHee yeM Ha 2%, MeHee yeM Ha 1%. CoriacHo
HEKOTOpBIM BapuaHTaM ocyuectsieHus: PD-1 npencrasnser codoit PD-1 uenoseka.

[0160] ITogoOHbIe aHAMM3BI KOHKYPEHLIMA MOKHO OCYIIECTBJISITh JIJIsl ONIPEeNesIeHUsI TOTO,
KOoHKypupyeT au antuteno kK TF ¢ tusorymabom 3a cessbiBanme ¢ TF. CornacHoO HEKOTOPBIM
BapuaHTaM ocyuecTBieHuss antureno Kk TF koHkypupyer 3a cesaseiBanue ¢ TF ¢ gpyrum
aatutesnioM K TF (Hanmpumep, TH30TyMaOOM), €CJIM YKa3aHHOE AHTUTEJIO OJIOKUPYET CBSI3bIBAHHE
apyroro anturena ¢ TF B aHanuze koHkypeHIu Oonee ueM Ha 20%, Gonee uem Ha 25%, Gonee
yeM Ha 30%, Oosnee yeM Ha 35%, Oonee uem Ha 40%, Oosee yuem Ha 45%, Oonee yeM Ha 50%,

Ooistee ueM Ha 55%, Oonee uem Ha 60%, Oosee yem Ha 65%, Oosee yuem Ha 70%, Oosiee ueM Ha
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75%, 6osee yem Ha 80%, Gonee yem Ha 85%, Gonee uem Ha 90%, Oonee yem Ha 95%. CornacHo
HEKOTOPBIM BapUaHTaM OCYLIECTBJICHUs aHTUTENO K TF He KOHKypupyeT 3a cBa3biBaHue ¢ TF ¢
apyrum anturenoM kK TF (Hampumep, TH3oTyMaboM), €Clid aHTUTENO OJIOKHUPYET CBSI3bIBAHHE
apyroro anturena ¢ TF B aHanuse KOHKypeHLUU MeHee yeM Ha 20%, meHee ueM Ha 15%, MeHee
yeM Ha 10%, meHee ueMm Ha 9%, MeHee ueM Ha 8%, MeHee ueM Ha 7%, MeHee yeM Ha 6%, MeHee
yeM Ha 5%, meHee yeM Ha 4%, meHee yeM Ha 3%, meHee yeM Ha 2%, meHee yeM Ha 1%. CormacHo

HEKOTOpBhIM BapuaHTaMm ocyuectsieHust TF npencrasmsier coboii TF uenosexa.

IvV. CHOCOBBI JIEYEHUA

[0161] Hacrosituee m3o0peTeHHe OTHOCHUTCS K CrocobaM JIeYeHHsI paka y CyOBeKTa C
MOMOIIBIO ONMCAHHOTO B HACTOSIILEM JOKYMEHTE KOHBbIOrara anturena k TF u nekapcTBeHHOro
CpeACTBa U OMMCAHHOIO B HACTOsALEM NOKyMeHTe aHTuTena k PD-1. CornacHo ogHOMY acnekTy
KOHBIOTAT AHTHUTENIAa U JIEKAPCTBEHHOTO CPENCTBAa MpEACTaBisieT cOOOH TH30TyMaO-BeIOTHH.
CornacHO HEKOTOpPBIM  BapuUaHTaM  OCYINeCTBIeHHs aHTUTeno K PD-1  wumm  ero
AHTUTEHCBS3BIBAIOINNIA (PparMeHT comepKaT ONpenesone KOMIUIEMEHTAPHOCTh 00JacTH
(CDR) aHTHTENA NI aHTUT'€HCBSI3BIBAIOIIETO (PparMeHTa, BEIOPAHHBIX U3 TPYIIIIbI, COCTOSIIEH U3
HuBOJyMada, Amp-514, Tucnennzymada, uemurumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 wnmmu ux Ouoananora. CoriacHo
HEKOTOPbIM BapHUaHTaM OCYIIECTBJEHUs] aHTUTeNO0 K PD-1 unum ero aHTUreHCBS3bIBAKOLIUMA
¢dparmentT comepkar CDR aHTHUTENa WM aHTUTCHCBS3BIBAIOIIETO ()parMeHTa, BHIOPAHHBIX U3
TPYIIBL, COCTOSAMIEH U3 HUBONyMaba, Amp-514, tucnenusymada, uemuruinmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuszymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacuo
HEKOTOPBIM BapuaHTaM OCyLleCTBIeHUs aHTuUTeno K PD-1 wnm ero aHTUreHCBA3BIBAOLIUN
(dparmMeHT coxep:kar BaprabeNbHY 00JacTh TSDKEIOH Hernu U BapuadenbHYI 00JacTh JIETKOH
LIeNT1 aHTHUTEJAa WJIH AHTHT€HCBS3BIBAIOIIETO (PparMeHTa, BHIOPAHHBIX U3 TPYIIIIBI, COCTOSLICH M3
HuBosMymMaba, Amp-514, tucnenuzymaba, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 wmm ux Owmoananora. CoriacHo
HEKOTOPBIM BapHaHTaM OCYyLIeCTBIeHUsl aHTuUTeno Kk PD-1 wnm ero aHTUreHCBA3BIBAHOLIUN
¢dparmMeHT comep:kar BaprabeNbHY0 00JacTh TSDKEIOH menu U BapuadenbHYI 00JacThb JIETKOH
LIeTTH aHTHUTEJAa MJIH AHTHT€HCBSA3BIBAIOIIETO (PparMeHTa, BIOPAHHBIX U3 TPYIIIbI, COCTOSLICH H3
HuBONyMaba, Amp-514, Tucnenuzymada, nemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
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010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. CornacHoO HEKOTOPHIM BapUaHTaM
ocymiecTBiieHHss aHTUTeno K PD-1 mnm ero aHTHUreHCBSI3bIBAOINUI (parMeHT BbIOpaHbI W3
IPYIIBL, COCTOALIEH U3 HUBONyMaba, Amp-514, tucnennsymada, uemuruimmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuzymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 unu ux
onoananora. CoriacHO HEKOTOPBIM BapHUaHTAM OCYINECTBJICHHs aHTUTeno k PD-1 wumm ero
AHTUT€HCBSA3BIBAIOIINN (PparMeHT BBIOpaHBI M3 IPYMIILL, COCTOALIEH M3 HUBOJIyMada, Amp-514,
tucnenusymada, unemuruinmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003. CornacHo HEKOTOPBIM BapUaHTaM OCYINECTBIEHUS
aatutesio kK PD-1 unm ero aHTHUreHCBsA3BIBAOIUN (pparMeHT copepikaTr BapuadenbHy 00J1acTh
TSDKEJOH 1eny U BapuabenbHy0 001acThb JErKOH Ierny, MpuieM BapuadeabHas o0acThb TSKeIOH
LIETH COACPIKUT:

(1) CDR-H1, conmepskaliyo aMHHOKUCIIOTHYIO nocienoBaTenbHocTe SEQ ID NO:17,

(i) CDR-H2, comepskaliyro aMHHOKUCIIOTHYO nocnenosarenbHOCTh SEQ ID NO:18; u

(ii1) CDR-H3, comep:kaliyr0 aMHHOKUCIOTHYO nocieaoBaTeibHocTh SEQ ID NO:19; u

npuueM BapuabesbHast 001aCTh JETKOH LeTH CONEePIKUT:

(1) CDR-L1, conepkammyr aMMHOKHCIOTHYIO nocyienoBateabHocTh SEQ ID NO:20;

(i1) CDR-L2, comep:kainyr aMUHOKHCIOTHYIO nocnenoBarebHOCTE SEQ ID NO:21; u

(ii1) CDR-L3, copmepskalinyro aMHUHOKHCIOTHYIO nocnenoBarenbHocte SEQ ID NO:22.
CornacHo HekoropbeiM BapuaHtaM ocymectsieHus CDR anturena x PD-1 omnpepenensr ¢
npuMeHeHneM cxembl Hymepauun no Kabat. CormacHo onmHoMy acrmekTy aHTHTeno Kk PD-1
npexacrasisier coboit HuBomymad. CoriaacHO KOHKPETHOMY BAPHAHTY OCYIIECTBICHHS CYOBEKTOM
SIBJIIETCS YEJIOBEK.

[0162] CornacHo npyromy acrekTy HacTosiliee M300peTeHHe OTHOCHTCS K KOHBIOTATY
AHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA, KOTOPBIN CBsi3biBaeTcs ¢ TF, 171 IpUMEHEHUs B JIEHEHUU
paka, IpuueM KOHBIOTaT aHTUTEJNa U JIEKaPCTBEHHOI'O CPECTBA MpeJHAa3HAYeH Il BBEEHUS NN
NOZUIC)KUT BBEICHUIO B KOMOWHALMH C aHTUTENOM K PD-1 miam ero aHTHUIeHCBS3BIBAIOIINM
(parMeHTOM, MpHYeM KOHBIOTAT AHTUTEJNA U JIEKAPCTBEHHOT'O CPEICTBA COAEPIKHUT aHTUTENO K TF
WIH €r0 aHTUTCHCBS3BIBAIOIINN (PParMeHT, KOHBIOTHPOBAHHbBIE C MOHOMETHJIAYPUCTATHHOM HITH
ero (pyHKIIMOHAJIBHBIM aHAJIOTOM WJIH €r0 ()YHKIIHOHAJBHBIM MPOU3BOAHBIM, IPHYEM aHTHTENO K
PD-1 miu ero aHTUTeHCBS3BIBAIOIIMK (PparMEeHT MHTHOMPYIOT akTUBHOCTH PD-1, m mpuuem
aatuTeio K PD-1 wnm ero aHTUreHCBS3BIBAIOINUN (pPAarMeHT COAepKAT OINpPeNesstoLIue
koMmrieMeHTapHocTh obmact (CDR) aHTHTENna WM aHTHIEHCBS3BIBAKOLIETO (hparMeHTa,

BBIOPAHHBIX U3 IPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
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TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
win ux Ouoananora. CoriacHO HEKOTOPBIM BapUaHTaM OCYIIEeCTBIIEHUs] aHTUTENO K PD-1 wnu ero
aHTUTeHCBs3bIBAIOIINN  (pparmeHT comepkar CDR aHTHTENna wiM aHTUTEHCBS3BIBAIOINETO
¢dparmenTa, BHIOpaHHBIX W3 TPYMIBL COCTOSIIEH W3 HUBOIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapUaHTaM OCYIeCTBIeHHs aHTUuTeNOo k PD-1 unu ero
AHTUTEHCBSA3BIBAIOIINN  (DparMEHT ConepkaT BapHaleNbHYI0 O0O0JacTh TSDKENOM Lenu u
BapuabeNnpHyI0 O0JNacTh JIErKOW ILIeMM AaHTHUTENa WIM AHTHIeHCBS3BIBAIOLIEro (parMeHra,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIMEN U3 HUBONyMada, Amp-514, Tucnenusymaba, nemurninmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymada, PDR0O01, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wu ux 6uoanasora. CorlaCHO HEKOTOPBIM BapUaHTaM OCYLIeCTBIICHHs aHTUTENO K PD-1 mnu ero
AHTUTEHCBS3BIBAIOINNI (parMeHT conepXkaT BapHaOeNnbHYI0 OONacTh TSDKENOW Lemu |
BapuadesNpHyr0 O0JacTh JIETKOM Leny AaHTUTeNa WM AHTHICHCBS3bIBAIOINEro (parmeHTa,
BBIOPAHHBIX U3 TPYIIIbI, COCTOsIIEH U3 HUBOyMaba, Amp-514, Tucnennsymada, uemurinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.
CornacHo HEKOTOPHIM  BapwaHTaM OCYINeCTBJIeHHMs aHTuUTeno k PD-1  wmm  ero
AHTUTEHCBS3BIBAIOIINN ()parMEeHT BBIOpAHBI M3 TPYMIIbL, COCTOSALICH U3 HUBOJIyMaba, Amp-514,
tucnenuzymada, unemuruinmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unmu ux duoananora. CoriaCHO HEKOTOPBIM BapHaHTaAM
ocymiecTBlieHHss aHTuTeno K PD-1 mimM ero aHTHUreHCBSI3bIBAOINUI (parMeHT BbIOpaHbI H3
IPYIIBL, COCTOSALIEH U3 HUBONyMaba, Amp-514, tucnennsymada, uemuruimmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuszymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacuo
HEKOTOPBIM BapHaHTaM OCYIUECTBJEHUs aHTUTeNO0 K PD-1 unm ero aHTUreHCBS3bIBAKOLIUIM
(dbparMeHT conepKaT BapuadeNbHYIO 00JaCTh TSKEJIOW LENU U BapuadenbHyK 00JIacTh JIETKOM
Lieny, TpudeM BapuadenpHast 00J1aCThb TSDKEJION LEH COAEPIKUT:

(1) CDR-H1, comepkariyro aMHHOKUCIIOTHYIO nocienosarenbHocth SEQ ID NO:17;

(1) CDR-H2, conepskamnyro aMHHOKUCIIOTHYIO nocienoarenbHocTh SEQ ID NO:18; u

(111) CDR-H3, conepkalnyo aMHHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO:19;

npudeM BapuadbenbHast 00JacThb JIETKOH LEH CONEPIKHT:
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(1) CDR-L1, comep:xainyo aMUHOKUCIOTHYIO nocienosareapbHocTh SEQ ID NO:20;

(1) CDR-L2, comep:xainyr aMUHOKHCJIOTHYIO nocnienoBareapHOCTE SEQ ID NO:21; u

(111) CDR-L3, comepskalnyro aMHHOKHCIOTHYIO mocnenoBarenbHocTe SEQ ID NO:22.
CornacHo HekoropeiM BapuaHTaM ocyuectsieHuss CDR anturena x PD-1 omnpenenensr ¢
npuMeHeHneM cxembl Hymepauun no Kabat. CormacHo omHoMy acrmekty aHTHTeno kK PD-1
npexacrasisieT coboit HuBomyMad. CoriaacHO KOHKPETHOMY BapHAHTY OCYLIECTBIEHHUS CYOBEKTOM
SIBJIIETCS YEJIOBEK.

[0163] CornacHo apyroMy acmekTy HACTOslIee M300pEeTEeHHE OTHOCHUTCS K aHTUTENy K
PD-1 nnm ero aHTUreHcBsi3bIBaroueMy (parMeHTy Al NPUMEHEHHs B JIEYEHUHU PakKa, MpU4yeM
atuteno k PD-1 mpenHasHaueHO A BBEAEGHUS WM TOJIEKHUT BBEACHUIO B KOMOMHALIMU C
KOHBIOTaTOM AHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA, KOTOPBIM CBsA3biBaercss ¢ TF, mpuuem
KOHBIOTAT AaHTHUTENAa U JIEKAPCTBEHHOIO CpeacTsa cofepkuT aHtureno k TF wumm ero
AHTUTEHCBS3BIBAIOIINI (PparMeHT, KOHBIOTMPOBAHHBIE C MOHOMETHJIAYPUCTATHHOM WU €ro
(DYHKIIMOHATIBHBIM aHAJIOTOM MJIH €r0 ()YHKIIMOHAIBHBIM ITPOM3BOAHBIM, IPUYEM aHTUTENO K PD-
1 mu ero aHTUreHCBSI3bIBAIOINUI (P PArMEHT HHTMOUPYIOT aKTUBHOCTH PD-1, 1 mpudem aHTHTENO
Kk PD-1 wmum ero aHTUreHCBs3bIBAKOIIMK  (parMeHT  CoAepikaT  OmpenessFoIue
kommieMeHTapHocTh obnacti (CDR) aHTUTEeNna WM aHTHICHCBSI3BIBAIOLIETO (hparMeHTa,
BBIOPAHHBIX U3 TPYIIIbI, COCTOSIEH U3 HUBOIyMaba, Amp-514, tucnennsymabda, uemurinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wiu ux Ouoananora. CorjlacCHO HEKOTOPBIM BapHaHTaM OCYIIEeCTBIIEHHUsT aHTUTENO K PD-1 wnu ero
AHTUTEeHCBs3bIBAIOIIMN  (pparmeHT comepkar CDR aHTHTEna wiM aHTUTEHCBSI3BIBAIOIIETO
(parmeHTa, BBIOpAHHBIX W3 TPYMIbL, COCTOSILEH u3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCyIlecTBIeHHs aHTuTeNo k PD-1 unu ero
AHTUTEHCBS3BIBAIOIINN  (PparMEHT ConIepkaT BapHadeNbHY0 O00JacTh TSDKEJNIOH Lenu u
BapuabenpHyI0 O0JAaCTh JIETKOW IIeMHM AaHTHTENAa WM AHTHICHCBS3BIBAIOLIErO (parMeHTa,
BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIEH 13 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
i ux ouoananora. CorlacCHO HEKOTOPBIM BapUaHTaM OCYIIEeCTBIIEHUsI aHTUTENO K PD-1 wnu ero
AHTUTEHCBS3BIBAIOIINN (PparMEHT ConepkaT BapHadeNbHYH0 00JacTh TSDKEJNOH Lenu u
BapuabenpHyI0 O0JNACTh JIETKOW LM AaHTHTENa WIM AHTHICHCBS3BIBAIOLIEro (parMeHTa,

BBIOPAHHBIX U3 IPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
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TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.
CornacHo HEKOTOpPBIM  BapHaHTaM OCYINeCTBJeHHs aHTuTeno k PD-1  wumm  ero
AHTUTEHCBS3BIBAIOIINN (PparMEeHT BBIOpAHBI M3 IPYMIIBL, COCTOALIEH M3 HUBOJIyMada, Amp-514,
tucnenuzymada, unemuruinmada, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unu ux Ouoananora. CorjlaCHO HEKOTOPBIM BapHaHTaM
ocyuiecTBiieHuss aHTuTeno kK PD-1 mnm ero aHTUreHCBs3bIBAOIUI (parMeHT BbIOpaHbI W3
IPYIIBL, COCTOALIEH U3 HUBONyMaba, Amp-514, Tucnenusymada, nemurnnmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuzymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacuo
HEKOTOpPHIM BapUaHTaM OCYINECTBJIeHUs aHTuTeno K PD-1 mnm ero aHTUreHCBSA3bIBAIOIIUI
(parMeHT comep:kar BaprabenbHy 00J1acTh TSDKEJION Henu U BapuadenbHyr 00JacTh JIETKOH
ey, npu4eM BapuadenbHas 00JIacThb TSHKEJION LeNH COMEePIKUT:

(1) CDR-H1, conepskalinyo aMHHOKUCIOTHYIO nocienoBaTenbHocTe SEQ ID NO:17,

(i) CDR-H2, comepskaliyro aMHHOKUCIIOTHYO nocnenoBarenbHOCTh SEQ ID NO:18; u

(ii1) CDR-H3, comep:kaliyo aMHHOKUCIIOTHYO nocieaoBaTeibHocTh SEQ ID NO:19; u

npuveM BapuadesbHast 00JaCThb JIETKOM LEMH CONEPIKHT:

(1) CDR-L1, comepxkainyo aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:20;

(i) CDR-L2, comep:kainyr aMUHOKHCIOTHYIO nocnenoBareibHOCTE SEQ ID NO:21; u

(ii1) CDR-L3, conmepskalnyro aMUHOKHCIOTHYIO mocnenoBarenbHocts SEQ ID NO:22.
CornacHo HekoropbsiM BapuaHtaM ocymectsieHuss CDR anturena x PD-1 omnpepenensr ¢
npuMeHeHneM cxembl Hymepauun no Kabat. CormacHo onmHoMy acmekTy aHTHTeno kK PD-1
npexacrasisier coboit HuBomymad. CoriaacHO KOHKPETHOMY BAPHAHTY OCYIIECTBICHHS CYOBEKTOM
SIBJIIETCS YEJIOBEK.

A. Pax monounoii xcenesol

[0164] Bo BcemmpHOoM nokiame o Oopwbe ¢ pakom 2014 roma or BO3 (Bcemuphas
OpTaHU3aLMs 3[PABOOXPAHEHHSI) COOOIIAETCS], YTO PaK MOJIOYHOM KeJe3bl SIBJSIETCS BTOPOH 110
pacripocTpaHeHHOCTH (OpMON paka B MHUpE, €XKErOJHO HACUUTHIBAS YyTh Oojiee | MHJUTMOHA
HOBBIX ciydaeB. B Hem roBoputcs, 4yto B 2000 rogy OT paka MOJOYHOM >KeJe3bl YMEPJIN OKOJIO
400000 >xeHIIMH, YTO cOCTaBjsAeT 1,6 MPOLIEHTAa BCEX CJIy4aeB CMEPTU Cpenu >keHUuH. [lons
CMEPTEH OT paka MOJIOUHOH »KeJie3bl OblJJa HAMHOTO BBIIIE B OOraThlX cTpaHax (2 MpoOLeHTa OT
BCEX CIIy4aeB CMEPTH CpEeId SKEHINWH), YeM B SKOHOMHYECKH cJad0o Pa3BUTBIX PErHOHAX
(0,5 mpouenTta). Takum oOpa3oMm, pak MOJOYHOH >Kele3bl TECHO CBs3aH C 00pa3oM >KU3HHU

3amanHoro tuna. [To Mepe Toro, kak pa3BUBAIOIIUECS CTPAHBI IPEYCIEBAOT B TOCTIKEHUHU 00pas3a
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KHU3HH, Togo0Horo TakoBomy B EBpomne, CeBeproii Amepuke, Asctpannu, HoBoli 3enannun u
SAnoHuM, OHM TaKKe CTOJKHYTCS C ropasno Oojiee BBICOKOW 3a00JIeBa€MOCTBIO PAaKOM, B
94aCTHOCTH, (JOPMaMHU paka MOJIOUHOM skene3bl. [locnenHne naHHbIe MOATBEPKIAIOT STOT IIPOrHO3
U eMOHCTpUpYIOT 20% yBenudeHue yucia cay4daeB paka MoJo4dHoM xkene3bl ¢ 2008 mo 2012 rox.
(Carter D. "New global survey shows an increasing cancer burden". Am J Nurs. 2014 Mar; 114(3):
17).

[0165] CornacHO HEKOTOPBIM acMeKTaM HaCcTosIIIee N300pETeHe OTHOCUTCS K Criocobam
JIEYeHHsI PaKa MOJIOUYHOM JKeJie3bl y CyObeKTa C IIOMOILIBIO OMMCAHHOTO B HACTOALIEM JOKYMEHTE
KOHboraTa antutena k TF u nekapcTBEHHOr0 CpeACTBa U ONMUCAHHOTO B HACTOSLIEM AOKYMEHTE
antutena k PD-1. CornacHo 0JHOMY acnekTy KOHBIOraT aHTHUTEJNA U JIEKAPCTBEHHOTO CPEACTBa
npeacrasisier coOoi Tu3oTyMab-BenoTuH. COrlacHO HEKOTOPHIM BAapHAHTaM OCYIIECTBJICHHUS
aututeno K PD-1 uiam ero aHTHUreHCBS3BIBAIOLIUI (pPAarMEeHT Coaep:kaT ONpeAessIoIne
KoMIuleMeHTapHoCTh obnactu (CDR) aHTHMTeNna wnm aHTHreHCBs3bIBaKOLIEro (parmeHra,
BBIOPAHHBIX U3 IPYHIIbI, COCTOALIEH U3 HUBOMyMada, Amp-514, Tucnenuszymaba, nemurummada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, xampenuzymada, PDR0O01, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
i ux 6noananora. CoracHO HEKOTOPBIM BapHAHTaM OCYIIECTBIIEHUS aHTUTeNo K PD-1 mmn ero
aHTUTeHCBs3bIBAOIMI  (parmeHT comepxkar CDR aHTHMTENa WM aHTUI€HCBSI3BIBAIOIIETO
(parmeHTa, BBIOpAHHBIX M3 TPYMIbIL, COCTOSILEH W3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCYyIeCTBIeHHs aHTuTeNOo k PD-1 unu ero
AHTUTEHCBS3BIBAIOIINN  (PparMEHT ConepkaT BapHadeNbHY0 O00JacTh TSDKEJNIOH Lenu u
BapuabenpHyr0 O0JAaCTh JIETKOW ILeNMM AaHTHTENa WM AHTHICHCBSI3BIBAIOLIErO (parMeHTa,
BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
i ux Ouoananora. CorlacCHO HEKOTOPBIM BapUaHTaM OCYIIeCTBIIEHUs] aHTUTENO K PD-1 wnum ero
AHTUTEHCBS3BIBAIOIINN  (PparMEHT ConIepkaT BapHadeNbHYH0 O00JacTh TSDKEJNIOH Lenu u
BapuabenpHyI0 O0JNAaCTh JIETKOW ILIeNMHM AaHTHTENa WM AHTHICHCBSI3BIBAIOLIETO (hparMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.
CornacHo HEKOTOpPHIM  BapHaHTaM OCYINeCTBJeHHs aHTuTeno k PD-1  wuwmm  ero

AHTUTEHCBS3BIBAIOIINN (PparMEeHT BBIOpAHBI M3 IPYMIBL, COCTOALIEH M3 HUBOJIyMada, Amp-514,
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tucnennzymada, nemuruimmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unu ux Ouoananora. CorlacCHO HEKOTOPBIM BapHaHTaM
ocymiecTBiieHnss aHTuTeno K PD-1 mnm ero aHTUreHCBSI3bIBAOINUI (parMeHT BbIOpaHbI W3
IPYIIBL, COCTOALIEH U3 HUBONyMaba, Amp-514, Tucnenusymada, uemuruinmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuzymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacao
HEKOTOPbIM BapuHaHTaM OCyLIeCTBI€HUsl aHTuUTeno Kk PD-1 wnm ero aHTUreHCBA3BIBArOLIUN
¢dparmMeHT comep:kar BaprabenpHy0 00JacTh TSDKEIOH Lenu U BapuadenbHYI 00JacThb JIETKOH
Lieny, IpudeM BapuadenbHas 00JacThb TSDKEJION LU COAEPIKUT:

(1) CDR-H1, comepxkamyo aMHHOKUCIIOTHYIO nocienosarenbHocTh SEQ ID NO:17;

(11) CDR-H2, conep:xalinyro aMHHOKUCIIOTHYIO ntocnenoBarenbHocTh SEQ ID NO:18; u

(111) CDR-H3, copep:xaliyo aMMHOKUCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO:19;

npuueM BapuabesbHast 001aCTh JETKOH e COAEePIKUT:

(1) CDR-L1, conep:kaiyo aMHHOKHUCIOTHYIO nocsenoBatenbHOcTh SEQ ID NO:20;

(i1) CDR-L2, conep:xarnyro aMIHOKUCIOTHYO nocnenosarenbHocTh SEQ ID NO:21;

(iii) CDR-L3, conmepskaliyro aMUHOKHCIOTHYIO mocnenosarenbHocte SEQ ID NO:22.
CornacHo HekoTopeIM BapuantaM ocyiuectsieHusi CDR anturena x PD-1 ompenenensl c
npuMeHeHueM cxembl Hymepauun no Kabat. CormacHo omHOMy acrmekTy aHTHTeno kK PD-1
npexacrasisier coboit HuBomymad. CoriaacHO KOHKPETHOMY BapHAHTY OCYLIECTBICHHS CYOBEKTOM
SIBJISIETCS YEIIOBEK.

[0166] CornacHo HEKOTOPHIM BapHaHTaM OCYILECTBJIEHUs IO MeHbIel Mepe okouo 0,1%,
Mo MeHblIe Mepe okojo 1%, mo mMeHbine Mepe okojo 2%, 1Mo MeHbluel Mepe okojio 3%, 1o
MeHbLIel Mepe okono 4%, mo MeHblnel mepe okoyo 5%, mo MeHsluer mepe okono 6%, 1o
MeHbLIeH Mepe okono 7%, mo MeHblnel mepe okoyio 8%, mo MeHsluer mepe okono 9%, 1o
MeHbluel mepe okojo 10%, mo menbineit Mmepe okoso 15%, mo menblieit mepe okono 20%, o
MeHbLIel Mepe 0KoJo 25%, mo MeHbinei Mepe okosio 30%, mo mMeHbleit Mmepe okono 35%, mo
MeHblIel Mepe okojo 40%, mo mMeHbinei Mepe okoso 45%, mo meHbleit Mmepe okono 50%, o
MeHblIel mepe okojo 60%, mo MeHbluel Mepe okosio 70% wunn mo MeHbuel mepe okoJio 80%
KJIETOK pakKa MOJIOYHOH keJie3bl cyObekTa skcrpeccupyioT TF. CoracHO HEKOTOPBIM BapHaHTaM
ocyiuecTsieHus: o Menblueil Mepe 0,1%, no menbiueir mMepe 1%, no menpiieit mMepe 2%, Mo
MeHblel Mepe 3%, no MeHblel Mepe 4%, o MeHblIed Mepe 5%, no MeHblueil mepe 6%, 1o
MeHblel Mepe 7%, no MeHblueil Mepe 8%, o MeHbliell Mepe 9%, no MeHbiel mepe 10%, no
MeHb1el mepe 15%, no menbiueii Mepe 20%, no MeHblieil Mepe 25%, no MeHbliel mepe 30%,

no MeHbluel Mepe 35%, no menbiueil Mepe 40%, o Menblueil Mepe 45%, o Menblieit mepe 50%,
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no MeHbleil mepe 60%, no menbuieil mepe 70% unu no MeHbiiedl mepe 80% kieTok paka
MOJIOUHOUM keie3bl  cyObekta oskcrpeccupyor TF. CornacHo HEKOTOPhIM — BapUaHTaM
OCYILECTBJIEHUs] MPOLIEHTHYIO MAOJI0 KJETOK, KoTopble skcrpeccupyioT TF, ompenemstor c
npuMeHeHneM ummyHorucroxummudeckoro wuccinenosanuss (IHC). CormacHo HEKOTOPBIM
BapMaHTaM OCYINECTBJIEHHUs] MPOLIEHTHYIO JOJII0 KJETOK, KoTopble skcmpeccupyrorT TF,
ONpeneNsAloT C NPUMEHEHHEM MpOTOYHON LuToMeTpuu. COrjmacHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHHUs] MPOLIEHTHYH MAOJI0 KJETOK, KoTopble skcmpeccupyroT TF, ompenemnstor c
npuMeHeHneM (pepMeHTHOro uMmMyHocopOenTHoro aHanu3a (ELISA).

[0167] CornacHo HEKOTOPBIM BapHaHTaM OCYILLIECTBJIEHUs IO MeHbIel Mepe okouno 0,1%,
Mo MeHblIel Mepe okojo 1%, no meHblIel Mepe okojo 2%, 1o MeHbluel Mepe okojo 3%, 1o
MeHblIelH Mepe okoyo 4%, mo meHblielt mepe okoyio 5%, nmo MeHsllel mepe okoino 6%, 1o
MeHbIIeH Mepe OKoJo 7%, 1o MeHblnel mepe okono 8%, mo meHslnel mepe okoyio 9%, mo
MeHbIei Mepe okojio 10%, mo meHbineii mepe okojio 15%, no mensbiuei mepe okoso 20%, 1o
MeHbIIIel Mepe okoJio 25%, 1o MeHbliei Mepe okojio 30%, mo MeHblel Mepe okoso 35%, 1o
MeHbIel Mepe okoiio 40%, o MeHblIei Mepe okojio 45%, no MeHblel mepe okoso 50%, o
MeHblel Mepe okosio 60%, mo MeHblIel Mepe okoio 70% wmiu no MeHblel mMepe okoso 80%
KJIETOK paka MOJIOUHOW kene3bl cyObekTa skcmpeccupyror PD-L1. CorymacHo HEKOTOpBIM
BapHaHTaM OCYLIECTBJIEHUs 1o MeHbluel Mepe 0,1%, mo mensiuel mepe 1%, no MeHbInel Mepe
2%, o menblei Mmepe 3%, mo MeHbleit mepe 4%, Mo MeHblel Mepe 5%, Mo Menbinel mepe 6%,
1o MeHblel mepe 7%, o MeHblel mepe 8%, o meHblel Mepe 9%, no meHbiuel mepe 10%, no
MeHb1el mepe 15%, no menbiueii mepe 20%, o MeHblIel Mepe 25%, nmo meHblel mepe 30%,
no MeHb1el Mepe 35%, no menbiueii Mmepe 40%, no Menbiueit Mepe 45%, o Menbleit mepe 50%,
no MeHsblieil mepe 60%, no menbiieir mepe 70% unu nmo MeHbineil mepe 80% KkieTOK paka
MOJIOUHOM skene3bl cyObekta skcmpeccupyroT PD-L1. CornmacHo HEKOTOpPhIM BapuUaHTaM
OCYLIECTBJICHUS] IIPOLICHTHYIO JOJIIO KJIETOK, KOTOpble skcmpeccupyror PD-L1, onpenensror ¢
npuMeHeHneM ummyHorncroxummudeckoro wuccinenosanus (IHC). CormacHo HEKOTOPBIM
BAPUAHTaM OCYINECTBJICHUs] MPOLEHTHYIO MO KJIETOK, KOTopble skcnpeccupyroT PD-LI,
ONpeneNsAloT C INPUMEHEHHEM MpOTOYHON LuToMeTpuu. COrjacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHUs] NIPOLICHTHYIO JOJIO KJIETOK, KOTOpble skcmpeccupyror PD-L1, onpenenstor ¢
npuMeHeHneM gpepMeHTHOro uMMyHocopOerTHoro aHanmsa (ELISA).

[0168] CornacHO HEKOTOPBHIM BapUAaHTAM OCYINECTBJIEHUS OIyXOJb, MPOUCXOISAIIAs U3
paka MOJIOUHOM 3KeJIe3bl, CONEPKUT OHY WIH Oojee KIETOK, KOTOphle 3kcrpeccupyoT PD-L1,
PD-L2 unu xax PD-L1, Tak u PD-L2.

[0169] CornacHo HEKOTOpPBHIM BapHaHTaM OCYILECTBJIEHUsI IO MeHbIel Mepe okouo 0,1%,

Mo MeHblIel Mepe okojo 1%, mo meHblnet Mepe okojo 2%, 1Mo MeHbluel Mepe okojio 3%, 1o



73

MeHblIel Mepe okoso 4%, mo MeHblneit mepe okoyio 5%, mo MeHsluer mepe okoino 6%, 1o
MeHbLIelH Mepe okoyo 7%, mo MeHblneit mepe okoyio 8%, mo MeHsluel mepe okoino 9%, 1o
MeHbluel mepe okojo 10%, mo menbineit Mmepe okoso 15%, mo mensbleit mepe okono 20%, o
MeHblIel Mepe 0koJo 25%, mo MeHbine Mepe okoso 30%, mo meHblei Mepe okoso 35%, mo
MeHbluel Mepe okojo 40%, mo MeHbine Mepe okoso 45%, o meHbleit mepe okosno 50%, no
MeHblIel Mepe okoso 60%, no menbiuel Mepe okosio 70% unu no mexsiueli mepe okono 80% T-
KJIeTOK cyObekTa skcrpeccupyioT PD-1. CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHS TI0
meHnbLuel Mepe 0,1%, no menbiuei mepe 1%, no menbiet mepe 2%, no MeHblueit mepe 3%, 1o
MeHblel Mepe 4%, no MeHbliei Mepe 5%, no MeHblIel Mepe 6%, o MeHblueil mepe 7%, o
MeHblel Mepe 8%, no MeHbleil mepe 9%, no menblueii Mepe 10%, no menbuiel mepe 15%, no
Menb1ei mepe 20%, o menblueil Mepe 25%, no Menblieil Mepe 30%, o MeHblIel mepe 35%,
nio MeHbinel mepe 40%, mo menbiueii Mmepe 45%, no Menbieit mepe 50%, o meHblIeit mepe 60%,
no MeHblei Mmepe 70% wunu no meHbei mepe 80% T-kieTok cyObekTa skcnpeccupyroT PD-1.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUs IPOLEHTHYIO JOJII0 KIJIETOK, KOTOpbIe
skcnpeccupyroT PD-1, onpenenstor ¢ npuMeHeHHeM UMMYHOTHCTOXUMHYECKOTO UCCIeA0BAHNUS
(IHC). CornacHo HEKOTOPHIM BapHaHTaM OCYINECTBIIEHHS MPOLEHTHYIO JOJIO KJIETOK, KOTOPBIE
skcnpeccupyoT PD-1, ompenensior ¢ npumeHeHHeM MpoTO4YHOM 1mroMmerpuu. CornacHo
HEKOTOPbIM BapHaHTaM OCYILIECTBJICHUs] MPOLIEHTHYIO AOJIO KJIETOK, KOTOPbIE SKCIPECCUPYIOT
PD-1, onpenensitot ¢ npuMeHeHHeM (pepMEeHTHOro MMyHocopOeHnTHoro ananmu3a (ELISA).

B. Pax weiiku mamku

[0170] HecmoTpst Ha HOCTHKEeHUsI B 00JIACTH CKPUHUHTA, TUATHOCTUKH, TTPOPUITAKTUKY U
JIeYeHUs], paK MEeWKH MaTKH OCTAeTCsl OAHOW M3 OCHOBHBIX NMPUYMH CBSA3aHHOW C PaKOM CMEpPTU
cpenu sxeHIMH. OH cocTaBysieT ~4% OT o0Lero Yncia BepBble THArHOCTUPOBAHHBIX CIIy4aeB
paka u 4% ot obmero yncna ciy4daeB cmeptu. Cm. Zhu ef al., 2016, Drug Des. Devel. Ther.
10:1885-1895. Pak mieiiku MaTKu 3aHUMAET 7-€ MECTO IO PaCHPOCTPAHEHHOCTU CPEIU KEHIIUH
BO BCeM Mupe U 16-e MecTo no pacnpocrpaHeHHocTU B EBponetickom Coroze. B 3aBucumocTi ot
CTauH MPH HAYAJIBbHOM NPOSIBIEHUH paK MIEHKH MAaTKU OyJIeT BO3HHUKAThb MOBTOPHO y 25-61%
xenmuH. Cm. Tempfer ef al., 2016, Oncol. Res. Treat. 39:525-533. B OONbIIUHCTBE Cy4aeB
peunanB 3a00JeBaHUsl TUATHOCTUPYETCS B TEUCHHE 2 JIET MOCIe HAYaJIbHOTO JICUEHUS] U MOXKET
HAOJIFOIaThCsl B PA3JIMYHBIX YYACTKaX. XUMHOTEPANHsl SIBJSIETCS CTAHAAPTHBIM JICUEHHEM IS
takux nampieaToB. Cm. Zhu et al., 2016, Drug Des. Devel. Ther. 10:1885-1895. Menuana o0mei
BbDKHBAEMOCTH ceHdac TMpPeBBbIIIAET OAWH TOJl, OJHAKO IISTHJIETHSAS OTHOCHUTEIbHAas
BBDKHMBAaE€MOCTb NpH pake Lieiiku maTku IV craauu cocrasnser Bcero 15%, 4To cBUAETENbCTBYET

O BBICOKOM MOTPEOHOCTH B YIIYYIISHHBIX CIIOCO0AX JIeUeHUs paka MEeHKd MaTKH.
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[0171] CormacHO HEKOTOPBIM AacCMeKTaM B HACTOSILIEM JOKYMEHTE TMPEACTaBJICHbI
CrIOCOOBI JIEYEHUsI paka LIEHWKH MAaTKd Y CyObEKTa C IOMOIIBI0 OMHCAHHOTO B HACTOSIIEM
JOKYMEHTe KOHbtorata antutena k TF u JexkapcTBEHHOIO CpefCTBa U OMMCAHHOIO B HACTOSIILEM
noxkyMeHTe anturesna k PD-1. CornacHo oHOMY acnekTy KOHBIOraT aHTUTeNa U JIEKapCTBEHHOTIO
cpeacTBa TMpencTaBisieT coOol Tuzorymad-BenoTwH. (COrJacHO HEKOTOPBIM BapHAHTaM
ocymiecTBlieHHss aHTuTeNo K PD-1 unm ero aHTHreHCBSI3BIBAOLINI (parMeHT copepskar
onpenensIue KomiueMeHTapHoctb oonactu (CDR) aHTuTena mim aHTUIE€HCBS3bIBAIOINETO
¢dparmenTa, BHIOpAHHBIX W3 TPYMIBL COCTOSIEH W3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurmnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003 wmnu mx Ouoananora. CorizacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIIEHHUS
antutenno Kk PD-1 mnm ero antureHcssizbBaromuii ¢parment copepxkatr CDR anturena wmum
AHTUTEHCBSA3BIBAIOIIETO (pparMeHTa, BHIOPAHHBIX M3 TPYIIIbI, COCTOSAIIEH U3 HUBOJIyMaOa, Amp-
514, Tucnenusymada, uemumnmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenusymaba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003. CornacHO HEKOTOPbIM BapuUaHTaM OCYIIECTBJIEHUS
aHTuTeno Kk PD-1 nnu ero aHTHUreHCBsA3bIBAOLINN (parMeHT comepkaT BaprHadeabHy0 00J1acTh
TSDKENOH 1enu U BapuabenbHyr 00JacTh JIETKOH LeNM aHTHUTENla WJIM AHTUI€HCBSI3bIBAIOIIETO
(parmeHTa, BBIOpAHHBIX M3 TPYMIbIL, COCTOSILEH W3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003 wmu mx Ouoananora. COrjaacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIICHHUS
anTuTeNo K PD-1 man ero aHTUreHCBS3BbIBAIOIIUN (parMeHT colepikaTr BapuadenbHy 00J1acTh
TSDKEJIOW 1eny U BapuadenbHy0 00JacTh JIETKOH LENMH aHTUTENAa MM aHTHTCHCBS3BIBAOIIETO
(parmeHTa, BBIOpAHHBIX W3 TPYMIbL, COCTOSIEH w3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenmusymada,
PDROO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003. CornacHO HEKOTOPBIM BapHaHTaM OCyIleCcTBIeHHs aHTuTeno k PD-1 unu ero
AHTUTEHCBS3BIBAIOIINN (PparMEeHT BBIOpAHBI M3 IPYMIBL, COCTOALIEH U3 HUBOJIyMada, Amp-514,
tucnennzymada, nemuruimmaba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 unmu ux Ouoananora. CorlacCHO HEKOTOPBIM BapHaHTaM
ocymiecTBiieHnss aHTuTeno K PD-1 mnm ero aHTHUreHCBSI3bIBAOINUI (parMeHT BbIOpaHbI H3
TPYIIIBL, COCTOSAIEH U3 HUBONyMaba, Amp-514, Tucnennsymada, uemuruimmada, TSR-042, JNJ-

63723283, CBT-501, PF-06801591, JS-001, kampennsyma6a, PDR001, BCD-100, AGEN2034,



75

IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003. Cornacuo
HEKOTOPbIM BapHaHTaM OCYIIECTBJEHUs aHTUTeao0 K PD-1 unum ero aHTUreHCBS3bIBAKOLIUIA
(dbparMeHT conepkaT BapHadeNbHYIO 00JaCTh TSDKEJIOW LEeNy U BapuadeNnbHYK 00JIaCTh JIETKOM
Lleny, TpudeM BapuadenpHast 00JacTh TSDKEJION e COAEPIKUT:

(1) CDR-H1, comepkamyo aMHHOKUCIIOTHYIO nocienosarenbHocTh SEQ ID NO:17;

(11) CDR-H2, conepkamyro aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:18; u

(111) CDR-H3, conepskalnyo aMHHOKUCIOTHYIO ocienosarenbHocTh SEQ ID NO:19;

npudeM BapuadbenpHast 00JacThb JIETKOH LENH CONEPIKHT:

(1) CDR-L1, comep:xainyo aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO:20;

(11) CDR-L2, comepxainyro aMUHOKHCJIOTHYIO nocyienosarebHOCTh SEQ ID NO:21; u

(111) CDR-L3, conmepsxalnyro aMHHOKHCIOTHYIO nocneposarenbHocts SEQ ID NO:22.
CornacHo HekoropbiM BapuaHTaM ocyuectsieHuss CDR anturena x PD-1 omnpepenener ¢
npuMeHeHneM cxembl Hymepauuu no Kabat. CormacHo omHOoMy acmekty aHtuteno k PD-1
npencrasisier codoil HuBonymMad. CorlacHO HEKOTOPBIM BapUAHTAM OCYINECTBIEHUS CyOBEKT
paHee He IMPOXOAMJ TNPEIIECTBYIOLUIYI0 CUCTEMHYIO Tepanuioo paka wmeiku matku. CornacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJICHHUs XHUMHOTEpalus HE CUYUTAETCA NPEALIECTBYHOLIEH
cUCTEeMHOHN Tepanuel paka melku MaTku. COrsIaCHO HEKOTOPBIM BapUaHTaM OCYILECTBJICHUS
Jqy4yeBasi Tepalus He CUUTAETCsl MPENLIECTBYIOLIEH CUCTEMHON Tepamnueil paka IIEeWKd MaTKH.
CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUsS XMMHUOTEpANnus B KOMOHMHALUHM C JIY4eBOH
Teparnuei He CUUTAeTCsl MPEIIeCTBYIOIIEe CUCTEMHON Tepanuel paka melku mMatku. CorjacHo
HEKOTOPBIM BapUAHTAM OCYLIECTBJICHUSI CYOBEKT paHee ObUT MOABEPTHYT JICYEHUIO C TIOMOLIBO
XUMHOTEpanuyi Wwin JiydeBod Tepanuu. COrjIaCHO HEKOTOPBIM BapHAHTAM OCYLIECTBICHHS
CyOBEKT He SIBJIIETCS KaHAUIATOM Ha paluKajIbHYIO Tepamnito. COrjacHO HEKOTOPhIM BapHaHTaM
OCYLIECTBJICHHs paJMKaJIbHAs Teparusl MPEACTaBIsieT COOOH JIy4eBYK TEpamuio H/Hiu
SBUCLIEPALIMOHHYIO0 Tepanuto. CoriacHO HEKOTOPBbIM BapUaHTaM OCYILIECTBIEHHs paJuKajbHas
Tepamusi TMpencraBiseT co0oil  aydeByro Tepamuioo. COriacHO HEKOTOPBIM —BapUaHTaM
OCYLIECTBIICHHs PagUKaJIbHAS Tepamus TNPEACTaBIsieT COOOH HBUCIEPALIMOHHYIO TEPAITHIO.
CornacHO KOHKPETHOMY BapHaHTy OCYLIECTBICHUS CYOBEKTOM SIBIISIETCS YEJIOBEK.

[0172] CornacHo HEKOTOPBHIM BapUaHTaM OCYLLECTBJIEHUS IPEACTABJIEHHBIX B HACTOALIEM
IOKYMEHTE CroCOOO0B, MIJIM MPUMEHEHWH, WIIN MPEeJHA3HAUEHHOTrO U PUMEHEHUIH NPOIYyKTa,
paK MIeHKH MaTKH TPENCTaBiseT COOOH aAeHOKapLUHUHOMY, aJ€HOCKBAMO3HYIO KapLUHOMY,
TUIOCKOKJIETOYHYIO KapLIMHOMY, MEJKOKJIETOUHYH KapLUHOMY, HEMPOSHIOKPUHHYIO OMyXOJb,
CTEKJIOBUHOKJIETOUYHYIO KApLINHOMY WUJIHU XKeJIe3UCTO-BOPCUHYATYIO afieHokapLuuHoMy. CornacHo
HEKOTOPHIM  BapHaHTAM OCYINECTBJIEHHS paK IIeHKW MaTKU TPENCTaBiIsieT CoOOH

AACHOKAPLUUHOMY, AACHOCKBAMO3HYI0 KAapUUHOMY HJIU IJIOCKOKJICTOUHYH0 KAPLUHOMY. CornacHo
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HEKOTOPhIM  BapHaHTAM  OCYINECTBJIEHHS paK IIeHKH MaTKU TMPENCTaBiIsieT CoOOH
aneHokapuuHOMy. COrjjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBJIEHUS] pPaK INEHKH MaTKU
npencraBisier cobOil  aAeHOCKBAMO3HYIO KapuuHOMy. COryiacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBIICHHS PaK MEHKU MATKU MPEACTABISIET COOON TUIOCKOKIJIETOYHYIO KapLIUHOMY.

[0173] CornacHo HEKOTOPBHIM BapHaHTaM OCYILECTBJIEHUs IO MeHbIel Mepe okouno 0,1%,
Mo MeHblIel Mepe 0kojo 1%, mo meHblIel Mepe okojo 2%, 1Mo MeHbluel Mepe okojo 3%, 1o
MeHblIel Mepe okoso 4%, mo MeHblieit mepe okoyio 5%, mo MeHbllel mepe okoino 6%, 1o
MeHbLIelH Mepe okoyo 7%, mo MmeHblieit mepe okoyio 8%, mo MeHsluel mepe okoino 9%, 1o
MeHblIel Mepe okojo 10%, no meHbiueit Mepe okoso 15%, no menbuieit mepe okosno 20%, no
MeHbLIel Mepe 0KoJo 25%, no MeHbluei Mepe okoso 30%, nmo meHbliei Mmepe okono 35%, no
MeHblIel Mepe okojo 40%, no MeHbluei Mepe okoso 45%, no menblieit mepe okosno 50%, no
MeHblIel Mepe okoso 60%, o MeHbluel Mepe okono 70% wmnu no MeHblel mepe okono 80%
KJIETOK paka Liedku MaTtku cyObekta skcmpeccupyioT TF. CoriacHO HEKOTOphIM BapHaHTaM
ocymecTsiieHus o Menblueil mepe 0,1%, no mensbiueir mepe 1%, mo MeHbieir mepe 2%, 1o
MmeHbleil Mepe 3%, no MeHblueil Mepe 4%, o MeHbiuel Mepe 5%, no MeHblIel mepe 6%, 1o
MeHblIel mepe 7%, o MeHbliel mepe 8%, no Menblell Mepe 9%, no MeHbiuei Mepe 10%, no
MmeHbleil mepe 15%, no menbiuel mepe 20%, no MeHbinelt Mepe 25%, no mensiueit mepe 30%,
no MeHb1el Mepe 35%, no menbiueii mepe 40%, o Menbiueit Mepe 45%, o MeHbLIeit mepe 50%,
o MeHblei Mepe 60%, o menbleit mepe 70% wnu no MeHbleit mepe 80% KJIeTOK paka HIerKu
MaTtku cyObekta skcrnpeccupytoT TF. CoriacHO HEKOTOPBIM BapUaHTAM OCYIIECTBIICHUS
NPOLICHTHYIO JOJIIO0 KJIETOK, KOTopble skcmpeccupyror TF, ompenenstor ¢ mnpuMeHEHUEM
umMmyHorucroxumuueckoro  uccnenosanus (IHC).  CornmacHO  HEKOTOpPBIM — BapHaHTaMm
OCYLIECTBJIEHHsT TMPOLEHTHYIO JOJI0 KJETOK, KoTopble skcmpeccupyrorT TF, ompenemstor ¢
NPUMEHEHHEM TNPOTOYHOH muToMeTprH. COracHO HEKOTOPbIM BapHAaHTaM OCYIIECTBIICHUS
NPOLIEHTHYIO JOJIIO0 KJETOK, KoTopble skcmpeccupyror TF, ompenenstor ¢ npuMeHEHHEM
bepmenTHOrO MMMyHOCOpOeHTHOrO anaimsa (ELISA).

[0174] CornacHo HEKOTOPBHIM BapHaHTaM OCYILECTBIIEHUs IO MeHbIel Mepe okouo 0,1%,
Mo MeHblIe Mepe okojo 1%, mo meHblnet Mmepe okojo 2%, 1Mo MeHbluel Mepe okojio 3%, 1o
MeHblIeld Mepe okoso 4%, mo MeHblneit mepe okono 5%, mo MeHsluel mepe okoino 6%, 1o
MeHbLIelH Mepe okono 7%, mo MeHblnei mepe okono 8%, mo MeHsluer mepe okono 9%, 1o
MeHb1el Mepe okojio 10%, no MeHblieit Mepe okojo 15%, no menbliel mepe okono 20%, no
MeHbLIeH Mepe 0KoJo 25%, mo MeHbine Mepe okoso 30%, mo mMeHbleit Mmepe okoso 35%, mo
MeHbLIel Mepe okojo 40%, mo MeHbinei Mepe okoso 45%, mo meHbleit mepe okono 50%, no
MeHbIel Mepe okono 60%, no MeHblieil Mepe okono 70%, unu no MeHsiueil Mepe okoso 80%

KJIETOK paka ImeHKku MaTku cyObekTa skcnpeccupyror PD-L1. CornacHo HEKOTOPHIM BapHaHTaM
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ocyinecTsieHus: o Menblueil Mepe 0,1%, no mensiueir mMepe 1%, no MeHpiieil mMepe 2%, Mo
MeHblel Mepe 3%, no MeHblel Mepe 4%, o MeHblIel Mepe 5%, no MeHblueil mepe 6%, 1o
MeHblel Mepe 7%, no MeHblueil Mepe 8%, o MeHbleill Mepe 9%, no MeHbliei mepe 10%, no
MeHb1el mepe 15%, no menbiueii Mepe 20%, no MeHblieil Mepe 25%, o MeHbliel mepe 30%,
no MeHbluel Mepe 35%, no menblueli Mepe 40%, no Menblueit Mepe 45%, 1o Menblieil mepe 50%,
no MeHb1ieil Mepe 60%, o menbLiei Mepe 70% unu no MeHbleit Mmepe 80% KieTOK paka LIeHKu
MaTku cyObekra skcnpeccupyror PD-L1. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHS
MPOLIEHTHYIO JOJIO KJIETOK, KOTOpble skcmpeccupyroT PD-L1, ompepensror ¢ nmpumeHeHuem
umMmyHorucroxumuueckoro  uccnenosanus  (IHC).  CormacHO  HEKOTOpBIM — BapHaHTam
OCYLIECTBJICHUs] IIPOLICHTHYIO JOJIIO KJIETOK, KOTOpble dkcmpeccupyror PD-L1, onpenenstor ¢
NPUMEHEHUEM NPOTOYHONW LuUTOMETpuH. COrNacHO HEKOTOPbIM BAapUAHTaM OCYILECTBICHUS
NPOLEHTHYO AOIO KJIETOK, KOTOphle s3KkcmpeccupyroT PD-L1, onpenensrorT ¢ nmpuMeHeHUEM
¢depmenTHOrO NMMyHOCOpOeHTHOro ananu3a (ELISA).

[0175] CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBJIEHUS OMyXOJib, MPOUCXOAIIAS U3
paka IIefKy MaTKH, COIEPXKUT OAHY MK OoJiee KIETOK, KOTophle skcnpeccupyot PD-L1, PD-L2
unu kak PD-L1, Tak u PD-L2.

[0176] CornacHo HEKOTOPBHIM BapHaHTaM OCYILIECTBJIEHUs IO MeHbIeH Mepe okouo 0,1%,
1o MeHblel Mepe okojio 1%, no meHbliel Mepe okojo 2%, no MeHblieil Mepe okono 3%, no
MeHblIel Mepe okoso 4%, mo MeHblnelt mepe okoyio 5%, mo MeHblued mepe okoio 6%, 1o
MeHbLIeH Mepe okoyo 7%, mo MeHblnell mepe okoyio 8%, mo MeHbluer mepe okoio 9%, mo
MeHbluel mepe okojo 10%, mo menbineir Mmepe okoso 15%, mo menbineit mepe okosno 20%, mo
MeHbLIelH Mepe 0koJo 25%, mo MeHbinei Mepe okoso 30%, mo MeHble Mmepe okoso 35%, mo
MeHbLIel Mepe okojo 40%, mo MeHbinei Mepe okoso 45%, mo meHblnet Mmepe okono 50%, o
MeHblel Mepe okosio 60%, o mensiuel mepe okosio 70% unu o mexbiueii mepe okono 80% T-
KJIETOK cyObekTa skcrnpeccupyiroT PD-1. CoriiacHO HEKOTOPBIM BapHaHTAM OCYLIECTBIICHHSI 110
Menbiuen mepe 0,1%, mo menbiueit mepe 1%, nmo menpieit mepe 2%, o Menbluei mepe 3%, 1o
MeHbIel Mepe 4%, no MeHblel Mepe 5%, no MeHblIel Mepe 6%, no MeHblueil mepe 7%, Mo
MeHbIel Mepe 8%, no MeHblel mepe 9%, no menblueii Mepe 10%, o mMenbliei mepe 15%, no
MeHb1el mepe 20%, no menblueil Mepe 25%, no MeHblieil Mepe 30%, o MeHblIel mepe 35%,
no MeHbluel Mepe 40%, no menbiueii Mepe 45%, o Menbiueit Mepe 50%, 1o MenbLIeil mepe 60%,
no menbInei mepe 70% win o menbinel mepe 80% T-kieTok cydbekra skcnpeccupyrot PD-1.
CornacHO HEKOTOpPBIM BapUaHTAM OCYIIECTBIEHHs] MPOLEHTHYIO [OJII0 KJIETOK, KOTOpble
skcrpeccupyroT PD-1, onpenensoT ¢ npuMeHeHHeM HMMYHOTMCTOXMMHUYECKOTO UCCIIeI0BaHUs
(IHC). CornacHo HEKOTOPHIM BapUaHTaM OCYILIECTBIIEHHS MPOLEHTHYIO JOJI0 KJIETOK, KOTOPBIE

skcrpeccupyoT PD-1, onpepensioT ¢ mnpuMeHeHHeM MpoTouHoil mmromerpuu. CorjacHo
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HEKOTOPBIM BapUaHTaM OCYILIECTBJICHHUs] MPOLEHTHYIO AOJI0 KJIETOK, KOTOPbIE SKCIPECCUPYIOT
PD-1, onpenensitot ¢ npuMeHeHneM (pepMeHTHOro nMMyHocopOeHTHoro ananmmusa (ELISA).
[0177] CornacHo HEKOTOPBIM BapUaHTaM OCYLLECTBJICHUs IPEACTABJIEHHBIX B HACTOSALIEM
JIOKYMEHTE CroCOOO0B, WIIM NMPUMEHEHWH, WIIM MPEeJHA3HAUYEHHOTrO Ul IPUMEHEHUIN NPOIYyKTa,
pak meiKu MaTKu npencrasiseT coboil pak meiiku matku 0, 1, 2, 3 wnum 4 cranuu. CornacHo
HEKOTOPHIM BapHAHTAM OCYIIECTBJICHHUs PaK IIEHKH MAaTKU MPEACTaBIsieT cOOOHM pak mmeiku
matku O, 1A, 1B, 2A, 2B, 3A, 3B, 4A umu 4B craauu. CorjiacHO HEKOTOPbIM BapHaHTaM
OCYILIECTBIICHUs paK IIEHKM MAaTKH KJIACCU(PUIMPOBAH HA CTAAUHM C NMPHUMEHEHHEM CHCTEMBbI
cragupoBanus MexnyHaponHoi ¢enepaunu runekonornu u akymepcrsa (FIGO). Cornmacuo
HEKOTOPBbIM BAapUaHTaM OCYLIECTBJICHMs] CTaJAUPOBAHHE OCHOBBIBAETCS HA KIMHUYECKOM
obcnenoBanny. COrgacHO HEKOTOPBIM BapHAaHTAM OCYIIECTBIEHMs IpPU pake IHeWku mMaTku O
CTaJ UM KapLUHOMA OTrpPaHNYEHA MIOBEPXHOCTHBIM CJI0EM (KJIE€TOYHON BBICTHUIJIKON) IIEHKH MAaTKH.
CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJICHMsI IPU pake IMeHKU MAaTKU | cTaguu KapiuHoMa
npopocia riyoke B LIEHKy MaTKH, HO €lle He paclpocTpaHunach 3a ee npenensl. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJIICHUs INpPU pake IWeHKW MaTku 1A cTaauu HMHBa3UBHAas
KapLHOMAa MOXKET ObITh TUArHOCTHPOBAHA TOJBKO C ITOMOIIBI0 MUKPOCKOITHH, U camasi ITyOoKast
MHBA3Ms COCTABJIIET MEHee 5 MM, a HauOOJBIINI Y4aCTOK PACIPOCTPAHEHUS] COCTABISIET MEHEe
7 M. CorjjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS NpU pake mmeiiku mMatku 1B craguu
O4Yaru NOpPakeHUs SIBJISFOTCS KIIMHUYECKU BUIUMBIMH U OrpaHUYeHbI Lieiikoit MmaTku. CornacHo
HEKOTOPBbIM BapHUaHTaM OCYIIECTBJIEHUS IMPH pake INeWKH MaTKU 2 CTaJAuU KapLUUHOMA MIeHKU
MaTK{ MPOHUKJIA 3a MPeAesbl MaTKy, HO He B CTEHKY Ta3a WIM B HUKHIOK TPETh BJIAarajuiia.
CornacHO HEKOTOpPBIM BapHUaHTaM OCYLIECTBIIEHUs IPU pake IIeWku MaTku 2A craguu He
HaOJro1aeTcst mapaMeTpalibHast HBas3us. COriiacHO HEKOTOPBIM BapUAHTAM OCYILECTBIIEHUS TIPU
pake meiiku MaTku 2B crapum HabOmonmaercst mapamerpanbHas WHBa3us. COrslaCHO HEKOTOPBIM
BapMaHTaM OCYLIECTBIIEHUS NMpPU pake LIENKH MAaTKU 3 CTaAUH OMyXOJlb PaclpOCTPaHSETCs B
CTEHKY Ta3a W/WJIH 3aTParuBaeT HIDKHIOK TPETh BJIAraJIiIla, W WX BBI3bIBAET THAPOHEDPO3 Hin
notepro pyHkuM nmodku. COrlaCHO HEKOTOPHIM BapHAHTaM OCYIIECTBJICHUS] TIPU pake IIeHKu
MaTky 3A CTajuu ONMyXOJb 3aTparuBaeT HUKHIOK TPETh BJarajuila, C paclnpoOCTPAaHEHHEM B
creHky Ta3a. CoriacHO HEKOTOPBIM BapUAHTaM OCYINECTBICHUs Ha 3B cranum pak melku MaTku
PacIpoCTpaHseTCsl B CTEHKY Ta3a W/WIIN BBI3BIBAECT TUAPOHEDHPO3 WM MOTEPO (PYHKLUHU MMOUKH.
CornacHoO HEKOTOPBIM BapHUaHTaM OCYLIECTBJIEHMsI IPU pake IeHKU MAaTKU 4 CcTaguu KaplMHOMa
pacIpoCTpaHIIACh 3a MpPEeAebl MAJIOro Ta3a WM 3aTPOHYJA CIH3HCTYIO OOOJOYKY MOYEBOIO
My3bIpsi UM NPAMOM KULIKU. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYLIECTBJIEHUs IIPU pake LIeHKu
MaTku 4A cTaauM OMyXojb PaclpoCTpaHUNach Ha cocefHue opraHbl. COrjacHO HEKOTOPBIM

BAPUAHTaM OCYLIECTBJICHUS MPU Pake IIeWKku MaTku 4B cranuu onyxoJsb pacnpOCTpaHUIACh Ha
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oTAaneHHble opraHbl. COIracHO HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHUs paK LIEHKH MaTKu
npexacrasisier coOOH pak MEeHKH MAaTKH Ha mo3gHed ctaguu. CorjacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBIIEHHS PaK IIEeHKN MaTKH HA TIO3HEH CTaIuu MPEACTABISIET COOOH pak MIEHKH MaTKH 3
craauu i 4 craguu. CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIIEHUS paK IIEHKH MaTKU Ha
NO37HEeH CTamuu TMpencTaBisieT coOOM MeTacTaTHUecKuil pak 1meiiku wmatku. CoriacHo
HEKOTOPbIM  BapHaHTaM OCYINECTBJIEHHS pak IIeHKW MaTKU TMPENCTaBisieT CcoOOH
METAaCTaTUYEeCKUN W peLUAuBHBbIN pak Imelku MaTtku. CoOrjgacHO HEKOTOpPBIM BapHUaHTaM
OCYIIECTBJICHHS PaK LIEHKU MATKH MPEICTaBJsieT cOOOM MeTaCTaTHUeCKHH paK IIEWKH MAaTKU.
CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHHs pak LMK MAaTKU IPENCTaBiseT CcoOOM
PELUAUBHBIN PaK IIEUKH MaTKH.

[0178] CornacHo HEKOTOPBIM BapUAaHTaM OCYLIECTBJICHUs IPEACTABJICHHBIX B HACTOALIEM
JOKYMEHTE CIOCOOO0B, WM NMPUMEHEHUH, WIN MpeJHa3HAueHHOrO U MPUMEHEHUIN NPOIYyKTa,
CyOBEKT He MPOXOAUJ MPEAIIECTBYIOUIYI0 CUCTEMHYIO Tepanuio paka ueiku matku. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJICHUs XUMHOTEpanus HE CUYUTAETCA MPELIeCTBYHOLIEH
CHUCTEMHOHN Tepanued paka melku MaTkud. COrsIaCHO HEKOTOpPBIM BapHUaHTaM OCYILECTBJICHUS
JdydeBasl Tepamusl He CYUTAETCs MPEAUIECTBYIOLIENH CUCTEMHOHN Tepamnueil paka IIeHKH MAaTKH.
CornacHO HEKOTOPHIM BapHaHTaM OCYINECTBIEHMS XUMHOTEpanusi B KOMOMHAIMU C JIy4eBOH
Tepanuei He CUUTAeTCs MPEIIEeCTBYIOIeH CUCTEMHON Tepanuel paka melku Matku. CorjacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUSI CYOBEKT paHee ObUT MOABEPTHYT JICYEHUIO C TIOMOLIBO
XUMHOTEpany W/ Wiy JiyueBoi Tepanuu. COrJIaCHO HEKOTOPBIM BapUaHTAM OCYLIECTBIICHHS Y
cyObekTa He HaOMIOAJICs OTBET HA JICYSHHE C MOMOINBI) XUMHOTEPANMH U JIYY€BOH Teparuu.
CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHHUs CYOBEKT MPOLIEN JISUEHUE paKa IeHKH MaTK!
C UCTIIOJIb30BAHNEM XUMHOTEPATINH U Y HErO He HaOII01aicst OTBET Ha XxuMuoTtepanuto. CoracHo
HEKOTOPbIM BapHAaHTAM OCYIIECTBJICHUS CYOBEKT MPOLIEeN JICYCHHWE paka LIEHKH MAaTKU C
UCIIOJIb30BAaHUEM OONydeHHss M y Hero He HaOmromancs orBeT Ha oOmyuenue. CoriacHO
HEKOTOPBHIM BapUaHTAM OCYILIECTBICHHS Y CYOBEKTa MOBTOPHO MPOSBUJIOCH 3a00JIeBaHNE TIOCIIE
JieYeHUsT C UCMOJb30BAaHMEM XHUMUOTepanuu M JyueBoil Tepanuu. COrjacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBICHHs CYOBEKT MpPOIIEN JICYCHHE paka IeHKH MATKH C HCIOJb30BAHUEM
XUMHOTEPAIHU U Y HErO MOBTOPHO MPOSIBIIIOCH 3a00JI€BaHUE TIOCIIE JICUYSHHS C UCTIONIb30BAHUEM
xumuoTepanuy. CorllacCHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHsS CYOBEKT MpPOIIEN JICUSHHE
paka IMeHKH MaTKU C UCTIONIb30BAaHUEM OOJYYEeHHUS U Y HErO MOBTOPHO MPOSIBIIIOCH 3a00JIEBAaHHE
Nocjie  JIYeHUs] € HUCHOJb3oBaHHWEM oOmydeHus. COrjacHO HEKOTOPBIM — BapHaHTaM
OCYIIECTBJIEHHsI Y CyOBEKTa NPOSBIIIOCH MPOTPECCHPOBAHHE 3a00JIEBAHUS IOCTE JICUEHHS C
UCTIOJIb30BAaHUEM XUMHOTepanuu W/uian JydeBod Tepanuu. COryiiaCHO HEKOTOPBIM BapHaHTaM

OCYIIECTBJICHHSI CYOBEKT MPOINET JISYSHUE paKa IeHKH MAaTKU ¢ HCTIOIb30BAHHEM X UMHUOTEPATTUU
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U Yy HEro NpOsSBHIOCH IMPOrpeccHpoBaHUe 3a00JIEBaHMS TOCHE JICYEHHS C HCIOJIb30BAHHUEM
xumuoTepanuy. COrlaCHO HEKOTOPBIM BapUaHTaM OCYLIECTBIECHUSI CYyOBEKT MPOXOAMI JICUeHHE
paka LIEHKN MaTK{ C HMCIOJBb30BAHHMEM OOJIyYEHUs] U Y HEro MPOSBHIIOCH MPOTPECCUPOBAHHE
3a00seBaHMsI MOCTIE JICYSHHsI C MCIIONb30BaHUeM o0nyueHns. COriacHO HEKOTOPHIM BapHUaHTaM
OCYILIECTBIIEHU CYOBEKT HE SBIETCS KAHAWAATOM Ha paaukaipHyr Tepanuio. CoriacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBJICHMS PaAMKalIbHAs TEPaIusl MPENCTaBIsieT COOON JIyueBYIO
TEPAITUIO 1/VIIH 3BUCLIEPALIIOHHYIO Tepanio. COrfacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIICHHS
pamukanbHas Tepamus IMpeAcTaBisieT coOoi JsydeByro Tepanuio. COrJacHO HEKOTOPhIM
BapUaHTaM OCYILIECTBIEHHs pPaJuKalbHAs Tepanus INPeACTaBisgeT COOOH 3>BUCLEPALMOHHYIO
tepanuio. CornacHO KOHKPETHOMY BapUAHTY OCYILIECTBIEHHS CYOBEKTOM SIBJISIETCS YEJIOBEK.

C. Ilymu seeoenus

[0179] OnucanHble B HacTosileM JAOKyMeHTe aHTtuTeno k PD-1  umu  ero
AHTUTEHCBS3BIBAIOIIMI (PpAarMEHT MIIU ONMCAHHBIE B HACTOSILIIEM JIOKYMEHTE KOHBIOTAT aHTUTENa
K TF mnum ero aHTHreHCBA3bIBAIOLIETO (parMeHTa 1 JIeKapCTBEHHOTO CPEICTBA MOYKHO BBOAMTS C
HIOMOIIBIO JIFOOOTO MOAXOAAIIEro MyTH U criocoda. [lopxonsiue myTH BBEAESHHU aHTHTEN W/
KOHBIOTATa AHTHUTENAa U JIEKAPCTBEHHOTO CPEACTBA IO HACTOSIIEMY H300PETEeHHMIO XOpPOIIO
U3BECTHBI B JTAHHOW OOJACTH, U MOTYT ObITh BBIOPAHbI CIELHAIMCTAMU B JAHHOHW 00JacTH.
CornacHO OTHOMY BapHaHTy OCYINECTBJIEHHs OMHMCAHHOE B HACTOSALIEM JOKYMEHTE aHTHUTENIO K
PD-1 w/unu onucaHHBIN B HACTOSIIIEM JTOKYMEHTE KOHBIOTAT aHTuTeNa K TF U jiekapCTBEeHHOTO
cpencrBa BBOAST mapeHTepanbHO. [lapeHTepanbHOE BBENEHHE OTHOCUTCS K OTJIMYHBIM OT
SHTEPAJIbHOTO MU MECTHOTO BBEACHHUS CIOCO0aM BBEAEHUS, OOBIYHO NMyTEM HHBEKLUHU, U OHH
BKJIIOYAIOT SMHUJEPMAJbHYI0, BHYTPUBEHHYIO, BHYTPUMBILIEUYHYIO, BHYTPHAPTEPHUAIBHYIO,
UHTPATEKAIBHYIO, UHTPAKAICYJISIPHYIO, UHTPaOPOUTANIBHYIO, HMHTpaKapauajbHYIo,
BHYTPUKOXKHYIO, BHYTPHOPIOIINHHYIO, BHYTPHCYXOKHIIBHYIO, TPAHCTPAXEANbHYIO, TIOAKOXKHYIO,
CYOKYTHKYJIIPHYIO, BHYTPHUCYCTaBHYIO, CyOKarncyJsipHyo, cy0apaxHOUIABHYIO,
UHTPACIUHAJIbHYIO, HMHTPaKpaHUAJIbHYIO, UHTPaTOPAKAIbHYIO, SMUAYPAIbHYIO u
UHTPACTEPHAIBHYIO HHBEKIUIO 1 HHPY3Hr0. COrTacHO HEKOTOPHIM BapUAHTAM OCYIIECTBIICHHUS
NyTh BBEIEHHUS ONMCAHHOTO B HACTOALIEM JOKYMEHTe KOHbiorara astutena k TF wim
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa H JIEKQpPCTBEHHOTO CPENCTBA TPEACTaBIsAeT COOOH
BHYTPHUBEHHYIO WHBEKIHIO WIH HHPY3U0. COrslaCHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHHUS
NyTh BBEJIEHHUS ONMCAHHOTO B HACTOSALIEM JOKYMEHTe KOHbiorara astutena k TF wim
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa H JIEKApPCTBEHHOTO CPENCTBA TPEACTaBIsAeT COOOH
BHYTPUBEHHYIO HMH(QY3ur0. COrinacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUS NMyTh BBEACHUS
OMMCAHHOTO B HACTOSALIEM JOKYMeHTe aHTHTeNa K PD-1 nimn aHTUreHCBsI3bIBaroIero pparMenra

npeacTaBisier coOOW BHYTPUBEHHYIO WHBEKIUIO win wuHQy3uro. CorjacHO HEKOTOPhIM
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BapHaHTaM OCYILIECTBJICHHs MYyTh BBEIEHUS OMMCAHHOTO B HACTOSIIEM IOKYMEHTE aHTUTENa K
PD-1 nmu aHTHreHCBSA3BIBAIOLIETO (hparMeHTa MPEACTABIISIET COOON BHYTPUBSHHYIO HH(Y3HIO.

D. Jlosuposka u yvacmoma eseoenust

[0180] CormacHo OmHOMY acmeKTy HacTosimee H300peTeHHe OTHOCHTCS K Crocobam
JeueHus: CyObeKTa ¢ OINHCAHHBIM B HACTOSIIEM JIOKYMEHTE pPaKOM C HCIOJIb30BaHUEM
OTIpeNesICHHOM J03bl OMMMCAHHOTO B HACTOSIIIEM JIOKYMEHTe KoHbrorata anturena k TF wim ero
AHTHUT€HCBS3BIBAIOIIETO (pparMeHTa M JIEKAPCTBEHHOT'O CPEICTBA M OMHCAHHOIO B HACTOSIIEM
nokyMmeHTe anturena k PD-1 wim ero aHTHreHCBs3bIBaroOIero ¢parMeHra, mpuyeM CyObeKTy
BBONSIT  OINWCAHHBI B  HACTOSALIEM  JOKYMEHTE KOHBIOraT aHTHTeNa WJIH  €ro
AHTHUT€HCBS3BIBAIOIIErO (PparMeHTa M JIEKAPCTBEHHOTO CPEACTBA M OMHCAHHOE B HACTOSLIEM
nokyMeHTe aHTtuTejo K PD-1 wnm ero aHTHreHCBSI3bIBAIOLINI (PparMEeHT ¢ OnpeneaeHHOU
YaCTOTOM.

[0181] CornmacHo ONHOMY BapHUaHTy OCYILECTBICHMsI NPEACTABICHHBIX B HACTOSLLEM
JOKYMEHTEe CrocoOO0B, MJIM MPUMEHEHWH, WK MPeIHA3HAUEHHOrO Il PUMEHEHUI MPOayKTa,
OMUCAHHBIN B HACTOSIIIEM JOKYMEHTE KOHBIOraT aHTuTeNa K TF MiIn ero aHTUreHCBSI3bIBAOLIETr0
(parMeHTa ¥ JIEKapCTBEHHOTO CPEACTBA BBOAST CyOBEKTY B J03€, HAXOMSIICHCS B JHANa30He OT
okoJ10 0,9 mr/kr no okojio 2,1 mr/kr Beca Tena cyobekTa. COrtacHO ONpeeieHHbIM BapHaHTaM
OCYyINECTBJIEHHUs] 103a cocTaBisieT okoyio 0,9 mr/kr, okosno 1,0 mr/kr, okosno 1,1 mMr/kr, okoso
1,2 mr/kr, okoj0 1,3 mr/kr, okojo 1,4 mr/kr, okojo 1,5 mr/kr, okosio 1,6 mr/kr, okoso 1,7 mr/kr,
okoJio 1,8 mr/kr, okojio 1,9 mr/kr, okosio 2,0 mr/kr wiu okoJyio 2,1 mr/kr. CorjiacHO HEKOTOPbIM
BapMAHTAM OCYIIECTBIIEHUs TMPEACTABIEHHBIX B HACTOSIIEM IOKYMEHTE CIOCOOOB, WU
NPUMEHEHUH, WK TpeJHa3HAYeHHOIO JJI MPUMEHEHUN MPOAYKTA, ONMUCAHHBIA B HACTOSIIEM
JOKYMEHTe KOHBIOraT aHthreja K TF WM ero aHTUIeHCBSI3bIBAIOIIETO (parMeHTa |
JIEKApPCTBEHHOT'O CPENCTBA BBOIAT CYOBEKTY B J03€, HAXOMASIIENHCs B Auamna3one ot 0,9 Mr/kr 1o
2,1 mr/kr Beca Tema cyObekta. COrNIacCHO OMNpeneNieHHbIM BapUAHTAM OCYIIECTBJICHUS 1032
cocrapysier 0,9 mr/kr, 1,0 mr/kr, 1,1 mr/kr, 1,2 mr/kr, 1,3 mr/kr, 1,4 mr/kr, 1,5 mr/kr, 1,6 Mr/kr,
1,7 mr/kr, 1,8 mr/kr, 1,9 mr/kr, 2,0 mr/kr wmm 2,1 mr/kr. CorinacHO OJHOMY BapHaHTY
OCYINECTBJICHHS 1033 COCTaBIIsIeT OKOJio 2,0 Mr/kr. COrIacHO OJJHOMY BapHAHTY OCYINECTBICHUS
no3a cocrasisieT 2,0 mr/kr. CoriacCHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHS 1034 COCTABJISIET
2,0 MI/kr, W KOHBIOTaT aHTUTeNa K TF W JIeKapCTBEHHOrO CpEACTBA TMPEACTaBNsieT COOOMU
THU30TyMaO-BEIOTHH.

[0182] CornacHo OnHOMY BapUaHTy OCYILECTBJIEHMsI INPEICTABICHHBIX B HACTOSLIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPEeIHA3HAYEHHOTO U TPUMEHEHUH MPOAYKTa,
OMUCAHHBIN B HACTOSIIIEM JOKYMEHTE KOHBIOTaT aHTuTeNa K TF MiIu ero aHTUreHCBSI3bIBAOLIIETO

(dbparMeHTa U JIEKAPCTBEHHOT'O CPEACTBA BBOASAT CYOBEKTY OAUH pa3 OKOJIO Kakabie 1-4 Hemenu.
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CornacHo omnpeneieHHbIM BapHAHTAM OCYIIECTBJICHUSI OMHCAHHBIA B HACTOSIIEM JOKYMEHTE
KOHBIOTAT aHTWTeda K TF WM ero aHTHUIeHCBS3BIBAKOINErO (parMeHTa U JIEKAPCTBEHHOTO
CpeICTBa BBOAST OAWMH Pa3 OKOJIO KAXIYIO | HENeo, OOUH pa3 OKOJIO KaXble 2 HeJeH, OIUH
pa3 OKOJIO KaKAbIe 3 HeIeIN UJIH OJIUH pa3 OKOJIO Kakasie 4 Henenu. CorlacHO OMHOMY BapHaHTY
OCYILIECTBJICHUSA OIMMCAHHBINA B HaCTOALIEM OOKYMEHTEC KOHBHOIAT AHTUTEC]IA K TF wumu ero
AHTHUT€HCBS3BIBAIOIETO (PparMeHTa 1 JIKAPCTBEHHOTO CPEICTBA BBOIST OQUH Pa3 OKOJIO KaXKIble
3 Hegenu. CorylacHO OHOMY BAapUAHTY OCYIIECTBJICHUS ONMHCAHHBIA B HACTOSIIIEM JOKYMEHTE
KOHBIOTAT aHTHTena K TF WM ero aHTHUIreHCBS3BIBAKOINErO (parMeHTa U JIEKAPCTBEHHOTO
CpEACTBA BBOIAT OAUH pa3 KaXKAbIC 3 HEOCIN. COF.]'IaCHO HECKOTOPBIM BapUaHTaM OCYILICCTBJICHUS
no3a coctasisier okojo 0,9 MI/Kr, U ee BBOIST OIWH pa3 okoyio kKaxnayw | mememo. CorjiacHO
HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS 1032 COCTaBIIsIET OKOJIO 0,9 MI/KT, U €€ BBOIAT OJIUH Pa3
OKOJIO Kaxkable 2 Henmenu. COrylacCHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS 10324 COCTaBJISIET
okojo 0,9 MI/kr, U ee BBOAST OAMH pa3 OKOJO Kaxkabie 3 Hemenau. CoriacHO HEKOTOPBIM
BapUAHTAM OCYINECTBJIEHHUS 1032 COCTaBJisieT Okojio 0,9 MI/KT, U ee BBOIST OAMH pa3 OKOJO
kaxnble 4 Henenn. CorjacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHUS /1032 COCTAaBJISIET OKOJIO
1,0 MI/kr, 1 ee BBOAAT OOUH pa3 OKouo Kaxaywo 1 Hexmemro. COryIacCHO HEKOTOPBIM BapHUaHTaM
OCYLIECTBJIEHHs [103a COCTaBJIAET OKOJO 1,0 MI/Kr, M ee BBOAST OOWH pa3 OKOJIO KaKIble
2 vepenu. CoriacHO HEKOTOPBIM BapHUAHTAM OCYLIECTBJICHHUS 1034 COCTaBjsieT OKoyio 1,0 mr/kr,
U ee BBOOIT OAWH pa3 OKOJNO Kaxkable 3 Hemenu. COrjacHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHHUS] 7032 COCTaBjsieT Okojio 1,0 MI/KT, U ee BBOIST ONMH pa3 OKOJO KaKIble
4 nenenu. CorjacHO HEKOTOPBIM BapHaHTAM OCYIIECTBJIEHUS 103a COCTaBJsieT Okojio 1,1 mr/kr,
U ee BBOOAT ONMH pa3 oOkoso kKaxayr | Hememo. CorjlaCHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHHS] J03a COCTaBJsieT OKoJio 1,1 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaKIble
2 Henenu. CorjacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJIEHUS 103a COCTaBsieT Okojio 1,1 mr/kr,
U €ee BBOIIT OAWH pa3 OKOJO Kaxkable 3 Hemenu. COrjlaCHO HEKOTOPBIM BapUaHTAM
OCYINECTBJICHHS] J03a COCTaBJsieT OKoJio 1,1 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaKIble
4 nenenu. CorjacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUS J103a COCTABJISIET OKOJIO 1,2 Mr/KT,
U ee BBOOAT ONHMH pa3 oOkouo Kaxayro | Hememro. CorjlacHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHHS] 7032 COCTaBJsieT OKOJIO 1,2 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaKIble
2 menenu. CorjacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHUS 103a COCTABJISIET OKOJIO 1,2 Mr/KT,
U ee BBOIIT OAWH pa3 OKOJNO Kaxkable 3 Hemenmu. COrjacHO HEKOTOPBIM BapUaHTAM
OCYINECTBJICHHs] 1032 COCTaBJISIeT OKOJIO 1,2 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaKIble
4 menenu. CorjacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUS J103a COCTABJISIET OKOJio 1,3 Mr/kr,
U ee BBOOAT ONHMH pa3 oOKoio Kaxayr | Hememro. CorjlaCHO HEKOTOPBIM BapUaHTaM

OCYHIECTBJICHUA A03a COCTaBJIAACT OKOJIO 1,3 MF/KF, U €€ BBOAAT OAMH pa3 OKOJIO KaXIbIC
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2 nepenn. CoracHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHUS 1034 COCTaBISIET OKOJO 1,3 Mr/kr,
U ee BBOAAT OAMH pa3 oOKono Kaxable 3 Hepenu. CorynacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHs [103a COCTAaBJIAET OKOJO 1,3 MI/Kr, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
4 nvepnemn. CoracHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHUS 1034 COCTaBISIET OKOyo 1,4 Mr/kr,
U ee BBOAAT OAMH pa3 oOKono Kaxaywo | Hememo. CorjmacHO HEKOTOpPBIM BapHUaHTam
OCYILIECTBIIEHHs 1032 COCTAaBJIAET OKOJO 1,4 MI/KI, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
2 nepenn. CoriacHO HEKOTOPHIM BapHaHTaM OCYLIECTBIIEHHUS 1034 COCTaBIsIET OKoyo 1,4 Mr/kr,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 3 Hepenu. CoryacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1032 COCTaBJIAET OKOJO 1,4 MI/KI, M €€ BBOAST OAMH pa3 OKOJIO KaKible
4 nenenmn. CornacHO HEKOTOPHIM BapHaHTaM OCYLIECTBIIEHHUS 1034 COCTaBJIsIET OKoyo 1,5 mr/kr,
U ee BBOAAT OAMH pa3 oOKono Kaxayw | Hememo. CormacHO HEKOTOpPBIM BapUaHTaM
OCYILIECTBIIEHUs 1032 COCTaBJIAET OKOJO 1,5 MI/Kr, M €e BBOAST OAMH pa3 OKOJIO KaKible
2 vepenu. CoriacHO HEKOTOPBIM BapHaHTAM OCYLIECTBJICHHUS 1034 COCTABJIsIET OKOJIO 1,5 Mr/kr,
U ee BBOAIT OAUH pa3 oOKono Kaxable 3 Henmenu. COrjgacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHSI 1032 COCTaBJSsIET OKOJNO 1,5 MI/KI, M ee BBOAAT OOUH pa3 OKOJIO KaXKAble
4 nenenu. CorlacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJIEHHS 1032 COCTABJISIET OKOJIO 1,6 MI/KT,
U ee BBONAT OAMH pa3 oOKkono Kaxayw | Hememo. CorjlacHO HEKOTOPHIM BapHUaHTaM
OCYLIECTBJIEHHs J103a COCTABJIIET OKOJO 1,6 MI/Kr, M ee BBOAST OOWH pa3 OKOJIO KaKIble
2 vepenu. CoracHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHHUS 1034 COCTABJISIET OKOJIO 1,6 MI/kr,
U ee BBONAT OAMH pa3 OKolo Kaxable 3 Hepenu. CoryacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 1,6 MI/Kr, M ee BBOAST OOWH pa3 OKOJIO KaKIble
4 nvenenun. CoracHO HEKOTOPBIM BapUAHTAM OCYLIECTBIICHHUS 1034 COCTABJISIET OKOJIO 1,7 Mr/kr,
U ee BBOOAT OAMH pa3 oOkono Kaxayw | Hememo. CorjacHO HEKOTOPBIM BapHUaHTam
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 1,7 MI/Kr, M €e BBOAST OOMH pa3 OKOJIO KaKIble
2 nepenn. CormacHO HEKOTOPHIM BapHAHTaM OCYLIECTBIICHHUS 1034 COCTABISIET OKOJIO 1,7 Mr/kr,
U ee BBOAAT OAMH pa3 oOkono Kaxkable 3 Hepenu. (CornacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 1,7 MI/KT, M €€ BBOAST OOMH pa3 OKOJIO KaKIble
4 nenemn. CorlacHO HEKOTOPHIM BapHaHTaM OCYLIECTBIICHHUS 1034 COCTaBISIET OKOJIO 1,8 Mr/kr,
U ee BBOAAT OAMH pa3 okono Kaxaywo | Henmemo. CorjjacHO HEKOTOpPBIM BapHUaHTam
OCYILIECTBIIEHHsS 1032 COCTAaBJIIET OKOJO 1,8 MI/Kr, M €e BBOAST OOMH pa3 OKOJIO KaKIble
2 vepenn. CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHUS 1034 COCTaBIsIET OKOJo 1,8 Mr/kr,
U ee BBOAAT OAMH pa3 oOKkono Kaxaple 3 Hepenu. CorjacHO HEKOTOPBbIM BapUaHTaM
OCYILIECTBIIEHHS 1032 COCTAaBJIAET OKOJO 1,8 MI/Kr, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
4 nenemn. CorlacHO HEKOTOPHIM BapHaHTaM OCYLIECTBIICHHUS 1034 COCTaBIsIET OKOJo 1,9 Mr/kr,

U €€ BBOAAT OJHWH pPa3 OKOJIO KaXAYH 1 HEmemo. CornacHo HEKOTOPBIM BapUaHTaM
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OCYIIECTBJICHHS] J03a COCTaBJSIeT OKOJIO 1,9 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaKIble
2 menenu. CorjacHO HEKOTOPBIM BapHUAHTAaM OCYIIECTBJICHUS J103a COCTABJISIET OKOJIO 1,9 mr/kr,
U €€ BBONAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHHs] J03a COCTaBJsIeT OKOJIO 1,9 MI/KT, U ee BBOIST ONHMH pa3 OKOJIO KaXKIble
4 nenenu. CorjacHO HEKOTOPBIM BapHUAHTAM OCYLISCTBJICHUS J103a COCTABJISIET OKOJIO 2,0 MI/KT,
U €€ BBOIAT OJWH pa3 oOkoyso Kaxayw 1 Hegemo. CoracHO HEKOTOPHIM BapUaHTaM
OCYIIECTBJICHHs] J103a COCTaBJsieT OKoJio 2,0 MI/KT, U €€ BBOIST OAHMH pa3 OKOJIO KaXKIble
2 menenu. CorjaacHO HEKOTOPBIM BapHUAHTaM OCYLIECTBJICHUS J103a COCTAaBsIET OKoJio 2,0 Mr/KT,
U €€ BBOIAT OAMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJIEHHs] J03a COCTaBJsieT OKojio 2,0 MI/KT, U ee BBOISAT OAHMH pa3 OKOJIO KaXKIble
4 nenenu. CorjaacHO HEKOTOPBIM BapHUAHTaM OCYLIECTBJICHHUS J103a COCTAaBJsIET OKoJio 2,1 mr/kr,
U €€ BBOIAT OJUH pa3 oOkoyuo Kaxayw 1 Hegemo. CoOrnacHO HEKOTOPHIM BapuaHTaM
OCYLIECTBJIEHHs [103a COCTABJIIET OKOJO 2,1 MI/KI, M €e BBOAST OOHH pa3 OKOJIO KaKIble
2 vepenu. CornacHO HEKOTOPHIM BapHUaHTAM OCYLIECTBJICHHUS 1034 COCTaBJIsIeT OKOJO 2,1 Mr/kr,
U ee BBONIT OAWH pa3 OKoJo Kaxkable 3 Hemenu. CoOryacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs [103a COCTABJIIET OKOJO 2,1 MI/KI, M €e BBOAST OOHH pa3 OKOJIO KaKIble
4 nenenu. CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIIEHHUs 103a cocTtaBisier 0,9 MI/Kr, U ee
BBOJSIT OAUH pa3 OkoJio Kaxayro | Hememo. CorimacHO HEKOTOPBIM BapUaHTaM OCYILECTBIICHHS
no3a cocrapisieT 0,9 MI/KT, ¥ €e BBOASIT OJIUH pa3 OKOJI0 Kaxblie 2 Henenu. CoriacHO HEKOTOPhIM
BapHaHTaM OCYLIECTBJIEHHs 1032 cocTaBisier 0,9 MI/KT, U €€ BBOISAT OIMH Pa3 OKOJIO KaIble
3 Hemenu. CorilacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUs 103a cocTaBisieT 0,9 MI/Kr, u ee
BBOAAT OOWH pa3 OKOJIO KaXKIbIC 4 HEOCIIN. COFJIaCHO HEKOTOPBIM BapUaHTaM OCYLICCTBJICHHA
no3a coctasisier 1,0 Mr/kr, u ee BBOAST OAMH pa3 Okojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHUS 1032 cocTaBiisieT 1,0 MI/KT, U ee BBOIST OIUH Pa3 OKOJIO
kaxable 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHUS 103a cocTaBisieT 1,0 mMr/kr,
U €€ BBOOAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHs] 103a cocTaBiisieT 1,0 MI/KT, U ee BBOIAT OIUH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJICHHS 103a COCTaBjsieT 1,1 MI/KT, U ee BBOAST OIUH
pa3 okono kaxayr 1 Hememro. CoryiacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032
coctajsier 1,1 MI/Kr, U ee BBOASIT ONUH pa3 OKOJO Kaxable 2 Hemenu. COrjlacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBJICHHs J103a COCTaBisieT 1,1 MI/Kr, U ee BBOIST ONMH pa3 OKOJIO KaKIble
3 Hegenu. CoriiacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHUsS 1032 cocTaBiisieT 1,1 Mr/kr, u ee
BBOAAT OAWH pa3 OKOJIO KaXKIbIC 4 HEOCIIN. COF.]'IaCHO HEKOTOPBIM BapHUaHTaM OCYIICCTBJICHUA
no3a coctaBisier 1,2 MI/kr, u ee BBOAST OAWH pa3 OKojio kaxayw 1 Hememo. CoriacHo

HEKOTOPBHIM BapUAHTaM OCYIIECTBIIEHUS 1032 COCTABIsIET 1,2 MI/KT, U €€ BBOASAT OJUH pa3 OKOJIO
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kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHUS 103a COCTAaBIsIeT 1,2 MI/KT,
U €€ BBONAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHHs J103a COCTaBJisieT 1,2 MI/KT, U €€ BBOISAT ONUH Pa3 OKOJO KaxKable 4 HeIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJICHHS 103a COCTABJIsieT 1,3 MI/KT, U € BBOAST OOUH
pa3 okono kKaxayr 1 Hememro. CoOrynacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHUS 1032
cocraBjsier 1,3 MI/KT, B ee BBOASIT OIUH pa3 OKOJO Kaxnable 2 Henenn. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 1032 COCTaBjsieT 1,3 MI/KT, U €€ BBOIST OIUH pPa3 OKOJIO KaXIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHUS 032 COCTaBiisieT 1,3 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXXAbIC 4 HEOCIIN. COFJ'IaCHO HEKOTOPBIM BapUaHTaM OCYILICCTBJICHHA
no3a coctaBisier 1,4 MI/Kr, u ee BBOAST OAMH pa3 Okoio kaxayko 1 Hememo. CoriacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 1032 COCTaBisieT 1,4 MI/KT, U ee BBOIST OUH pa3 OKOJIO
kaxxable 2 Henenn. CorylacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS 103a COCTaBIsieT 1,4 Mr/kr,
U ee BBONIT OAWH pa3 OKoJo Kaxable 3 Hemenu. CoOryacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHHsI 71032 COCTaBjsieT 1,4 MI/KT, ¥ ee BBOAST OIWH pa3 OKOJO Kakabpie 4 HEeNeNH.
CoriacHO HEKOTOPBIM BapUAHTAM OCYIIECTBICHHS 033 COCTaBIsAeT 1,5 MI/KT, U €€ BBOASIT OJUH
pa3 okono kaxnayi 1 Hememo. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHHUS 1032
coctaiseT 1,5 MI/KT, U ee BBOAAT OIUH pa3 OKOJO Kaxzble 2 Henmenu. COrnacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS 1034 COCTAaBJsET 1,5 MI/KT, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Hemenu. CoOrilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJIEHUs 1033 COCTaBJsieT 1,5 MI/KT, u ee
BBOAAT OOWH pa3 OKOJIO Ka’KAbIC 4 HCOCIIN. COF.HaCHO HEKOTOPBIM BapUaHTaM OCYLICCTBJICHHA
no3a coctaBisier 1,6 MI/Kr, W ee BBOAST OAWH pa3 OKkojio kaxayw | Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTaBIIsIeT 1,6 MI/KT, U €€ BBOIST OIUH Pa3 OKOJIO
kaxxabie 2 Heneau. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHUS 1034 COCTaBIIsieT 1,6 MI/Kr,
U €€ BBOIAT OIMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHs 1033 COCTaBJisieT 1,6 MI/KT, U €€ BBOISAT ONUH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJICHHS 103a COCTABJISieT 1,7 MI/KT, U €€ BBOISIT OIUH
pa3 okono kaxayr 1 Hememro. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHS 1032
coctaBjsieT 1,7 MI/KT, B ee BBOASIT ONUH pa3 OKoOJio Kaxable 2 Hemenn. COrjacHO HEKOTOPhIM
BapHaHTaM OCYIIECTBJICHHS 1033 COCTaBjsieT 1,7 MI/KT, U €€ BBOIST OIUH pPa3 OKOJIO KaKIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHAaHTAM OCYINECTBJICHUS J103a COCTaBJsieT 1,7 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKIbIC 4 HEOCIIN. Cornacno HEKOTOPBIM BapHUaHTaM OCYIICCTBJICHUA
no3a coctaBisier 1,8 MI/kr, u ee BBOAST OAWH pa3 OKojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTaBIIsIeT 1,8 MI/KT, U ee BBOIST OUH Pa3 OKOJIO
kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1034 COCTaBJsieT 1,8 mr/kr,

U €€ BBOIAT OJWH pPa3 OKOJO KaXAbIC 3 HEOCIN. CornacHo HCKOTOPbIM BapUaHTaM
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OCYIIECTBJICHHs J103a COCTaBJisieT 1,8 MI/KT, U €e BBOIAT ONUH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJICHHS 103a COCTABJIsieT 1,9 MI/KT, U ee BBOAST OOUH
pa3 okono kaxayr 1 Hememro. CoOrnacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHUS 1032
coctaBjsier 1,9 MI/KT, U ee BBOASIT ONUH pa3 OKoOJio Kaxnable 2 Hemenn. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 10332 COCTaBisieT 1,9 MI/KT, U €€ BBOIST OIMH pPa3 OKOJIO KaXKIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHUS 032 COCTaBiisieT 1,9 MI/kr, u ee
BBOJST OAWH pa3 OKOJIO Kaxnble 4 Henenu. COrinacHO HEKOTOPBIM BapHaHTAM OCYIIECTBJIEHHS
no3a coctaBisier 2,0 MI/Kr, M ee BBOAST OAWH pa3 Okoyio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 1032 cocTasiisieT 2,0 MI/KT, U €€ BBOIST OUH Pa3 OKOJIO
kaxxable 2 Henenn. CorylacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS 103a cocTaBisieT 2,0 MI/KT,
U €€ BBOIAT OAMUH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYILECTBJIEHHs J103a cocTaBiisieT 2,0 MI/KT, U €€ BBOISAT OIWH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBICHHS 033 COCTaBIsieT 2,1 MI/KT, U €€ BBOASIT OJUH
pa3 okojo kaxnayi 1 Hememo. CoOrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHHUS 1032
coctaBiyisieT 2,1 MI/KT, ¥ ee BBOAST OOUH pa3 OKOJo Kaxkable 2 Henean. COrlacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS 1034 COCTaBseT 2,1 MI/KT, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenn. CoryacHO HEKOTOPBIM BapHaHTaM OCYILNECTBJIEHHs 1034 COCTaBisieT 2,1 MI/Kr, u ee
BBOJSIT OJUH pa3 okoyio Kaxable 4 Henenu. COrlaCHO HEKOTOPBIM BapHUaHTaM OCYILECTBIICHHS
no3a coctasiisieT 2,0 MI/KT, U €€ BBOASIT OJMH pa3 OKOJIO Kax/ble 3 Henesu (Harmpumep, + 3 1Hs).
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJIEHHsI 103a COCTaBJsieT 2,0 MI/KT, ¥ €€ BBOIST OIUH
pa3 kaxable 3 Hepenu. COTJIaCHO HEKOTOPBIM BapHAaHTAM OCYIIECTBJICHHUS 1032 COCTAaBJISIET
2,0 MI/KT, U ee BBOISAT OAMH pa3 KaxIble 3 HENENU, U KOHBIOTAT aHTHUTENIA U JIEKAaPCTBEHHOI'O
cpencTBa TmpencTaBisieT cobod  TuzoTymad-BenoTuH. COrjlaCHO HEKOTOPBbIM —BapUaHTaM
OCYINECTBJICHHS], €CJTH BO3HUKAET OTHO WM OoJiee HeXXeNaTelbHbIX SBJICHHM, O3y KOHBIOTaTa
aHTHUTENIAa YW JIEKAPCTBEHHOro cpenctBa mMomupuuupyroT. COrlacCHO HEKOTOPBIM BapUaHTaM
OCYIIECTBJICHHs 103a coCcTaBsieT 2,0 MI/KT, U ee BBOISAT OJUH pa3 KakIble 3 HEJeNH, U KOHBIOTAT
AQHTHUTENIAa U JIEKAPCTBEHHOTO CPEICTBA MPENCTaBsieT COOOH THU30TYMaO-BENOTHH, U €CIH
BO3HUKAET OHO WK OOJiee HEeXKeNATeNbHbIX SIBJICHUM, N03y CHUKAT a0 1,3 mr/kr. CoriacHo
HEKOTOPBhIM BapHaHTaM OCYIIECTBJIEHUS J03a COCTaBjisieT 1,3 MI/KT, U ee BBOIST OIUH pa3
KaXble 3 HeNeJW, U KOHBIOraT aHTUTeNla M JIEKAPCTBEHHOTO CPENCTBA MPEACTaBIsieT COOOH
TU30TYMa0-BEIOTUH, M €CIIM BO3HUKAET ONHO WM Oojiee HEKEJIATeNbHBIX SIBJICHHUH, 03y
cHIKaroT 10 0,9 MI/KT.

[0183] CormacHO OOHOMY BapUaHTy OCYILIECTBJEHHUS NPEICTABICHHBIX B HACTOSIIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPEIHA3HAYEHHOTO Ui TPUMEHEHUH MPOAYKTa,

ONMCAHHBIN B HACTOAILIEM NOKYMEHTC KOHBIOTAT aHTUTEIA K TF nnu ero AHTUT'CHCBA3BIBAIOIIETO
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(dbparmMeHTa ¥ JEKapCTBEHHOT'O CPEACTBA BBOIST CYOBEKTY B MOCTOSIHHOW J103€, HAXOMSIICHCS B
auanaszoHe ot 0koJjio 50 mr 1o okono 200 Mr, Kak, HampuMep, B MOCTOSHHOM 03¢ 0K0JIO S0 Mr,
WJIA B TIOCTOSIHHOM 7103€ OKO0JI0 60 MTI, WM B MOCTOSIHHOM J103€ OKOJIO 70 MI, UJId B TTIOCTOSIHHOM
no3e okoyio 80 Mr, WU B MOCTOSIHHOM J03€ OKOJIO 90 MI, UJIK B TTOCTOSHHOM 03¢ 0k0j10 100 wmr,
WJIA B MOCTOSTHHOM 03¢ 0KOJio 110 Mr, unu B moCTOsSIHHOM 103€ 0koyio 120 Mr, uiu B TOCTOSHHOMN
no3e okosio 130 mr, Ui B TOCTOSAHHOM A03€ OKOJIO 140 Mr, Witk B MOCTOSIHHOM J103€ 0k0J10 150 wmr,
WUJIA B MOCTOSTHHOM 103€ 0KOJio 160 Mr, Ui B MOCTOSIHHOM 103€ 0koyio 170 Mr, Ui B TOCTOSHHOMN
no3e 0ko0J10 180 Mr, My B IMOCTOSIHHOM 03¢ 0K0J10 190 Mr, Mk B MOCTOSIHHO 103€ 0k0Jj10 200 Mr.
CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHs IIOCTOSTHHYIO 103y CYOBEKTY BBOASIT OZIMH Pa3
okosio kaxable 1-4 Henenu. CorjaacHO onpeneseHHbIM BapUAHTAM OCYIIECTBJICHHS MOCTOSTHHYIO
103y CYOBEKTY BBOASIT OJMH Pa3 OKOJIO KXY | HEeIesro, OAMH pa3 OKOJIO KaKIble 2 HeIelH,
OJIMH Pa3 OKOJIO Kak/ble 3 HeeMU WK OJIUH Pa3 OKOJIO kKaxble 4 Henenu. COorinacHO HEKOTOPbIM
BapUAHTAM OCYIIECTBJICHHs TMOCTOSHHYIO 103y CYOBEKTY BBOAAT OAMH pa3 OKOJIO KaKIble
3 Henenu (Hampumep, + 3 nHs1). COracHO HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHHUS MOCTOSIHHYIO
703y CyOBeKTy BBOISIT OAMH pa3 Kaxnable 3 Hemenu. COriacHO HEKOTOPBIM BapHaHTAM
OCYLIECTBJIEHHsI TOCTOSTHHYIO 103y CYOBEKTY BBOISAT OJUH pa3 Kak[able 3 HENEIH, U KOHBIOTAT
AHTUTEJNA U JISKAPCTBEHHOI'O CPENICTBA MPeNCTaBIsieT COO0I TH30TyMab-BeIOTHH.

[0184] CormacHo ONHOMY BapUaHTY OCYILECTBJICHHS IPEICTABJICHHBIX B HACTOSLIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WJIM MPEIHA3HAYEHHOTO Ui MPUMEHEHUH MPOAYKTa,
ONMHUCAHHBIN B HACTOALLEM JOKYMEHTE KOHBIOTAaT aHTUTeNa K TF Uiin ero aHTUreHCBSA3bIBAIOLIErO
(dbparMeHTa ¥ JEKapCTBEHHOI'O CPEACTBA BBOIST CYOBEKTY B MOCTOSIHHOW J103€, HAXOMSILICHCS B
nuana3zoHe oT 50 mr no 200 mr, kak, HanmpuUMep, B MOCTOSSHHOU N103€ SO Mr, Uu B MOCTOSAHHOMN
nosze 60 Mr, UM B TIOCTOSIHHOW f103€ 70 MTI, UJIK B TIOCTOSTHHOM J103€ 80 MTI, UJIM B TTOCTOSIHHOM
no3e 90 mr, unu B nocTosiHHOMN 03¢ 100 Mr, Uiy B MOCTOsTHHOM 03¢ 110 Mr, 1MiIu B TOCTOSTHHOM
noze 120 mr, unu B nocTostHHOM A03¢ 130 Mr, uau B ocTosiHHOM n03¢e 140 Mr, Witu B TIOCTOSTHHOM
noze 150 mr, unu B nocTosiHHOM A03¢ 160 Mr, uiau B OCTOsTHHOM 03¢ 170 Mr, Witu B TTIOCTOSTHHOM
no3e 180 mr, wimm B moctossHHOW mo3e 190 mr, unu B moctosinHOoN mo3e 200 mr. CornacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHUs MOCTOSHHYIO J03Y CYOBEKTY BBOASIT OJHMH pa3 OKOJIO
kaxapie 1-4 Henenu. COrlacHO OMpENENIEHHbIM BapUAHTAM OCYIIECTBJICHUSI MOCTOSHHYIO JTO3Y
CyOBEKTY BBOISAT OJIUH Pa3 OKOJIO KAKIYIO | Hemesro, ONMH pa3 OKOJIO KaKAble 2 HeeH, OIUH
pa3 OKOJIO Kaknable 3 HENeNU WM OOUH pa3 OKoJjo Kaxknable 4 Henenu. COryiacHO HEKOTOPBIM
BapHAHTAM OCYIIECTBJICHHS] TMOCTOSHHYIO J03y CyOBEKTy BBOIST OAMH pPa3 OKOJIO KaXKIble
3 Hegenu (Hampumep, + 3 nHs1). COrIaCHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS MOCTOSHHYIO

no3y CyOBeKTy BBOAST ONWUH pa3 Kakaeie 3 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM



88

OCYIIECTBJICHHs] TIOCTOSTHHYIO 103y CyOBEKTy BBOASAT OAWH Pa3 KaKAble 3 HEAENU, U KOHBIOTAT
AHTHTENIA U JIEKAPCTBEHHOTO CPEACTBA MPEACTABIISIET COOOM TU30TyMa0-BEIOTHH.

[018S] CornacHo OonHOMY BapHUaHTy OCYILECTBJIEHMsI NPEACTABICHHBIX B HACTOSLIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPEIHA3HAYEHHOTO I TPUMEHEHUH MPOAYKTa,
OIMCAaHHbIE B HACTOSIIEM JOKYMEHTE aHTUTENO K PD-1 min ero aHTHreHCeBSI3bIBAIO NI (parMeHT
BBOJAT CYOBEKTY B 103€, HAXOAsIIEelcs B Auana3zone ot okoo 0,9 mr/kr no okono 4,1 Mr/kr Beca
Tena cyObekTa. CoOrjlacHO OmpenesIeHHbIM BapHaHTaM OCYIIECTBJICHHS 1032 COCTABIISIET OKOJIO
0,9 mr/xr, okoo 1,0 mr/kr, okojo 1,1 mr/kr, okojo 1,2 mr/kr, okono 1,3 mr/kr, okono 1,4 mr/kr,
okosio 1,5 mr/kr, okoso 1,6 mr/kr, okosio 1,7 mr/kr, okosno 1,8 mr/kr, okojio 1,9 mMr/kr, okoio
2,0 mr/kr, okojo 2,1 Mr/kr, okoJio 2,2 MI/KT, OKOJIO 2,3 MI/KT, OKOJIO 2,4 MI/KT, OKOJIO 2,5 MI/KT,
OKOJIO 2,6 MI/KT, OKOJIO 2,7 MI/KT, 0K0j0 2,8 MI/KT, OkoJio 2,9 MI/KT, 0KoJio 3,0 MI/KT, OKOJIO
3,1 mr/xr, okoo 3,2 Mr/Kr, 0KoJi0 3,3 MI/KT, OKOJIO 3,4 MI/KT, OKoJIO 3,5 MI/KT, OKoJIO 3,6 MI/KT,
okosio 3,7 mr/kr, okojo 3,8 mr/kr, okoyio 3,9 mr/kr, okono 4,0 Mr/kr uiau okoio 4,1 Mr/kr.
CornacHO HEKOTOpPBIM BapHaHTaM OCYINECTBJIEHUS MPENCTABICHHBIX B HACTOSIIEM JOKYMEHTE
Croco0OB, WM MPUMEHEHH, WK MPeJHA3HAYEHHOTO AJIsl IPUMEHEHHUH MPOIYKTa, OMMCAHHBIE B
HACTOSIIIIEM JOKyMeHTe aHTuTesno Kk PD-1 mnm ero aHTHUreHCBA3bIBAOLIMNA (DPAarMEHT BBOZST
cyObekTy B ao3e, Haxozsmercs B auamnasoHe ot 0,9 mr/kr no 4,1 mr/kr Beca Tena cyObekTa.
CornacHo omnpeneneHHbIM BapHaHTaM OCYyINeCTBieHUs1 no3a coctasisier 0,9 mr/kr, 1,0 Mr/kr,
1,1 mr/kr, 1,2 mr/kr, 1,3 mr/kr, 1,4 mr/kr, 1,5 mr/kr, 1,6 mr/kr, 1,7 mr/kr, 1,8 mr/kr, 1,9 mr/kr,
2,0 mr/kr, 2,1 mr/kr, 2,2 mr/kr, 2,3 mr/kr, 2,4 mr/kr, 2,5 mr/kr, 2,6 mr/kr, 2,7 mr/kr, 2,8 mMr/kr,
2,9 mr/kr, 3,0 mr/kr, 3,1 mr/kr, 3,2 mr/kr, 3,3 mr/kr, 3,4 mr/kr, 3,5 mr/kr, 3,6 mr/kr, 3,7 Mr/kr,
3,8 mr/kr, 3,9 mr/kr, 4,0 mr/kr uinu 4,1 mr/kr. CorjjacHO OTHOMY BapUaHTy OCYIIECTBJICHHUS 1034
cocrajsier okoyio 1,0 Mr/kr. CorlacHO OIHOMY BapHWaHTy OCYIIECTBJIICHHs 1032 COCTABJISIET
1,0 mr/kr. CorjiacHO OTHOMY BapHaHTY OCYINECTBJICHHSI 1032 COcTaBsieT 1,0 MI/Kr, U aHTUTENO K
PD-1 unu ero aHTUTEHCBSI3bIBAIOIIUI (PparMeHT npeacTasisier coO0i HUBOTYMao.

[0186] CornacHo OonHOMY BapUaHTy OCYILECTBJIEHMsI NPEICTABJICHHBIX B HACTOSLIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPETHA3HAYEHHOTO Ui MPUMEHEHUH MPOAYKTa,
OMUCAHHBIE B HACTOSIIEM JJOKYMEHTE aHTUTEJIO K PD-1 i €ro aHTUTeHCBSI3bIBAKO LI () parMeHT
BBOISIT CYOBEKTy ONMH pa3 OKoJIO Kakieie 1-4 Hemenmn. CorjlacHO OMpeneseHHbIM BapUaHTaM
OCYILLECTBJIEHUsT OIMCAaHHbIE B HACTOALIEM JOKyMeHTe aHtuteno k PD-1 wim  ero
AHTUT€HCBSI3BIBAIOINNN (PparMEeHT BBOISAT ONUH Pa3 OKOJIO KAKAYIO | Hemesro, OOUH pa3 OKOJIO
KaXIble 2 HeJeNH, OJUH Pa3 OKOJIO KaKAbIe 3 HENEeNU WU OOUH Pa3 OKOJIO Kaxnble 4 Hemelu.
CornacHo 0JJHOMY BapUaHTy OCYIIECTBIIEHUS] OMUCAHHBIC B HACTOSIIEM JOKYMEHTE aHTUTENO K
PD-1 unm ero aHTHreHCBSI3bIBAOIINI (PparMEeHT BBOIAT OJUH pa3 OKOJIO KaKIble 3 HENEH.

CornacHo OOHOMY BapHUAHTY OCYILICCTBJIICHHS OINMMCAHHBIC B HACTOALIEM AOKYMEHTEC aHTHUTCIIO K
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PD-1 nnu ero aHTUTreHCBSI3bIBAOIIUI (PparMeHT BBOISAT OIUH pa3 Kaxable 3 Hepenu. CoriacHo
HEKOTOPBHIM BapUaHTaM OCYIIECTBJIEHUS 1032 COCTaBIsieT 0KoJio 0,9 MI/KT, U ee BBOZSAT OAMH pa3
okoJio kKaxayro 1 Hepenmo. CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHMsI 1032 COCTABIISAET
okoio 0,9 Mr/kr, u ee BBOAAT OAMH pa3 OKOJO Kaxkable 2 Hepenw. CoriacHO HEKOTOPBIM
BapUaHTaM OCYINECTBJIEHHUS 1032 COCTaByisieT Okoio 0,9 MI/KT, W ee BBOAST OAMH Pa3 OKOJIO
kaxable 3 Henenu. CorjsacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJIEHUs 032 COCTAaBJISIET OKOJIO
0,9 Mr/kr, u ee BBOISAT OAWH pa3 OKoJio Kaxnbie 4 Hemenn. CorjlaCHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHUs 1032 COCTaBisieT OKono 1,0 MI/KT, U ee BBOASAT OAWH pa3 OKOJO KAKAYIO
1 Henemo. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS [103a COCTaBisieT okoyo 1,0 Mr/kr,
U ee BBOAAT OAMH pa3 OKono Kaxaple 2 Heaenu. CorymacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHUs 1032 COCTaBJIA€T OKOJO 1,0 MI/Kr, M €e BBOAST OAMH pa3 OKOJIO KaKible
3 Henenu. CornlacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJIEHHUS 71032 COCTaBsAeT 0koJyo 1,0 Mr/kr,
U ee BBOAAT OAMH pa3 oOKkoyno Kaxaple 4 Hepenu. CorymacHO HEKOTOPBIM BapUaHTAM
OCYIIECTBJICHHSI 1032 COCTaBJIsIeT OKOJo 1,1 MI/Kr, M ee BBOZST OOUH pa3 OKOJIO KaXIYIO
1 Henenmto. CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBIICHHS 1032 COCTABIsieT OKoJo 1,1 Mr/kr,
U ee BBOAIT OJUH pa3 oOkono Kaxable 2 Henenu. COrjgacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTaBJsieT OKOolo 1,1 MI/KI, M ee BBOAAT OOUH pa3 OKOJIO KaXKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 103a COCTaBisieT OKoyo 1,1 mr/kr,
U ee BBONIT OAMH pa3 oOkoyno Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1034 COCTABISIET OKOJIO 1,2 MI/KT, U €€ BBOIST OOUH pa3 OKOJO KAKAYIO
1 Hepemro. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 1,2 MI/KT,
U ee BBONAT OAMH pa3 oOKono Kaxaple 2 Hexenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 1,2 MI/Kr, M €€ BBOAST OOMH pPa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 1,2 MI/KT,
U ee BBOOIT OAMH pa3 oOkono Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHHs 1034 COCTABISIET OKOJIO 1,3 MI/KT, U €e BBOISAT OOWH pa3 OKOJO KAKAYIO
1 Hepemro. CormacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJICHHUS 103 COCTABISIET OKOJIO 1,3 MI/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 2 Heaenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHs 1032 COCTAaBJIIET OKOJO 1,3 MI/KT, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHHUS 1032 COCTABIISIET OKOJIO 1,3 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHS 1034 COCTABISIET OKOJO 1,4 MI/KT, U €€ BBOISAT OOUH pa3 OKOJO KAKAYIO
1 Henemro. CormacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJIEHHUS 1032 COCTABISIET OKOJIO 1,4 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxaple 2 Heaenu. CorjacHO HEKOTOPBIM BapUaHTaM

OCYHIECTBJICHUA A03a COCTaBJIAACT OKOJIO 1,4 MF/KF, U €€ BBOAAT OAMH pa3 OKOJIO KaXIbIC
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3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 71032 COCTABISET OKOJIO 1,4 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHs 1034 COCTABISIET OKOJIO 1,5 MI/KT, U €€ BBOISAT OAWH pa3 OKOJO KAKAYIO
1 Henemro. CormacHO HEKOTOPBIM BapUAHTaM OCYIIECTBJIEHHUS 1032 COCTABISIET OKOJIO 1,5 MI/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 2 Heaenu. (CornacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHs 1032 COCTAaBJIAET OKOJO 1,5 MI/Kr, M €e BBOAST OOMH pa3 OKOJIO KaKible
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJIEHHUS 71032 COCTABISET OKOJIO 1,5 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hepenu. CorynacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1034 COCTaBISIET OKOJO 1,6 MI/KI, U €€ BBOASAT OAWH pa3 OKOJO KaKAYIO
1 Henemo. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS 1032 COCTABISET OKOJIO 1,6 MIV/KT,
U ee BBOAAT OAMH pa3 OKono Kaxaple 2 Heaenu. (CoOrymacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1032 COCTaBJIAET OKOJO 1,6 MI/KI, M €€ BBOAST OAMH pa3 OKOJIO KaKible
3 Henenu. CorlacCHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJICHHUS 1032 COCTABISET OKOJIO 1,6 MI/KT,
U ee BBOAIT OAWH pa3 okono Kaxnable 4 Henmenu. COrjgacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHSI 103a COCTABJISIET OKOJIO 1,7 MI/KI, M €e BBOZST OOUH pa3 OKOJIO KaXIYIO
1 Henenmro. CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBIICHHS 1033 COCTABISIET OKOJIO 1,7 MI/KT,
U ee BBONIT OAMH pa3 OKoyso Kaxaple 2 Hemenu. CorjlacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs J103a COCTABJIIET OKOJO 1,7 MI/Kr, M ee BBOAST OOUH pa3 OKOJIO KaKIble
3 Henenu. CoOrylaCHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 1,7 MI/KT,
U ee BBONAT OAMH pa3 oOkono Kaxaele 4 Hemenu. CorjmacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1034 COCTABISIET OKOJIO 1,8 MI/KT, W ee BBOISAT OAWH pa3 OKOJO KAKAYIO
1 Hepemro. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 103 COCTABISIET OKOJIO 1,8 MI/kr,
U ee BBOOAT OAMH pa3 oOKkono Kaxaple 2 Hexenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 1,8 MI/Kr, M €e BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABJISIET OKOJIO 1,8 MI/KT,
U ee BBOAAT OAMH pa3 okono Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHHS 1034 COCTABISIET OKOJIO 1,9 MI/KT, U ee BBOISAT OOWH pa3 OKOJO KAKAYIO
1 Hepemro. CornacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 1,9 MI/kT,
U ee BBOAAT OAMH pa3 oOkono Kaxaple 2 Hexenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBJIEHHsS 1032 COCTAaBJIIET OKOJO 1,9 MI/Kr, M €€ BBOAST OOMH pa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHHUS 71032 COCTABIISIET OKOJIO 1,9 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hepenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHHs 1034 COCTaBIsieT OKOMO 2,0 MI/KT, U €€ BBOISAT OAWH pa3 OKOJO KAKAYIO
1 Hepemro. CornacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJIEHHUS 1032 COCTABISIET OKOJIO 2,0 MIV/KT,

U €€ BBOIAT OJWH pPa3 OKOJO KaXAbIC 2He,uem/1. CornacHo HCKOTOPbIM BapUaHTaM
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OCYIIECTBJIEHHSI 1032 COCTaBsieT OKOoNo 2,0 MI/KI, U €e BBOAAT OAUH pa3 OKOJIO KaxKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIICHUS 103a COCTaBIIseT OKOJIO 2,0 MI/KT,
U ee BBOOAT OAUH pa3 okono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUSI 1032 COCTABIsI€T OKOJO 2,1 MI/KT, U ee BBOAST OOUH pa3 OKOJIO KaXIyIO
1 Hegenmro. CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIICHHS 033 COCTABISIET OKOJIO 2,1 MI/KT,
U ee BBOOAT OAUH pa3 OKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHHSI 1032 COCTABIsIeT OKONO 2,1 MI/KI, U ee BBOAAT OJUH pa3 OKOJO KaxKAble
3 Hegenn. CoryacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS 1032 COCTaBJIsET OKOJO 2,1 MI/KT,
U ee BBOMAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHUS] 103a COCTABJIsAE€T OKOJO 2,2 MI/KI, U €€ BBOAST OJUH pa3 OKOJIO KaxXIyIo
1 negento. CornacHO HEKOTOPHIM BapUaHTaM OCYIIECTBJICHUs 1033 COCTABIISIET OKOJIO 2,2 MI/KT,
U ee BBOMAT OAUH pa3 OKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJIEHUSI 1032 COCTABJIAET OKOJO 2,2 MI/KI, U €€ BBOAAT OAMH pa3 OKOJO KaKAble
3 Henenu. CoryacHO HEKOTOPHIM BapHAHTAM OCYLIECTBIIEHHS 1032 COCTABIIAET OKOJIO 2,2 MI/KT,
U ee BBOIIT OAMH pa3 OKoJo Kaxzaele 4 Henenu. COrJacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHUS] 1034 COCTaBJIIET OKOJIO 2,3 MI/KI, W €€ BBOIST OAMH Pa3 OKOJO KaXIYIO
1 Henenmto. CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBIIEHHS 1033 COCTABISIET OKOJIO 2,3 MI/KT,
U ee BBOAIT OJUH pa3 oOKono Kaxable 2 Henmenu. COrngacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTABISIET OKOJNO 2,3 MI/KI, M €€ BBOAAT OJUH pa3 OKOJIO KaxKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIICHUS 1032 COCTABIISET OKOJIO 2,3 MI/KT,
U ee BBOAAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJICHHUSI 1032 COCTABJISIET OKOJO 2,4 MI/KI, M €€ BBOAST OJUH pa3 OKOJIO KaXIyIO
1 Henenmro. CornacHO HEKOTOPHIM BapHUAHTaM OCYIIECTBIICHHS 1033 COCTABISIET OKOJIO 2,4 MI/KT,
U ee BBOAAT OAUH pa3 OKolo Kaxable 2 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJICHHUSI 1032 COCTABISIET OKOJNO 2,4 MI/KI, U €€ BBOAAT OJUH pa3 OKOJIO KaXKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIICHUS 71032 COCTAaBIISIET OKOJIO 2,4 MI/KT,
U ee BBOOAT OAUH pa3 oOKono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTABJISIET OKOJIO 2,5 MI/KT, M €€ BBOAST OJUH pa3 OKOJIO KaXIyIo
1 Henenmro. CornacHO HEKOTOPHIM BapHUAHTaM OCYIIECTBIICHHS 1033 COCTABISIET OKOJIO 2,5 MI/KT,
U ee BBOOAT OAUH pa3 oOKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHHSI 1032 COCTABISIET OKOJO 2,5 MI/KI, U €€ BBOAAT OJUH pa3 OKOJIO KaxKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIICHUS 1032 COCTAaBIISIET OKOJIO 2,5 MI/KT,
U ee BBOOAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUS] 1032 COCTABJISIET OKOJIO 2,6 MI/KT, M €€ BBOAST OJUH pa3 OKOJIO KaXIyIo

1 Henemro. CornacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 2,6 MIV/KT,
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U ee BBOOAT OAUH pa3 OKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJIEHHsI 1032 COCTABISIET OKOJNO 2,0 MI/KI, U €€ BBOAAT OJUH pa3 OKOJO KaxKAble
3 Hegenn. CorylacHO HEKOTOPBIM BapHAaHTAM OCYIIECTBIICHUS 103a COCTAaBIISIET OKOJIO 2,6 MI/KT,
U ee BBOOAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUSI 103a COCTABIsI€T OKOJO 2,7 MI/KT, U €€ BBOAST OJUH pa3 OKOJIO KaXIyIo
1 negento. CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIICHHS 1032 COCTABISIET OKOJIO 2,7 MI/KT,
U ee BBOOAT OAUH pa3 OKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHUSI 1032 COCTABISIET OKOJNO 2,7 MI/KI, U €€ BBOAAT OAUH pa3 OKOJIO KaxKAble
3 Hegenu. CoryacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS 1032 COCTAaBIISET OKOJO 2,7 MI/KT,
U ee BBOMAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHUs] 1032 COCTaBJIs€T OKOJIO 2,8 MI/KI, U €€ BBOAST OJUH pa3 OKOJIO KaxXIyIo
1 nenenmto. CornacHO HEKOTOPHIM BapUaHTaM OCYIIECTBJICHUs 1032 COCTABIISIET OKOJIO 2,8 MI/KT,
U ee BBOIIT OAMH pa3 OKOJO Kaxzaele 2 Henenu. COrJacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHUSI 1032 COCTABJIAET OKOJO 2,8 MI/KI, U €€ BBOAAT OAMH pa3 OKOJO KaKAble
3 Henenu. CoryacHO HEKOTOPHIM BapHAHTAM OCYLIECTBIIEHHS 1032 COCTABIIAET OKOJIO 2,8 MI/KT,
U ee BBOIIT OAMH pa3 OKoJo Kaxzaele 4 Henenu. COrgacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUSI 1032 COCTABJISIET OKOJIO 2,9 MI/KI, M €€ BBOAST OJUH pa3 OKOJIO KaXIYIO
1 Henemo. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 2,9 MIV/KT,
U ee BBOAAT OAUH pa3 oOkKono Kaxable 2 Henenu. CoOrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTABISIET OKOJNO 2,9 MI/KI, M ee BBOAAT OJUH pa3 OKOJIO KaXKAble
3 Henenyn. CorylacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIIEHUS 1032 COCTAaBIISIET OKOJIO 2,9 MI/KT,
U ee BBOAAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTaBIsieT OKoyo 3,0 MI/KI, M ee BBOAST OJUH pa3 OKOJIO KaXIyIo
1 Henenmro. CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBIICHHS 1033 COCTABIsIET OKOJIO 3,0 MI/KT,
U ee BBOAAT OAUH pa3 OKolo Kaxable 2 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM
OCYIIECTBJICHHSI 1032 COCTaBIsieT OKONO 3,0 MI/KI, M ee BBOAAT OAUH pa3 OKOJIO KaKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS 1032 COCTaBIIsieT OKOJO 3,0 MI/KT,
U ee BBOOAT OAUH pa3 oOkono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUSI 1032 COCTABJIsIeT OKOJO 3,1 MI/Kr, W ee BBOAST OOUH pa3 OKOJIO KaXIyIO
1 Henenmro. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHHS 1033 COCTABIsIET OKOJIO 3,1 MI/KT,
U ee BBOOAT OAUH pa3 OKono Kaxable 2 Henenu. COrnacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHHSI 1032 COCTaBIsIeT OKOJNO 3,1 MI/KI, U ee BBOAAT OAUH pa3 OKOJO KaxKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHUS 1032 COCTaBIIsIeT OKOJO 3,1 Mr/kr,
U ee BBOOAT OAUH pa3 okono Kaxable 4 Henenu. COrnacHO HEKOTOPBIM —BapHaHTaM

OCYILIECTBIIEHHs 1034 COCTABIISIET OKOJIO 3,2 MI/KT, U €€ BBOISAT OAWH pa3 OKOJO KAKAYIO
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1 Henemro. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 3,2 MIV/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 2 Heaenu. CorjacHO HEKOTOPbIM BapUaHTaM
OCYILIECTBIIEHHS [103a COCTAaBJIIET OKOJO 3,2 MI/KI, M €€ BBOAST OAMH pPa3 OKOJIO KaKIble
3 Henenu. CorlacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 71032 COCTABIISET OKOJIO 3,2 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hepenu. (CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1034 COCTABISIET OKOJO 3,3 MI/KI, U €€ BBOISAT OAWH pa3 OKOJO KAKAYIO
1 Henemro. CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBJIEHHUS 1032 COCTABISIET OKOJIO 3,3 MIV/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 2 Heaenu. CoryacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1032 COCTAaBJIAET OKOJO 3,3 MI/KI, M €€ BBOAST OAUH pa3 OKOJIO KaKible
3 Henenu. CorlacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJIEHHUS 71032 COCTABIISAET OKOJIO 3,3 MI/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 4 Hepenu. (CoOrnacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBJIEHUs [103a COCTaBISIET OKOJO 3,4 MI/KI, U €€ BBOJAT OAWH pa3 OKOJO KaKAYIO
1 Henemro. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1034 COCTABIISIET OKOJIO 3,4 MIV/KT,
U ee BBOAIT OAUH pa3 oOkono Kaxable 2 Henmenu. COrjgacHO HEKOTOPBIM BapHaHTaM
OCYLUIECTBJIEHHS] 1032 COCTABJSIET OKOJNO 3,4 MI/KI, U €€ BBOAAT OJUH pa3 OKOJIO KaXKAble
3 Henenun. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 1032 COCTAaBJISIET OKOJIO 3,4 MI/KT,
U ee BBONIT OAMH pa3 oOKoyso Kaxaele 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1034 COCTABIISIET OKOJIO 3,5 MI/KT, U €€ BBOIST OIWH pa3 OKOJO KAKAYIO
1 Henemo. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 3,5 MIV/KT,
U ee BBONAT OAMH pa3 oOKono Kaxaple 2 Hemenu. CorynacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs J103a COCTABJIIET OKOJO 3,5 MI/KI, M €€ BBOAST OOHH pa3 OKOJIO KaKIble
3 Henenu. CorylaCHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABJISIET OKOJIO 3,5 MI/KT,
U ee BBONAT OAMH pa3 oOkono Kaxable 4 Hemenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1034 COCTABIISIET OKOJIO 3,0 MI/KT, U €€ BBOISAT OOWH pa3 OKOJO KAKAYIO
1 Hepemro. CormacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 3,6 MIV/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxkable 2 Hemenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 3,6 MI/KI, M €€ BBOAST OOMH pPa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 3,6 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIICHHs 1034 COCTABIISIET OKOJIO 3,7 MI/KT, U €€ BBOISAT OOWH pa3 OKOJO KAKAYIO
1 Henemro. CormacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 3,7 MIV/KT,
U ee BBOAAT OAMH pa3 oOKkono Kaxzaple 2 Heaenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHS 1032 COCTABJIAET OKOJO 3,7 MI/KI, M €€ BBOAST OOMH pPa3 OKOJIO KaKIble
3 Henenu. CorylacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 71032 COCTABIISIET OKOJIO 3,7 MI/KT,
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OCYILIECTBIIEHHS 1034 COCTABIISIET OKOJIO 3,8 MI/KI, W €€ BBOISAT OAWH pa3 OKOJO KAKAYIO
1 Henemro. CornmacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABISIET OKOJIO 3,8 MIV/KT,
U ee BBOAAT OAMH pa3 oOKono Kaxaple 2 Heaenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHS 1032 COCTAaBJIIET OKOJO 3,8 MI/KI, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenu. CorlacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHHUS 71032 COCTABIISET OKOJIO 3,8 MI/KT,
U ee BBOAAT OAMH pa3 oOkono Kaxaevle 4 Hepenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHHs 1034 COCTABIISIET OKOJIO 3,9 MI/KI, U €€ BBOIAT OAWH pa3 OKOJO KaKAYIO
1 Henemo. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS 1032 COCTABISIET OKOJIO 3,9 MIV/KT,
U ee BBOAAT OAMH pa3 OKono Kaxaple 2 Heaenu. CorymacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIIEHUs 1032 COCTaBJIAET OKOJO 3,9 MI/KI, M €€ BBOAST OAMH pa3 OKOJIO KaKible
3 Henenu. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 71032 COCTABISAET OKOJIO 3,9 MI/KT,
U ee BBOMAT OAMH pa3 oOKono Kaxable 4 Hepenu. (CoOrymacHO HEKOTOPBIM BapUaHTAM
OCYIIECTBJICHHSI 103a COCTaBJIsieT OKouo 4,0 MI/KI, M ee BBOZST OOUH pa3 OKOJIO KaXIYIO
1 Henenmto. CornacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHHS 1032 COCTABIsieT OKOJO 4,0 MI/KT,
U ee BBOOIT OAUH pa3 oOKono Kaxable 2 Henmenu. COrjgacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJIEHHSI 1032 COCTaBisieT OKoo 4,0 MI/KI, M ee BBOAAT OJUH pa3 OKOJIO KaXKAble
3 Henenn. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 103a COCTaBisieT OKoyo 4,0 MI/KT,
U ee BBOAAT OAUH pa3 oOkono Kaxable 4 Henenu. CoOrnacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHHs 1034 COCTaBNsieT OKOMo 4,1 MI/KT, U ee BBOISAT OOWH pa3 OKOJO KAKAYIO
1 Hepemo. CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS 1032 COCTABIsIET OKOJIO 4,1 MI/KT,
U ee BBONAT OAMH pa3 oOKoyno Kaxaple 2 Hemenu. CornacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHs 1032 COCTAaBJIIET OKOJO 4,1 MI/Kr, M €€ BBOAST OOWH pPa3 OKOJIO KaKIble
3 Henenu. CorylaCHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032 COCTABIISIET OKOJIO 4,1 MI/KT,
U ee BBOOAT OAMH pa3 oOkoyno Kaxable 4 Hemenu. CorjacHO HEKOTOPBIM BapUaHTaM
OCYyLIECTBJIEHHs 1032 coctaisier 0,9 MI/KT, U ee BBOAST OJUH Pa3 OKOJO KKAYIO | Hemesro.
CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBICHHS 1032 cocTanisieT 0,9 MI/KT, U ee BBOASIT OUH
pa3 okouso kaxzple 2 Hepenu. CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUS 1032 COCTABIISAET
0,9 Mr/kr, U ee BBOIST OAWH pa3 OKOJO Kaxnbie 3 Henmenu. CorjacHO HEKOTOPhIM BapHaHTaM
OCyILIeCTBIIeHHs 103a coctaBisieT 0,9 MI/KT, B ee BBOAST OIWH pa3 OKOJO KaKIple 4 HENEeNH.
CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBICHHS 1032 cocTanisieT 1,0 MI/KT, U ee BBOASIT OJUH
pa3 okono kaxayro 1 Hememo. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUS [103a
coctasyisier 1,0 MI/KT, B ee BBOAST OIUH pa3 OKoJo Kaxable 2 Henenn. COryliacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJICHHS 7032 cocTaBisieT 1,0 MI/KT, M €e BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenmu. CorynacHO HEKOTOPBIM BapHaHTaM OCYINECTBIIEHHs 103a coctaBisier 1,0 MI/kr, u ee
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no3a cocrasisier 1,1 Mr/kr, u ee BBOAST OAWH pa3 OKojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHaHTAM OCYIIECTBIICHUS 1032 COcTaBsieT 1,1 MI/KT, U ee BBOIST OUH pa3 OKOJIO
kaxable 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHUS 103a cocTaBisieT 1,1 mr/kr,
U €€ BBONAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHHs J103a cocTaBiisieT 1,1 MI/KT, U ee BBOIAT ONUH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHS 103a COCTABJIsieT 1,2 MI/KT, U € BBOASIT OAUH
pa3 okono kKaxayr 1 Hememro. CoOryiacCHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS 032
cocraBjsier 1,2 MI/KT, U ee BBOAST ONUH pa3 OKOJO Kaxnable 2 Hemenn. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 1032 COCTaBjsieT 1,2 MI/KT, U €€ BBOIST OJUH pPa3 OKOJIO KaXIble
3 Hegenu. CoriiacHO HEKOTOPBIM BapHaHTaM OCYINECTBJICHUS 032 COCTaBisieT 1,2 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXXIbIC 4 HEOCIIN. COFJ'IaCHO HEKOTOPbIM BapUaHTaM OCYILICCTBJICHHA
no3a coctaBisier 1,3 MI/Kr, U ee BBOAST OAMH pa3 OKkoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUS 1032 COCTABIsieT 1,3 MI/KT, U e BBOAST OJUH pa3 OKOJIO
kaxzpie 2 Henenu. CorlaCHO HEKOTOPBIM BapUaHTaM OCYLIECTBIICHHS 103a COCTaBJsieT 1,3 MI/Kr,
U ee BBONIT OAWH pa3 OKoJo Kaxkable 3 Hemenu. CoOryacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHsI 7103 COCTaBjsieT 1,3 MI/KI, U ee BBOAST OIWH pa3 OKOJO KakKIbple 4 HEeNeNH.
CornacHO HEKOTOPBIM BapUAHTAM OCYLIECTBICHHS 1033 COCTaBIsAeT 1,4 MI/KT, U €€ BBOASIT OJUH
pa3 okono kaxnayi 1 Hememo. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHHUS 032
coctapjsieT 1,4 MI/Kr, ¥ ee BBOAST OIUH pa3 OKOJO Kaxuable 2 Hemenu. COrjacHO HEKOTOPbIM
BapHaHTaM OCYLIECTBJIEHHs 1033 COCTaBjsieT 1,4 MI/KT, U €€ BBOISAT OIMH Pa3 OKOJIO KaIble
3 Hemenu. CorilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJIEHUs 033 COCTaBJsieT 1,4 MI/KT, U ee
BBOAAT OOWH pa3 OKOJIO KaXKIbIC 4 HEOCIIN. COFJIaCHO HEKOTOPBIM BapUaHTaM OCYLICCTBJICHHA
no3a cocTtaBisier 1,5 Mr/kr, u ee BBOAST OAWH pa3 Okojo kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHUS 1033 COCTaBIIsIET 1,5 MI/KT, U ee BBOIST OIUH Pa3 OKOJIO
kaxxable 2 Henean. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 103a COCTaBIsieT 1,5 Mr/kr,
U €€ BBOOAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHs 1033 COCTaBJsieT 1,5 MI/KT, U ee BBOIAT OIUH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS 103a COCTABJIsieT 1,6 MI/KT, U € BBOASIT OIUH
pa3 okono kaxayr 1 Hememro. CoryiacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032
cocraBjsierT 1,6 MI/KT, B ee BBOASIT ONUH pa3 OKOJio Kaxable 2 Hemenu. COrjacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBJICHHS 10332 COCTaBjsieT 1,6 MI/KT, U €€ BBOIST OIMH pPa3 OKOJIO KaKIble
3 Hegenu. CoriiacHO HEKOTOPBIM BapHAaHTAM OCYINECTBJICHUS 032 COCTaBJsieT 1,6 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKIbIC 4 HEOCIIN. COF.]'IaCHO HEKOTOPBIM BapHUaHTaM OCYIICCTBJICHUA
no3a coctaBisier 1,7 Mr/kr, u ee BBOAST OAWH pa3 OKojio kaxayw 1 Hememo. CoriacHo

HEKOTOPBIM BapUAHTaM OCYIIECTBIIEHUs 1032 COCTABISsIET 1,7 MI/KT, U €€ BBOASAT OJUH pa3 OKOJIO
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kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHUS 103a COCTABIsIeT 1,7 MI/KT,
U €€ BBONAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHHs J103a COCTaBJisieT 1,7 MI/KT, U €€ BBOISAT ONUH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHS 103a COCTaBJsieT 1,8 MI/KT, U ee BBOASIT OOUH
pa3 okono kKaxayr 1 Hememro. CoOrynacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHUS 1032
coctaBjsier 1,8 MI/KT, U ee BBOASIT ONUH pa3 OKOJO Kaxnable 2 Henenn. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 1032 COCTaBjsieT 1,8 MI/KT, U €e BBOIST OIMH pa3 OKOJIO KaXIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHUS 1032 cocTaBiisieT 1,8 Mr/kr, u ee
BBOJST OAWH pa3 OKoOJIO Kaxnble 4 Henenu. COrinacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHS
no3a coctaBisier 1,9 Mr/kr, u ee BBOAST OAMH pa3 oOkoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS 1032 COCTaBisieT 1,9 MI/KT, U ee BBOIST OUH pa3 OKOJIO
kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS 103a COCTaBIsieT 1,9 Mr/kr,
U ee BBONIT OAWH pa3 OKoJo Kaxable 3 Hemenu. CoOryacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBIIEHHsI 71032 COCTaBjsieT 1,9 MI/KT, ¥ ee BBOAST OIMH pa3 OKOJO Kakabpie 4 HEeNeNH.
CoriacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBICHHS 1032 CocTaBisieT 2,0 MI/KT, U €€ BBOASIT OJUH
pa3 okono kaxnayi 1 Hememo. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHHUS 1032
coctasisier 2,0 MI/KT, ¥ €€ BBOAAT OIUH pa3 OKOJO Kaxzble 2 Henmenu. COriacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS 032 COCTaBysieT 2,0 MI/KT, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Hemenu. CorilacHO HEKOTOPBIM BapHaHTAaM OCYINECTBJIEHUs 1033 COCTaBJsieT 2,0 MI/KT, U ee
BBOIST OAWH pa3 OKoJIo Kaxknble 4 Henenu. COrimacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHUS
no3a coctaBisier 2,1 MI/Kr, W ee BBOAST OAWH pa3 OKojio kaxayw | Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTaBIsieT 2,1 MI/KT, U ee BBOIST OIUH Pa3 OKOJIO
kaxxable 2 Heneau. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1034 COCTaBsieT 2,1 Mr/kr,
U €€ BBOIAT OIMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHs 1033 COCTaBJisieT 2,1 MI/KT, U €€ BBOISAT ONUH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBJICHHS 103a COCTABJISIET 2,2 MI/KT, M €€ BBOIST OIUH
pa3 okono kaxayr 1 Hememro. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHS 1032
COCTaBJIsieT 2,2 MI/KT, W BBOAST OOWH pa3 OKOJIO Kaxnblie 2 Hemenmu. COrjacHO HEKOTOPBIM
BapHAHTAaM OCYINECTBJIEHUS 10332 COCTaBJsieT 2,2 MI/KT, U BBOAST OIMUH pPa3 OKOJO KaxKIble
3 Hegenu. CorylaCHO HEKOTOPBIM BapHaHTAM OCYINECTBICHHS 10332 COCTaBjsieT 2,2 MI/KT, U
BBOZSIT OAWH pa3 OKoJIO Kaxkbie 4 Henenu. COrinacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS
703a COCTaBjsieT 2,3 MI/KI, W ee BBOAST OAWH pa3 Okojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTABIISIET 2,3 MI/KT, U €€ BBOJSIT OJUH Pa3 OKOJIO
kaxble 2 Henean. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1033 COCTABJISIET 2,3 MI/KT,

U €€ BBOIAT OJWH pPa3 OKOJO KaXAbIC 3 HEOCIN. CornacHo HCKOTOPbIM BapUaHTaM
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OCYIIECTBJICHHS 10332 COCTaBJIsieT 2,3 MI/KT, U €€ BBOISAT OJIUH Pa3 OKOJO KaxKable 4 Hemelu.
CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBJICHHS 103a COCTABJISIeT 2,4 MI/KT, M €€ BBOISIT OIUH
pa3 okono kaxayr 1 Hememro. CoOrnacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHUS 1032
coctaBjsieT 2,4 MI/KT, W BBOIST OOWH pa3 OKOJIO Kaxnbie 2 Henenmu. COrjacHO HEKOTOPBIM
BapHaHTaM OCYINECTBJIEHUS] 10332 COCTaBJsieT 2,4 MI/KT, U BBOAST OIUH pPa3 OKOJO KaxIble
3 Hegenu. CoryliacCHO HEKOTOPBIM BapHaHTaM OCYINECTBJICHHs 1032 COCTaBisier 2,4 MI/Kr, u
BBOJST OAWH pa3 OKOJIO Kaxnble 4 Henenu. COrinacHO HEKOTOPBIM BapHaHTAM OCYIIECTBJIEHHS
7032 COCTaBJsIeT 2,5 MI/KI, M ee BBOAST OAWH pa3 Okoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHaHTAM OCYIIECTBIIEHHUS 1032 COCTABJISIET 2,5 MI/KT, U €€ BBOJST OUH Pa3 OKOJIO
kaxxable 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTaM OCYIIECTBJICHHUS 103a COCTABIISET 2,5 MI/KT,
U €€ BBOIAT OAMUH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYILECTBJIEHHs 1032 COCTaBJIsieT 2,5 MI/KT, U €€ BBOIAT OJIWH Pa3 OKOJO KaxKable 4 HEmesu.
CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBICHHS 033 COCTaBIIsIeT 2,6 MI/KT, U €€ BBOASIT OJUH
pa3 okojo kaxnayi 1 Hememo. CoOrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHHUS 1032
COCTaBJISIET 2,6 MI/KT, M €€ BBOIST OIUH pa3 OKoJo Kaxable 2 Henean. COrlacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS 1034 COCTABIISET 2,6 MI/KT, M €€ BBOAST OAMH pa3 OKOJIO KaKIble
3 Henenn. CoryacHO HEKOTOPBIM BapUaHTaM OCYILNECTBJICHHs 1034 COCTaBISIET 2,6 MI/KT, U ee
BBOJSIT OJUH pa3 okoyio Kaxable 4 Henenu. COrlaCHO HEKOTOPBIM BapHUaHTaM OCYILECTBIICHHS
703a cOoCTaBjsieT 2,7 MI/KT, W ee BBOAST OAWH pa3 Okojo kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTABIISIET 2,7 MI/KT, U €€ BBOIST OIUH Pa3 OKOJIO
kaxxable 2 Henean. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHHUS 1033 COCTABJISIET 2,7 MI/KT,
U ee BBOIAT OIMH pa3 OKOJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHS 1033 COCTaBJsieT 2,7 MI/KT, U €€ BBOISAT OIUH Pa3 OKOJO KaxKable 4 HEmelu.
CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBJIEHHSI 103a COCTABJISIET 2,8 MI/KT, ¥ €€ BBOIST OIUH
pa3 okono kaxayr 1 Hememro. CoriacHO HEKOTOPBIM BapHAaHTaM OCYINECTBJICHHS 1032
coctaBjisieT 2,8 MI/KT, W €€ BBOAST OIUH pa3 OKoOJio Kaxable 2 Hemenn. COrjacHO HEKOTOPhIM
BapHaHTaM OCYIIECTBJICHHs 10332 COCTaBJIsieT 2,8 MI/KT, U €€ BBOIST OIUH Pa3 OKOJIO KaKIble
3 Hegenu. CorjilacHO HEKOTOPBIM BapHAaHTAM OCYINECTBJICHUS 1033 COCTaBJsieT 2,8 MI/KT, U ee
BBOZSIT OAWH pa3 OKoJIo Kaxknbie 4 Henenu. COrinacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS
no03a cocTaBjsieT 2,9 MI/Kr, W ee BBOAST OAWH pa3 Okojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTABIISIET 2,9 MI/KT, U €€ BBOJSIT OJUH Pa3 OKOJIO
kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1033 COCTABIISIET 2,9 MI/KT,
U €€ BBOOAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHHS 10332 COCTaBJIsieT 2,9 MI/KT, U €€ BBOISAT OIUH Pa3 OKOJO Kaxkable 4 HEIelu.

CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS 103a COCTaBJsieT 3,0 MI/KT, U €€ BBOASIT OIUH
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pa3 okono kaxayr 1 Hememro. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032
cocrasjsier 3,0 MI/KT, B €€ BBOASIT OIUH pa3 OKOJio Kaxnable 2 Hemenn. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 1032 COCTaBisieT 3,0 MI/KT, U €€ BBOIST OIMH pPa3 OKOJIO KaXKIble
3 Hegenu. CoriiacHO HEKOTOPBIM BapHAaHTAM OCYINECTBJICHUS 1032 COCTaBiisieT 3,0 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKAbIC 4 HEOCIIN. Cornacno HEKOTOPBIM BapUaHTaAM OCYILICCTBJICHHUA
no3a coctaBisier 3,1 MI/Kr, U ee BBOAST OAWH pa3 Okoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAaHTAM OCYIIECTBIIEHUS 1032 COCTaBIsIeT 3,1 MI/KT, U e BBOIST OUH Pa3 OKOJIO
kaxable 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIJICHHUS 103a COCTaBIsieT 3,1 Mr/kr,
U €€ BBOIAT OAMH pa3 OKoJO Kaxnable 3 Hemenu. (CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJIEHHs J103a COCTaBJisieT 3,1 MI/KI, U €e BBOIAT OIMH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHS 103a COCTABJISIET 3,2 MI/KT, M €€ BBOIST OIUH
paz okono kaxayr 1 Hememo. COrjiaCHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS 032
cocTaBisieT 3,2 MI/KT, M €€ BBOIST OOUH pa3 OKoJo Kaxable 2 Henean. COrliacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS 1034 COCTABISET 3,2 MI/KT, M €€ BBOIST OAMH pa3 OKOJIO KaKIble
3 Henenu. CoryniaCHO HEKOTOPBIM BapHaHTaM OCYILIECTBIIEHHs J103a COCTaBJsieT 3,2 MI/KT, U ee
BBOJSIT OJUH pa3 Okoyio Kaxable 4 Henenu. COrlaCHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHHS
70332 COCTaBJIIET 3,3 MI/KI, W €€ BBONAT OAMH pa3 OKolo Kaxayw | Hememo. CornacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBJIEHUS 1032 COCTABIISIET 3,3 MI/KT, U €€ BBOAST OJJUH pa3 OKOJIO
kaxable 2 Henean. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHHUS 1033 COCTABIISIET 3,3 MI/KT,
U ee BBOIIT OIMH pa3 OKoJO Kaxnable 3 Hemenu. CorinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHS 10332 COCTAaBJSIET 3,3 MI/KT, U €€ BBOISAT OIUH Pa3 OKOJO KaxKable 4 HEOelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBJIEHHSI 103a COCTABJISIET 3,4 MI/KT, ¥ €€ BBOIST OIUH
pa3 okono kaxayr 1 Hememro. CornacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHS 1032
cocTaBjsieT 3,4 MI/KT, W ee BBOAST OIUH pa3 OKOJio Kaxable 2 Hemenu. COrjacHO HEKOTOPbIM
BapHAHTaM OCYILIECTBJICHHs 10332 COCTAaBJISIET 3,4 MI/KT, U €€ BBOIST OIUH Pa3 OKOJIO KaKIble
3 Hegenu. CorjilacHO HEKOTOPBIM BapHAHTAM OCYINECTBJICHUS 10332 COCTAaBISIET 3,4 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKIbIC 4 HEOCIN. COFJIaCHO HEKOTOPBIM BapUaHTaM OCYIICCTBJICHHUA
7032 COCTaBjsieT 3,5 MI/Kr, W ee BBOAST OAWH pa3 Okoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1033 COCTABJISIET 3,5 MI/KT, U €€ BBOJSIT OJUH Pa3 OKOJIO
kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1033 COCTABJISIET 3,5 MI/KT,
U €€ BBOOAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHHS 10332 COCTAaBJISIET 3,5 MI/KT, U €€ BBOISAT OIUH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS 103a COCTABJISIET 3,0 MI/KT, M €€ BBOISIT OIUH
pa3 okono kaxayw 1 Hememro. CoOriacCHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS 1032

cocTaBjsieT 3,6 MI/KT, W €€ BBOAST OIUH pa3 OKOJio Kaxable 2 Hemenn. COrjacHO HEKOTOPBIM
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BapHaHTaM OCYILIECTBJICHHS 10332 COCTABJISIET 3,6 MI/KT, U €€ BBOIST OIUH pPa3 OKOJIO KaXIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHAHTAM OCYINECTBJICHUS 032 COCTAaBJSieT 3,0 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKAbIC 4 HECACIIN. CormacHo HEKOTOPBIM BapUaHTaM OCYILICCTBJICHHA
no3a cocTtaBisieT 3,7 MI/Kr, W ee BBOAST OAWH pa3 oOkoio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAaHTAM OCYIIECTBIICHUS 1033 COCTABJISIET 3,7 MI/KT, U €€ BBOJISIT OUH Pa3 OKOJIO
kaxxable 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1033 COCTABIISIET 3,7 MI/KT,
U €€ BBOIAT OAMH pa3 OKoJO Kaxnable 3 Hemenu. (COriacHO HEKOTOPbIM BapHaHTaM
OCYILECTBJICHHs J103a COCTaBJsieT 3,7 MI/KT, U €€ BBOIAT OIUH Pa3 OKOJO KaxKable 4 HEIelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHS 103a COCTABJISIET 3,8 MI/KT, U €€ BBOAST OIUH
paz okoino kaxayr 1 Hememo. COrjiiaCHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS 1032
cocraBjsier 3,8 MI/KT, U €€ BBOAST OIUH pa3 OKOJo Kaxable 2 Henenu. COrjacHO HEKOTOPBIM
BapHaHTaM OCYLIECTBJICHHS 1032 COCTAaBJISIET 3,8 MI/KT, U €€ BBOIST OJUH pPa3 OKOJIO KaxIble
3 Henenu. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHHs J103a COCTaBisieT 3,8 MI/KT, U ee
BBOJSIT OJUH pa3 Ookoyio Kaxable 4 Henenu. COrlaCHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHHS
7o3a cocraBiseT 3,9 MI/KI, M ee BBOIAT OOUH pa3 OKojJo kKaxayi 1 Hememo. CornacHo
HEKOTOPBIM BapUAHTAM OCYILECTBJICHUS 1032 COCTABISIET 3,9 MI/KT, U €€ BBOAST OJUH pa3 OKOJIO
kaxzbie 2 Henenu. COorlaCHO HEKOTOPBIM BapUAHTAM OCYLIECTBIICHHS 103a COCTaBJISIET 3,9 MI/KT,
U ee BBONIT OAMH pa3 OKoJo Kaxkabple 3 Hemenu. CoOrjacHO HEKOTOPBIM BapUaHTaM
OCYIECTBJICHHS 10332 COCTABJSIET 3,9 MI/KT, U €€ BBOIAT OIUH Pa3 OKOJO Kaxkable 4 HEOelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHHsI 103a COCTaBJsieT 4,0 MI/KT, ¥ €€ BBOIST OIUH
pa3 okono kaxayro 1 Hememro. CoryiacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHS 1032
cocrasjsier 4,0 MI/KT, W €€ BBOAST OIUH pa3 OKOJo Kaxnablie 2 Hemenu. COrjacHO HEKOTOPbIM
BapHaHTaM OCYLIECTBJIEHHs 1032 cocTaBisieT 4,0 MI/KT, U €€ BBOIST OIMH Pa3 OKOJIO KaKIble
3 Hegenu. CorilacHO HEKOTOPBIM BapHaHTAM OCYINECTBJIEHUs 1032 cocTaBiisieT 4,0 MI/KT, U ee
BBOAAT OAWH pa3 OKOJIO KaXKAbIE 4 HECOCIIN. CormacHo HEKOTOPBIM BapUaHTaM OCYLICCTBJICHHA
no3a coctaBisier 4,1 Mr/kr, u ee BBOAST OAWH pa3 OKkojio kaxayw 1 Hememo. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS 1032 cocTaBiisieT 4,1 MI/KT, U ee BBOIST OIUH Pa3 OKOJIO
kaxble 2 Henenn. CorylacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS 1034 COCTaBisieT 4,1 Mr/kr,
U €€ BBOOAT OOMH pa3 OKoJO Kaxnable 3 Hemenu. CoOrinacHO HEKOTOPbIM BapHaHTaM
OCYIECTBJICHHs J103a COCTaBJisieT 4,1 MI/KT, U €€ BBOISAT OIUH Pa3 OKOJO Kaxkable 4 HEmelu.
CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS 103a COCTaBjsieT 1,0 MI/KT, U ee BBOAST OIUH
pa3 okoyso Kaxkabie 3 Henmenaw (Hampumep, £ 3 mHs1). COrjacHO HEKOTOPBIM —BapHaHTaM
OCYIECTBJICHHs 103a cocTaBjsieT 1,0 MI/Kr, U ee BBOIAT OAMH pa3 Kaxable 3 Hemenmu. CorinacHo

HEKOTOpPHIM BapHaHTaM OCYINECTBJICHHs 1103a coctaBisier 1,0 MI/Kr, U ee BBOAAT OOWH pa3
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Kaxaple 3 Hexmenu, 1 aHTuTeno K PD-1 uimn ero aHTUreHCBSA3BIBAIOIINN (PPAarMEHT MPENCTABIISAET
co0oit HuBOJTIYyMao.

[0187] CormacHO OQHOMY BapUaHTy OCYLIECTBJEHHUS NPENCTABIEHHBIX B HACTOSIIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPEIHA3HAYEHHOTO I TPUMEHEHUH MPOAYKTa,
OIMCAaHHbIE B HACTOSIIEM JOKYMEHTE aHTUTENO K PD-1 min ero aHTHreHCeBSI3bIBAIO NI (parMeHT
BBOJAT CYOBEKTY B TOCTOSIHHOW /103€, HaXOASIIeHcs B AMAna3zoHe OT OKojo 50 Mr 70 OKoJo
500 mr, kak, HampUMep, B MOCTOSTHHOU 103€ OKOJIO SO MI, WJIM B NOCTOSIHHOM 7103€ OKOJI0 60 M,
WJIA B TIOCTOSIHHOM 7103€ OK0JI0 70 MT, WM B MOCTOSIHHOM J103€ OKOJIO 80 MI, UM B TTOCTOSIHHOM
no3e 0koJ10 90 Mr, MM B IOCTOSIHHOM 1103€ 0Kk0y10 100 Mr, Uik B IIOCTOSIHHOM 03¢ 0K0JIo 120 mr,
WJIA B MOCTOSTHHOM 103€ 0KOJI0 140 Mr, Ui B MOCTOSIHHOM 103€ 0K0yio 160 Mr, Wiy B TOCTOSHHOMN
no3e 0k0Ji0 180 Mr, Ui B IMMOCTOSTHHOM 1103€ 0K0J10 200 Mr, UJIK B HOCTOSIHHOM 103€ 0K0J10 220 Mr,
WJIU B IOCTOSIHHOM 103€ 0k0Jio 240 MT, WJIM B MOCTOSIHHOM 7103€ OKOJIO 260 MT, UK B TTIOCTOSTHHOM
J03€ OKOoJI0 280 MT, MJIM B TOCTOSTHHOM 103€ 0K0J10 300 MTI, Tl B IOCTOSIHHOM J103€ 0K010 320 Mmr,
WJIA B IIOCTOSTHHOM 103€ 0KOJ10 340 MT, MJIM B TOCTOSIHHOM 103€ 0K0JIO 360 MT, MJIM B ITIOCTOSTHHOM
no3e 0koJ10 380 Mr, MJIM B TOCTOSTHHOM 103€ 0K0J10 400 MTr, MTi B IOCTOSIHHOM J103€ 0K0J10 420 Mmr,
WJIA B MIOCTOSTHHOM 103€ 0KOJI0 440 MT, MJIM B IOCTOSIHHOM 103€ OK0JIO 460 MT, MJIH B TTIOCTOSTHHOM
no3e okoJio 480 Mr, uiu B MOCTOSIHHOM 1103e 0Kkoyio 500 mr. CorjlacHO HEKOTOPBIM BapuUaHTaM
OCYILECTBJIEHHsI MTOCTOSIHHAS 1032 cocTaBisieT okoyo 240 mr. CorslacHO HEKOTOPBIM BapHUaHTaM
OCYIIECTBJIEHUS] TIOCTOSIHHASI 7103a cocTaBiisieT 0koJio 480 mr. CorjacHO HEKOTOPBIM BapHaHTaM
OCYINECTBJICHUS MPENCTABJICHHBIX B HACTOSIIEM JOKYMEHTE CIOCOOOB, UM MPUMEHEHH, WU
MPEeAHA3HAYEHHOIO 1JIsl TPUMEHEHUN MPOAYKTA, OMUCAHHbBIE B HACTOSIIEM JOKYMEHTE aHTUTENIO
K PD-1 wiu ero aHTUTreHCBS3BIBAIOIIUN (DparMeHT BBOIAT CYOBEKTY B IMOCTOSIHHOH 103e,
Haxopselcsa B auanasone ot S0 mr 1o 500 mr, kak, HampuMep, B TOCTOSTHHOW 03¢ SO Mr, UK B
MOCTOSIHHOM 03¢ 60 Mr, UM B MOCTOSTHHOW a03e 70 Mr, WM B MOCTOSTHHOM A03¢ 80 Mr, wiu B
MOCTOSIHHOM 03¢ 90 MT, WiIu B TTOCTOSIHHOM 03¢ 100 Mr, nim B mocTosiHHOM n1o3e 120 mr, uim B
nocTostHHOM 03¢ 140 Mr, unmm B mocTossHHOM A03¢e 160 mr, unu B moctostHHON g03¢ 180 mr, unu
B MOCTOsTHHOM 03¢ 200 MT, WJIH B TTIOCTOSIHHOM 7103€ 220 MT, UJIK B TIOCTOSIHHOM 7103¢ 240 MT, Win
B ITOCTOSTHHOM 03¢ 260 MT, WJIH B TTIOCTOSIHHOM /103€ 280 MT, UK B TTOCTOSTHHOM 7103¢ 300 MT, niu
B MOCTOSTHHOM 03¢ 320 MT, WJIH B TTIOCTOSIHHOM /103€ 340 MT, UJIK B TIOCTOSTHHOM J103€ 360 MT, niu
B MOCTOsTHHOM 103¢ 380 Mr, miiu B ocTosiHHOM /103€ 400 MT, UJIK B TIOCTOSIHHOM 7103€ 420 MT, uin
B MOCTOSTHHOM 103¢ 440 MT, WK B IOCTOSTHHOM J103€ 460 MT, UJIK B TIOCTOSTHHOM J103€ 480 MT, niu
B nocTostHHOM 1103¢ S00 mr. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHHUS MOCTOSTHHAS 1032
coctaBisieT 240 mr. CorjacHO HEKOTOpPbIM BapHaHTaM OCYLIECTBJIEHMsI IMOCTOsIHHAsl 1032
coctaBisier 480 mr. CorjacHO HEKOTOpPbIM BapHaHTaM OCYLIECTBJIEHMsI IMOCTOsIHHAsl 1032

coctasiisier 240 mr u anTuTeno k PD-1 npencrasnsier coboii HuBonmyMad. CornacHO HEKOTOPBIM
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BapUaHTaM OCYILECTBJICHHUs] TMOCTOsSIHHAas pa03a cocrtasisieT 480 Mr u antureno k PD-1
npeacTassier co0oit HIBOMyMad. CorlacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHSI TOCTOSTHHAS
no03a cocTasisieT okosno 140 Mr, u ee BBOAAT OAUH pa3 Okojio kaxayw 1 Henmemo. CoriacHo
HEKOTOPBIM BapuaHTaM OCYLICCTBJICHWA IMOCTOAHHASA 103a COCTABJIACT OKOJIO 140 MI', 1 €€ BBOIAT
OIUH pa3 OKOJO Kaxzable 2 Hemenu. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS
MOCTOSIHHAs 1032 COCTaBJjsieT Okojo 140 Mr, U ee BBOAST OJMH Pa3 OKOJIO KaXKIbIE 3 HENEIH.
CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJIEHUS TIOCTOSIHHAS 103a COCTaBJsieT 0koJio 140 mr, u
€€ BBOJST OJIUH pa3 OKOJIO Kaxble 4 Henenu. CorjacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBICHUS
MOCTOSIHHAsI 1032 COCTaBJsAeT OKOJO 160 Mr, U ee BBOIAT OAMH pa3 OKOJIO KaXayr | Hexemro.
CornacHoO HEKOTOPBIM BapHaHTaM OCYILECTBJICHUSI TIOCTOSIHHAS 103a COCTAaBJIsET OKoJio 160 Mr, u
€€ BBOASAT OJIUH pa3 OKOJIO Kaxble 2 Henenu. CorjaacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHUS
MOCTOSIHHAST 7103a COCTaBJisseT OKOJO 160 Mr, U ee BBOAST OAWH pa3 OKOJO KaKable 3 HEIeu.
CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJICHUs] IOCTOSIHHAS 103a COCTAaBJIseT OKoJio 160 Mr, u
ee BBOJAT OJIMH pa3 OKOJIO Kaxable 4 Henenu. COriacHO HEKOTOPBIM BapUaHTaM OCYIECTBICHHUS
MOCTOSIHHAS [103a COCTaBjsieT 0KoJo 180 Mr, U ee BBOAAT ONMH Pa3 OKOJO Kaxayw 1 Hememo.
CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS TOCTOsTHHAS 7103a COCTaBsieT 0kojo 180 mr, u
€e BBOJAT OJIMH pa3 OKOJIO Kaxxable 2 Henenu. CoriacHO HEKOTOPBIM BapUaHTaM OCYIEeCTBICHHUS
MOCTOSIHHAST 103a COCTaBJisieT OKOJIO 180 mMr, u ee BBOASAT OAWH pa3 OKOJO KaxKible 3 HEeAeu.
CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUsI IOCTOSTHHAS 1032 COCTaBJIsieT 0koJio 180 mr, u
ee BBOAST OJIUH pa3 OKOJIo Kaxkble 4 Henean. CorjjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS
MOCTOSTHHAS 71032 COCTaBjsieT 0kojo 200 Mr, U €€ BBOIST OAMH pa3 OKOJIO KaXayw | Hememro.
CornacHo HEKOTOPBIM BapHaHTaM OCYIECTBJICHUsI IOCTOSTHHAS 1032 COCTaBsieT okoJio 200 mr, u
ee BBOAST OJIUH pa3 OKOJIO Kaxkble 2 Henean. CorjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS
MOCTOSTHHAs 71032 COCTaBjsieT okojo 200 Mr, U ee BBOAST OJUH Pa3 OKOJIO KaXKIblEe 3 HENEIH.
CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUsI IOCTOSTHHAS 103a COCTaBsieT okoJio 200 mr, u
€€ BBOSIT OJIUH pa3 OKOJIO Kaxble 4 Henenu. CorjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS
MOCTOSIHHASI 1032 COCTaBJsieT OKOJO 220 MI, U €€ BBOIST OAMH pa3 OKOJIO KaXnyrw | Hememro.
CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUsI IOCTOSTHHAS 103a COCTAaBJIsIeT OKOJIo 220 Mr, U
€€ BBOJST OJIUH pa3 OKOJIO Kaxkble 2 Henenn. CorjacHO HEKOTOPBIM BapHaHTaM OCYIIIECTBICHUS
MOCTOSIHHAS 1032 COCTaBJIsIET OKOJO 220 Mr, U €€ BBOAST OJMUH Pa3 OKOJIO KaKAble 3 HEIEIH.
CornacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUSI IOCTOSTHHAS 103a COCTAaBJIsIeT OKOoJIo 220 Mr, U
€€ BBOST OJIUH pa3 OKOJIO Kaxble 4 Henenu. CorjjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHS
MOCTOSIHHAsI 1032 COCTaBJsAeT OKOJO 240 MI, U €€ BBOIAT OAMH pa3 OKOJIO KaXOyr | Hexenro.
CornacHo HEKOTOPBIM BapHaHTAM OCYIIECTBIICHUS 1033 COCTABJISIET OKOJIO 240 MI/KT, U €€ BBOIST

OIUH pa3 OKoJO Kaxzaple 2 Hemenu. COMNIaCHO HEKOTOPBIM BapHAHTAM OCYILECTBJICHUS
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MOCTOSIHHAS 1032 COCTaBJIsIET OKOJO 240 Mr, U €€ BBOAST OJMUH Pa3 OKOJIO KaXKIblE 3 HEIEIH.
CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJICHUS IOCTOSTHHAS 103a COCTaBJIsIeT OKoJio 240 Mr, U
€€ BBOJST OJIUH pa3 OKOJIO Kaxkble 4 Henenu. CorjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS
MOCTOSIHHAs 1032 COCTaBJsAE€T OKOJO 260 MI, U €€ BBOIAT OAMH pa3 OKOJIO KaXnyr | Hememro.
CornacHo HEKOTOPBIM BapHaHTaM OCYIECTBJICHUS TIOCTOSTHHAS 103a COCTABJISIET OKOJIO 260 MT, U
€€ BBOJSAT OJIUH pa3 OKOJIO Kaxkble 2 Heneau. CorjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS
MOCTOSIHHAs 1032 COCTAaBJISIET OKOJO 260 MI, U €€ BBOAST OJMH Pa3 OKOJIO KaXKIbIE 3 HEIEIH.
CornacHoO HEKOTOPBIM BapHaHTaM OCYILECTBJICHUS TIOCTOSTHHAS 103a COCTABJISIET OKOJIO 260 MT, U
€€ BBOJSAT OJIUH pa3 OKOJIO Kaxble 4 Henenu. CorjaacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS
MOCTOSIHHAS 1032 cocTaBiisieT 140 mr, u ee BBOAST OJMH pa3 Okoo Kaxaywo 1 Henenro. CornacHo
HEKOTOPbIM BapUAHTaM OCYILECTBJICHUs] TOCTOSIHHAS 03a cocTaBiisieT 140 mr, U ee BBOAAT OJUH
pa3 okono kaxnble 2 Henenu. COrNIaCHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUs MMOCTOSTHHAs
no3a cocrasisger 140 mr, 1 ee BBOAAT OAMH pa3 OKOJIO Kakable 3 Henenu. CorsacHo HEKOTOPBbIM
BapUaHTaM OCYLIECTBJIEHUS] TOCTOsIHHAS J103a cocTasisieT 140 Mr, u ee BBOAAT OJUH pa3 OKOJIO
kaxnable 4 Henenu. COrIaCHO HEKOTOPHIM BapHUaHTaM OCYLIECTBJIEHUS TIOCTOSTHHAsl 71034
cocTtaBysieT 160 Mr, U ee BBOIAT ONUH pa3 OKojo Kaxayro 1 Hememo. CoOrjiacHO HEKOTOPBIM
BapUaHTaM OCYLIECTBJIEHUS] OCTOSIHHAS 1032 cocTaBisieT 160 Mr, U ee BBOAAT OJUH pa3 OKOJIO
kaxnable 2 Hemenu. COrIaCHO HEKOTOPbIM BapHUaHTaM OCYLIECTBJIEHHS IIOCTOSTHHAsl 71034
coctaBisier 160 Mr, U ee BBOIAT OAMH pa3 OKOJIO Kaxkable 3 Henmenu. COriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUsI MOCTOSIHHAsA 03a cocTaByisieT 160 Mr, U ee BBOAST OAMH pa3 OKOJIO
kaxkaple 4 Hegenu. CoOrjacHO HEKOTOPHIM BapHAaHTAM OCYINECTBJICHHs] TIOCTOSIHHAs 1034
coctaBisier 180 Mr, u ee BBOASAT ONMH pa3 OKoOJO kaxayr 1| Hememro. CoriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUs MOCTOsAHHAsA 103a cocTapiysieT 180 Mr, u ee BBOASAT OAMH pa3 OKOJIO
kakaple 2 Hepenu. CoOrjacHO HEKOTOPHIM BapHAaHTAM OCYINECTBJICHHS] TIOCTOSIHHAs 1034
coctaBisier 180 Mr, U ee BBOAAT OAMH pa3 OKoJO Kaxable 3 Henmenu. COriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUsI MOCTOAHHAsA 103a cocTasiysieT 180 Mr, u ee BBOASAT OAMH pa3 OKOJIO
kaxkaple 4 Hegenu. CoOrjacHO HEKOTOPHIM BapHAaHTAM OCYINECTBJICHHS] TIOCTOSIHHAs 1034
coctasisier 200 Mr, U ee BBOASAT OJIMH pa3 OKoJO kaxaywo 1| Hememro. CoriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUs MOCTOsAHHAsA A03a cocTasysieT 200 Mr, U ee BBOAAT OAHMH pa3 OKOJIO
kakaple 2 Hegenn. CoOrjacHO HEKOTOPhIM BapHAaHTAM OCYINECTBJICHHS] TIOCTOSIHHAs 1034
coctaisier 200 M, U ee BBOIAAT OAMH pa3 OKoJO Kaxzable 3 Henmenu. COriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUs MOCTOsAHHAsA A03a cocTasysieT 200 Mr, U ee BBOAAT OAHMH pa3 OKOJO
kakaple 4 Hegenu. CoOrjacHO HEKOTOPHIM BapUAHTAM OCYINECTBJICHHMsS] TIOCTOSIHHAs 1034
coctaisieT 220 Mr, U ee BBOAAT OJIMH pa3 OKoJO kKaxayro 1| Heaemro. CoriacHO HEKOTOPBIM

BapUaHTaM OCYILECTBJIEHUsI MOCTOsAHHAsA 034 COCTaBysieT 220 Mr, U €€ BBOASAT OJHMH pa3 OKOJO
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kaxnable 2 Henenu. COIIaCHO HEKOTOpPbIM BapHaHTaM OCYLIECTBJIEHUS IIOCTOsIHHAsl 703a
coctaisier 220 M, U ee BBOJAT OAMH pa3 OKOJO Kaxzable 3 Henmenu. COriacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUsI MOCTOsIHHAS 034 COCTaBysieT 220 Mr, U €€ BBOASAT OJHMH pa3 OKOJIO
kaxnable 4 Henenu. (COIacHO HEKOTOPHIM BapHAaHTaM OCYLIECTBJIEHUS IIOCTOsIHHAsl 7034
coctaisieT 240 Mr, U ee BBOAAT OIUH pa3 OKOJO Kaxayro | Heaemto. CornacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUsI MOCTOsIHHAS 1034 COCTaBysieT 240 Mr, U €e BBOASAT OAMH pa3 OKOJO
kaxnable 2 Henenu. (COIJIaCHO HEKOTOpPBIM BapHUAaHTAM OCYLIECTBJIEHUS IIOCTOsIHHAsl 7034
coctaisier 240 M, U ee BBOIAAT OAMH Pa3 OKOJO Kaxzable 3 Hemenu. COriacHO HEKOTOPBIM
BapHUaHTaM OCYILECTBJIEHUsI MMOCTOsIHHAS 1034 COCTaBysieT 240 Mr, U €e BBOASAT OAMH pa3 OKOJO
kaxnable 4 Hemenu. COIIaCHO HEKOTOPBIM BapHUAHTAM OCYLIECTBJIEHUS IIOCTOSIHHAsl 7034
coctasisier 260 Mr, U ee BBOAAT OJUH Pa3 OKOJO kKaxayro | Hememro. CoOriacHO HEKOTOPBIM
BapMaHTaM OCYIIECTBJIEHHs MTOCTOSHHASA 103a COCTaBisieT 260 Mr, U ee BBOAAT OIUH pa3 OKOJIO
kaxaple 2 Hemenu. CorynacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUS IIOCTOSIHHAs J103a
cocTtaBysieT 260 MI, U ee BBOAAT OAMH pa3 OKoJo Kaxzible 3 Hemenu. CoOriacHO HEKOTOPBIM
BapMaHTaM OCYIIECTBJIEHHs NOCTOSHHASA A03a COCTaBisieT 260 Mr, U ee BBOAAT OIUH pa3 OKOJIO
kaxaple 4 Hemenu. CorynacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUS IIOCTOSIHHAs J103a
coctaByisieT 240 MI/KT, M ee BBOIST OAMH pa3 OKOJIO Kakable 2 Henenu (Hampumep, = 2 mHs).
CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUs MOCTOSIHHAsI 103a cocTaBisieT 240 mr, u ee
BBOAAT OAWH pa3 kaxable 2 Hemenu. COrNaCHO HEKOTOPBIM BapUaHTaM OCYIIECTBICHHUS
MOCTOsIHHAsT 7103a cocTaBiisieT 240 Mr, U e€e BBOIAT OJIUH Pa3 KaKAble 2 HEAENIH, U aHTUTEJO
npexacrasisier coboit HuBosymad. CorlacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHUS MOCTOSIHHAS
no3a coctasiisier 240 MI/KT, ¥ ee BBOIST OZIMH pa3 OKOJIO Kakable 4 Henenu (Hanpumep, + 4 nHs).
CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIICHHs MMOCTOsIHHAS 103a coctaBisieT 480 mr, u ee
BBOAAT OAUH pa3 kaxable 4 Hemenu. COrnacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHMUS
MOCTOsIHHAsT 703a cocTasiisieT 480 Mr, U €e BBOIAT OJIMUH Pa3 KaxkAble 4 HEAENW, U aHTUTEJO
npesacTasisier codoi HuBOIyMao.

[0188] CornacHo HEKOTOPBHIM BapUaHTaM OCYLLIECTBJIEHUs IPEACTABJIEHHBIX B HACTOALIEM
IOKYMEHTEe CroCOOO0B, MJIM MPUMEHEHHUH, WIM MPEeJHA3HAUYEHHOTrO U PUMEHEHUH NPOIYyKTa,
OMUCAHHBIE B HACTOSIIEM JJOKYMEHTEe aHTUTEJIO K PD-1 i €ro aHTUTeHCBSI3bIBAKO LI () parMeHT
Y ONIMCAHHBIN B HACTOSLIEM JOKYMEHTE KOHBIOTaT aHTuTena K TF Mili €ro aHTUIeHCBA3bIBAIOIIETO
(parMeHTa M JIEKapCTBEHHOTO CPENCTBA BBOAST CYOBEKTY B (pukcupoBaHHOU no3e. CornacHo
HEKOTOPBIM BapPHAHTAM OCYILIECTBIIEHHS PUKCHPOBAHHAS 1032 PACCUNTAHA UCXOMS M3 KOJIMIECTBA
(marmpumep, mMr) antuTten. CoriacHoO ONpeneeHHbIM BAPHAHTaM OCYIIECTBICHUS (PUKCHPOBAHHAS
71032 pacCYMTaHA UCXOAs U3 KOHLEHTpauuu (Hampumep, Mr/mi) antutes. CorjaacHO HEKOTOPhIM

BapUAHTaM OCYINECTBJICHUS COOTHOLICHHE KOJMYECTBA (HAmpuUMep, B MI) OIHUCAHHBIX B
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HACTOSIIEM JOKyMeHTe aHTuTena K PD-1 wim ero aHTHreHCBs3bIBaroOIero (QparmeHra u
KOJIMYECTBA (HApUMeEp, B MI') OITUCAHHOTO B HACTOSIIIIEM JOKYMEHTE KOHbIOTaTa antutena Kk TF
WK €r0 aHTUT€HCBSA3BIBAIOIIETrO (PparMeHTa U JIEKApCTBEHHOTO CPENICTBA COCTABIIAET OKOJOo 1:1,
oko0 1:2, okoso 1:3, okojo 1:4, okomno 1:5, okono 1:6, okoso 1:7, okomno 1:8, okomno 1:9, okono
1:10, oxono 1:15, oxomo 1:20, okomo 1:30, okono 1:40, okoio 1:50, okomo 1:60, okono 1:70, okono
1:80, okono 1:90, okono 1:100, okono 1:120, okono 1:140, okono 1:160, okono 1:180, oxono
1:200, okomo 200:1, okono 180:1, okono 160:1, okono 140:1, oxono 120:1, okono 100:1, okono
90:1, oxono 80:1, oxomo 70:1, okomo 60:1, okono 50:1, okono 40:1, okomno 30:1, okono 20:1, okoso
15:1, okono 10:1, okono 9:1, okono 8:1, okomno 7:1, okomno 6:1, okomno 5:1, okono 4:1, okojo 3:1
unu okojio 2:1. CornacHO HEKOTOPBIM BapHAaHTAM OCYILECTBJEHUS COOTHOLICHHE KOJIMYECTBa
(HampuMep, B MI) ONHMCAHHBIX B HACTOsALIEM JAOKyMeHTe aHtutena k PD-1 wumm ero
AHTHUT€HCBS3BIBAIOIIETO (pparMeHTa U KOJIM4YecTBa (HArpuMep, B M) ONMMCAHHOTO B HACTOSIIEM
IOKyMEHTe KOHbIOrata aHTuTresa K TF wuiaMm ero aHTUreHCBs3bIBAIOIIErO (parMeHTa u
JIeKapCTBEHHOrO cpenctea cocrasisier 1:1, 1:2) 1:3, 1:4, 1:5, 1:6, 1:7, 1.8, 1:9, 1:10, 1:15, 1:20,
1:30, 1:40, 1:50, 1:60, 1:70, 1:80, 1:90, 1:100, 1:120, 1:140, 1:160, 1:180, 1:200, 200:1, 180:1,
160:1, 140:1, 120:1, 100:1, 90:1, 80:1, 70:1, 60:1, 50:1, 40:1, 30:1, 20:1, 15:1, 10:1, 9:1, 8:1, 7:1,
6:1, 5:1, 4:1, 3:1 unu 2:1. CornacHO HEKOTOPHIM BapHaHTaM OCYINECTBJEHHUS COOTHOLIEHHE
KOHLIEHTPALMH (HampuMep, B MI/MJT) OMIMCAHHBIX B HACTOSIIEM JOKyMeHTe aHThTena kK PD-1 wiun
€ro aHTUT'€HCBS3bIBAIOIIEr0 (hparMeHTa W KOHLEHTpPALUu (HampuMep, B MI/MJI) OMHCAHHOIO B
HACTOSIIIEM JOKYMEHTE KOHBIOraTa aututena K TF M ero aHTUTeHCBS3bIBAIOIIEro hparMeHTa u
JIEKAPCTBEHHOIO CpencTBa cocTapysieT okoso 1:1, okono 1:2, oxono 1:3, okono 1:4, okono 1:5,
oko0y0 1:6, okono 1:7, okono 1:8, okono 1:9, okono 1:10, oxono 1:15, okoso 1:20, okono 1:30,
okoy0 1:40, okoso 1:50, okomo 1:60, okono 1:70, okoiso 1:80, okono 1:90, oxono 1:100, okojo
1:120, okomo 1:140, okono 1:160, okomno 1:180, okomno 1:200, oxono 200:1, okono 180:1, okono
160:1, oxomo 140:1, okomo 120:1, okono 100:1, okono 90:1, okomno 80:1, okosno 70:1, okoso 60:1,
okotio 50:1, okono 40:1, okono 30:1, okomno 20:1, oxomno 15:1, okono 10:1, okono 9:1, okono 8:1,
okosio 7:1, okono 6:1, okoso 5:1, okono 4:1, okono 3:1 wnu okosyo 2:1. CornacHO HEKOTOPBIM
BapUAHTAM OCYILIECTBJICHHs COOTHOIIEHHE KOHLEHTPALMH (HAarpuMep, B MI/MJI) ONMHUCAHHBIX B
HACTOSIIIEM JOKyMeHTe aHTuTena K PD-1 wiu ero aHTHreHCBs3bIBarOIero (QparmeHra u
KOHIIEHTpAIUH (HAITpUMep, B MI/MJT) OIIUCAHHOTO B HACTOSIIEM JOKYMEHTE KOHBIOTaTa aHTUTENA
K TF nmm ero aHTHUreHcBsi3bIBaroLIero (parmMeHTa u JEKapCTBEHHOTO cpencTBa cocrasisier 1:1,
1:2,1:3,1:4,1:5,1:6,1:7, 1:8, 1:9, 1:10, 1:15, 1:20, 1:30, 1:40, 1:50, 1:60, 1:70, 1:80, 1:90, 1:100,
1:120, 1:140, 1:160, 1:180, 1:200, 200:1, 180:1, 160:1, 140:1, 120:1, 100:1, 90:1, 80:1, 70:1, 60:1,
50:1, 40:1, 30:1, 20:1, 15:1, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1 unu 2:1.
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[0189] CornacHO HEKOTOPBIM BapUAHTAM OCY LIECTBJIEHUS 1032 OMMCAHHOTO B HACTOSIIEM
IOKYMEHTe KOHBIOrara antutena k TF u nexapcTBeHHOro cpencrsa coctasisier 2,0 MIVKT, U ee
BBOJISIT OJTMH Pa3 OKOJIO KaKbie 3 Hepenu (HarmpuMep, + 3 THs), a 1032 OMHUCAHHOTO B HACTOSIIEM
nokyMeHTte anturena k PD-1 cocrasnsier 240 Mr, U ee BBOOAT OMH pa3 OKOJIO KaXKAbIE 2 HEAESIH
(mampumep, + 2 gus1). CorjlaCHO HEKOTOPBIM BapUAHTaM OCYILIECTBJICHUS J03a OMHFCAHHOTO B
HACTOSIIEM JOKYMEHTE KOHBbIOrata aHturesa K TF U JeKapCTBEHHOroO CpencTBa COCTABJISAET
2,0 MI/KT, ¥ ee BBOAST OWH pa3 KakKIble 3 HEIENH, a 1032 OMMCAHHOTO B HACTOSIIIEM JOKYMEHTE
antutena k PD-1 cocraBnsier 240 mr, u ee BBOAAT OAUH pa3 Kaxknaele 2 Heaenu. CoriacHo
HEKOTOpPBIM BapHUaHTaM OCYLIECTBJICHUS 1034 KOHbIOrara anturena K TF U JIekapCTBEHHOrO
cpenctsa cocraisieT 2,0 MI/KT, U €€ BBOAST OIUH pa3 KaXKable 3 HENEeNH, i KOHbIOTaT aHTUTENa
U JIEKAPCTBEHHOT'O CPENCTBA MPEACTaBIseT COO0M TH30TYMaO-BeOTHH, a 103a anTtuTena Kk PD-1
cocrasiisier 240 Mr, U ee BBOASAT OAUH pa3 Kaxzple 3 Henenu, u antuteno k PD-1 npencrasnser
coboii HuBoNymab. COrjaacHO HEKOTOPbIM BapHaHTaM OCYLIECTBICHHs 1033 OIMHUCAHHOTO B
HACTOSIIIEM NOKYMEHTe KOHbBbrorata anturena kK TF M JeKkapCTBEHHOro CpencTBa COCTABJISET
2,0 MI/KT, U ee BBOISAT OJMH pa3 OKOJO Kaxable 3 Hemenu (Hampumep, + 3 aHs), a 103a
OMUCAHHOTO B HACTOsIIIEM TOKyMeHTe anTturena k PD-1 coctasnsier 480 Mmr, u ee BBOIAT OAMH Pa3
okojo  Kaxable 4 Hemenu (Hampumep, + 4 qHsi).  CoOrjlaCHO  HEKOTOPbIM — BapHaHTaM
OCYLIECTBJIEHUS] [103a OMHMCAHHOIO B HACTOSINEM AOKYMEHTe KOHBborara anturena k TF u
JIEKapCTBEHHOT'O CPeACTBa cocTapisieT 2,0 MI/KT, U ee BBOASAT OJMH pa3 KakIble 3 HEeIEeNH, a 1032
OMUCAHHOTO B HAaCTOsAIIEM JOKyMeHTe anTuTena k PD-1 coctasnsier 480 mr, 1 ee BBOAST OJIMH pa3
kaxablie 4 Henenu. CorjaacHO HEKOTOPBIM BapUAaHTaM OCYIIECTBIICHHS 1032 KOHBIOTaTa aHTUTENIA
k TF u nexapcTBeHHOTO cpencTra coctanisier 2,0 MI/KT, U €€ BBOIAT OIMH pa3 KaKIble 3 HEeNeNu,
U KOHBIOTAT aHTHUTEJA U JIEKAPCTBEHHOTO CPENCTBA MPEACTABISIET COOOH TU30TYMa0-BEIOTHH, a
no3a anturena k PD-1 cocrasnsier 480 Mr, U €€ BBOAAT OAMH pa3 Kakable 4 HEEIU, U AHTUTEIIO
k PD-1 npencrasnsier coboi HUBOIyMao.

[0190] CornacHO HEKOTOpPHIM BapHaHTaM OCYILECTBIEHUS OMHCAHHBIH B HACTOSLIEM
JOKYMEHTe KOHBIOraT aHthreja K TF WM ero aHTUreHCBSI3bIBAKOMIETO (parMeHTa U
JIEKAPCTBEHHOIO CPEACTBA M OMUCAHHBIC B HACTOAILIEM JOKyMeHTe aHtureno Kk PD-1 wnm ero
AHTUTE€HCBS3BIBAIOINNN (parMeHT BBOIAT COBMECTHO. COIIaCHO HEKOTOPhIM BapUAHTaM
OCYILECTBJIEHNSI COBMECTHOE BBEICHUE OCYILECTBJISCTCS OJHOBPEMEHHO WM MOCIEA0BATENIBHO.
CornacHoO HEKOTOPBIM BapUAHTaM OCYIIECTBJEHUS OIMMCAHHBIH B HACTOSILIEM JOKYMEHTE
KOHBIOTAT aHTUTeNa K TF U 1eKkapCTBEHHOrO CpeacTBa BBOAST OJHOBPEMEHHO C OMUCAHHBIM B
HacToseM AokyMeHte aHnTutesnoM k PD-1. CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS
«OTHOBPEMEHHO» O3HAYAET, UTO ONMKMCAHHBIN B HACTOSIIEM JOKYMEHTE KOHBIOraT aHturena Kk TF

U JIGKAPCTBEHHOI'O CPENCTBAa M OMHCAHHOE B HACTOSALIEM AOKyMeHTe aHTuteno k PD-1 Beomsar
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CyOBEKTY C MHTEPBAJIOM MEHEEe YeM OKOJIO OJIMH Yac, KaK, HAlPUMEp, C HHTEPBAJIOM MEHee UeM
okosio 30 MUHYT, C UHTEPBAJIOM MEHEE YeM OKOJIO 15 MUHYT, C HHTEPBAJIOM MEHEE 4eM OKOJIO
10 MUHYT WU C UHTEPBAJIOM MeHee 4eM OKOJio 5 MUHYT. COrjlaCHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHUS] KONHOBPEMEHHO» O3HAYAET, YTO ONHUCAHHBIN B HACTOSIIIIEM JOKYMEHTE KOHBIOTaT
antuTena K TF 1 IeKapCTBEHHOrO CPEACTBA U OMUCAHHOE B HACTOSIIIEM JOKYMEHTE aHTUTENO K
PD-1 BBOZAT CyOBEKTY C MHTEPBAJIOM MEHEE U€M OZIMH 4ac, KaK, HAPUMep, C HHTEPBAJIOM MEHee
yeM 30 MUHYT, C UHTEPBAJIOM MEHee 4eM 15 MUHYT, C UHTepBaJIOM MeHee ueM 10 MUHYT uim ¢
MHTEpBaJIOM MeHee ueM 5 MuHyT. COrjlacHO HEKOTOPBIM BapUaHTaM OCYILECTBJICHHs ONTMCAHHbIN
B HACTOsILIEM NOKYMEHTE KOHBHOraT aHturtena Kk TF W JexkapCTBEHHOro CpeacTBa BBOZIST
MOCJIEIOBATENBHO C OINUCAaHHBIM B HacTosAwEeM AokyMeHTe aHturenoM k PD-1. Cormacho
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS MOCJIEI0BATEIbHOE BBEEHUE O3HAYAET, YTO ONMCAHHBIN
B HACTOsLLEM JOKYMEHTe KOHBbIoraT aHTutena k TF u j1exapcTBEHHOro CpeacTBa U ONUCAHHOE B
HAcTOsILeM JOKyMeHTe aHtuteno k PD-1 BBomsT ¢ uHTepBasioM nmo MeHblueil mepe 1 wac,
MHTEpBAJIOM IO MEHbIIEN Mepe 2 yaca, ¢ UHTEPBAJIOM 110 MEHbLIEeH Mepe 3 4aca, ¢ UHTEPBAJIOM
IO MeHbLIEH Mepe 4 yaca, C MHTEPBAJIOM 10 MEHbLIEH Mepe 5 4acoB, C HHTEPBAJIOM IO MEHbLIEH
Mepe 6 4acoB, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe 7 4acoB, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe
8 4acoB, C MHTEPBAJIOM IO MEHbLIEH Mepe 9 4acoB, ¢ HHTEPBAJIOM 10 MeHbluel mepe 10 yacos, ¢
HUHTEPBAJIOM IO MeHblued mepe 11 4acoB, ¢ MHTEpBAJOM IO MeHblied Mepe 12 4acos, ¢
MHTEPBAJIOM IO MeHblIed Mepe 13 4acoB, ¢ MHTEpBAJIOM IO MeHblueld Mepe 14 gacos, ¢
HUHTEPBAJIOM IO MeEHbLIEH Mepe 15 4acoB, ¢ MHTEPBAJIOM IO MeHbLIeH Mepe 16 4acos, ¢
MHTEPBAJIOM IO MeHbLIeH Mepe 17 4acoB, ¢ MHTEPBAJIOM IO MeHbleld Mepe 18 "acos, ¢
UHTEPBAJIOM IO MeHbled Mmepe 19 yacoB, ¢ uHTEpBajIOM O MeHblied Mepe 20 4acos, ¢
MHTEPBAJIOM 10 MeHbIIEH Mepe 21 yac, ¢ MTHTepBajIoM IO MeHbLIeH Mepe 22 yaca, C UHTEPBAJIOM
10 MeHbIIEH Mepe 23 yaca, ¢ UHTEPBAJIOM IO MeHbIIEeH Mepe 24 yaca, ¢ THTEPBAJIOM IO MEHbIIEH
Mepe 2 Hs, ¢ UHTEPBAJIOM IO MEHbILIEH Mepe 3 AHs, ¢ UHTEPBAJIOM IO MEHbLIEeH Mepe 4 IHs, C
HMHTEPBAJIOM M0 MEHbIIEH Mepe 5 HEH, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe 5 THEH, C HUHTEPBAJIOM
0 MEHBLIEH Mepe 7 THEH, C THTEPBAJIOM 10 MEHbIIEN Mepe 2 HeJley, C UHTEPBAJIOM IO MEHbIIEN
Mepe 3 HeAeNn UK ¢ MHTEPBAJIOM MO MEHbLIEH Mepe 4 Heaemnu.

[0191] CornacHO HEKOTOpPHIM BapHaHTaM OCYILECTBJIEHHUS OMHCAHHBIH B HACTOSLLEM
JIOKYMEHTE CIOCO0 JICYEHUs] WM MPUMEHEHHsI TaKXKe MPeNyCMaTPUBAET BBEIEHHE OXHOTO MU
Ooyee IOTMONHUTENBHBIX TepaneBTUUECKUX cpenctB. COrjgacHO HEKOTOPhIM —BapHaHTaM
OCYLIECTBJIEHHsT OJHO WJIM OOJjieeé JOMOJHHUTENbHBIX TEPANEBTUYECKUX CPEICTB BBOISAT
OIHOBPEMEHHO C ONHCAHHBIM B HACTOSIIEM JOKYMEHTE KOHBHOratom anrurena k TF mumu ero
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa 1 JIEKAPCTBEHHOTO CPENICTBA, TAKUM KaK TH30TyMaO-BEIOTHH,

U ONMHMCAHHBIM B HACTOALIEM AOOKYMEHTEC aHTHUTCIIOM K PD-1 nnm ero AHTUT'CHCBA3bIBAOIIIUM
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(dparmMeHTOM, TakuM Kak HHBOJyMaO. COrlaCHO HEKOTOPbIM BapUaHTAM OCYLIECTBJICHHS OIHO
win OoJiee OMOTHUTENIBHBIX TEPANeBTUUECKUX CPEICTB M OMUCAHHBIN B HACTOSLIEM JOKYMEHTE
KOoHbIOTAT aHturena K TF Wium ero aHTUreHCBS3bIBAKOLIErO (PparMeHTa U JIEKapPCTBEHHOTO
CpeACTBA U OIHCAHHBIE B HACTOALIEM JOKymMeHTe aHtuteno kK PD-1 wmm  ero
AHTUTEHCBS3BIBAIOLIHI ()PArMEHT BBOIST MOCIIEAOBATEIBHO.

L. Pezynomam neuenus

[0192] CornacHo 0HOMY acmeKkTy crocod JieUeHuUs paka ¢ UCIIOJIb30BAHUEM OIMUCAHHOTO
B HACTOSILLIEM JIOKYMEHTE KOHBbIoTaTa auTtuTesa K TF Mii ero aHTUreHCBSI3bIBAIOIIEro (hparMeHTa
U JIEKaPCTBEHHOT'O CPEJICTBA M OMHCAHHBIX B HACTOSINEM AOKyMeHTe antutena Kk PD-1 wmu ero
AHTUTEHCBSA3BIBAIOIIETO (parMeHTa OOeCreYMBaeT B pe3ysbTaTe YIy4IleHHe B OTHOLICHUH
OJTHOTO MJIH OoJiee TepaneBTHIeCKUX 3P PeKTOB y CyObEKTa IoCie BBEACHNS KOHBIOTATa AHTUTENA
U JIKAPCTBEHHOTO CPEACTBA, MO CPABHEHHUIO C HUCXOAHBIM ypoBHEeM. COrJIaCHO HEKOTOPBIM
BapUaHTaM OCYLIECTBJICHUsI OAMH WK Ooyiee TepaneBTHYeCKuX 3 (HEKTOB MPeACTaBIsIoT COO0H
pasMep OmyxoJH, MPOUCXOAALIEeH U3 paka (HampuMep, paka MOJIOYHOM JKeJe3bl WK paka IeHKu
MAaTKH), JOJIO TMALMEHTOB C OOBEKTHBHBIM OTBETOM, NMPOAOJDKUTENBHOCTb OTBETA, BPEMs IO
Pa3BUTHSI OTBETA, BBKUBAEMOCTD O€3 MPOrpecCUpOBaHMUs, OOIIYIO BBDKUBAEMOCTD MIIH JTIOOYIO UX
koMmOunHami0. COrjlacHO OAHOMY BapUaHTY OCYIIECTBJICHHs OOMH MM Oojiee TepaneBTUYECKUX
3¢ eKToB MpencTaBisAT co00i pasMep OMyXouu, mpoucxozsied u3 paka. CorjlacHO OJHOMY
BapPHAHTY OCYINECTBJCHHUS ONWUH WM Oojiee TepaneBTHUYecKux 3P (PEKTOB MPencTaBysIFOT COOOM
YMEHbIIEHHbIN pa3Mmep omnyxosu. CorlacHO OTHOMY BapHaHTY OCYLIECTBJIEHHUs] OAHMH WK OoJee
TepaneBTHUECKUX 3(P(PEKTOB MPENCTaBJSIOT co0oi crabmnusauuio 3abosnesanus. CoriacHo
OHOMY BapHAHTy OCYLIECTBJICHHs OAMH WK OoJiee TepaneBTHIeCKUX 3(p(HeKToB MpencTapistoT
coboit 4actuuHblii oTBeT. COIrNIACHO ONHOMY BapHaHTy OCYINECTBICHUS OIUH WK Oosee
TepaneBTHYeCKuX 3(H(HEeKTOB MPeacTaBisIFOT co00i moHbIi oTBeT. COrylaCHO OJJHOMY BapUAHTY
OCYINECTBJICHHUS] ONMH WJIM OoJiee TepameBTHYeCKUX 3(P(GEKTOB MPEACTABISIOT COOOU JOJIO
MALUEHTOB ¢ OOBEKTHBHBIM OTBETOM. COrNIaCHO OHOMY BapHAHTY OCYIUECTBICHHS OIUH HIIH
OoJiee TepaneBTHYECKUX 3(PPEKTOB MPEACTABISIIOT COOOH MPOIOKUTENLHOCTD OTBeTa. COriacHo
OJHOMY BapHAHTy OCYLIECTBJICHHS OAVH WK OoJiee TeparneBTHIECKUX 3(p(HEeKTOB MpencTaBisioT
coboii Bpemst 10 pa3ButHs orBeTa. COrjIacHO OTHOMY BapHaHTy OCYIIECTBJICHUsI OUH WK Ooee
TepaneBTHUECKUX 3(P(PEKTOB MPENCTABISIOT COOOW BBDKHBAEMOCTh 0€3 MpPOrpecCHpOBAHUSL
CornacHo OIHOMY BapHaHTy OCYINECTBIEHHUS OAWH WM Oojee TepameBTrueckux 3ddexTon
NPEACTABISIIOT CO0OH OO0Iyr0 BbDKHBaeMOCTb. COTJIACHO ONHOMY BapHaHTy OCYIIECTBIICHHS
OIH WK OoJiee TepaneBTHUeCKUX 3(pPEeKTOB MPeACTaBISIOT COOOH perpeccuro paka.

[0193] CornacHo ONHOMY BapUaHTy OCYILECTBJIEHMsI NPEICTABIEHHbIX B HACTOSLIEM

AOKYMCHTE CHOCO6OB, UIn HpHMeHeHHﬁ, WU MMPEAHASHAYCHHOI'O IJId HpI/IMeHeHI/Iﬁ MPOAYyKTa,
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OTBET HA JICYEHHUE C UCIOJIb30BAaHNEM ONMCAHHOIO B HACTOSALIEM JOKYMEHTE KOHBIOraTa aHTUTENA
K TF nnm ero aHTUTreHCBA3BIBAIOIIETO (pparMeHTa M JEKAPCTBEHHOTO CPEACTBA U ONUCAHHBIX B
HacTOsIIIEM AOKyMeHTe aHtutena K PD-1 mim ero aHTUreHCBSA3BIBAIOIIEro ()parMEeHTa MOXKET

BKJIFOUaTh crenyromue kpurepun (kpurepun RECIST 1.1):

Kareropus Kpurepun
Ha ocHose Ilonnblii oTBET Hcue3noBeHne BCEX LENEBbIX OYAroB MOPaKEHUsI.
LIEJIEBbIX (CR) JIroOble maTtonorunyeckue TMMEPaTHUECKUE y3IIbI
Oo4aroB JOJDKHBI XapaKTePU30BaThCsl YMEHBIICHUEM pa3mepa
MOPaKEHUs 0 KOPOTKOH ocH 10 <10 Mm.

YactuuHelii otBeT | > 30% yMeHbIIEHHE CYMMbI HAUOOJIBLINX AUAMETPOB
(PR) (LD) ueneBbIx o4aroB nopakeHus, IpUHUMas B

Ka4eCTBe TOUKH OTCUeTa UCXOAHYI0 cymMmy LD.

Crabunuszanus Hert HE OCTaTOYHOTO COKpALIEHHUS, YTOOBI
3abonesanus (SD) | mperennoBaTh Ha PR, HM JOCTaTOUHOTO YBEJTHUEHHUS,
4yToOBI IpeTeH10BaTh Ha PD, npuHuMast B kauecTse
TOYKH OTCU€Ta HauMeHbInyro cymMMmy LD B xone

HUCIbITAHUA.

IIporpeccuposanue | > 20% (u> 5 mm) yBenuueHnue cymmbl LD 1ieneBbix
3abonesanust (PD) | o4aroB mopaskeHusl, MPUHUMAsS B KAYECTBE TOYKH
OTCUETAa HAUMEHBIIYIO CyMMY LiesieBbIX LD,
PETHUCTPUPYEMOE B XO/I€ UCTIBITAHHUS, FITU MOSIBJICHNE

OJHOI'0 NI 0oJiee HOBBIX OYaroB TMOPAKCHUA.

Ha ocHoBe CR Hcue3HoBeHNE BCEX HELENEBbIX OYAroB MOPAKEHUs U
HeLeJIeBbIX HOpMaJIU3alys ypOBHsI OHKOMapKkepoB. Bece
O4aroB M aTHUECKUE Y3IIbl TOJIKHBI ObITh
MOPaXKEHUs HEMaTOJIOrHuecKoro pasmepa (< 10 MM 1o KOpOTKOH
OCH).
SD YcroitunBoe HaIu4re OJHOTO MK O0Jiee HELEIeBbIX

0YaroB MOPaKEHUs WIIH/U COXPAHEHUE YPOBHSI

OHKOMapKepOB BbIIlle HOPMaJIbHBIX NPEAEIIOB.

PD ITosiBnieHue OMHOrO WK 0OJIee HOBBLIX OYArOB
TIOPYKEHHSI W/WIIH SIBHOE TIPOTPECCUPOBAHHE

CYLIECTBYHOIINX HELECIICBBIX OUAaroB MMOPAXKCHUA.
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[0194] CornacHo OnHOMY BapHUaHTy OCYILECTBJIEHMsI INPEACTABJICHHbIX B HACTOSLIEM
IOKYMEHTE CIoCOOO0B, WM NMPUMEHEHUH, WM MPEeJHA3HAUYEHHOTrO U IPUMEHEHUH NPOIYKTa,
3¢ EKTUBHOCTD JIEUEHUs C MCIIOJIb30BAHIEM OIMCAHHOTO B HACTOSIIEM JOKYMEHTE KOHBIOTaTa
aatutena Kk TF Wim ero aHTUreHCBA3BIBAIOLIErO ()parMEeHTa M JIEKAPCTBEHHOI'O CPEACTBAa U
ONMMCAHHOTO B HACTOSAIIEM JOKyMeHTe aHturena K PD-1 uiam ero aHTUIreHCBS3BIBAIOIIErO
(parMeHTa OLIEHUBAIOT IyTEM U3MEPEHHUs JOJIH MALUEHTOB ¢ OOBbEKTHBHBIM 0TBETOM. COrylacHO
HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHUS OISl MALIMEHTOB C OOBEKTUBHBIM OTBETOM IPEICTABIISAET
co0O0M OO MAIEHTOB ¢ YMEHbIIEHHUEM pa3Mepa OIyXOJIH Ha 33JaHHYIO BEJIMUMHY U B TEUCHUE
MHHHMMAJBHOTO nepuoaa BpemMeHH. COrjlacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIEHHs OJIS
MALIUEHTOB ¢ 00BEKTUBHBIM OTBeTOM omnpenensercss Ha ocHoBe RECIST v1.1. CornacHo onHoMy
BapUAHTy OCYLIECTBJIEHHs JOJIS MALIUEHTOB C OOBEKTUBHBIM OTBETOM COCTAaBJISIET MO MEHbIIEH
Mepe okoJio 20%, mo MeHblIel Mepe okojo 25%, o MeHbInel Mepe okosio 30%, Mo MeHbLIeH
Mepe okoJio 35%, mo meHbinei Mepe okoio 40%, Mo MeHbInel Mepe okoyo 45%, 1Mo MeHbLIeH
Mepe okoJ10 50%, o MeHbieit Mmepe okoso 60%, o MeHbIIel Mepe 0koJio 70% wuiu Mo MeHbLIekH
mepe okoJio 80%. CorjlacHO OTHOMY BapHAHTY OCYIIECTBJICHHS J0JIsI MALIHEHTOB C OO BEKTUBHBIM
OTBETOM COCTaBlIsieT IO MeHbiled Mepe okono 20%-80%. CormacHO OAHOMY BapUaHTy
OCYILIECTBJICHHS 0JIS TTALMEHTOB C OOBEKTHBHBIM OTBETOM COCTABIISIET IO MEHBIIEI Mepe OKOJIO
30%-80%. CorymacHO OIHOMY BapHaHTy OCYLIECTBJICHMs IOJII MALUEHTOB C OOBEKTUBHBIM
OTBETOM COCTaBJsieT 1Mo MeHblel Mepe okono 40%-80%. CorimacHO OZHOMY BapHaHTY
OCYLIECTBIICHHS JOJISl MALIMEHTOB C OOBEKTUBHBIM OTBETOM COCTABJISIET 110 MEHBLIECH Mepe OKOJIO
50%-80%. CornacHO OJHOMY BAapUAHTY OCYIIECTBJIEHHUS IOJiI MAMEHTOB C OOBEKTHUBHBIM
OTBETOM COCTaBJIsIeT IO MeHbleld Mepe okono 60%-80%. CormacHoO OZHOMY BapHaHTY
OCYILIECTBJICHHS JJOJIS MALIMEHTOB C OOBEKTUBHBIM OTBETOM COCTABJISIET 110 MEHBLIEH Mepe OKOJIO
70%-80%. CoriacHO ONHOMY BapHWaHTy OCYILIECTBJIEHHUS NOJSI TMAIUEHTOB C OOBEKTHBHBIM
OTBETOM COCTaBJIsIeT MO MeHbIeH Mepe okoso 80%. CorinacHo OHOMY BapUaHTY OCYILECTBIEHUS
JOJIsI TALUEHTOB C OObEKTUBHBIM OTBETOM COCTABJISIET MO MeHbIneH Mepe okoso 85%. CornacHo
OJHOMY BapHaHTy OCYIIECTBJIEHHUs HOJs MALHEHTOB ¢ OOBEKTUBHBIM OTBETOM COCTABJISIET IIO
MeHblIel Mepe okojo 90%. CormacHO OJHOMY BapHWAHTY OCYLIECTBJEHUS IOJIS IMALUEHTOB C
OOBEKTHBHBIM OTBETOM COCTABJISIET IO MEHbIEH Mepe okoito 95%. CornacHO OTHOMY BapUaHTy
OCYILIECTBJICHHS OJIS MALMEHTOB C OOBEKTUBHBIM OTBETOM COCTABIISIET 110 MEHBLIEH Mepe OKOJIO
98%. CornacHO OITHOMY BapHaHTy OCYINECTBJICHHUS JOJS MALUEHTOB C OOBEKTHBHBIM OTBETOM
COCTaBJIsIET MO MeHblIeld Mepe okoio 99%. CornacHO OHOMY BapUaHTy OCYIIECTBJIEHUS A0S
MAIMEHTOB ¢ OOBEKTUBHBIM OTBETOM COCTABJISIET IO MeHbIneH Mepe 20%, o MeHbIel mepe 25%,
no MmeHbluel Mepe 30%, no menbiueil Mepe 35%, no Menbiueit Mepe 40%, o MeHbLIei mepe 45%,

no MeHblueil Mmepe 50%, no mMenbleil mepe 60%, o MeHblueil mepe 70% UM MO MEHbLIEH Mepe
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80%. CormacHO OJHOMY BapUaHTy OCYINECTBJICHUS JOJS MALUEHTOB C OOBEKTHBHBIM OTBETOM
coctaBjsieT 1o MeHbluell mepe 20%-80%. CornacHO OAHOMY BapUaHTy OCYIIECTBJIEHUS A0S
MAIMEHTOB ¢ OOBEKTUBHBIM OTBETOM COCTaBJIsieT 1o MeHbIel Mepe 30%-80%. CornacHo ogqHOMY
BApUAHTY OCYLIECTBJIEHHs JOJISl MALIMEHTOB C OOBEKTUBHBIM OTBETOM COCTAaBJISIET MO MEHBIIEH
mepe 40%-80%. CornacHO OJHOMY BapHaHTy OCYIIECTBIICHHUS JOJISI MALIMEHTOB C OOBEKTHUBHBIM
OTBETOM cOCTaBJIsieT o MeHblel Mepe 50%-80%. CornacHo 0OJHOMY BapHaHTy OCYILECTBIICHMUS
JOJIs1 MALMEHTOB ¢ OOBbEKTUBHBIM OTBETOM COCTaBIIsIeT IO MeHblIeil Mepe 60%-80%. CornacHo
OJHOMY BapHaHTy OCYILIECTBJIEHHUs AOJs MALMEHTOB C OOBEKTHBHBIM OTBETOM COCTABIISET IIO
MeHbluelr Mepe 70%-80%. CornacHO OZHOMY BapHaHTY OCYILIECTBJICHHs NIOJISI MALlMEHTOB C
OOBEKTUBHBIM OTBETOM COCTaBisieT No MeHbiueld Mepe 80%. CoriacHO OJHOMY BapuUaHTy
OCYILECTBJICHHS! JOJISl MALIMEHTOB C OOBEKTUBHBIM OTBETOM COCTABJISIET IO MEHblIel Mepe 85%.
CornacHO OZHOMY BapHMaHTy OCYLIECTBJIECHHs JOJS MAlUEHTOB C OOBEKTUBHBIM OTBETOM
coctaBisier no Menbied Mepe 90%. CornacHO OAZHOMY BapHaHTY OCYIIECTBIEHMs JOJIS
MALUEHTOB ¢ OOBEKTHUBHBIM OTBETOM COCTaBJIsieT MO MeHblieil Mepe 95%. CorjaacHo omHOMY
BAPUAHTY OCYLIECTBJICHUS J0Js MALUEHTOB ¢ OOBbEKTUBHBIM OTBETOM COCTAaBJISIET IO MEHbIIEH
mepe 98%. CorjnacHO OZHOMY BapUAHTy OCYLIECTBJICHHs IOJSI MALUEHTOB C OOBEKTUBHBIM
OTBETOM COCTaBJIsieT 1o MeHbInel Mepe 99%. CornacHo OTHOMY BapUaHTy OCYIIECTBJICHUS A0S
MALIUEHTOB C OObEKTUBHBIM OTBETOM cocTanisieT 100%.

[0195] CornacHo OnHOMY BapUaHTy OCYIIECTBJIECHMsI INPEICTABJICHHBIX B HACTOSLIEM
JOKYMEHTEe CroCOOO0B, MJIM MPUMEHEHWH, WK MPEeIHA3HAUYEHHOTO Ui MPUMEHEHUI NPOIyKTa,
OTBET Ha JIEYeHHE C NCIIOIb30BaHUEM OIMCAHHOTO B HACTOSAILEM JOKYMEHTE KOHBIOTaTa aHTUTENA
K TF uam ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa M JIEKAPCTBEHHOTO CPEICTBA U ONMUCAHHBIX B
HACTOSIILEM TOKYMEHTe aHTHTeNa K PD-1 min ero aHTUreHCBSI3bIBAIOIIETO (hparMeHTa OLIEHUBAIOT
NyTeM H3MEpEeHHs pa3Mepa OIyXOJIM, MPOUCXOISIed M3 paka (Hampumep, paka MOJOYHOH
JKeJIe3bl FJTH paka meiku Matku). CorjlacHO OTHOMY BapHaHTY OCYIIECTBIIEHHS pa3Mep OIMyXOJIH,
MPOUCXOASIIEH U3 paKa, yMEeHbIIAeTcsl 0 MeHblel Mepe Ha okoio 10%, mo meHbilel Mepe Ha
okosio 15%, no meHbiuel mepe Ha okoyio 20%, Mo MeHbIIel Mepe Ha okoJyio 25%, 1Mo MeHbIIeH
Mepe Ha okoJio 30%, mo MeHbluel Mepe Ha okoyio 35%, mo Menbinel Mepe Ha okono 40%, mo
MeHbLIeH Mepe Ha okosio 45%, mo MeHbIe Mepe Ha 0kojo 50%, Mo MeHbIIeH Mepe Ha OKOJIO
60%, mo meHbIuel Mepe Ha okojo 70% uiu no meHblield mMepe Ha okoso 80% OTHOCUTENBHO
pasMepa OIyxOoJIH, MPOUCXOAsIIIEN U3 paka, A0 BBEAEHUs OMMCAHHOIO B HACTOALIEM JOKYMEHTE
KOHBIOraTa aHTurena K TF W JeKapCTBEHHOTrO CpEeACTBAa W/WIIM ONMHCAHHOTO B HACTOSIIEM
nokymeHnte anturena Kk PD-1. CormacHoO oqHOMY BapuaHTy OCYIIECTBJICHHUS pa3Mep OIMyXOJIH,
MPOUCXOASILEH U3 paKa, yMEHbIIAETCs 110 MeHblIeil Mepe Ha okoso 10%-80%. CornacHo ogHOMY

BAPUAHTY OCYIIECTBJICHHS pa3Mep OMyXOJIH, MPOUCXOAIIEH U3 paka, YMEHBIIAETCSI 0 MEHbINIEH
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Mepe Ha Okojo 20%-80%. CorjnacHO OJHOMY BapUaHTy OCYLIECTBIEHHUS pa3Mep OIMyXOJIH,
MPOUCXOASILEH U3 paKa, yMEHbIIAETCs 110 MeHblIeil Mepe Ha 0koio 30%-80%. CornacHo ogHOMY
BApUAHTY OCYIIECTBIICHUS Pa3Mep OMYyXOJH, TPOUCXOSIIEH U3 paKa, YMEHBIIAETCs 10 MEHbIIEH
Mepe Ha okono 40%-80%. CorjmacHO ONHOMY BapHUaHTY OCYILECTBJIEHHS pa3Mep OMyXOJiu,
MPOUCXOASIILIEN U3 paKa, yMEHbIIAETCs 110 MeHblIei Mepe Ha 0koo 50%-80%. CornacHo ogHOMY
BapUAHTY OCYIIECTBIICHUS Pa3Mep OMyXOJH, TPOUCX OIS U3 paKa, YMEHBIIAETCs 110 MEHbIIeH
Mepe Ha Okojo 60%-80%. CorjnacHO OJHOMY BapUaHTy OCYLIECTBIEHHUS pa3Mep OIyXOJIH,
MPOUCXOASILEH U3 paKa, YMEHbIIAETCs 110 MeHblIei Mepe Ha 0koo 70%-80%. CornacHo ogHOMY
BapUAHTY OCYIIECTBIICHUS Pa3Mep OMyXOJH, IPOUCXOISIIEH U3 paKa, YMEHBIIAETCs 110 MEHbIIeH
mepe Ha okoio 80%. CorjmacHO OIHOMY BapUAHTy OCYLIECTBJICHUS pasMep OIyXOJiH,
NPOUCXOASINENH U3 paka, YMEHbLIAeTCs MO MeHbllel Mepe Ha okojo 85%. CornacHo omHOMY
BapUAHTY OCYIIECTBIIEHUS Pa3Mep OIMyXOJH, IPOUCXOISAIIEH U3 paKa, YMEHBIIAETCs 10 MEHbIIeH
mepe Ha okoio 90%. CorjmacHO OIHOMY BapUAHTy OCYLIECTBJICHUS pasMep OIyXOJiH,
NPOUCXOASINEH U3 paka, YMEHbIIAETCs MO MeHblied mepe Ha okosno 95%. CorymacHo onHOMY
BapUAHTY OCYLIECTBJIEHUs Pa3Mep OIMyXOJH, IPOUCXOSIIEH U3 paKa, YMEHBIIAeTCsl 10 MEHbIIeH
mepe Ha okoio 98%. CornacHO OIHOMY BapUAaHTy OCYLIECTBJIEHUS pasMep OIyXOJiH,
NPOUCXOAsIEN U3 paka, YMEHbIIAETCs IO MeHblIed mMepe Ha okosno 99%. CorymacHO onHOMY
BapUAHTY OCYLIECTBJIEHUs Pa3Mep OIMyXOJH, IPOUCXOSIIEH U3 paKa, YMEHBIIAETCs! 10 MEHbIIeH
Mmepe Ha 10%, o menbiueit mepe Ha 15%, no menblIeit mepe Ha 20%, o MeHbIeH Mepe Ha 25%,
no MeHsblelt mepe Ha 30%, o menbiuel Mepe Ha 35%, o MeHblel Mepe Ha 40%, O MeHbLIel
Mmepe Ha 45%, no meHblelt Mmepe Ha 50%, no meHbInel Mmepe Ha 60%, o MeHblIel Mepe Ha 70%
Wi 1o MeHblned Mepe Ha 80% OTHOCHUTENBHO pa3Mepa OIMyXOJIu, MPOUCXOMASIIEH U3 paka, 10
BBEJICHHUS OMMCAHHOTO B HACTOSIIEM JIOKYMEHTE KOHBbIOrata antutena K TF u JekapCcTBEHHOro
CpeacTBa W/WJIM OMUCAHHOTO B HACTOsIEM NOKyMeHTe aHTuTena k PD-1. CormacHo omHOMY
BapUAHTY OCYLIECTBICHUS Pa3Mep OMyXOJH, TPOUCXOSIIEH U3 paKa, YMEHBIIAETCsI 110 MEHbIIEH
Mepe Ha 10%-80%. CornacHo OZHOMY BapUaHTy OCYINECTBJICHHUS pa3Mep OIyXOJH,
NPOUCXOAsIeNd U3 paka, yMeHblnaercs 1o MeHblueil Mepe Ha 20%-80%. CormacHo ogHOMY
BapUAHTY OCYLIECTBICHUS Pa3Mep OMyXOJH, TPOUCXOISIIEH U3 paKa, YMEHBIIAETCsI 10 MEHBIIEH
mepe Ha 30%-80%. CoriacHO OZHOMY BapHaHTy OCYLIECTBIEHUsS pasMep OIyXOJy,
NpoUCXOAsIed U3 paka, yMeHbluaeTcs 1o MeHblueil Mepe Ha 40%-80%. CornmacHo ogHOMY
BapUAHTY OCYIIECTBICHUS Pa3Mep OMyXOJH, MPOUCXOSIIEH U3 paKa, YMEHBIIAETCsI 10 MEHbIIEH
mepe Ha 50%-80%. CoriacHO OZHOMY BapHaHTy OCYLIECTBJIEHUsS pasMep OIyXoJy,
NPOUCXOAsIEed U3 paka, yMeHbllaeTcs 1Mo MeHblieil Mepe Ha 60%-80%. CornmacHo ogHOMY
BapUAHTY OCYIIECTBIICHUS Pa3Mep OMyXOJH, TPOUCXOSIIEH U3 paKa, YMEHBIIAETCsI 10 MEHbIIEH

mepe Ha 70%-80%. CoriacHO OJHOMY BapHaHTy OCYLIECTBJI€HUsS pasMep OIyXOJy,
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MPOUCXOSIIEH U3 paka, yMEHbINaeTcs 1o MeHbluel Mmepe Ha 80%. CornacHo OMHOMY BapUaHTy
OCYILECTBJIEHUs pa3Mep OMyXOJH, MPOUCXOASIIEN U3 paKa, YMEHbIIAETCs 110 MEHbLIEe Mepe Ha
85%. CornacHO OHOMY BapHaHTy OCYINECTBJIEHHsS pa3Mep OIMyXOJH, MPOUCXOSIIEeNH U3 paka,
yMeHblaercs o MeHblneil Mepe Ha 90%. CorinacHO OAHOMY BapUaHTy OCYLIECTBJIEHUs pa3Mep
OIyXOJIH, MPOUCXONALIEN U3 paka, yMEHbIIaeTcs 0 MeHblIeil mepe Ha 95%. CornacHO ogHOMY
BapHUAHTy OCYLIECTBJICHUs pa3Mep OMyXOJIU, IPOUCXOAALIEH U3 paKka, YMEHbIIAETCs [10 MEHbIIEH
Mepe Ha 98%. CornacHO OJHOMY BapUaHTy OCYLIECTBJICHMsI pa3Mep OMYyXOJIH, MPOUCXOIALIEH U3
paka, yMeHbluaercs: no mMenblueil Mepe Ha 99%. CornacHO OAHOMY BapHaHTy OCYIIECTBJIEHHUS
pasMep OMyxOoJiH, MPOUCXOISIEeN U3 paka, yMmeHbluaercs Ha 100%. CorjaacHO OHOMY BapHaHTy
OCYILECTBJIEHUS Pa3Mep OIMyXOJU, NPOUCXOAALIEH U3 paKa, U3MEPSIIOT ¢ MOMOLIbI) MAarHUTHO-
pesonancHoil Ttomorpadun (MRI). CormacHoO OmHOMY BapHaHTy OCYLIECTBIEHMs pa3Mep
OIyXOJIH, TIPOUCXOSAIIEH U3 paKa, U3MEPSIOT C NMOMOILIBI0 KommbloTepHoi ToMorpaguu (CT).
CornacHO HEKOTOpPBIM BapUaHTaM OCYINECTBIEHHUS pa3Mep OMyXOJM, NMPOMCXOAsIIEH U3 paka
IIEHKHU MAaTKH, U3MEPSIIOT C MOMOIIBIO THHEKoorudeckoro oocnenosanus. Cm. Choi ef al., 2008,
J. Gynecol. Oncol. 19(3):205. CorjnacHO HEKOTOPbIM BapHAHTAM OCYIIECTBJICHHUS pa3Mep
OIyXOJIM, POUCXOAAIIEH M3 paka MOJIOUHOH JKeJe3bl, H3MEPSIOT C IMOMOIIBI MamMMorpadpuu,
yJIBTPa3BYKOBOIO MCCIIEAOBAHUS MJIM MarHUTHO-pe3oHaHCHO# Tomorpaduu (MRI). Cm. Gruber
et. al., 2013, BMC Cancer. 13:328. CorjacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIICHHsS pa3Mep
OTyX OJIH, MPOUCXONALIEH U3 paka, YMEHBIIAETCS OTHOCUTENIBHO pa3Mepa OMyXOJu 10 BBEACHUS
OMUCAHHOTO B HACTOALIEM JOKYMEHTe KOHbtorata antutena k TF u jexapcTBEHHOro cpencTsa u
OMUCAHHOTO B HacTosimeM aokyMeHTe aHtutena k PD-1. CoriacHo HEKOTOpPBIM BapHUaHTam
OCYILECTBJIEHUS pa3Mep OMyXOJH, IPOUCXOASIIEH 3 paka, yMEHbIIAETCs] OTHOCUTENBHO pa3zMepa
OMyXOJHU A0 BBEAEHHUS OMUCAHHOIO B HACTOSINEM JOKYMEHTe KOHbrorara aHturena Kk TF u
JekapcTBeHHOro cpenctsa. CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBIEHHS pa3Mep OIMyXOJIH,
NPOUCXOASINEH W3 paka, yMEHbINAETCS OTHOCUTENBbHO pa3Mepa ONyXOJH [0 BBEIEHHUS
OMNMCAHHOTO B HACTOSILEM JOKyMeHTe aHTuTena k PD-1.

[0196] CornacHO OQHOMY BapUaHTy OCYILIECTBJIEHHUS NPENCTABICHHBIX B HACTOSIIEM
IOKYMEHTEe CroCOOO0B, MJIM MPUMEHEHHUH, WIM MPEeJHA3HAUYEHHOTrO U PUMEHEHUH NPOIYyKTa,
OTBET Ha JIEYeHHE C UCIIOJIb30BaHUEM OIMCAHHOIO B HACTOSIIEM JOKYMEHTE KOHBIOTaTa aHTUTENA
U JIEKAPCTBEHHOT'O CPEICTBA MIJIM €0 aHTUT€HCBA3BIBAIOIIETO (PparMeHTa, TaKoro Kak, HalpuMmep,
TU30TyMaO-BEIOTHH, M ONHMCAHHBIX B HACTOSINEM JOKyMeHTe aHtutena k PD-1, wm ero
AHTUTEHCBS3BIBAIOIIETO ()parMeHTa, TAaKOro Kak, HalpuMep, HHUBOJAyMad, CTHUMYJIHPYET
PErpeccHio OMyXOJH, MPOUCXOISIMEH U3 paka (HampuMep, paka MOJIOUHOW JKeNe3bl WIN paka
meiiku Matkn). COrlacHO OTHOMY BapUaHTY OCYIIECTBIICHHUS OIYXOJIb, TPOUCXOAIIAs U3 PaKa,

perpeccupyer 1o MeHbinel Mmepe Ha okojo 10%, mo meHbleit Mepe Ha okosio 15%, nmo MeHbLIeH
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Mepe Ha okojio 20%, no meHblnel Mepe Ha okoso 25%, mo MeHbluell Mepe Ha okono 30%, no
MeHbLIelH Mepe Ha OkoJyio 35%, mo MeHbIel Mepe Ha 0kojo 40%, Mo MeHblLIeH Mepe Ha OKOJIO
45%, o MeHbIel Mepe Ha okoJio 50%, 1o MeHblIel mepe Ha okosio 60%, Mo MeHbIIeH Mepe Ha
okoso 70% wunu no MeHbllell Mepe Ha okono 80% OTHOCHUTENBHO pa3Mepa OMyXOJiu,
MPOUCXOASIIIEN U3 paka, 10 BBEIEHHUs OMMCAHHOTO B HACTOSIIIIEM IOKYMEHTE KOHBIOraTa aHTUTeNa
Kk TF u nexapcTBeHHOTO cpencTBa W/niH ONMMCAHHOTO B HACTOSIIEM IOKYMeHTe anTuTena k PD-1.
CornacHo 0OJHOMY BapHaHTY OCYILECTBJIEHMsI ONyXOJIb, IPOUCXOASINAs U3 paKa, perpeccCupyeT Ha
3Ha4YE€HHUE, COCTaBJISAIOLIEe OT 1Mo MeHbliel mepe okono 10% no okoso 80%. CornacHo ogHOMY
BAPMAHTy OCYILECTBIEHMs OIyXOJb, MPOUCXOJsAIIas W3 paka, perpeccupyer Ha 3HaueHUE,
COCTaBJIsifOLIee OT MO MeHblIed Mepe okono 20% no oxono 80%. CornacHoO OJHOMY BapHaHTy
OCYILECTBJIEHHsI ONYyXOJIb, IPOUCXOASAIIAS U3 PAKA, PETPECCUPYET Ha 3HAUEHUE, COCTABIISAIOLIEE OT
no meHbieil mepe okojo 30% no okono 80%. CorjnacHO OOHOMY BapUAHTY OCYLIECTBJIEHUS
OIyXO0Jb, MPOUCXOSAIIA U3 PaKa, PErPECCUPYET HA 3HAYEHHE, COCTABJIAIOLIEE OT MO MEHbIIEH
mepe okono 40% npo okxonmo 80%. CornacHO OZHOMY BAapHAHTY OCYILECTBJIEHUS OITyXOJIb,
MPOUCXOASINAs U3 PAKa, PErPECCUPYET HA 3HaYeHHUE, COCTABIISIOLIEE OT 10 MEHBIIEH Mepe OKOJIO
50% no oxono 80%. CornacHO OIHOMY BapHAHTY OCYINECTBJIEHHS OMyXOJIb, MPOUCXOSALIA U3
paka, perpeccupyeT Ha 3Ha4€HHE, COCTaBIAIOIIee OT MO MeHbIuel Mepe okoio 60% mo0 0koJo
80%. CornmacHO OXHOMY BapUaHTy OCYILIECTBJIEHHUs OIyXOJb, NPOUCXOAIAs M3 paka,
perpeccupyer Ha 3Hau€HHE, COCTaBIISAIOIEe OT MO MeHbluel Mepe okojo 70% mo okono 80%.
CornacHo 0JHOMY BapHaHTy OCYLIECTBJICHUS OMyXOJIb, MPOUCXOASILIAS U3 PaKa, PerpeccupyeT Mo
MeHblelr Mepe Ha okosio 80%. CorjmacHO OJHOMY BapHAHTY OCYIIECTBJICHHS OIyXOJb,
MPOUCXOASINAs U3 paka, perpeccupyer mo MeHbluei mepe Ha okojo 85%. CoriacHo ogHOMY
BapPHUAHTy OCYLIECTBJICHHUS OIMyXOJIb, IPOUCXOASINAS U3 paka, pErpecCUpPYyeT 110 MEHbLIeH Mepe Ha
okosio 90%. CornacHo OAHOMY BapUaHTy OCYIIECTBJIECHUs ONYyXOJb, MPOUCXOASINAs U3 paka,
perpeccupyer rno MeHbluel Mepe Ha okoyio 95%. CorjmacHO OAHOMY BapUAHTY OCYLIECTBIIEHUS
OIyXO0J1b, MMPOUCXOJALIAS U3 paKa, perpeccupyer no MeHbluell Mepe Ha okono 98%. CornacHo
OJIHOMY BapHUaHTy OCYLIECTBJIEHHUS OINyXO0Jlb, IPOUCXOASILIAS U3 paKa, pErpecCUpyeT M0 MEHbLIeH
Mepe Ha okoso 99%. CornacHo OAHOMY BapHaHTy OCYLIECTBJIEHUs OMYXOJb, IPOUCXOAALIAS U3
paka, perpeccupyer no Menbinei mepe Ha 10%, mo menbiuel mepe Ha 15%, mo meHbIIeit Mmepe Ha
20%, no MeHblIel Mepe Ha 25%, no meHbluell Mepe Ha 30%, mo meHblel mepe Ha 35%, no
MeHbl11el Mepe Ha 40%, o MmeHbIuel Mepe Ha 45%, o meHbiuel Mepe Ha 50%, o MeHblIel Mepe
Ha 60%, no menblue mepe Ha 70% wnm no meHbluedr mepe Ha 80% OTHOCHUTENBHO pa3Mepa
OIyXOJIM, MPOUCXOJALIEH U3 paka, 10 BBEIEHUs] OMMCAHHOTO B HACTOSALIEM IOKyMEHTE KOHBbIOraTa
aatutena Kk TF u JekapCTBEHHOro cpencrsa W/WIM ONMHCAHHOTO B HACTOSIEM JOKYMEHTE

antutena k PD-1. CornacHo ofHOMY BapHaHTY OCYIIECTBIICHHS OMyXO0Jib, POUCXOSLIAS U3 PaKa,
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perpeccupyetr 1o menbiieil mepe Ha 10%-80%. CornacHoO OHOMY BapHUaHTY OCYIIECTBJICHHS
OIyXO0Jb, NMPOUCXOJSAIIAsl U3 paka, perpeccupyer no Menbuieil Mepe Ha 20%-80%. CornacHo
OHOMY BapHaHTy OCYLIECTBIICHHS OIyXOJIb, TPOUCXOAIIAS U3 paKa, PErpPecCHPYET 110 MEHbIIEH
mepe Ha 30%-80%. CornacHO OAHOMY BapUAHTY OCYIIECTBJICHHS OMyXOJib, MPOUCXOALIAS U3
paka, perpeccupyer 1o MeHbiieii Mepe Ha 40%-80%. CormacHO OZHOMY BapHaHTY
OCYUIECTBJIEHUSI OIMyXOJb, MPOUCXOSAIIAs U3 paka, perpeccupyer mo MeHbluei mepe Ha 50%-
80%. CornmacHO OXHOMY BapUaHTy OCYLIECTBIEHHsS OIYXOJb, NPOUCXOIAIAs M3 paka,
perpeccupyet 1o menblieil mepe Ha 60%-80%. CornacHO OHOMY BapHUaHTY OCYIIECTBJIEHHS
OIyXO0Jb, MPOUCXOASAIIAs U3 paka, perpeccupyer no Menbuieil Mepe Ha 70%-80%. CornacHo
OJTHOMY BapHUaHTy OCYLIECTBJIEHHS OIyXOJIb, TPOUCXOAIIAs U3 paKa, PErpecCUpPyeT 10 MEHbIIeH
mepe Ha 80%. CoryacHO OJHOMY BapHaHTY OCYILIECTBIIEHHs OIMyXOJb, IPOUCXOINAs U3 pakKa,
perpeccupyer 1o MeHb1ueii Mepe Ha 85%. CoriacHo OJHOMY BapHaHTy OCYIIECTBJIEHHUS OMyXOJb,
NPOUCXOASAINAs U3 paKa, perpeccupyer no Menoiuel Mepe Ha 90%. CoryacHO OTHOMY BapUaHTy
OCYILECTBJIEHHS] OMyXOJIb, MPOUCXOSAIIAsl U3 paka, perpeccupyer rno MeHsiuei mepe Ha 95%.
CornacHoO 0OZJTHOMY BapHUaHTy OCYILIECTBJIEHUS OMyXOJlb, IPOUCXOALIAs U3 PaKa, PErPECCUPYET 110
MeHblel Mepe Ha 98%. CorjnacHO OJHOMY BapHaHTY OCYIIECTBJICHHUS OIMyXOJIb, IIPOUCXOSIIAs
U3 paka, perpeccupyer no MeHbiuei mepe Ha 99%. CorinacHO OHOMY BapUaHTY OCYIIECTBICHHUS
OMyXO0Jb, MPOHCXOAALIas W3 paka, perpeccupyer Ha 100%. CorjmacHO OJHOMY BapHaHTY
OCYLIECTBJICHHSI PETrPECCHUI0 OIMyXOJU OMPENeNISIOT MyTeM H3MEPEeHHs pa3Mepa OMyXOiH C
NOMOIIBK0 MarHUTHO-pe3oHancHou Ttomorpaduu (MRI). CormacHo OZHOMY BapuaHTy
OCYLIECTBJICHHS] PETPECCHI0 OMyXOJU OMPENENIIOT MyTeM H3MEPEeHHs pa3Mepa OMyXOiH C
NOMOIIbIO KoMIbroTepHOM ToMorpaduu (CT). CornacHo HEKOTOPBIM BapHAHTAM OCYINECTBICHUS
PETPECCHIO  OIMYXOJM OMPENeNsIOT MyTeM H3MEpPEHHs] pa3Mepa OMyXOJd C MOMOIIBIO
runexoniornueckoro obcnenosanus. Cwm. Choi er al, 2008, J. Gynecol. Oncol. 19(3):205.
CoracHO HEKOTOPBIM BAPHAHTAM OCYIECTBJIEHHUS PETPECCHIO OMYXOJIH ONPENEISIIOT C TOMOIIBIO
MaMMOTrpadguu, yiIbTPa3BYKOBOTO HCCIIEOBAHUS MM MAarHUTHO-PE30HAHCHOW TOMOrpaduu
(MRI). Cm. Gruber et. al., 2013, BMC Cancer. 13:328. CoriacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHHs OITyXOJIb, IMPOUCXONAINAs M3 paKa, PErpeccCHpyeT OTHOCHTEIBHO pa3Mmepa
ONyXOJIM 10 BBENEHHUS] OMMCAHHOIO B HACTOSIIIEM IOKYMEHTe KOHbiorara antutena Kk TF u
JIEKaPCTBEHHOTO CPE/ICTBA U OMHMCAHHOTO B HACTOALIEM NOKyMeHTe antutena k PD-1. Cornmacuo
HEKOTOpPHIM BapHaHTAM OCYLIECTBICHHs OITyXOJb, NMPOHCXOASINAs W3 pPaKa, PErpeccupyer
OTHOCHUTEINIbHO pa3Mepa OMyXOJH 0 BBEACHHUS ONMMCAHHOTO B HACTOSIIEM JOKYMEHTE KOHBIOraTa
aatutena Kk TF u nexapcTBeHHOro cpenctsa. CoriacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIICHUS
OIyXOJIb, IPOUCXOAINAS U3 PaKa, PErPECCUPYET OTHOCHTEIBHO pa3Mepa OMYXOJH O BBEACHUS

ONMCAHHOIO B HACTOSILEM JOKyMeHTe aHTuTena k PD-1.
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[0197] CormacHo OAHOMY BapHaHTy OCYLIECTBJIEHHS OIHUCAHHBIX B HACTOSALIEM
IOKYMEHTE CIoCOOO0B, WM NMPUMEHEHUH, WM MPEeJHA3HAUYEHHOTrO U IPUMEHEHUH NPOIYKTa,
OTBET Ha JIeYeHHE C UCIIOJIb30BaHUEM OMMCAHHOTO B HACTOSILEM JOKYMEHTE KOHBIOTaTa aHTUTENA
K TF unm ero aHTUTreHCBA3BIBAIOIIETO (pparMeHTa M JIEKAPCTBEHHOTO CPEICTBA U OMHCAHHBIX B
HACTOSIIEM TOKYMEHTe aHTUTeNa K PD-1 min ero aHTUreHCeBsI3bIBAIOIIET0 (PparMeHTa OLIEHUBAIOT
NyTeM H3MEPEHMS BBDKMBAEMOCTH O€3 MPOrpecCHpOBaHUsS IIOCHE BBENEHHUS OMHCAHHOTO B
HACTOSIEM JIOKYMEHTe KOHbIOorara aHtutena k TF u JjexapcTBeHHOro cpexncrsa u/wim
OMUCAHHOIO B HacTosieM AokyMeHTe aHtuTena k PD-1. CormacHo HEKOTOpPBIM BapuUaHTam
OCYLIECTBIIEHUs Y CyOBbekTa HaOMomaercs BbDKUBAEMOCTb 0O€3  NPOrpeccCHpOBaHUS,
COCTaBJISAIOLIAsl IO MEHbLIEHM Mepe OKOJO | mecsu, mo MEHbLIEH Mepe OKOJO 2 MecsAla, IO
MEHBIIEH Mepe OKOJIO 3 MeCsiLa, [0 MEHbIIEH Mepe OKOJIO 4 MeCsla, [0 MEHbIIEH Mepe OKOJIO
5 Mecs1eB, IO MEHbLIEH Mepe OKOJO O MecsleB, IO MEHbLIEH Mepe OKOJNO 7 MeCSLEB, IO
MEHbLIEH Mepe OKOJIO 8 MeCALIEB, IO MEHbIIEH Mepe OKOJIO 9 MeCsLIEB, 0 MEHbIIEH Mepe OKOJIO
10 mecsues, no MeHblIeln Mepe okoso 11 mecsues, Mo MeHblIel Mepe Okono 12 Mecsues, MO
MEHbIIEH Mepe OKOJIO BOCEMHALATh MECSLEB, IO MEHbLIEH Mepe OKOJIO [Ba rofa, IO MEeHbIIEH
Mepe OKOJIO TPU I'OAa, O MEHbIIEH Mepe OKOJIO YEThIpE I0/la UK 110 MEHbILIEH Mepe OKOJIO MSTh
JeT TOCje BBEAEHUs OMMCAHHOIO B HACTOALIEM AOKYMEHTe KOHbrorara anturena k TF u
JIEKAPCTBEHHOTO CPENCTBA W/WJIM ONHMCAHHOTO B HACTOSIIEM IOKyMeHTe aHtutena k PD-1.
CornacHO HEKOTOPBIM BapHAHTaM OCYLIECTBIICHUS y CyObeKTa HAOI0JaeTCsl BBKUBAEMOCTh Oe3
NPOTrPECCUPOBAHUs, COCTABJISIOINAsl 10 MEHBIIeH Mepe OKOJO 6 MecsleB IOoce BBEACHUS
OMUCAHHOTO B HACTOSALIEM JOKyMeHTe KOHbiorarta anturena K TF u jekapcTBEHHOro cpeacTBa
W/ W OTMIMCAHHOTO B HACTOSIIEM NOKyMeHTe anTtuTena k PD-1. CornacHo HEKOTOpPBIM BapHaHTaM
OCYLIECTBIIEHHsT Y CyOBeKkTa HaONIOmaeTcss BbDKMBAEMOCTh 0O€3  MPOrpecCHpOBaHUS,
COCTaBJISIFOIIAs 110 MEHbILEH Mepe OKOJIO OJUH T'OA IOCJe BBEAEHHs OMMCAHHOTO B HACTOSLIEM
IOKYMEHTe KOHBIOTaTa aHTthTeda K TF ¥ JIeKapCTBEHHOro CpencTBa W/WIM OIUCAHHOTO B
HacTosieM nokyMmeHTe aHTuTena k PD-1. CornacHo HEKOTOpbIM BapuaHTaM OCYILECTBJICHUS Y
cyObekTa HaOII0aeTCsl BBDKMBAEMOCTb 0€3 MPOrpecCHpOBAHMs, COCTABJISIFOINAS MO MEHBIIEH
Mepe OKOJO JiBa roja IOocjie BBEACHMsI OMMCAHHOIO B HACTOALIEM JOKYMEHTE KOHBIOraTra
aatutena Kk TF u JnekapcTBEHHOro cpencrsa W/WIM OMHCAHHOTO B HACTOSIEM JOKYMEHTE
aatutena k PD-1. CorinacHO HEKOTOPBIM BapuUaHTaM OCYILIECTBIICHUs y CyObekTa HabomaeTcs
BBDKHBAEMOCTh 0€3 MPOrpecCHPOBAHMS, COCTABIIOMAS MEHBIIEH Mepe OKOJIO TPH roja mocie
BBEJIEHUS ONMCAHHOTO B HACTOSLIEM JIOKyMEHTe KOHbiorata aHtutena Kk TF u jekapcTBEHHOro
CpeICTBa W/WUJU OMKMCAHHOTO B HACTOsIIIEM JOKyMeHTe aHTuTena k PD-1. CormacHO HEKOTOPBIM
BapHAHTaM OCYIIECTBJICHUS Yy CyOBbeKTa HAONIOIAeTCsl BBKHUBAEMOCTb 0€3 MPOrpecCHpOBaHUS,

COCTABJISIIOINAS IO MEHBIIIEH MEPE OKOJIO HETBIPE 1oga NoCji€ BBEACHUS ONMMCAHHOIO B HACTOAIIEM
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JIOKYMEHTe KOHBIOTaTa aHThrenaa K TF ¥ JIeKapCTBEHHOro CpencTBa W/WIM OIMCAHHOTO B
HacTosileM JokyMeHTe aHTuTena k PD-1. CornacHo HEKOTOpbIM BapuaHTaM OCYILECTBJICHUsS Y
cyObekTa HaOII0aeTCsl BBDKUBAEMOCTb 0€3 MPOrpecCHpOBAHMsI, COCTABJISIFOINAS MO MEHBIIEH
Mepe OKOJO MATh JIeT IOC/e BBEAEHMsI OMNMCAHHOIO B HACTOSALIEM JOKYMEHTE KOHBIOraTa
aatutena Kk TF u ;nexkapcTBEHHOro cpencrsa W/WIM OMHCAHHOTO B HACTOSINEM JOKYMEHTE
aarurena Kk PD-1. CorinacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBIICHUS y CyObekTa Habmomaercs
BBDKHBAEMOCTh O€3 IMPOrpecCHpOBaHMs, COCTABIISIONIAS 10 MEHbINEH Mepe 1 Mecsll, Mo MeHbIel
Mepe 2 Mecsla, IO MEHbILIEH Mepe 3 Mecsila, 0 MEHbLIeH Mepe 4 MecsAla, MO0 MEHbUIEH Mepe
5 MecsueB, M0 MeHbLIEeH Mepe 6 MeCsLEB, IO MEHbLIEH Mepe 7 MECALEB, MO MEHbIIEH Mepe
8 MecsLeB, IO MeHblLIeH Mepe 9 Mecsues, Mo MeHbuield Mepe 10 mecsnes, O MeEHbLIEH Mepe
11 mecsaues, no MeHblneln mepe 12 mecsAleB, O MEHbLIEH Mepe BOCEMHAALATh MECALEB, MO
MEHbIIIEeH Mepe 1Ba rofa, 0 MEHbLIEeH Mepe TpH roja, 0 MEHbIIEH Mepe 4YeThIpe roja Ui Mo
MEHbIIEH Mepe IMAThb JIET MOCJEe BBEAEHHUs] OMHCAHHOIO B HACTOALIEM AOKYMEHTE KOHBIOraTa
anturena k TF u jekapcTBEHHOro CpencTBa W/WIM ONMMCAHHOTO B HACTOALIEM IOKYMEHTE
antutena Kk PD-1. CoriacHo HEKOTOPbIM BapUaHTaM OCYLIECTBIIEHHs y CyObekTa Habmoaaercs
BBDKMBAEMOCTb 0€3 MpOrpecCHpOBAaHUs, COCTABIISIIONIAs IO MEHbIIeH Mepe 6 MecsiieB Iocie
BBEICHUs ONHCAHHOTO B HACTOALLEM JOKyMEHTe KOHBborata antutena k TF u nekapcTBeHHOro
CpPeNCTBa U/WJIM ONMCAHHOTO B HACTOSAIIEM AOKyMeHTe aHTHTena kK PD-1. CornacHO HEKOTOPBIM
BapUAHTAM OCYLIECTBJICHHs y CyOBEKTa HAOMIONAETCS BBDKHMBAEMOCTb O€3 MPOrpecCHpPOBAHMS,
COCTABJISIFOINAsl 1O MeEHbIIeH Mepe OAUH TOJ IOCHe BBEIEHHUs OMHCAHHOIO B HACTOSALIEM
JIOKYMEHTe KOHBIOTaTa aHThTeda K TF ¥ JIeKapCcTBEHHOrO CpencTBa W/WIM OIMUCAHHOTO B
HacTosieM fokyMmeHTe aHTutena k PD-1. CornacHo HEKOTOpPbIM BapuaHTaM OCYILECTBJICHUS Y
cyObekTa HaOMIOIaeTCsl BbDKUBAEMOCTh 0€3 MPOrpecCHUpOBaHUS, COCTABJISIOLIAS] MO MEHbIIEH
Mepe /iBa rojia ocjie BBeIeHUsI OIMCAHHOIO B HACTOSIIEM IOKYMEeHTe KOHbIorara anturena k TF
U JIEKAPCTBEHHOTO CPEACTBA W/WJIM OMHUCAHHOTO B HACTOSIIEM JOKyMeHTe aHTuTena k PD-1.
CornacHO HEKOTOPBIM BapHAHTaM OCYLIECTBIIEHUS Y CyOBbeKTa HAOIF0JaeTCsl BBKUBAEMOCTh Oe3
MPOTrpecCUpPOBaHUs, COCTABIAIOLIAs 110 MEHbIIEH Mepe TPU rofia Mocie BBEEHUS ONMHMCAHHOIO B
HACTOSIIIEM JOKYMEHTe KOHbIorara aHtutena k TF u JjexapcTBeHHOro cpexnctsa u/wim
OMUCAHHOIO B HacTosieM AokyMeHTe aHtuTena k PD-1. CornacHo HeEKOTOpPBIM BapHUaHTam
OCYLIECTBIIEHHsT Y CyOBeKkTa HaONOZaeTcss BbDKMBAEMOCTh 0O€3  MPOrpecCHpOBaHUS,
COCTaBJISIFOLIAsl MO MeHbIeW Mepe 4eThlpe rofa IOoclie BBEIEHHUs OINHCAHHOIO B HACTOSLLEM
IOKYMEHTe KOHBIOTaTa aHTturena K TF W JIeKkapCTBEHHOro CpencTBa W/WIM OIMCAHHOTO B
HacTosileM JokyMmeHTe aHTuTena k PD-1. CornacHo HEKOTOpbIM BapuaHTaM OCYILECTBJIEHUsS Y
cyObekTa HaOIIOaeTCsl BBDKUBAEMOCTb 0€3 MPOrpecCHpOBAHMS, COCTABIISIFOINAS MO MEHBIIEH

MEPE IATH JIET MOCJIC BBEACHUS OINMMCAHHOI'O B HACTOAIIEM NJOKYMCHTEC KOHBIOTaTa aHTUTEIA K TF
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U JICKAPCTBEHHOTO CPEACTBA W/WJIM OMHCAHHOTO B HACTOSIIEM JOKyMeHTe aHTuTena k PD-1.
CornacHo HEKOTOPbIM BapUaHTAM OCYLIECTBJIEHUS OTBET Ha JICYEHHE OLICHUBAIOT IyTEM
U3MEPEeHMHs BBDKMBAEMOCTU 0€3 MPOTrpeCcCHPOBAHUS TOCIIE BBEICHUSI OMHCAHHOTO B HACTOSIIEM
NOKYMEHTe KOHbIOraTa anturena K TF u jekapCTBEHHOro CpeACcTBa U ONMUCAHHOTO B HACTOSALLEM
nokymeHTte antutena k PD-1. CornacHO HEKOTOpPBIM BapHaHTaM OCYINECTBJIEHHS OTBET Ha
JieueHNe OLICHUBAIOT MyTEM U3MEPEHHs] BbDKUBAEMOCTH 0€3 IPOrpecCUpPOBaHUS MOCIE BBEICHUS
ONMCAHHOIO B HACTOSLLEM JIOKYMEHTE KOHBIOratra aHturena Kk TF u jekapCTBEHHOrO CpeAcTBa.
CornacHO HEKOTOPbIM BapUaHTAM OCYLIECTBJEHUs OTBET Ha JIEYEHUE OLICHUBAKOT MyTeEM
U3MEPEHMs BbDKHBAEMOCTU 0€3 MPOTrpecCHPOBAHUS MOCIIE BBEICHUSI OMHCAHHOTO B HACTOSIIEM
NOKyMeHTe anTutena k PD-1.

[0198] CornmacHo OAHOMY BapHaHTy OCYLIECTBJIEHUs OIUCAHHBIX B HACTOALIEM
JOKYMEHTE CIOCOOOB, WJIM MPUMEHEHHH, WM MPEeIHA3HAUYEHHOTO Ui MPUMEHEHUH MPOAYKTa,
OTBET Ha JICYEHHE C UCITOJIb30BAHNEM ONMCAHHOI'O B HACTOSAIIEM JOKYMEHTE KOHBIOTaTa AaHTUTENA
Kk TF uau ero aHTUreHCBSA3BIBAIOIIETO ()parMeHTa M JIEKAPCTBEHHOTO CPEICTBA U ONMUCAHHBIX B
HACTOSIIIIEM TOKYMEHTe aHTUTeNa K PD-1 miin ero aHTUreHCBSI3bIBAIOIIETO (hparMeHTa OLIEHUBAIOT
NyTeM U3MepeHus 001eil BBDKMBAEMOCTH MOCJIE BBEACHUS OITMCAHHOTO B HACTOSLIEM JOKYMEHTE
KOHBbIOraTa aHtutrena K TF W JeKapCTBEHHOTO CpPEACTBA W/WIM OMHCAHHOTO B HACTOSIIIEM
nokymente antutena kK PD-1. CoriiacHO HEKOTOpPBIM BapHUaHTaM OCYINECTBJICHHUS] Y CyObeKTa
HaOJro1aeTcst o0Ias BBDKUBAEMOCTh, COCTABJISIONIAs] MO MEHbLIeH Mepe OKojio | mecsn, mo
MEHbIIIEH Mepe OKOJIO 2 MeCsila, 10 MEHbIIEH Mepe OKOJIO 3 MeCsila, M0 MEHbIIEH Mepe OKOJIO
4 MecsLa, Mo MEHbIIEN Mepe OKOJIO 5 MECSLEB, IO MEHBLIEH Mepe OKOJIO 6 MECSILIEB, IO MEHbILEH
Mepe OKOJIO 7 MeCSILIEB, 110 MEHBLIEH Mepe OKOJIO 8 MECSILIEB, IO MEHBLIEH MEPE OKOJIO 9 MeCSILIEB,
1o MeHbLIeH Mepe okosio 10 MecsleB, o MeHbIel Mepe 0KoJio 11 mMecsleB, Mo MeHbLIEH Mepe
OKOJIO 12 mecsues, 1o MeHbLIEH Mepe OKOJIO BOCEMHAILIATh MECALIEB, IO MEHbIIEH Mepe OKOJIO
JBa TOJla, MO MEHbLIEH Mepe OKOJO TPU roAa, MO MEHbLIEH Mepe OKOJIO YeThIpe roja WiH Io
MEHbBIIEH Mepe OKOJO MATh JIET IMOCJe BBEICHUS OMUCAHHOTO B HACTOSIIEM JOKYMEHTE
KOHBIOTaTa aHTuTeNna K TF W JIeKapCTBEHHOTO CPENCTBAa W/WMJIM OMHCAHHOTO B HACTOSIIEM
nokymeHte anturena kK PD-1. CoriiacHO HEKOTOpPBIM BapHUaHTaM OCYINECTBIEHUS Y CyObeKkTa
HaOJroaeTcst oO11ast BBDKHBAEMOCTh, COCTABIISIFOIIAS IO MEHBIIEH Mepe OKOJIO 6 MeCSILIEB IOCIe
BBEIECHHUs OMHMCAHHOIO B HACTOSILIEM NOKYMEHTE KOHbIOrata anturena Kk TF U j1ekapCTBEHHOro
CpeICTBa W/WJU OMKMCAHHOTO B HACTOsIIIEM JOoKyMeHTe aHTuTena k PD-1. CormacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBIICHHs Y cyObeKTa HaOmogaeTcst 001asi BBbbKHBAEMOCTbh, COCTABIISIIOLIAS 110
MEHBIIIEH Mepe OKOJIO OAWH IO MOCJ€ BBEICHUS OMUCAHHOIO B HACTOSILIEM JOKYMEHTE
KOHBIOTaTa aHTuTeNna K TF W JIeKapCTBEHHOTO CPENCTBAa W/WMJIM OMHCAHHOTO B HACTOSIIEM

nokymente anturena kK PD-1. CoriiacHO HEKOTOpPBIM BapHUaHTaM OCYINECTBIEHHUS y CyObeKTa
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HaOroaeTcst o0Imasi BBDKUBAEMOCTb, COCTABIISIOINAsT IO MEHBLIEH Mepe OKOJIO JBa Tofia TOcCe
BBEJICHUS ONMCAHHOTO B HACTOALIEM JIOKYMEHTe KOHbIorata aHtutena Kk TF u jekapcTBEHHOro
CpeICTBa W/WUJN OMHMCAHHOTO B HACTOsIIIEM JoKkyMeHTe aHtuTena k PD-1. CormacHo HEKOTOPBIM
BapUaHTaM OCYIIECTBIICHHUs Y CyOBbeKTa HaOmoaaeTcst 001as BBbbKUBAEMOCTbh, COCTABIISIOIIAS 110
MEHbIIeH Mepe OKOJO TpU Trofa IOCje€ BBEAEHUs ONNUCAHHOTO B HACTOSLIEM JOKYMEHTE
KOHBIOrata aHTurena K TF U JeKapCcTBEHHOTrO CpEeACTBAa W/WIM ONHCAHHOTO B HACTOSIIEM
nokymente anturena kK PD-1. CoriacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHHUS y CyObeKTa
HaOmroaeTcst oOmasi BBDKMBAEMOCTh, COCTABISIOLIAS 10 MEHbLIEH Mepe OKOJIO YeThIpe roja
Nocje BBEAEHUS OIHCAHHOTO B HACTOSIIEM JAOKYMEHTe KOHbrorata aHturena k TF u
JIEKapPCTBEHHOT'O CPENCTBa W/WJIM OMHCAHHOTO B HACTOSIIEM JOKyMeHTe aHTturena k PD-1.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIEHUs y cyObekra HaOmonaercss oOrimas
BbIKHMBAEMOCTb, COCTABIISAIOIASA [10 MEHBILIEH Mepe OKOJIO ISATh JIET IOCJIE BBEIEHUS OMMCAHHOTO
B HACTOSIIIEM JOKYMEHTe KOHbIorara aHturena Kk TF M JekapCTBEHHOro CpencrBa W/WIIH
ONHCAHHOTO B HacTosiIeM NOokyMeHTe aHTuTena k PD-1. CormacHO HEKOTOpBIM BapHaHTaM
OCYLIECTBJIEHHS] Y CyOBeKTa HaOMOaaeTcst 00Imasi BbDKUBAEMOCTh, COCTABIISIIONIAsT IO MEHBIIEH
Mepe 1 Mecsl, MO MeHbLIEH Mepe 2 Mecsila, MO MeHblIed Mepe 3 Mecsla, M0 MeHbIIeH Mepe
4 Mecsina, MO MEHbIIEH Mepe S5 MeCslLeB, N0 MEHbIIEH Mepe 6 MeCslLeB, N0 MEHbIIEH Mepe
7 MecsLleB, MO0 MEHbIIEH Mepe 8 MecsAleB, O MEHblLIeW Mepe 9 MecsleB, O MEHbLIEH Mepe
10 mecsues, o MeHbluel mepe 11 mecsues, Mo MeHbLIeH Mepe OKOoJIO 12 MecsLeB, MO MEHbIIEH
Mepe BOCEeMHaJLaTh MeCsILeB, [0 MEHbLIeH Mepe JBa roja, Mo MeHbIIeld Mepe TpU ropa, Io
MeHbIIIeH Mepe YeThIpe rojla WM MO MEHbLIeH Mepe IMSTh JIET MOCJe BBEIEeHUs ONMUCAHHOIO B
HACTOSIIEM JIOKYMEHTEe KOHbIOrata aHtutena kK TF M JexkapcTBEHHOro cpencTBa uW/wim
OMUCAHHOIO B HacTosimeM aokyMeHTe aHtuTena k PD-1. CormacHo HEKOTOpPBIM BapHUaHTam
OCYLIECTBIIEHHs Y CyOBbeKkTa HabmoaaeTcst o0masi BBDKUBAEMOCTh, COCTABIIIOLIAs 10 MEHBIIEH
Mepe 6 MecsiLieB T0CiIe BBEIEHUS OMMCAHHOTO B HACTOSIIEM JOKYMEHTE KOHBIOraTa aHTHTeNa K
TF u nekapCTBEHHOTO CPEACTBA W/WUJIHM OMMCAHHOTO B HACTOSLIEM JOKyMeHTe aHTturena Kk PD-1.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIeHUss y cyObekTta HaOmonmaercss oOrmas
BBDKHMBAaE€MOCTb, COCTABIIAIOINAS MO MEHbLIEH Mepe OJUH rOj IOCjie BBEIEHHUS OMHUCAHHOIO B
HACTOSIIEM JIOKYMEHTe KOHbIorata aHturena k TF u JexapcTBeHHOro cpexnctsa u/wim
OMUCAHHOIO B HacTosieM AokyMeHTe aHtuTena k PD-1. CornacHo HEKOTOpPBIM BapuUaHTam
OCYILIECTBIIEHHs y CyOBeKTa HabmoaaeTcst o0miasi BBDKUBAEMOCTbh, COCTABIISIOLIAS 110 MEHBIIEH
Mepe /iBa rojia ocjie BBeIeHUsI ONIMCaHHOIO B HACTOSIIIEM IOKYMEHTe KOHbIorara anturena k TF
U JICKApPCTBEHHOTO CPEACTBA W/WJIM OMHUCAHHOTO B HACTOSIIEM JOKyMeHTe aHTuTena k PD-1.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBICHUss y cyObekrta HaOmonmaercss oOrmmas

BbDKHBA€MOCTDb, COCTaBJIAKOIIAA ITO MEHbIIEeH MEPE TpU roJAa NOCIEC BBCACHUA OINMNCAHHOI'O B
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HACTOSIIIEM JIOKYMEHTe KOHbIorara aHturena k TF u JjexapcTBeHHOro cpexncrsa u/wim
OMUCAHHOIO B HacTosieM AokyMeHTe aHtuTena k PD-1. CornacHo HEKOTOpPBIM BapHUaHTam
OCYILIECTBIIEHHs Y CyOBeKTa HabmoaaeTcst o0miasi BBDKUBAEMOCTbh, COCTABIISIOLIAS 110 MEHBIIEH
Mepe YeThIpe rojia Nnocjie BBEAEHUsI ONMMCAHHOIO B HACTOALEM JOKYMEHTE KOHBIOraTa aHTUTENA
Kk TF u nexapcTBeHHOTo cpencTBa W/niH OMMMCAHHOTO B HACTOSIIIEM IOKYMeHTe aHTuTena k PD-1.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIeHUss y cyObekra HaOmonaercss oOmmas
BBDKMBAEMOCTb, COCTABJISIFOLIAS IO MEHBIIEH Mepe ISATh JIET IMOCJIEe BBEAEHUs ONHMCAHHOIO B
HACTOSINEM JIOKYMEHTe KOHbIorara aHtutena k TF u JjexapcTBeHHOro cpexncrsa u/wim
OMUCAHHOIO B HacTosieM AokyMeHTe aHtuTena k PD-1. CormacHo HEKOTOpPBIM BapuUaHTam
OCYLIECTBJIEHHsI OTBET Ha JIEYEHNUE OLIEHUBAIOT IyTE€M U3MEpEHHUs OOLIel BBDKUBAEMOCTH T10CIIe
BBEJICHUsI ONKUCAHHOIO B HACTOSILEM AOKYMEHTE KOHBbrOrara anturena k TF u nekapcTBEHHOro
CpeACTBa U ONUCAHHOIO B HacTosimeM AokymeHTe aHTtutena k PD-1. CornacHo HEKOTOpbIM
BApUAHTAM OCYLIECTBJIEHHS OTBET Ha JICYCHHE OLIEHMBAIOT NyTeM H3MepeHus oOrmeit
BBDKMBAEMOCTH T10CJI€ BBEICHUs ONMCAHHOIO B HACTOALLEM JOKYMEHTE KOHBIOraTa aHTUTENA K
TF u nexapcreeHHoro cpencrsa. COrjacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS OTBET Ha
JIeYeHUE OLIEHUBAIOT IyTeM H3MEpeHUs oOLIel BbDKHBAEMOCTH IIOCHIE BBEJEHHS OIUCAHHOTO B
HACTOsIIIEM IOKyMeHTe aHTtutena k PD-1.

[0199] CormacHo OmHOMY BapHaHTy OCYIIECTBJIEHHS OIHUCAHHBIX B HACTOSLIEM
JOKYMEHTEe CrocoOO0B, MJIM MPUMEHEHHWH, WK MPEeIHA3HAUYEHHOTO Uil PUMEHEHUIN NPOIyKTa,
OTBET HA JIEYEHHUE C UCIOJIb30BAHNEM ONHMCAHHOIO B HACTOALLEM TOKYMEHTE KOHBIOraTa aHTUTENA
kK TF nam ero aHTUTeHCBA3BIBAIOIIETO (parMeHTa M JIEKAPCTBEHHOTO CPEICTBA U ONUCAHHBIX B
HACTOSIILIEM TIOKYMEHTe aHTHTeNa K PD-1 miin ero aHTUreHCBSI3bIBAIOIIETO (hparMeHTa OLIEHUBAOT
MyTeM W3MEpeHUsl MNPOAOUKUTETIPHOCTH OTBETa Ha OMMCAHHBI B HACTOSLIEM JOKYMEHTE
KOHBIOraT anturena kK TF u nekapCTBEHHOrO CpeACTBa U ONMMCAHHOE B HACTOSLIEM JOKYMEHTE
antuteno k PD-1 nocne BBeneHNs1 ONMMCAHHOTO B HACTOSILIEM JOKYMEHTE KOHBIOraTa aHTUTENA K
TF u nekapCTBEHHOTO CPEACTBA W/WUJIHM OMMCAHHOTO B HACTOSLIEM JOKyMeHTe aHTturena Kk PD-1.
CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIIEHUS POAOJKUTEIBHOCTD OTBETA HAa OMMCAHHBIH B
HACTOsILIEM AOKYMEHTe KOHBrOraT aHturena kK TF u JekapCTBEHHOrO CpeacTBa U OMUCAHHOE B
HACTOsIIEM NOKyMeHTe aHTuTeno k PD-1 cocrasnsger mo meHblueil mepe okojio 1 mecsn, mo
MEHbIIEH Mepe OKOJIO 2 MeCsila, N0 MEHbIIEH Mepe OKOJIO 3 MeCsla, M0 MEHbIIEH Mepe OKOJIO
4 MecsLa, MO MEHbIIEN Mepe OKOJIO 5 MECSLEB, IO MEHBLIEH Mepe OKOJIO 6 MECSLEB, IO MEHBILEH
Mepe OKOJIO 7 MeCSILIEB, [0 MEHBLIEH Mepe OKOJIO 8 MECSILIEB, ITO MEHBLIEH MEPE OKOJIO 9 MECSLIEB,
Mo MeHbLIeNH Mepe 0kosio 10 MecsLeB, o MeHbIIel Mepe 0KoJio 11 mMecsLeB, Mo MeHbLIEH Mepe
OKOJIO 12 Mecsues, N0 MeHbIIEH Mepe OKOJIO BOCEMHAILIATh MECSLIEB, IO MEHbIIEH Mepe OKOJIO

JABa rojga, 1o MEHBIIEH MEpPE OKOJIO TpU roja, mo MEHBIIIEH MEPE OKOJIO YEThIPE roaa Wir 1o
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MEHbBIIEH Mepe OKOJO MATh JIET MOCJE BBEICHUS OMUCAHHOIO B HACTOSIIEM JOKYMEHTE
KOHBIOTaTa aHTuTeNna K TF W JIeKapCTBEHHOTO CPENCTBAa W/WMJIM OMHCAHHOTO B HACTOSIIEM
nokymeHnte antutena Kk PD-1.  CormacHo HEKOTOPBIM  BapuUaHTaM  OCYLIECTBJIEHUS
MPOOJKUTEILHOCTh OTBETA HA ONMMCAHHBINA B HACTOSILIIEM TIOKYMEHTE KOHBIOTaT antutena Kk TF
1 JICKAPCTBEHHOT'O CPEACTBA U OMMMCAHHOE B HACTOSALLEM JOKYMEHTE aHTUTeN0 K PD-1 cocrasnser
[0 MEHbLIEH MEpEe OKOJO 6 MECALIEB MOCAE BBEACHUS OMMCAHHOIO B HACTOSIIEM IOKYMEHTE
KOHBIOTATa aHTUTEJIA U JIEKAPCTBEHHOT'O CPEACTBA W/HMIU OMHUCAHHOTO B HACTOSIIEM JIOKYMEHTE
antutena k PD-1. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBICHUS TPOJOJKUTEbHOCTD OTBETA
HAa ONMCAHHBIN B HACTOSILIEM NOKYMEHTE KOHBIOraT anturena K TF u 1exkapCcTBEHHOro CpeacTsa
Y ONMCAaHHOE B HACTOSILIEM NOKyMeHTe aHTuteso k PD-1 coctaBisier Mo MeHbIleln Mepe OKOJIO
OAUH TOJ MOCJ€ BBEACHHS ONMCAHHOIO B HACTOSINEM JOKYMEHTE KOHBIOraTa aHTUTENA U
JIEKApPCTBEHHOT'O CPENCTBAa W/WJIM OINMHCAHHOTO B HACTOSIIEM JOKyMeHTe aHTturena k PD-1.
CornacHO HEKOTOPbIM BapUAHTAM OCYLIECTBJIEHUS TPOIOJKUTENIBHOCTD OTBETA HA OMUCAHHBIN B
HACTOSIIIEM JAOKYMEHTe KOHbBbIoraT aHturtena kK TF u jekapCTBEHHOrO CpencTBa U OMUCAHHOE B
HACTOsIIIeM JOKyMeHTe aHTuteno k PD-1 coctaBnisier mo MeHblIel Mepe OKOJIO [1Ba Toja Mnocje
BBEICHUsl OINMCAHHOIO B HACTOSLIEM AOKYMEHTE KOHBIOraTa aHTHTEeJIa U JIEKAPCTBEHHOI'O
CpeACTBa W/WJIM OMUCAHHOTO B HACTOSIIIEM NOKyMeHTe anTuTena Kk PD-1. CornacHO HEKOTOpbIM
BApUAHTaM OCYILECTBIJICHUsI TPOJOJIKUTEIbHOCTD OTBETA HA ONTMCAHHBIN B HACTOALIEM JOKYMEHTE
KoHbloraT anturena K TF u nekapCTBEHHOrO CpeacTBa M OMUCAHHOE B HACTOSILEM JTOKYMEHTE
anturesio k PD-1 cocraBisier mo MeHblIel Mepe OKOJIO TPU rojia Mocje BBEAEHUsI OMTMCAHHOTO B
HACTOSIIIIEM JOKYMEHTE KOHBIOTATa aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA W/UJIM OMHCAHHOIO B
HacTosimeM nokyMmeHte antutena Kk PD-1. CornmacHoO HEKOTOpPBIM BapHaHTaM OCYIIECTBJICHUS
MPOJIOJIKUTESIBHOCTh OTBETA HA OMMCAHHBIN B HACTOSILIIEM TIOKYMEHTE KOHBIOTaT antutena Kk TF
1 JICKAPCTBEHHOT'O CPEACTBA U OMMMCAHHOE B HACTOSALLEM JOKYMeHTe aHTuTeNo K PD-1 cocrasnsier
M0 MEHBIIEH Mepe OKOJIO YEThIPE rofia MOCyie BBEACHUS] ONMMCAHHOTO B HACTOSLIEM JTOKYMEHTE
KOHBIOTATa aHTUTEJIA U JIEKAPCTBEHHOT'O CPEACTBA U/HMITU OMUCAHHOTO B HACTOSIIIEM TOKYMEHTE
antutena k PD-1. CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBICHUS MTPOOKUTEIIbHOCTD OTBETA
Ha ONMCAHHBIA B HACTOSILIEM JOKYMEHTE KOHBIOraT antuTesna K TF u jexkapCcTBEHHOro CpeacTa
1 OMMCAHHOE B HACTOsILIEM NOKyMeHTe aHTuteno Kk PD-1 coctaBisier no MeHblIel Mepe OKOJIO
ISATH JIET MOCJI€ BBEACHHUS OMHCAHHOTO B HACTOSIIEM AOKYMEHTE KOHBIOTaTa aHTUTeNa U
JIEKApPCTBEHHOI'O CPENCTBAa W/WJIM OMHCAHHOTO B HACTOSIIEM JOKyMeHTe aHTutena k PD-1.
CornacHoO HEKOTOPBIM BaPUAHTAM OCYILIECTBIIEHUS MMPOIOJKUTENIBHOCTD OTBETA HAa OMUCAHHBIN B
HACTOSILIEM JAOKYMEHTE KOHBIOraT aHtutena K TF u JekapCTBEHHOrO CpeacTBa U OMUCAHHOE B
HACTOsIIeM JOKyMeHTe aHTuTeno k PD-1 cocrasnser no meHbmein mepe 1 mecsy, no MeHbIIEH

Mepe 2 mecsla, IO MEHbIIEH Mepe 3 Mecsila, 10 MEHbLIeH Mepe 4 MecsAla, N0 MEHbUIEH Mepe
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5 MecsueB, MO MeHbLIeH Mepe 6 MeCsLEB, O MEHbLIEH Mepe 7 MECALEB, MO MEHbIIEH Mepe
8 MecsLeB, O MeHbLIeH Mepe 9 Mecsues, Mo MeHblied Mepe 10 mecsleB, O MeHbLIEH Mepe
11 mecsaues, no MeHblnell mepe 12 mecsAleB, O MEHbLIEH Mepe BOCEMHAALATh MECALEB, MO
MEHBIIEH Mepe ABa roAa, 10 MEHbIIEH Mepe TPU rOAad, MO MEHbLIEH Mepe YeTbIpe rofa UiH Mo
MEHbIIEH Mepe MATh JIET MOCJE€ BBEAEHUS OMMCAHHOIO B HACTOSILIEM OKYMEHTE KOHBIOraTa
aatutena K TF U JekapCTBEHHOrO CpPEACTBA W/WMJIM OMHMCAHHOTO B HACTOSIIIEM JOKYMEHTE
antutena k PD-1. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBICHHS MTPOJOJKUTEbHOCTD OTBETA
HA ONMCAHHBIN B HACTOSILIEM JOKYMEHTE KOHBIOraT antutena K TF U 1exkapCcTBEHHOro CpeacTsa
Y ONHMCAHHOE B HACTOSALIEM TOKYMeHTe aHTuTeNo k PD-1 coctasnsieT no MenbLuel mepe 6 MecsLes
MIOCJI€ BBEAEHHs ONMCAHHOTO B HACTOSIIIEM TOKYMEHTE KOHBIOTAaTa AHTUTENA U JIEKAPCTBEHHOIO
CpeacTBa W/WUJN ONMHMCAHHOTO B HAacToseM JokyMeHTe aHtutena k PD-1. CormacHo HEKOTOPBIM
BapHUaHTaM OCYLIECTBJICHUs POAOJIKUTENIBHOCTD OTBETA HA ONUCAHHBIN B HACTOSILIIEM TIOKYMEHTE
KOHbIOraT antutena Kk TF u jexkapCTBEHHOrO CpeAcTBa U OMUCAHHOE B HACTOSLIEM JOKYMEHTE
antuteno k PD-1 cocraBnser mo MeHbluel Mepe OAMH rOJA IMOCJE BBEIECHHUs OMUCAHHOTO B
HACTOSIIIEM JOKYMEHTE KOHBIOraTa aHTUTeJa U JISKAPCTBEHHOT'O CPEICTBA W/WJIM OMHUCAHHOTO B
HacTosiieM noKymeHTe antutena kK PD-1. CoriacHO HEKOTOpPBIM BapuUaHTaM OCYIIECTBIIEHHS
MPOAOJIKUTEIbHOCTD OTBETA HA ONUCAHHBIA B HACTOSLIEM JOKYMEHTE KOHbIOraT antutena Kk TF
1 JIEKAPCTBEHHOT'O CPEACTBA U OITMCAHHOE B HACTOSAILIEM NOKYMeHTe aHTuTeNno k PD-1 cocrasnser
M0 MEHbLIEH Mepe ABa roja Mocje BBEICHUsI ONMMCAHHOTO B HACTOSIIEM JOKYMEHTE KOHBIOTaTa
AQHTHTEJIA U JIEKAPCTBEHHOTO CPEICTBA W/MIIM OMUCAHHOIO B HACTOSIIEM JOKyMEHTE aHTHTEeNa K
PD-1. CornmacHO HEKOTOpPHIM BapHaHTaM OCYIIECTBJIEHHUS MPONOJDKUTENLHOCTh OTBETa Ha
ONMUCAHHBIN B HACTOSALLEM JOKYMEHTE KOHbIOraT aHTuTena K TF U JekapCTBEHHOro CpeAcTBa U
ONMMCAHHOE B HACTOALLEM NOKyMeHTe aHTutesio k PD-1 cocrasisier mo MeHblIelH Mepe TpU roga
MOCJI€ BBEJEHUS OMHMCAHHOTO B HACTOSIIIEM JIOKYMEHTE KOHBIOTaTa AHTUTENA U JIEKAPCTBEHHOTO
CpPEeACTBA W/WJIH OMUCAHHOTO B HACTOSIIEM NOKyMeHTe anTuTena k PD-1. CoriacHO HEKOTOphIM
BapUaHTaM OCYLIECTBJICHUS MPOAOJIKUTEIBHOCTD OTBETA HA OMUCAHHBIN B HACTOSILIIEM IOKYMEHTE
KOHbIOTaT anturena K TF u jekapCTBEHHOrO CpeacTBa M OMUCAHHOE B HACTOSLIEM JTOKYMEHTE
antuteno k PD-1 cocraBnser mo mMeHblIel Mepe 4eTblpe rojia nocje BBEAEHUs ONHUCAHHOIO B
HACTOSIIIIEM JOKYMEHTE KOHBIOTATa aHTUTENA U JISKAPCTBEHHOT'O CPEACTBA W/UJIM OMHMCAHHOTO B
HacTosimeM nokyMmeHte antutena K PD-1. CornmacHo HEKOTOpPBIM BapHaHTaM OCYIIECTBJICHUS
MPOJIOJIKUTEJILHOCTh OTBETA HA OMMCAHHBIN B HACTOSILIIEM JTOKYMEHTE KOHBIOTAaT aHtutena K TF
1 JICKAPCTBEHHOT'O CPEACTBA U OMMCAHHOE B HACTOSALLEM JOKYMEHTE aHTUTeNo K PD-1 cocraBnser
M0 MEHBLIEH Mepe IMATh JIET MOCJE BBEICHUs] OMMCAHHOIO B HACTOSILIEM AOKYMEHTE KOHBIOraTa
AQHTHTENIA U JIEKAPCTBEHHOTO CPEICTBA W/MIIM OMUCAHHOTO B HACTOSIIEM JTOKyMEHTE aHTHTENa K

PD-1. CornacHo HEKOTOpPBIM BapHaHTaM OCYIIECTBIEHUS MPOIOJIKUTENBHOCTh OTBETA U3MEPSIOT
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1ocje BBEAEHUS OIMCAHHOTO B HACTOSINEM JOKYMEHTe KOHbIorata aHturena k TF u
JIEKapCTBEHHOI'O CPENICTBA U OMMCAHHOTO B HAcTosIIEM AokyMeHTe aHTuTena k PD-1. Cornacuo
HEKOTOPBIM BapUaHTaM OCYILECTBIIEHHs MPOJOJIKUTENBHOCTh OTBETA U3MEPSIOT M1OCIIE BBEACHMUS
OMUCAHHOIO B HACTOSIIEM JAOKYMEHTe KOHBbIorata aHtutena kK TF U JekapCcTBEHHOIO CpeNCTBa.
CornacHoO HEKOTOPBIM BapUaHTaM OCYLIECTBJICHUs IPOAOKUTEIbHOCTD OTBETA U3MEPSIIOT MOCe
BBEIEHUs OMHMCAHHOIO B HACTOSILIIEM JOKYMEHTE aHTurena k PD-1.

F. Heowcenamenvnvie aenenus

[0200] CormacHo OmHOMY acHeKTy CIOCOO JiedeHHs! paka (HampuMmep, paka MOJIOYHOMH
JKeNe3bl WIN paka MIEeHKd MaTKH) C WUCHOJb30BAHWEM ONMCAHHBIX B HACTOALIEM AOKYMEHTE
KOHBIOraToB aHTHTeNa K TF MM ero aHTUIreHCBS3BIBAIOLIEr0 (parMeHTa U JIEKapCTBEHHOT'O
CpencTBa W ONMCAaHHOIO B  HACTOSALIEM JOKyMeHTe aHturena k PD-1 wmm  ero
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa OOyClaBIMBAaeT pa3BUTHE y cyOBeKTa OgHOro wiu Ooinee
HeXeJaTeNNbHBIX sBJIeHUH. COrIaCHO HEKOTOPBIM BapHAHTAM OCYLIECTBJICHUS] CYOBEKTY BBOIST
JOTIOJIHUTENNBHOE TEPANEeBTUYECKOE CPEACTBO [JIsl YCTPAHEHMs] WM CHUXKEHHUS TSDKECTU
HeXeJaTenbHOro siBieHuss. CorlacHO HEKOTOPhIM BapHUaHTaM OCYLIECTBJIEHUS] OMHO Wiu Oosee
Pa3sBUBAIOIIMXCS Y CyOBEKTa HEXENaTeIbHbIX SIBJICHUH NMPENCTABIAIOT COOOH aHeMuro, 0oJb B
JKMBOTE, KPOBOTE€YEHHUE, TUNIEPTUPEO3, TUIIOTUPEO3, THIOKATMEMHUIO, TUIIOHATPUEMHIO, HOCOBOE
KPOBOTEYEHHE, YTOMIISIEMOCTb, TOIIHOTY, AJOMNELMI0, KOHBIOHKTUBUT, KE€PATHUT, U3bSI3BJICHUE
KOHBIOHKTHUBBI, 3a110p, CHIDKEHHBIH amleTUuT, TUapero, PBOTY, epuepuIecKyro HEBPOIATHIO HITH
oluree yxymameHue GU3MYECKOro 310POBbs WK JFOOYI0 MX KoMOWHaNM0. COrlacHO HEKOTOPBIM
BapUAHTAM OCYINECTBJICHUS] OOHO WM Oojiee HEKEeNaTeNbHBIX SIBJICHUI MPEICTaBISIOT COOOH
He)XkenaTenbHOoe siBjieHue 1 cremeHu wiu  Bbime. (COrylacHO HEKOTOPBIM — BapHaHTaM
OCYLIECTBJICHHSI OTHO WK O0Jiee HeXKENATENbHBIX SIBJICHHUN MPEICTABIISIOT COOOM HEeXeNaTeIbHOe
siBlIeHHe 2 cTeneHW uiu Bbiile. COrNIaCHO HEKOTOPBIM BapHaHTaM OCYILECTBJICHUs OJHO WU
Ooee HeXeNaTeNbHBIX SBJICHUH MPENCTABJISIOT COOOH HeKeIaTeNnbHOe SBJICHUE 3 CTENCHU TN
Boilie. COrIacHO HEKOTOPHIM BapHaHTaM OCYINECTBJICHHS OOHO WM Oojiee HeKeIaTeTbHbIX
SIBJICHHH TIPENCTABJISIOT COOOW HexenarenbHOe siBjeHue | crenmeHn. COrNIaCHO HEKOTOPHIM
BapUAHTAM OCYINECTBJICHUS] OOHO WM Oojiee HEKENATENbHBIX SIBJICHUI MPENCTAaBISIOT COOOH
He)kenaTenbHoe siBjieHHe 2 creneHu. CoriacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUS OHO UIH
Ooyee HeXeNaTeNbHBIX SIBIEHUI TNPENCTABISIOT COOOH HEXeNaTelbHOEe SIBJIEHUE 3 CTENeHH.
CornacHO HEKOTOpPBIM BapHaHTAM OCYIIECTBJICHHUS OOHO WM Oojiee HeXeNaTeNbHbIX SBICHUN
NPEACTABISIIOT cO00M HekenarenbHoe siBieHHe 4 creneHd. COracHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIICHUsT OOHO WM OoJiee HEKEJIATEeNbHBbIX SIBICHHH IMPENCTABISIOT COOOH cepbhe3HOoe
HekenatenbHoe siBieHne. COrjlacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHHS OHO WM Ooee

HEKeJIaTeJIbHBIX SBJICHUN NpeaACTaBIAOT coboit KOHBIOHKTHUBHUT, U3BA3BJIICHUC KOHBIOHKTUBBI
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WWIN KEepaTuT, U JOIMOJHUTENbHOE TEPANEeBTUUYECKOE CPEACTBO TMPEACTABISAET COOOH
CMa3bIBAIOIIME TJIa3HbIE KAaruld 0€3 KOHCEPBAHTOB, COCYJOCY)KHMBAIOLIEE CPEACTBO IJIsI TJIa3,
AaHTUOMOTHK, COZEpIKAIlNe CTEPOUIBI TNIa3HbIe KAIUIH WM JIFOOy0 ux komOuHaimo. CoriacHo
HEKOTOPHIM BapHaHTAM OCYINECTBJIIGHHS ONHO WM 0Oojiee HEKeNaTeNbHbIX SBJICHUHN
NPENCTABISIIOT  COOOH  KOHBIOHKTHUBHUT, H3bS3BJICHHE KOHBIOHKTHUBBI M KEPaTUT, W
JOTIOJTHUTENBHOE TEPANEBTHUECKOE CPEACTBO MPEACTaBIsIET COOOH CMa3bIBAIOIINE TJIa3HbIE
Karu Oe3 KOHCEPBAHTOB, COCYIOCYKMBAIOIIEe CPEACTBO JUIA IJ1a3, aHTHOUOTHK, CONEprKaline
CTepouabl IJIa3Hble KAl WK JIIOOy ux koMOmHauuio. COryacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBIIEHHsI OJTHO HJIH OOJIee HeXKeNaTeNIbHbIX SIBJICHUH MPECTABISAIOT COOOH KOHBIOHKTUBUT
U KepaTUT, U JOTIOJIHUTEIbHOE TEPANEBTHUECKOE CPEACTBO MPECTABISET COOOH CMa3bIBAIOIINE
rJasHble Karuim Oe3 KOHCEPBAHTOB, COCYIOCY)KHMBAIOLIEE CPENCTBO MJs IJa3, aHTHOHOTHK,
cozeprKale CTepPOHIbl IJIa3Hble KAl MM JIO0YI0 MX KoMOuHaumioo. COrllacHO HEKOTOPBIM
BApUAHTAM OCYIIECTBJICHHUsS] OIHO WM OOJiee HEKeNaTeNbHBIX SIBICHUH MPEACTaBISIOT COOOH
KOHBIOHKTUBUT, U JIOTIOJIHUTEIbHOE TEPaNeBTHYECKOe CPEACTBO IPEACTaBiIsieT coOoi
CMa3bIBAIOLIME TJIa3HbIE KAl Oe3 KOHCEPBAHTOB, COCYAOCY)KHBAIOLIEEe CPEICTBO U TJIas,
aHTUOMOTHK, CONEepIKAIINe CTePOHIbI INIa3Hble KAIIM WK JI0yo ux KoMOuHarmio. CornacHo
HEKOTOPbIM BapMaHTaM OCYLIECTBJICHUs OAHO MM OoJiee HEXKEeNATeJNbHbIX SIBJICHUM
NPEACTABJSIIOT COOOM KEepaTHUT, M JIOMOJHUTENBHOE TePAreBTUYECKOE CPENCTBO IMPENCTABIISET
cobol cMa3bIBarOIIKE TJIA3HbIE Karjii Oe3 KOHCEPBAHTOB, COCYIOCYKHBAIOIIEE CPEICTBO IS
rja3, aHTHUOMOTHK, COJEep KAlUe CTEPOMIbl INIAa3Hble KAIUIM MM JIIOOYIH0 WX KOMOHWHALMIO.
CornacHo HEKOTOPBIM M3 JIOOBIX BAPHUAHTOB OCYINECTBJICHUS, MPEACTABICHHBIX B HACTOSILIEM
IOKYMEHTe, Ui CyOBEeKTa NPUMEHSIOT CpPEACTBO [UIA JICYEHHS C JOMOJHUTEIbHBIM
TEPANEBTHUECKUM CPEICTBOM C LENIbI0 YCTPAHEHHs] WJIM CHIDKCHHS TSDKECTH HEXKENATEeIbHOTO
sIBJIEHUS (HAITpUMep, KOHBIOHKTUBUTA, U3bS3BJICHUS KOHBIOHKTUBBI W/win kepartuta). CoracHo
HEKOTOPbIM BapUAHTAM OCYINECTBJIIEHUS CPEIACTBO Ui JIEYCHUS TMPENCTABISET COOOH
OXJIAKIAIOIIMe TOonymedku s a3 (Hampumep, macky minsi ria3 THERA PEARL wwm
nopgoOHyro eii). CoriacHO HEKOTOPbIM BapHUaHTaM OCYINECTBJICHHS ONHO WIH OoJjee
HEKEJIATENIbHBIX SIBJICHUH TPENCTaBISIOT COOOH pEeUMAMBHYIO WHQY3HMOHHYIO PEaKIHio, MU
JOTOJHATEIBHOE TEPANIEBTHUECKOE CPENICTBO MPEACTABISIET COOOH aHTUTUCTAMUHHBIN MPETapar,
aneraMuHO(peH 1/ WiH KopTukoctepoua. CoriacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHUS OTHO
win OoJiee HeXeNaTeIbHBIX SIBJICHUH MPEACTaBIIOT COOOH HEHTPOINEHHIO, U OMOJHUTENbHOE
TEPANeBTHUECKOE CPEIACTBO MPEACTaBIsieT coOoi pakTop pocTa B KayeCcTBE MOAACPIKUBAIOLIECH
teparun  (G-CSF). CornmacHO HEKOTOpBIM BapHaHTaM OCYINECTBIEHUS OIHO WIH Oolee
HEKEJIATENIbHBIX SIBJICHUI MPEACTaBIAIOT COOOH THIEPTHPEO3, U JOMOJIHUTENIBHOE CPEICTBO

npeAcTaBisieT coO00H HeceNeKTUBHbIE OeTa-aApeHOO0I0KaTOPhl (HampuMep, MPOMPAHOJION) HITH
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TroHamMubl. COrTacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIIEHHS OJTHO HJTH OOJIee HeXKelaTeIbHBIX
SIBJICHUH MPEACTABISIFOT COOOM TMIIOTHPEO3, M JOMOIHUTEIBPHOE CPECTBO MPEACTABISET COOOH
TOPMOH, 3aMeINAOINN HEXBATKY T'OPMOHOB IIUTOBHUIHOHN >Keie3bl (HampuMep, JIEBOTUPOKCHH
WIN JIAOTUPOHUH).

[0201] CormacHO oOmHOMY acrekTy CcyOBeKT, KOTOpPOro JjedaT ¢ HCIOJb30BaHUEM
OIMHCAaHHBIX B HaCTOALIEM AOKYMEHTEC KOHBIOIaTOB aHTHUTEIIa K TF HJIN €ero
AHTHUI'€CHCBA3BIBAOLICIO @parMeHTa U JICKAPCTBECHHOI'O CPCACTBA W OIMHMCAHHBIX B HACTOALICM
nokymeHte aHturena k PD-1 wnm ero aHTUreHCBSA3BIBAIOIIEro (parMeHTa, MOJABEPIKEH PHCKY
pa3sBUTHA OAHOI'O WA Oosnee HexenaTeNbHbIX sBiaeHuii. CoriacHo HEKOTOPbIM BapHaHTaM
OCYLIECTBIIEHUsT CyOBEKTY BBOAST JOINOJIHUTENBPHOE TEPAaNeBTUYECKOe CPEACTBO IS
NpeaynpeKaACHUA pa3BUTHUA HCEXKCIATCIbHOIO  ABJICHUA WKW AJisI  CHUXXCHUA  TSXKECTU
HeXeJaTenbHOro siBieHus. COrlacHO HEeKOTOPhIM BapHaHTaM OCYLIECTBJICHHUS] OMHO Wiu Oosee
HEXeJIATeNIbHBIX SIBICHUI, PUCKY Pa3BUTHSI KOTOPBIX MMOJBEPKEH CYOBEKT, MPEACTABIAIOT COOOH
aHeMHio, 0OJb B OKMBOTE, KpPOBOTEYEHHE, THIIEPTUPEO3, THIOTHUPEO3, TUIIOKAIHEMHIO,
TUIIOHATPUEMHUIO, HOCOBOE KPOBOTEYEHHE, YTOMIIAEMOCTbD, TOLIHOTY, aJIONELIUI0, KOHBIOHKTUBHT,
KEePaTUT, U3bSA3BJICHUE KOHBIOHKTHUBBI, 3aloOp, CHIDKCHHBIM amleTUuT, Juapero, pBOTY,
nepudepuIecKyr0 HEBPOIIATHIO WM ollIee yxyaieHne (pUu3n4eckoro 310pOBbs HITH JFOOYI0 UX
komOnHaimio. CorylacHO HEKOTOPBIM — BapHaHTaM OCYINECTBIEHHS OAHO win  Oouee
HEXKeIaTEJIbHBIX SIBJICHUH npeaAcCTaBJIAOT cO00I1 HeXKeNaTeNbHOE SIBJIEHUE | CTENEHN WU BBILIE.
CornacHO HEKOTOpPBIM BapHUAHTAM OCYIIECTBJICHUS OTHO WM Oojiee HeXXeJlaTeJbHbIX SBICHUHN
NPEACTABISIIOT COOOH HeXeNarelbHOe sIBJIeHHe 2 CTerneHu wiu Bhie. COrjacHO HEKOTOPBIM
BapUAHTAM OCYINECTBJICHUS] OTHO WM Oojiee HEKEeNaTeNbHBIX SIBJICHUI MPEICTaBISIOT COOOH
HEeXXeNlaTelbHOe siBjleHue 3 creneHHM wid Bbime. (COracHO HEKOTOPbIM —BapHaHTaM
OCYLIECTBIICHHS OTHO UJIH OOJiee HeXKeNaTENbHBIX SIBJICHHUH MPEICTABISIOT COOOH HEeXeNaTeIbHOe
sprneare 1 crerneHu. COrylaCHO HEKOTOPbIM BapUAHTAM OCYIIECTBJIEHUS OJHO WIH Ooiee
HE’KEJIATeNIbHBIX SBJICHUH NMPEACTaBISIIOT COOON HekenaTenbHoe siBjieHue 2 crenenu. CoracHo
HEKOTOPBIM  BapHaHTaM OCYIIECTBJICHUA OAHO WA Oojlee HEXKENATENbHBIX  SIBJIIEHUH
NPEACTABISIIOT cO00H HekenarenbHoe siBieHne 3 creneHd. COriacHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIICHHS OTHO WK O0Jiee HEXKENATENbHBIX SBJICHHUN MPEICTABIISIOT COOOH HEeXeNaTeIbHOe
sprneane 4 crerneHu. COrylaCHO HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHHS OJHO WIH Oolee
HE’KEJIATENIbHBIX SIBJICHUH MPEICTABISIIOT COOOM Cepbe3Hoe HekenarenbHoe siBjeHne. CormacHo
HEKOTOPBIM  BapuaHTaM OCYLIECTBJICHUA OAHO WA Oojlee HEXKENATENbHBIX  SIBJIEHUH
NnpeACTaBIAOT coboi KOHBIOHKTHUBUT, MH3BA3BICHUE KOHBIOHKTHBBI 150050051 KepaTtut, U
JOTOJHATENBHOE CPENCTBO TMPEACTaBIsieT Co0O CMasblBalOIUE TIJIa3HblE Karik — Oe3

KOHCEPBAHTOB, COCYAOCYKHMBAKOIICE CPEACTBO AJIA TJias, aHTI/I6I/IOTI/IK, coAcpKamue CTCPpOUIbI
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IJ1a3HbIe Karui Wi JiFoOyro ux koMOuHaimio. COrjiacHO HEKOTOPbIM BApUAHTAM OCY LIIECTBIICHHS
OIHO WM OOJiee HeXKeNaTeNbHBIX SIBJICHUH MPENCTABISIOT COOOH KOHBIOHKTUBUT U KEPATHT, U
JOTIOJTHATENBHOE CPEINCTBO MPEACTaBIsieT COo0OM CMasbIBalOIUE TIJIa3HblE Karik — Oe3
KOHCEPBAHTOB, COCYIOCYKHBAIOLIEE CPENCTBO JJIS IJ1a3, aHTUOMOTHK, COIEPIKAIINe CTEPOUIBI
TJIa3HbIe Karuy Wi JIFoOyIo ux koMOuHaimio. COrjiacHO HEKOTOPbIM BapHAHTAM OCYLIIECTBIICHHS
onHO wiM OoJjiee HEKENaTeNbHbIX SIBJICHHH MPEACTaBISIOT COOOH KOHBIOHKTUBHT, |
JOTIOJTHUTENBHOE CPEACTBO MPEACTaBIsieT COoOOH CMasblBalOIIUe TIJIa3Hble Kariak Oe3
KOHCEPBAHTOB, COCYIOCYKMBAIOIIEE CPENCTBO JJIS IJ1a3, aHTUOMOTHK, COZIEpIKAalNe CTEPOUBI
IJIa3HbIEe Karuy Wi JFoOyro ux koMOuHarmio. COrjlacHO HEKOTOPbIM BapHUAHTAM OCYLIIECTBICHHS
onHO wiu Ooniee HeXeNaTeNbHBIX SIBJICHUH MPEACTABISIOT COOOM KepaTUT, U JOMOJHUTEIbHOE
CPEACTBO TpeAacTaBsieT co0Oil  CMas3plBalOIIME TIJa3Hble Karud ©0e3 KOHCEpPBAHTOB,
COCYAOCYKMBAIOIIEe CPENCTBO AJISI IJ1a3, aHTUOMOTHUK, COZEPIKALINe CTEPOUIbI IJIa3HbIe KaTUlH
win o0y nx komOuHanmio. COrjgacHO HEKOTOPBIM U3 JIFOOBIX BAapUAHTOB OCYINECTBIICHUS,
NPENCTABJIEHHBIX B HACTOSIIEM IOKYMEHTE, ISl CyObeKTa MPUMEHSFOT CPEICTBO AJIS JICYEHUSI C
JOMNOJHUTEIbHBIM ~ TEPANEBTUYECKUM CPEICTBOM C LEJNbI0 NPERyNpPEXKIeHHs Pa3BHTHS
HEXEJaTeIbHOTO SIBJICHUS] WM C LEJNbI0 CHIDKEHUS TSDKECTH HEeXKEeNATeNbHOTO SIBICHHS
(HanpuMep, KOHBIOHKTHBUTA, W3BSI3BICHHS KOHBIOHKTHBbI W/min keparuta). CoriacHo
HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHUS CPEACTBO JUIs JIEUEHHs MpeACTaBisieT CcoOou
OXJIXKJAIOLINE TOAYIIeYKH Juis Ta3 (Hampumep, macky miasi a3 THERA PEARL wim
nofgoOHyro eii). CoryiacHO HEKOTOPbIM BapUaHTAM OCYIIECTBJICHHS ONHO MM OoJee
HEKeJIaTeIbHBIX SIBJIEHUH MPEACTaBJISIOT COOOH pPEeLUINBHYIO HH(Y3HOHHYIO PEaKLHUIo, |
IOTIOJIHUTEIbHOE CPEACTBO MPENCTABIIsIET COO0I aHTUTMCTAMHHHBIN Mpernapar, areraMuHodeH
w/wn koptukoctepoua. COrlaCHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHHUs OTHO WM Oosee
HEKeJIaTeNIbHbIX SIBJICHUH MPeNCTaBJISIFOT COOOH HEHTPOMEHHIO, U JOMONHUTENBHOE CPEICTBO
npexacrasisier codoit gaxkTop pocra B kauectse nopnepxusatoeii repamu (G-CSF). Cornacuo
HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs OIHO MM OoJiee HEXKEeNATeNbHbIX SIBJICHUM
NPEACTABISIIOT COOOH TUNEepTHUPe03, M IOMOJHUTENIBHOE CPENCTBO TPENCTABISAET COOOH
HeCeJIeKTUBHbIE OeTa-aapeHOOIOKaTOPhI (HATpUMep, TIPOMPAHOJION) Wik THOHaMHbI. CoriacHO
HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHUs OIHO WM OoJiee HEXKENATeNbHbIX SIBJICHUI
NPEACTABISIIOT COOOH TMIOTHPEO3, U AOMOJHHUTEIBHOE CPENCTBO MPEACTABISIET COO0 rOPMOH,
3aMEIIAOIUii HEeXBATKY TOPMOHOB LIMTOBHOHOHN >keie3bl (Hampumep, JIEBOTHPOKCHUH HIIH
JVOTHPOHUH).

V. KOMIIO3U 1IN

[0202] CornacHo HEKOTOPBIM acleKTaM B HACTOSIILEM JAOKYMEHTE TaK)Ke MPECTaBJICHbI

KOMOO3UIMK (HampuMmep, (papMaleBTUYECKHE KOMIIO3UIMH W TEPANeBTUUECKHE COCTaBbI),
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copeprkalre J000e U3 OMMCAHHBIX B HACTOSIIEM JOKYMEHTE KOHBIOraToB aHtutena kK TF wmu
€ro aHTUTEHCBS3BIBAIOINEr0 (parMeHTa W JIEKAPCTBEHHOTO CPEIACTBa W/WIIM OIHMCAHHBIX B
HACTOSIIIEM JOKYMeHTe aHTHTeNa K PD-1 min ero aHTUreHeBS3bIBAIO LMK (PparMEeHTOB.

[0203] TepaneBTHUeCKHE€ COCTAaBbl C BO3MOXKHOCTBIO XPAHEHHS MOJYYarOT NyTeEM
CMELINBAHNUSA AKTHBHOTO HHIpenueHTa TpeOyeMOil CTENeHH YHCTOTHI C HeoOs3aTeNbHBIMU
(dapManeBTUYECKH TPUEMJIEMbIMH  HOCHTEJISIMH, BCIIOMOTATENIbHBIMH  BEIIECTBAMU  WJIU
crabmnuzaropamu (Remington: The Science and Practice of Pharmacy, 20-e u3nanue, Lippincott
Williams & Wiklins, Pub., Gennaro Ed., Philadelphia, Pa. 2000).

[0204] Ilpuemnemble HOCHUTENH, BCIOMOTATENbHbIE BEIECTBA WM CTAOUIIM3AaTOPBI
HETOKCHYHBI Ul PELMIIMEHTOB B MCIOJIBb3YEMbIX AO3MPOBKAX U KOHLEHTPALUAX, U BKIOYAIOT
Oydepbl, AHTHOKCHUAAHTHI, BKJIOYas aCKOPOMHOBYIO KHCIOTY, METHOHHUH, BHUTaMHH E,
MeTabuCynb(UT HATPUsl, KOHCEPBAHTbI, M30TOHUPYIOLIME N00aBKa, CTAaOMIM3AaTOPBI, METaJlI-
KOMILJIEKChI (HampUMep, KOMILIEKChl Zn-0eNioK);, XenaTHpYIoLIue cpenacTsa, Takue kak EDTA,
W/ W HEMOHOTE€HHbIE TOBEPXHOCTHO-aKTHBHBIE BELIECTBA.

[0205] bydepsl MoXHO mpuMeHATH 1yl KOHTpons pH B amanmasoHe, KOTOpBIi
obecrieuynBaeT ONTUMH3ALHUIO TEPAIeBTUYECKON 3P (PEKTHBHOCTH, OCOOEHHO eCii CTaOMIIbHOCTD
asisiercst pH-3aBucumoii. bydepsl MOryT mpucyTcTBOBaTh B KOHLEHTPALUSX B JHANA30HE OT
okojo 50 MM nmo okosno 250 MM. Tlogxonsimme OydepHble CpencTBa s NMPUMEHEHHs C
HACTOSIIIUM M300pEeTEHHEeM BKIIOYAIOT KaK OPraHUYeCKHe, TaK M HEOPTaHUYEeCKHEe KUCIOThI U UX
conmu. Hanpuwmep, uurpar, gocdar, cykuunar, TapTpar, ¢pymMmapar, IJIFOKOHAT, OKCalaT, JIAKTaT,
aunerar. Kpome Toro, Oydepbl MOTYT COCTOSTh W3 THCTUAMHA U COJIEH TPUMETHJIAMHHA, KAk,
HarpuMmep, TpUC.

[0206] [lnst mpenynpeskaeHus pocTa MEKPOOPTaHU3MOB MOKHO 100ABJISITh KOHCEPBAHTBI,
U, KaKk MPaBUJIO, OHU MPHUCYTCTBYIOT B KOHILIEHTpaUMH B auamna3zoHe or okono 0,2% nmo 1,0%
(macca/obbem). IMomxonsiue KOHCEPBAHTHI IJIsi MPUMEHEHHUS C HACTOSIIMM H300peTeHUEM
BKJIFOYAIOT XJIOPHJ OKTAACHMIIMMETIIIOCH3MIIAMMOHHMS, XJIOPUJA TeKCAMETOHUS; TaJIOTCHHIBI
OeH3aNKOHUs (HampuMmep, XJIOpUA, Opomua, HOmWA), XJIOpUA OEH3ETOHHS, TUMEpOcal, (eHOI,
OyTHIIOBBIN MM OSH3WJIOBBIN CIHPT;, aJKWINApaOeHbl, TaKue KaK METHJI- WIH IpornuimnapadeH,
KaTeXoJI, pe30PLMH; LIUKJIOTeKCaHOI; 3-MIeHTAHOJ U M-Kpe30J1.

[0207] CpencTaa, peryjJupyromue  TOHUYHOCTD, UHOTJA  U3BECTHBIE Kak
«CTaOMIM3aTOPbY, MOTYT MPHCYTCTBOBATH MJISI PETYJSIUUH WIH TOAJNEPKaHUS TOHUYHOCTH
KUJKOCTH B KOMIIO3UIIMH. B ciiydae mpuMeHeHuUs ¢ KPYIHBIMHU 3apPsDKEHHBIMHA OHOMOJIEKYJIAMH,
TAKUMH KaK O€JIKH U aHTUTEJa, OHU 3a4aCTYI0 Ha3bIBAIOTCS «CTAOUIM3aTOPAMIY, IOCKOJIBKY OHU
MOTYT B3aUMOJEHCTBOBATh C 3aPsUKEHHBIMH TPYIIaMUA OOKOBBIX LETed aMUHOKHCIIOT, 3a CUET

qero obecneunBaeTcst YMCHbBIICHUEC BO3MOXXHOCTH MEXK- u BHYTPUMOJICKYJIAPHBIX
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B3anmMoneicTeuil. CpencTsa, peryJupyroiue TOHUYHOCTb, MOTYT MPHUCYTCTBOBATH B JIFOOOM
KOJIM4eCTBE B quamna3one ot okoso 0,1% no okono 25% mo Becy wiu ot okono 1% no okono 5%
MO BECYy, C YYETOM OTHOCHUTENbHBIX KOJUYECTB NPYrHX WHTrpeaneHTOB. COrlacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJIEHUS CPENCTBA, PETYIMPYIOIIHE TOHUIHOCTh, BKIFOYAIOT MHOTOATOMHBIE
CaxapoCIUPThI, TPEXaTOMHBIC WJIH BBILIE CAXapOCIUPTHI, TAKUE KaK MIULEPHH, SPUTPUT, apadur,
KCUJIUT, COPOUT U MaHHWUT.

[0208] lononHUTENbHBIE BCIIOMOIATEIbHBIE BELIECTBA BKJIKOYAIOT CPEACTBA, KOTOPBIE
MOTYT CIYXUTh OOHUM Wi Oosiee u3 cienyroumx: (1) obpemooOpasyromue cpencrsa, (2)
yCHWIUTeNn pacTBopuMocTd, (3) crabunmusatopel u (4) cpencTsa, NPeIOTBpALIAIOIINE
NeHATypaLHI0 WIM MPWINIAHUE K CTeHKEe KOHTelHepa. Takue BCIOMOraTejbHble BEIECTBa
BKJIFOYAIOT: MHOTOATOMHBIE CaXapOCIUPTHI (ITEPEUUCTICHHBIE BBIIIE); AMUHOKHCIIOTHI, TAKHUE KaK
QJAHWUH, TJIMLUH, TJIYTaMUH, aclapardH, TUCTUAWH, apTUHUH, JM3UH, OPHUTHH, JeHIWH, 2-
(deHnnanaHuH, TIyTaMUHOBAsT KHCIOTA, TPEOHHUH U T. [I., caXapa WM CaXxapOoCHHUPThI, TAKUE Kak
caxaposa, JIAKTO3a, JIAKTUT, TPerajo3a, CTaxuo3a, MaHHO3a, copbo3a, Kcuio3a, pudos3a, pudur,
MHOWHH3UTO33, MHOWHO3HT, TajakTo3a, TaJaKTHUT, TJIMLEPUH, LHUKJIUTHI (HAIpUMEpP, WHO3UT),
NOJMATUIIEHTJINKOJIb, CEPOCOAep Kalliie BOCCTAHABIMUBAIOLINE CPEACTBA, TAKHE KAaK MOYEBHHA,
IJIyTATUOH, JIUTNIOEBast KUCJIOTA, THOTJIMKOJSAT HATPUs, THOMVIULIEPUH, a-MOHOTHOTJMLEPUH U
THOCYNIb(AT HATPHUS, HU3KOMOJIEKYJISIpHbIE O€JKH, Takue KakK ChIBOPOTOUHBIH albOyMHUH
YeyioBeKa, OBbIMUH ChIBOPOTOYHBIN ajJbOyMUH, JKEJaTHH WM JOPYrde HMMYHOTJIOOYIJIHHBI,
ruapoUIIbHbIE TOJUMEPBI, TaKHe KaK MMOJUBUHUJIMHPPOIUIOH, MOHOCAXapuabl (Hampumep,
KCUJI03a, MaHHO3a, (PYKTO3a, TJIFOK03a); AUcaXapusl (HAPUMED, JIAKTO3a, MAJIbT03a, Caxapo3a),
TpUCaxapubl, TaKHe Kak paduHO3a; U MOJMCAXAPUIbI, TAKUE KaK TEKCTPUH UJTH IEKCTPaH.

[0209] HeunoHoreHHble MOBEPXHOCTHO-aKTUBHBIE BEINECTBA WJIM JETEPreHThl (TaKKe
U3BECTHbIE KaK «CMa4yWBAIOIIHME CPEACTBa») MOTYT MPUCYTCTBOBATH JJIsI CONEHCTBUS
PaCTBOPEHHIO TEPAIIEBTUYECKOIO CPEICTBA, & TAKXKE JJIsl 3AIIHUThI TEPAEBTUUECKOro Oeka oT
WHIYIUPOBAHHOW MepeMeIINBaHNEM arperaiui, 4T0O TaKKe MO3BOJISIET MpernapaTy MoABepraThCs
CIBUTOBOMY HAMpPSDKEHUIO B TIOBEPXHOCTHOM CJIOE€, HE BBI3bIBASI JEHATYpallMH AaKTUBHOTO
TepaneBTHUECKOro Oejka WM aHTHTeNna. HemoHOreHHbIE MOBEPXHOCTHO-AaKTUBHBIC BELIECTBA
NPUCYTCTBYIOT B KOHIIEHTPALUHU B AuanazoHe ot okono 0,05 mr/mn 1o okono 1,0 mr/mi wnm ot
okoio 0,07 mr/mn o okono 0,2 mr/mi. CoriacHO HEKOTOPBIM BapHAHTAM OCYINECTBJICHUS
HEHOHOT€HHbIE TTOBEPXHOCTHO-aKTHBHBIE BEIIECTBA MPUCYTCTBYIOT B KOHIIEHTPALIUU B TUANIA30HE
ot 0k0:10 0,001% 1m0 oxoio 0,1% macca/oobeM, miu ot 0koJ10 0,01% 10 okono 0,1% macca/o0beMm,
unu ot okosio 0,01% mo okoso 0,025% macca/odbem.

[0210] IloaxonsAimne HEUMOHOTE€HHbIE MNOBEPXHOCTHO-AKTUBHBIE BEIIECTBA BKJIKOYAIOT

nojiucopbarer (20, 40, 60, 65, 80 u T. a.), monokcamepsl (184, 188 wm T. 1), MONHOJBI
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PLURONIC®, TRITON®, mpoctsie MoHO3¢upbl noinokcusTuiercoponrasa (TWEEN®-20,
TWEEN®-80 wu T x.), maypomakporon 400, mommokcun 40 creapaT, NOJHOKCHITHIICH-
TUAPOTEeHU3UPOBaHHOE kKacToposoe Macio 10, 50 u 60, MOHOCTEapaT rMIeprHa, CIOXKHBIH 3G up
caxapo3bl M SKUPHOH KHCIOTBI, METHJILEIUIFOJIO3Y M KapOOKCHUMETHIILEIUTION03Y. AHHOHHBIE
JETEePreHThl, KOTOpPble MOXHO NPUMEHSTh, BKIOYAIOT JaypwicyibdaT HaTpusi, AMOKTHII
Cynb(OCYKIMHAT HATPUS U JUOKTHI Cysib(poHAT HaTpus. KaTHOHHBIE NETEPreHThl BKIIOYAOT
XJIOpUA OSH3AIKOHMSI WU XJIOPU OEH3ETOHUS.

[0211] CocraBpl, copep Kalye OMMCAHHBIN B HACTOSLIEM JOKYMEHTE KOHBIOTAT Ha OCHOBE
antutena Kk TF i npuMeHeHus B ciocodax JIedeHys1, MPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE,
ormcanbl B W0O2015/075201. CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHs ONMCAHHBINA B
HACTOsIIEM NOKYMEHTE KOHBIOTraT aHturena K TF M JekapCTBEHHOro CpeAcTBa HaXOOUTCS B
COCTaBe, COAeprKallleM KOHBIOraT aHturena K TF U JeKapCTBEHHOrO CpEeACTBAa, TMCTHUUH,
caxaposy u D-mannut, npuuem coctas umeet pH okono 6,0. CornacHo HEKOTOPBIM BapUaHTaAM
OCYILECTBJICHUs] ONUCAHHBIM B HACTOSAIEM JOKYMEHTe KOHbrorar anturena k TF wu
JIEKapCTBEHHOI'O CPEACTBAa HAXOAMUTCS B COCTaBe, CoaepxkauleM KoHbroraT aHtutena k TF u
JIEKaPCTBEHHOT'O CPEJCTBA B KOHLEHTPALMH OKOJIO 10 MI/mil, THCTHIUH B KOHLIEHTPALUH OKOJIO
30 MM, caxapo3y B kOHLeHTpauuu okojo 88 MM, D-MaHHUT B KOHLIEHTpaLuu OKosuo 165 MM,
npudem coctaB umeer pH oxomo 6,0. CorimacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS
ONMCAHHBIM B HACTOSALIEM AOKYMEHTE KOHBIOraT aHturena Kk TF M JekapCTBEHHOrO CpencTsa
HaxXOJUTCs B COCTaBE, COAEpIKALEM KOHBIOraT aHturena K TF U JekapCTBEHHOro CpeacTBa B
KOHUEHTpauuu 10 Mr/mJi, rHCTUAMH B KOHLEHTparwu 30 MM, caxapo3y B KOHIeHTpauuu 88 MM,
D-mannur B koHuenrpauuu 165 MM, mpuuem coctaB umeer pH 6,0. CormacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHSI COCTAB CONEPKUT TU30TYyMaO-BENOTHH B KOHUEHTpauuu 10 mr/mu,
TMCTUAMH B KOHUeHTpauuu 30 MM, caxapody B KkoHueHTpauuu 88 MM, D-maHHUT B
KOHLeHTpauuu 165 MM, npudem coctas umeet pH 6,0.

[0212] CornacHO HEKOTOPBIM NPEACTABJIEHHBIM B HACTOSILIEM JAOKYMEHTE BapHaHTam
OCYLIECTBJIEHUS COCTAB, COJEP>KALUN ONMCAHHBINA B HACTOSILIIEM JOKYMEHTE KOHBIOIaT HA OCHOBE
aatutena Kk TF, He mpenycMmaTpuBaeT MOBEPXHOCTHO-aKTHBHOE BELIECTBO (T. €. SIBJSIETCS HE
Coiep KaLIMM MOBEPXHOCTHO-AaKTUBHOE BEILECTBO).

[0213] /{nst Toro, 4ToOBI COCTaBbl MOKHO OBLIO MPUMEHSITH IS BBEIEHUS in VIVO, OHU
IOJDKHBI  OBITh  CTepUJIbHBIMH. CTEpPHIIBHOCTH COCTaBa MOXKET O0ECIeYMBaTBCS MYyTEM
¢bunbTpOBaHMS Yepe3 CTepubHbIe GUIbTpyrOLIe MeMOpaHbl. TepaneBTHUeCKHe KOMIIO3ULIUU B
HACTOSIIEM JOKYMEHTE€ OOBIYHO IMOMELIEHbI B KOHTEHHEP CO CTEPUJIBHBIM OTBEPCTHEM IS
IOCTyIa, HAMpHUMEp, MEIIOK Ui BHYTPHUBEHHOTO pacTBOpa WM (PIakoH ¢ MpoOKOH s

MpOKaJbIBAHUA WTJION JJIA TIOAKOXKHBIX I/IH"beKL[PIfl.
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[0214] Iyt BBEeAEHUS COOTBETCTBYET U3BECTHBIM M IPUEMIIEMBIM CIIOCO0AM, TAKUM KaK
OJHOKPATHBIE MJIM MHOTOKpPATHBIE OOJFOCHBIC BBEACHHS WIM WHPY3HsS B TEUCHUE ITUTEIBHOTO
nepuoaa BPEMEHH MOAXONAINM 00pa3oM, HampuMmep, UHbEKLUUS WIH UHQPY3HUsS OCPEACTBOM
MOJKOXHOTO, BHYTPUBEHHOTO, BHYTPHOPIOIINHHOTO, BHYTPUMBILLIEYHOTO,
BHYTPHAPTEPUAIBHOIO, BHYTPHOYArOBOIO WJIM BHYTPUCYCTAaBHOIO IyTeH, MECTHOE BBEIEHUE,
UHTQALMS WIM BBEACHHE C IOMOIIBIO CPENCTB Uil 3aMEIUICHHOTO BBICBOOOXKIEHHUS WU
NPOJIOHTMPOBAHHOTO BBICBOOOXKIEHUS Iperapara.

[0215] CocraB coryacHO HaCTOSIIIEMY JHOKYMEHTY Tak:Ke MOXKET COIepkaTh Ooyiee dem
OJTHO aKTUBHOE COEIMHEHHE, B COOTBETCTBUH C HEOOXOIUMOCTBIO AJIsi KOHKPETHOTO TOKA3aHus,
MOJJIEKAIIETr0 JICYEHUIO, MPUYEM NPEANOYTUTENIbHO TaKHE€ COEIMHEHUS XapaKTepU3YyHOTCs
B3aMMOJOINONHAIIMMY TUIIAMH AKTUBHOCTH, KOTOpbI€ HE OKa3blBAlOT APyl Ha Jpyra
HEraTUBHOTO BO3JENCTBUSA. B kKadecTBe anbTepHATUBBI, U B JONOJHEHHE, KOMIO3ULMS MOKET
cozlepKaTh IIMTOTOKCHYECKOE CPEACTBO, LIUTOKMH WJIM HHTHOHMPYIOIIEee POCT CpeacTBo. Takue
MOJIEKYJIbl HAJJIeXKAUM 00pa3soM MPUCYTCTBYIOT B KOMOMHALIMM B KOJIUYECTBAX, KOTOPBIE
ABJBIOTCS 3 (PEKTUBHBIMH [T HA3HAYEHHOH LIEJH.

[0216] Hacrosiiee nzobpeTeHne OTHOCUTCS K KOMITO3ULIMSAM, COAEPIKAIIUM MOMYJISILIHIO
OMUCAHHBIX B  HACTOALIEM JIOKYMEHTe KOHBbIOratop asntutena k TF wumm  ero
AHTUTCHCBS3BIBAIOIIETO (pparMeHTa U JIEKAPCTBEHHOTO CPENCTBA, AJIsi NMPUMEHEHHUs B criocode
JIeYeHUs] paka IIeHKH MaTKH, KaK OMHCAHO B HacToseM NoKyMeHTe. COryliacHO HEKOTOPBIM
acmekTaM B HACTOSIIIEM JOKYMEHTE IPEICTaBJIeHbl KOMITO3ULIUK, CONEpIKalIfe MOMYJISILHIO
KOHBIOTaTOB aHTUTENa U JIEKaPCTBEHHOI'O CpEACTBA, NpPUYEM KOHBIOraTbl aHTUTENa U
JIEKaPCTBEHHOTO CPEACTBA COEpIKaT JuHKep, nmpucoenuuenHelii K MMAE (veMMAE), npudem

KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOI'O CPEICTBA XapaKTEPU3YyeTCs CIEAYIOIIel CTPYKTYpOit:
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[0217] roe p obo3Hauaer wmcio ot 1 nmo 8, mampumep, 1, 2, 3, 4, 5, 6, 7 unu 8, S
npeAcTaBIsieT co0oi cynbGrunpuibHyto rpynmny antutena K TF uiu ero aHTUTeHCBSI3bIBAIOIIETO
¢parmenTa U Ab o0o03HaUaeT OMHMCAHHOE B HACTOSIIEM AOKyMeHTe aHTuteno K TF wuimu ero
AHTUT€HCBSI3BIBAIOINNN ()parMeHT, Takoe Kak Tu3oTymad. CoOriacHO HEKOTOPBIM BapUAHTaM
ocymecTBiieHus p oOo3Hawaer Yucio ot 3 g0 S. CoracHO HEKOTOPbIM BapHAHTaM

OCYILECTBJIEHUs] YCPEJHEHHOE 3HAa4YeHHEe p B KOMIO3MLMU cocTaisieT okosno 4. CornacHo
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HEKOTOPBbIM BapUaHTAM OCYIUECTBJICHUs TMOMYJIALMsS SBISETCS CMEIIAHHON NOMyJsiLuen
KOHBIOTaTOB aHTHUTENA U JIEKAPCTBEHHOIO CPEACTBA, B KOTOPOHM p Bappupyer or 1 no 8 mus
Ka)X10T0 KOHBIOraTa aHTUTENa U JIEKapCTBEHHOro cpencTBa. CoriaacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBIICHUsS TOMYJISILUS TNPEACTABIsieT COOOH ONHOPOOHYI TOMYJSIMHIO KOHBIOTATOB
AQHTUTENA U JEKAPCTBEHHOIO CPEACTBA, IPUYEM KaKIbI KOHBIOTaT AHTUTEJIA U JIEKAPCTBEHHOIO
CPEICTBA XapaKTePU3yeTCsl OAMHAKOBBIM 3HAUYEHUEM .

[0218] CornacHO HEKOTOPBHIM BapUaHTAM OCYIIECTBJICHHS KOMITO3MLIMIO, CONEPIKAIIYIO
OMNMCAHHBIN B HACTOSILEM JOKYMEHTE KOHBIOraT anTturesa K TF i ero aHTUreHCBA3bIBAOLIETO
(dparMeHTa W JIEKAPCTBEHHOIO CPENCTBA, BBOJSAT COBMECTHO C KOMIIO3MLHMEH, copepskarneit
OMNMCAHHBIE B HACTOSINEM MOKyMeHTe aHTuTeno K PD-1 wim ero aHTUreHCBA3BIBArOLIUN
¢parmenT. CorjmacHO HEKOTOPBIM BapHAaHTaM OCYINECTBJIEHHS COBMECTHOE BBEIECHUE
OCYILECTBJISIETCS] OJHOBPEMEHHO WM MOCaeAoBaTenbHO. COracHO HEKOTOPBIM BapHUaHTaM
OCYILECTBJICHUs] ONUCAHHBIM B HACTOSALIEM JOKYMEHTe KOHbrorar anturena k TF wu
JIEKaPCTBEHHOI'O0 CPEACTBA BBOAST OJHOBPEMEHHO C OINUCAHHBIM B HACTOSIIEM JOKYMEHTE
antuteniom k PD-1. CornacHO HEKOTOPbIM BapHUaHTaM OCYIIECTBJIEHUS «OJHOBPEMEHHO»
O3HA4a€eT, YTO ONHUCAHHBIN B HACTOSIIEM AOKYMEHTE KOHBIOraT antutena K TF u nekapcTBeHHOro
CpeACTBA W ONUCAHHOE B HACTOSINEM JOKyMeHTe aHTtuteno kK PD-1 BBomsar cyOBekTy ¢
UHTEpPBAJIOM MEHEE 4YeM OKOJIO OAMH 4ac, KaK, HalpuUMep, C MHTEPBAJIOM MEHEE 4eM OKOJIO
30 MUHYT, C UHTEPBAJIOM MEHEE YEM OKOJIO 15 MUHYT, C UHTEPBAJIOM MeHee YeM 0K0JI0 10 MUHYT
WIN C UHTEPBAJIOM MeHee YeM OKoJIO 5 MUHYT. COrjlaCHO HEKOTOPBIM BapHaHTaM OCYIEeCTBICHUS
«OHOBPEMEHHO» O3HA4aEeT, YTO ONUCAHHBIN B HACTOSLIEM AOKYMEHTE KOHBIOraT anturtena Kk TF
U JIGKAPCTBEHHOT'O CPENICTBA M OMHUCAHHOE B HACTOSLIEM AOKyMeHTe aHTuteno k PD-1 BBomsT
CyOBEKTy C MHTEPBAJIOM MEHee 4YeM OJMH 4ac, KaK, HampuMep, C MHTEPBAJIOM MEHEee 4YeM
30 MUHYT, C MHTEPBAJIOM MeHee 4eM 15 MUHYT, ¢ MHTepBaJOM MeHee 4eM 10 MUHYT wiau C
UHTepBaJIoM MeHee 4eM 5 MuHyT. COrjlacHO HEKOTOPBIM BapUaHTaM OCYILECTBJICHHs OTUCAHHbIN
B HACTOsILIEM MAOKYMEHTE€ KOHBHOraT aHtuTtena K TF U JeKkapCTBEHHOro CpeacTBa BBOZISAT
MOCJIEIOBATENLHO C OINWCAaHHBIM B HacTosueM aokyMeHTe aHturenoM k PD-1. Cormacho
HEKOTOPBIM BapUAHTaM OCYLIECTBJIEHUS NOCJIE0BATEIbHOE BBEIEHUE O3HAYAET, YTO ONMCAHHBIN
B HACTOSILEM TOKYMEHTE KOHBIOraT aHturena kK TF U nexkapCTBEHHOroO CpeACTBa U ONHMCAHHOE B
HACTOSILIEM JAOKyMeHTe aHTuteno k PD-1 BBOmsAT ¢ umHTEepBasioM MO MeHbIIeW Mepe 1 dyac, ¢
MHTEPBAJIOM IO MEHbILIEH Mepe 2 Jaca, C MHTEPBAJIOM [0 MEHbLIEH Mepe 3 4aca, ¢ HHTEPBAJIOM
0 MeHbIIIeN Mepe 4 Jaca, ¢ UHTEPBAJIOM 10 MEHbIIEH Mepe S 4acoB, C UHTEPBAJIOM 10 MEHbIIEH
Mepe 6 4acoB, C MHTEPBAJIOM MO MEHbLIEH Mepe 7 4acoB, C MHTEPBAJIOM IO MEHbIIEH Mepe
8 4acoB, C MHTEPBAJIOM IO MEHbLIEN Mepe 9 4acoB, C UHTEPBAIOM IO MeHbluel Mepe 10 gacos, ¢

WHTEPBAJIOM MO MeHbled Mmepe 11 4acos, ¢ MHTEpBAIOM MO MeHblIed Mepe 12 4acos, ¢
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WHTEPBAJIOM IO MeHbIIEH Mepe 13 4acoB, ¢ MHTEpPBAJIOM IO MeHblIed Mepe 14 gacos, ¢
WHTEPBAJIOM IO MEHbIIEH Mepe 15 4acoB, ¢ MHTEPBAJIOM IO MeHbIIeH Mepe 16 dacos, ¢
WHTEPBAJIOM IO MeHbIIEH Mepe 17 4acoB, ¢ MHTEPBAJIOM IO MeHblIed Mepe 18 gacos, ¢
WHTEPBAJIOM IO MeHblIeHd Mmepe 19 dacos, ¢ uHTEpBaIOM MO MeHbled Mmepe 20 4acos, C
HMHTEPBAJIOM 10 MEHbIIEH Mepe 21 yac, ¢ MUHTepBaIoM IO MeHbLIEH Mepe 22 yaca, C HHTEPBAJIOM
0 MeHbIIEH Mepe 23 yaca, ¢ UHTEPBAJIOM IO MEHbIIEH Mepe 24 yaca, ¢ MHTEPBAJIOM IO MEHbIIEH
Mepe 2 IHs, ¢ UHTEPBAJIOM IO MEHbILIEH Mepe 3 AHs, ¢ UHTEPBAJIOM IO MEHbILIEH Mepe 4 IHs, C
HMHTEPBAJIOM M0 MEHBIIEH Mepe 5 NHEH, ¢ MHTEPBAJIOM IO MEHBbIIEH Mepe 5 THEH, C UHTEPBAJIOM
10 MEHBLIEH Mepe 7 THEH, C THTEPBAJIOM 10 MEHbIIEH Mepe 2 HEeeH, C UHTEPBAJIOM IO MEHbIIEN
Mepe 3 Hellenu WK C UHTepBaJioM MO MeHblel Mepe 4 Heaenu. CornacHo HEKOTOPbIM BapUaHTaM
OCYLIECTBJICHUS] KOMITO3ULIMIO, COAEP>KALIYK ONMCAHHBIM B HACTOSILIEM JOKYMEHTE KOHBIOraT
antutena k TF u jexapcTBEHHOro CpeacTBa 1/UIIH ONMCAHHOE B HACTOALIEM JTOKYMEHTE aHTUTENO
K PD-1, BBOAST COBMECTHO C OMHUM WK OOJiee TePareBTHYECKUMU CPEACTBAMHE ISl YCTPAHEHHSI
WIN CHIDKEHUS TSDKECTH OJHOTrOo WM Ooliee HeKenaTeNbHBIX siBiIeHUil. COrllacHO HEKOTOPBIM
BapMAHTaM OCYLIECTBJICHUS KOMIIO3ULMIO, COAEPIKAIIYI OMMCAHHBINA B HACTOALIEM AOKYMEHTE
KOHBIOTAT anTHTeNa K TF 1 IekapCTBEHHOT O CPeCTBA U/MIIH OTIMCAHHOE B HACTOSILIIEM JOKYMEHTE
anturesno k PD-1, BBOAAT COBMECTHO ¢ OIHMM HJIM OOJiee TepaneBTUYeCKUMH CPEACTBAMU IS
NPEAYNPEeXACHNUsT pPa3BUTHs HEKENATeIbHOTO SIBJICHUST WU U1 CHIDKEHHUS TSKECTHU
HEXKENaTEIbHOTO SIBJICHUS.

[0219] CornacHO HEKOTOPBHIM BapHaHTAM OCYIIECTBJICHHUS KOMITO3HMILIMIO, CONIEPIKAIIYIO
ONMCAHHBIM B HACTOALIEM AOKYMEHTE KOHBIOraT aHturena k TF M JekapCTBEHHOrO CpencTsa
W/WITN ONMCAHHOE B HACTOSIIIEM OKYMeHTe aHTHTeNOo K PD-1, BBOAST COBMECTHO C OJHHM WU
Oosiee MONMOJHHUTENBHBIMUA TEpaneBTHYECKUMH cpencrBamMu. COracHO HEKOTOPBIM BapHAHTaM
OCYULIECTBJIEHUS] COBMECTHOE BBEICHUE OCYIIECTBIISIETCS] OJHOBPEMEHHO UJIU MOCIEA0BATENBHO.
CornacHO HEKOTOpPBIM BapUaHTaM OCYILIECTBJICHHUs OIHCAHHBIM B HACTOALIEM JOKyMEHTE
KOHBIOTaT anTuTena K TF 1 lekapCTBEHHOTO CPeCTBA H/HITH OTIMCAHHOE B HACTOSIIIEM TIOKYMEHTE
aatuteso K PD-1 BBOAAT OZHOBPEMEHHO C OXHUM WM Oojiee JOMOJHUTEIbHBIMU
TepamneBTHUeCKUMU  cpeacTBaMu. (COrlacHO  HEKOTOpPhIM  BapuUaHTaM  OCYLIECTBIJIEHUS
«OJTHOBPEMEHHO» O3HA4YaEeT, YTO ONUCAHHBIN B HACTOSLIEM AOKYMEHTE KOHBIOraT anturtena k TF
U JIEKAPCTBEHHOT'O CPEACTBA W/WJIHM OMMMCAHHOE B HACTOSIIIEM IOKyMeHTe aHTUTeNo K PD-1 1 onHO
win Oosiee TeparneBTUIECKUX CPEICTB BBOIAT CYOBEKTY C HHTEPBAJIIOM MEHEe YeM OKOJIO OIUH
4ac, KaK, HalpuMep, ¢ UHTEPBAJIOM MeHee 4eM OKOoJI0 30 MUHYT, C UHTEPBAJIOM MEHEE YEM OKOJIO
15 MUHYT, C UHTEpPBAJIOM MeHee 4eM OKONO 10 MEHYT MM C MHTEPBAJOM MEHEE 4eM OKOJIO
5 munyT. CornacHo HEKOTOPbIM BapHaHTaM OCYILIECTBJIEHMsI «OJHOBPEMEHHO» O3HAuaeT, uTo

ONMUCAHHBIM B HACTOALIEM JOKYMEHTE KOHBIOraT aHturena k TF U JekapCTBEHHOro Cpencrsa
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W/ WK OTIMCAHHOE B HACTOSIIIEM JOKYMeHTe aHTUTeNO K PD-1 1 oiHO nitn Ooree TepaneBTUYeCKIX
CPEACTB BBOIAT CYOBEKTY C MHTEPBAJIOM MEHEE YeM OMH Yac, KaK, HalpuMep, ¢ HHTEPBAIOM
MeHee 4yeM 30 MUHYT, C HHTEPBAJIOM MeHee 4eM |5 MHUHYT, ¢ uHTepBajioM MeHee 4eM 10 MuHyT
WIA C UHTEpBAJOM MeHee 4yeM 5 MuHyT. COrjjacHO HEKOTOPbIM BapHaHTaM OCYILECTBIEHHS
ONMCAHHBIM B HACTOSLIEM AOKYMEHTE KOHBIOraT aHturena Kk TF M JexkapCTBEHHOrO CpencTsa
W/WITK ONTMCAHHOE B HACTOSIIIEM JIOKYMEHTe aHTuTeno kK PD-1 BBO#AT mocienoBaTeNbHO ¢ OHUM
win  0Oojee JOMOJHUTENbHBIMH TEpaneBTUYeCKUMHU cpeactBaMu. (CoOriacHO HEKOTOPBIM
BAPUAHTaM OCYLIECTBJICHUs] IIOCJIENOBATEIbHOE BBEICHUE O3HA4YaeT, YTO ONHUCAHHBIA B
HACTOSIIIEM TIOKYMEHTe KOHBtoTaT antuTena K TF 1 jnekapcTBeHHOro cpencTBa W/ OMUCAHHOE
B HACTOsIIIEM NOKyMeHTe aHTUTeNo K PD-1 1 onHO vt Gonee JONOTHUTENBHBIX TEPAIeBTUYECKIX
CPEICTB BBOJAT C MHTEPBAJIOM IO MEHbIIEH Mepe 1 yac, ¢ UHTepBaIOM [0 MEHbIIEH Mepe 2 Jaca,
C MHTEPBAJIOM IO MEHbLIEN Mepe 3 Jaca, ¢ UHTEPBAJIOM 10 MEHbLIEH Mepe 4 yaca, C UHTepBaJIOM
0 MEHbIIEN Mepe 5 4acoB, C UHTEPBAJIOM IO MEHbIIEH Mepe 6 4acoB, C UHTEPBAJIOM 110 MEHbLIEH
Mepe 7 4acoB, C MHTEPBAJIOM IO MEHbIIEH Mepe 8 4acoB, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe
9 yacoB, ¢ HHTEPBAJIOM MO MeHbLIeH Mepe 10 4acoB, ¢ HUHTEPBAJIOM IO MeHbLIeH Mepe 11 vacos,
C MHTEpPBAJIOM MO MeHblIeld Mepe 12 4acoB, ¢ MHTEpPBAJIOM IO MeHbIIeH mepe 13 dacos, ¢
UHTEpPBAJOM IO MEHbLIeH Mepe 14 yacoB, ¢ MHTEpBAJIOM IO MeHbUIeH Mepe 15 4acos, ¢
MHTEPBAJIOM IO MeHbLIeH Mepe 16 4acoB, ¢ MHTEPBAJIOM IO MeHbluied Mepe 17 gacos, ¢
MHTEPBAJIOM IO MeHblIeHd Mepe 18 4yacoB, ¢ MHTEpBAJOM IO MeHblueld Mepe 19 gacos, ¢
HMHTEPBAJIOM IO MeHbIlel Mepe 20 4acoB, ¢ THTEPBAJIOM IO MeHbIIEH Mepe 21 Jac, ¢ HHTepBaIoM
10 MeHbIIEN Mepe 22 yaca, ¢ UHTEPBAJIOM IO MeHbIIeH Mepe 23 yaca, ¢ THTEPBAJIOM IO MEHbLIEH
Mepe 24 Jaca, ¢ UHTEPBAJIOM MO MEHbIIEH Mepe 2 IHs, C UHTEPBAJIOM 110 MEHbILENH Mepe 3 1Hs, C
HMHTEPBAJIOM IO MEHbLIEH Mepe 4 OHA, C UHTEPBAJIOM M0 MEHbLIEH Mepe 5 THEH, ¢ UHTePBAIOM
M0 MEHBUIEH Mepe 5 MHEeH, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe 7 AHEH, C UHTEPBAJIOM 10 MEHbIIEH
Mepe 2 HeleN|, ¢ MUHTEPBAJIOM IO MEHbILEH Mepe 3 Heeu WIK ¢ HUHTEPBAJIOM 10 MEHbIIEH Mepe
4 nenenu.

[0220] CornacHO HEKOTOPBHIM BapHaHTAM OCYIIECTBJICHHS KOMITO3HILIMIO, CONEPIKAIIYIO
ONMCAHHBIM B HACTOSAILIEM AOKYMEHTE KOHBIOraT aHturena Kk TF M JexkapCTBEHHOrO CpencTsa
WM ONMCAHHOE B HACTOSIIEM JOKYMeHTe aHTHTeNo K PD-1, BBOAST COBMECTHO C OIHHUM WU
Ooyee TepamneBTUYECKUMHU CPEICTBAMH U YCTPAHEHUS WM CHUJKEHHUS TSDKECTH OJHOTO MU
Oonee HexenaTeNnbHBIX siBIeHUH. COrJIacCHO HEKOTOPHIM BapHAHTAM OCYLIECTBICHHUS COBMECTHOE
BBEJIEHHE OCYIIECTBISAETCS OAHOBPEMEHHO WM IociuenoBaTenbHo. COrjgacHO HEKOTOPbIM
BAPUAHTaM OCYILECTBJICHHsI ONMMCAHHBIA B HACTOSIIEM AOKYMEHTe KOHBbrOraT anturena x TF u
JIEKAPCTBEHHOT'O CPENCTBA W/WITM OMMCAHHOE B HACTOSIIIEM JOKYMEHTe aHTuTeNo Kk PD-1 BBogsT

OOHOBPEMCHHO C OAHHM WU Oonee TEPANICBTUYCCKUMU CPCACTBAMH [Jisd YCTPAHCHHUA WU
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CHIDKEHHSI TSDKECTH OIHOTO WM Ooyiee HeKenaTelnbHbIX siBieHHH. COrllacHO HEKOTOPBIM
BAPUAHTaM OCYILECTBJICHUs] «OAHOBPEMEHHO» O3HA4aeT, YTO OMNHUCAHHBIA B HACTOSLIEM
IOKYMEHTe KOHBIOraT antutena kK TF 1 JIeKkapCTBEHHOTO CPEICTBA H/MITH OTIMCAHHOE B HACTOSIIIEM
nokyMeHTte antuteno k PD-1 u ogHO min 6osee TepaneBTHYECKUX CPEACTB I YCTPAHEHUS WU
CHIDKEHHSI TSDKECTH OJTHOTO MITH OOJIee HeXeNaTeNbHbIX SIBJICHUH BBOAST CYObEKTY C HHTEPBAJIOM
MEHEee 4eM OKOJIO OAMH 4ac, KakK, HampuMmep, C MHTEPBAJIOM MeHee 4eM OKOJo 30 MHHYT, C
MHTEPBAJIOM MEHEeEe 4eM OKOJIO 15 MHMHYT, ¢ MHTEpBajIOM MeHee 4eM OKoio 10 MUHYT uinu ¢
UHTEpPBAJIOM MeHee ueM OKOoJO 5 MUHYT. COINaCHO HEKOTOPbIM BapHaHTaM OCYILECTBICHHS
«OJHOBPEMEHHO» O3HA4Ya€eT, YTO ONUCAHHBIN B HACTOSILIEM AOKYMEHTE KOHBIOraT anturena k TF
U JIEKAPCTBEHHOT'O CPEACTBA W/WJIH OMMUCAHHOE B HACTOSIIIEM TIOKyMeHTe aHTuTeNo kK PD-1 1 onHo
uiu OoJiee TepaneBTUUECKUX CPEACTB Uil YCTPAHEHUs UITH CHIKEHUS TSHKECTH OTHOTO MITH Oosee
HE’KEJIATENIbHBIX SIBJIEHUI BBOAAT CYOBEKTY C HHTEPBAJIIOM MEHEe YeM OIMH 4ac, KakK, HalpuMep,
C UHTEpBAJIOM MeHee 4eM 30 MUHYT, C UHTEPBAJIOM MeHee 4eM 15 MUHYT, C HHTepBajJOM MeHee
yeM 10 MUHYT WiM ¢ WUHTepBaJIOM MeHee 4deM 5 MHUHYT. COrJIaCHO HEKOTOPHIM BapHaHTaM
OCYILECTBJICHUs] ONUCAHHBIM B HACTOSIEM JOKYMEHTe KOHbrorar anturena k TF wu
JIEKAPCTBEHHOT'O CPEACTBA U/WUJIM OMHCAHHOE B HACTOSLIEM JTOKYMeHTe aHTtuTeso Kk PD-1 BBOmsIT
IIOCJIEIOBATENIBHO C OAHUM MJIM 0oJiee TepaneBTHYECKUMH CPEINCTBAMH Ul YCTPAHEHUS HIIH
CHIDKEHUS] TSDKECTH OAHOro wiu Oosee HexenaTenbHbIX siBieHHH. COrlacHO HEKOTOPBIM
BAPUAHTaM OCYLIECTBJIECHHUS IOCIENOBATEIbHOE BBEICHHE O3HA4YaeT, YTO OIHUCAHHBIA B
HACTOSIIIEM TOKYMEHTe KOHBIoTaT anTtuTena K TF 1 j1ekapcTBEHHOTo CpeacTBa U/MiIH OMMCAHHOE
B HACTOSIIEM JOKyMeHTe aHTHTeNO K PD-1 1 oiHO witi Goiee JONMOTHUTENBHBIX TEPAIeBTHYECKIX
CPEICTB BBOJAT C MHTEPBAJIOM IO MEHbIIEH Mepe 1 yac, ¢ UHTepBaJIOM 10 MeHbIIEH Mepe 2 Jaca,
C MHTEPBAJIOM IO MEeHbLIEH Mepe 3 Jaca, ¢ MHTEPBAJIOM [0 MEHbLIEH Mepe 4 Jaca, C UHTepBaJIOM
[0 MEHbLIEH Mepe 5 4acoB, ¢ UHTEPBAJIOM I10 MEHBIIEH Mepe 6 4acOB, C UHTEPBAJIOM IO MEHBIIEH
Mepe 7 4acoB, ¢ MHTEPBAJIOM MO MEHbLIEH Mepe 8 4acoB, C MHTEPBAJIOM IO MEHbIIEH Mepe
9 yacoB, ¢ HHTEPBAJIOM IO MeHblIel Mepe 10 yacos, ¢ UHTEpBaIOM IO MeHbIIelH Mepe 11 gacos,
C MHTEPBAJIOM IO MeHblIel Mepe 12 4acoB, ¢ MHTEpBAJIOM IO MeHbUIed mepe 13 yacos, ¢
UHTEPBAJIOM IO MeHbIIeH Mepe 14 4acoB, ¢ MHTEpPBAJIOM IO MeHblIeH Mepe 15 4Jacos, ¢
UHTEPBAJIOM IO MeHbIIEH Mepe 16 4acoB, ¢ MHTEPBAJIOM IO MeHblIeld Mepe 17 dacos, ¢
WHTEPBAJIOM IO MeHbIIEH Mepe 18 4acoB, ¢ MHTEpBAJIOM MO MeHbleld Mepe 19 gacos, ¢
WHTEPBAJIOM IO MeHbIleH Mepe 20 4acoB, ¢ MHTEPBAJIOM IO MEHbIIEH Mepe 21 Jyac, ¢ HHTepBanIoM
10 MEHbIIEH Mepe 22 Jaca, ¢ UHTEPBAJIOM IO MeHbIIEH Mepe 23 yaca, ¢ MHTEPBAJIOM IO MEHbIIEH
Mepe 24 Jaca, ¢ UHTEPBAJIOM M0 MEHbIIEH Mepe 2 IHs, C UHTEPBAJIOM 10 MEHbIIEH Mepe 3 Hs, C
MHTEPBAJIOM IO MEHbLIEH Mepe 4 OHs, C UHTEPBAJIOM M0 MEHbILIEH Mepe 5 THEH, ¢ UHTePBAIOM

M0 MEHBUIEH Mepe 5 MHEH, ¢ UHTEPBAJIOM IO MEHbIIEH Mepe 7 AHEH, C UHTEPBAJIOM 10 MEHbIIEH
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Mepe 2 HeleNH, ¢ UHTEPBAJIOM IO MEHbILEH Mepe 3 HeeIu WIN C UHTEPBAJIOM 0 MEHbIIEH Mepe
4 nenenu. CorjacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS ONMCAHHBII B HACTOSIIEM
IOKYMEHTe KOHBIOraT antutena kK TF 1 JIeKkapCTBEHHOTO CPEICTBA H/MITH OTIMCAHHOE B HACTOSIIIEM
JIOKyMeHTe aHTuTeNo K PD-1 BBOIAT 10 BBEAEHUS OTHOTO MIIH OOJIee TEPAIEBTUIECKUX CPEACTB
111 yCTPAHEHUS] FUTH CHIDKEHUS TSDHKECTH OJTHOTO WK O0oJiee HeXKeNnaTeNbHbIX sBieHui. CornacHo
HEKOTOpPHIM BapUaHTAM OCYIIECTBJICHHS OAHO WM Oojiee TEpaneBTUYECKUX CPEACTB IS
YCTPaHEHUS! WM CHIDKEHUS TSDKECTH OIHOTO WM OOJiee HEXKENATENbHBIX SIBICHHH BBOIAT 10
BBEJICHUsI ONHUCAHHOIO B HACTOSLIEM AOKYMEHTE KOHBbrorara anturena k TF u nekapcTBeHHOro
CpeACTBa W/MIJIM ONMCAHHOTO B HACTOSIIEM JIOKYMeHTe aHTuTena k PD-1.

V1. HU3JAEJUA 1 HABOPBI

[0221] CormacHo aApyromMy acrekTy MpPeACTaBlIeHbl H3AeNne WIM Habop, KOTOpbIE
cofiepkaT OMMCAHHBIA B HACTOALLEM JOKYMEHTE KOHBIOraT aHtuTena K TF M JexkapCTBEHHOrO
CpeACTBa W/MJIM OMHUCAHHOE B HACTOSIIEM HOKyMeHTe antuteno k PD-1. M3nenue umu Habop
MOTYT JOIOJHUTEIBHO COAEP:KaThb MHCTPYKLUH IO NMPUMEHEHUIO OMMCAHHOIO B HACTOSIIEM
IOKYMeHTe KOHBIorara anturesa K TF M JeKapcCTBEHHOrO CpencTBa W/MJIM ONHMCAHHOTO B
HaCTOsIEeM JOKyMeHTe aHTuTena k PD-1 B cmocobax mo Hacrosimemy uzoOperenHuro. Takum
00pa3oM, COIIaCHO OINpEIesICHHbIM BapHaHTaM OCYINECTBIICHUS HM3Jenue Miu Habop comepikar
UHCTPYKLUU MO NPUMEHEHUIO ONHUCAHHOIO B HACTOSILEM NOKYMEHTE KOHborata anrurena k TF
U JIEKApCTBEHHOI'O CPENCTBA W/WJIM OMHUCAHHOTO B HACTOSIIEM JOKyMeHTe aHTurena kK PD-1 B
criocofax JeueHus paka (HarpuMep, paka MOJIOYHOH JKeJie3bl WJIH paka IeHKU MaTKH) Y CyObeKTa,
BKJIFOYAIOLINX BBeJeHHEe CyObekTy 35(@deKTHMBHOrO KonM4ecTBa OMHMCAHHOTO B HACTOSIIEM
JIOKYMEHTe KOHBIOTaTa aHThTeda K TF ¥ JIeKapCcTBEHHOrO CpencTBa W/WIM OIMUCAHHOTO B
HacTosileM fokyMeHTe anturena k PD-1. CornacHo HEKOTOpbIM BapuaHTaM OCYIIECTBIICHUS PaKk
npeacTaBisieT coOO0M pak MOJIOYHOH kese3bl. COrlacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHS
pak mpexacrasisier coOol pak merku MaTku. COrTacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIICHHUS
paK IEeHKH MaTKd TNPEACTaBisieT cOOOW pak MIeHKW MaTKu Ha mo3aHeld craamu. CoryacHo
HEKOTOPBIM BapUaHTaM OCYIUECTBJIEHUs paK LIEHKU MAaTKU Ha MO3JHEW CTaAuu NMPEACTaBISET
coboi MeracTaTudeckuii pak Imeldku Matku. COrjJacHO HEKOTOPHIM BapUAHTAM OCYIIECTBIICHHS
paK LIEHKH MaTKH Ha MO3JHEH CTaauM MPEeACTaBisieT coOON pak IeHKH MaTKu 3 cTagud wid 4
craauu. CornacHO HEKOTOpPbIM BapHaHTaM OCYLIECTBJIGHUs pak LIEWKU MAaTKU MPEACTaBIsET
MeTacTaTU4YeCcKui pak U peuanBHbBIN pak. CoriacHO HEKOTOPBIM BapHaHTaM OCYILLECTBIIEHUS Pak
HIeWKN MaTKH TpeacTaBisieT co0oil penmnuBHbI pak. CoOrinacHO HEKOTOPBIM BapUaHTAM
OCYILIECTBIIEHUs CYOBEKT HE SBIETCS KAHAWAATOM Ha paaukaipHyr Tepanuio. CoriacHo

HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS] CYOBEKT HE MPOXOAMII MPEIIIECTBYIOIIYIO CUCTEMHYIO
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Tepanuio paka Imeldku MaTku. COrjJacHO HEKOTOPBIM BapHAHTaM OCYIIECTBICHHS CyOBEKTOM
SIBJISIETCS] YETIOBEK.

[0222] U3penue wiu HAOOP MOTYT AOMOJHHUTEIBLHO COlep:kaTh KoHTelHep. [Tonxonsinue
KOHTEHHEPHI BKIIIOYAIOT, HAIPUMep, OyThUIKH, (DJIaKOHBI (HAapUMep, ABYXKaMepHbIe (DJIaKOHBI),
IINpHULbI (TaKWe KaK OJHO- WM JABYXKaMEpHbIe MIPHIbI) U npodupku. COrnacHo HEKOTOPBIM
BapHaHTaM OCYIIECTBIICHUSI KOHTeiHep mpencrasisier codoii ¢akon. KonreitHep MoxkeT ObITh
U3rOTOBJIEH U3 PsAZla MATEPUANIOB, TAKUX KaK CTEKJIO WM IJIacTUK. KOHTEHHep CONepKUT COCTaB.

[0223] M3nenue nam HAOOp MOTYT JOMOJIHUTENBHO COAEPIKATh 3TUKETKY WMIIHM JIHCTOK-
BKJIA/IbILI, KOTOPbIE MPENCTaBICHbl HA KOHTEHHEpPEe, WX aCCOLIMUPOBAHbI C HUM, U Ha KOTOPBIX
MOTYT OBITH TPEACTAaBJIEHbl YKa3aHUS O BOCCTAHOBJIEHUIO W/WIIM NPUMEHEHUIO cocraBa. Ha
STUKETKE WM JINCTKEe-BKJIAABIIIE AOMOJHUTEIBHO MOXKET OBITh YKa3aHO, YTO COCTaB MPUIOEH
WM TIpeAHA3HAY€eH JIS IOAKOKHOTO, BHYTPUBEHHOTO (HAaIIpUMep, BHYTPUBEHHOM HH(Y3UH) HITH
APYTHX CIOCOOOB BBENEHHS AJIs JICUSHHUS Y CYOBEKTa paKa, TAKOrO KaK OMHMCAHHBIE B HACTOSILIEM
JOKYMEHTE paK MOJIOYHOH >KeJie3bl WM pakK LIeHKU MaTKu (HarpuMep, pacIpOCTPaHEHHBINH pak
LICHKU MaTKU, TAKOM KaK pak LIEMKW MaTKW 3 CTaJuU WU 4 CTaAMM WM METaCTaTUYECKHUI pak
meliku mMatku). KoHTeitHep, comeprkaiuii cOCTaB, MOXET MPEACTABISATh COOOM OIXHOPA3OBBIH
(makoH MIM MHOTrOpPa3oBbI (PJIAKOH, KOTOPBIA oOOecrneuynBaeT BO3MOXKHOCTH ITOBTOPHBIX
BBEJICHUH BOCCTAaHOBJIEHHOrO cocraBa. M3pmenne wnm  Habop MOTYT JAOHOJIHUTEIBHO
npeayCcMaTpuBaTh BTOPOW KOHTEWHEp, COMepsKalluil MOAXonsiuil pazbasutens. M3nenue wiu
Ha0Op MOTYT AOMOJHHUTEIBHO BKJIIOUATh APYTrHE MATepUAbl, JKeJIaTeIbHbIE C KOMMEPUYECKOHH,
TEPaNeBTHUECKOW U MOJIb30BATEILCKOW TOYKH 3peHHsI, BKJIIOUas apyrue Oydepsl, pazdasureny,
(UIBTPBI, UTJIBL, INMPULIBI U JIUCTKU-BKJIAABIIIH C HHCTPYKIHSIMH MO TPUMEHEHHIO.

[0224] U3nenue wiu HAOOp COMIACHO HACTOSIIIEMY JOKYMEHTY He0OsI3aTebHO
JOTIOJHUTENBHO COAEPKAT KOHTEMHED, COAEP KA BTOPOU JIEKAPCTBEHHBIN MIpenapar, NpuieM
KOHBIOTaT aHTuUTeNna K TF U JIeKapCTBEHHOrO CpeNCTBa SIBISETCS MEPBbIM JIEKAPCTBEHHBIM
npenapaToM, U Mpu4YeM U3JeNne Wik HabOop JOMOJHUTEIBHO COEePIKaT HHCTPYKIIMH HA STUKETKE
WIN JIUCTKE-BKJAIbIIIE IO JICYCHHIO CYOBeKTa BTOPBIM JICKAPCTBEHHBIM IIPENapaTroMm, B
s¢pdexTuBHOM KoamuecTBe. COrNIaCHO HEKOTOPbIM BAapUaHTaM OCYLIECTBJICHUS BTOPOM
JIEKapCTBEHHBIH MperapaT MPencTaBsieT COO0H OMMCAHHOE B HACTOSIIEM JTIOKYMEHTE aHTHTENIO K
PD-1. CornacHo HEKOTOpPBIM BapUaHTaM OCYILECTBIEHHUs] HAa 3TUKETKE WU JIMCTKe-BKJaJbIIle
yKa3bIBA€TCs, YTO IEpBBII M BTOPOIl JIEKAPCTBEHHbIE Ipenaparbl JOJDKHBI BBOJUTHCS
MOCJIEIOBATENBHO WJIH ONHOBPEMEHHO, KaK OMHUCAHO B HACTOSILIEM TOKYMEHTE.

[0225] M3pnenue wnm  HAOOp COMIACHO HACTOSAILIEMY JOKYMEHTY HE0OS3aTelnbHO
JOTOJHUTENBHO COAEPKAT KOHTEHHED, COAePKaLUNA TPETUI JIEKapCTBEHHBIN Mpenapar, Npu4eM

TpeTI/Iﬁ HeKapCTBeHHbeI npenapar npe€aAHasHA4Y€H AJid YCTPAHCHUSA WJIM CHUKCHUA TAXKECTU
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OHOTO WM OoJiee HEKENATENbHBIX SIBJICHUH, MPUYEM OMMCAHHBIA B HACTOSINEM AOKYMEHTE
KOHbIOTaT aHTuTena K TF U J1ekapCTBEHHOro CpeACTBa SIBISETCS MEPBbIM JIEKAPCTBEHHBIM
MPenapaToM, ONHCAHHOE B HACTOsIIEM AOKyMeHTe aHtureno k PD-1 saBnsgercs BTOpbIM
JIEKapCTBEHHBIM TIPENapaToM, W IPH 3TOM HU3JENue WIM Ha0Op AOMOJHHUTENBHO COAEpIKAT
MHCTPYKLIUHU HAa 3TUKETKE HIJIH JIMCTKE-BKJIAIbILIE 110 JIEYEHUIO CYyObEKTa TPETHIM JIEKAPCTBEHHBIM
npenaparoM, B 3ppeKTHBHOM KojruecTBe. COrnacHO HEKOTOPhIM BapUAHTAM OCYIECTBIEHHS Ha
STUKETKE WJIH JINCTKE-BKJIAABIIIE YKAa3bIBAETCS, YTO MEPBBINA, BTOPON U TPETHUIl JIEKapCTBEHHbIE
npenaparbl JOJDKHbI BBOAUTBCS IOCJIENOBATENBHO WM OJHOBPEMEHHO, Kak OINMCAaHO B
HACTOSILIIEM JAOKYMEHTE, HampuMep, Ha 3TUKETKE WM JIMCTKE-BKJIAbILIE YKa3bIBAETCs, 4YTO
OMNMCAHHBIM B HACTOSALIEM AOKYMEHTE KOHBIOraT aHturena Kk TF M JexapCTBEHHOro Cpencrsa
JOJDKEH BBOAUTBCS MEPBBIM, MOCIE YEro OCYLIECTBIISIETCS BBEJEHHE OMUCAHHOTO B HACTOSIIEM
nokymeHTe aHtutena Kk PD-1, a mnocie 3TOro oOCyIIeCTBISETCS BBEACHUE TPETHETO
JIEKapCTBEHHOIO Ipenapara.

[0226] CornacHO HEKOTOPHIM BapHAHTAM OCYILECTBJIEHHS OMNMCAHHBI B HACTOALIEM
IOKyMeHTe KOHbIoraT autuTena K TF 1 iekapCcTBEHHOro CpencTBa 1/ MiTH OMMCAHHOE B HACTOSIIIEM
IOKyMeHTe aHTuTeno k PD-1 mpucyTCTBYIOT B KOHTEHHepe B BUAE JTHO(DMIM3HPOBAHHOTO
nopomka. COrjaacHO HEKOTOPBIM BapUaHTaM OCYINECTBJIEHMS JMO(UIN3UPOBAHHBIA MOPOIIOK
HAXOAMTCSl B T€PMETHYHO 3aKPbITOM KOHTEiHepe, TakOM Kak (pJIakoH, amIysa WM calle, Ha
KOTOPBIX YKa3aHO KOJHMYECTBO aKTUBHOTO cpencTBa. Eciu dapManeBTHYECKOe CPEeCTBO BBOIST
MyTeM HHBEKIUH, MOXKET MPEeayCMaTPUBATHCS, HAPUMEP, aMIlyjla CO CTEPUIIbHONW BONOH IS
UHBEKLUUH WIH (PU3HONIOTMYECKHM PacTBOPOM, HeoOsi3aTebHO KakK 4acTh Habopa, TaKk dYTo
UHTPEIUEHThI MOTYT OBITh CMEIIAHbI Niepea BBeneHHeM. Takue Habopbl MOTYT AOTOJHUTEIBHO
BKJIFOYATh, MPH HEOOXOAMMOCTH, OAMH WM Oojee M3 psida CTAaHAAPTHBIX (hapMaleBTHYECKUX
KOMITOHEHTOB, TAaKUX KakK, HAampuMep, KOHTEHHephl ¢ ONHUM Min Oonee (apMaLeBTHUECKU
NPUEMJIEMBIMHA HOCHTEJISIMH, JOTIOJIHUTENIbHbIE KOHTEHHEPbI U T. 1., 4YTO OyAeT OYEBHIHO JJIs
CIeLMAIMCTOB B JaHHOH obOyacth. B HameyaTaHHbIX HHCTPYKLUSX, B BUAE JUOO JIUCTKOB-
BKJIQIbILIEH, INOO STHUKETOK, YKA3bIBAIOTCS KOJMYECTBA TOJICKAIUX BBEIEHUIO KOMITIOHEHTOB,
U TaKke B HA0Op MOTYT OBITh BKJIFOUEHBI PEKOMEHIALINH 110 BBEICHUIO W/WJIM PEKOMEHIALUH 110
CMEIINBAHUI0 KOMIIOHEHTOB.

VII. WIJIIOCTPATUBHBIE BAPUAHTBHI OCYINECTBJIEHUA

[0227] Cpenu BapuaHTOB OCYLIECTBIEHUS, TPEICTABICHHBIX B HACTOSIIEM JOKYMEHTE:

1. Crocob nedyeHust paka y CyObekTa, rae Crocod BKIIIOYAET BBEACHHE CYOBEKTY
aaTutena Kk PD-1 uinm ero aHTUreHCBSA3bIBAIOINETO (PparMeHTa, MPUYEM aHTHTEJIO CBA3BIBAECTCS C
Oenxom 1 3amporpammupoBanHoi rudemu kjerok (PD-1) m marubupyer aktusaocts PD-1,

npudeM aHTuTeNo K PD-1 win ero aHTUTeHCBSI3bIBAOIINK ()PArMEHT COAEPIKAT OMPENEIISIONINe
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koMmrieMeHTapHocTh obmact (CDR) aHTHTENna WM aHTHIEHCBS3BIBAKOLIETO (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
WK UX OMoaHajora, 1 KOHBIOraTa aHTUTENA U JISKAPCTBEHHOTO CPE/ICTBA, KOTOPBIN CBSI3bIBAETCS
¢ TkaneBbIM (pakTopom (TF), mpudyem KOHBIOraT aHTUTEJIA U JIEKAPCTBEHHOTO CPEICTBA COAEPIKUT
aatutenno k TF wmm  ero aHTUreHcBs3bIBarOIMK  (parMeHT, KOHBIOTHPOBAHHBIE C
MOHOMETHJIAYPUCTATUHOM MJIH €ro (PYHKIIMOHAJIBHBIM AaHAJOIOM WM €ro (pYHKIHOHAJIBHBIM
MPON3BOJHBIM.

2. Crioco0 coriacHO BapuaHTy OCYLIECTBIICHUs 1, B KOTOpoM aHTuUTeso K PD-1 miun
€ro aHTUTreHCBs3bIBAIOIIMN (pparmenT comepxkat CDR aHTHUTENna miaM aHTUTE€HCBS3bIBAIOILETO
¢dparmenTta, BbIOPaHHBIX W3 TPYMIbL, COCTOsAIEH M3 HHMBONyMaba, Amp-514, Tuciaenusymada,
uemurinmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada,
PDRO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003.

3. Crnioco® coriacHO BapHaHTy OCYINeCTBiIeHus | win 2, B KOTOPOM aHTHTENO K PD-
| nnm ero aHTUreHCBA3BIBAIOIINN (parMeHT CoaepkaT BapradeabHyI0 00JacTh TSDKENON Lenu |
BapuadesNpHyr0 O0JaCTh JIETKOM LeNM AaHTUTeNa WM AHTHICHCBS3bIBAIOINEro (parmeHTa,
BBIOPAHHBIX U3 TPYIIIbI, COCTOsIEH U3 HUBONyMaba, Amp-514, tucnennsymada, uemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
win ux OnoaHaora.

4. Crioco0 corjiacHO BapHaHTy OCYIIECTBJIeHUs | Wiu 2, B KOTOPOM aHTUTENO K PD-
1 UM ero aHTUreHCBSI3BIBAIO LI (PparMeHT copepikaT BapuabebHy0 00JacTh TSKEJION LEenH U
BapuabeNpHyI0 O0JAaCTh JIETKOW ILIeMM AaHTHTENa WM AHTHICHCBSI3BIBAIOLIErO (hparMeHTa,
BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIEH U3 HUBOIyMada, Amp-514, tucnennsymabda, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

5. Crioco0 coriacHO BapuaHTy OCYIIECTBIIEHUs |, B KOTOpoM aHTHUTeNO0 K PD-1 wiun
€ro aHTHUIeHCBSI3bIBAOIIUI (pparMeHT BBHIOPAHBI U3 IPYIIIBLI, COCTOALIEH W3 HUBOJIyMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003 nnu nx 6uoaHaiora.

6. Crioco0 coriacHO BapuaHTy OCYIIECTBIICHUs |, B KOTOpoM aHTHUTENO K PD-1 miun

€ro aHTUIeHCBSI3bIBAOIINI (pparMeHT BBHIOPAHBI U3 IPYIIIBI, COCTOALIEH U3 HUBOJMyMaba, Amp-
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514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmusymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003.

7. Croco® cormacHo 0OOMy W3 BapHaHTOB OCYLIECTBIEHHS 1-0, B KOTOPOM
KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOTO CPENCTBA BBOAAT B J103€, HAXOSMIEHCS B AUANA30HE OT
okouio 0,9 Mr/kr 1o okoso 2,1 Mr/kr.

8. Crioco0 coriacHo BapHaHTy OCYLIECTBIEHHS 7, B KOTOPOM KOHBIOTaT aHTHTENA U
JIEKapPCTBEHHOT'O CPEACTBA BBOIST B 103€ OKOJIO 2,0 MI/KT.

9. Crnioco0 coriacHo BapHaHTy OCYLIECTBIEHHs 7, B KOTOPOM KOHBIOIaT aHTHTENA U
JIEKapCTBEHHOT'O CPEACTBA BBOISAT B 103€ 2,0 MI/KT.

10.  Cnoco® coriacHo n0OOMy M3 BapMaHTOB OCYLIECTBIeHHs 1-9, B KOTOpOM
KOHBIOraT aHTUTENAa U JIEKApCTBEHHOTO CPEACTBA BBOAST OJWH pa3 OKOJO Kaxayio | Hemenro,
OJIMH pa3 OKOJIO KaXK/Able 2 HEAENH, OIUH pa3 OKOJIO KaKAble 3 HEIEeNU UM OIUH pa3 OKOJIO
KaX7ble 4 Henenu.

11. Crnioco0 corynacHO BapHaHTy ocyiecTBieHust 10, B KOTOPOM KOHBIOTAT aHTUTENA U
JIEKAPCTBEHHOT'O CPEJICTBA BBOAST OJJUH Pa3 OKOJIO KaX/ble 3 HeeNH.

12, Cmoco0 cormacHo moOOMy W3 BapHaHTOB ocyecTsieHus 1-11, B koTopom
aaTuTeNio K PD-1 win ero aHTUTeHCBS3bIBAOIUN (PparMeHT conmeprkatr BapradesbHyI0 00J1acTh
TSDKEJION 1ienH U BapuabesIbHYI0 00JIacTh JIETKOH 1enu, mpruyueM BapuadenbHas 001aCThb TKENOH
LU COIEPIKHT:

(1) CDR-H1, comep:karnyo aMHHOKUCIIOTHYIO nocienoBarenbHocth SEQ ID NO:17;

(i) CDR-H2, conepskannyro aMUHOKUCIIOTHYIO nocienoareabHocTh SEQ ID NO:18; u

(1i1) CDR-H3, conepkaliyo aMHHOKUCIOTHYIO nocienoarebHocTh SEQ ID NO:19; u

npudeM BapuadesbHast 00JacThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, comepxainyo aMUHOKUCIOTHYIO nocienosareapbHocTh SEQ ID NO:20;

(i) CDR-L2, comep:kainyr aMUHOKHCIOTHYIO nocnenosareapHOCcTh SEQ ID NO:21; u

(1i1) CDR-L3, conepskaiiyro aMMHOKHCIOTHYIO nocyienoBaresbHocTs SEQ ID NO:22.

13.  Cnocob® cormacHo mr0OOMYy M3 BapHAHTOB OCylLIecTBIeHUs 1-12, B KOoTOpOM
aaTuTeNio K PD-1 man ero aHTUreHCBS3BbIBAOIUN (parMeHT colepikaT BapuadenbHyo 00J1acTh
TSDKEJION LETH, COAEePIKALIYI0 aMUHOKHCIIOTHYEO TIOCIIEOBATENbHOCTD, XaPAKTEPHU3YIOLIYIOCS IO
MeHblie Mepe 85%  HMOEHTUYHOCTBEO  IOCJIENOBATENbHOCTEH €  aMHHOKHCJIOTHOMN
nocnenosatenbHOCTEI0 SEQ ID NO:31, u BapuabenbHyr0 00JaCThb JIETKOH IEMH, COAEPIKAIIYIO
AMUHOKHCJIOTHYIO TIOCJIE€OBATEIbHOCTh, XapPaKTePU3YIOLIYIOCA IO MeHbinel wmepe 85%
WIAEHTUYHOCTBIO TIOCJIENOBATEIbHOCTEH ¢ aMHHOKHUCIOTHOM TmochenoBaTenbHOCThi0O SEQ ID

NO:32.
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14.  Cnocob® cormacHo mrOOOMYy M3 BapHAHTOB oOCyliecTBiIeHus 1-13, B KkoTopom
aaTuTeNio K PD-1 muan ero aHTUreHCBS3bIBAOIUN (parMeHT comepikaTr BapuadenbHyo 00J1acTh
TSDKEJION 1eMNu, COAEPKAIIYyK aMHUHOKUCIOTHYK mociaenoBaTenbHocTe SEQ ID NO:31, u
BaprabenpHyI0 O0JIaCTh JIETKOW IIeTH, CONEPIKAINYI0 aMHHOKHCIIOTHYIO IOCIIEN0BATEbHOCTD
SEQ ID NO:32.

15. Croco0 cormacHo JIO0OMYy M3 BapUAaHTOB OCylIecTBieHuss 1-14, B KoTOpoM
arTuTesio K PD-1 niu ero aHTUreHCBsI3bIBAIO NI (PparMeHT MpencTaBisiFoT CO00 HUBOTyMAd.

16.  Cnoco® cormacHo mH0OOMYy M3 BapHaHTOB oOcCyllecTBiIeHus 1-15, B koropom
aatuTeso Kk PD-1 wiu ero aHTHUreHCBSA3BIBAIOIIUN ()parMeHT BBOASIT B J103€, HAXOMSLIEHCS B
nuamnasoHe oT okojio 0,5 MI/Kr 10 okosio 4,1 Mr/kr.

17.  Cnoco0® cormacHO mH0OOMYy M3 BapHaHTOB oOcCyllecTBieHus 1-15, B koropom
antutenno K PD-1 unm ero aHTUreHCBA3BIBAIOIIMN (DparMeHT BBOAAT B IOCTOSIHHOM 103€,
HAaxXOAsIIENCs B ANana3oHe ot okoso 50 mMr 10 okoso 500 mr.

18.  Cmoco0 cormacHo moOOMy W3 BapHaHTOB oOcyInecTBieHust 1-15, B koTopom
aHTuteno K PD-1 uiam ero aHTUreHCBS3BIBAIOLINI (parMeHT BBOAST B IMOCTOSIHHON J103€ OKOJIO
240 mr.

19.  Cmoco0 cormacHo moOOMy M3 BapHaHTOB oOcylnecTsieHus 1-15, B koTopom
aaTuTeNo K PD-1 min ero aHTUreHCBS3BIBAIOIIMI ()PArMEHT BBOIST B MOCTOSIHHOM J103€ OKOJIO
480 mr.

20.  Cmnocob® cormacHo JHOOOMYy W3 BapUAHTOB OCylIecTBIeHUs 1-19, B koTOpom
aTuTeNio K PD-1 My ero aHTUTeHCBSI3bIBAIOIUI (ParMEHT BBOAAT OHMH Pa3 OKOJO KAKAYEO
1 Henenro, OUH pa3 OKOJIO KaKble 2 HEAENH, OJUH pa3 OKOJIO KaKJble 3 Helelu UM OJUH pa3
OKOJIO KaxK7ble 4 HEeAeNu.

21. Crniocob cornacHo BapuaHTy ocyinectsieHus 20, B KOTOpoM aHTuTeNo k PD-1 umu
€ro aHTUTE€HCBSI3bIBAIOIINI (PparMeHT BBOAST OJIUH pa3 OKOJIO KaXKIble 2 HENENH.

22, Cnocob coriacHO JrOOOMY M3 BapHAHTOB OCYINECTBJIEHHs 1-21, B KOTOPOM pak
NPEACTaBIISIET COOOI paKk MOJIOYHOH KeJIe3bl.

23. Crniocob cornacHo Jr0O0OMYy M3 BapUAHTOB OCYIIECTBJIeHHs 1-21, B KOTOpOM pak
NpeACTaBIsIeT COOON paK MIEHKH MaTKU.

24, Crioco0 corjiacHO BapHaHTy OCYINECTBICHUs 23, B KOTOPOM CyOBEKT He SIBIISIETCS
KaHIUAAaTOM Ha paJuKaJbHYIO TEpPAIUIO.

25. Crioco coryacHO BapHaHTy OCYILIECTBIEHHS 24, B KOTOPOM paiuKaIbHAasl TePaITHsI
BKJIFOYAET JIYYEBYIO TEPAITHIO H/HJIH SBUCLIEPALIHIO.

26. Crioco cornacHO BapHaHTy OCYIIECTBIEHUs 23, B KOTOPOM CYOBEKT HE MPOX 0N

MPENIIECTBYIOIIY CUCTEMHYIO TEPAIUIO paKa MEeUKH MaTKH.
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27. Crioco0 cornacHo r000My M3 BapHAHTOB OCYIIECTBJICHHs 23-26, B KOTOPOM paK
IEeHKU MATKH TPENCTaBJseT COOOH aneHOKAPIMHOMY, aJeHOCKBAMO3HYI KapLHMHOMY WU
TUIOCKOKJIETOUHYIO KapLIUHOMY.

28. Crniocob cornacHo r000My M3 BapHAHTOB OCYIIECTBJICHHs 23-27, B KOTOPOM paK
IIEeHKHU MAaTKH MPEACTABISAET COOOH pak IEHKH MAaTKU Ha MO3HEH CTaaHH.

29. Crioco0 coracHO BapHaHTy OCYIIECTBIEHUs 28, B KOTOPOM pak IIeHKU MaTKH Ha
MO3/IHeH CTaJUU MPECTaBJsieT COOOH pak MeiHKu MaTKU 3 CTaAUH WIH 4 CTaIuu.

30. Crioco0 cornacHo BapwaHTy ocyiuecTBieHus: 28 uau 29, B KOTOPOM pak LIEHKU
MAaTKH Ha TIO3[JHEH CTaJuu MPENCTaBIsAeT COO0I MeTacTaTUUECKUH pak IeHKH MaTKH.

31 Crioco6 cornacHo 000My M3 BapHAaHTOB OCyIIecTBIeHHs 23-30, B KOTOPOM pax
IIeHKHU MaTKH MIPEACTABISAET COOOM PEeLANBHBIN paK MEHKH MaTKHU.

32. Crnioco® cormacHo nr0OOMYy W3 BapuUaHTOB ocyuiecTBieHus 1-31, B koropom
MOHOMETHJIAYPUCTATHH MpencTaBsieT codoii MoHoMeTunaypuctatid E (MMAE).

33.  Cnoco0 cormacHO mOOOMYy W3 BapHaHTOB OCYLIECTBIEHHs 1-32, B KOTOPOM
antureso k TF, uam ero aHTUreHCBSA3BIBAIOLIMK (PparMeHT, KOHBIOTaTa AaHTUTENa |
JIEKAPCTBEHHOTO CPENCTBA MPEACTaBIIIOT COOOM MOHOKIJIOHAJIBHOE AaHTHUTENO WM  €ro
MOHOKJIOHAJIbHBIH aHTUT€HCBSI3BIBAIOLINH (PPArMEHT.

34, Cnoco0 cormacHo ar000My M3 BapHaHTOB OCyIlecTBieHusi 1-33, B KOTOpOM
antuteno Kk TF, wnaMm ero aHTUIreHCBSI3BIBAIOLIMK (PParMEeHT, KOHBIOTATa aHTHTENA |
JIEKapPCTBEHHOI'O CPENCTBA COMEpIKAT BapHaOe bHYI O0JIACTh TSIKEJIOW LENU U BapuabesbHYIO
00J1aCTh JIETKOM e , TPUYeM BapradesbHasi 00NaCThb TSKEIOH LU CONEPIKHUT:

(1) CDR-H1, comep:kaniyro aMHHOKUCIIOTHYIO nocienoBarebHocTh SEQ ID NO:1;

(i) CDR-H2, conepkalnnyro aMUHOKUCIOTHYIO nocienoBarebHocTh SEQ ID NO:2; u

(1i1) CDR-H3, conepskalinyo aMHHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO:3; u

npudeM BapuadesbHast 00JacThb JIETKOH LIEH CONEPIKHT:

(1) CDR-L1, conepkammyr aMHMHOKUCIOTHYIO nocyenoBateabHOcTs SEQ ID NO:4;

(i) CDR-L2, comep:kalyr aMUHOKHCIIOTHYIO nocienosarenbHocTh SEQ ID NO:S; u

(1i1) CDR-L3, conmepskaliyro aMHHOKHCIOTHYIO nocnenosareabHocTs SEQ ID NO:6.

35. Cnoco0 cormacHo mr000My W3 BapHaHTOB OCYINECTBiIEHUS 1-34, B KOTOpOM
aatuteno kK TF, wnm ero aHTHIeHCBS3BIBAOLINKI (pParMeHT, KOHBIOTATa AaHTHTENA U
JIEKapCTBEHHOTO CPENCTBA COAEPIKAT BapHAOENbHYIO OONACTh TSDKENOW LEMH, COAEPIKAIIYIO
AMUHOKHCJIOTHYIO TIOCIIE€OBATEIbHOCTh, XapPaKTEPU3YIOLIYIOCA IO MeHbinel wmepe 85%
WIAEHTUYHOCTBIO TIOCJIENOBATEIbHOCTEH ¢ aMHHOKHUCIOTHOM TmochenoBaTenbHOCThi0O SEQ ID

NO:7, u BapuabenpHyr0 00OJacTb JIETKOH LENH, COAEPXKALIYD aMHUHOKHCIOTHYIO
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MOCJIEIOBATENbHOCTh, XAPAaKTEPU3YIOIIYIOCS MO MeHbIne Mepe 85% UAEHTUYHOCTBIO
MOCJIeJ0BATEILHOCTEH ¢ aMUHOKHUCIIOTHOM nocienoBatenbHOCThI0 SEQ ID NO:8.

36. Croco0 cornmacHo JIOOOMY M3 BapUAaHTOB OCYILIECTBIeHUs 1-35, B KOTOpOM
aatuteno Kk TF, wnm ero aHTUIeHCBS3BIBAIOLINKM (parMeHT, KOHBIOTATa AaHTHTENAa U
JIEKapCTBEHHOTO CPENCTBA COAEPIKAT BapHAOENbHYI0 OONACTh TSDKENOW LEMH, COAEPKAIIYIo
aMMHOKHUCIOTHYI0 nocnenosatenbHocTh SEQ ID NO:7, u BapuabenpHyr0 007aCTh JIETKOH 1€y,
COZIePKaIyI0 aMUHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:8.

37. Cnoco0 cormacHo m000My W3 BapHaHTOB OCYINECTBiIEeHUs 1-36, B KOTOpOM
antutenno k TF KOHBIOraTa aHTHUTENa M JIEKAPCTBEHHOTO CPEICTBAa NPEACTABIsIET COOOH
THU30TyMal.

38. Croco0 cornmacHO JI00OMYy M3 BapUAaHTOB OCYLIeCTBIeHUs 1-37, B KOTOpOM
KOHBIOraT aHTUTENA U JIEKAPCTBEHHOTO CPEACTBA JOMOJHUTENBHO COAEPKUT JIMHKEP MEXKAY
aHTutesoM K TF uim ero aHTUreHCBSI3bIBAIOIUM ()PArMEHTOM U MOHOMETHIIAYPHCTATHHOM.

39. Cnocob coryacHo BapuaHTy OCYIIECTBIEHHS 38, B KOTOPOM JIMHKEP MPEICTABISIET
co00i1 pacIerIieMbli NeNTHIHBIN JIHHKED.

40. Crioco® corjacHO BapHaHTy OCYIIECTBICHHS 39, B KOTOPOM paCLICTISIeMBbIit
NENTHIHBIN JTMHKEpP XapakTepusyercs popmynoit: -MC-ve-PAB-, rre:

a) MC npencrasnsier coboii:
O
NW
0]
O

b) vc mpencrasisier cOOOM AMMENTH BAIUH-IUTPYJUTHH U

2

c) PAB npencrasisier co0oi:

e

41. Crnocob cormacHo moOoMy M3 BapuaHTOB ocyinecTsieHus 38-40, B KOTOpOM
JVHKEpP TPUCOEAMHEH K CyJb(THAPUIBHBIM TpynmaMm aHtutena K TF, moixydeHHBIM myTem
YJACTUYHOI'O BOCCTAHOBJICHHUS WJIM IIOJHOI'O BOCCTAHOBJIEHHs aHTuTeda K TF wmim ero

AHTUT€HCBSI3BIBAOINETO (hparMeHTa.
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42, Cnoco0 coriacHO BapHaHTy OCYIIECTBIIEHUs 41, B KOTOPOM JIMHKEP NPUCOEANHEH
kK MMAE (vcMMAE), mnpuueM KOHBIOraT aHTHTENa U JIEKAPCTBEHHOTO CPENCTBa

XapaKTEepPU3yeTCsl CIEAYIOUIEN CTPYKTYPOI:

0 0
Ab——S8 0 )]\ I}‘IL g ¥
0 () N N N N
N\/\/\)j\ I o} I o0 © 11
Val-Cit-N
al lH ~
0

(4

Ab-MC-vc-PAB-MMAE (veMMAE)

>
rae p obo3Hauaer yncno ot 1 no 8, S mpexacrasisier coOOH CyIbPrUAPUIBHYIO TPYIITY
antutena K TF u Ab o6o3nauaer antureno k TF mnu ero aHTUreHCBsI3bIBarO Ui (parMeHt.

43. Crioco® cornacHO BapHaHTy OCYINECTBIEHHs 42, B KOTOPOM YCPEOHEHHOE
3HAa4Y€HHE P B MOMYJILMUA KOHBIOTATOB aHTHUTENA U JIEKAPCTBEHHOT'O CPEICTBA COCTABJISIET OKOJIO
4.

44, Cnoco® cormacHO m000My W3 BapHaHTOB OCYyINECTBIEHHUs 1-43, B KOTOpOM
KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOT'O CPEACTBA MPEICTABISIET COO0H TH30TyMa0-BEAOTHH.

45.  Cnoco0 cornacHo mo0OMy M3 BapUaHTOB OCYyLIeCTBJIEeHUs 1-44, B KOTOPOM MyThb
BBEJICHHSI IJIs1 KOHBIOIaTa aHTHUTEJNA U JIEKAPCTBEHHOTO CPENICTBA SIBJISIETCS BHYTPUBEHHbIM.

46. Criocob cornacHo I000My M3 BapHAHTOB OCYIIECTBJICHHs 1-45, B KOTOPOM MyTh
BBeeHUs1 sl aHTuTena K PD-1 Wioum ero aHTUIeHCBS3BIBAIOINErO (parMeHTa SBISIETCS
BHYTPHUBEHHBIM.

47. Crocob cornacHo JEOOOMY M3 BapUAHTOB OCYIIECTBIIEHUs 1-40, B KOTOpOM
antuTeso K PD-1 wiM ero aHTUreHCBS3BbIBAIOLIMKA (ParMeHT M KOHBIOTAT AaHTUTENAa |
JIEKAPCTBEHHOTO CPENCTBA BBOAST MOCIIEOBATENBHO.

48. Crnocob cornacHo JHOOOMY M3 BapUAHTOB OCYILIECTBIIEHUs 1-40, B KOTOpOM
aatuTeso K PD-1 wiM ero aHTUreHCBS3BIBAKOLIMKA (pParMeHT M KOHBIOTAT AaHTUTENa |
JIEKapCTBEHHOTO CPENICTBA BBOASIT OTHOBPEMEHHO.

49. Crniocob cornacHo JIOOOMYy M3 BapUaHTOB OCyIIeCcTBIeHUs: 1-48, B KOTOPOM IO
MeHbluel mepe okoso 0,1%, mo mensiuei mepe okono 1%, mo mMeHbinel Mepe okosio 2%, 1o
MeHbLIeld Mepe okono 3%, mo MeHblnei mepe okono 4%, mo MeHsluel mepe okoio 5%, 1o
MeHbLIeH Mepe Okoyo 6%, Mo MeHblIel mepe okoyio 7%, mo MeHsluer mepe okono 8%, 1o
MeHblIelH Mepe okojio 9%, mo meHbleit Mmepe okono 10%, nmo meHbiel Mepe okojo 15%, mo
MeHbLIel Mepe okojo 20%, mo MeHbine Mepe okoso 25%, mo meHbleit mepe okosno 30%, mo

MeHbLIel Mepe okojo 35%, mo MeHbinei Mepe okoso 40%, mo MeHbleit Mepe okoso 45%, no
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MeHbl11el Mepe okono 50%, no MeHblIei Mepe okono 60%, o MeHblueli Mmepe okoso 70% uiu no
MeHbIer Mepe okosio 80% pakoBBIX KJIETOK CyObekTa skcrpeccupyroT TF.

50. Crioco0 cornacHo JI0OOMYy M3 BapUAHTOB OCyIIecTBIieHUs: 1-49, B KOTOPOM IO
MeHbluel mepe okoso 0,1%, mo mensineir mepe okono 1%, mo meHbliel Mepe okosio 2%, 1o
MeHblIel Mepe okoso 3%, mo MeHblleit mepe okonio 4%, mo MeHbluel mepe okoino 5%, 1o
MeHbLIelH Mepe Okoyo 6%, Mo MeHblIel mepe okoyio 7%, mo MeHbluel mepe okoino 8%, 1o
MeHblIel Mepe okojio 9%, nmo meHblieit Mepe okono 10%, nmo menbinelr Mepe okojo 15%, mo
MeHblIel Mepe okojo 20%, mo MeHblne Mepe okoso 25%, no meHsblieit mepe okono 30%, no
MeHblIel Mepe okoJo 35%, no MeHbluei Mepe okoso 40%, o MeHblIel Mepe okoso 45%, o
MeHblel Mepe okono 50%, no MeHblIei Mepe okoso 60%, o Menbluell Mepe okono 70% uinu no
MeHblIel Mepe okoJ10 80% pakoBBIX KJIETOK CyObekTa skcnpeccupyrot PD-L1.

51. Crnioco® cormacHo nr00OMYy W3 BapuUaHTOB ocyuiecTBieHus 1-50, B koTopom
OIyXOJIb, MPOUCXOMAINAS U3 PaKa, COAEPIKUT OAHY WM OoJiee KIETOK, KOTOPbIe SKCIPECCUPYIOT
PD-L1, PD-L2 unu xak PD-L1, Tak u PD-L2.

52, Cnocob coriacHo 000My M3 BapHaHTOB OCYyINeCTBieHHUs 1-51, B KOTOpOM Mo
MeHble mepe okono 0,1%, mo meHbineilt mepe okojo 1%, mo MeHblIei Mepe okoio 2%, Mo
MeHblIell Mepe okoyio 3%, mo MeHblnel Mepe okoso 4%, 1mo MeHbliel mepe okono 5%, 1o
MeHblIell Mepe okojio 6%, Mo MeHbIIel Mepe okosno 7%, 1o MeHblield mepe okono 8%, 1o
MeHblIelH Mepe okojio 9%, nmo meHbineit Mmepe okono 10%, mo MeHbielr Mmepe okojio 15%, mo
MeHbLIel mepe okojo 20%, mo MeHbinei Mepe okoso 25%, mo meHblnet Mmepe okoso 30%, mo
MeHbLIel Mepe 0kojo 35%, mo MeHbinei mepe okosio 40%, Mo MeHblnel Mepe okono 45%, o
MeHbl11el Mepe okoso 50%, o MeHblIel Mepe okono 60%, o menbiueii Mmepe okosno 70% wuiu no
MeHbIei Mepe okosio 80% T-kneTok cyObekTa skcrnpeccupyroT PD-1.

53. Crniocob cornacHo Ji0OOMy U3 BApUAHTOB OCYLIECTBJICHHs 1-52, B KOTOPOM MOCIIe
BBEJICHUSI KOHBIOTaTa aHTUTENA W JIEKAPCTBEHHOTO CpeAcTBa M aHTUTena k PD-1 wmm ero
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa y CyOBeKTa MPOUCXOAUT YIIYULIEHHE B OTHOLIEHUH OTHOTO
wiu OoJiee TepaneBTHYECKUX 3(P(PEKTOB OTHOCUTEIHFHO UCXOIHOTO YPOBHSI.

54. Crioco0 cornmacHO BapHWaHTy OCYINECTBIEHUs 53, B KOTOPOM OJIWH WM OoJee
TepaneBTHUeCKUX 3(QQEeKTOB BBIOpAHBI W3 TPYMIbL, COCTOSALIEH M3 pa3Mepa OIMyXOJH,
NPOHUCXOASIIEH U3 paKa, TOJIU MALEHTOB C 00BEKTHBHBIM OTBETOM, MPOOJIKUTEIBHOCTH OTBETA,
BPEMEHU JI0 Pa3BUTHS OTBETA, BLDKUBAEMOCTH 0€3 MPOrpecCUpOBaHMs U O0IIEel BBLKHBAEMOCTH.

55. Criocob cornacHo J000OMy U3 BApHAHTOB OCYIIECTBIICHHS 1-54, B KOTOPOM pa3mep
OMyXOJIH, TPOUCXOMSIIICH U3 paKa, YMEHbBIIAETCS 110 MEHbIIEH Mepe Ha okosio 10%, 1o meHblei
Mepe Ha okoJio 15%, no meHbiuell Mepe Ha okono 20%, mo mMeHbluell Mepe Ha okoso 25%, mno

MeHblIel Mepe Ha okosio 30%, mo MeHbIel Mepe Ha OKoJo 35%, Mo MeHblIel Mepe Ha OKOJIO
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40%, o MeHbIeH Mepe Ha 0koJio 45%, 1o MeHblIel Mepe Ha okosio 50%, Mo MeHbIIelH Mepe Ha
okoso 60%, mo MeHblieil Mepe Ha okono 70% wunu mo MeHbuledl Mepe Ha okojo 80%
OTHOCUTEJIbHO pa3Mepa OIMyXOJIu, MPOUCXOASIISH U3 paka, 10 BBEACHUSI KOHbIOTaTa aHTUTENA U
JIEKapCTBEHHOTO CPeNCTBa U aHTuTeNa K PD-1 nimn ero aHTUreHCBA3BIBAIOINErO ()parMeHTa.

56. Crioco0 cornacHo JF00OMY M3 BapUAHTOB OCYLIECTBJICHHUS 1-55, B KOTOPOM HOJIs
MAIEHTOB ¢ OOBbEKTUBHBIM OTBETOM COCTABIISIET MO MEHbIIeH Mepe okoyio 20%, Mo MeHbInei
Mepe okoJio 25%, no MeHbinei Mepe okoso 30%, mo meHbliei Mepe okoso 35%, no MeHblei
Mepe okojio 40%, o MeHbIne Mepe okoso 45%, mo meHblieit mepe okono 50%, nmo MeHblIei
Mepe okoJio 60%, mo MeHbleit mepe okoso 70% winu no MeHbluel Mepe okoJio 80%.

57.  Cnocolb cormacHO JHOOOMYy M3 BapHUaHTOB OCyIIECTBiIEeHUs 1-56, B KOTOPOM y
cyObekTa HaOJIOaeTcsi BbDKUBAEMOCTh 0€3 MPOrpecCHpOBaHUS, COCTABJISIOLIAsl MO MEHbIIEH
Mepe OKOJI0 1 MecsL, 10 MEeHbLIEH Mepe OKOJIO 2 MeCsLa, [0 MEHbLIEH Mepe OKOJIO 3 MecsLa, Mo
MEHbLIEH Mepe OKOJIO 4 MecsiLa, 0 MEHbIIEH Mepe OKOJIO 5 MECSLIEB, 10 MEHbIIEH Mepe OKOJIO
6 MecsLEeB, MO MEHbLIEH Mepe OKOJO 7 MeCSLEB, N0 MEHbIIEH Mepe OKOJO 8 MeCALEB, IO
MEHbLIEH Mepe OKOJIO 9 MecsLIeB, IO MeHblIel Mepe 0koo 10 MecsLeB, O MeHbLIEH Mepe OKOJIO
11 mecsues, mo MeHbLIEH Mepe OKONO 12 mecsues, MO MEHbLIEH Mepe OKOJIO BOCEMHAJLAThb
MECSILIEB, [0 MEHbLIEH Mepe OKOJO ABa Ioja, MO MEHbIIEH Mepe OKOJIO TPU IOAa, MO MEHbIIEH
Mepe OKOJIO YeThIpe rojia WU MO0 MEHbIIEH Mepe OKOJIO MSTh JIET MOCe BBEASHHs] KOHbIOTATa
aQHTUTENIa U JIEKAPCTBEHHOrO cpenacTtBa W aHtutena kK PD-1 uiam ero aHTUreHCBS3BIBAIOIIETO
¢dparmeHra.

58.  Cnocob cornacHO JrOOOMYy M3 BapHUaHTOB OCYIIECTBJICHHs] 1-57, B KOTOpOM y
cyObekTa HabmromaeTcsi oO0Iasi BbDKMBAEMOCTb, COCTABIISIOINAST MO MEHBIIEH Mepe OKOJIO
1 mecsil, Mo MeHbLIEH Mepe OKOJIO 2 MecsiLia, 0 MEHbLIEH Mepe OKOJIO 3 MeCsla, O MEHbIIEH
Mepe OKOJIO 4 MecsiLa, IO MEHBIIEH MEPE OKOJIO 5 MECALIEB, [0 MEHBILEN MEPE OKOJIO 6 MECSILIEB,
M0 MEHBLIEH MEPE OKOJIO 7 MECALEB, MO MEHbBIIEH Mepe OKOJO 8 MECALIEB, MO MEHbIIEH Mepe
OKOJIO 9 MeCsILIEB, IO MEHbIIEH Mepe OkoJio 10 Mecsues, Mo MeHbInel mepe okosio 11 mecsues,
[0 MEHbIIEH Mepe OKOJO 12 mecsues, MO MEHbLIEH Mepe OKOJO BOCEMHAALATb MECSLEB, MO
MeHbIIIeH Mepe OKOJIO JiBa rojia, Mo MeHbIIeH Mepe OKOJIO TPU rofa, 10 MEHbIIEH Mepe OKOJIOo
YEeThIPE TO/la WK MO MEHBIIEH Mepe OKOJIO MAThH JIET MOCJE BBEICHHS] KOHBIOTATa aHTHUTENA U
JIEKapCTBEHHOTO CPeNCTBa U aHTUTeNa K PD-1 Hii ero aHTUreHCBSA3BIBAIOINETO (hparMeHTa.

59. Cnocob cormacHo moOOMy M3 BapHaHTOB ocymecTBieHHs 1-58, B koTopom
MPOOJDKUTEIBHOCTD OTBETA HA KOHBIOTAT AHTUTEJIA U JIEKAPCTBEHHOTO CPENICTBA COCTABIISIET 11O
MEHbIIEH Mepe OKOJIO 1 Mecsl, MO MEHbIIEH Mepe OKOJO 2 MeCsla, MO MEHbIIEH Mepe OKOJIO
3 Mecsua, o0 MEHbLIEH Mepe OKOJIO 4 Mecsila, IO MEHBIIEN MEpPE OKOJIO S MECSILIEB, IO MEHBLIEH

Mepe OKOJIO 6 MeCSLIEB, [0 MEHBLIEH Mepe OKOJIO 7 MECSILIEB, TTO MEHBLIEH MEPE OKOJIO 8 MECSILIEB,
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[0 MEHbLIEH Mepe OKOJIO 9 mecsues, Mo MeHblIed Mepe 0koao 10 mMecsues, N0 MEeHbIIEH Mepe
okouo 11 MmecsLes, Mo MeHbLIEH Mepe OKOJIO 12 mMecsLes, N0 MeHbLIEH MEPE OKOJIO BOCEMHALIATh
MeCSILIeB, TI0 MEHbLIeH Mepe OKOJIO ABa T'oJa, MO MEHbIIEH Mepe OKOJIO TPH rona, MO MEHbIIEH
Mepe OKOJIO 4YeThIpe rojfia WM MO MEHbIIEH Mepe OKOJIO MATh JIET MOC/e BBEASHUS KOHBIOTATa
AHTUTENIa U JIEKAPCTBEHHOrO cpenactBa U aHtutena kK PD-1 unam ero aHTUreHCBSA3BIBAIOIIETO
¢dparmenTa.

60.  Cnoco0 coriacHO NHOOOMY W3 BapUaHTOB OCYIIECTBIEHUS 1-59, B KOTOpOM y
cyObekTa HaOmomaeTrcs OAHO WM Oojiee HEXeNaTeNbHBIX SIBJICHUH, U €My TaKKe BBOIST
JOMOJHUTEIBHOE TePANEBTHYECKOe CPEACTBO ISl YCTPAHEHHS WJIM CHUKEHUSI TSKECTH OIHOTO
wnu Oosiee HeXKeNnaTeNbHbIX SBJICHHHN.

61.  Cnoco0 cormacHo mo00My W3 BapHaHTOB oOcyluecTBieHus 1-60, B koTOopoM
cyOBEKT MOABEPIKEeH PUCKY PA3BUTHSI OJHOTO HJIH OOJIee HeXeNaTeNbHbIX SBJICHUH, U €My TaKXkKe
BBOZSIT JIOTIOJHHUTENIbHOE TEPaNeBTHYECKOe CPENCTBO MJISI MPEAYIPEKACHUS I CHUKEHUSI
TSDKECTH OJJHOTO MM O0Jiee HeXKeNaTebHbIX SIBICHUH.

62. Cnocob coriacHo BapuaHTy OCyIIeCTBIeHNs 60 TN BAPUAHTY OCYIIECTBICHUs 01,
B KOTOPOM OAHO WiH Ooliee HEKeNaTeNbHBIX SBICHUH MPENCTABIAIOT COOOH aHeMuto, OOsb B
’KMBOTE, KPOBOTE€UEHHUE, THIIEPTHPEO3, TUIIOTUPEO3, TMITOKATHEMHIO, THIIOHATPUEMHUIO, HOCOBOE
KPOBOTEUEHHE, YTOMJIIEMOCTD, TOIIHOTY, aJONEINI0, KOHBIOHKTHBHT, KEPAaTHT, U3bSA3BICHUE
KOHBIOHKTHBBI, 3a110p, CHIKEHHBII allleTUT, AUAPEr0, PBOTY, MepuepruIecKyrO HEBPOTIATHIO HITH
oOuiee yxyameHue GuU3n4eckoro 310pOBbI.

63. Crniocob cornacHo r000OMy M3 BApHAHTOB OCyInecTBleHUs: 60-62, B KOTOPOM OITHO
win OoJiee HeXKeNaTeNbHBIX SIBJICHUH MPEACTABISIFOT COOOM HEXKeNaTebHOE SIBJIEHUE 3 CTETIeHU
WJTH BBIIIIE.

64. Crniocob cornacHo r000My U3 BapHAHTOB OCyInecTBiieHus: 60-62, B KOTOPOM OITHO
wn OoJiee HeXKeNaTeNIbHBIX SBJICHUH MPEACTABISIIOT COOO0M Cepbe3HOE HEXKEATENbHOE SIBJICHHE.

65. Crioco0 cornacHo BapuaHTy ocyuecTBieHust 60 HITH BApUAHTY OCYIIECTBIICHH 01,
B KOTOPOM OJHO Wiu OoJjiee HEKeNlaTebHbIX SIBICHUIN MPEACTABIAIOT OO0 KOHBIOHKTHBHT,
U3bS3BIICHUE KOHBIOHKTHBbBI W/WIH KEPATHUT, U JOMOJHUTEIBHOE CPEACTBO MPEACTABIsIET OO0
CMa3bIBAIOLIME TJIa3HBbIE KAaruld 0€3 KOHCEPBAHTOB, COCYIOCY)KHMBAIOLIEE CPEACTBO IJIs IJIa3,
AHTUOMOTHUK W/MJIA COAEPIKALIIe CTEPOH bl TJIa3HbIe KATUTH.

66.  Cnoco0 cormacHo mr000My W3 BapHAaHTOB OCYINECTBJIIEHUS 1-05, B KOTOpOM
CYOBEKTOM SIBJISIETCS] YEJIOBEK.

67. Crioco0 cornmacHo JIOOOMY M3 BapUAHTOB OCYIIECTBIICHUs 1-60, B KOTOpPOM

KOHBIOTAT aHTUTEIA U JICKAPCTBEHHOTO CPEACTBA HAXOOAUTCA B (l)apMaL[eBTH‘{eCKOfI KOMITIO3UILIHNH,
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comepikallel KOHBIOTAT AaHTHUTENAa U JIGKAPCTBEHHOTO CpeactBa H  (apMaleBTUYECKUH
MPUEMJIEMBIA HOCUTEND.

68.  Cnoco0 cormacHo m000My W3 BapHaHTOB OCYINECTBIIEHUS 1-67, B KOTOpPOM
aaTuTesio K PD-1 mim ero aHTHreHCBSI3bIBAIOLINNA (parMEeHT HaxomasTcs B (papMarneBTUIECKON
KOMITO3ULINH, coneprkameil antuteno K PD-1 uiam ero aHTUreHCBSI3bIBAOIIUN (parMeHT u
(bapMaLieBTUYECKUN TPUEMJIEMbIN HOCUTEIb.

69. Konsbrorar anturena u 1eKapCTBEHHOT'O CPECTBA, KOTOPBIN CBsA3bIBaeTCs ¢ TF, s
NPUMEHEHUsl B JIEUYEHUM paka, NpUYeM KOHBIOTAT AHTUTENa M JIEKAPCTBEHHOTO CpEACTBa
npeAHa3Ha4yeH I BBEJCHHsI WIH MOJUIEXKUT BBEICHHUIO B KOMOMHALUH ¢ aHTHTENOM K PD-1 mun
€r0 AaHTUTEHCBS3BIBAIOIIUM (ParMeHTOM, NPUYEM KOHBIOTAT AHTHUTENA U JIEKAPCTBEHHOT'O
cpeactea comepxkur aHtuteno Kk TF  wunm  ero  aHTUreHCBA3BIBAIOIIMHM  (ppParMeHT,
KOHBIOTMPOBAHHbIE C MOHOMETHJIAYPUCTATHHOM MJIH €ro (PYHKLIMOHAJIBHBIM aHAJIOTOM UJIH €ro
(YHKLMOHAJIBHBIM MPOU3BOAHBIM, MpHUeM aHTUTeNo K PD-1 mim ero aHTUreHCBSA3bIBAIOIIUI
¢dparmMenT wuHrHOMPYIOT akTHBHOCTH PD-1, u mnpuuyem antuteno k PD-1 wmm ero
AHTUTEHCBS3BIBAIOINNIA (PparMeHT comepKaT ONpenesone KOMIUIEMEHTAPHOCTh 00JacTH
(CDR) aHTHTENA NI aHTUT'€HCBSI3BIBAIOIIETO (PparMeHTa, BEIOPAHHBIX U3 TPYIIIIbI, COCTOSIIEH U3
HuBOJyMada, Amp-514, Tucnennzymada, uemurumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 unu ux 6Guoanasora.

70. Konbrorar anturtena u JEKapCTBEHHOTO CPEACTBA UJII MPUMEHEHHs] COTJIACHO
BapPHUAHTY OCYLIECTBIeHUs 69, rae aHTuTeNno K PD-1 uiu ero aHTUreHCBA3bIBAKOIIUN (PparMeHT
copep:kar CDR aHTHTENa WM aHTHUIEHCBS3BIBAIOLIETO (hparMeHTa, BHIOPAHHBIX W3 TPYIIIIHI,
cocrosiel u3 HuBojayMada, Amp-514, Tucnennsymada, uemurinmada, TSR-042, JNJ-63723283,
CBT-501, PF-06801591, JS-001, xampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-
754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

71. Konbrorar anturena M JEKapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COTJIACHO
BapuaHTy ocyuiectBieHuss 69 unu 70, roe antuteno k PD-1 wnm ero aHTUreHCBS3bIBAOLIUIMA
(dbparMeHT conepkaT BapHadeNbHYI 00JaCTh TSKEJIOW LENU U BapuadeNnbHYK 00JIacTh JIETKOM
LIeTTH aHTHUTEJA MJIH AHTHTCHCBS3BIBAIOIIETO (PparMeHTa, BHIOPAHHBIX U3 TPYIIIBI, COCTOSLICH W3
HuBosMyMaba, Amp-514, Tucnenuzymaba, nemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 unu nx 6uoananora.

72. Konbrorar anturena M JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
BapuaHTy ocyuiectBieHuss 69 unu 70, rae antuteno k PD-1 wim ero aHTUreHCBS3bIBAOLIUIM

(dbparMeHT conepkaT BapHadeIbHYIO 00JaCTh TSDKEJIOW LENU U BapuadeNnbHyK 00JIacTh JIETKOM
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LeTV aHTUTEeJA WM AaHTUTE€HCBSI3bIBAIOIIETO (PparMeHTa, BHIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH U3
HuBONyMaba, Amp-514, Tucnenuzymaba, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

73. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COIJIACHO
BapHAHTy OCYyLIeCTBIeHUs 69, rae antuTeno K PD-1 win ero aHTHreHCBA3bIBAIOIUN (pparMeHT
BBIOpAHbI U3 TPYIIBL, cocTosimedl u3 HuBomymaba, Amp-514, tucnennzymada, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenuzymada, PDR0O01, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wn ux OnoaHanora.

74. Konbrorar anturena u J€KapCTBEHHOIO CPEACTBA Ul MPUMEHEHMs] COIJIACHO
BapHAHTy OCyLIeCTBIeHUus 69, rae antuteno K PD-1 uin ero aHTHreHCBA3bIBAIOIUN (pparMeHT
BBIOpaHbI U3 TPYIMIbL, COCTOSILIEH M3 HUBOJAyMada, Amp-514, tucnenusymada, nemurummmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

75. Konsblorar anturena u JIEKapCTBEHHOI'O CPEACTBA [Jisl NMPUMEHEHUsI COTJIACHO
ar000My W3 BapUAHTOB OCYINECTBJIEHUs 09-74, rae KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOTO
CpeICTBa BBOMAT B J103€, HAXOSIEHCs B quana3one oT 0kojio 0,9 mMr/kr 10 okoo 2,1 MI/KT.

76. Konbrorar anTurena u JE€KapCTBEHHOTO CPEACTBA U MPUMEHEHMs] COTJIACHO
BAPUAHTY OCYLIECTBJIEHUs 75, I1e KOHBIOTAT AaHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOJSAT B 103€
0K0JI10 2,0 MI/KT.

77. Konbrorar anturena u JEKapCTBEHHOTO CPEACTBA U MPUMEHEHHs] COTJIACHO
BAPUAHTY OCYLIECTBJIEHUs 75, I1e KOHBIOTAT AaHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOJSAT B 103€
2,0 Mr/kr.

78. Konbrorar anturtena M JEKapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COTJIACHO
JF000OMYy W3 BapHAHTOB OCYIIECTBIIEHUs1 69-77, Tlle KOHBIOraT AaHTUTENA U JIEKAPCTBEHHOTO
CpeICTBa BBOJAT OAMH Pa3 OKOJIO KXKAYIO 1 Hemenro, OAUH pa3 OKOJIO KaKAble 2 HeleNu, OJUH
pa3 OKOJIO KaKJble 3 HEeAEeIU WIA OAUH Pa3 OKOJIO KaXable 4 Helemnu.

79. Konbrorar anturena M JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
BAPUAHTY OCYILECTBIICHUsI /8, IIe KOHBIOTaT AHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOAST OUH
Pa3 OKOJIO KaXAble 3 HENEIH.

80. Konbrorar antutena u J€KapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs COTJIACHO
ar000OMy M3 BapUAHTOB ocymiecTBieHuss 69-79, rme antureno k PD-1 wmm  ero
AHTUTEHCBS3BIBAIOIINN  (DparMEHT ConIepkaT BapHadeNbHYH0 00JacTh TSDKEJNIOH Lenu u

BapradeIbHYI0 00JIaCTh JIETKOW LIy, mpudeM BapuadenbHasi 001acTh TSKEJIOHN LeTH COIEPIKUT:
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(1) CDR-H1, comepkaryo aMHHOKUCIIOTHYIO nociienosarenbHocTh SEQ ID NO:17;

(1) CDR-H2, conepkamyro aMHUHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO:18; u

(111) CDR-H3, conepkalnyo aMHHOKUCIOTHYIO nocienoarebHocTh SEQ ID NO:19;

npudeM BapuadbenpHast 00JacThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, comepxainyo aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO:20;

(1) CDR-L2, comep:xkainyr aMHHOKHCJIOTHYIO nocienoBarebHOCTE SEQ ID NO:21; u

(111) CDR-L3, conepskaliyro aMMHOKHCIOTHYIO nocnenosarenpHocTs SEQ ID NO:22.

81. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA Ul MPUMEHEHHs] COIJIACHO
aroboMy U3 BapuaHTOB ocyuiectBieHuss 69-80, rme antureno k PD-1 wimm  ero
AHTUTEHCBSA3BIBAIOIINN  (pparMEeHT coxepkaT BapualenbHYI0 00JacTb TSDKENOH — Iemy,
COZIeprKaLly0 AMUHOKUCIIOTHYIO MOCJIE0BATENIbHOCTD, XapAKTEPU3YIOLIYIOCS 110 MEHBIIEH Mepe
85% HMIEeHTUYHOCTBIO MOCIEA0BATEILHOCTEN ¢ aMHHOKHCIIOTHOM nociaeaoBateabHOCThI0 SEQ ID
NO:31, wu BapuabenbHyr0 OONACTb JIETKOH IIETH, COAEPIKALIYI) aMHUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, XapPaKTEePHU3YIOIIYIOCS IO MeHblneld wmepe 85% HIeHTHYHOCTBHIO
MOCJIEIOBATENBHOCTEH ¢ aMMHOKHUCIIOTHOM nocnenoBatebHOCThIO SEQ ID NO:32.

82. Konsblorar anturena u JIEKapCTBEHHOI'O CPEACTBA [Jisl NMPUMEHEHUsI COTJIACHO
moOoMy M3 BapuaHTOB ocymectBiaeHus 69-81, rme antuteno k PD-1 wmm  ero
AHTUTEHCBS3BIBAIOIIMN  ()parMEeHT coxepskaT BapualenbHYH 00JacTh TSDKENIOW — Lemu,
COZEp KAy aMUHOKUCIOTHYIO niocienoBaTeibHocTh SEQ ID NO:31, u BapuabenbHyo 00J1acTh
JIeTKOM LIeTH, COMep Kally0 aMUHOKUCIIOTHYIO nocienosarenbHocTs SEQ ID NO:32.

83. Konbrorar anturtena u JE€KapCTBEHHOTO CPEACTBA U MPUMEHEHHs] COTJIACHO
ar00OMy M3 BapUAHTOB oOcyullecTBieHuss 69-82, rme antuteno k PD-1 wim  ero
AHTUTEHCBS3BIBAIOIINN (PPArMEHT MPEACTABIAET COOON HIUBOIyMaO.

84. Konbrorar anturena M JEKapCTBEHHOTO CPEACTBA U MPUMEHEHHs] COTJIACHO
ar0O0OMy M3 BapUAHTOB ocymiecTBieHuss 69-83, rme antureno k PD-1 wim  ero
AQHTUTE€HCBS3BIBAIOINNIN ()parMEHT BBOAST B JI03€, HAXOASIICHCS B TUANa3oHe OT 0Kouo 0,5 mr/kr
110 0k010 4,1 MI/KT.

85. Konbrorar anturtena u JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
ar000OMy W3 BapUAHTOB ocymiecTBieHuss 69-83, rme antureno k PD-1 wmum  ero
AHTUTEHCBS3BIBAIOIINN (PPAarMEHT BBOIST B MOCTOSIHHOHM 1103€, HAXOISIICHCS B JUAIa30HE OT
0k0J10 50 Mr a0 okoJsio 500 mr.

86. Konbrorar antutena u J€KapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs COTJIACHO
ar000OMy M3 BapuUAHTOB ocymiecTBieHuss 69-83, rme antureno k PD-1 wmm  ero

AHTUTEHCBS3BIBAIOIINN (PPArMEHT BBOIAT B MOCTOSTHHOH /103€ OKOJIO 240 M.
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87. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COTJIACHO
aro00OMy M3 BapuUaHTOB ocymiectBieHuss 69-83, rme antureno k PD-1 wim  ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT BBOISAT B IOCTOSTHHOH /103€ OKOJIO 480 Mr.

88. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COIJIACHO
aro00OMy M3 BapuUaHTOB ocymiectBieHuss 69-87, rme antureno k PD-1 wm  ero
AHTUTEHCBSA3BIBAIOIINN (PparMEHT BBOISAT OAMH Pa3 OKOJIO KXAYI0 1 Hememo, OJUH pa3 OKOJIO
KaKble 2 HEAEIH, ONUH pa3 OKOJIO KaXAble 3 HeeIU WIM OJUH Pa3 OKOJIO KaxKable 4 Heneu.

89. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA Ul MPUMEHEHHs] COIJIACHO
BapHaHTy ocyuecTBieHus 88, rae antuteno K PD-1 wim ero aHTHreHCBA3bIBAIOIUN (pparMeHT
BBOZST OJIMH Pa3 OKOJIO KaXKAble 2 HEEIH.

90. Konbrorar anturena u J€KapCTBEHHOIO CPEACTBA Ul MPUMEHEHMs] COIJIACHO
M00OMy M3 BapHaHTOB ocyliecTBiieHHs 69-89, rme pak mpeacTtaBisieT coOOW pak MOJIOYHOM
JKEJIE3bL.

91. Konsblorar antrurena u JEKapCTBEHHOI'O CPEACTBA [Jisl MPUMEHEHUsI COTJIACHO
M00OMy U3 BAPHAHTOB OCyIIeCTBIeHHs1 09-89, rie pak npeacTasiseT coOOH pak MEeHKH MaTKH.

92. Konsblorar anturena u JIEKapCTBEHHOI'O CPEACTBA [Jisl NMPUMEHEHUsI COTJIACHO
BapUAHTYy OCyLIecTBIeHHs 91, rae CyObeKT He SIBJIETCS KaHIUIATOM Ha PaJuKaIbHYIO TEPAITHIO.

93. Konsblorar anturena u JIEKapCTBEHHOI'O CPEACTBA [Jil NMPUMEHEHUsI COTJIACHO
BapUAHTY OCYINECTBJICHUS 92, rie paJAuKalibHasl Tepamusi BKIOYAET JYYEBYIO TEPAIHIO /N
3BUCLIEPALIHIO.

94, Konbrorar anturtena u JE€KapCTBEHHOTO CPEACTBA U MPUMEHEHHs] COTJIACHO
BapUaHTy ocymecteieHuss 91, rne CyObeKkT He MPOXOAWI MPEOIIEeCTBYIOLIYIO CHCTEMHYIO
TEepanui0 paka MEHKU MaTKU.

9s. Konbrorar anturena M JEKapCTBEHHOTO CPEACTBA U MPUMEHEHHs] COTJIACHO
Jr000OMYy M3 BapUAHTOB oOcyluecTBiieHus: 91-94, rme pak MIEHKHW MaTKU MPEACTaBIsieT coOOk
aIeHOKapLIMHOMY, aI€eHOCKBAMO3HYIO KaPLIUHOMY HJIU IJIOCKOKJIETOYHYIO KApLIUHOMY.

96. Konbrorar antutena M JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
ar000My M3 BapHAHTOB OCyIIecTBiIeHHUs 91-95, rne pak meHKn MaTKH NpeacTaBisieT coOoi pak
LIEHKU MAaTKU Ha MO3/HEN CTaauu.

97. Konbrorar anturena M JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
BapUAHTY OCYLIECTBICHHs 90, TIe pak IIeHKH MAaTKH Ha TMO3JHEH CTaJuu MpEenCTaBisieT coOoi
pak LIEeNKU MaTKH 3 CTauU WIH 4 CTaIuM.

98. Konbrorar anturena M JEKapCTBEHHOIO CPEACTBA Ui MPUMEHEHHs] COTJIACHO
BAPUAHTY OCyLIECTBIeHUs 96 unu 97, rae pak IEWKU MAaTKU Ha MO3JHEHW CTaauu NPEACTaBIsET

coOOH MeTacTaTUYeCKHid PaK HIEHKH MaTKH.
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99. Konbrorar anturena M J€KapCTBEHHOIO CPEACTBA U MPUMEHEHHs] COTJIACHO
Mr000My M3 BapUAHTOB ocyluecTBiieHus 91-98, rme pak IMIEWKW MaTKU MPEACTaBIsieT CoOOH
PELUANBHBIN PaK MIEHKU MaTKH.

100. Koublorar aHtuTesna U JIEKAPCTBEHHOI'O CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
1000My U3 BAPHAHTOB OCYLIECTBIEHUs 69-99, rne MOHOMETHIIAYPUCTATHH MPENCTABIISET COOOH
moHomeTunaypucratud E (MMAE).

101. Kousblorar aHturena U JIEKAPCTBEHHOI'O CPEACTBA JJisl MPUMEHEHHUS COTJIAaCHO
aroboMy #3  BapwaHTOB ocymecteieHust 69-100, rme awtureno k TF, wunum  ero
AHTUTEHCBSA3BIBAIOIINN  (pparMeHT, KOHBIOraTa AaHTHTENa M JIEKAPCTBEHHOI'O CPENCTBa
NPEACTaBSIIOT  COOOH  MOHOKJIOHAJNIBHOE ~ QHTUTENO  WJIM  €r0  MOHOKJIOHAJbHBIN
AHTUT€HCBA3BIBAIOIININ (PparMeHT.

102. KoHblorat aHTuTeda U JIEKAPCTBEHHOIO CPEACTBA JIsi NMPUMEHEHUs COIJIACHO
moboMy w3 BapuaHToOB ocymecteieHuss 69-101, rme antureno k TF, wunum ero
AHTUTEHCBS3BIBAIOIIMI (hparMeHT, KOHbIOraTa aHTUTENA U JIEKAPCTBEHHOTO CPENICTBA COAEpIKaT
BapualbenpbHyr0 00JacTh TSDKENOH 1enmu U BapuabenbHyr 00JacTh JIETKOW LIeMHu, MpHYeM
BapuadesibHast 00J1aCTh TSDKEJIOH LIETTH CONEPIKHT:

(1) CDR-H1, conmepskainyo aMHHOKUCIIOTHYIO nocyenoBatenbHocTh SEQ ID NO:1;

(i) CDR-H2, comepskaliyro aMHHOKUCIIOTHYIO nocneaosaTenbHocTh SEQ ID NO:2; u

(1i1) CDR-H3, conepskaliy aMHHOKUCIIOTHYIO nocienoarenbHocTh SEQ ID NO:3; u

npudeM BapuadesbHast 00JacThb JIETKOM LEMH CONEPIKHT:

(1) CDR-L1, conepkamyr aMMHOKUCIOTHYIO nocyienoBateabHocTh SEQ ID NO:4;

(i) CDR-L2, comep:kainyr aMUHOKHCIIOTHYIO nocienosarenbHocTe SEQ ID NO:S; u

(1i1) CDR-L3, conmepskalyro aMMHOKHCIOTHYIO nocnenosareabHocTh SEQ ID NO:6.

103. KoHblorar aHTuTeNla U JIEKAPCTBEHHOI'O CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
arobOMy W3 BapwaHTOB ocymiectBieHuss 69-102, rme antureno k TF, wunmum  ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTaTa aHTUTEJNA U JIEKAPCTBEHHOTO CPENICTBA CONEPIKAT
BapuabeNbHYI0 O0JIACTh TSIKEJION LIENH, COAeP ALY aMHUHOKHCIIOTHYEO TOCIIEI0BATEbHOCTD,
XapaKkTepU3yIOUIyIocss Mo MeHblied Mepe 85% HAEHTHYHOCTBIO IOCIEA0BAaTENbHOCTENH C
aAMHHOKHUCIIOTHOH nocienosatenbHOCcTh0 SEQ ID NO:7, u BapuabenpHy 0 00IacTb JETKOH 1eTH,
COoZiep Kallyl0 aMUHOKHUCIIOTHYIO MOCJIE0BATENIbHOCTD, XapaKTePU3YIOLIYIOCs 10 MEHbIIIEH Mepe
85% MIEeHTUYHOCTBIO MOCIEN0BATEILHOCTEN ¢ aMUHOKUCIIOTHOHN nociaenoBaTeabHOCTRI0 SEQ ID
NO:8.

104. Koublorar aHTuTesla U JIEKAPCTBEHHOIO CPEACTBA AJisl MPUMEHEHHUS COTJIACHO
aroboMy w3  BapwaHTOB ocymiecteieHuss 69-103, rme antureno k TF, wumum  ero

AHTUTE€HCBSI3BIBAIOINNN (PparMeHT, KOHBIOTATa AHTHTEJIA U JIGKAPCTBEHHOTO CPEICTBA COAEPIKAT
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BaprabenbHy0 00JIaCTh TSKENIOW LETH, COAEPIKALIYI0 aMUHOKHCIOTHYIO TOCIEA0BATEIbHOCTD
SEQ ID NO:7, u BapuabenbHyr0 00JAaCThb JIETKOW LEMH, COAEPKAIYI AaMHHOKHCJIOTHYIO
nocienopareabHocTh SEQ ID NO:8.

105. Koublorar aHtuTesna U JIEKAPCTBEHHOI'O CPEACTBA JIsl MPUMEHEHHUS COTJIACHO
nroboMy u3 BapuaHTOB ocymecTBienus 09-104, rne antuteno k TF koHblorata aHTurena u
JIEKApPCTBEHHOT'O CPEACTBA MPEACTABIISIET COOO0M TH30TYyMal.

106. Koublorar aHturesna U JIEKAPCTBEHHOI'O CPEACTBA JJisl NPUMEHEHHUS COTJIACHO
ar000My W3 BapHaHTOB oOcyliecTBiieHuss 09-105, rie KOHBIOTAT aHTUTENA W JIEKAPCTBEHHOTO
CpenCTBAa  AOMOJHUTEIBHO COAEPXKUT JIMHKep Mexay anturenoM k TF wumm  ero
AHTHUT€HCBS3BIBAIOINNUM ()PArMEHTOM U MOHOMETHIIAY PUCTATHHOM.

107.  Kousblorar aHTuTesa U JIEKAPCTBEHHOI'O CPEACTBA JIsl NPUMEHEHHUS COTJIAaCHO
BapuaHTy ocyiiecTsieHus 106, rae NTUHKEp NpencTaBiseT coOOi paciieruiseMblil MenTHIHBIN
JIUHKEDP.

108. Koublorat aHTuTenaa U JIEKAPCTBEHHOTO CPEACTBA IJIsi NMPUMEHEHUs COIJIACHO
BapMaHTy ocyiuecTsiaeHuss 107, rae paciuenisieMblii NENTUAHBIA JIMHKED XapaKTepU3yeTcs
dopmysioii: -MC-ve-PAB-, rre:

a) MC npencrasinsier co0oii:
0]
NW
0]
O

b) vc mpencrasisier cOOOM AMMENTH BATUH-IUTPYJUTHH U

2

c¢) PAB npencrasisier co0oi:

pe

109. Koublorar aHTuTesla U JIGKAPCTBEHHOTO CPEACTBA AJisl MPUMEHEHHUS COTJIACHO
mo00My U3 BapraHTOB ocymecteieHus 106-108, roe nuHKep NprcoennHeH K CyIb(QruipHIbHBIM
rpynnam a"tutena K TF, MOJy4eHHBIM NyTeM YaCTUYHOIO BOCCTAHOBJICHMS] WJIA IOJHOTO

BOCCTaHOBJIEHHs aHTuTeNa K TF miu ero AHTUT'CHCBA3BIBAOIICIO @parMeHTa.
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110. Koublorar aHTuTesna U JIEKAPCTBEHHOIO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
BapuaHTy ocymectsieHuss 109, rme nuHkep npucoenuHeH kK MMAE (veMMAE), npuuem

KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOI'O CPEICTBA XapaKTEPHU3YyeTCsl CEAYIOIIe CTPYKTypOil:

0 0
Ab——S8 0 )]\ I}‘IL g ¥
0 () N N N N
N\/\/\)kv Cit-N I % I O\ o fe) fo}
1-Cit-
al lH ~
0

(4

Ab-MC-vc-PAB-MMAE (veMMAE)

2

rae p obo3Hauaer yncno ot 1 no 8, S mpexacrasisier coOOH CyIbPrUAPUIBHYIO TPYIITY
aarurena k TF u Ab obo3nauaeT anturesno k TF win ero aHTUreHCBSA3bIBAIOIINN (PparMeHT.

111. Kousblorar aHTuTena MU JIEKAPCTBEHHOI'O CPEACTBA IJisl NPUMEHEHHUS COTJIAaCHO
BapuaHTy ocyiuectsiaeHuss 110, rme ycpeaHeHHOe 3HaYeHHE P B MOMYJBSILUM KOHBIOTATOB
aHTHUTENA U JIEKAPCTBEHHOIO CPEACTBA COCTABJISIET OKOJIO 4.

112.  KoHblorat aHTuTena U JIEKAPCTBEHHOTO CPEACTBA IJisi NMPUMEHEHUs COIJIACHO
a000My W3 BapUAHTOB OCyINecTBiieHUs 69-111, rme KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOTO
CpenCcTBa MpeACTaBIsieT COO0M TH30TyMa0-BeIOTHH.

113.  KoHblorar aHTuTena U JIEKAPCTBEHHOIO CPEACTBA IJIsi NMPUMEHEHUs COIJIACHO
Jr000MY U3 BapMAHTOB OCyIlecTBIeHus: 69-112, e myTh BBEIEHUs IJisi KOHBIOraTa aHTUTENA U
JIEKaPCTBEHHOIO CPEACTBA SIBJISIETCS BHYTPUBEHHBIM.

114. KoHblorar aHTUTENla U JIEKAPCTBEHHOTO CPEACTBA Jisl MPUMEHEHHUS COTJIACHO
Jr0O0MY M3 BAPUAHTOB OCyliecTBiieHus 69-113, rae myTh BBeneHus 115 anTutena k PD-1 wiu ero
AQHTUTE€HCBS3BIBAIOIIETO (hparMeHTa SIBJISIETCS. BHYTPUBEHHBIM.

115. Koublorar aHTuTeNa U JIGKAPCTBEHHOT'O CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
aroO00OMy W3  BapuaHTOB ocymecTBiaeHuss 09-114, rme antuteno k PD-1 wumm  ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT M KOHBIOTAT AHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOISAT
MOCJIEIOBATENBHO.

116. Koublorar aHTuTena U JICKAPCTBEHHOTO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
arO00OMy W3  BapuaHTOB ocymecTBiaeHuss 09-114, rme antuteno k PD-1 wumm  ero
AHTUTEHCBS3BIBAIOIINN (PPArMEHT M KOHBIOTAT AHTUTENA M JIEKAPCTBEHHOI'O CPEACTBA BBOIST
OIHOBPEMEHHO.

117. KoHblorar aHTuTeNla U JIEKAPCTBEHHOIO CPEACTBA 1Jisl MPUMEHEHHUS COTJIACHO
JTF0OOMY M3 BapuUaHTOB ocymiecTByieHus: 69-116, rae mo menbineli mepe okojio 0,1%, mo MeHbIneH
Mepe okoso 1%, no MeHblIeil mepe okoso 2%, Mo MeHblIel Mepe 0koo 3%, 1Mo MeHblel Mepe

okoo 4%, mo MeHblIeH Mepe 0koJio 5%, 1o MeHbIIIel Mepe 0K0JI0 6%, IO MEHBIIEH Mepe OKOJIO
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7%, o MeHblIel Mepe okosio 8%, 1Mo MeHbluel Mepe 0Koyo 9%, o MeHbiuel Mepe okono 10%,
1o MeHbIel Mepe okoio 15%, no menspIeit mepe okoso 20%, o MeHblIei Mmepe okoto 25%, no
MeHblIel Mepe okojo 30%, mo MeHbinei Mepe okoso 35%, no meHsbleit mepe okono 40%, o
MeHblIel Mepe 0KoJo 45%, mo MeHbine Mepe okoso 50%, nmo meHbleit Mepe okono 60%, o
MeHbIe Mepe okono 70% wimu 1mo MeHblied Mepe okojio 80% pakoOBBIX KIETOK CyOBeKTa
skcrnpeccupyrot TF.

118. KoHublorar aHturesna U JIEKAPCTBEHHOI'O CPEACTBA JJisl NPUMEHEHHUS COTJIAaCHO
Mr000My U3 BapuaHTOB ocymiecTByieHus: 69-117, rae mo menbineli mepe okoJio 0,1%, mo MeHbInel
Mepe okoo 1%, no meHbluel Mepe okoJo 2%, o MeHblel Mepe okoio 3%, 1Mo MeHbLIEH Mepe
okoJ10 4%, o MeHblIel Mepe 0koJo 5%, Mo MeHblIel Mepe 0K0JI0 6%, IO MEHbIIEH Mepe OKOJIO
7%, o MeHblIel Mepe okoso 8%, 1Mo MeHbLIel Mepe 0KoJI0 9%, o MeHbluel Mepe okono 10%,
1o MeHbIIei Mepe okoio 15%, nmo menbiei Mepe okojo 20%, o MeHbIIelH Mepe 0KoJo 25%, 1o
MeHbIel Mepe okoJio 30%, mo MeHblIel Mepe okojio 35%, mo meHbluel mepe okoso 40%, 1o
MeHbIIel Mepe okoJio 45%, 1o MeHblIei Mepe okojio 50%, mo MeHblel mepe okoso 60%, mo
MeHbLIel Mepe okojo 70% wnu mo MeHblueil mepe okojio 80% pakoOBBIX KIETOK CyObeKTa
skcnpeccupyroT PD-L1.

119.  KonbproraT aHtuTena M JIEKapCTBEHHOIO CPEACTBA sl MPUMEHEHHs! COIJIACHO
Jr000My M3 BapHAHTOB OCyIIecTBIeHUs1 69-118, rae omyxoJb, MPOUCXOASIIAs U3 PAKA, COAEPIKHUT
onHy wiu Ooee KJIeTOK, KoTopble skcrpeccupyioT PD-L1, PD-L2 wnu kak PD-L1, Tak u PD-L2.

120. KoHblorar aHTUTENa U JIEKAPCTBEHHOTO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
Jr000MY M3 BapuaHTOB ocyiiecTBieHus: 69-119, rae no menbineli Mepe okoJio 0,1%, mo MeHbInekl
Mepe okono 1%, mo MeHblIeil mepe okoso 2%, Mo MeHblIel Mepe 0koo 3%, 1Mo MeHblel Mepe
okoJo 4%, Mo MeHblel Mepe 0KkoJio 5%, 1o MeHbIIel Mepe 0K0JI0 6%, IO MEHBIIIEH Mepe OKOJIO
7%, o MeHblIel Mepe okosio 8%, 1Mo MeHbluel Mepe 0Koyo 9%, Mo MeHbInel Mepe okono 10%,
1o MeHbIel Mepe okoo 15%, nmo menspIeit mepe okoso 20%, o MeHblIei Mmepe okono 25%, o
MeHbluel mepe okojo 30%, mo MeHbinei Mepe okoso 35%, mo meHblneit Mmepe okono 40%, mo
MeHbLIelH Mepe 0KoJo 45%, mo MeHbinei Mepe okoso 50%, mo meHsblet Mmepe okono 60%, o
MeHbIle Mepe okojgo 70% wuiam mo MeHbineir Mepe okono 80% T-kierok cyObekTa
skcnpeccupyrot PD-1.

121.  KoHblorar aHTuTeNla U JIGKAPCTBEHHOTO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
JF0O00OMY M3 BapUAHTOB ocCymecTBieHuss 69-120, rae mociie BBEASHHUS KOHBIOTATa aHTUTENA U
JIEKapCTBEHHOTO CpeAcTBa M aHTUTeNna K PD-1 mim ero aHTUreHCBS3BIBAIOIIETO (parMeHTa y
cyOBbeKTa MPOUCXOANT YIIyULIEHHE B OTHOIIEHUH OJJHOTO MK OoJiee TepaneBTHYecKuX 3¢ dexkToB

OTHOCUTECJIBHO UCXOHOI'0O YPOBHHA.
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122, KoHblorar aHTuTeNla U JIEKAPCTBEHHOI'O CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
BapuaHTy ocymecteieHus 121, rae onuH wim Oonee TepaneBTHUECKUX 3((EKTOB BBIOPAHBI U3
TPYIIbL, COCTOSIIIEM W3 pa3Mepa OMyXOJH, IMPOUCXOMALIEN U3 paka, AONM MALUEHTOB C
OOBEKTUBHBIM OTBETOM, MPOAOJUKUTENIBHOCTH OTBETA, BPEMEHH [0 pa3BUTHS OTBETA,
BBDKHBAEMOCTH O€3 MPOrpecCHpOBaHus U 00IIeH BbDKUBAEMOCTH.

123.  KoHblorar aHTuTesa U JIEKAPCTBEHHOI'O CPEACTBA JJIsI NPUMEHEHHUS COTJIACHO
m000My M3 BapHAHTOB OCYIIECTBJIEeHUs 069-122, rne pa3Mep OMmyxoJid, MPOUCXOASIIEH U3 paka,
YMEHbIIAETCs O MeHbllel Mepe Ha okoso 10%, mo MeHblIel Mepe Ha okojo 15%, no meHbluei
Mepe Ha okoJio 20%, no MeHbluel Mepe Ha okosio 25%, nmo MeHbluel Mepe Ha okono 30%, no
MeHbLIel Mepe Ha okoJio 35%, mo MeHblel Mepe Ha 0kojo 40%, Mo MeHblIel Mepe Ha OKOJIO
45%, no MeHbIel Mepe Ha okoJio 50%, 1o MeHblIel Mepe Ha okosio 60%, Mo MeHbIIEH Mepe Ha
okoigo 70% wumum mo MeHblied Mepe Ha okono 80% OTHOCHTENBHO pa3Mepa OIyXOJiH,
NPOUCXOASINENH U3 paka, A0 BBEIAEHHS KOHBIOraTa aHTUTENAa U JIEKAPCTBEHHOIO CPEIACTBA U
aHTuresna Kk PD-1 nim ero aHTUreHCBS3BIBAIOLIETO (hparMenTa.

124. KoHblorat aHTuTeNa U JIEKAPCTBEHHOIO CPEACTBA IJIsi NMPUMEHEHUs COIJIACHO
ar000My M3 BapUAHTOB OCyIIECTBJIeHUs1 069-123, rae [0 NauueHTOB ¢ OOBEKTUBHBIM OTBETOM
COCTaBJIsIET 1O MeHblel mMepe okosio 20%, Mo MeHbIel mMepe okosio 25%, 1Mo MeHbIlel Mepe
oxoJio 30%, mo MeHblIei Mepe okosio 35%, no meHbiueil Mepe okojo 40%, Mo MeHblIelH Mepe
okosio 45%, o menbieit mepe okoso 50%, mo MeHblnel Mepe okojo 60%, Mo MeHbIIeld Mepe
okosio 70% wnu o MeHbIel mepe okojio 80%.

125. KoHblorar aHTUTeNla U JIEKAPCTBEHHOTO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
1r000My M3 BAPUAHTOB OCYIIECTBIICHUs 69-124, rne y cyObpeKkTa HaOMo1aeTCst BBLKHBAEMOCTD 03
MPOrPECCUPOBAHHUS, COCTABIIAIOIIAs IO MEHbIIIEH Mepe OKOJIO 1 Mecsll, 0 MEHbIIEH Mepe OKOJIO
2 Mecsla, Mo MEHbLIEH Mepe OKOJIO 3 Mecsla, IO MEHbLIEH Mepe OKOJIO 4 Mecsiia, MO MEHbIIEH
Mepe OKOJIO 5 MeCsILIEB, [0 MEHBLIEH Mepe OKOJIO 6 MECSILIEB, IO MEHBLIEH MEPE OKOJIO 7 MECSILIEB,
M0 MEHBLIEH MEPE OKOJIO 8 MECALIEB, MO MEHBIIEH Mepe OKOJO 9 MecsleB, MO MEHbIIEH Mepe
okoJ0 10 MecseB, o MeHbIIe Mepe okoJio 11 mecsles, Mo MeHbLIEH Mepe OKOJIO 12 Mecs1es,
[0 MeHbIIeH Mepe OKOJIO BOCEMHAJlaTb MeCSLeB, IO MEHbIIeH Mepe OKOJIO J1Ba Ioja, Mo
MEHbIIEH MEpPE OKOJIO TPHU roAa, MO MEHBbLIEH Mepe OKOJIO YEThIpE roAa WK MO MEHbIIEH Mepe
OKOJIO TIATH JIET NOCJIE BBEACHHsI KOHBIOraTa aHTUTENA U JIEKAPCTBEHHOTO CPE/ICTBA U aHTUTENA K
PD-1 unu ero aHTHreHCBSI3bIBAKOLIETO (pparMenTa.

126. KoHblorar aHTuTesla U JIGKAPCTBEHHOTO CPEACTBA AJisl MPUMEHEHHUS COTJIACHO
ar000OMy W3 BapuaHTOB ocyiiecTBieHus: 09-125, rme y cyOwekra Habmromaercst oOrimas
BBDKHMBAE€MOCTb, COCTABIISAIOLIAs MO MEHbIIEeH Mepe OkoJio 1 Mecsl, MO MeHbIIeH Mepe OKOJIO

2 Mecs1a, Mo MEHbIIEH Mepe OKOJIO 3 MecsLa, IO MEHbLIEH Mepe OKOJIO 4 Mecsila, M0 MEHbIIEH
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Mepe OKOJIO S5 MeCSLIEB, [0 MEHBLIEH Mepe OKOJIO O MECSILIEB, TTO MEHBLIEH MEPE OKOJIO 7 MECSLIEB,
M0 MEHBLIENH MEPE OKOJIO 8 MECALIEB, O MEHBIIEH Mepe OKOJO 9 MecsleB, MO MEHbIIEH Mepe
0ko0J10 10 MecsiLeB, o MeHbIIER Mepe OkoJio 11 mMecsLes, Mo MeHbLIEH Mepe OKOJIO 12 Mecsnes,
[0 MEHBIIEW Mepe OKOJIO BOCEMHAILATh MECALEB, MO MEHbIIEH Mepe OKOJIO ABa rojaa, Mo
MEHBIIEH MepPe OKOJIO TPHU roAa, MO MEHBLIEH Mepe OKOJIO YEThIpe roAa WM M0 MEHbIIEH Mepe
OKOJIO ITSITH JIET IOCJIE BBEAEHUSI KOHBIOTaTa aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA U aHTUTENA K
PD-1 unu ero anTUreHCBsI3bIBAOLIETO (pparMenTa.

127. KoHblorar aHTuTesla U JIEKAPCTBEHHOI'O CPEACTBA IJIsl NPUMEHEHHUS COTJIACHO
Jr000My M3 BapHAHTOB OCYyIIeCTBICHHs 09-126, rae mpomOKUTEIBPHOCTh OTBETA HA KOHBIOTAT
AQHTUTENAa U JIEKAPCTBEHHOI'O CPEACTBAa COCTABJISIET MO MEHbIIEH Mepe OKoiao 1 mecsn, Mo
MEHBIIEH Mepe OKOJIO 2 MECsILa, [0 MEHbBIIEH Mepe OKOJIO 3 MeCsla, [0 MEHbIIEH Mepe OKOJIO
4 mecsna, o MEHbLIEH Mepe OKOJIO 5 MECSLIEB, IO MEHbLIEH Mepe OKOJIO 6 MECSLIEB, IO MEHbIIEH
Mepe OKOJIO 7 MeCsILeB, IO MEHbIIIEN Mepe OKOJIO 8 MeCSLIEB, 10 MEHBIIEH Mepe OKOJIO 9 MeCsILeB,
1o MeHblel Mepe okosio 10 mMecsLeB, o MeHbIel Mepe okoio 11 mecsies, o MeHbLIEH Mepe
OK0JI0 12 MecsLeB, O MEHbIIEH Mepe OKOJIO BOCEMHAALIATh MECALIEB, 10 MEHbILIEH Mepe OKOJIO
7Ba rojia, O MEHbIIEH Mepe OKOJIO TPU roja, IO MEHbILIEH Mepe OKOJIO YeThIpe roja WIH IO
MEHbBIIEH Mepe OKOJIO MATh JIeT MOCJAE€ BBEAEHUS KOHBIOraTa aHTHUTENa U JIEKapCTBEHHOTO
cpenctsa u anTutesa k PD-1 mim ero aHTUreHeBs3bIBaroero pparmMeHTa.

128. KoHblorar aHTUTeNla U JIEKAPCTBEHHOTO CPEACTBA Jisl MPUMEHEHHUS COTJIACHO
a000My M3 BapHAaHTOB OCyInecTBiieHus: 69-127, rae y cyObpekTa HabmoaaeTcs OmHO Wi OoJee
HEXKEJAaTeJbHBIX SBICHUN, U €My TaKXXe BBOIAT AOTOJHUTEIBHOE TEPANIeBTUYECKOE CPEACTBO IS
YCTPAHEHUS HJTH CHIKEHUS TSDKECTH OJTHOTO WITH O0JIee HeXKENATeNIbHBIX SIBJICHUIA.

129. KoHblorar aHTuTeNla U JIGKAPCTBEHHOT'O CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
1r000My M3 BApUAHTOB OCyLIecTBIeHHs 09-128, re CyOBeKT NOABEPKEH PUCKY Pa3BUTHSI OJJHOTO
win Oojiee HeXKeNaTeNbHBIX SBICHUH, U €My TaKXKe BBOAST JOIMOJIHUTEIBHOE TePareBTUIECKOe
CPEACTBO Ul MPEOYNPEKACHUS MM CHIDKEHHS TSDKECTH OIHOTO WM 0oJiee HeKeNaTelbHbIX
SIBJIEHUM.

130. KoHblorar aHTuTeNa U JICKAPCTBEHHOTO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
BapUaHTy ocyuiecTBiaeHus 128 wnm BapuaHTy ocymectsieHuss 129, rme omHo wim Oonee
HEKEJIATENIbHBIX SIBJICHUI TPENCTaBISIIOT COOOW aHeMHI0, OOJb B JKUBOTE, KPOBOTECUYECHHUE,
TUIEPTUPEO3, TUNOTHUPEO3, TUMNOKAIUEMHIO, TMIOHATPUEMUIO, HOCOBOE KPOBOTEUEHUE,
YTOMJIIEMOCTb, TOLIHOTY, aJIONELHUI, KOHBIOHKTUBHUT, KEPATUT, U3bA3BJICHUE KOHBIOHKTHUBBI,
3arop, CHIDKEHHBIH aNmeTHT, AWAPEr0, PBOTY, MepuepudecKyr0 HEBPOMATHIO WM oliiee

yXyaueHne pru3snaeckoro 310pOBbSL.
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131. KoHblorar aHtuTesna U JIEKAPCTBEHHOIO CPEACTBA IJisl MPUMEHEHHUS COTJIACHO
nr000My U3 BapuaHTOB ocymecTsienus 128-130, roe omHO min Ooiee HeXKeNaTeIbHbBIX SIBJICHUN
NPEACTABISIIOT COOOM HEXKETaTeNbHOE SBJIEHHE 3 CTETIEHN WIIH BBILIE.

132.  KoHblorar aHTuTesa U JIEKAPCTBEHHOI'O CPEACTBA JIsl NPUMEHEHHUS COTJIACHO
nr006oMy U3 BapuaHTOB ocymecTsienus 128-130, roe onHO win Ooiee HeXKeNaTeIbHbBIX SIBJICHUN
NPEICTABISIIOT COOOM Cephe3HOe HEXKENATENbHOE SIBJICHHE.

133.  Koublorar aHtuTesa U JIEKAPCTBEHHOI'O CPEACTBA 1Jisl NPUMEHEHHUS COTJIACHO
BapUaHTy ocyuiecTBiaeHus 128 wmnm BapuaHTy ocymectsieHus 129, rae omHo miu Oonee
HE’KEeJIATENbHBIX SIBJICHUN MPEICTABISIIOT COOONW KOHBIOHKTUBHT, U3BSI3BJICHHE KOHBIOHKTHUBBI
W/ WK KePATUT, U JONIOJTHUTENBHOE CPENICTBO MPENCTaBIAET COOOH CMa3bIBAIOIIHE INIA3HbIE KATlli
0e3 KOHCEPBAHTOB, COCYAOCYKUBAOINEe CPEACTBO ISl Va3, aHTUOMOTHK W/WJIU COAEpIKallne
CTEpOUbI IIa3HbIE KAIIH.

134. KoHblorat aHTuTeNa U JIEKAPCTBEHHOIO CPEACTBA JIsi NMPUMEHEHUs COIJIACHO
M000My U3 BApPHAHTOB OCyIiecTBieHHs 09-133, rae CyObeKTOM SIBIISIETCS UeNIOBEK.

135. KoHblorat aHTuTena U JIEKAPCTBEHHOIO CPEACTBA IJIsi NMPUMEHEHUs COIJIACHO
ar000My W3 BapUAHTOB OCYINECTBJICHUs 69-134, rme KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOTO
CpencTBa HaXOAWTCS B (papMaLeBTUYECKOH KOMIIO3HMLIUH, COAEPIKAlled KOHBIOTAT aHTUTENa U
JIEKAPCTBEHHOTO CPENCTBA U (hapMaLIeBTUYECKHI TPHEMJIEMbI HOCUTEb.

136. KoHblorar aHTUTeNla U JIEKAPCTBEHHOTO CPEACTBA JisI MPUMEHEHHUS COTJIACHO
ar0OMy W3 BapuUaHTOB ocymecTBiaeHuss 09-135, rme antuteno k PD-1 wumm  ero
AHTUTEHCBS3BIBAIOIINN ()PArMEHT HAXOAATCS B (hapMaleBTHUECKOW KOMIO3HLIUH, COAEpIKaIien
aaTuTesio K PD-1 mim ero aHTUreHCBA3bIBAOIINH (PparMeHT U (papMaleBTHUECKUN TPUEMIIEMbIT
HOCHTEIb.

137. IlpumeHeHue KOHBIOraTa AaHTUTENAa U JIEKAPCTBEHHOI'O CpPEICTBA, KOTOPBIN
cesi3biBaercsi ¢ TF, st M3roToBNeHUs IEKApCTBEHHOTO Mperapara sl JSUSHHs paka y CyObeKTa,
NpUYEM JIEKApCTBEHHBIH Mpernapar MpeIHa3HaueH Uil IPUMEHEHUs] B KOMOMHAIINH C aHTHTEIOM
Kk PD-1 wuam ero aHTUreHCBS3bIBAOIIUM (parMeHTOM, MpHYEM KOHBIOTAT aHTHTENAa |
JIEKApPCTBEHHOT'O CPENICTBA CONEPKUT aHTUTENO K TF MJIH ero aHTUreHCBSI3bIBAIOINNN (PparMeHT,
KOHBIOTHPOBAHHBIE ¢ MOHOMETHJIAYPUCTATHHOM HJIH €ro (PYHKIIMOHAJIBHBIM aHAJIOTOM MJIH €ro
(YyHKLNOHATBHBIM TPOM3BOAHBIM, MPHUEM aHTUTENO K PD-1 mim ero aHTUTeHCBS3BIBAIOIINN
¢parmMeHT WHrHOMpPYIOT akTuBHOCTE PD-1, um mnpuuem antureno k PD-1 wmmm  ero
AHTUTEHCBS3BIBAIOIINN (PparMEeHT COIepKaT ONpenessIIoIue KOMIUIEMEHTAPHOCTh 00JacTh
(CDR) anTHTENA TN AHTUTEHCBA3BIBAIOLIETO (PparMeHTa, BBIOPAHHBIX U3 TPYIIIBI, COCTOALIESH U3

HuBONyMaba, Amp-514, Tucnenuzymada, nemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
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06801591, JS-001, kampenuzymaba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 nnn nx 6moananora.

138. IIpumeHeHue COrIacCHO BApUAHTY OCYINECTBJICHUs 137, B KOTOpOM aHTUTENO K PD-
1 wmm ero aHTUreHcBs3bBaroIUi  ¢parmeHT comepkar CDR  anturena wim
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BBIOPAHHBIX M3 TPYIIIBI, COCTOSIIEH U3 HUBONYMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampenmymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003.

139. IlpumeHeHue COrnacHO BapuaHTy ocyuectieHus 137 umm 138, B koTOpOM
aatuteno kK PD-1 i ero aHTUreHCBs3bIBAOIUN (pparMeHT copepikaTr BapuadenbHy 00J1acTh
TSDKEJION Lenu U BapualeNbHyI0 00NacTh JIETKOH LENMH aHTUTENA UM aHTUI€HCBS3BIBAIOIIETO
¢dparmenTta, BbIOPaHHBIX W3 TPYMIbL, COCTOsAIEH M3 HHMBONyMaba, Amp-514, Tuciaenusymada,
uemurinmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada,
PDRO01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 n CS1003 nnun ux 6Guoananora.

140. Ilpumenenue cornacHO BapuaHTy ocywectsiaenus 137 umu 138, B xoTOpOM
aHTuTeno Kk PD-1 nnu ero aHTHUreHCBsA3bIBAOLINN (parMeHT comepkaT BaprHadeabHy0 00J1acTh
TSDKENOH 1enu U BapuabenbHyr 00JacTh JIETKOH LeNM aHTHUTENla WJIM AHTUI€HCBSI3bIBAIOIIETO
(parmeHTa, BBIOpAHHBIX M3 TPYMIbIL, COCTOSILEH W3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDRO001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003.

141. IIpumeHeHue COrNIACHO BApUAHTY OCYIIECTBIEeHUs 137, B KOTOpOM aHTUTENO K PD-
1 mnM ero aHTHreHCBSI3BIBAIOLINI (PParMeHT BBIOPAHBI U3 TPYIIIBL, COCTOSINEH M3 HUBOJIYMada,
Amp-514, tucnenuzymada, nemuruiumada, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-
001, kampenuszymaba, PDR001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-
009, AK-103, MGA-012, Sym-021 u CS1003 wiu ux OunoaHajora.

142.  IIpumeHeHue COINIACHO BAPUAHTY OCYIIeCTBIEeHUs 137, B KOTOpOM aHTUTENO K PD-
1 mnM ero aHTHreHCBSI3BIBAIOLINN ()ParMeHT BBIOPAHBI U3 TPYIIIBL, COCTOSIIEH M3 HUBOIYyMada,
Amp-514, tucnenuzymada, nemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-
001, kampenuszymaba, PDR001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-
009, AK-103, MGA-012, Sym-021 u CS1003.

143. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiecTsieHus 137-142, B
KOTOPOM KOHBIOTaT aHTUTENIA W JIEKAPCTBEHHOIO CPEACTBAa BBOAAT B 103€, HAXOMSALICHCS B

nuamnasoHe oT okojio 0,9 MI/Kr 10 okosio 2,1 MI/Kr.
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144, IIpumeHeHue COIJaCHO BapHAHTY OCYINECTBIEeHUs 143, B KOTOPOM KOHBIOTAT
AQHTHTENIA U JIEKAPCTBEHHOTO CPEICTBA BBOMSIT B ]03€ OKOJIO 2,0 MI/KT.

145. IIpumeHeHue COraCHO BapUAaHTYy OCYIUECTBIEHUs 143, B KOTOPOM KOHBIOTAT
AHTHTENIA U JIEKAPCTBEHHOTO CPEICTBA BBOMST B A03€ 2,0 MI/KT.

146. IlpumeHneHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiectsieHus 137-145, B
KOTOPOM KOHBIOTaT aHTUTEA M JIEKAPCTBEHHOIO CPEACTBA BBOASAT OAMH Pa3 OKOJO KaKIYIO
1 Hexento, OMH pa3 OKOJIO KaKible 2 HEAEIHU, OJUH pa3 OKOJIO KaKJple 3 Heleau UM OJUH pa3
OKOJIO KaxKble 4 HEAENH.

147. IlpumeHeHue COrJaCHO BapHAHTY OCYIUECTBJIEHUs 146, B KOTOPOM KOHBIOTAT
aHTHUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOAAT OJIUH Pa3 OKOJIO KaKAbIE 3 HEAENH.

148. IlpumeneHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectBieHus 137-147, B
KOTOPOM aHTHUTENO K PD-1 uiam ero aHTUreHCBsI3bIBAOIIUI (hparMeHT cofepkaT BapuadeTbHyI0
o0nacThb TSDKENOH Lenu U BapuadenbHy0 001acTh JIETKOH LienH, mpuueM BapuadenbHast 001acTh
TSKEJION LN CONEPIKUT:

(1) CDR-H1, conepskalinyo aMHHOKUCIOTHYIO nocienoBaTenbHocTe SEQ ID NO:17,

(i) CDR-H2, comepskaliyro aMHHOKUCIIOTHYO nocnenoBarenbHOCTh SEQ ID NO:18; u

(1i1) CDR-H3, conepxaiiyro aMIHOKUCIOTHYO nocnenosarensHocTh SEQ ID NO:19;

npuveM BapuadesbHast 00JaCThb JIETKOM LEMH CONEPIKHT:

(1) CDR-L1, comepxkainyo aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:20;

(i) CDR-L2, comep:kainyr aMUHOKHCIOTHYIO nocnenoBareibHOCTE SEQ ID NO:21; u

(ii1) CDR-L3, conepskaiiyr aMMHOKHCIOTHYIO nocyienoBaresbHocTh SEQ ID NO:22.

149. TlpumeneHue coryjacHO JFOOOMY M3 BapHaHTOB ocyuiectBieHus 137-148, B
KOTOPOM aHTHUTENO K PD-1 miin ero aHTUreHCBSI3bIBAIOIIMIA (PparMEHT COMEPKaT BapruabebHYIO
o0NacTp  TSKENIOW — LemH,  COAEepPIKALIYKd  aMHUHOKUCJIOTHYK)  TOCJIE€OBATENbHOCTD,
XapaKTepU3yIOUIyIocsi MO MeHblied mepe 85% HAEHTHYHOCTBIO IIOCIEAOBATENbHOCTENH C
aMUHOKUCIIOTHON mocnenosareibHOCTEIO SEQ ID NO:31, u BapuabenpHYI 001acTh JIETKOM
LIEMH, COAEPKAIYI0 aMUHOKHUCIOTHYIO MTOCJIEI0BATENbHOCTD, XapaKTEPU3YIOLIYIOCS 110 MEeHbLIEeH
Mepe 85% HAEHTHUYHOCTBIO IMOCJIEN0BATENbHOCTEH C aMHUHOKHUCIOTHOH MOC/IEN0BATENbHOCTBIO
SEQ ID NO:32.

150. TIlpumeneHue coriacHO JHOOOMY M3 BapHaHTOB ocymiectsieHus 137-149, B
KOTOpPOM aHTHUTeN0 K PD-1 min ero aHTUTreHCBSI3bIBAIOIINI (parMEeHT COIEpKaT BapruabebHYIO
00J1aCcTh TSKEJION IeTH, COMEepP KAy aMUHOKHUCIIOTHYIO nocienoBatenibHocTh SEQ ID NO:31,
U BapHaOeNbHYI0 00JacTh JIETKOH LETH, COAEPIKAIyl0 aMHHOKHCIIOTHYIO TOCJIEA0BATEIbHOCTD

SEQ ID NO:32.
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151. TlpumeneHue coriacHO JHOOOMY M3 BapHaHTOB ocymiectsieHus 137-150, B
KOTOpOoM aHTHTEIO0 K PD-1 mnm ero aHTUTeHCBSI3bIBAIOIIMK (PParMEHT MPENCTaBISIFOT COOOH
HUBOJTyMad.

152. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiectsienus 137-151, B
KOTOpOM aHTuTea0 K PD-1 ujom ero aHTUreHCBS3BIBAOIIMN (parMeHT BBOIAT B JI03€,
HaXOJISAIIENCS B quUarna3one ot okoyio 0,5 mMr/kr 1o okoso 4,1 mMr/kr.

153. TIlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiectsienus 137-151, B
KOTOPOM aHTUTeNOo K PD-1 min ero aHTUreHCBsI3bIBaOLIMi ()parMeHT BBOAST B TOCTOSIHHOM 03¢,
HaXOJALIENCS B JUarna3oHe oT okoso 50 Mr 1o okoso 500 mr.

154. TlpumeHeHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiectsienus 137-151, B
KOTOpOM aHTHTeNO K PD-1 mnu ero aHTUreHCBA3BIBAIOIINN ()parMEeHT BBOAST B IIOCTOSIHHOMN J103€
okouo 240 mr.

155. TIlpumeneHue cornacHO JOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-151, B
KOTOPOM aHTHTENO K PD-1 1 ero aHTUreHCBsI3bIBAOINN ()parMEeHT BBOIST B IIOCTOSIHHOM J103€
0k0J10 480 Mmr.

156. IlpumeHeHune coriacHO JOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-155, B
KOTOpOM aHTUTeNo K PD-1 Min ero aHTHreHCBSI3bIBAKOLIHNI (PparMeHT BBOIST OAMH pa3 OKOJIO
KXAYH0 | Henemo, OAUH pa3 OKOJIO KaXKble 2 HEAENH, OAUH pa3 OKOJIO KAKAbIE 3 HEAEIU WU
OJIMH pa3 OKOJIO KaX/ble 4 HeJeu.

157. IlpumeHeHue COrIaCHO BApUAHTY OCYIIECTBIECHUs 156, B KOTOpOM aHTUTENO K PD-
| MM ero aHTUTEeHCBSI3bIBAIOIIUH (PparMEeHT BBOAST OJIMH Pa3 OKOJIO KaX/Ible 2 HeNeNH.

158. TlpumeneHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectBienus 137-157, B
KOTOPOM pakK MPeACTaBiIsieT COOOH pak MOJIOYHOH JKEJIe3bl.

159. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiectBienus 137-157, B
KOTOPOM PaK MpeaCcTaBisieT COOO0H pak MeHKu MaTKH.

160. TlpumeHeHHe COTJIACHO BAPHAHTY OCYINECTBJIEHUS 159, B KOTOPOM CyOBEKT He
SBJISIETCS] KAHAUAATOM HA PAJUKAJIBHYIO TEPAMUIO.

161. IIpumeHeHue COryIacHO BapUAHTY OCyluecTBieHMs 160, B KOTOPOM paauKanbHas
TepaIus BKJIIOYAET JIYYEBYIO TEPAITHIO W/ WA SBUCLIEPALIUIO.

162. TlpumeHeHHE COTJIACHO BAPHAHTY OCYINECTBIECHHUS 159, B KOTOPOM CYOBEKT He
MPOXOIMJI MPEALIECTBYOIIYK) CUCTEMHYIO TEPANUIO paKa MEHKH MaTKH.

163. TlpumeneHue coriacHO JHOOOMY M3 BapHaHTOB ocymiecTBieHus 159-162, B
KOTOPOM paK INeHKH MAaTKH TMpPeacTaBisieT coOOi aaeHOKapLUUHOMY, aAEHOCKBAMO3HYIO

KapLMHOMY WJIH MJIOCKOKJIETOYHYH KapLUHOMY.
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164. TlpumeHeHue coryjacHO JHOOOMY W3 BapHaHTOB ocymiecTBieHus 159-163, B
KOTOPOM paK IIeHKH MaTKH MPEACTABIsIET COOOM pak MIEHKH MAaTKU HA MO3HEH CTaiuu.

165. IIpumeHeHue COrJIaCHO BapUaHTy OCylleCTBIeHUs 1064, B KOTOPOM pak IIEHKHU
MAaTKH Ha TIO3[JHEH CTaIUH MPENCTaBIsAET COOOH pak MmeHKku MaTKu 3 CTaiuu WIH 4 CTaauH.

166. IIpumeHeHue COrNIaCHO BapUaHTy OCyLIeCTBiIeHUs 164 wnm 165, B KOTOpOM pak
KU MaTKH Ha MO3HEN CTa UM MPEICTABISAET COOOM METaCTAaTHYECKHH paK MEeHKH MaTKHU.

167. IlpumeHeHue corjacHO JHOOOMY M3 BapHaHTOB ocyliecTBieHus 159-166, B
KOTOPOM paK IIeWKH MAaTKH MPEACTABISIET COOOM PELMINBHBIN paK MISHKH MAaTKH.

168. IlpumeHeHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-167, B
KOTOPOM MOHOMETHJIAY PUCTAaTHH NpeAcTaBisieT codoit monomerunaypucratud E (MMAE).

169. TIlpumeHneHue corjacHO JHOOOMY H3 BapHaHTOB ocyuiecTBieHus 137-168, B
kotopoM anTtuteno K TF, mnu ero aHTHUreHCBs3bIBarOIUil (pparMeHT, KOHBIOraTa aHTUTENA U
JIEKaPCTBEHHOTO CPENCTBA MPEACTaBIIIOT COOOM MOHOKJIOHAJBbHOE AaHTHUTENO WM €ro
MOHOKJIOHAJIbHBIH aHTUTE€HCBSI3BIBAIOIINH (PPArMEHT.

170. IlpumeHeHue coriacHO JOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-169, B
KoTopoM aHTHTeNno K TF, mmm ero aHTHreHCBA3bIBAIOLIMN (parMeHT, KOHBIOTaTa aHTHTENA U
JIEKapPCTBEHHOT'O CPEACTBA COZEPKAT BapHaOeNbHYI0 O0JIACTh TSDKENIOH LienHu U BapuabenbHYIo
00NacTh JIETKOH LTy, MpHYeM BapradebHasi 00NaCTh TSKEIONW LEMH COIEPIKHT:

(1) CDR-H1, conepskarnyo aMHHOKUCIIOTHYIO nocienoBarebHocTh SEQ ID NO:1;

(i) CDR-H2, conepskalnnyr aMUHOKUCIOTHYIO nocienoBarebHocTh SEQ ID NO:2; u

(1i1) CDR-H3, conepkalinyo aMHHOKUCIIOTHYIO nocienoarenbHocTh SEQ ID NO:3; u

npudeM BapuadesbHast 00JaCThb JIETKOH LEMH CONEPIKHT:

(1) CDR-L1, conepskammyr aMHMHOKHUCIOTHYIO nocyenoBateabHocTh SEQ ID NO:4;

(i) CDR-L2, comep:kainyr aMUHOKHCIIOTHYIO nocienosareabHocTh SEQ ID NO:S; u

(1i1) CDR-L3, conepskaiiyro aMHHOKHCIOTHYIO nocnenosareabHocTh SEQ ID NO:6.

171. TlpumeneHue coryjacHO JHOOOMY M3 BapHaHTOB ocymiectsienus 137-170, B
kotopoM anTuteno K TF, min ero aHTHUreHCBs3bIBaOIUil (pparMeHT, KOHBIOTaTa aHTHTENA U
JIEKAPCTBEHHOTO CPENCTBA COAEPKAT BapHAOENbHYI0 OONACTh TSDKENOW LEMH, COAEPKAIIYIO
AMUHOKHCJIOTHYIO TIOCIIEOBATEIbHOCTh, XapPaKTePU3YIOLIYIOCA IO MeHbinel wmepe 85%
WAEHTUYHOCTBIO TIOCJIENOBATEIbHOCTEH ¢ aMHHOKHUCIOTHOM TmochenoBaTenbHOCThI0O SEQ ID
NO:7, u BapuabenpHyr0 00OJacTb JIETKOH LENH, COAEPXKALIYK) aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh, XAPAKTEPHU3YIOMIYIOCS MO MeHbIIer Mepe 85% UAEHTUYHOCTBIO
MOCJIeJOBATEILHOCTEH ¢ aMUHOKHUCIIOTHOM nocnenoBatenbHOCTBI0 SEQ ID NO:8.

172. TlpumeneHue corjacHO JHOOOMY W3 BapHaHTOB ocymiectsienus 137-171, B

kotopoMm antuteno K TF, mim ero aHTHUreHCBsi3bIBarOIUil (pparMeHT, KOHBIOTaTa aHTHTENA U
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JIEKapCTBEHHOIO CPENCTBA COZIEpKaT BapualOeNbHYI OONACTh TSDKENIOH LenH, COAEp Kallyro
aMHHOKHUCIIOTHYI0 nocienosatenbHocTh SEQ ID NO:7, u BapuabenpHyro 007aCTh JIETKOH 1iery,
COZIEePKAIIYI0 aMIHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:8.

173. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiectsienus 137-172, B
KOTOpOM aHTuTeno Kk TF KoHbBIOraTa aHTHTENA U JIEKAPCTBEHHOTO CPENCTBA MPENCTABISAET COOOH
THU30TyMa0.

174. TlpumeHeHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectsienus 137-173, B
KOTOPOM KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA OMOJHUTENBHO COMAEPKUT JIMHKEP
Mexxay — aHtutenoM Kk TF  wium ero  aHTUIeHCBSI3bIBAIOLIMM  (parMeHToM U
MOHOMETHJIAY PUCTATHHOM.

175. IlpumeHeHue COrJIacHO BAapUAHTY OCYINECTBJIECHUs 174, B KOTOPOM JIMHKEp
NpeACTaBIIsIeT COOON pacIleruIsieMbli ENTHIHBIN JTUHKED.

176. IlpumeHeHMe COTJIACHO BAPUAHTY OCYILECTBIEHUs 175, B KOTOPOM pacLIerIseMblii
NENTHIHBIN JTMHKEpP XapakTepusyercs popmynoit: -MC-ve-PAB-, rre:

a) MC npencrasinsier co0oi¥:
O
NW\
(0]
0]

b) vc mpencrasisier cOOOM AMMENTH BATUH-LUTPYJIIHH U

2

c¢) PAB npexcrasisier co0oi:

pe

177. TlpumeHeHue COrJacHO JHOOOMY W3 BapHaHTOB ocyuiecTBieHus 174-176, B
KOTOPOM JIMHKEpP MPUCOCAMHEH K CyIb(TUAPWIbHBIM rpynmnaM aHnturena K TF, momyueHHBIM
MyTE€M YacCTUYHOI'O BOCCTAHOBJIEHUS WJIM IOJIHOTO BOCCTAaHOBJIeHMsI aHTurena k TF umm ero
AHTHUT€HCBSI3BIBAIOINETO (hparMeHTa.

178. IlpumeHeHue COrJIacHO BApUAHTY OCYINECTBJIEHUs 177, B KOTOPOM JIMHKEp
npucoennaeH kK MMAE (veMMAE), npudeM KOHBIOTaT aHTHTENA U JIEKAPCTBEHHOTO CPENCTBA

XapaKTEepPU3yeTCsl CIEAYIOUIEN CTPYKTYPOI:



162

0 0
ab—s 0 )l\ N, T
0 (6] N N N N
N\/\/\)k I o] | 0\ o]
Val-Cit-N 0 ©
0

4

Ab-MC-vc-PAB-MMAE (veMMAE)

>
rae p obo3Hauaer yncno ot 1 1o 8, S mpexacrasisier coOO CyIbPrUAPMUIbHYIO TPYIITY
aarurena Kk TF u Ab obo3HauaeT anturesno k TF win ero aHTUreHCBS3bIBAIOIINN (PparMeHT.

179. IlpumeHeHue COraacHO BapUAHTY OCYLUECTBJIECHUs 178, B KOTOPOM yCPEIHEHHOE
3HaUY€HUE P B NOMYJALMYU KOHBIOTATOB aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA COCTABJISIET OKOJIO
4.

180. IlpumeneHue corjacHO JHOOOMY H3 BapHaHTOB ocyuiectsieHus 137-179, B
KOTOPOM KOHBIOTAT aHTUTENA M JIEKAPCTBEHHOI'O CPEICTBA MpeAcTaBisieT coOoil TH30Tymal-
BEJOTHUH.

181. IlpumeHeHue cornacHO JOOOMY M3 BapHaHTOB ocymiecTBieHus 137-180, B
KOTOPOM IyTh BBEACHHs [JIs1 KOHBIOraTa aHTUTENa U JIEKapCTBEHHOI'O CPEACTBA SIBISAETCS
BHYTPHUBEHHBIM.

182. TlpumeneHue coryjacHO JFOOOMYy M3 BapHaHTOB ocyuiectBienus 137-181, B
KOTOpPOM TyTh BBeAeHMs uia aHTuTena K PD-1 wim ero aHTHreHCBsI3bIBAIOLIETro (parMeHTa
SIBJIIETCS. BHYTPUBEHHBIM.

183. TlpumeneHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectienus 137-182, B
KOTOpOM aHTuTesio K PD-1 min ero aHTUreHCBSI3bIBAIOLINKA (PParMeHT U KOHBIOTAT aHTHUTENA U
JIeKapCTBEHHOT'O CPEACTBA BBOJAT MOCIEI0BATENBHO.

184. TlpumeHneHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectBienus 137-182, B
KOTOpOM aHTuTesio K PD-1 Win ero aHTUreHCBSI3bIBAIOLINA (PParMeHT U KOHBIOTaT aHTHUTENA U
JIeKapCTBEHHOT'O CPECTBA BBOJASAT OJJHOBPEMEHHO.

185. TlpumeneHue coryjacHO JHOOOMY M3 BapHaHTOB ocyuiectieHus 137-184, B
KOTOPOM 110 MeHblieil Mepe okolo 0,1%, no menbinel Mepe okoso 1%, mo MeHblIel Mepe OKOJIO
2%, no MeHblel Mepe okoiio 3%, Mo MeHblIel Mepe okoJio 4%, Mo MeHbluel Mepe okoso 5%,
MO0 MEHbIIEeH Mepe OKOJo 6%, Mo MEeHbIIeH Mepe OKOJo 7%, 1Mo MeHbluel Mepe okojio 8%, 1o
MeHbIIel Mepe okono 9%, no meHbiuel Mepe okoso 10%, no menblueit mepe okono 15%, no
MeHblIel mepe okojo 20%, mo MeHbine Mepe okoso 25%, mo meHsbleit mepe okono 30%, mo
MeHbLIel Mepe okojo 35%, mo MeHbinei Mepe okoso 40%, mo MeHbleit Mepe okoso 45%, mo
MeHbl11el Mepe okoso 50%, no MeHblIei Mepe okono 60%, o MeHblueli Mmepe okoso 70% uiu no

MeHbIer Mepe okosio 80% pakoBBIX KJIETOK CyObekTa skcrnpeccupyroT TF.
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186. IlpumeneHue coriacHO JHOOOMY W3 BapHaHTOB ocymiectsieHus 137-185, B
KOTOpPOM IO MeHblieil Mepe okoso 0,1%, no menbiuei Mepe okoso 1%, no MeHblIel Mepe OKOJIO
2%, no MeHblIel Mepe okoiio 3%, Mo MeHblIel Mepe okoio 4%, Mo MeHbLIel Mepe okoso 5%,
MO MEHbILIEH Mepe OKOJo 6%, Mo MeHbIIeH Mepe OKOJo 7%, Mo MeHblIel Mepe okojio 8%, 1o
MeHblIel Mepe okojio 9%, nmo meHblieit Mepe okono 10%, nmo menbinelr Mepe okojo 15%, mo
MeHblIel Mepe okojo 20%, mo MeHblne Mepe okoso 25%, no meHsblieit mepe okono 30%, no
MeHblIel Mepe okojo 35%, mo MeHbiuei Mepe okoso 40%, nmo MeHsblIe Mepe okono 45%, o
MeHbLIel Mepe okoio 50%, mo MeHbLel Mepe 0kos0 60%, o MeHbLel Mepe okono 70% unu o
MeHblLIel Mepe okoJio 80% pakoBBIX KJIETOK CyObekTa skcnpeccupyrot PD-L1.

187. IlpumeHneHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-186, B
KOTOPOM OIyXOJlb, MPOMCXOJAINAs W3 pPaka, CONEPKUT OAHY WM Oonee KIJIETOK, KOTOpble
skcnpeccupyrot PD-L1, PD-L2 unu xak PD-L1, Tak u PD-L2.

188. IlpumeHeHue coriacHO JOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-187, B
KOTOpPOM 110 MeHbInei Mepe okoio 0,1%, no mMensiueii Mepe okoJio 1%, o MeHblIel Mepe OKOJIo
2%, 1o MeHblel Mepe okoJo 3%, Mo MeHbleil Mepe 0KoJIo 4%, o MeHblIeH Mepe okoJo 5%,
1o MeHblIeH Mepe okojo 6%, Mo MeHblIel Mepe okosio 7%, o MeHblIel Mepe okoso 8%, 1o
MeHblIel Mepe okono 9%, mo MeHbluell Mepe okoio 10%, no mensiueit mepe okono 15%, mo
MeHblIell Mepe okoso 20%, 1o MeHblIel Mepe okojo 25%, no MeHbliel mepe okoso 30%, no
MeHbLIel Mepe okojo 35%, mo MeHbinei Mepe okosio 40%, Mo MeHblne Mepe okoso 45%, o
MeHblI1el Mepe okoso 50%, o MeHblel Mepe okoso 60%, o menbiueii Mmepe okoso 70% wiu no
MeHblIei Mepe okosio 80% T-kneTok cyObekTa skcrnpeccupyroT PD-1.

189. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiectieHus 137-188, B
KOTOPOM MOCJIe BBEJICHHs] KOHBIOTaTa aHTUTENA U JIEKAPCTBEHHOTO CpeacTBa U aHTuTena k PD-1
WIN €r0 aHTUTeHCBSI3bIBAIOLIETO (PparMeHTa y CyObeKTa MPOUCXOAUT YIIyYIIeHHE B OTHOLICHUH
OIHOTO MK OoJiee TepaneBTUYecKuX 3(h(PeKTOB OTHOCUTENBHO UCXOIHOTO YPOBHSI.

190. TlpumeHeHue COrIaCHO BapHAHTY ocyiuecTieHus 189, B koTopom onuH i Gosee
TepaneBTHUeCKUX 3(QQEeKTOB BBIOpPAHBI W3 TPYMIbL, COCTOSALIEH U3 pa3Mepa OIMyXOJH,
NPOMCXOASIEH U3 paKa, TOJIU MALEHTOB C O0BEKTHBHBIM OTBETOM, MPOIOJKUTEIIBHOCTH OTBETA,
BPEMEHU JI0 Pa3BUTHS OTBETA, BLDKUBAEMOCTH 0€3 POrpecCUpOBaHMs U O0IIEel BBDKHBAEMOCTH.

191. TIlpumeneHue coryiacHO JHOOOMY M3 BapHaHTOB ocymiectsierus 137-190, B
KOTOPOM pa3Mep OMyXOJH, MPOUCXOASIIEH U3 paka, YMEHBIIAETCs 10 MEHbIIEH Mepe Ha OKOJIO
10%, o MenbInei Mepe Ha OkoJio 15%, mo meHblel mepe Ha okoJio 20%, Mo MeHbIIEeH Mepe Ha
okoso 25%, no MeHbluel Mepe Ha okosio 30%, mo MeHblIel Mepe Ha okoyio 35%, 1Mo MeHbLIeH
Mepe Ha okoJio 40%, mo MeHbluel Mepe Ha okoyio 45%, mo MeHbinel Mepe Ha okono 50%, mo

MeHblIel Mepe Ha okoio 60%, o MeHblel Mepe Ha 0kojio 70% unu 1o MeHblIei Mepe Ha OKOJIO
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80% OTHOCUTENBHO pa3Mepa OMyXOJH, MPOUCXOAALIeN M3 paka, A0 BBEAEHMs] KOHBIOraTa
AHTUTEJIa U JIEKAPCTBEHHOrO cpeacTtBa W aHtuTena K PD-1 uiam ero aHTUreHCBS3BIBAIOIIETO
¢dparmenrTa.

192. TlpumeneHue corjacHO JHOOOMY M3 BapHaHTOB ocymiectsierus 137-191, B
KOTOPOM JOJIsI MALIMEHTOB ¢ OOBEKTUBHBIM OTBETOM COCTABJISIET IO MEHbIIEH Mepe okoso 20%,
Mo MeHbIIeH Mepe okoJio 25%, o meHbIeit Mepe okoso 30%, o meHblIeit Mmepe okoo 35%, o
MeHbluel Mepe okojo 40%, mo MeHbinei Mepe okoso 45%, no meHblieit Mmepe okosno 50%, no
MeHbleld Mepe okoso 60%, no Menbiuel Mepe okoso 70% unu no MeHbliei Mepe okoio 80%.

193. TIlpumeHeHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiecTBieHus 137-192, B
KOTOPOM y CyOBEKTa HaOMIOAeTCs BBDKUBAEMOCTh 0€3 MPOrpecCUpOBaHMs, COCTABJISIOLIAS 110
MEHbIIEH Mepe OKOJIO 1 Mecsl, MO MEHbIIEH Mepe OKOJIO 2 MeCsla, MO MEHbIIEH Mepe OKOJIO
3 mecsua, N0 MEHbLIEH Mepe OKOJIO 4 MeCsLa, IO MEHBIIEN Mepe OKOJIO S MECSILIEB, 10 MEHBIIEH
Mepe OKOJIO 6 MECALIEB, IO MEHbILIENH MEPE OKOJIO 7 MECSILIEB, IO MEHBLIEH Mepe OKOJIO 8 MECSILIEB,
M0 MEHbLIEH Mepe OKOJIO 9 mecsues, Mo MeHblIeH Mepe 0kojo 10 MecsieB, IO MeHbIIEH Mepe
okoJi0 11 Mecsaues, o MeHblLIeH Mepe OKOJIO 12 MecsLeB, IO MEHbLIEH Mepe OKOJIO BOCEMHALIATh
MECSLEB, 0 MEHbILIEH Mepe OKOJIO ABa rofia, M0 MEHbIIEH Mepe OKOJIO TPU roja, O MEHbIIEH
Mepe OKOJIO YeThIpe rofia WK MO MEHbILIEH Mepe OKOJIO MSTh JIET MOCIe BBEAECHHUS KOHBIOTATa
AQHTUTENAa U JIEKAPCTBEHHOTO cpenacTsa U aHtutena Kk PD-1 unu ero aHTUIreHCBS3BIBAIOLIETO
¢dparmeHra.

194. TlpumeHneHue coryjacHO JFOOOMY M3 BapHaHTOB ocyuiectBienus 137-193, B
KOTOpOM y cyObekTa Habmomaercsi o0masi BBDKUBAEMOCTb, COCTABIISIOINASI TT0 MEHbINEH Mepe
O0KOJIO 1 Mecsil, MO MEHbLIeH Mepe OKOJO 2 Mecsilia, MO MEHbIIEH Mepe OKOJo 3 Mecsua, Mo
MEHbIIEN Mepe OKOJIO 4 Mecslla, MO MEHBILIEH Mepe OKOJIO 5 MECALIEB, MO MEHbIIIEH Mepe OKOJIO
6 MecsLEeB, MO MEHbLICH Mepe OKOJO 7 MECALIEB, MO MEHbIIEH Mepe OKOJIO 8 MECSLEB, MO
MEHbIIEN Mepe OKOJIO 9 MeCsLEB, IO MEHbLIEH Mepe 0koJIo 10 Mecs1eB, O MEHbLIEH Mepe OKOJIO
11 mMecsanes, Mo MeHbLIEH Mepe OKOJO 12 mecsues, MO MEHbIIEH Mepe OKOJIO BOCEMHAALATh
MecsIIIeB, 110 MEHbLIEH Mepe OKOJIO /iBa rojia, 10 MeHbIIeH Mepe OKOJIO TPU roja, M0 MeHbIIel
Mepe OKOJIO YeThIpe rojia WM MO MEHbIIEH Mepe OKOJIO ISATh JIET MOCe BBEAEHHUs] KOHbIOTaTa
AQHTUTENIa U JIEKAPCTBEHHOrO cpeacTtBa W aHTuTena kK PD-1 uiam ero aHTUreHCBSA3BIBAIOIIETO
¢dparmenTa.

195. TIlpumeneHue coriacHO JHOOOMY W3 BapHaHTOB ocymiecTBieHus 137-194, B
KOTOPOM MPOJOJIKUTEIBHOCTD OTBETa HAa KOHBIOTAT AHTUTENA U JIEKAPCTBEHHOIO CpEACTBa
COCTAaBJIIET IO MEHBIIEH Mepe OKOJIO 1 Mecsl, MO MEeHbIIEeH Mepe OKOJIO 2 Mecsla, 0 MEHbIIEH
Mepe OKOJIO 3 MecsIlia, MO MEHBIIEH Mepe OKOJIO 4 Mecsla, MO MEHBIIEH Mepe OKOJIO 5 MECSLIEB,

M0 MEHbLIENH MEPE OKOJIO 6 MECALIEB, O MEHBIIEH MEpe OKOJO 7 MECALEB, MO MEHbIIEH Mepe
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OKOJIO 8 MECSILIEB, IO MEHBLIEH Mepe OKOJIO 9 MecsLeB, O MeHbLIeH Mepe okoo 10 mecsaues, no
MeHbIIEeH Mepe okono 11 mecsanes, mo MeHbLIeH Mepe OKoJIo 12 MecsleB, MO MEHbLIEH Mepe
OKOJIO BOCEMHA/ILIaTh MECSLEB, 110 MEHbIIIEH Mepe OKOJIO /1Ba r0jia, M0 MEHbILEH Mepe OKOJIO TPU
roja, Mo MEHblIENl Mepe OKOJIO YeThIpe rofia WJIM MO MEHblIel Mepe OKOJO MATh JIET Mocie
BBEJCHUS] KOHBIOraTa aHTUTENa M JIEKApCTBEHHOTO cpeAcTBa M aHTturena k PD-1 umm ero
AHTHUT€HCBS3BIBAOIETO (hparMeHTa.

196. IlpumeHneHue corjacHO JHOOOMY M3 BapHaHTOB ocyuiectsieHus 137-195, B
KOTOPOM y cyObekTa HaOJII0aeTcsi OJHO WM OoJiee HEXKEJIATeNbHBIX SIBJICHHM, U €My TaKXkKe
BBOJST JIONOJHUTENBHOE TEPANeBTUUECKOE CPEACTBO [l YCTPAHEHUs] WM CHUXKEHMSI TSKECTU
OJTHOTO WM OOoJiee HeXKeNaTebHbIX SBJICHUH.

197. IlpumeHeHue coryjacHO JHOOOMY H3 BapHaHTOB ocyuiecTBieHus 137-196, B
KOTOPOM CYyOBEKT MOABEPIKEH PUCKY PAa3BUTHUS OIHOTO WIIM OOJiee HEXeJIaTeNbHbIX SBJICHUH, U
€My TakXe BBOJAT AOIMOJHUTENbHOE TEPANEeBTUYECKOE CPEACTBO sl NMPEeAyNpEeKAeHUs WU
CHIKEHUS TSDKECTH OJJHOTO MK OoJiee HesKeNaTeIbHbIX SIBICHUH.

198. IlpumeHeHue COIJIACHO BapHaHTy OCYyINECTBIEHUs 196 wunu  BapuaHTy
ocyuiectBiieHHs 197, B KOTOPOM OZTHO MK O0Jiee HEXKENATENbHBIX SIBJICHHUI MPEACTABIISIOT COO0H
aHeMHio, 0OJb B OKMBOTE, KpPOBOTEYEHHE, THIIEPTUPEO3, THIOTHUPEO3, T'HIIOKAIHEMHIO,
TMIIOHATPUEMHUIO, HOCOBOE KPOBOTE€UEHHUE, YTOMIISIEMOCTb, TOLIHOTY, aJIONEL1I0, KOHBIOHKTUBHT,
KEepPaTUT, U3BbSA3BJIICHHE KOHBIOHKTHUBBI, 3aloOp, CHIDKEHHBIN amlIeTuT, Juaper, pBOTY,
nepudepuIecKyr0 HeBPOTIATHIO HITH O0IIee yXyaleHne GU3nIeCKOro 310pOBbs.

199. TlpumeHeHue corjacHO JHOOOMY M3 BapHaHTOB oOCyllecTBieHHs 196-198, B
KOTOPOM OJHO MJH OoJiee HEKEeNaTEeNbHBbIX SIBJICHHH MPEICTABISIOT COOOW HEXelaTelbHOe
sIBIEHHE 3 CTENeHU UJIU BbILIE.

200. TIlpumeHeHue COrJIaCHO JOOOMY M3 BapHAaHTOB oOcCyllecTBieHHs 196-198, B
KOTOPOM OAHO WM OoJiee HEKEeNaTeNbHbIX SIBICHHH MPENCTaBISIIOT COOOH Cephe3HOe
He)KeJlaTeNIbHOE sIBJICHUE.

201. IlpumeHeHHMe COIAaCHO BapUaHTy OCyLlecTBiIeHUs 196 wunm BapuaHTy
ocyecTsiieHus 197, B KOTOPOM OJTHO WK OoJiee HeKeNlaTeNIbHBIX SIBJICHUH MIPECTABIISIFOT COOOH
KOHBIOHKTUBUT, W3bS3BJICHHEC KOHBIOHKTHUBBI /WM KEPATHT, W JONOJHHUTEIBHOE CPEICTBO
npeacTaBisier coOO CMa3bIBAIOINME TJIa3HBbIE KAIUTH Oe3 KOHCEPBAHTOB, COCYAOCYKHBAIOIIEE
CPEACTBO IS IJ1a3, AHTUOMOTHK M/MITH CONEpIKaIie CTEPOUIbI IIIa3HbIE KaILIH.

202. IlpumeHeHue COrJIacHO JOOOMY M3 BapHaHTOB ocymectierus 137-201, B
KOTOPOM CYyOBEKTOM SIBJISIETCS YEJIOBEK.

203. IlpumeHeHue coOrjacHO JHOOOMY M3 BapHaHTOB ocymectienus 137-202, B

KOTOPOM KOHBHOTAT AHTUTEIA W JICKAPCTBCHHOI'O CPCACTBA HAXOAUTCHA B q)apMaL[eBTH‘{eCKOfI
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KOMIIO3HULIMY, COAEp:KAalleldl KOHBIOraT aHTUTeIa U JIEKAPCTBEHHOIO  CPEACTBa U
(hapMaLleBTHYECKUN TPUEMJIEMbI HOCUTEIb.

204. IlpumeHeHue COrJIacHO JHOOOMY M3 BapHaHTOB ocymiectsierus 137-203, B
KOTOpOM aHTHTeno K PD-1 wuiam ero aHTUreHCBS3bIBAIOIUN (parMeHT Haxomsarcs B
(dapmaLieBTHUECKON KOMITO3UINH, COAepKaiiei aHTuTeso K PD-1 wiu ero aHTUreHeBSI3bIBAIO LU
¢dparmMeHT 1 PpapMareBTUIECKUI IPUEMIIEMbIH HOCHUTED.

205. Habop, conep aruuii:

(a) aHTHTENO MM €r0 AHTUTCHCBSA3BIBAIOIIUN (PPArMEeHT, IPUYEM aHTUTENO CBSI3bIBAETCS
¢ Oenkxom 1 3amporpammupoBannoi rudenu kierok (PD-1) u uarubupyer aktusHocTh PD-1;

(b) mO3MPOBKY KOHBIOTATA AHTHUTEJA U JIEKAPCTBEHHOT'O CPEICTBA, KOTOPBIN CBSA3bIBACTCS
¢ tkaneBbM (aktopoMm (TF), B amamasone ot okosno 0,9 mr/kr no okoso 2,1 Mr/kr, mpudem
KOHBIOTaT AaHTUTENa M JIEKapCTBEHHOIO CPEACTBA COAEPkKUT aHTtuTesno Kk TF umm ero
AHTUTEHCBS3BIBAIOIINI (PparMeHT, KOHBIOTMPOBAHHBIE C MOHOMETHJIAYPUCTATHHOM WU €ro
(PYHKIIMOHAJIBHBIM aHAJIOTOM HJIN €r0 (PYHKIIMOHAJIBHBIM IPOU3BOAHBIM; U

(c) MHCTPYKIMM TO TMPUMEHEHUIO aHTuTega K PD-1 uiM ero aHTHUreHCBSI3bIBAIOIIETO
(dparmMeHTa 1 KOHBIOTaTa AHTUTENA U JIEKAPCTBEHHOTO CPENCTBA B COOTBETCTBUU CO CIIOCOOOM
COTJIAaCHO JIOOOMY U3 BAapUAHTOB OCYINECTBJICHUS 1-068 wiM KOHBIOTaTa aHTHTENa U
JIEKapPCTBEHHOT'O CPEJCTBAa B KOMOMHAIIMM C aHTUTENIOM K PD-1 min ero aHTUTreHCBSI3bIBAIO UM
(parMeHTOM IUIsi MPUMEHEHUs] COTJIACHO JIF0OOMY M3 BapUAHTOB OCYyINeCTBieHUs1 69-136 B
crioco0e JieueHust paka y cyObekTa.

206. Anrtuteno k PD-1 unm ero aHTUreHCBSI3bIBAOIIUIN (hparMeHT AJisi MPUMEHEHUs B
JeYeHHH paka, mnpudeM aHTtureno K PD-1 wuim ero aHTUreHCBS3BIBAIOIIUN (parMeHT
NpeHA3HAYECHBI JJIs1 BBEIEHUS WM TIOAJIE)KAT BBEIEHHIO B KOMOMHALIUY C KOHBIOTATOM aHTUTEJA
U JICKAPCTBEHHOI'O CPEACTBA, KOTOPBIN CBsi3biBaeTcs ¢ TF, mpuyemM KOHBIOTAT aHTUTENA U
JIEKApPCTBEHHOT'O CPENCTBA CONEPKUT aHTUTENO K TF MM ero aHTUTeHCBSI3bIBAIOINNN (PparMeHT,
KOHBIOTHPOBAHHBIE ¢ MOHOMETHJIAYPUCTATHHOM HJIH €ro (PYHKIIMOHAJIBHBIM aHAJIOTOM HJIH €ro
(YHKLMOHATBHBIM TPOM3BOIAHBIM, MPHUEM aHTUTENO K PD-1 mim ero aHTUT€HCBS3BIBAIOIIUI
¢parmMeHT HHrHOMpPYIOT akTuBHOCTH PD-1, u mnpuuem antureno k PD-1 wmmm  ero
AHTUTCHCBS3BIBAIOIINN (PparMEeHT COIepIKaT ONpenessIIoIue KOMIUIEMEHTAPHOCTh 00JacTh
(CDR) anTHTENA M AHTUTEHCBSA3BIBAIOLIETO (PpAarMeHTa, BBIOPAHHBIX U3 TPYIIIBI, COCTOALIESH U3
HuBosMymMaba, Amp-514, tucnenuzymaba, nemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 nnu ux 6moanasnora.

207. Anruteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINN (PpAarMeHT U MPUMEHEHHUs

COIJIACHO BapUaHTy ocyuiecTBiieHus 206, rae antuteno k PD-1 unn ero aHTUreHCBSI3bIBAIOLIUIN



167

¢dparment comepkar CDR aHTHUTENa WM aHTUT€HCBS3BIBAIOINETO (parMeHTa, BHIOPAHHBIX U3
IPYIIBL, COCTOSALIEH U3 HUBONyMaba, Amp-514, tucnennsymada, uemuruinmada, TSR-042, JNJ-
63723283, CBT-501, PF-06801591, JS-001, kampenuzymaba, PDR0O01, BCD-100, AGEN2034,
IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

208. Amnrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT Ui MPUMEHEHUs
cornacHO BapuaHTy ocywmectsiaeHus 206 wmu 207, rae antuteno k PD-1 umm ero
AHTUTEHCBS3BIBAIOIINN  (DparMEeHT CconepkaT BapHaleNbHY0 O00JacTh TSDKENOM Lenu u
BapuabenpHyI0 O0JNaCTh JIETKOW ILIeNMM AaHTHUTENa WIM AHTHIeHCBS3BIBAIOLIEro (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIMEN U3 HUBONyMada, Amp-514, tucnenusymabda, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
wn ux OnoaHanora.

209. Anruteno xk PD-1 unm ero aHTUreHCBS3BIBAIOIMK (parMeHT AJIsl MPUMEHEHHS
COrjacHO BapuaHTy ocymectBieHuss 206 wumu 207, rae antuteno k PD-1 wnm ero
AHTUTEHCBS3BIBAIOINNI (parMeHT conepXkaT BapHaOeNnbHYI0 OONacTh TSDKENOW Lemu |
BapuadesNpHyr0 O0JacTh JIETKOM Leny AaHTUTeNa WM AHTHICHCBS3bIBAIOINEro (parmeHTa,
BBIOPAHHBIX U3 TPYIIIbI, COCTOsIIEH U3 HUBOyMaba, Amp-514, Tucnennsymada, uemurinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

210. Anxruteno k PD-1 wiu ero aHTUreHCBS3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUS
COTJIACHO BapuaHTy ocyuiecTBiieHus: 206, rae antuteno k PD-1 unn ero aHTUreHCBSI3bIBAKOLIUIM
¢parMeHT BBIOpaHBI W3 TPYNOIMbBL, COCTOsALIEH W3 HUBoayMaba, Amp-514, tucnenmsymada,
nemurnmada, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003 nmu ux OuoaHanora.

211.  Anrureno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PPAarMEHT Ui MPUMEHEHHUS
COTJIACHO BapuUaHTy ocyuiecTBiieHus 206, rae antuteno k PD-1 unn ero aHTUreHCBSI3bIBAKOLIUIA
¢dparMeHT BBIOpaHBI W3 TPYNINBL, COCTOsAIIEH W3 HUBomyMaba, Amp-514, Tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenmusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003.

212.  Anrureno k PD-1 wnu ero aHTUreHCBSA3BIBAIOIINN (PpAarMeHT U MPUMEHEHHUS
COrIacHO JIOOOMY U3 BapWaHTOB ocymecTtBieHuss 200-211, roe KOHBIOraT aHTHTENa |
JIEKApPCTBEHHOT'O CPEACTBA BBOAST B J103€, HAXONSIIEHCS B quamna3oHe oT okojo 0,9 mr/kr mo

okoJo 2,1 Mr/kr.
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213.  Anrureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINN (PpAarMeHT U MPUMEHEHHUs
COIJIACHO BapHUAHTy OCYLUECTBJIeHUs 212, rae KOHBIOraT aHTUTENA U JIEKAPCTBEHHOI'O CPECTBa
BBOJISIT B 103€ OKOJIO 2,0 MI/KT.

214.  Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHHUs
COIJIACHO BapHUAHTy OCYLUECTBJIeHUs 212, rae KOHBIOraT aHTUTENIA U JIEKAPCTBEHHOI'O CPECTBa
BBOJSIT B 103¢€ 2,0 MI/KT.

215.  Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
corylacHO Jr0OOMy U3 BapuaHTOB ocymectieHuss 200-214, roe KOHBIOraT aHTHTENa |
JIEKapCTBEHHOI'O CPENICTBA BBOASAT OAMH pa3 OKOJO KXAYI0 | Hememro, OUH pa3 OKOJIO KaKAble
2 Henenu, OJIMH Pa3 OKOJIO KaXable 3 HeleIu WK OJJUH pa3 OKOJIO KaXable 4 Helenu.

216. Anxrtureno k PD-1 mnu ero aHTUreHCBA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COIJIACHO BApUAHTY OCYLIECTBJIEHUS 215, rie KOHBIOTaT aHTUTENA U JEKAPCTBEHHOTO CPEACTBa
BBOZST OIMH Pa3 OKOJIO KaKble 3 HEIENH.

217.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIMH (parMeHT AJsl MPUMEHEHHS
COTJIaCHO JIIOOOMY M3 BapHaHTOB ocyiuecTBieHusi 206-216, raoe antureno k PD-1 wim ero
AHTUTEHCBS3BIBAIOIINI (parMeHT conepXkaT BapHaOeNnbHYI0 OONacTh TSDKENOW Lemu |
BapuadesbHy 0 00JIaCTh JIETKOH LieTH, Mpu4eM BapradenbHast 00JIacThb TSDKENION ey CONePIKUT:

(1) CDR-H1, conmepskalnyo aMHHOKUCIIOTHYIO nocieaoBaTenbHocTs SEQ ID NO:17,

(i) CDR-H2, conepkannyro aMUHOKUCIOTHYIO nocienoareabHocTh SEQ ID NO:18; u

(111) CDR-H3, conepkaliyo aMHHOKUCIOTHYIO nocienoarebHocTh SEQ ID NO:19; u

npudeM BapuadesbHast 00JacThb JIETKOH LIEMH CONEPIKHT:

(1) CDR-L1, comepxkainyo aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:20;

(i) CDR-L2, comep:kainyr aMUHOKHCIOTHYIO nocyenosarebHOCcTh SEQ ID NO:21; u

(1i1) CDR-L3, conepskaliyr aMMHOKHCIOTHYIO nocyienoBarebHocTs SEQ ID NO:22.

218. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT Ui MPUMEHEHHUS
COMJIaCHO JIIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-217, roe antuteno k PD-1 wumm ero
AHTUTEHCBS3BIBAIOIINN  ()parMEeHT coxepkaT BapualenbHYI o00jacTb TSDKENOW — Iemw,
CoZIep Kallyl0 aMUHOKHUCIIOTHYIO MOCJIE0BATEIbHOCTD, XapaKTEPU3YIOLIYIOCs 10 MEHbIIIEH Mepe
85% MIEHTUYHOCTLIO MOCIEA0BATEILHOCTEN ¢ aMUHOKUCIIOTHOH nociaenoBaTeabHOCTRI0 SEQ ID
NO:31, wu BapuabenpHyr0 O0ONacTp JIETKOM LEMH, COAEPXKAIIYID AaMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh, XAPAKTEPHU3YIOMIYIOCS MO MeHbIIer Mepe 85% UAEHTUYHOCTBIO
MOCJIeJ0BATEILHOCTEH ¢ aMUHOKHUCIIOTHOM nocnenoBarenbHOCThI0 SEQ ID NO:32.

219.  Anrtureno k PD-1 wnu ero aHTUreHCBSA3BIBAIOIINUN (PPAarMEHT U MPUMEHEHHUS
COTJIACHO JIIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-218, roe anturteno xk PD-1 wumm ero

AHTUTEeHCBSI3BIBAIOINNN  (PparMeHT coAepkaT BapuadeNbHYyK0 O00JacTh TSDKENOW  Lemw,
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COIep KAy aMHHOKHUCIOTHYIO nocienosatenibHOCTh SEQ ID NO:31, u BapuabenbHyro 0051acTh
JIETKOM LIeNH, COJep Kallyt0 aMUHOKUCIIOTHYIO nocienosarensHocTs SEQ ID NO:32.

220. Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT Ui MPUMEHEHHUs
COJIAaCHO JIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-219, roe antureno xk PD-1 wmm ero
AHTUT€HCBS3BIBAIOIINN (PPArMEHT MPEACTABIAET COOOH HUBOIYMaO.

221.  Anrureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-220, roe anturteno k PD-1 wumm ero
AQHTHUT€HCBS3BIBAIOINNIN ()parMEeHT BBOAST B J103€, HAXOASIICHCS B TUANa3oHe OoT 0Kouo 0,5 mr/kr
110 0k0J10 4,1 Mr/Kr.

222,  Anxrtureno k PD-1 mnm ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COIJIAaCHO JIIOOOMY W3 BapuaHTOB ocyuiectieHusi 206-220, rae anturteno k PD-1 wumm ero
AHTUTEHCBSA3BIBAIOIINN (PPAarMEHT BBOAST B IOCTOSIHHOHM J103€, HaXOJALIENCS B JUAra3OHE OT
ok0J10 50 Mr 110 okos10 500 Mmr.

223.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIIMK (parMeHT AJsl MPUMEHEHHS
COTJIaCHO JIIOOOMY M3 BapHaHTOB ocyiuecTBieHusi 206-220, raoe antureno k PD-1 wim ero
AHTUTEHCBSA3BIBAIOIIMH (PPAarMEHT BBOIST B OCTOSIHHOM 103€ OKOJIo 240 Mr.

224.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIIMHA (parMeHT AJsl MPUMEHEHHS
COTJIaCHO JIIOOOMY M3 BapwaHTOB ocyiuecTBieHusi 206-220, rae antureno k PD-1 wnm ero
AHTUTCHCBS3BIBAIOIINN ()PATMEHT BBOJST B MOCTOSTHHOH J103€ OKOJIO 480 M.

225.  Anxruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUs
COMJIACHO JIIOOOMY W3 BapHaHTOB ocyiiecTBieHusi 206-224, roe antuteno k PD-1 wuam ero
AHTUTEHCBS3BIBAIOIINN (PPArMEHT BBOIST OAMH Pa3 OKOJIO KaXAYI0 | Hememo, OJuH pa3 OKOJIo
Ka)Kble 2 HEeAeNH, OUH pa3 OKOJIO KaXable 3 HeleU WM OJUH Pa3 OKOJIO Kaxkaple 4 Henenu.

226. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PPAarMeHT Ui MPUMEHEHHUS
COTJIACHO BapUaHTy OCYLIECTBJIeHUs 225, rae antuteso K PD-1 unn ero aHTUreHCBSI3bIBAIOLIUINA
(bparMeHT BBOISAT OAMH Pa3 OKOJIO KaXK/ble 2 HEIEH.

227. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PPAarMeHT U MPUMEHEHHUS
COTJIaCHO JIFOOOMY M3 BapUaHTOB ocyuiecTBieHus 200-226, rae pak mpeacrasisieT coOol pak
MOJIOYHOM KEJIE3bI.

228. Anrtuteno k PD-1 mmu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT U MPUMEHEHHUS
COrJIaCHO JIFOOOMY M3 BapHaHTOB ocyuiecTBieHus 200-226, rae pak mpeacrasiseT coOoil pak
LIEHKU MaTKU.

229.  Anrtureno k PD-1 wnu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT Ul MPUMEHEHHUs
COTJIACHO BapHAaHTY OCYLIeCTBICHUs 228, re CyOBEKT He SBIIAETCS KAHANIATOM Ha PaIUuKaIbHYO

TEPaIuIo.
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230. Anruteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINN (PpAarMeHT U MPUMEHEHHUs
COTJIaCHO BapUAHTY OCyLIeCTBIIeHUs 229, rae paauKanbHas TEpanus BKIOYAET JyYEBYIO TEPAITHIO
W/ VT HBUCLIEPALIHIO.

231.  Anrureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO BAapUAHTy OCyIIeCTBIeHUs 228, Thme CyOBeKT He MPOXOOWI MPEeNUIeCTBYIOIIYIO
CUCTEMHYIO TEPaIUIO paka LMIEHKN MaTKH.

232.  Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COTJIacHO JTI0OOMY M3 BapUAHTOB ocyliecTBieHus: 228-231, rae pak meidKd MaTKU MPEACTABIISIET
co0oH ameHOKapIMHOMY, aIl€HOCKBAMO3HYIO KapPIIMHOMY WUJIH IJIOCKOKJIETOUHYIO KapILITHOMY.

233.  Anrtuteno k PD-1 wnu ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COTJIacHO JTI0OOMY M3 BAPUAHTOB OcylnecTBieHus: 228-232, rie pak MeiHKd MaTKU MPEeACTaBIISIET
co00if pak MIeWKN MaTKH Ha TTO3AHEH CTaIHH.

234, Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIMK (pparMeHT AJIsl MPUMEHEHHS
COrJIaCHO BapUAHTy OCyllecTBiIeHUs 233, rae pak IIEeHKM MAaTKU Ha TMO3JHEN cTaguu
HpencTaBisieT cOOOH pak MeHKN MaTKH 3 CTaguy Wi 4 CTaguu.

235.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIMH (parMeHT AJsl MPUMEHEHHS
COIIACHO BapHaHTy ocyliecTBieHus 233 unu 234, rae pak LIeiKyd MaTKU HAa MO3AHEH CTaauu
NpeACTaBJsieT COOON METaCTaTUYECKHI paK MIEHKH MATKH.

236. Anrtuteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHHUs
COIIACHO JTIOOOMY M3 BAPUAHTOB OCylecTBeHus1 228-235, rie pak mIEHKH MaTKU MPEACTABIISET
co0OH pelUIUBHBINA PaK MIEWKH MATKH.

237. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUS
COMJIACHO JIIOOOMY W3 BapuaHTOB ocyuiecTBienus 206-236, rne MOHOMETWIAyPUCTATUH
npenctassier codoit Monomerunaypuctatid E (MMAE).

238. Anrtuteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT U MPUMEHEHHUS
COMJIACHO JIFOOOMYy M3 BapuaHTOB ocyiuectBieHusi 206-237, rme antureno k TF, wmm ero
AHTUTEHCBS3BIBAIOIINN  (pparMeHT, KOHBIOraTa AaHTHTENa H JIEKAPCTBEHHOI'O CPENCTBa
NPEACTAaBSIIOT  COOOH  MOHOKJIOHAJNIBHOE ~ QHTHUTENO  WJIM  €r0  MOHOKJIOHAJBHBIN
AHTUTCHCBS3BIBAIOLIINN (PparMeHT.

239.  Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINN (PparMeHT U MPUMEHEHHUS
COTJIACHO JIOOOMYy W3 BapuaHTOB ocyiiectBieHusi 200-238, rme antureno k TF, wmm ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTaTa aHTUTENA U JIEKAPCTBEHHOTO CPENICTBA COZEPIKAT
BapraleIbHYI0 O0JIACTh TSDKENON Ienmu W BapualenbHyr OOJIACTh JIETKOH LEeMu, NpUYeM
BapuabenpHast 00JaCThb TSDKEJION LETH CONEPIKUT:

(1) CDR-H1, comep:kamiyro aMHHOKUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO:1;
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(1) CDR-H2, conepkamnyo aMUHOKUCIOTHYIO nocienoBarebHOCTh SEQ ID NO:2; u

(111) CDR-H3, conepkalnyo aMHHOKUCIIOTHYIO mocienoarenbHocTh SEQ ID NO:3; u

npudeM BapuadbenpHast 00J1aCThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, conepkammyro aMMHOKUCIOTHYIO nocyenoBateabHOcTh SEQ ID NO:4;

(1) CDR-L2, comepxkalyr aMUHOKHCIIOTHYO rocienosarenbHocTh SEQ ID NO:S; u

(111) CDR-L3, conepskalyro aMHHOKHCIOTHYIO rocnenosareabHocTh SEQ ID NO:6.

240. Anrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COTJIaCHO JIOOOMYy M3 BapuaHTOB ocymiectBieHusi 200-239, rme antureno xk TF, wmm ero
AHTUTEHCBA3BIBAIOIINN (DparMeHT, KOHBIOTaTa aHTUTENA U JIEKAPCTBEHHOTO CPENICTBA COZEPIKAT
BaprabeNbHyI0 O0JIACTh TSIKENION LENH, COAep KALIYI0 aMUHOKHUCIIOTHYIO TOCIIEI0BATENbHOCTD,
XapaKTepU3YIOUIYIOCs. MO MeHblled Mepe 85% WAEHTHUYHOCTBIO IOCIEAOBATEIbHOCTENH C
aMUHOKHCJIOTHOM nocnenosatenbHOCThi0 SEQ ID NO:7, u BapuabenbHy0 001acThb JIETKO# 1ieny,
COZIeprKaLly0 AMUHOKUCIIOTHYIO MOCJIE0BATEIbHOCTD, XapAKTEPU3YOLIYIOCS 110 MEHBIIEH Mepe
85% MIEeHTUYHOCTBIO MOCIEIOBATENBHOCTEN ¢ aMMHOKHUCIIOTHOM nocienoBatenbHOCThI0 SEQ ID
NO:8.

241. Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIMH (parMeHT AJsl PUMEHEHHS
corjacHo J0oOOMy W3 BapuaHTOB ocymectsieHust 200-240, raoe antureno k TF, wmm ero
AHTUTEHCBSA3BIBAIOIINH (PparMeHT, KOHbIOraTa aHTUTENA U JIEKAPCTBEHHOT'O CPENICTBA COAEPIKaT
BapuabesbHy0 00J1aCTh TSXKENIOW LIEMH, COAEPIKALIYI0 aMUHOKHCIOTHYIO MOCJIEA0BATEIbHOCTD
SEQ ID NO:7, u BapuabenpHyt0 00JACTh JIETKOW LEIMH, COAEPKAIIYI aMHHOKHCJIOTHYIO
nocienoateabHocTh SEQ ID NO:8.

242.  Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINMN (PparMeHT Ui MPUMEHEHHUS
COMJIACHO JIIOOOMY W3 BapuaHTOB ocymecTBieHus 206-241, roe antureno k TF koHbrorarta
AHTHUTEJNA U JIEKAPCTBEHHOT'O CPENCTBA MpeaCTaBisieT coboit Tu3oTymMad.

243. Anruteno k PD-1 win ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHHUS
COrTacHO JIOOOMY W3 BapWaHTOB ocymiecTBieHuss 200-242, roe KOHBIOraT aHTHTENa |
JIEKapCTBEHHOI'O CPEACTBA JOMOJIHUTEIBHO COAEPKUT JIMHKep Mexay antutenoMm k TF wnu ero
AHTUTEHCBS3BIBAIOIINM (hPArMEHTOM U MOHOMETHIIAY PUCTATHHOM.

244.  Anruteno k PD-1 mim ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT U MPUMEHEHHUS
COTJIACHO BApUAHTy OCYILIECTBIEHHs 243, e JIMHKEP MPEencTaBiisieT coOOi paciueruisieMblil
MENTUIHBIN JIUHKEP.

245.  Anruteno k PD-1 wmu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHHUS
COTJIACHO BapUaHTy OCYINECTBAEHUs 244, rAe pacllerisieMbld NENTUIHBbIA  JIMHKEP
xapakrepusyercs ¢opmyoi: -MC-ve-PAB-, rre:

a) MC npencrassier coboii:
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.

b) vc mpencrasisier cOOOM AMMENTH BAIUH-IUTPYJIIIHH U

2

c) PAB npencrasisietr co0oi:

e

246. Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIIMH (parMeHT AJsl MPUMEHEHHS
CorJlaCHO JIFOOOMY K3 BapHaHTOB OCYLIECTBIIEHHs] 243-245, rae JUHKEP NPUCOCOMHEH K
cyNbGTUAPUIBHBIM IpynnaM anturena Kk TF, mosydeHHbIM myTeM YaCTUYHOTO BOCCTAHOBJICHUSI
WJIH TIOJTHOTO BOCCTAHOBIIEHHsI aHTHTeNa K TF MM ero aHTHIreHCBSI3bIBAIOIIETO (hparMeHTa.

247.  Anxtuteno xk PD-1 unm ero aHTHreHCBSI3BIBAKOIIUN (PparMeHT IUIsi MPUMEHEHHSI
COTJIACHO BAapUAHTy OCyliecTBiIeHus 246, rae yuHkep npucoenuHeH k MMAE (veMMAE),
NpUYeM KOHBIOTaT aHTUTeNa U JIEKAPCTBEHHOI'O CPEJICTBA XapaKTepU3yeTcs ClenyroLiei

CTPYKTYpPOM:

0 0
Ab—S o) )k 1%/ g 9
0 (6] N N N N
N\/\/\)k I o] | 0\ o] S 5
Val-Cit-N
1 H ~
0

?

Ab-MC-ve-PAB-MMAE (veMMAE)

2

rae p obo3Hauaer yncno ot 1 1o 8, S mpexacrasisier coOOl CyIbPTrUAPUIIBHYIO TPYIITY
aatutena K TF u Ab o6o3nauaer antureno k TF win ero aHTUreHCBsI3bIBAOIIUI (PparMeHt.

248. Anrtuteno k PD-1 mmu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT Ui MPUMEHEHHUS
COrJIaCHO BAapHUAHTy OCyIUeCTBIeHUs 247, rae yCpeAHEHHOE 3HA4Y€HWEe P B MOMYJALUN
KOHBIOTaTOB aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA COCTABIISIET OKOJIO 4.

249.  Anrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHHUS
COrTacHO JIOOOMY W3 BapWaHTOB ocymecTBieHuss 200-248, rhoe KOHBIOraT aHTHTENa |

JIEKApPCTBEHHOT'O CPEACTBA MPEACTABIISIET COOOM TH30TYMAaO-BEIOTHH.
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250. Amnrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINN (PpAarMeHT U MPUMEHEHHUs
COTJIACHO JIIOOOMY U3 BapHaHTOB ocymecTBieHus: 206-249, rae nyTh BBEISHUS IJIsi KOHBIOTATa
aHTHUTENA U JIEKAPCTBEHHOT'O CPEJCTBA SIBJISIETCS BHYTPUBEHHBIM.

251.  Anrureno k PD-1 mnu ero aHTUreHCBA3BIBAIOIINUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIIOOOMY M3 BapHaHTOB ocymecTBieHus 206-250, rae myTh BBENESHHS U AHTUTENA K
PD-1 nnu ero aHTUTe€HCBSI3bIBAIOIIETO (PparMeHTa sSIBISIETCS BHYTPHUBEHHBIM.

252.  Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINMN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-251, roe antureno xk PD-1 wumm ero
AHTUTEHCBSA3BIBAIOIINN (PPArMEHT M KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA BBOJISAT
MOCJIEAOBATENBHO.

253.  Anxrtureno k PD-1 mnu ero aHTUreHCBA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-251, roe antureno xk PD-1 wumm ero
AHTUTEHCBSA3BIBAIOIIMI (PParMEHT M KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOT'O CPECTBA BBOZST
OJTHOBPEMEHHO.

254.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIUH (parMeHT AJsl MPUMEHEHHS
corjacHo JroOoMy M3 BapHaHTOB ocyecTsiIeHust 200-253, rae no menbliel Mepe okoio 0,1%,
1o MeHblIel Mepe okojio 1%, no meHbliel Mepe okojo 2%, no MeHblieil Mepe okono 3%, no
MeHblIell Mepe okoyio 4%, mo MeHbluel Mepe okosno 5%, 1mo MeHblel mepe okono 6%, 1o
MeHbLIelH Mepe okoyio 7%, mo MeHblnelt mepe okoyio 8%, mo MeHblued mepe okoio 9%, 1o
MeHbluel mepe okojo 10%, mo menbinei mepe okoso 15%, mo meHbleit mepe okono 20%, o
MeHbLIeH Mepe 0KoJo 25%, mo MeHbinei Mepe okosio 30%, mo MeHblne Mmepe okoso 35%, mo
MeHbLIel Mepe okojo 40%, mo MeHbinei Mepe okoso 45%, mo mMeHbleit Mmepe okono 50%, o
MeHbIel Mepe okosio 60%, mo MeHblIeil Mepe okoio 70% wnu no MeHbiel Mepe okoso 80%
PaKOBBIX KJIETOK cyOBekTa skcrpeccupyroT TF.

255.  Amnruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHHUS
COTJIaCHO JFOOOMY M3 BapHaHTOB ocyecTBieHust 206-254, rae no mMeHbiel mepe okoo 0,1%,
Mo MeHblIel Mepe okojo 1%, mo meHblnet Mepe okojo 2%, 1Mo MeHbluel Mepe okojio 3%, 1o
MeHblIelH Mepe okono 4%, mo MeHblneit mepe okoyio 5%, mo MeHsluen mepe okoino 6%, 1o
MeHbLIeH Mepe okoyo 7%, mo MeHblneit mepe okono 8%, mo MeHsluer mepe okoino 9%, 1o
MeHbluel Mepe okojo 10%, mo menbineit Mmepe okoso 15%, mo menbleit mepe okono 20%, mo
MeHblIel Mepe okoJio 25%, 1o MeHbleil Mepe okojio 30%, no meHblIel Mepe okono 35%, o
MeHblIel Mepe okojo 40%, mo mMeHbinei Mepe okoso 45%, mo meHbleit mepe okono 50%, no
MeHblel Mepe okoJio 60%, no MeHblIell Mepe okoio 70% unu no MeHblield Mepe okoso 80%

PaKOBBIX KJIETOK cyOBekTa skcnpeccupyrot PD-L1.
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256. Anrtuteno k PD-1 mmm ero aHTUreHCBSA3BIBAIOIINN (PparMeHT Ui MPUMEHEHHUs
COTJIaCHO JIFOOOMY M3 BapHaHTOB ocymecTeieHns 206-255, rae onyxoJb, MPOUCXOASINAs U3 PaKa,
COIEP>KUT OIHY MJIH OoJiee KIIETOK, KOoTopble skcrpeccupyroT PD-L1, PD-L2 nnn kak PD-L1, Tak
u PD-L2.

257. Anrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUs
COrJIaCHO JFOOOMY M3 BapHaHTOB ocyecTBieHust 206-256, rae no MeHblel mepe okoio 0,1%,
Mo MeHblIel Mepe okojo 1%, mo meHblIel Mepe okojo 2%, 1o MeHbluel Mepe okojo 3%, 1o
MeHbLIel Mepe okoyo 4%, mo meHblielt mepe okoyio 5%, mo MeHsllel mepe okoino 6%, 1o
MeHblIelH Mepe okoyo 7%, mo MmeHblieilt mepe okoyio 8%, mo MeHbluel mMepe okoino 9%, mo
MeHblIel Mepe okojo 10%, no meHbiueit Mepe okoso 15%, no mensblieit mepe okono 20%, no
MeHblIel Mepe 0koJo 25%, no MeHbluei Mepe okoso 30%, no meHblieit Mmepe okoso 35%, no
MeHbIel Mepe okoJio 40%, Mo MeHblIel Mepe okojio 45%, o MeHbluel mepe okoso 50%, mo
MeHblIel Mepe okoso 60%, no meHbIel Mepe okoso 70% unu no MeHbiueit mepe okoso 80% T-
KJIETOK CyOBeKTa sKcnpeccupyot PD-1.

258.  Anruteno x PD-1 unm ero aHTUreHCBS3BIBAIOIUN (parMeHT AJsl MPUMEHEHHS
CorJlaCHO JIOOOMy M3 BapHaHTOB ocyluecTBieHusi 206-257, rme mociie BBEIASHUsT KOHBIOTATA
aHTHUTENA U JIEKAPCTBEHHOIO CpeAcTBA U aHTUTena K PD-1 mnm ero aHTUreHCBSI3bIBAOLIETO
¢parmMeHTa y CcyOBekTa MPOUCXOAWT YJYy4YIIEHHE B OTHOIIEHHWH OJHOTO MK Oonee
TepaneBTHUECKUX 3(PPEKTOB OTHOCUTEIBHO HCXOAHOTO YPOBHSI.

259.  Anrtuteno k PD-1 wiu ero aHTUreHCBS3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO BapHAaHTy OCyIlnecTBieHus 258, rae omuH wiu Oonee TepaneBTHUECKUX 3(dexToB
BBIOPAHBI U3 TPYIIIIbI, COCTOSLICH M3 pa3Mepa OMyXOJIH, TPOUCXOISLICH 13 paKa, J0JIU MalUeHTOB
C OOBEKTHBHBIM OTBETOM, NPONOJIKHTEIBHOCTH OTBETa, BPEMEHH JO pAa3BUTHUS OTBETA,
BBDKHUBAEMOCTH 0O€3 MPOrpecCHpPOBaHMUs U O0ILIeH BBDKHBAEMOCTH.

260. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHHUS
COTJIACHO JIFOOOMY M3 BapHaHTOB ocyecTeieHus 206-259, rae pa3mep OMmyxoJH, IPOUCXOIIEH
U3 paka, yMeHbIlaeTcsl o MeHbleil Mepe Ha okono 10%, nmo MeHblueil Mepe Ha okono 15%, no
MeHbIel Mepe Ha okosio 20%, 1Mo MeHblieil Mepe Ha okojo 25%, Mo MeHbIleld Mepe Ha OKOJIO
30%, o MeHbIIeH Mepe Ha OKoJIo 35%, 1o MeHblel mepe Ha okoJio 40%, Mo MeHbIIelH Mepe Ha
okoo 45%, o MeHbluel Mepe Ha okosio 50%, mo MeHbiuel Mepe Ha okoyio 60%, Mo MeHbILIei
Mepe Ha okojo 70% wunu no MeHblleil Mepe Ha okojio 80% OTHOCUTENBHO pa3Mepa OIMyXOJIH,
NPOUCXOAsIENH U3 paka, A0 BBEAEHHS KOHBIOraTa aHTUTENa U JIEKAPCTBEHHOTO CPEICTBA U
aaTuTena K PD-1 win ero aHTUreHCBSA3BIBAIOIIETO (PparMeHTa.

261. Anrtuteno k PD-1 mmm ero aHTUreHCBSA3BIBAIOIIUN (PpAarMeHT U MPUMEHEHHUs

COTJIACHO JIFOOOMY U3 BapUAHTOB ocymiecTBieHus 206-260, rae noJis NaueHTOB ¢ OOBEKTUBHBIM
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OTBETOM COCTABJISIET MO0 MeHbIIel Mepe 0koJio 20%, mo MeHbIel Mepe 0KoJIo 25%, Mo MeHbInen
mepe okojio 30%, mo MeHbIne Mepe okoso 35%, mo meHbleit mepe okoio 40%, Mo MeHblei
Mepe okoJio 45%, no MenbIneit Mepe okoso 50%, mo meHbleit Mmepe okoio 60%, Mo MeHbLIei
Mepe okoiio 70% unu no MeHble Mepe okono 80%.

262. Anrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIOOOMY H3 BapuaHTOB ocymecTtBieHus 206-261, roe y cyObekra Habmomaercs
BbDKHMBAaEMOCTh 0€3 MPOrpecCUpOBaHUs, COCTABISIONMAs IO MEHBIIEH Mepe OKoyio 1 mecs, 1Mo
MEHBIIEH Mepe OKOJIO 2 MeCsILa, [0 MEHbIIEH Mepe OKOJIO 3 MeCsLa, [0 MEHbIIEH Mepe OKOJIO
4 MecsLa, MO MEHbIIEH Mepe OKOJIO 5 MECSLEB, IO MEHBLIEH Mepe OKOJIO O MECSLEB, IO MEHBILEH
Mepe OKOJIO 7 MeCsILIEB, [0 MEHBIIEH Mepe OKOJIO 8 MECSLEB, IO MEHBLIEH MEPE OKOJIO 9 MeCALEB,
10 MeHbLIen Mepe 0kosio 10 MecsLes, o MeHbIIeNn Mepe 0KOJo 11 mecsLles, O MeHbLIEH Mepe
OKOJIO 12 MecseB, o MeHbLIEH Mepe OKOJIO BOCEMHAILIaTh MECSLIEB, IO MEHbILIEH Mepe OKOJIO
ZBa rO/ia, O MEHBLIEH Mepe OKOJO TPU IOAa, MO MEHBLIEH Mepe OKOJIO YeThIpe rofa WU IO
MEHbLIEH Mepe OKOJIO MATh JIET IOCJE€ BBEACHUsS KOHBIOraTa aHTHUTENa U JIEKAPCTBEHHOI'O
cpencraa u anTuTena k PD-1 wmu ero aHTureHcBs3pIBaroiero gpparmeHra.

263. Amnruteno xk PD-1 unm ero aHTUreHCBS3BIBAIOIMH (parMeHT AJsl PUMEHEHHS
COTJIACHO JTIF00OMY M3 BapHaHTOB ocyiuecTBieHus: 206-262, rue y cyObekTa HabmroaeTcst oomast
BBDKMBAEMOCTb, COCTABJIAIOIIAS MO MEHbIIEW Mepe OKOJIO 1 Mecsl, IO MEHbIIEeH Mepe OKOJIO
2 Mecsla, 1Mo MEHbLIEH Mepe OKOJIO 3 Mecsla, IO MEeHbLIEH Mepe OKOJIO 4 Mecsia, MO MEHbIIEH
Mepe OKOJIO 5 MeCSILIEB, 110 MEHBLIEH Mepe OKOJIO 6 MECSILIEB, TTIO MEHBLIEH MEPE OKOJIO 7 MECSILIEB,
MO0 MEHBLIEH MEPE OKOJIO 8 MEeCALEB, MO MEHbIIEH Mepe OKOJO 9 MecsleB, MO0 MEHbIIEl Mepe
okoJi0 10 MecsieB, o MeHbIei Mepe okoJio 11 mecsies, Mo MeHbLIeH Mepe OKoJIO 12 MecsIes,
MO0 MEHbBIIEH Mepe OKOJIO BOCEMHAILATh MECAIEB, MO MEHbIIEH Mepe OKOJIO JBa rojaa, Io
MEHbIIEH MEPE OKOJIO TPHU roAa, MO MEHBbLIEH Mepe OKOJIO YEThIpe roAa WM MO MEHbIIEH Mepe
OKOJIO TISITh JIET MOCJI€ BBEIEHUSI KOHBIOTATa aHTUTENIA U JIEKAPCTBEHHOTO CPEICTBA U AHTUTENA K
PD-1 unu ero aHTUreHCBSI3bIBAKOMIETO (pparMeHTa.

264. Anruteno k PD-1 miu ero aHTUreHCBSA3BIBAIOIINUN (PPAarMeHT U MPUMEHEHHUS
COTJIACHO JIIOOOMY M3 BapHAHTOB ocCymecTBieHus 206-263, rae mpoaoJKUTEIbHOCTh OTBETA HA
KOHBIOTAT aHTUTEJIA U JIEKAPCTBEHHOTO CPEICTBA COCTABIISIET IO MEHBIIEH Mepe OKoJIo 1 mecsl,
M0 MEHBLIEH Mepe OKOJIO 2 MeCsILa, O MEHBLIEH Mepe OKOJIO 3 MecsLa, MO0 MEHbLIEH Mepe OKOJIO
4 MecsLa, MO MEHbIIEN Mepe OKOJIO 5 MECSLEB, IO MEHBLIEH Mepe OKOJIO 6 MECSLEB, IO MEHBILEH
Mepe OKOJIO 7 MeCSILIEB, [0 MEHBLIEH Mepe OKOJIO 8 MECSILIEB, ITO MEHBLIEH MEPE OKOJIO 9 MECSLIEB,
Mo MeHbLIeNH Mepe 0kosio 10 MecsLeB, o MeHbIIel Mepe 0KoJio 11 mMecsLeB, Mo MeHbLIEH Mepe
OKOJIO 12 Mecsi1eB, Mo MEHbIIEH Mepe OKOJIO BOCEMHA/ILIATh MECSLIEB, IO MEHbIIEH MEPE OKOJIO

JABa rojga, 1o MEHBIIEH MEpPE OKOJIO TpU roja, mo MEHBIIIEH MEPE OKOJIO YEThIPE roaa Wir 1o
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MEHBbIIEH Mepe OKOJIO MATh JIeT IOCJIE BBEACHHs KOHBIOraTa aHTUTENa U JIEKAPCTBEHHOIO
cpencrsa u anTuTena k PD-1 nnm ero aHTureHCeBsA3bIBaroero pparMeHTa.

265. Anrtureno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT Ui MPUMEHEHHUs
COTJIACHO JIIOOOMY M3 BapHaHTOB ocynecTBieHus 206-264, rae y cyObekTa HaOII0AaeTCss OTHO
win OoJiee HEXKENaTeNbHBIX SBICHUH, U €My TaKXKe BBOZAST JOIMOJIHUTEIBHOE TePAreBTUIECKOe
CPEACTBO ISl YCTPAHEHUS MJIN CHIKEHHUS TSDKECTH OTHOTO MITH O0Jiee HEXKEeNIaTeNIbHBIX SIBICHHH.

266. Anrtuteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIIMN (PpAarMeHT Ui MPUMEHEHUs
COTJIaCHO JIIOOOMY W3 BapHaHTOB ocynecTBieHus 206-265, rne cyObeKT MOABEPIKEH PHCKY
Pa3BUTHA OJHOTO WUJM OOJiee HEeXKeNaTeIbHbIX SBICHUN, U €My TaK)Ke BBOJIST JOMOJIHUTENBHOE
TEPANEBTUUECKOE CPENCTBO JJIsI MPEAYIPEXKIEHUS WIN CHIDKEHUS TSDKECTH OHOrO Wiu Oonee
HEXKENaTEIbHbIX sBJICHUM.

267. Anxrtuteno k PD-1 mnu ero aHTUreHCBA3BIBAIOIIMN (PparMeHT Ui MPUMEHEHUs
COTJIACHO BAPHAHTY OCYILNECTBJICHUs 265 WM BApPHAHTY OCYLIECTBICHUs 260, Tae OOHO Wiy Ooee
HEXeJIaTeIbHBIX SIBJICHUI NPEACTaBIAIOT coO0i aHeMuto, OOJb B JKMBOTE, KPOBOTEUYEHHE,
TUIEPTUPEO3, TUIOTHUPEO3, TUIIOKAIUEMHIO, TMIIOHATPUEMUIO, HOCOBOE KPOBOTEUEHUE,
YTOMJISIEMOCTD, TOIIHOTY, AJOMELHIO, KOHBIOHKTUBUT, KEPATUT, U3bA3BICHUE KOHBIOHKTHBBI,
3arop, CHIDKEHHBIH AammeTHUT, AUapero, PBOTY, NepudepHyYecKyrd HEBPONMATHIO MM olree
yXyAueHne pu3nueckoro 310pOBbs.

268. Anrtuteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIIUN (PparMeHT Ui MPUMEHEHUs
COTJIACHO JIIOOOMY M3 BAPUAHTOB OCYIIECTBIIEHUsS 265-267, rae omHO wiu OoJiee HeXKeNaTeTbHbIX
SIBJICHHH NIPEACTABISIIOT COOOM HEXKeaTeNbHOE SIBJICHHE 3 CTEIIEHHU HJTH BBILIE.

269. Anruteno k PD-1 wiu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT Ui MPUMEHEHHUS
COTJIACHO JIIOOOMY M3 BapUAHTOB OCYIIEeCTBIIEHUs] 265-267, rne omHO wiu OoJiee HeXKeNaTeTbHbIX
SIBJICHHH NPEACTABISIFOT COOOH CEepbe3HOE HEXKENATeIbHOE SIBICHHE.

270. Anrtuteno k PD-1 win ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT U MPUMEHEHUS
COTJIACHO BAPHAHTY OCYIIECTBICHHS 265 UM BApUAHTY OCYIIECTBIICHUS 206, TAe OJHO WK Oosee
HEKEJIATENIbHBIX SIBJICHUH MPEICTABISIFOT COOOW KOHBIOHKTHBHT, U3BSI3BJICHHE KOHBIOHKTHBBI
W/ W KePATUT, ¥ TONIOJTHUTENBHOE CPENICTBO MPENCTABIIET COOOM CMa3bIBAIOIIHE IIA3HbIE KATlTi
0e3 KOHCEPBAHTOB, COCYIOCYKUBAOINEE CPEICTBO ISl Va3, aHTUOMOTHK W/WJIM COIEpIKalle
CTEpOUABI IIa3HbIE KAIJIH.

271. Anruteno k PD-1 wnu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT U MPUMEHEHUs
COTJIACHO JIIOOOMY U3 BapHaHTOB ocymiecTsiieHus: 206-270, rae cyObeKTOM SIBJISIETCS YEIOBEK.

272.  Anrtuteno k PD-1 wnm ero aHTUreHCBSA3BIBAIOIINUN (PpAarMeHT I MPUMEHEHUS

COrJIacCHO JIOOOMY W3 BapWaHTOB ocymecTBieHuss 200-271, roe KOHBIOraT aHTHTENa |
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JIEKApCTBEHHOTO CPEACTBA HAXOAWTCS B (PapMaleBTUUECKOH KOMIIO3ULIMH, COAep Karien
KOHBIOTAT aHTHTEJNA U JIEKAPCTBEHHOT'O CPENCTBA U (PapMaLeBTHUECKUH PUEMIIEMbBIIT HOCUTEITb.

273. Anruteno k PD-1 mnu ero aHTUreHCBSA3BIBAIOIINUN (PparMeHT U MPUMEHEHHUs
COTJIACHO JIIOOOMY W3 BapuaHTOB ocyuiectBieHusi 206-272, roe antuteno k PD-1 wmm ero
AHTUTEHCBS3BIBAIOIINN (PParMEHT HaXOAATCS B (papMaleBTHUECKOW KOMIO3HLINH, COAEpsKaliei
aaTuteno k PD-1 nnm ero anTureHcBsa3bIBaomnil pparMeHT U papMareBTHIECKUN TPUEeMIIEMbIi
HOCHTEIIb.

274. Ilpumenenue antutena k PD-1 wiam ero aHTUreHCBSI3bIBAIOLIETO (pparMeHTa st
U3TOTOBJIEHUs JIEKAPCTBEHHOIO IIpernapara JUisl JIeYeHUs paka y CcyObekTa, MpHueM
JIEKapCTBEHHBIM MpernapaT NpeJHa3HauyeH JJIsl NMPUMEHEHHs B KOMOWHAIIMU C KOHBIOTATOM
AQHTUTENA U JIEKAPCTBEHHOI'O CPEACTBA, KOTOPBIN CBsi3bIBaeTCsA ¢ TF, mpuueM KOHBIOraT aHTUTENA
U JIEKAPCTBEHHOT'O CPENICTBA COAEPIKUT aHTUTENO K TF niu ero aHTUreHCeBs3bIBatoO Ui (PparMeHT,
KOHBIOTUPOBAHHBIE ¢ MOHOMETHJIAYPUCTATUHOM HJIH €ro (YHKLMOHAJIBHBIM aHAJIOTOM MJIH €r0
(PYHKIIMOHAJIBHBIM MPOM3BOAHBIM, HpHUYeM aHTHTEeNo K PD-1 mim ero aHTUIreHCBSI3bIBAIOINUIA
¢dparmenT wuHrHOMpYOT akTHBHOCTH PD-1, m mnpuuyem antuteno k PD-1 wmm  ero
AHTUTEHCBS3BIBAIOIINI (PparMeHT comepKaT ONpeNeNsone KOMIUIEMEHTAPHOCTh 00JacTH
(CDR) aHTHTENA MIIN AHTUT'€HCBSI3BIBAIOIIETO (PparMeHTa, BEIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH U3
HuBOJyMada, Amp-514, Tucnenuzymada, nemuriumada, TSR-042, JNJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 unu ux 6uoanasora.

275. IlpuMeHeHHe COrIacHO BapUAHTY OCYLIECTBIEHUs 274, B KOTOPOM aHTUTENO K PD-
1 wumm ero aHTUreHcBs3bIBaOIMH  ¢parmeHT comepkar CDR  aHtuTena wim
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa, BHIOPAHHBIX M3 TPYIIIBI, COCTOSIIIEH U3 HUBOJNyMaba, Amp-
514, tucnenusymaba, uemuruinmada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-001,
kampemmsymadba, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009,
AK-103, MGA-012, Sym-021 u CS1003.

276. IlpuMeHeHHE COIJIACHO BapUAHTy OCyluecTBieHus 274 umu 275, B KOTOpPOM
aaTuTeNio K PD-1 man ero aHTUreHCBS3bIBAOIUN (parMeHT colepikaT BapuadenbHyo 00J1acTh
TSDKEJION 1eny U BapuadenbHyr0 00JacTh JIETKOH LENMH aHTUTENA WM aHTHTCHCBS3BIBAOIIETO
¢dparmeHTa, BBIOpAaHHBIX W3 TPYMIBL, COCTOSIIEH u3 HuBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenmusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003 nnu ux Ouoananora.

277. IlpuMeHeHHE COIJaCHO BapUAHTy OCyluecTBieHus 274 umu 275, B KOTOPOM

aaTuTeNio K PD-1 uan ero aHTUTreHCBS3bIBAOIUN (parMeHT colepikaT BapuadenbHyo 00J1acTh
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TSDKEJION Lenu U BapuadeNnbHyr0 00JNacTh JIETKOH LENMH aHTUTENA WM aHTHTCHCBS3BIBAIOIIETO
¢dparmenTa, BHIOpAHHBIX W3 TPYMIBL COCTOSIIEH u3 HUBOJIymMada, Amp-514, tucnenmsymada,
nemurnmadba, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, xampenmusymada,
PDROO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012,
Sym-021 u CS1003.

278. IIpuMeHeHHe COIIacCHO BAapUAHTY OCYLIECTBIeHUs 274, B KOTOPOM aHTUTENO K PD-
1 mnm ero aHTUreHCBSI3BIBAIOLINN (PparMeHT BBIOPAHBI U3 TPYIIIBL, COCTOSINEH U3 HUBOIYyMaoa,
Amp-514, tucnenuzymada, nemuruiumada, TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-
001, xampenuszymaba, PDR001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-
009, AK-103, MGA-012, Sym-021 u CS1003 wmnu nx OGmnoaHasora.

279. IlpuMeHeHHe COIIaCHO BAPUAHTY OCYLIECTBICHUs 274, B KOTOPOM aHTUTENO K PD-
| Wn ero aHTUreHCBSI3bIBAIOINNI (PArMEHT BbIOpAaHbI M3 IPYIIIbL, COCTOSIIEH U3 HUBOJIyMada,
Amp-514, Tucnenusymada, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-06801591, JS-
001, xampenusymada, PDR001, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-010, LZM-
009, AK-103, MGA-012, Sym-021 u CS1003.

280. IlpumeHeHHne coriacHO JIOOOMY M3 BapHAHTOB OCyliecTBieHHs 274-279, B
KOTOPOM KOHBIOIaT AHTUTENA U JIEKAPCTBEHHOIO CPEICTBA BBOAST B J03€, HAXOAALIECHCS B
auanasoHe ot okojo 0,9 mr/kr go okono 2,1 mr/kr.

281. IlpumeHeHHEe COIJIaCHO BapuaHTy ocyluecTtBieHus 280, B KOTOPOM KOHBIOTAT
AQHTHTENIA U JIEKAPCTBEHHOI'O CPENCTBA BBOIAT B 03¢ OKOJIO 2,0 MI/KT.

282. IlpuMeHeHHE COIJIaCHO BapuaHTy ocyluecTtBieHuss 280, B KOTOPOM KOHBIOTAT
AQHTHTENIA U JIEKAPCTBEHHOTO CPEICTBA BBOMST B 03¢ 2,0 MI/KT.

283. IlpumeHeHue COMIacHO JOOOMY M3 BapHAaHTOB oOcCyllecTBieHus 274-282, B
KOTOPOM KOHBIOTaT aHTUTENAa M JIEKAPCTBEHHOIO CPEACTBA BBOJAST OAUH pa3 OKOJO KaKIYIO
1 Henenro, OUH pa3 OKOJIO KaKible 2 HEAENH, OJUH Pa3 OKOJIO KaKJble 3 Helenu WM OJUH pa3
OKOJIO KaxKble 4 HEAeNH.

284. IlpuMmeHeHHE COIJIACHO BapHaHTy OCyluecTBieHUs 283, B KOTOPOM KOHBIOTAT
aHTHUTENA U JIEKAPCTBEHHOI'O CPECTBA BBOAAT OJIUH Pa3 OKOJIO KakAble 3 HEAeNu.

285. IlpumeHeHue COrJIacHO JOOOMY M3 BapHaHTOB oOcCyllecTBieHHs 274-284, B
KOTOpPOM aHTHUTEeNO K PD-1 miin ero aHTUreHCBSI3bIBAIOIINIA (parMeHT COMEpkaT BapruabesbHYIO
00JIacTh TSDKENOH 1eny U BapuabenbHy0 00JacTh JIETKOH 1eny, MpuieM BapradenbHas 001acTh
TSKEJION LIENH COACPIKUT:

(1) CDR-H1, comepkarnyo aMHHOKUCIIOTHYIO nociienosarenbHocTh SEQ ID NO:17;

(1) CDR-H2, conepskamyro aMHUHOKUCIOTHYIO nocienoareabHocTh SEQ ID NO:18; u

(111) CDR-H3, conepkalnyo aMHHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO:19;
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npudeM BapuadbenbHast 00JIacThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, comep:xainyo aMUHOKUCIOTHYIO nocienosareapbHocTh SEQ ID NO:20;

(1) CDR-L2, comep:xkaiyr aMHHOKHCIOTHYIO nocienosareabHOCTE SEQ ID NO:21; u

(111) CDR-L3, conepskainyro aMMHOKHCIOTHYIO nocnenoBarenbHocTs SEQ ID NO:22.

286. IlpumeHeHue corjiacHO JOOOMY M3 BapHaHTOB oOcyllecTBieHus 274-285, B
KOTOpOM aHTHTeN0 K PD-1 min ero aHTUreHCBS3bIBAOIIMNA (PparMeHT ConepskaT BapruabesbHYO
o0NacTp  TSKENOW — LemM,  COAEpIKALIYHd  AMHUHOKUCJIOTHYK)  IOCJIENOBATENbHOCTD,
XapaKTepU3YIOUIYIOCs. MO MeHblled Mepe 85% WAEHTHUYHOCTBIO IOCIEAOBATENbHOCTENH C
aMUHOKUCIIOTHON mocnenosarenbHOCTEI0O SEQ ID NO:31, u BapmalenpHYI0 001acTh JIETKOM
LIETH, COAEPKAIYI0 AMUHOKHUCIOTHYIO ITOC/IEI0BATENbHOCTD, XapaKTEPU3YIOLYIOCS 110 MEHbLIEH
Mepe 85% HAEHTHUYHOCTBIO MOCIEN0BATEIBHOCTEH C AMHUHOKHUCIOTHOHN IMOC/IEN0BATEIbHOCTBIO
SEQ ID NO:32.

287. IlpumeHeHHe COrJacHO JIOOOMY M3 BapHAHTOB OCyLIecTBieHHs 274-286, B
KOTOpOM aHTHUTENO K PD-1 miin ero aHTUreHCBSI3bIBAIOLIHI (parMeHT coaepkaT BapuadeIbHYO
00acTh TSKEJION LIeTH, COAePIKaLy0 aMMHOKUCIIOTHYIO nocienosarenbHocts SEQ ID NO:31,
1 BapuabesbHYyI0 O0NACTh JIETKOW LIeTH, COAEePIKALIYI0 aMUHOKHUCIIOTHYIO TOCJIEI0BATENbHOCTD
SEQ ID NO:32.

288. IlpumeHeHue COrIacHO JHOOOMY M3 BapHAaHTOB ocyuiecTBieHus 274-287, B
KOTOpOM aHTHUTeJ 0 K PD-1 wiM ero aHTUreHCBSI3bIBAIOIIMK (DparMEHT MPENCTaBJISIFOT COOOH
HUBOJIyMaO.

289. TIlpumeHeHue COMJIaCHO JIOOOMY M3 BapHAaHTOB oOcCyliecTBieHus 274-288, B
KOTOPOM aHTUTeJ0 K PD-1 MM ero aHTUIreHCBS3BIBAOINMN (parMeHT BBOOAT B JI03€,
HaXOJAIIEHCs B quarna3one oT okoio 0,5 mr/kr 10 okouo 4,1 mMr/kr.

290. TIlpumeHeHue COMJIacHO JOOOMY M3 BapHAaHTOB oOcyliecTBieHus 274-288, B
KOTOPOM aHTHUTENO K PD-1 min ero aHTUreHCBSI3bIBAIOLIU (PparMEeHT BBOASIT B TOCTOSTHHOM 03¢,
HaxoJALIENCs B Juana3one oT okoso 50 Mr 1o okono 500 mr.

291. IlpumeHeHue COrJIacHO JOOOMY M3 BapHaHTOB oOcyliecTBieHus 274-288, B
KOTOPOM aHTHTENO K PD-1 min ero aHTUreHCBA3BIBAIOIINN (PPAarMEeHT BBOASIT B TIOCTOSIHHON J103€
okouso 240 wmr.

292. IlpumeHEHHEe COrJIacHO JOOOMY M3 BapHaHTOB ocyuecTBieHus 274-288, B
KOTOPOM aHTHTENO K PD-1 miin ero aHTUreHCBSA3BIBAIOIINN ()PAarMEHT BBOAST B TIOCTOSIHHON J103€
okouo 480 mr.

293. IlpumeHEHHE COrJIacHO JOOOMY M3 BapHAaHTOB OCyLIecTBIeHHs 274-292, B

KOTOpOM aHTUTeNO K PD-1 mim ero aHTUTeHCBSI3bIBAOIINK (PparMeHT BBOIST ONHMH pa3 OKOJIO
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KOKAYIO | Henemnro, OQUH pa3 OKOJIO KaxkAble 2 HeeNU, OAUH Pa3 OKOJIO KaXable 3 HEeAeIu WU
OZIMH pa3 OKOJIO KaKable 4 HEeeu.

294. IIpuMeHeHHe COMIacCHO BapUAHTY OCyLIeCTBIeHUs 293, B KOTOpOM aHTUTeNO K PD-
| nnM ero aHTUTeHCBSA3bIBAIOIINH (PparMEeHT BBOAST OJIUH Pa3 OKOJIO KaX/ble 2 HENENH.

295. IlpumeHEHHe COrJIacHO JHOOOMY M3 BapHaHTOB OCyllecTBleHHs 274-294, B
KOTOPOM paK MpeACTaBsieT COO0H pak MOJIOYHOMH KeJie3bl.

296. IlpumeHeHHe COrJIacHO JHOOOMY M3 BapHAaHTOB OCyllecTBiIeHHs 274-294, B
KOTOPOM PakK MpeacTaBisieT COO0H pak MEeHKU MaTKH.

297. llpumeHeHHE COTJIaCHO BApHAHTY OCYINECTBiIEHUS 296, B KOTOPOM CYOBEKT He
SIBJISIETCS] KAHAUAATOM HA PAJUKAJIBHYIO TEPAIUIO.

298. IIpuMeHeHHEe COIJIaCHO BapUaHTY OCYIUECTBJICHUs 297, B KOTOPOM pajuKalbHAas
TEpaIus BKJIIOYAET JIYUEeBYIO TEPAIHIO U/ UM HBUCLIEPALIUIO.

299. IlpumeHeHHE COTJIaCHO BApUAHTY OCYILIECTBIEHHsS 2960, B KOTOPOM CyOBEKT He
NPOXOAMI MPEAUIECTBYOLIYIO CHCTEMHYIO TEPAIHIO paKa MEHKU MaTKHU.

300. IlpumeHeHue coOryiacHO JIFOOOMY W3 BapHUaHTOB OCyliecTBieHHs 296-299, B
KOTOPOM paK INEHKH MAaTKH TPEeNCcTaBiIsieT cOoOOH aneHOKapLUUHOMY, aJaeHOCKBAMO3HYIO
KapLUHOMY WJIU TJIOCKOKJIETOYHYHO KapLUHOMY.

301. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB oOcyliecTBieHus 296-300, B
KOTOPOM paK IIeHKH MaTKH MPEACTaBIsIeT COOOM pak LIEHKH MAaTKU Ha MO3HEH CTaiuu.

302. llpumeHeHue corjacHO BapuaHTy ocyuecTtBieHus 301, B KOTOPOM pak IIEeHKU
MAaTKH Ha TIO3JJHEH CTaJIuu MPENCTABIIAET COOOH pak MmMeHKu MaTKu 3 CTauu WU 4 CTaauH.

303. llpumeHneHue corysacHO BapuaHTy ocyuiectsiaeHus 301 wnm 302, B KOTOPOM pak
IIEHKHU MaTKH Ha MO3HEH CTaJuH MPEICTABISET COOOH METACTATHUYECKHI PaK MEHKH MATKH.

304. IlpumeHeHue coryacHO JIOOOMY M3 BapHaHTOB oOcyliecTBieHus 296-303, B
KOTOPOM pPaK IIeWKH MAaTKH MPEACTABISIET COOOM PELMINBHBIN paK MUK MAaTKHU.

305. [IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB oOcCyliecTBieHus 274-304, B
KOTOPOM MOHOMETHJIAY PHCTATHH NMpeAcTaBisieT codoit Monometmnaypucratud E (MMAE).

306. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB ocyluecTBieHus 274-305, B
kotopoM antuteno K TF, mnm ero aHTHUreHCBs3bIBaOIUi (pparMeHT, KOHBIOTaTa aHTHTENA U
JIEKapCTBEHHOTO CPENCTBA TPEACTABISIIOT COOOM MOHOKJIOHAJBHOE AHTUTENO WM €ro
MOHOKJIOHAJIbHBIN aHTUTE€HCBSI3bIBAIOINH (PparMeHT.

307. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB oOcyluecTBieHus 274-306, B
kotopoM antuteno K TF, mnn ero aHTHUreHCBsi3bIBatOIUil (pparMeHT, KOHBIOTaTa aHTHTENA U
JIEKApPCTBEHHOT'O CPENCTBA CONEPIKAT BapHaOeIbHYI O0JACTh TSIKEIOW LENd U BapuabesbHYIO

00J1aCTh JIETKOM e , IpUYeM BapradeabHasi 00JIaCTh TSKEJIOW LU CONEPIKHUT:
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(1) CDR-H1, comepkamiyro aMHHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO:1;

(1) CDR-H2, conepkamnyo aMUHOKUCIOTHYIO nocienoBarebHOCTh SEQ ID NO:2; u

(111) CDR-H3, conepkalnyo aMHHOKUCIIOTHYIO mocienosarenbHocTh SEQ ID NO:3; u

npudeM BapuadbenpHast 00JacThb JIETKOH LEH CONEPIKHT:

(1) CDR-L1, conepkammyro aMMHOKUCIOTHYIO nocyenoBateabHocTh SEQ ID NO:4;

(1) CDR-L2, comepxainyr aMUHOKHCIIOTHYIO nocienosarenbHocTh SEQ ID NO:S; u

(111) CDR-L3, conepskalnyro aMHMHOKHCIOTHYIO nocnenosareabHocTh SEQ ID NO:6.

308. IlpumeHeHue coriacHO JI0OOMY M3 BapUaHTOB ocyiuecTBieHus 274-307, B
kotopoM aHtuteno K TF, mnu ero aHTUreHcBsi3bIBaroIuil (pparMeHT, KOHBIOraTa aHTHUTENA U
JIEKAPCTBEHHOT'O CPENCTBA COAEPKAT BapHAOENbHYI0 OONACTh TSIKENOM LEMH, COAEPIKAIlyIo
AMUHOKHCJIOTHYIO TOCJIE0BATEIbHOCTb, XapakTEePU3YIOLIYIOCA IO MeHblnel wmepe 85%
HWIAEHTUYHOCTBIO TIOCJIENOBATEIbHOCTEM € aMHHOKUCJIOTHOW mnochenoBaTelbHOCThi0O SEQ ID
NO:7, wu BapualGenbHyr0 00JacTb JIETKOH LEMH, COAEPIKALIY) aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, XapPaKTEePHU3YIOIIYIOCS IO MeHblneld wmepe 85% HIeHTHYHOCTBHIO
MOCJIEIOBATENPHOCTEH ¢ aMMHOKHUCIIOTHOH nocnenoBatebHOCThIO SEQ ID NO:8.

309. IlpumeHeHHMe COTJIaCHO JIFOOOMY W3 BapHUaHTOB ocyluecTBieHus 274-308, B
KoTOpoM aHTHTeNno K TF, mim ero aHTHreHCBA3bIBAIOLIMN (parMeHT, KOHBIOraTa aHTHTENA U
JIEKapPCTBEHHOIO CPECTBA COZEpIKaT BapualbeNbHYK OONACTh TSDKENIOH LenH, COAepIKallyro
aMHHOKHUCIIOTHYI0 nocienosatenbHocTh SEQ ID NO:7, u BapuabenpHyro 007aCTh JIETKOH 1IeTy,
COZIepKaIyI0 aMUHOKHUCIIOTHYO rocienoBarebHocTs SEQ ID NO:8.

310. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB oOcyliecTBieHusi 274-309, B
KOTOpOM aHTuTeNo K TF KOHBIOraTa aHTHTENA U JIEKAPCTBEHHOTO CPEICTBA MPENCTaBIsAeT COO0H
THU30TYyMa0.

311. TIlpumeHeHue coryjacHO JIOOOMY M3 BapHaHTOB oOcyliecTBieHus 274-310, B
KOTOPOM KOHBIOTaT aHTUTENIAa U JIEKAPCTBEHHOT'O CPEACTBA JIOTOJHUTENBHO COAEPIKUT JIMHKEP
Mexay — aHtutenoM K TF  wim ero  aHTUreHCBS3bIBAOIIMM  (pParMeHToM U
MOHOMETHJIAY PUCTATHHOM.

312. llpumeHeHue COIJACHO BapUAHTy OcCyluecTBieHuss 311, B KOTOPOM JHMHKEp
NPEACTaBISsIET COOON pacIIeIIsIeMbli TENTHIHBIN JTUHKED.

313. lIpumeHeHUe COrNIACHO BAPUAHTY OCYILIECTBIIEHUS 312, B KOTOPOM pacIlerIsieMbli
NENTUAHBIN JTHHKep Xapakrepusyercs popmyinoii: -MC-vc-PAB-, rae:

a) MC npencrasnsier coboii:
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.

b) vc mpencrasisier cOOOM AUMENTH BAIUH-LUTPYJIIHH U

2

c) PAB npencrasisier co0oi:

e

314. IlpumeHenue coriacHO JrOOOMy U3 BapuaHTOB ocymectBienus 311-313, B
KOTOPOM JIMHKEp NPHCOCANHEH K CyJb(TUAPHIBHBIM rpynnaM antutena k TF, monyudeHHbIM
IyTeM YaCTHYHOIO BOCCTAHOBJIGHUS WJIM IIOJIHOTO BOCCTAaHOBJIeHUsl aHTtuTena k TF wmmum ero
AHTUTEHCBS3BIBAIOIIETO (pParMeHTa.

315. llpumeHeHue COIJIaCHO BapUAHTy OCYIIECTBJIeHUs 314, B KOTOPOM JIMHKEp
npucoennaeH Kk MMAE (veMMAE), npudeM KOHBIOTAT aHTHTENA U JIEKAPCTBEHHOTO CPENCTBA

XapaKTepU3yeTCs CIeAYIOUIeN CTPYKTYPOil:

0 0
Ab—8 0 )j\ E/ g ¥
0 (6] N N N N
N\/\/\)J\ | o} I o0_ © il
Val-Cit-N
IH \
0

/4

Ab-MC-vc-PAB-MMAE (veMMAE)

2

rae p obo3Hauaer yncno ot 1 no 8, S mpexacrasisier coOol CyIbPTrUAPUIBHYIO TPYIITY
aatutena Kk TF u Ab o6o3nauaer antureno k TF win ero aHTUreHCBsI3bIBAOINUI (PparMeHT.

316. llpumeHeHue COrnacHO BapUAHTY OCYLHECTBJIEHHUs 315, B KOTOPOM yCpEIHEHHOE
3HAY€HUE P B MOMYJISILIMU KOHBIOTATOB aHTUTENA U JIEKAPCTBEHHOIO CPEACTBA COCTABJISIET OKOJIO
4.

317. IlpumeHeHue coryiacHO JTIOOOMY M3 BapHaHTOB oOCyllecTBiIeHus 274-316, B
KOTOPOM KOHBIOTAT aHTUTENA M JIEKAPCTBEHHOTO CPEACTBA INPEACTaBiIsAeT COO0H TH30Tymad-

BEAOTHUH.
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318. IlpumeneHue coriacHO JTIOOOMY M3 BapHaHTOB ocyluecTBieHus 274-317, B
KOTOPOM NyTb BBEAEHHUsS [JIs1 KOHBIOraTa aHTUTeNa U JIEKapCTBEHHOI'O CPEACTBA SIBIAETCS
BHYTPHUBEHHBIM.

319. IlpumeneHue coriacHO TIOOOMY M3 BapHaHTOB oOcyluecTBieHus 274-318, B
KOTOPOM TyTbh BBeAeHMs [uid aHTuTena K PD-1 mnm ero aHTHreHCBs3bIBAOLIETrO (pparMeHTa
SIBJISIETCS BHYTPUBEHHBIM.

320. IlpumeneHue coriacHO MI0OOMY M3 BapHaHTOB oOcyluecTBieHus 274-319, B
KOTOpOM aHTuTeno K PD-1 min ero aHTUreHCBsI3bIBAIOLINHI (pparMeHT U KOHBIOraT aHTUTENA U
JIEKapCTBEHHOT'O CPEACTBA BBOAAT MOCIEI0BATENBHO.

321. IlpumeHeHue coriacHO JI0OOMY M3 BapHaHTOB oOcyluecTBieHus 274-319, B
KOTOpOM aHTuTeso K PD-1 miu ero aHTUreHCBsI3pIBAIOLINH (pparMeHT U KOHBIOraT aHTUTENA U
JIEKapCTBEHHOT'O CPEACTBA BBOASAT OJJHOBPEMEHHO.

322. IlpumeHeHHMe COTJIaCHO JIFOOOMY W3 BapUaHTOB oOcyliecTBieHuss 274-321, B
KOTOpPOM 110 MeHbInei Mepe okoio 0,1%, no mMensiueii Mepe okoJio 1%, o MeHblIel Mepe OKOJIo
2%, 1o MeHblel Mepe okoJo 3%, Mo MeHbleil Mepe 0KoJIo 4%, o MeHblIeH Mepe okoJo 5%,
1o MeHblIeH Mepe okojo 6%, Mo MeHblIel Mepe okosio 7%, o MeHblIel Mepe okoso 8%, 1o
MeHbIel Mepe okoso 9%, no mensbluel mepe okoso 10%, mo menbineit Mepe okono 15%, mo
MeHblIell Mepe okoso 20%, 1o MeHblIel Mepe okojo 25%, no MeHbliel mepe okoso 30%, no
MeHbLIel Mepe okojo 35%, mo MeHbinei Mepe okosio 40%, Mo MeHblne Mepe okoso 45%, o
MeHblI1el Mepe okoso 50%, o MeHblel Mepe okoso 60%, o menbiueii Mmepe okoso 70% wiu no
MeHblIel Mepe okosio 80% pakoBBIX KJIETOK CyObekTa skcrnpeccupyroT TF.

323. IlpuMmeHeHue cOrJIacCHO JIOOOMY M3 BapHaHTOB OCYLIECTBIEeHUs 274-322, B
KOTOPOM 10 MeHblieit Mepe okoo 0,1%, mo menbinel mepe okoso 1%, mo MeHblIel Mepe OKOJIO
2%, no MeHblel Mepe okoio 3%, Mo MeHblIei Mepe okosio 4%, Mo MeHbiuel Mepe okoso 5%,
MO MEHbIIEeH Mepe OKOJo 6%, Mo MEeHbIIeH Mepe OKOJIo 7%, 1Mo MeHbluel Mepe okojio 8%, 1o
MeHblIelH Mepe okojio 9%, nmo menbieit mepe okono 10%, mo meHbmelr Mmepe okojo 15%, mo
MeHblIel Mepe okojo 20%, mo MeHbinei Mepe okoso 25%, mo meHbleit mepe okosno 30%, mo
MeHbIel Mepe okoJio 35%, o MeHblieil Mepe okomo 40%, no MeHblIel Mepe okono 45%, no
MeHbl11el Mepe okoso 50%, o MeHblIei Mepe okono 60%, o MeHblueil Mmepe okoso 70% wuiu no
MeHbIel Mepe okosio 80% pakoOBBIX KJIETOK CyObekTa SKkcipeccupyroT PD-L1.

324. IlpuMmeHeHHe COrJIaCHO JIOOOMY M3 BapHaHTOB OCyIIeCTBIEeHUs 274-323, B
KOTOPOM OIyXOJIb, MPOHCXOIAINAs W3 pPaka, CONEPKUT OOHY WM Ooyee KIETOK, KOTOpBIe
skcnpeccupyrot PD-L1, PD-L2 unu kak PD-L1, tak u PD-L2.

325. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB OCYIIECTBICHUS 274-324, B

KOTOPOM 110 MeHblieil Mepe okoo 0,1%, no menbiuel Mepe okoso 1%, no MeHblIel Mepe OKOJIO
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2%, no MeHblIel Mepe okoiio 3%, Mo MeHblIel Mepe okoJio 4%, Mo MeHblIel Mepe okoso 5%,
MO0 MEHbIIEH Mepe OKOJo 6%, Mo MEeHbIIeH Mepe OKOJo 7%, 1Mo MeHbluel Mepe okojio 8%, 1o
MeHblIel Mepe okojio 9%, nmo meHblieit Mepe okono 10%, nmo menbinelr Mepe okojo 15%, mo
MeHblIel Mepe okojo 20%, mo MeHblne Mepe okoso 25%, no meHbleit mepe okono 30%, no
MeHblIel Mepe okojo 35%, mo MeHbiuei Mepe okosio 40%, o meHble Mepe okoso 45%, o
MeHbl1el Mepe okono 50%, no MeHblIei Mepe okono 60%, o MeHbiuell Mepe okono 70% uiu no
MeHblei Mepe okosio 80% T-kneTok cydbekra skcnpeccupyroT PD-1.

326. IlpumeHeHue coriacHO JI0OOMY M3 BapHaHTOB OCyllecTBIeHus 274-325, B
KOTOPOM I10CJI€ BBEICHHs] KOHBIOraTa aHTUTENA U JIEKAPCTBEHHOI'O CpeacTBa U anturesa k PD-1
WM €r0 aHTUTeHCBS3bIBAIOLIETO (PparMeHTa y CyObeKTa MPOUCXOAUT YIIyUIIeHHEe B OTHOLIEHUU
onHOTrOo Win OoJee TepaneBTuIecKux 3(h(PeKTOB OTHOCUTENBHO UCXOIHOTO YPOBHSL.

327. IlpuMeHeHHe COTrJIaCHO BAPHAHTY OCYIIECTBICHUs 326, B KOTOPOM OJIUH HJIH OoJiee
TepaneBTUUeCKNX d(PQEKTOB BbIOpaHBl W3 TPYIIBL, COCTOSAINEH W3 pasMepa OIMyXOJH,
NPOUCXOJSIIEH 13 PaKa, TOJU NALUEHTOB C OO BEKTHBHBIM OTBETOM, MPOAOIKHTEIbHOCTH OTBETA,
BPEMEHH JI0 Pa3BUTHUSI OTBETA, BBDKMBAEMOCTH 0€3 MpOorpecCupoBaHus U 00IIel BBDKUBAEMOCTH.

328. IlpumeHeHHMe COTJIaCHO JIFOOOMY W3 BapHaHTOB oOcyluecTBieHus 274-327, B
KOTOPOM pa3Mep OMyXOJH, MPOUCXOASIIEH U3 paka, YMEHBIIAETCs [0 MEHbLIEH Mepe Ha OKOJIO
10%, no mMeHblIel Mepe Ha 0koJ10 15%, no MeHbIuel Mepe Ha okoJsio 20%, Mo MeHbIIel Mepe Ha
okouio 25%, o MeHbluel Mepe Ha okosio 30%, mo MeHbel Mepe Ha okoyio 35%, 1Mo MeHbLIei
Mepe Ha okoiio 40%, mo MeHbled Mepe Ha okosio 45%, mo MeHbiel Mepe Ha okoo 50%, mo
MeHblLIel Mepe Ha 0koJio 60%, 1o MeHbIIel Mepe Ha 0K0J10 70% uiTu 1Mo MEeHbIIIeH Mepe Ha OKOJIO
80% OTHOCHTENBHO pa3Mepa OMyXOJH, MPOMCXOASINEH M3 paka, OO BBENEHHs KOHBIOTATa
AHTUTENIa U JIEKAPCTBEHHOrO cpenacTtBa W aHtutTena kK PD-1 uiam ero aHTUreHCBS3BIBAIOIIETO
¢dparmenTa.

329. IlpuMmeHeHue coOrJacHO JIOOOMY M3 BapHaHTOB OCylIeCTBIeHUs 274-328, B
KOTOPOM JAOJIsI MALIMEHTOB ¢ OOBEKTUBHBIM OTBETOM COCTABJISIET IO MEHbIIEH Mepe okoso 20%,
Mo MeHbIIeH Mepe okoio 25%, no menbIeit mepe okoso 30%, o meHblIeit Mmepe okono 35%, o
MeHbIel Mepe okoJio 40%, o MeHblieit Mepe okomo 45%, no meHblIel Mepe okono 50%, mo
MeHb1Ield Mepe okosio 60%, o meHbiuel Mmepe okoso 70% unu no MeHbliei Mepe okoso 80%.

330. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB OCyLIeCTBIEeHUs 274-329, B
KOTOPOM y CyOBEKTa HaOJOaeTCsl BBDKUBAEMOCTh 0€3 MPOrpecCUpOBaHMs, COCTABJISIIOLIAS 110
MEHbIIEH Mepe OKOJO 1 Mecsl, MO MEHbIIEH Mepe OKOJO 2 MeCsla, MO MEHbIIEH Mepe OKOJIO
3 Mecsua, o MEHbLIEH Mepe OKOJIO 4 Mecsila, IO MEHBIIEN MEpPEe OKOJIO S MECSILEB, IO MEHBLIECH
Mepe OKOJIO 6 MeCSLIEB, [0 MEHBLIEH Mepe OKOJIO 7 MECSILIEB, IO MEHBLIEH MEPE OKOJIO 8 MECSILIEB,

M0 MEHBINIEH Mepe OKOJO 9 MeCsLEB, MO MEHbLIEH Mepe OKoJIo 10 MecsLeB, MO MEHbLIENH Mepe
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okouo 11 Mmecsies, Mo MeHbLIEH Mepe OKOJIO 12 mecsLes, N0 MeHbLIEH Mepe OKOJIO BOCEMHALIATh
MeCsILIeB, 110 MEHbLIEH Mepe OKOJIO /iBa rojia, M0 MeHbIIeH Mepe OKOJIO TPU rojia, N0 MeHbIIel
Mepe OKOJIO UeThIpe rofia WM MO MEHbIIEH Mepe OKOJIO MSTh JIET MOCe BBEAEHHUs] KOHbIOTaTa
AHTUTEJIa U JIEKAPCTBEHHOrO cpenactBa W aHtutTena kK PD-1 unam ero aHTUreHCBS3BIBAIOIIETO
¢dparmenTa.

331. IlpumeneHue coriacHO JI0OOMY M3 BapHaHTOB ocyluecTBieHus 274-330, B
KOTOPOM y CyOBbekTa Habmmomaercsi odmasi BbKUBAEMOCTb, COCTABJIIONMIASI TI0 MEHbINEH Mepe
O0KOJIO 1 Mecsl, MO MEHbLIEH Mepe OKOJO 2 MECsLa, MO MEHbIIEH Mepe OKOJO 3 Mecsua, Mo
MEHBIIEN Mepe OKOJIO 4 MecsLa, MO0 MEHBIIEH Mepe OKOJIO S MECALIEB, IO MEHBILEH Mepe OKOJIO
6 MecsALeB, MO0 MEHbLIEH Mepe OKOJIO 7 MECALEB, IO MEHbLIEH Mepe OKOJIO 8 MECsLEB, IO
MEHBIIEN Mepe OKOJIO 9 MeCsLEB, IO MEHbLIENH Mepe OKoJIO 10 Mecs1eB, IO MEHbLIEH Mepe OKOJIO
11 mecsanes, Mo MeHbLIEH Mepe OKOJIO 12 mecsues, 10 MEHbIIEH Mepe OKOJIO BOCEMHALATh
MeCsILIeB, 0 MEHbLIEH Mepe OKOJIO ABa rojia, M0 MEHbIIEH Mepe OKOJIO TPU roja, O MEHbIIEeH
Mepe OKOJIO YeThIpe rofia WK MO MEHbILIEH Mepe OKOJIO MISTh JIET MOCe BBEAECHHUs] KOHBIOTATa
aHTHUTENAa U JIEKAPCTBEHHOIO CpeAcTBAa U aHTUTena K PD-1 mnm ero aHTUIeHCBSI3bIBAIOLIETO
¢dparmenra.

332. IlpumeHeHue coryacHO JIOOOMY M3 BapHaHTOB oOcCyluecTBieHusi 274-331, B
KOTOPOM MPOAOJIKUTEIBHOCTh OTBETA HA KOHBIOrAT AHTUTENA U JIEKAPCTBEHHOIO CPEACTBA
COCTAaBJISIET IO MEHBLIEH Mepe OKOJIO 1 Mecsll, MO MEeHbIIEeH Mepe OKOJIO 2 Mecsla, O MEHbLIEH
Mepe OKOJIO 3 Mecsilia, IO MEHbIIEH Mepe OKOJIO 4 MecsIia, 0 MEHbIIEH Mepe OKOJIO 5 MeCSLIEB,
[0 MEHbLIEH Mepe OKOJIO 6 MECSLEB, [0 MEHbIIEH Mepe OKOJIO 7 MECSLEB, IO MEHbLIEH Mepe
OKOJIO 8 MeCsILIeB, 0 MEHBLIEH Mepe OKOJIO 9 MecsiLeB, O MeHbLIeH Mepe okoso 10 mecsues, 1o
MeHbLIelH Mepe 0kojo 11 mecsnes, o MeHbLIEH Mepe OKOJO 12 Mecsues, IO MEHbIIEH Mepe
OKOJIO BOCEMHA/ILIaTh MECSLIEB, 110 MEHbIIIEH Mepe OKOJIO /1Ba rojia, M0 MEHbILEH Mepe OKOJIO TPU
roja, Mo MEHbLIEH Mepe OKOJIO YeThipe rofia WJIM MO MEHbLIell Mepe OKOJO MATh JIET Mocie
BBEJEHUS] KOHBIOraTa aHTUTENa M JIEKapCTBEHHOro cpeacTBa U aHturena k PD-1 umm ero
AHTHT€HCBS3BIBAOINETO (hparMeHTa.

333. IlpumeHeHue coryiacHO JIOOOMY M3 BapHaHTOB OCyIIeCTBIeHUs 274-332, B
KOTOPOM y cyObekTa HaOJIOMaeTcsi OJHO WM OoJiee HEXKeIAaTeNbHBbIX SIBJICHHM, U €My TaKXkKe
BBOJSIT JIONOJHUTENBHOE T€PAeBTHUECKOE CPEACTBO I YCTPAHEHUs] WM CHUXKEHMSI TSKECTH
OJHOTO WM OOoJlee HEeXKeNaTeIbHbIX SBJICHUH.

334. IlpuMmeHeHue coryiacHO JIOOOMY M3 BapHaHTOB OCyllecTBiIeHus 274-333, B
KOTOPOM CYOBEKT MOABEPIKEH PUCKY PA3BUTHs OIHOTO WIH OOJiee HEXKENATEeNbHBIX SIBICHUH, U
€My TakXe BBOJAT AOIOJHUTENbHOE TepaneBTUYECKOE CPEICTBO ISl NMPEeayNpeKAeHUs] WU

CHMIKCHMUSA TAXKCCTHU OJHOT'O MJIU OoJiee HeXKENaTENbHbIX SIBJICHUM.



186

335. llpumeHeHue COMIaCHO BapUAaHTy OCyLeCTBiAeHUs 333 WIM  BApUAHTY
ocyIecTBiieHus 334, B KOTOPOM OJTHO WK OoJiee HeKeNTaTeNIbHBIX SIBJICHUH MPEICTABIISIFOT COOO0H
aHeMHuio, 0OJb B JKUBOTE, KPOBOTEUEHHE, THIEPTHPEO3, THUIIOTHPEO3, THUIIOKAIHEMHUIO,
TUITOHATPUEMUIO, HOCOBOE KPOBOTEUEHHE, YTOMIIAEMOCTb, TOLIHOTY, JI0NELUI0, KOHBIOHKTUBHT,
KEepPaTUT, U3bA3BJICHHE KOHDBIOHKTHUBBI, 3aloOp, CHIDKEHHBIN amleTuT, [uaper, pBOTY,
nepuQepruIecKyr0 HEBPOTIATHIO MK O0IIee yXyalIeHne PU3NIeCKOro 310pOBbsL.

336. IlpumeHeHue coriacHO MI0OOMY M3 BapHaHTOB ocyinecTBieHus 333-335, B
KOTOPOM OJHO MM OoJie€ HEKEeNaTEeNbHBbIX SIBJICHUH IPEINCTABISAIOT COOON HeXelaTelbHOoe
sIBIEHUE 3 CTENeHU UJIU BbILIE.

337. IlpumeHeHue coriacHo M0OOMYy M3 BapUaHTOB ocyiuecTBieHus 333-335, B
KOTOPOM OJHO HiM Ooyiee HEXKENATeNbHbIX SBIEHUHM MPENCTaBIAIOT COOOH Cephe3HOe
HEXKEJIaTeJIbHOE SIBJICHUE.

338. IlpumeHeHHMe COIJIaCHO BAapUAHTy OCYyIIeCTBIeHUs 333 WIM  BapUAHTY
ocyuiecTBiieHus 334, B KOTOPOM OJTHO WK OOJiee HeJKENATENbHBIX SIBICHHI MPEACTABIISIOT COO0H
KOHBIOHKTHUBUT, H3bS3BJICHHE KOHBIOHKTHBBI W/HIN KEPAaTHT, U JONOJHUTENIBHOE CPEACTBO
HpencTaBisieT co0Oi cMasblBarOIIMe TJIa3Hble Karuid 0e3 KOHCEPBAHTOB, COCYIOCYKHBAIOLIEE
CPENCTBO JUJIs I71a3, AaHTUOMOTHK W/IJIH COAEp KaIlle CTEPOUIbI INIa3HbIE KaIlJIH.

339. IlpumeHeHue coryacHO JIOOOMY M3 BapHaHTOB OCyllecTBieHus 274-338, B
KOTOPOM CyOBEKTOM SIBJISIETCS YEJIOBEK.

340. IlpumeHeHue coryacHO JIOOOMY M3 BapHaHTOB OCylIecTBiIeHus 274-339, B
KOTOPOM KOHBIOTaT aHTUTENa U JIEKAPCTBEHHOTO CPEICTBA HAXOAWTCS B (papMarieBTUYECKOH
KOMIIO3MULIMM, COAEpKallell  KOHBIOraT aHTUTeNa U JIEKAPCTBEHHOIO  CpPeACTBa U
(bapMaLieBTUYECKUN TTPUEMJIEMbIN HOCUTEb.

341. IlpumeHeHue coryacHO JIOOOMY M3 BapHaHTOB OCylIeCTBIeHUs 274-340, B
KOTOpOM aHTHTeNOo K PD-1 wuam ero aHTUIreHCBS3BIBAIOIUN (parMeHT HaxomsaTcs B
(apMaLieBTHYECKON KOMITO3UINH, COAepKaliei aHTuTes 10 K PD-1 wiu ero aHTUreHCBS3bIBAO LU
(dparmMeHT 1 papMareBTUIECKUI PUEMIIEMbIN HOCHUTEND.

[0228] Hacrosituee uzobpererue OyaeT OoJiee MOHSTHBIM B IPUBSI3KE K HUKECITIEAYIO UM
npumepam. OTHAKO OHHU HUKOMM 0Opa3oM HE JOJDKHBI HCTOJIKOBBIBATHCS KAK OIPAaHMYMBAIOIINE
o0beM Hacrosimero nzodperenus. Crenyer MOHUMaTh, YTO ONMCAHHBIE B HACTOSIIEM JIOKYMEHTE
NPUMEpPBI U BAPUAHTBI OCYLLECTBIIEHMsI IPUBEEHbI HCKJIIOUUTEIBHO B LIEJAX WTOCTPALMU, U UTO
pazyin4Hble MOIMU(UKALMN WM U3MEHEHHS B UX CBeTe OyOyT MPEIUIOKEHBbI CIIENHaNCTaM B
TaHHOM 00J1aCTH, U OHHU JTOJDKHBI ObITh BKIJIFOYEHBI B CYLTHOCTh U Cepy MPUMEHEHHs HACTOSIIEeH

3asiBKU U 00BeM mpuiiaraeMoii (opMyIibl U300pETeHHUSI.
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IIpumepbI

Ilpuvep 1. MMAE o0vciaaBauBaer OTJHYHTEIbHbIE XAPAKTEPHCTHKH,

ACCONMHUPOBAHHBIE ¢ HMMYHOT€HHON KJIETOYHOH r'H0e/bI0, B JHHHH KJETOK PAKA IIEeHKH

MATKH.

[0229] MmmyHoreHHast kierouHasi tubens (ICD) siBrsiercst perynupyeMoit mporpaMmmoit
KJIETOUHOW  rubenpro, KOTOpas  XapakTepusyercs  MNPOAYKUMEeH W BO3JeHCTBHEM
NPOBOCHAIUTENBHBIX CUTHAJIOB, YTO MPHUBOANT K BBIPAOOTKE MMMYHHBIX OTBETOB B OTHOIIEHUHU
arnonTHYECKUX OnyxoneBblX kieTok. ICD xapakrepusyercst cienyromuMm: 1) 5KCIIOHHpPOBaHHE
OeNKOB-1I1anepOHOB SHAOIIa3MaTu4Yeckoro perukynyma (ER) Ha mOBEpXHOCTH OMyXOJEBBIX
kietok; 2) cekperusi AT®; u 3) cekpeunss HMGB1. Uuaykiust ER-ctpecca siBnsieTcst kpaiine
BAKHOHM JJISI PEryJisiMU 3THX 3 TPOLIECCOB, U €€, KaK ObUIO MOKA3aHO, BbI3BIBAIOT KOHBIOTATHI
aHTuTena ¥ jekapcrBeHHOro cpenacrsa (ADC), B KOTOPBIX KOHBIOTMPOBAHHBIM JIEKAPCTBEHHBIM
cpencteoM siBysiercss MMAE.

[0230] Knerku Hela, nuHMIO KJIETOK paka IIEWKW MAaTKH, KYyJbTUBUPOBAIU B
MUHUMaJIbHOHN nonaep kuBatouieii cpene (MEM) ¢ 10% FBS, 10 MM HEPES, 1 MM nupyBarom
Hatpus, 2 MM L-rinyramubom, nenummuimHoM (100 En/min) u crpentomunaom (100 Mkr/mi).
Knerku HelLa oOpaGarbiBanin 100 HM MMAE B Teuenne 16 yacoB u cobupanu B Oydep s
pamuouMMyHonpenunuTaionHoro ananuza (RIPA) mns mpoBeneHusi BecTepH-OJNIOT-aHATN3A.
Oo6paborka MMAE mnpuBoamna k (GpochopuupoBaHU0 CEPUH-TPEOHMHOBON MPOTEUHKUHA3BI
IRE1, uro ykaseiBaer Ha aktuBanmio ER-ctpecca. Cepbesnniii ER-ctpecc sBnsercs
NPEATIOCHIIKON SKCIIOHUPOBAHHS MPOQAaroUTapHbIX CHTHAJIOB HA MOBEPXHOCTU OIYXOJIEBBIX
KJIETOK, ¥ Ha €r0 HAJIMYHe MOXKET yKa3bIBaTh akTuBanus pochopunmnposannoii IRE1 curaampHOro
nytH ¢ yuacrueM JNK. Kak nponeMoHCTpUpOBaHO B HACTOSIIIEM JOKyMeHTe, 00pabotka MMAE
BbI3bIBaJIA cepbe3Hblil ER-cTpecc B pesynbrare pochopumuponanus IRE1 u JNK (¢ur. 1).

[0231] O6pabdorka kinerok HelLa MMAE mnpuBomuna K JO€3WHTErpallid  CETH
MHUKPOTPYyOOUYeK ¥ mochenyroomeMy HapymeHnto Jjokammsanun ER. Kierku Hela
TpaHCOyHMpoBaIu OakyjaoBupycoMm, komupyromum RFP-meuennblii TyOynuH (TyOynua-RFP
CellLight, ThermoFisher Scientific), u xpacunu ER-cBsasbiBaromum kpacutenem (ER-ID Green,
Enzo Life Sciences). Knerku o6pabarsisanu 100 HM MMAE u BU3yanu3npoBaiv B JUHAMUKE B
npucyrcreun MMAE. B npenenax 2 4acoB crana 3aMeTHa (pparMeHTaus U Je3UHTErpaLus CeTH
MHUKpPOTPYOOUeK, OJHOBPEMEHHO C pacmagoM ymopsimoueHHoW cetm ER B mepunHykieapHOi
obmnactu (pur. 2A u B). KorneHcHpOBaHHBIN 1 XapaKTEPU3YIOLIUICA HAPYIIEHHEM JIOKATH3aLUN

ckeneT ER ykaspiBaeT Ha cepbesHblii ER-cTpecc B npenenax 8 4acos.
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[0232] Unnyxuus ICD Takke xapaktepusyercsa cekpeuueii AT® u HMGBI.
Bueknerounbiii AT® ciyXUT CHJIBHBIM XEMOTAaKCHUYECKUM CHUTHAJIOM, CIHOCOOCTBYIOLIMM
MHUTPALMHd UMMYHHBIX KJIETOK K MECTy JIOKajgu3amuu omyxond. llocie BbICBOOOXKIEHUS
BHekJeTouHbli HMGB1 nepenaer curnan depes pasiMyHbIe PELIENTOPbI MPOBOCHATUTEIbHBIX
mosiekys (TLR2, TLR4, RAGE) st akTuBanuiyi aHTUT€HITPEACTABIISIFOIINX KJIETOK, TEM CaMbIM
CIOCOOCTBYSl MMMYHHOW AaKTHBHOCTH B TIpenenax omyxonu. Kak NpopeMOHCTpHPOBAHO B
HacTOsIIeM JOKyMeHTe, oOpaborka kierok HelLa 100 HM MMAE mnpuBonmia K MOBBIIIEHHOM
cexperun AT® u HMGB1 B Teuenne 24 yacos (¢pur. 3A u B; **p<0,01, ****p<0,0001).

[0233] Xots MOCJIEIOBATENIbHOCTh COOBITUH CBSI3bIBAHUS ADC C
AHTUTE€HITOJIO’KUTENIbHBIMU KJIETKAMH, PAcLIeTUIEH s 1 BBICBOOOXKIEeH!sI Harpy3ku B Buge MMAE
U TOCHeNyoIell KJIeTOYHOW Tubenu sBISETCS OCHOBHBIM MEXaHH3MOM (PYHKLIMOHMPOBAHUS
THU30TyMaO-BEIOTUHA, KAKABIN 3Tall B PAMKaxX 3TOr0 MPOLIECCa MOXKET BbI3BATh JIOMOJIHUTENIbHbIE
u  000coOJeHHbIE BHUIBI BO3JAEHCTBHS, KOTOpPblE MOTYT BHECTH BKJIaJ B  OOIIYyIO
MPOTHUBOOIYXOJIEBYIO aKTUBHOCTb. L{uToTOKCHYeckas Harpy3ka B Buae MMAE, coequHeHHas ¢
THU30TYyMa0-BeIOTUHOM, OOECIeunBaeT paspylIieHHe MHUKPOTpyOoueKk, 4To OOyClaBiIHBAaeT B
pesyibraTe CcTpecc HsHpomasMaruueckoro perukyiayma (ER), xoropeii crumynupyer
HKCTIIOHMPOBAHHUE AKTHBUPYIOLUIMX MMMYHHBIH OTBET MOJIEKYJ, KOTOPbIE MOTYT CIOCOOCTBOBAThH
pazButuio T-kneroynoro oteera. Dpdext MMAE B OTHOIIEHUH JUHHM KJIETOK paka IIEeHKH
MaTKH, KaK [OKa3aHO B 3TOM NpUMeEpe, NMPOsBISAETCsS B MHAYKLUU cBsizaHHOroO ¢ ER-ctpeccom
CUTHAJIBHOTO NYTH W OSKCHOHMPOBAHMM AKTUBHPYIOIIMX MMMYHHBIH OTBET MOJIEKYJI.
CrnenoarenbHO, T-KJIETOYHBIH OTBET, KOTOPbI MOXET BO3HUKHYTH MOCJE THOENH OMyXOJeBOH
KJIETKH TOA NeHCTBUEM TH30TyMaO-BeIOTHHA, MOXKET YCUIUTb 3(PEKT JeUeHUss HHIHOUTOPOM
KOHTPOJIbHOH TOYKH.

TIpumep 2. [IpoTHBOONYX0J1€BASI AKTHBHOCTHL TH30TYMAO-BEAOTHHA B KOMOHHAIIUH C

MOHOKJIOHAJbHBIM  AaHTHTEJIOM K PD-1 B  KCEHOTPAHCIJAHTATHOH MOJEJH V

T'VMAaHU3HUPOBAHHDLIX MBI M.

[0234] TuzoTymMal-BenOTHH SIBJISIETCSI KOHBIOTATOM AaHTHUTEJIA U JIEKAPCTBEHHOTO
CPEACTBa, CONEpPIKAIIUM aHTHUTENO, KOTOpoe CBs3biBaeTcs ¢ TkaHeBbIM (aktopom (TF),
paciieruisieMblii TPOTea3ol JIMHKepP W paspylaroiee MUKpoTpybouku cpenctso MMAE. TF
npeacTaBisier coboil OeoK, aHOMAJIBHO 3KCIPECCUPYEMBIN MPH PA3IUYHBIX THIAX OMyXOJEeH,
BKJIFOYAsl PaK MEHKNU MaTKH, U aCCOLMUPOBAH ¢ HeOmaronpusTHeIM nporHo3om. Cm. Forster Y ef
al. Clin Chim Acta. 2006;364(1-2):12-21 u Cocco E et al. BMC Cancer. 2011;11:263. Tuzotyma0-

BEJOTHH M30MpaTenbHO HauenuBaeTcst Ha TF st oCTaBKY KIIMHUYECKHA OT0OPEHHON TOKCUYHON
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Harpy3ku B omyxouseBble kKieTkn. Cm. Breij EC ef al. Cancer Res. 2014;74(4):1214-1226 u Chu
AJ. Int J Inflam. 2011;2011. doi: 10.4061/2011/367284.

[0235] AnTureno k PD-1, muBonyma6 (OPDIVO®), mpencrasnsier co6oii HMHrHOHTOp
KOHTPOJIBHOIN TOYKH, KOTOPBIH SBJSIETCS CTAHIAPTHOM Tepanyuy OTAEIbHO MM B KOMOMHALIUU C
XUMHOTEPANeBTUUECKUMH TpenapaTaMi NpPU MHOKECTBE INOKAa3aHUN A JIEUEHUS OMyXOJH.
KomOunammio Tu3otymad-BeqotuHa ¢ aHTuTesoM K PD-1, Takum kak HUBOJyMad, OLEHUBAIH B
HACTOSIIIEM JJOKYMEHTE AJIsl JICYEHUs PaKa.

Mamepuanvt u cnocobtoi

[0236] IIpotuBoonyxoneByto  3(pPEeKTUBHOCTH i Vivo THU30TyMaO-BENOTHHA B
KOMOMHAIIUY C MOHOKJIOHAJIbHBIM aHTHTEJIOM K PD-1 onieHnBanu y UMMyHOIE(DUIIUTHBIX MbIIIEH
NOD.Cg-Prkdc®¢  T12rg™™il/SzJ (NSG) (The Jackson Laboratory, apruxyn 005557),
IYMaHU3UPOBAHHBIX MOCPEACTBOM npukuBieHusi CD34" reMOnosTHYECKUX CTBOJIOBBIX KJIETOK
uenoseka (Jackson Laboratories, CakpameHnTo). MpImaM MOAKOXKHO HHOKYJUpoBamu 5 x 10°
kiaerok MDA-MB-231 (aneHokapuyHOMa MOJIOYHOHM Jkene3bl, AMepHKaHCKas KOJUIEKLIUS
tunoBeIX KyabTyp (ATCC), Homep no karanory HTB-26) B 100 Mk 3a0ydepennoro ¢pochaTom
conesoro pacteopa (PBS). Ilepen uHokymsinueit kinetku KyapTHBHpoBasd B DMEM ¢ BbhICOKUM
conep:kanuem rmoko3bl 1 HEPES 6e3 L-rnyramuna (Lonza, Homep no karajiory BE12-709F),
10% (06/06) noHopckoit Obrubeii chiBOpOoTKOW ¢ skene3om, Hosast 3enmanmusi (Thermo Fisher
Scientific, DBSI, Homep mo kartamory 10371-029), 2 MM L-raytamuuom (Lonza, HOmep 1o
katanory BE17-605E), 1 MM Na-nupyBatom (Lonza, HOomep mno karanory BEI13-115E),
3ameHnMbiMu amuHokucoramu 1ist MEM (Life Technologies, Homep mo karanory 11140) u 1%
(06/06) nenummuHOM/cTpentomuiiuHoM (Lonza, HOmMep mno karajory DE17-603E), B
kyapTypanbHbix kamepax CellSTACK (Corning, Homep mo karajiory 3313).

[0237] Pasmep onmyxosu Onpeaessyivi MyTeM U3MEPEHUs C MOMOILLBIO IITAHTE€HLUUPKYJIS IO
MEHbLIEH Mepe JABa pasa B HE#EeN0 U O0beM ONyXOJM  PACCYUTHIBAIM  KaK
0,52 x nnuHa ¥ mupuHa®. B cnydae, korma pasmep omyxoneil nocturan 100 Mm®, Mblmeit
paHAOMU3HPOBATH B 7 rpynm (8 MbIlIeld Ha Tpynmy oOpaOOTKH) UCXONs U3 KOTOPThI MBIIIEH U
pasmepa omyxonu (tabmuua 1). Meimeidl obpabateiBain TH30TYMaO-BEJOTHHOM OTIEJIBHO,
BHYTPHMBEHHO, WM B KOMOMHAIMH ¢ aHTUTENoM K PD-1 (T. e. HMBOTyMabom, OPDIVO®) numu
aaTutesioM k PD-1 otnensHO. Mblam B KOHTPOJIbHBIX rpymmax BBoauiu 1 mr/kr IgG1-anturena
B KauecTBe HW30THINYECKOro KoHTposisi wiu IgGl-aHTHTena B KauecTBe H3OTHIINYECKOTO
KOHTPOJIsI, KOHbIOTUpOBaHHOTO ¢ MMAE, BHYTpHUBEHHO, €XKEHENeJIbHO B TEUCHHE MAKCHMyM
mitn  obpaborok (tabmuma 1), IgGl-anTHTENnO B KayecTBE H3OTHIIMYECKOTO KOHTPOJIS
npexacrasisier coboii aHTuTeno bl2, koTopoe, Kak W3BECTHO, CBsA3bIBaercs ¢ gpl20 BHY-1.

Mpiineii oO6ceoBaii Ha MPEAMeT KJIMHUYECKHUX TPU3HAKOB OOJIE3HU 110 MEHbINEH Mepe BaKIbI
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B Henemo. Mblei comepkand B MHAMBHAYaJbHO BeHTHIHpyeMblx kierkax (IVC), mo mate
MBIIIEH HAa OZIHY KIJIETKY, 1 HAEHTU(UIPOBAIN UX T10 METKAM Ha yIIax.

Taoauua 1. Jluzalid KIMHUYECKOTO UCTIBITAHUS.

I'pynna | O6paGorka | IlyTh BBenenuss | Umciio mbimeit
1 IgG1- v 8
KOHTPOJIb
2 IgG1- v 8
MMAE-
KOHTPOJIb
3 ADC v 8
4 PD-1 v 8
5 ADC v 8
+
PD-1 v
6 ADC v 8
7 ADC v 8
+
PD-1 v

IgG1-xonTposb obo3nauaet IgG1-anTureno b12, koropoe cesizbiBaercs ¢ gpl120 BUY-1 u
NpUMeEHsIeTCsl B KauecTBe u3oTunudeckoro koHtposst IgG1; IgG1-MMAE-korTposb o603HadaeT
IgGl-antureno bl2, xowmwtormpoBanHoe ¢ MMAE; ADC o6osznagaer antuteno k TF,
koHbtoruposanHoe ¢ MMAE; u PD-1 o06osnasaer antuteno x PD-1; IV obosnadaer
BHYTPUBEHHOE BBeieHUE, U [P 0003HaYaeT BHYTPHOPIOIINHHOE BBEIEHHE.

[0238] UtoObl ompenenuTh, UMEIOTCS JIU CTATUCTHYECKH 3HAYUMbBIE PA3IIUYMS MEXKIY
OIyXOJIEBOH MAacCOW B KOHTPOJIbHBIX TPYIIAX M Ipymmax oOpabOTKH, OMyXOJIEBYID MacCy B
rpynmnax oOpaboTKH CpaBHUBAIM C TAKOBOW B KOHTPOJIBHBIX IPyMIax (HAMPUMEp, MOTYYAOLTIX
KOHTpoNbHOEe aHtuTeno (Hampumep, IgGl-koHTpons wnm antureno k PD-1) umm xoHbROTAT
KOHTPOJIBHOT'O aHTHTEJIA H JIEKAPCTBEHHOTO CpeCTBa (Hanpumep, Tu3oTymMad-senotuH mwm [IgG1-
MMAE)). Cratuctudeckoe CpaBHEHHE OITyXOJIEBOM MAacChl OCYILIECTBISUIM C NPUMEHEHUEM
Kputepust MaHHa-YUTHM B TOCIEOHUHA J€Hb, KOTAa BCE TPYNIbl OOpabOTKH SBISUINCH
WHTAaKTHBIMU. AHanu3 o merony Karnana-Meliepa oCyIIecTBISUIH ¢ UCMIOJIb30BAHUEM O0beMa

onyxonu (> 500 Mm?).
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IIpumep 3. [IpoTHBOONYX0J1€BAsI AKTHBHOCTL TH30TYMAO-BEAOTHHA B KOMOHHAIIHH C

MOHOKJIOHAJbHBbIM aHTHTEeJOM K PD-1 B Moaeu KCEHOTPAHCIUIAHTATA OT MNALHEHTA V

T'YMAaHU3UPOBAHHDLIX MbIII M.

[0239] HuBonymab TecTupoBaiy y MaueHToB ¢ pakoM Lieikn Matku. Husomymab B nose
240 mr Q2W BBOauau 19 manueHTaM ¢ paHee MOAEPTaBIIUMCS JICYEHUIO PACIPOCTPAHEHHBIM
pakoM 1mieliku MaTku. [lons manmeHToB ¢ OOBEKTHBHBIM OTBETOM cocTaBisiia 26%. Cw.
Hollebecque A, et al. Pedepar 5504. ITpencrasneno Ha exxerogHom 3acenanuu ASCO); 2-6 uroHs
2017 roga, Yukaro. KomOuHamuio TH3orymab-BenotuHa c aHtutenioM k PD-1, Ttakum kak
HHUBOJIyMaO, OLIEHNBAJIM B HACTOSIIEM JOKYMEHTE JUIsl JISUEHUs paka ek MaTKHU.

Mamepuanvt u cnocobtoi

[0240] ITporuBoonyxoneByro  3(pPeKTUBHOCTb i VivO TU30TyMaO-BENOTHHA B
KOMOMHAIIMK C MOHOKJIOHAJBHBIM aHTUTENOM K PD-1 oueHuBamu B >KUBOTHOH MOJENH, Kak,
HampuMmep, y MMMyHoAepUUUTHBIX Mbimeli NOD.Cg-Prkdc®  T2rg™™WVi! (NSG) wumm
UMMyHONTe(DUIUTHBIX  Mbimteli  NOD-Prkdc®m26Cd52| 2rgem26Cd22 (NCG), ryMaHHU3HPOBaHHbIX
nocpenctBoM mpwkuBienuss CD34"  reMOMOSTHYECKMX —CTBOJIOBBIX  KJIETOK — YEJIOBEKA.
Kcenorpancmnantarel ot naumentos (PDX) nonyyarotr u3 00pa3noB OMyXosu OT MALEHTOB C
paxom. Co3panue u ornpeneneHne xapakrepuctuk PDX-moznenu ocymecTsiisiiy nocie nepBuIHoN
UMIUIAaHTALUH TOJIBIM MbllaM. KceHOTpaHCIIIaHTaThl ONyXOJIH MepeBUBAIN IPUMEPHO TPHU-TISTh
pa3 o Tex mop, MOKa He YCTAHABJIMBAJICS CTaOWIbHBIA XapakTep pocra. DparMeHThl OMyXOJu
NOJIy4adl M3 KCEHOTPAHCIUIAHTATOB MpPH CEPUHHOM Macca)ke y TOJbIX Mblmed. Omyxonu
paszpesanu Ha pparMeHThl fuaMeTpoM 4-5 MM u oMeraiu B 3a0ydepennsiii pocdarom coneBoit
pactBop (PBS) 10 MOMeHTa MOAKOKHON UMILIAaHTAMU. B 3TOM 3kcniepumenTe npumensiiin PDX-
MOJIEJNTU paKa IMeHKHu MaTKy (MOJIeNIb KCeHOTpPaHCIUIaHTaTa paka meiku Mmatku CV1802 u CV2302
HUPRIME®; Crown Bioscience Inc.). Pasmep omyxonu ompenensyii MyTeM H3MEpPEeHHs C
MOMOIIBIO IITAHTCHLUUPKYJII 1O MEHBbIIEH Mepe IBa pa3a B HEAEN0 U O00BeM OIyXOJiu
paccunTbiBanu kak 0,52 X anuHa x mupuHa®. B ciydae, korma o6bem gocturan 150-250 mm?,
MBIIIEH PaHIOMHU3UPOBAIU B 7 rpymmn Ha Moneib (10 Meimeit Ha rpynmy 0oOpabOTKH) UCXOAS U3
o0beMa Omyxoju. MpllaM Aenand BHYTPUBEHHbIE WHBEKIMHU TH30TyMaO-BEJOTHHA OTIEIBHO
(HampuMep, B IBYX YPOBHSX 1036l OT 0,5 MI/Kr 110 4 MI/KT, €KE€HEAENbHO) WK B KOMOMHALIUHU C
MOHOKJIOHANbHBIM aHTHTeNIOM Kk PD-1 (Hanmpumep, Huomyma6om, OPDIVO®) umu anTHTENO K
PD-1 otnensro (Hanpumep, HuBoaymad, OPDIVO®). CornacHo oqHOMY NpUMEpY, B CIydae, eCiIH
NPUMEHSJIN MOJeNlb KCeHOTpaHcIaHTara paka wmeliku matku CV2320 HUPRIME®, mbiam
JeNIaid BHYTPUBEHHbIE HHBEKLIUH TH30TYMa0-BEIOTHHA OTAEIBHO B 103€ 4 MI/KT UJIH 2 MI/KT WIH
B KOMOWHAIIMU ¢ MOHOKJIOHAJIbHBIM aHTUTENOM K PD-1 (Hampumep, HUBOJIyMaOOM) IO TEX TOP,

MOKa He OBLIO JOCTUTHYTO MAKCHMAJIbHOE KOJHMUECTBO 00paboTok (Hampumep, msiTh 00padoToK).
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Monenby kceHoTpaHciiantata paka meiiku matkn CV2320 HUPRIME®, o6paGoranHast
MOHOKJIOHAJIbHBIM aHTHTEJIOM K PD-1 otnenpHO (Hanpumep, HUBOJyMaOoM), o0ecreunBanach 10
TeX TOp, MOKa HE OBUIO JOCTUTHYTO MAaKCHMAJbHOE KOJIWYECTBO 00pabOTOK (Hampumep, ISITh
obpadorok). CormacHo JpyroMy TpHMeEpPYy, B ClIy4ae, €CJId TMPUMEHsUIdW MOIEeJb
KCceHoTpaHcIuianTaTa paka meliku Matku CV1802 HUPRIME®, Mblnam fenany BHyTPUBEHHbIE
UHBEKIINH TH30TyMaO-BeIOTHHA OTAENbHO B j03e 1 mMr/kr win 0,5 Mr/kr wid B KOMOMHAIIUHU C
MOHOKJIOHAJIbHBIM aHTHTENOM K PD-1 (Hampumep, HuBOIymMaOoM) 0 TeX IOp, MOKa He ObLIO
JOCTUTHYTO MAaKCHUMAaJIbHOE KOJIMYeCTBO 00paboTok (Hampumep, msath 00padoTok). Mopenb
KCeHOTpaHCcIulaHTata paka wmeiiku Matku CV1802 HUPRIME®, obpaborannas
MOHOKJIOHAJIbHBIM aHTHTENIOM K PD-1 otnenpHO (Hanpumep, HUBOJyMaOOM), o0ecreunBaiach 10
TeX TOp, MOKa He OBUIO JOCTUTHYTO MAaKCHUMAJIbHOE KOJIWYECTBO 00paboTOK (Hampumep, ISTh
00paboTok). Mbiiieii oOcnenoBaiy Ha MpeaMeT KJIMHUYeCKUX MPU3HAKOB OOJIE3HH 0 MEHbIIEH
Mepe IBaKIbl B HeZe0. Mblieit conep:kaii B MHANBUAYAIbHO BeHTHINpyeMbIX kieTkax (IVC),
IO MATh MbILIEH Ha OJHY KJIETKY, U HASHTU(HUIIMPOBAIN UX [0 METKAM Ha yIIax.

[0241] UToObl onpenenuTb, UMEIOTCS JH CTATUCTHMYECKH 3HAYMMBbIE PA3IHUUS MEXKITY
HOKa3aTe/siIMU 00beMa OMyXOJIM B KOHTPOJIBHBIX IPYINAx M rpynmnax oOpaboTKH, MOKa3aTeH
o0bema omyxosnu B rpymnmnax oOpabOTKM CpaBHHMBAIN C TAKOBBIMH B KOHTPOJIBHBIX T'PYIIax
(HanpuMep, TONYYAOIIUX KOHTPOJIbHOE aHTuTeNO (Hanpumep, IgG1-KOHTPOIb MM aHTUTENO K
PD-1) unu KOHBIOTAT KOHTPOJILHOTO aHTHTENa M JIEKAPCTBEHHOIO CpeIacTBa (HAIpuMep,
tuzorymad-senotun wiu IgG1-MMAE)), ¢ npumenenuem kputepus MaHHa-Y UTHU B TIOCIIEIHHN
JeHb, KOTJIa BCE TPYMIbl 00pabOTKH SIBJISLUTUCh MHTAKTHBIMU. [lokaszaTenu oObeMa ONMyXoiu Y
Mbliiel, 0OpabOTaHHBIX KaK TH30TyMaO-BEIOTHHOM, Tak W aHTUTenoM K PD-1, cpaBHHMBamu ¢
TAKOBBIMH Y MbIIIel, 00paOOTaHHBIX JHOO KOHTPOJBHBIM AHTHTEIOM OTHEIBHO (Hampumep,
IgGl-xonTponem wnu antutesioM kK PD-1), nmub0 KOHBIOraTOM KOHTPOJBHOTO AHTHTENA M
JIEKAPCTBEHHOTO CPENCTBA OTAENbHO (Hampumep, Tu3oTtyMad-senotuHoM wim IgG1-MMAE), u
AHAJTM3UPOBANIM, HANpUMeEp, ¢ NpUMEHeHueM kputepuss Manrtens-Kokca ¢ ucnoip3oBaHuEM
rpadukos Kannana-Metiepa.

TIpumep 4. [IpoTHBOONYX0J1€BASI AKTHBHOCTHL TH30TYMAO-BEeIOTHHA B KOMOHHAIIUH C

MOHOKJIOHAJbHBIM aHTHTEJI0M K PD-1 B Moae/ 1 CHHIeéHHOH OIVXO0JIH.

[0242] OnyxoneBble KJIETKH MBIIIN TPAHCHHULUHUPOBAIN TUIA3MHIHBIMU KOHCTPYKLIUSIMH,
konupyromuMu TKaHeBor ¢aktop (TF) uenosexka u sgRNA-Hampamnsemyro Hykjieasy Cas9
(sgRNA/Cas9), nyist nmojy4eHus: TUHUU KJIETOK MbIIH, KoTopasi skcnpeccupyer TF yenoseka. C
MOMOIIIBIO COPTUPOBKH KJIETOK C aKThBHpOBaHHOW ¢ayopecueHiueit (FACS) mnomyuanu
KJIOHAJIbHYIO TIOMYJISILIEO OMYXOJIEBBIX KJIETOK MBIIIH, KOTOPbIe CTaOUIBHO 3Kcrpeccupyrot TF

YCJIOBEKA, IMPUYEM OTHU KIJIIETKH BIOCICACTBUA O6pa6aTbIBa.]'II/I TI/ISOTYMa6-BeI[OTI/IHOM B
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KOHLIGHTpaLuH, cocTapiisaroieit ot 1 mxr 1o 5 mxr Ha Mt w100 HtM MMAE B Teuenue 4 nHeil.
Jinst monydeHusl YMHUPAOLUINX KJIETOK JUIT IMMYHHM3alUUd OOpabOTaHHBIE OMYyXOJIEBbIE KJIETKU
mbllnn HacinanBanu Ha Histopaque m uentpudyruposamu npu 2000 g B TedeHne 30 MUHYT.
MepTBble ¥ yMHUpAOIIUE KIETKH OCAXIAJIHCh Ha IHe cios Histopaque, u »KHU3HECTIOCOOHOCTH
OLIEHMBAJIM C TOMOINBI0 TECTa HAa BBITECHEHHE TpHUIaHOBOro cuHero. Ilomyuanm oOpasenm c
npuMepHo <20% >KUBBIMM KJIETKAMH, KaK H3MEPEHO C IOMOILIBI0 TECTa Ha BBITECHEHUE
TPUMAHOBOTO CHHEr0. MrHOBEHHO 3aMOpPOKEHHBIE OIYXOJEBblE KIJIETKHM NOJy4dalu MyTeM
MOTPY>KEHMsI KJIETOK B XKUAKHUH a30T Ha 10 cekyH] ¢ MocaeaAyrLuM nomeiiesueM B soay 37°C
70 TOJHOro pasMopaxusaHus. IIpouecc 3amopakuBaHHsl B KHAKOM a30Te-pa3sMOpakKMBaHUS
NOBTOPSAX S pa3. MepTBple M yMHUpAKOUIME OIYXOJIEBBbIE KJIETKH, MOJOXUTENbHble 1O TF
4yeyoBeKa, pecycrneHaupoBain B 3abydepenHom Qocharom comneBom pacreope (PBS) u
2 % 10° KNeTOK MyTeM UHBEKIUH BBOIUIM B OPIOIIHYIO MOJOCTh HMMYHOKOMIIETEHTHBIX MbIIIEH
Balb/c. Uepes cemb aHeN MBIIIN MONTyYaId BTOPYIO MMMYHHM3ALMIO MEPTBBIMU U YMUPAIOLIUMHU
KJIETKaMH, TIOJTy4eHHBIMHU aHAJIOTHYHBIM 00pa3oM.

[0243] CrycTst ueTblpHagUaTh AHEW MOCIe MMMYHHU3ALUU MEPTBBIMH U YMUPAIOIIUMHU
OMyXOJEBBIMU  KJIETKaMH, NOJOXUTeNbHbIMU 10 TF uenoseka, MbllIaM IOAKOXKHO
UMIIaHTUpoBamu 5 X 10° omyxoseBbIX KJIETOK AUKOTO THIA U OTCIEKHBAIH POCT OMyXomu. Y
MBIIIEH, MMMYHH3HPOBAHHBIX OIYXOJIEBBIMHU KJIETKAMH, YOUTBIMH C TMOMOLIBIO TH30TyMal-
BEIOTHHA, WIH ONYXOJIEBbIMHU KJIeTKaMH, youTbiMu ¢ omomsto MMAE, HaOmonanu 3anepxky
pocTa OMyXOJU M TIOBBIIIEHHYIO BBDKMBAeMOCTb. [TOCKONBKY 3T 3(QeKThl uMenu mecto B
OTCYTCTBHE KaKOTro-TMOO BBOAMMOTO TEPANIEBTHUYECKOTO CPEICTBA, BBEIEHUE KIIETOK, YOUTHIX C
noMOILIbI0  TH30TyMa0-BenotnHa win MMAE, Obuio ngoctatodHbIM Uit OPMHPOBaHUS
JUTUTEIbHON 3aIlUTHOW MMMYHOJIOTHYECKON MaMsITH B OTHOLIEHUH MOCIEAYIOLIero NPUBUBAHUS
OIyXOJIEBBIX KJIETOK. 3aIUTHAsE MMMYHOJIOIHYECKas MaMsITh YCUJIMBAJIACh P 00paboTKe 3THX
MBIIIEH TH30TyMaO-BEJOTUHOM B KOMOWHAILIMU C AHTUTEJIOM, KOTOpoe CBsidbiBaeTcsi ¢ PD-1
mbin. Takas KOMOMHHpPOBaHHAsi 00paboTKa obecreyrnBalia yBeINYeHHE YHCIIa MBILIEH, KOTOPbIE
U3JIeUUBAIOTCS NPU MOCIEAYIOIEM IPUBUBAHUH OIYXOJIH.

IIpuvep S. Kjaerkn M3 HECKOJbKHX TKAHEH, NOABEPrHVTLIX Bo3aencTBuio ADC

TH30TYMa0-BeaoTnHa ¥ MMAE, noru6aioT u BeicBo00xkIa10T AT® u HMGBI.

[0244] MmmyHorenHas knerounass rudens (ICD) siBiseTcss BapuaHTOM amomnTo3a, MpH
KOTOPOM BBIPa0aThIBAIOTCS] HIMMYHHBIE OTBETHI Ha AMONTHYECKUE PAKOBbIe KIETKH. benmku, B
HOpMe OOHapy’KUBaeMbI€ B IpefieNiax HaoMmIa3Marndeckoro perukyiayma (ER), skcmornpyrorest
Ha KJIETOYHOH MOBEPXHOCTH, YTO MPHUBOAMT K TOBBILIEHHOMY MOTJIOMEHHIO (parouutamu u

NpEACTABIICHUIO OMYXOJICBbIX AHTUT'CHOB T-xneTxkam AJIst IPUMHUPOBAHUSA aI[aHTI/IBHOfI HMMYHHOﬁ
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cucrembl. Takum obOpaszom, mHaykuuss ICD mo3BojsieT MMMYHHOH CHCTEME pacro3HaBaTh
OMYXOJIM U HAPaLUBaTh [IUTOTOKCUYECKYHO AKTUBHOCTD MPOTUB HUX.

[0245] Aypucratus B kadecTBe Harpy3ku 1t ADC Hapymaer cetb MUKPOTPYOOUeK, 4To
NPUBOIUT B PE3YJIbTaTE K N3MEHEHHIO JIOKamu3amu U pyHkunornuposanust ER, 4ro B koHeuHOM
urore npusoaut k ER-ctpeccy. Knerku, nogseprinecs BO3AEMCTBUIO aHTUTENA, HAIIPABIEHHOIO
MPOTUB TKaHEBOro (hakTopa, CBsI3aHHOTO ¢ MOoHOMeTwiaypucratuHoM E (MMAE) B kadectse
Harpy3ky, T. €. THU30TyMaO-BeAOTHMHA (KOHBIOTaTa aHTHTENA U JIEKAPCTBEHHOT'O CPENCTBA HIIU
ADC), norubaroT u paxTHuecku BbICBOOOXKNAIOT, B CBsi3u ¢ ICD, monexynelt AT® (pur. 4A) u
HMGB1 (¢ur. 4C). BpicBoOoxneHne >Tux Mosekyn crenuduuHo st odpaborku ADC
tuzorymad-senotuHoM u MMAE u mnpoucxogur y MHOXKECTBa KJIETOYHBIX JIMHUH,

TMOJIOKUTENBHBIX 110 TKaHeBoMY (akTopy (¢ur. 4B).

IIpumep 6. AYypUCTATHHDLI, KAK B CBOOOAHOM BHIE, TAK U B KayecTBe HArpv3xku ADC,

CIIOCOOHBI HHAYVIHPOBATL CBA3ZAHHbLIEC C ER-CT[!CCCOM CUTHAJILHBIC IIYTH, KOTOPbLIC

SIBJSIIOTCS KpaliHe BAXKHBIMY /IS HMMYHOT€HHOH KJIEeTOYHOH rudesiu.
[0246] Munykuust kiaeTo4Hoil rudenn U BBICBOOOKAEHME accoumupoBaHHbIX ¢ ICD

CUT'HAJIOB 00 ONACHOCTH NMPOUCXOIUT OJHOBPEMEHHO ¢ MHUIMaluel oreera B Buae ER-crpecca.
JlBe KJIETOYHBIC JIMHUM, TMOJOXKHUTEIbHbIE MO TkaHeBoMmy ¢akropy, HPAFII (xapumHoma
NOKeNyAouHO skene3pl) U MDA-MB-231 (kapuuHOMa MOJIOYHOH >KeJie3bl) MOIBEprasiu
BoznerictBiio ADC  Ttusorymad-senoruna, ADC wusorunuveckuii koHtpoab-MMAE (HOO-
MMAE, IgG1-MMAE) unu ceobogaomy MMAE B Teduenue 18 4acoB U OTCIEKUBAINA HHAY KLU0
ER-cTpecca ¢ momompbio BecrepH-OoT-aHanmu3a. DPochopuinpoBaHre HWHO3UTOJI-3aBUCHMOMN
TpancmeMOpanHoi kuHa3bl/sHIOHYKIEea3bl 1 (IRE1) BeusBmsuin mocne obpaborku ADC
TU30TYMa0-BenOTHHOM ik cBoOoaHBIM MMAE B KauecTBe JiekapCTBEHHOTO cpenctna (¢ur. 5).
Takoke MpouCcxXoauIIa aKTUBALUS HIDKEJIEXKAIEero o curaigbHoMy myTu 3¢ exkropa IRE1 kunazbl
N-xonumeBoii uactu Jun (JNK), kak Oputo OOHAapy’KeHO TO TMOBBIIIEHHOMY YPOBHIO
dochopunmposanusi. Kpome toro, mo akrtusauuu pacuieruieHuss ATF4 BbISBISUTH aKTHBAIUIO
BTOpHYHOrO cBsizaHHOTO ¢ ER-crpeccom curnanproro mytu ¢ ydacruem PKR-nopoGHo# ER-
kuHa3bl (PERK). OTH naHHbBIE CBUIETENBCTBYIOT O TOM, YTO aypUCTATHUHBI, KaK B CBOOOTHOM
BUZE, TaK U B KadecTBe Harpy3ku ADC, cmocoOHbI HHOYyHHMPOBaTh CBsi3aHHBIE ¢ ER-cTpeccom
CUTHAJIbHBbIE MyTH, KOTOpbIE SIBISIIOTCS KpaiiHe BakHbIMU Asisd ICD u skcnpeccuu omyxoneBbIX
AHTUTEHOB Ha MOBEPXHOCTH alONTHYECKUX KJIETOK. CIIOCOOHOCTh aypHUCTATHHOB NMPHUMUPOBATH
UMMYHHYIO CHUCTEMY JJil PAaclO3HAaBaHUs OMYyXOJIEBbIX AHTHUIE€HOB CO3/a€T NPEANOCBUIKH JJIs

pa3pabOTKN MHOKECTBA BAPUAHTOB KOMOWHATOPHOW TepaITHu.
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IIpuvep 7. Yourtnie ¢ nomombio ADC TH3orymatg-Benornna ¥ MMAE kierkwm,

MNOJJOKUTECJIbHDBIC IO TKAHEBOMY d)aKTODV, BbI3LIBAKOT MOIIIHO€ BblCBOﬁO)K}_IeHI/Ie d)aKTODOB

XECMOTAKCHCA U MEAUATOPOB BOCHAJCHUSA MOHOHI/ITaMl/l/MaKDOQ)aFaMI/I MnOoCJI€ NMOrJoIeHus

MEPTBLIX KJICTOK.

[0247] UccnenoBaHuss MEXaHU3MOB JAEHCTBUS TEPANEBTUYECKUX MPENapaToB IJs
OHKOJIOTMH JaBHO MpPOLUIN HU3y4Y€HHE LIUTOJIM3a OIMYyXOJIEBbIX KJETOK. PacTyliee BHUMaHHE K
UMMYHOTEpANui aKLEHTHPYEeTCsl Ha NpoIeccax, BKIIOUEHHBIX B OUYUCTKY YMHPAIOIINX
OIyXOJIEBBIX KJIETOK, & TAK)KE BOBJICYEHHE MMMYHHOM CHCTEMBbI MAaLMEHTa JJIsl CTUMYJISLUN
MPOTHUBOOITYXO0JIEBBIX OTBETOB. (Croco® KJIeTOYHOH rudenu ©u MOCHeAyIoMmEeld OYHUCTKH OT
KJIETOUHOro nedpuca yOeauTeNbHO CBUAETENHLCTBYET OO YPOBHE BOBJICUEHHSI U CTHMYJISLIUU
UMMYHHOH CUCTEMBI K BbIPAOOTKE HAIPABJIEHHBIX OTBETOB IIPOTUB OIYXOJIEBBIX KJIETOK.

[0248] MmMmyHOreHHasi kierouHass rudenb, omocpenoBaHHass MMAE, mnpencrasisier
co00il KOHTPOJUPYEMYIO KJIETOUHYIO T'MOeib, KOTOpash aKTUBUPYET aIalTUBHbIE MMMYHHBIC
OTBETbI HA AHTUT'€HbI MEPTBBIX U YMUPAIOIINX OMYXOJIEBBIX KJIETOK U 00ECIeYBAET BO3MOKHOCTb
YCTOWYMBOM aKTUBALIMH KJIETOK BPOXKIEHHOTO HIMMYHHUTETA 1 IOCJIEAYIOLIeH BbIpaOOTKH OTBETOB
LIMTOTOKCUYECKNX T-KJIETOK, HALlEJIEHHbIX Ha Crelu(Ieckre aHTUTeHbI OIyX0JIEBBIX KJIETOK. B
JaHHOHM paboTe, aBTOPbI HACTOSILIEr0 H300peTEeHHs] MPOAEMOHCTPHUPOBAIU, YTO yOUThIE C
nomompto ADC TH3otymaO-enotnHa 1 MMAE KJ€TKH, MOJNOKHUTENbHBIE MO TKAHEBOMY
(bakTOpy, BBI3BIBAIOT MOIIHOE BBICBOOOXKIACHHE (PAKTOPOB XEMOTAKCHCa M MEIUaTOPOB
BOCIIAJICHUS] MOHOLIMTaMH/MakpodaraMu mocje MmorIomeHus MepTBbIX KieTok ((ur. 6A u 6B).
Kpowme Toro, 3Tu MOHOLIUTBI/Makpodaru, KOHANIMOHUPOBAHHBIE YHUUTOKEHHBIMHU ITOCPECTBOM
ICD knerkamu, crnocoOCTBYIOT aKTUBALMH T-KJIETOK, O 4Y€M CBHUIETEJIbCTBYET MPOAYKIIUS
CHTHATYPHBIX BOCTIAJITEIbHBIX [IATOKUHOB, ACCOLIMUPOBAHHBIX C OTBETAMU [IUTOTOKCUUECKUX T-
KJIETOK.

TIpumep 8. Tusorymad-senorua uuavuupyver ICD, KoTopasg NpHBOAUT K AKTHBALMHU

KJIETOK BPOKIEHHOI0 HMMVYHHTETA M BTOPHYHBIM T-KJIEeTOYHBIM 0TBETAM, KOTOPbIE MOI'YT

OLITL VCHJICHBI CPEeACTBAMH, HALleJIeHHLIMH Ha PD1.

[0249] MHaykuus BpOKIAEHHOIO HMMMYHHOIO OTBETa IIOCJIE€ KOHTAKTAa C PAaKOBBIMU
knerkamy, noasepriuMucs ICD, BbI3bIBa€T BTOPUUHYIO aKTHBALUIO T-KJIETOK, KOTOpasi MOKET
OBITH yCHJIEHA COMYTCTBYIOIIUM JiedeHreM antuteiaamu kK PD1. [TonoxureapHbie MO TKAHEBOMY
dakTopy xmerku MDA-MB-231, mnopBeprHyTble BO3IEHCTBUIO TH30TYMaO-BEIOTHHA WU
MMAE, npu nobasnennun CSFE-meuennsix PBMC uenoBeka B TeueHue 48 4aCOB MPUBOIMIH K
nponudepanun T-kIeToK, KOTopyro orciexusany o passenernto CSFE (¢ur. 7A), u npoaykunu
cnenuduueckux s T-kimerok nuTokuHOB, Takux kKak [L12p70 u IFNO (pur. 7B u 7C).

Hanenennoe Ha TkaHeBoi (akTop aHTHTeNno oTneiapHO uin ADC u3oTUnuueckwii KOHTPOJIb-
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MMAE (u3zorunmueckunii koHTponb-MMAE, IgG1-MMAE) He BbI3bIBAIM TaKHe€ OTBETHL JTH
JaHHbIE TOATBEPKIAIOT, YTO TH30TyMab-BenotuH wuHayuupyer ICD, kortopas mpuBOAHT K
aKTUBALUN KJIETOK BPOXKJIEHHOTO UMMYHUTETa U BTOPUUYHBIM T-KJIE€TOUHBIM OTBETaM, KOTOpbIE

MOTYT OBITh YCHJIEHBI CPEICTBAMH, HalleJIeHHbIMU Ha PD1.
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POPMYJIA U3OBPETEHUSA

1. Cnioco0 neuenust paka y cyObekTa, rie crnocod BKIFOYAET BBEIEHHE CYObEKTY aHTHTENA
K PD-1 mnu ero aHTUreHCBA3BIBAIOIIEro (PparMeHTa, NPUIeM aHTHTEJIO CBSA3bIBAETCS ¢ OenKkoM 1
3anporpammupoBaHHoi rudemn kinetok (PD-1) m marnOupyer akruBHOcTh PD-1, mpuuem
aatutreio Kk PD-1 wnm ero aHTHreHCBS3bIBAOINUN (pPAarMeHT COAepKAT OIpenesstoLIue
komrieMeHTapHocTh obmact (CDR) aHTHTENna WM aHTHIEHCBS3BIBAIOLIEro (parMeHTa,
BBIOPAHHBIX U3 IPYIIIBI, COCTOsIMEN U3 HUBONyMada, Amp-514, tucnennsymaba, nemurninmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003
Wy ux OMoaHajora, 1 KOHbIOIraTa aHTUTeNa U JIEKApCTBEHHOT'O CPE/ICTBA, KOTOPBIN CBSA3bIBAETCS
¢ TkaHeBbIM (paxropom (TF), mpuyuem KoHBIOraT aHTUTENA U JIEKAPCTBEHHOTO CPEICTBA CONEPIKUT
antureso K TF WM ero aHTUIeHCBS3BIBAIOIIMIT  (pParMEHT, KOHBIOTHPOBAHHBIE C
MOHOMETHJIAYPUCTATUHOM WM €ro (PYHKIMOHAJBbHBIM aHAJOTOM WJIH €ro (pyHKIHOHAIBHBIM

IMMPOU3BOAHBIM.

2. Cnocob mo 1. 1, B koTopom anTuTeno k PD-1 miu ero aHTUreHCBS3bIBAIOIIUH (hparMeHT
cogepkar CDR aHTMTEeNa WM AHTHUIEHCBS3BIBAIOLIETO ()parMeHTa, BHIOPAHHBIX W3 TPYIIIIbI,
cocrosiiel u3 HuBoJayMada, Amp-514, Tucnenusymada, uemurinmada, TSR-042, INJ-63723283,
CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100, AGEN2034, IBI-308, BI-
754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

3. Crocob mo m. 1 wiu 1. 2, B KOTOPOM aHTUTENO K PD-1 min ero aHTUTeHCBSI3bIBAO LU
(dbparMeHT conepkaT BapuadeNbHYI 00JaCTh TSKEJIOW LENU U BapuadeNnbHYK 00JacTh JIETKOM
LEe aHTUTEeNa UM AaHTUIEHCBSI3bIBAIOIIETO (PparMeHTa, BHIOPAHHBIX U3 TPYIIIbI, COCTOSINEN U3
HuBosymaba, Amp-514, tucnenuzymada, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, xampenuzymada, PDR0OO1, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003 wiu ux Ouoanasora.

4. Cniocob mo 1. 1 wim . 2, B KOTOpoM aHTHUTENO K PD-1 miin ero aHTUre HCBSI3bIBAKO LM
(dbparMeHT conepkaT BapHadeNbHYIO 00JaCTh TSKEJIOW LENU U BapuadeNnbHyK 00JIacTh JIETKOM
eV aHTHUTEeJa WM aHTUTE€HCBSI3bIBAIOMIETO (PparMeHTa, BBIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH U3
HuBOJNyMaba, Amp-514, Tucnenuzymaba, uemuruiumada, TSR-042, INJ-63723283, CBT-501, PF-
06801591, JS-001, kampenuzymada, PDR0O01, BCD-100, AGEN2034, IBI-308, BI-754091, GLS-
010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.



198

5. Cnocob no 1. 1, B koropom anTuteno k PD-1 vt ero aHTHreHCBsI3bIBAIOLITNI (parMeHT
BBIOpAHBbI U3 TPYIIBL, cOocTosmed u3 HuBonmymaba, Amp-514, tucnennzymada, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenuzymadba, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003

WIN uX OroaHaJjora.

6. Cioco6 mo 1. 1, B koTropom anTuTeno k PD-1 mnu ero anTureHeBsi3bIBaomuii parmMeHT
BBIOpaHbl U3 TPYIIBL, cocTosmed u3 HuBonmymaba, Amp-514, tucnenuzymada, nemuruinmada,
TSR-042, JNJ-63723283, CBT-501, PF-06801591, JS-001, kampenusymada, PDR001, BCD-100,
AGEN2034, IBI-308, BI-754091, GLS-010, LZM-009, AK-103, MGA-012, Sym-021 u CS1003.

7. Cnocob mo obomy u3 mim. 1-6, B KOTOPOM KOHBIOraT aHTUTENA U JIEKAPCTBEHHOTO

CpeACTBa BBOIAT B [103€, HAXOMALICHCS B AMana3one ot okojo 0,9 Mr/kr 1o okoso 2,1 Mr/kr.

8. Coco no 1. 7, B KOTOPOM KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOT'O CPEICTBA BBOISAT B

1103€ OKO0JIO 2,0 MI/KT.

9. Criocod 1o 1. 7, B KOTOPOM KOHBIOTAT aHTUTEJIA U JIEKAPCTBEHHOT'O CPEACTBA BBOIST B

no3e 2,0 Mr/kr.

10. Crioco6 mo ymobomy u3 mm. 1-9, B KOTOPOM KOHBIOTAT aHTHTENA U JIEKAPCTBEHHOTO
CpPenCTBa BBOASIT OAMH pa3 OKOJIO KXKIYIO 1 Hemelro, OAMH pa3 OKOJIO KaxKable 2 HelesH, OfuH

Ppa3 OKOJIO KaXKAbIC 3 HexeJn UId OIUH Ppa3 OKOJIO KaXXbIC 4 Henmenu.

11. Cioco6 mo 1. 10, B KOTOPOM KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOT'O CPENICTBA BBOST

OJHWH pa3 OKOJIO KaXKAbIC 3 Hexenun.

12. Cnocob6 mo mrobomy u3 mm. 1-11, B koropom antureno k PD-1 wmm ero
AHTUTCHCBS3BIBAIOIINN  (PparMEHT COnIepkaT BapHadeNbHYH0 O00JacTh TSDKEJNIOH Lenu u
BapradeIbHYI0 00JIaCTh JIETKOW LIy, mpudeM BapuadenbHasi 001acTh TSKENIOHN LeTU COEPIKUT:

(1) CDR-H1, comepkariyro aMHHOKUCIIOTHYIO nocienosarenbHocth SEQ ID NO:17;

(1) CDR-H2, conepskamnyro aMHHOKUCIIOTHYIO nocienoarenbHocTh SEQ ID NO:18; u

(111) CDR-H3, conepkalnyo aMHHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO:19;

npudeM BapuadbenbHast 00JacThb JIETKOH LEH CONEPIKHT:



199

(1) CDR-L1, comep:xainyo aMUHOKUCIOTHYIO nocienosareapbHocTh SEQ ID NO:20;
(1) CDR-L2, comep:xainyr aMUHOKHCJIOTHYIO nocnienoBareapHOCTE SEQ ID NO:21; u

(111) CDR-L3, conepskaiiyro aMMHOKHCIOTHYIO nocnenoBarenbHocTs SEQ ID NO:22.

13. Cnocob6 mo mrobomy wu3 mm. 1-12, B koropom antureno k PD-1 wmm ero
AHTUTEeHCBSI3BIBAIOINN  (pparMeHT coaepkaT BapualeNbHYI0 O0JacCTh TSDKENOW — LeIw,
COZIEPIKAIYI0 aMUHOKUCIOTHYIO MOCIEA0BATENIbHOCTD, XapaKTEPU3YIOLIYIOCS 110 MEHbIIEH Mepe
85% MIeHTUYHOCTBIO TTOCNIEIOBATENBbHOCTEN C aMUHOKHCIIOTHOM nocienoBatebHOCThI0O SEQ 1D
NO:31, u BapuaOenpHyr0 O0OJACThb JIETKOW [eMH, COAEPKAIIY) AMHUHOKHCIIOTHYIO
MOCJIEIOBATENbHOCTD, XAPAKTEPU3YIOIIYIOCS MO MeHblled Mepe 85% UAEHTUYHOCTBIO

MOCJIeA0OBATEIbHOCTEH ¢ aMUHOKHUCIOTHOM nocnenosarenbHOCThI0 SEQ ID NO:32.

14. Cnoco6 mo mobomy wu3 mm. 1-13, B koropom antureno k PD-1 wmm ero
AHTUTEHCBS3BIBAIOINMIA  (parMeHT coxmepkaT BapHaOeNnbHYIO O00NacTh TSDKEJNOW — ILemu,
CoepIKalIy0 aMUHOKHCIOTHYIO niocienosatenbHocTb SEQ ID NO:3 1, u BapuabenbHy0 001aCTh

JIETKOM 1IeTnH, COep Kally0 aMUHOKUCIOTHYIO nocienosarenbHocts SEQ ID NO:32.

15. Cnocob6 mo mrobomy wu3 mm. 1-14, B koropom antureno k PD-1 wnmm ero

AHTUTCHCBSA3BIBAIOIINN (PPArMEHT MPEACTABIISIOT COOOH HUBOIYMAO.

16. Cnocob6 mo mobomy wu3 mm. 1-15, B koropom antureno k PD-1 wnm ero
AQHTUTE€HCBS3BIBAIOINNI ()parMEHT BBOAST B JI03€, HAXOMSIIEHCS B TUANa3oHe OT 0Kouio 0,5 Mr/kr

110 0k0J10 4,1 MI/Kr.

17. Cnocob6 mo mrobomy wu3 mm. 1-15, B koropom antureno k PD-1 wnmm ero
AHTUTEHCBS3BIBAIOIINN (PPArMEHT BBOIST B MOCTOSIHHOHM 1103€, HAXOISIICWCS B JUAIa30HE OT

okoJio 50 mr no oxoJs10 500 mr.

18. Cnocob6 mo mobomy wu3 mm. 1-15, B koropom antureno k PD-1 wmm ero

AHTUTEHCBS3BIBAIOIINN (PPArMEHT BBOIAT B IOCTOSTHHOH /103€ OKOJIO 240 M.

19. Cnocob6 mo mrobomy wu3 mm. 1-15, B koropom antureno k PD-1 wmm ero

AHTUTEHCBS3BIBAIOIINN (PPArMEHT BBOISAT B IOCTOSTHHOH /103€ OKOJIO 480 Mr.
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20. Cnocob6 mo mobomy wu3 mm. 1-19, B koropom antureno k PD-1 wmm ero
AHTUTEHCBS3BIBAIOIIHI (PparMEHT BBOIST ONUH Pa3 OKOJO KaKAYIO 1 HElesro, OIHH pa3 OKOJIO

KaKapie 2 HEACIIN, OAUH pPa3 OKOJIO KAXKAbIC 3 Henelu Uid OOUH Ppa3 OKOJIO KaKAbIC 4 Henmenu.

21. Cnoco6 mo m. 20, B koTopoM aHTUTENO K PD-1 mim ero aHTUreHCBSI3BIBAIOIIUI

(bparMeHT BBOIAT OJIUH Pa3 OKOJIO KKAbIE 2 HEAeIH.

22. Croco® no mobdomy u3 . 1-21, B KOTOpOM pak mpeAcTasiisieT cOO0H pak MOJIOUYHOM

JKEJIC3bI.

23. Cnocob mno nmobomy u3 mm. 1-21, B KOTOpOM pak MpencrasisieT cOOOH pak LIeHKH

MaTKH.

24. Cnocob 1o m. 23, B KOTOPOM CYOBEKT He SIBIISIETCS KaHIUIATOM Ha PaAHKaJIbHYIO

TEePAIuIo.

25. Cnocob mo 1. 24, B KOTOPOM paAHKajbHAS TEpamus BKIIOYAET JIYYEBYIO TEPAITHIO

W/ WK SBUCLIEPALUIO.

26. Criocob mo m. 23, B KOTOPOM CYOBEKT He TPOXOAMIT MPEIIIECTBYIO Y0 CUCTEMHYIO

TEepanuio paka MEHKU MaTKU.

27. Cnoco® 1o robdomy u3 mi. 23-26, B KOTOPOM PakK MIEWKH MAaTKU MPECTaBsieT coOok

AACHOKAPUIUHOMY, aICHOCKBAMO3HYO KAapIUUHOMY WJIH IIJIOCKOKJICTOUHYIO KapLIUHOMY.

28. CniocoO o mobomy u3 mi. 23-27, B KOTOPOM paK MIEWKH MAaTKU MPECTaBiIsieT coOok

Pak LIEVKU MaTKU Ha MO3IHEU CTaAuu.

29. Cniocob mo m. 28, B KOTOPOM paK MIEWKH MATKU HA MO3JHEH CTaJuU MPENCTaBIISIET

co0oii pak MIeHKN MAaTKH 3 CTaauu WK 4 CTaIuu.

30. Cnocob® mo m. 28 wnu m. 29, B KOTOPOM pak MEHKH MaTKA Ha MO3AHEH CcTaauu

NpeACTaBIsIeT COOOH METACTATUYECKHH PaK MEHKH MATKU.
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31. Crocob mo modomy u3 mm. 23-30, B KOTOPOM pak MIEHKH MAaTKU MPEACTABISIET COOOH

PELUAUBHBIN PaK IIEHKH MaTKH.

32. Cnocob no mobomy u3 mm. 1-31, B KOTOPOM MOHOMETWIJIAYPUCTATUH MPEACTABISIET

coboit moHometmnaypucratud E (MMAE).

33. Cmocob mo mobomy w3 mm. 1-32, B kotopom antureno k TF, wmm ero
AHTUTEHCBS3BIBAIOIINN  (DparMeHT, KOHBIOraTa aHTHTEJIa | JIEKAPCTBEHHOIO CPEncTBa
NPEACTABSIFOT  COOOM  MOHOKJIOHAJIbHOE ~ QHTHUTENO WM €r0  MOHOKJIOHAJBHBIN

AHTHUT€HCBS3BIBAIOINNN (PparMeHT.

34. Cnoco6 mno moOomy wu3 nm. 1-33, B koropom antuteno k TF, wmm ero
AHTUTEHCBS3BIBAIOIIMI (hparMeHT, KOHbIOraTa aHTUTENA U JIEKAPCTBEHHOTO CPENCTBA COAEpIKaT
BapualbenbHyr0 00JacTh TSDKENOH 1enmu M BapuabenbHyr O00JacTh JIETKOHW LIeMu, MpHYeM
BapuadesibHast 00J1aCTh TSDKEJIOH LIETTH CONEPIKHT:

(1) CDR-H1, conmepskainyo aMHHOKUCIIOTHYIO nocyenoBatensHocTh SEQ ID NO:1;

(i) CDR-H2, comepskaliyro aMHHOKUCIIOTHYO nocnenosatenbHocTh SEQ ID NO:2; u

(ii1) CDR-H3, comepskaliyro aMMHOKUCIOTHYIO nocyenoBateabHOcTh SEQ ID NO:3; u

npudeM BapuadesbHast 00JaCThb JIETKOM LEMH CONEPIKHT:

(1) CDR-L1, conepskamyr aMMHOKUCIOTHYIO nocyenoBateabHocTh SEQ ID NO:4;

(i) CDR-L2, comep:kainyr aMUHOKHCIIOTHYIO nocienosarebHocTh SEQ ID NO:S; u

(1i1) CDR-L3, conmepskalyro aMHMHOKHCIOTHYIO nocnenosareabHocTh SEQ ID NO:6.

35. Cnoco6 mno mobomy wu3 mm. 1-34, B koropom antuteno k TF, wmm ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTaTa aHTUTEJNA U JIEKAPCTBEHHOTO CPENICTBA CONEPIKAT
BapuabeNbHYI0 O0JIACTD TSIKENION LENH, COAepP ALY aMHHOKHCIIOTHYEO TOCIIEIOBATEIbHOCTD,
XapaKTepU3yIOUIyIocsi MO MeHblied Mepe 85% HAEHTHMYHOCTBIO IIOCIEAOBAaTENbHOCTENH C
aAMHHOKHUCJIOTHOH nocienosatenbHOCcTh0 SEQ ID NO:7, u BapuabenpHyr0 00JIaCTb JETKOH 1eTH,
CoZiep Kallyl0 aMUHOKHUCIIOTHYIO MOCJIE0BATEIbHOCTD, XapaKTePU3YIOLIYIOCs 10 MEHbIIIEH Mepe
85% MIEeHTUYHOCTLIO MOCIEN0BATEILHOCTEN ¢ aMUHOKUCIIOTHON nociaenoBaTeabHOCTEI0 SEQ ID

NO:8.

36. Cmocob mo mobomy w3 mm. 1-35, B kotopom antureno k TF, wimu ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHbIOTATa aHTUTENA U JIEKAPCTBEHHOTO CPENCTBA COMEPIKAT

BaprabenbHy0 00JIaCTh TSKENIOW LEMH, COAEPIKALIYI0 aMUHOKHCIOTHYIO TOCIEA0BATEbHOCTD
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SEQ ID NO:7, u BapuabenbHyr0 00JAaCThb JIETKOW LEMH, COAEPKAIYI AaMHUHOKHCJIOTHYIO

nocienopareabHocTh SEQ ID NO:8.

37. Cnocob mo modomy u3 nm. 1-36, B kotopom anTHTeno K TF koHBIOraTta anturena u

JIEKapCTBEHHOTO CPECTBA MPEACTABISIET COOOH TH30TYMal.

38. Crocob no mobomy u3 mm. 1-37, B KOTOPOM KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOTO
CpencTBa  AOMOJHUTEIBHO COAEPXKUT JIMHKep Mexay anturenoM k TF wunm  ero

AHTHUI'CHCBA3BIBAO MM (I)paFMeHTOM U MOHOMETUJIAYPUCTATUHOM.

39. Criocob o 1. 38, B KOTOPOM JIMHKEP MPENCTaBIsIET COOOM pacIieruisieMblil TeNTHIHbIN

JIMHKED.
40. Crioco® 1o m. 39, B KOTOPOM pacIieIuIieMblil MENTUAHBIA JIMHKEP XapaKTepH3yeTcs

dopmysioii: -MC-ve-PAB-, rre:

a) MC npencrasinsier co0oii:
O
N M/\’%-\LL
o)
0O

b) vc mpencrasisier cOOOM AMMENTH BAIUH-IUTPYJUIHH U

2

c¢) PAB npencrasisier co0oi:
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41. Cnoco6 mno mobOomy wu3 mm 38-40, B KOTOpPOM IIMHKEp MPHUCOEOUHEH K
CyIb(TUIPIIbHBIM rpynmnam antutena K TF, mojay4eHHbIM myTeM 4aCTHYHOTO BOCCTAHOBJICHUS

WJIM TIOJIHOT'O BOCCTAHOBIIEHHs aHTHUTeNa K TF miu ero AHTUT'CHCBA3BIBAIOIIETO (I)parMeHTa.

42. Cnoco0 mo 1. 41, B kotopoMm nuHKep npucoeauieH Kk MMAE (veMMAE), npudem

KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOI'O CPEICTBA XapaKTEPU3YyeTCsl CEeAYIOIIeH CTPYKTYpOii:

o) 0
Ab——S 0 )l\ ﬁl —_—_—i
0 0 N N N N
N\/\/\)l\ I (@] I 0\ (] 3 o
Val-Cit-N
al it H ~
0

P

Ab-MC-vc-PAB-MMAE (veMMAE)

2

rae p obosHauyaer uucno ot 1 no 8, S mpencrasisier coboii CyabOrHAPUIBHYIO TPYIITY

antutena K TF u Ab o6o3navaer antureno k TF win ero aHTUreHCBSI3bIBAIOIIUI (DparMeHT.

43, Cnocob 1o 1. 42, B KOTOPOM YCpEeIHEHHOE 3HAYEHHE P B MOMYJISILUU KOHBIOTATOB

AHTUTEIA U JICKAPCTBEHHOI'O CPEACTBA COCTABJIACT OKOJIO 4.

44. Cnocob mo modomy u3 nm. 1-43, B KOTOPOM KOHBIOTAT aHTHUTENA U JIEKAPCTBEHHOTO

CpPeACTBa MPEACTABIACT COOON TH30TYMaO-BEIOTHH.

45. Cnocob o mobomy u3 nm. 1-44, B KOTOPOM Ny Th BBEIEHUS IS KOHBIOTATa AHTHTENA

" JICKAaPCTBCHHOI'O CPEACTBA ABJIACTCA BHYTPUBCHHDIM.

46. Criocob mo mobomy u3 m. 1-45, B KOTOPOM IyTh BBEIEHUs st aHTHTENA K PD-1 nim

€0 aHTUT'CHCBA3BIBAIOILICI'O (I)parMeHTa SABJIAETCA BHYTPUBCHHDBIM.

47. Cnocobd mo mobomy wu3 mm. 1-46, B koropom aHtureno kK PD-1 wmm ero
aHTI/IFeHCBﬂSI:;IBaI'OH_[I/Iﬁ (1)parMeHT U KOHBHOIAaT aHTUTEIA U JICKAPCTBECHHOI'O CpEACTBA BBOIAT

MOoCJIEA0BATECIBbHO.

48. Cnocobd mo mobomy wu3 mm. 1-46, B koropom aHtureno kK PD-1 wmm ero
aHTI/IFeHCBﬂSI:;IBaI'OH_[I/Iﬁ (1)parMeHT U KOHBHOIAaT aHTUTEA U JICKAPCTBECHHOI'O CpEACTBA BBOIAT

OJTHOBPEMEHHO.
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49. Cnocob no mobomy u3 mm. 1-48, B koropom mo MeHbluel mepe okoio 0,1%, mo
MeHblIel Mepe okono 1%, mo meHbleit mepe okosio 2%, mo MeHbluel mepe okoio 3%, 1o
MeHblIel Mepe okono 4%, mo MeHblieit mepe okoyio 5%, mo MeHsluer mepe okoino 6%, 1o
MeHblIel Mepe okoyo 7%, mo MeHblieit mepe okoyio 8%, mo MeHblued mepe okono 9%, 1o
MeHbluel mepe okojo 10%, mo menbineit Mmepe okoso 15%, no mensbleit mepe okono 20%, o
MeHbLIel Mepe 0KoJo 25%, mo MeHbinei Mepe okoso 30%, nmo meHsblIei Mepe okono 35%, no
MeHbluel Mepe okojo 40%, mo MeHbinei Mepe okoso 45%, no meHblieit Mmepe okosno 50%, no
MeHblIeld Mepe okosio 60%, o MeHblIell Mepe okoio 70% unu no MeHblield Mepe okono 80%

PaKOBBIX KJIETOK cyOBekTa skcnpeccupyroT TF.

50. Cnocob no mobomy u3 mm. 1-49, B koTopom mo Mmesblieil mepe okono 0,1%, mo
MeHbIel Mepe okojio 1%, mo meHsbinel mepe okono 2%, mo MeHblnel mepe okoyio 3%, 1o
MeHbIel Mepe Okojo 4%, 1o MeHblnel mepe okono 5%, mo MeHslnel mepe okoyio 6%, 1o
MeHbIIIeH Mepe OKoJo 7%, 1o MeHbluel mepe okono 8%, mo meHslnel mepe okoyio 9%, mo
MeHbIel Mepe okosio 10%, mo meHbiiei Mepe okojio 15%, no mensbluei mepe okoso 20%, 1o
MeHbIIel Mepe okoJio 25%, mo MeHbliei Mepe okojio 30%, mo MeHblel Mepe okoso 35%, 1o
MeHblel Mepe okoJio 40%, o MeHblIel Mepe okojio 45%, no meHblel mepe okoso 50%, mo
MeHblIell Mepe okoso 60%, o mMeHblel Mepe okono 70% wunu no MeHblel Mepe okoso 80%

PaKOBBIX KJIETOK cyOBbekTa skcnpeccupyrot PD-L1.

51. Cnocob6 mo mobomy u3 mim. 1-50, B KOTOPOM OMyXOJib, MPOUCXONSIIAs M3 paka,
COIEP KUT OIHY MU OoJiee KIIeTOK, KOoTopble skcnpeccupyroT PD-L1, PD-L2 unn kak PD-L1, Tak

u PD-L2.

52. Cnocob mo mobomy u3 mm. 1-51, B koTopom mo mesblieit mepe okosio 0,1%, mo
MeHbluel Mepe okono 1%, mo meHsbineit mepe okono 2%, mo MeHsluel mepe okoio 3%, 1o
MeHblIeld Mepe okono 4%, mo MeHblneit mepe okono 5%, mo MeHsluer mepe okoino 6%, 1o
MeHbLIeH Mepe okono 7%, mo MeHblnei mepe okono 8%, mo MeHsluer mepe okoio 9%, 1o
MeHb1el Mepe okosio 10%, mo MeHblieit Mepe okojo 15%, no menbiel mepe okono 20%, no
MeHbLIelH Mepe 0KoJo 25%, mo MeHbinei Mepe okosio 30%, mo mMeHsbleit Mmepe okono 35%, mo
MeHb1el Mepe okoJio 40%, o MeHblieit Mepe okojo 45%, no meHbliel Mepe okono 50%, no
MeHblIel Mepe okosio 60%, o meHbiuel mepe okosio 70% unu no meHsbiuel mepe okono 80% T-

KJIETOK cyOBpekTa skcnpeccupyroT PD-1.
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53. Cnocob no modomy u3 mm. 1-52, B KOTOPOM IOCiie BBEEHNSI KOHBIOTAaTa aHTUTENA U
JIEKapCTBEHHOTO CpeAcTBa M aHTUTeNa K PD-1 mim ero aHTUreHCBS3BIBAIOIIETO (parMeHTa y
CyOBeKTa MPOUCXOIUT YITydIIeHNEe B OTHOLICHHH OJTHOTO WK OoJiee TepaneBTHUeCKuX 3 (PeKkToB

OTHOCUTECJIBHO UCXOOHOI'0O YPOBHHI.

54. Cnioco6 o 1. 53, B KOTOpOM OAMH UM OoJiee TepaneBTUIeCKuX 3(pPeKToB BEIOpaHbI
U3 TPYIIBI, COCTOSINEH M3 pa3Mepa OINyXOJH, MPOUCXONALIEH W3 paka, JOJIH MAaIMEeHTOB C
OOBEKTUBHBIM OTBETOM, MPOAOJUKUTENIPHOCTH OTBETA, BPEMEHH [0 pa3BUTHS OTBETA,

BBDKHBAEMOCTH O€3 MPOrpecCUpOBaHus U 001IeH BbDKUBAEMOCTH.

55. Cnocob mo mobomy u3 mm. 1-54, B KOTOPOM NPOUCXOAWT YMEHBLICHHE pa3Mmepa
OIyXOJIH, IPOMCXOIAIIEH U3 paka, 1o MeHbInel Mepe Ha okoso 10%, mo MeHbIel Mepe Ha OKOJIO
15%, mo menbieit Mmepe Ha okoiio 20%, Mo MeHbIIelH Mepe Ha OKoJIo 25%, o MeHblIel Mepe Ha
okoJs1o 30%, no MeHbInel Mepe Ha OkoJo 35%, mo MeHbluel Mepe Ha okoJo 40%, 1o MeHbleiH
Mepe Ha okoJio 45%, mo meHbInel Mepe Ha okoyio 50%, mo MeHbIuel Mepe Ha okoyio 60%, mo
MeHbIel mMepe Ha okosio 70% win 1o MeHblneld mepe Ha Okojo 80% OTHOCHTENBHO pasMepa
OIyXOJIY, MPOUCXONALIeH U3 paka, MO BBEIEHHUs KOHBIOTaTa aHTHUTENAa U JIEKaPCTBEHHOTO

cpenctsa u anTutesa k PD-1 mim ero aHTUreHeBs3bIBaroero pparmMeHTa.

56. Cnoco0 no irodomy u3 m. 1-55, B KOTOPOM A0J1sI MALIMEHTOB C OOBEKTUBHBIM OTBETOM
COCTaBJISIET TIO MeHbIIeH Mepe okoyio 20%, mo MeHbIel mMepe OKoJio 25%, 1Mo MeHbLIeH Mepe
okosio 30%, mo mMeHbIel Mmepe okoso 35%, mo MeHbinei Mepe okojo 40%, Mo MeHbIIeld Mepe
okosio 45%, no menbineit mepe okoso 50%, mo MeHbinei Mepe okojo 60%, Mo MeHbIIeld Mepe

okouio 70% wunu o MeHblel mepe okojio 80%.

57. Cnocod no mobomy u3 . 1-56, B KOTOpOM y CyOBeKTa HaOIFOAaeTCsl BBDKUBAEMOCTD
0e3 mporpeccUpoBaHusl, COCTABIISIONIAS MO MEHBIIEH Mepe OKOJIO | Mecsll, MO MEeHbIIeH Mepe
OKOJIO 2 Mecslla, IO MEHbLIEH Mepe OKOJIO 3 Mecsila, MO MEHbLIEH Mepe OKOJo 4 Mecsua, Mo
MEHbIIEN Mepe OKOJIO 5 MECSLIEB, IO MEHbIIEH Mepe OKOJIO 6 MECSLIEB, IO MEHBLIEH MEPE OKOJIO
7 MecsiLieB, MO MEHbLIEH Mepe OKOJO 8 MECALIEB, MO MEHBIIEH Mepe OKOJIO 9 MeCslUeB, Mo
MeHbIIeH Mepe okono 10 mecsues, Mo MeHblIeH Mepe okoyio 11 Mecsues, MO MeHbLIENH Mepe
OKO0JIO 12 MecsiteB, Mo MeHbIIEH Mepe OKOJIO BOCEMHA/ILIATh MECSILIEB, IO MEHbIIEH MEPE OKOJIO
IBa rofa, IO MEHbIIEH Mepe OKOJIO TPU TofAa, MO MEHbIIEH Mepe OKOJIO YEThIPe rofa WU IO
MEHbILIEH Mepe OKOJIO MATh JIET TMOCJI€ BBEACHUS KOHBIOraTa aHTHUTENAa U JIEKAPCTBEHHOTO

cpenctsa u anTuTena k PD-1 nnm ero aHTureHeBsA3bIBaroIero pparMeHTa.
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58. Cmocob6 mo mobomy u3 mm. 1-57, B koTOpoM y cyObekTa HaOmromaercs obOmast
BBDKHMBAEMOCTb, COCTABJISIIOLIAs MO MEHBbLIEH Mepe OKOJIO 1 Mecsl, MO MEHbIIEH Mepe OKOJIO
2 MecsLa, M0 MEHbLIEH Mepe OKOJIO 3 MecsLa, IO MEHbLIEH Mepe OKOJIO 4 Mecsla, M0 MEHbIIEH
Mepe OKOJIO 5 MeCSILIEB, [0 MEHBLIEH Mepe OKOJIO 6 MECSILIEB, IO MEHBLIEH MEPE OKOJIO 7 MECSLIEB,
[0 MEHBbLIEH Mepe OKOJIO 8 MECSLEB, N0 MEHbIIEH Mepe OKOJIO 9 MeCsLEeB, O MEHbUIEH Mepe
0k0J10 10 MecsLeB, O MeHbIIEN Mepe OKoJIo 11 mecsnes, Mo MeHbLIEH Mepe OKOJIO 12 MecsLes,
[0 MEHBIIEN Mepe OKOJIO BOCEMHAJLIATH MECSALEB, MO MEHBLIEH Mepe OKOJO ABa roja, Mo
MEHBIIEH MEpPE OKOJIO TPU roAa, MO MEHBLIEH Mepe OKOJIO YEThIpE roAa WM [0 MEHbIIEN Mepe
OKOJIO MSTh JIET NOCJIE BBEICHUSI KOHBKOraTa aHTUTEJA U JIEKAPCTBEHHOI'O CPEACTBA U aHTUTENA K

PD-1 unu ero anTUreHCBsI3bIBAOLIETO (pparMenTa.

59. Cnocob no nrobomy u3 . 1-58, B KOTOpOM MPOIOIKUTEIBHOCTb OTBETA HA KOHBIOTAT
aHTUTENAa U JIEKAPCTBEHHOI'O CPEACTBA COCTABJsET MO MEHbIIEH Mepe OKOJo 1 Mecsn, mo
MEHbLIEH Mepe OKOJIO 2 Mecsilia, [0 MEHBLIEH Mepe OKOJIO 3 Mecsila, IO MEHbIIEH Mepe OKOJIO
4 mecsua, o MEHbLIEH Mepe OKOJIO 5 MECSLIEB, IO MEHbLIEH Mepe OKOJIO 6 MECSLIEB, IO MEHbIIEH
Mepe OKOJIO 7 MeCsILIEB, IO MEHbIIEN Mepe OKOJIO 8 MECSLEB, 10 MEHBIIEH MEpe OKOJIO 9 MeCsILIEB,
1o MeHblel Mepe okono 10 MecsLes, 0 MeHbIel Mepe okoo 11 mecsues, o MeHbLIEH Mepe
okoJio 12 MecsiteB, o MeHbIIeH Mepe OKOJIO BOCEMHAIIAaTh MECALIEB, TI0 MEHbILEH Mepe OKOJIO
IBa rofia, IO MEHbIIEeH Mepe OKOJIO TPU roja, MO MEHbIIEH Mepe OKOJIO YeThIpe roja WIH IO
MEHbIIEH MEPE OKOJIO IIATh JIET IMOCJIEC BBCACHUSA KOHBIHOIaTa aHTUTEA U JICKAPCTBCHHOI'O

cpencrsa u anTutena k PD-1 mim ero aHTureHcBs3bIBaroero pparmMeHTa.

60. Crioco0 o mrobomy u3 mm. 1-59, B koTopoM y cyObekTa HabrogaeTcst OHO Uitk OoJiee
HEXKEIAaTCJIbHbIX ﬂBHeHHfI, " €EMY TaKXKE€ BBOAAT JOIIOJHUTEIBHOE TEPANEBTUIYCCKOE CPEACTBO IJIA

YCTPAHCHUA WU CHUXKEHUA TAXKCCTH OAHOIO UJIN 0oJee HeXXeIATEIbHbBIX SIBJIEHHUI.

61. Cnocob mo modomy u3 mm. 1-60, B KOTOPOM CyOBEKT MOABEPIKEH PUCKY PA3BUTHUS
OOHOrO wmiu OoJiee HEKeNaTeJbHbIX SIBICHMH, M €My TakKe BBOIST [OMOJHUTEIbHOE
TepaneBTUUECKOe CPEACTBO IS MPEAYNPEKACHUS] WIH CHUKEHUs TSHKECTH OTHOTO Wiu OoJiee

HeKeJIaTEJIbHBIX SIBJICHHI.

62. Criocob mo 1. 60 wim . 61, B KOTOPOM ONHO WK OOJiee HEXKeNaTeTbHBIX SBICHUM
NPEACTaBISIIOT coOOH aHeMuto, OOJIb B JKMBOTE, KPOBOTEUEHHE, THIEPTUPEO3, THIIOTHPEO3,

TMIIOKAJIMEMUIO, TUTIOHATPUEMHIO, HOCOBOEC KPOBOTCUCHUEC, YTOMIIAEMOCTD, TOIIHOTY, aJIOMICLULO,
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KOHBIOHKTUBUT, KEPATUT, U3BA3BIICHUC KOHBIOHKTHUBBIL, 3aIiop, CHMKEHHBIN ANMneETUT, AUAPCHO,

PBOTY, Tepr(epUIeCKy0 HEBPOIIATHIO MJIH O01ee yXyaeHne pru3ndaeckoro 310pOBbsL.

63. Cnocod mo mobomy u3 mm. 60-62, B KOTOPOM OOHO Wi Oojiee HeKelaTebHbIX

SIBJIGHUH TIPEACTABISIIOT COOOH HEeKeaTeNIbHOE SIBJICHNE 3 CTENICHH FUTH BBILIE.

64. Crnocod no modomy u3 mm. 60-62, B KOTOPOM OOHO Wi Oojiee HeKeIaTesbHbIX

SBJICHUI IPEACTABISAIOT COOOI Cepbe3HOE HEXKENATEIbHOE SIBICHHE.

65. Crocob mo 1. 60 wiu 1. 61, B KOTOPOM OIHO WK OOJiee HEXeNATeNbHBIX SBICHUM
NPEACTABISIIOT COOOM KOHBIOHKTUBUT, W3BS3BJICHHE KOHBIOHKTHBBI W/WIN KEpPaTUT, W
JOMNOJIHUTEIBHOE CPENCTBO MpPENCTaBiIsieT CoOOi CMasbIBAalOLIMe TJa3Hble Karu — 0Oe3
KOHCEPBAHTOB, COCYIOCYKHBAIOIIEe CPENCTBO MJISI IJIa3, AHTUOMOTHK W/WIM COAepIKalue

CTCpOUAbI I'Ia3HBIC KaIlJIu.

66. Cnoco6 no modomy u3 . 1-65, B KOTOPOM CyOBEKTOM SIBIISIETCS YEJIOBEK.

67. Criocod no nrobomMy u3 mm. 1-66, B KOTOPOM KOHBIOTAT aHTUTENA U JIEKAPCTBEHHOTO
cpeacrea HaXxOOUTCs B Q)apMaueBTqucxoﬁ KOMITIO3HULINH, conepxcameﬁ KOHBIOIraT aHTHUTeJIa U

JIEKapCTBEHHOT'O CpeACTBa U (hapMalleBTHUECKHI MPUEMIIEMbIH HOCHTEb.

68. Cmocod6 mo mobomy w3 mm. 1-67, B kxoropom antuteno k PD-1 wmm ero
AHTUTEHCBS3BIBAIOIINN ()PArMEHT HAXOAATCS B (papMalleBTHUECKOW KOMIO3HLIMH, COAEpIKaIien
aaTuTesio K PD-1 nim ero aHTUreHCeBsA3bIBAOINEN (pparMeHT U (apMaleBTHUECKUN TPUEMIIEMbIN

HOCHTEIIb.

69. Habop, coneprarmuii:

(a) aHTHTENO WM €ro AaHTUTCHCBS3BIBAIOIINUN (DPArMEeHT, MPHYEM aHTHUTENO CBSI3bIBACTCS
¢ Oenkom 1 3anmporpammupoBaHHoOi rudenu kierok (PD-1) u uarnbupyer akrusaocts PD-1;

(b) mO3MPOBKY KOHBIOTATA AHTHUTEJA U JIEKAPCTBEHHOT'O CPEICTBA, KOTOPBIN CBS3bIBAETCS
¢ TkaneBbM (aktopoMm (TF), B amamasone ot okoso 0,9 mr/kr no okoyio 2,1 Mr/kr, mpudem
KOHBIOTAT aHTUTENAa M JIEKAPCTBEHHOTO CPEACTBA COXEPXKUT aHTUTeno kK TF wmmm ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT, KOHBIOTHPOBAHHBIE C MOHOMETHJIAYPUCTATHUHOM HIIH €ro

(YHKLNOHATBHBIM aHAJIOIOM MJIH €r0 (PYHKIIHOHAIBHBIM IPOU3BOAHBIM; U
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(C) MHCTPYKIMH IO MPUMEHEHHIO aHTuTeNna K PD-1 WM ero aHTUTeHCBS3BIBAIOIIETO
(parMeHTa 1 KOHBIOTaTa AHTUTEIA U JIEKAPCTBEHHOTO CPEACTBA B COOTBETCTBUU CO CIIOCOOOM TIO

nrobomy u3 mm. 1-68.
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