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KOMBHHUPOBAHHBIE METOAbI TEPAITNN JJIAA IEYEHUA MAEJTOJUCINIACTHYECKHX
CUHJAPOMOB 1 OCTPOI'O MUEJOHUJHOT O JIEUKO3A
HNEPEKPECTHBIE CCBLIIKH HA POACTBEHHBIE 3AABKH
[0001] Hacrosmas 3a9BKka HCPANIHBACT MPSHMY IICCTBO MO MPSABAPUTEIBHOI 3as1BKke HA mareHT CIIIA Ne
62/916,949, nonauuoii 18 oxta6ps 2019 r.; u npeasapureIbHOI 3asiBke Ha mateHT CIIIA No 62/944 851,
mogaHHO 6 nekadbps 2019 r.; u mpeapaputeabHOI 3aiBke Ha mateHT CIIIA Ne 63/031,438, momaHHOH 28 Mas
2020 r.; kKaad u3 KOTOPHIX NOTHOCTHIO BKIIOUCHA B HACTOALIUI JOKYMEHT MOCPEACTBOM CCBUIKH I BCEX

neeit.

NEPEYEHD MOCJIEJOBATEJIBHOCTEN
[0002] [aHHAaf 3afBKA COACPKUT MEPEUCHD MOCICAOBATCIPHOCTCH, KOTOPHI ObLT mogan uepe3 EFS-Web u B
MOJTHOM 00BEME BKIIOUCH B JAHHBIN JOKYMEHT NOCPEACTBOM CChUIKH. Komms ykazaHHOTO nepeuns B (popmarte

ASCII, co3mannas 9 okra6ps 2020 r., HassmBaeTca FSI-006_P3F_SL u umeet pasmep 145 290 Gaiir.

HNPEAITOCBIIIKH CO3JAHUA U3OBPETEHUA
[0003] CD47 upeHTH(PHUIUPOBATH KAK KITFOUCBYIO MOJICKYJIy, OTIOCPEAYIOIIYEO YKIOHCHHE PAKOBBIX KICTOK
0T (paronuTo3a BPoKACHHOI uMMyHHOU cucteMoi. CD47, mo-BHAUMOMY, SIBIICTCSI BAYKHBIM CPEICTBOM, C
MOMOIIBIO KOTOPOTO PAKOBBIC KICTKH, BKIIFOYASA PAKOBBIC CTBOJOBBIC KJICTKH, YACTO MPECOJOJICBAIOT
BHYTPEHHIOIO SKCIIPECCHIO CBOUX MPO(aronuTapHbIX CHIHAIOB THIIA «ChEelIb MEHs». IIporpeccupoBaHue OT
HOPMAJIBbHOH KJIETKH K PaKOBOH KJIETKE MOKET BKIFOYATh H3MCHECHHS B ITCHAX H/HIH SKCIPECCHU I'€HOB,
KOTOPBIC HHULIMUPYIOT 3aPOTPAMMHPOBaHHY K0 THOeb Ki1eTok (PCD) u 3anmporpaMMUpOBaHHOE Y JAJICHHC
kietok (PCR). MHOTHE U3 CTAgHid MPOTPSCCHPOBAHMS PAKa HAPYIIAKOT MHOKSCTBO MexaHu3MoB PCD, u
JKcTpeccHs aHTH-(paroumTapaoTo curHaia, CD47, MokeT mpeacTaBIATh COO0H BAKHYEO KOHTPOJIBHY IO TOUKY .
[0004] CD47 cayxur murangoM aua SIRPo, KOTOpBIi 3KCIIPeCCHPYSTCA HA (DATOMUTAPHBIX KICTKAX,
BKIIFOUas Makpodaru u aeaaputHsie kietkd. Koraa SIRPo akrusupyercs cesa3piarneM CD47, OH HHUIUHPYET
KACKaJ MCPEaayd CHUTHAJA, MPHBOAAIINI K HHrHOUPOBaHHIO (paronmTosa. Takum oodpazom, CD47
(D)YHKIIMOHHPYET B Ka4eCTBE aHTH()ArOMUTAPHOTO CHTHAJA MTyTEM JOCTABKH JOMHHAHTHOTO HHIHOHPYIOIIETO
CHUTHAJA K (JarOLUTApPHBIM KJICTKaM.
[0005]  Octpsrit MucOHIHBIH Ieiiko3 (OMJ]) ABIICTCA PACTPOCTPAHCHHBIM TEMATOIOTHHICCKIM
37I0KAYCCTBEHHBIM HOBOOOPA30BAHHEM, YACTOTA KOTOPOTO Bo3pactaer ¢ 3 : 100 000 y MoimoapIX JoAeH 10
6omnee yem 20 : 100 000 y moxkmbix moacii. s manueHToB B Bo3pacte 60 et o0mas sepkuBacMocTh (OB)
cocrasisier oT 40 1o 50%, Ho TombKo 5% a1 manueHToB > 60 neT. BoTbIMHCTBO BHOBG THArHOCTHPOBAHHBIX
nmammerTos ¢ OMJI crapmre 60 siet. B 3T0# momy IsIuy MAaUeHTOB CTAHAAPTHAS HHAY KIHOHHAS XUMHOTEPAITHS
YacTO HEBO3MOXKHA IO MPUYNHE MOBBIIIICHHBIX TOKA3aTeNICH CMEPTHOCTH, CBA3AHHOH C JICUCHHEM, H3-3a
BO3PAcTa U COMyTCTBYHOIMX 3a00ncBanuii. CtaHmapToM ncucHud 601pHBIX OMJL, KOTOPHIM MPOTHBOMIOKA3aHA
KOMOMHHPOBAHHAS XHUMHOTEPAIHS, SBJFICTCS JICUCHUE THIIOMETIIHPY FOIMMH arcHTaMH (Q3aI[UTHIMH W
JeUMTa0NH) WIH HU3KHMH J03aMu IuTapaduHa. HecMOTpst Ha 3TH MepeaoBbie METOoAp! TeucHus, Meauana OB
cocTasisieT Beero okoao 10 mecsues. [Tpu Becex Tnmax OMUJI yacTo BCTpEHaroTCs peruauBhI 3a00/ICBaHNA,
HECMOTPA Ha TICPBOHAYAIBHBIH TCPANICBTHYCCKAH OTBET, H 3TO MPEACTABILIET COO0H HanOO0Iee YaCTYIO IIPHIHHY
cmepTu. CTaHZapTHAS XUMHOTEPAIHS H AJUIOTCHHAS TPAHCIIIAHTALYS CTBOJIOBBIX KICTOK (TIPH HX

HCTIOJIB30BAHHH) YACTO HE MOTYT YHHUTOKHTH BCE OITYXOJIEBBIC KJICTKH H MIPUBOAT K OTOOPY YCTOHUMBBIX K



XUMHOTCPAIHH CyOKJIOHOB, PA3MHOKAFOIIUXCS W CHOCOOCTBYIOMMX Jiciikemun. [[alHCHTOB, HCBOCTIPHUMYHBBIX
K T€panyuy CacCHUs, JeUaT NAaUIMaTHBHO, TAK KAK COBPEMECHHBIC BAPHAHTHI JICUCHHS KPAWHE OTPAaHUYCHBI.
MeauaHa BBDKUBAECMOCTH Y 3TUX MAUEHTOB COCTABIET 2 MecAna. KpoMe Toro, manueHTHI C BICPBLIC
JIUATHOCTUPOBAHHBIM MHUEIOAUCIIIacTHYCCKIM CHHApoMoM (M JIC) mpoMeKyTOUHOTO HITH BBICOKOTO PHCKA, a
TaKKE T, Y KOTO OBLT PEIUINB MOCIC CTAHAAPTHOTO JICUCHHUS, HMCIOT ILIOXO0H IMPOTHO3 M BHICOKHI PUCK
mporpeccuposannsa OMJI. Takum 06pa3om, CYyIIECTBYET OCTPast HCOOXOIUMOCTh B HOBBIX METOAX JICUCHHSA
TMAIUCHTOB C peruausupyromum/pedpaxrepasv (P/P) OMIT u M/IC, nanueHTOB C HETAaBHO
quarHoCcTupoBaHHEIM OMJI, KOTOPEIM MPOTHBOMOKA3aHA HHAY KHHOHHAS XUMHOTEPAITHA IO BO3PACTY H
COIYTCTBYIOIIUM 3a00JICBAHHAM, 4 TAK)KC BHOBb JUATHOCTHUPOBAHHBIX MAIIUHCHTOB C

TIPOMEKY TOUHBIM/BBICOKIUM/OUCHB BBICOKUM puckoM M/JIC.

HU3JTOKEHHUE CYIIHOCTHU U30OBPETEHUA
[0006] B omnoM acmekTe B JAHHOM JOKYMEHTE IMPEITI0KCHBI CIOCOOBI JICUEHUS TEMATOIO3THUCCKOTO
paccTpoicTBa y cyOBEKTa, MPHYEM CYOBEKT HMEET IO MCHBIICH MEpe OJHY MyTAalHIO P53, BKIIOYAIOMIYIO: (a)
BBCJICHHC BBIICJICHHOTO aHTHTENA, KOTOPOe HHrHOupyeT ca3bBanue Mexxkay CD47 u SIRPa u (b) BBeacHHE
CYOBEKTY THIIOMETHIMPYIOMIETO arcHTa.
[0007] B omnoM acmekTe B JAHHOM JOKYMEHTE IMPEITI0KCHBI CIOCOOBI JICUCHU TEMATOIO3THUCCKOTO
paccTpoiicTBa y CyOBbEKTa, BKIFOUAONIHE: (2) BBEICHUC BHIACICHHOTO AHTHUTEIIA, KOTOPOS HHIHOHPYET
cesa3piBaHme Mexay CD47 u SIRPa; u (b) BBeACHHE THIOMETHIIMPYFOIIETO arCHTA CYOBEKTY, MPH 3TOM Y
CyOBEKTa ONPEACICHO HATHYHE 0 MCHBIICH MEpe OJHOM My TanuH p33.
[0008] B oxHOM acmekTe B JAHHOM JOKYMEHTE IPEIJIOKESHBI CIOCOOBI JICUCHHSA TEMATOMOTHYECKOTO
paccTpoicTBa y CyOBEKTa, BKIFOUAOIIHE: MOCICAYOMIEE HITH MPEeABAPSIOIICE OMPEACICHHAC HATHYHS MO
MCHBIICH MCPE OTHOH MyTalMH P53, U MOCICAYIOIICS HITH MPCIBAPSIONICE BBCACHHS CYOBEKTY (i)
BBIICICHHOTO AHTHTEJIA, KOTOPOe HHruoupyeT cBs3bianne Meskay CD47 u SIRPo, u (ii) rHIOMETHIHPYOIIETO
arcHTa.
[0009] B HExOTOPBIX BapUaHTAX OCYILCCTBIICHUS ONPEACICHUE HATUYHS MO MCHBIIECH MEpe OHOHM MyTaIuu
p53 Brmouaer anamm3 JJHK, anamms PHK wim ananms Oenka.
[0010] B HExOTOPBIX BAPUAHTAX OCYILECCTBIICHUS, €CITH MPUCYTCTBYET MO MEHBIICH MEPE OAHA MyTalus pS3,
TO Cy6’l>eKTy BBOJAT AHTHTCIIO H FI/IHOMGTI/IJ'II/IPYIOH.[I/Iﬁ arcHT.
[0011] B HEexOTOPBIX BAPHAHTAX OCYINECCTBICHH AHTUTENIO MPEACTaBIeT co0oif anTuTeno k CD47 nmm
antuteno x SIRPa.
[0012] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHUA aHTUTEIIO K CD47 BBOIAT CYOBCKTY B 103C,
MPEBIIAIOMICH WK paBHOH 10 Mr aHTHTEIA HA KT MACCHI TENA.
[0013] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHUA THIOMCTHITHPYFOIIHI aTCHT MPSACTABIACT COO0H
A3AUTHAHWH HITH I[GI.[I/ITa6I/IH.
[0014] B HCKOTOPBIX BaPHAHTAX OCYIICCTBICHHUA THIIOMCTHITHPYFOIIHI aTCHT MPSACTABIIACT COO0H
A3AIUTHAHH.
[0015] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHA TCMATOMOATHYCCKOS PACCTPOICTBO MPSACTABIACT COOOH
MPEAPaK KPOBH.
[0016] B HCKOTOPBIX BapHAHTAX PCATH3ALHH TCMATOIO3THYCCKOS PACCTPOHCTBO MPESACTABIACT COO0I pak

KPOBH.



[0017] B HEKOTOPBIX BapHAHTAX PCATH3ALUH TCMATOMMO3THUYCCKOE PACCTPOICTBO MPESACTABILICT COOO0M
MueroaucIiacTraeckmii cuaapom (MC).

[0018] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TEMATOMOITHYCCKOS PACCTPOMCTBO MPEACTABIACT COOOH
OCTPBIHl MECTONIHBIH Jetiko3 (OMIT).

[0019] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA IEMOMIO3THICCKOE PACCTPOHCTBO MPESACTABIICT COOOM
KJIOHATBHBI TeMo033 (CH), KIIoHATBHBIH TeMo11033 ¢ HeonmpeaeacHubM noteHmanoM (CHIP), BospactHoi
KJIOHATBHBIT reMon033 (ARCH), mmionarmieckue muroneHud HeonpeaeacHHoro 3aueHu (ICUS) nm
KJIOHATBbHBIC IUTONICHUU HeompeaeacHHoro 3HaucHusa (CCUS).

[0020] B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHA MyTalHA P53 BKIKOYACT IO MEHBLICH MEPE OJHY H3
MHCCEHC-MYyTAalMi, HOHCEHC-MYTAUH, MyTaIllHi CO CABHIOM PAaMKH, HHTPOHHBIX MyTAallHH, YCEUCHHBIX
MyTamuii, mytanui B IHK-cBA3bIBarOIEeM JOMEHE HIIH MyTaldil B JOMECHE TETPAMEPH3ALIHH.

[0021] CormacHO HEKOTOPBIM BAPHAHTAM OCYLICCTBICHUA MyTalMsA P53 COACPKHUT MYTALHIO B
cBsspiBaromeM agomene JTHK.

[0022] B HEKOTOPBIX BAPHAHTAX OCYINCCTBJICHHS Y CYOBCKTA HMEETCS PSUHANB HITH PS(PPAKTCPHOCTD K IO
MeHbe Mepe 1,2, 3, 4,5,6,7, 8,9, 10 mm 6o1ee ueM 10 mpeamieCTBYIOIUM THHUAM MPOTHBOPAKOBOH
TEpanuu.

[0023] B HekoTOpsIX BapHaHTax ocymecTsieHu antutreso k CD47 coneprxutr HuSF9-G4.

[0024] B HekxoTopsIX BapHaHTax ocymecTsieHus anturesno k CD47 cocrout u3 HuSF9-G4.

[0025] B HekOTOPBIX BAPHAHTAX OCYINECCTBICHUS aHTUTEIO K SIRP0 COmEep)KUT MO MCHBLICH MEPEe OJHO U3
HulH9-G1, HulH9-G4, Hu3C2-G1, Hu3C2-G4, 9B11-G1, 9B11-G4, 7E11-G1 u 7E11-G4.

[0026] B HekoTOPBIX BapHAHTAX OCYINECTBICHUS aHTUTEI0 MpoTHB SIRPO cocTouT M3 aHTHTE N,
BBIOpaHHOTO W3 Tpymmsl, coctosamei u3 HulH9-G1, HulH9-G4, Hu3C2-G1, Hu3C2-G4, 9B11-Gl1, 9B11-G4,
7E11-G1, u 7TE11-G4.

[0027] B HekoTOPBIX BapHAHTAX OCyIIecTBICHHUS aHTHTEN0 K CD47 BBOAAT B 03¢ MO MeHbIIEH mepe 10-30,
20-30, 10, 15, 20 wmm 30 Mr aHTHTEJIA HA KT MACCHI TEJIA.

[0028] B HEKOTOPBIX BAPUAHTAX OCYILECCTBIICHUA AHTHTEIO BBOAT BHY TPHBCHHO.

[0029] B HEKOTOPHIX BAPHAHTAX OCYMIECTBICHHUS A3AIATHIMH BBOIAT B 03¢ TI0 MEHBIIEH Mepe 75 mr/m>.
[0030] B HEKOTOPBIX BapHAHTAX OCYILECCTBJICHHA A3aLUTUANH BBOJAT BHY TPUBECHHO, OIKOKHO HJTH
MEPOPATBHO.

[0031] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHUA AaHTUTEIIO K CD47 BBOIAT CYOBCKTY B IICPBOM ITUKJIC,
BKJTIOYANOIIEM MPHMHPYIOIIYIO 103y IO MEHBIICH Mepe 1 Mr aHTHTENNa Ha KT MacChI Tena B JHU 1 n 4, C
TIOCJICAYFOIIUM BBEICHUEM JI03bI IO MEHBIIEH Mepe 15 Mr aHTUTENa HA KT MacChl T€Ia B ICHb 8 U C
MOCTIECAYIOIUM BBEACHHEM J03bI IO MEHBINEH Mepe 30 Mr aHTUTEIA HA KT MACCHI TeNa B ICHSB 15.

[0032] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHUA aHTHTEIIO K CD47 BBOIAT CYOBCKTY B ICPBOM IIUKJIC,
BKJTIOYANOIIEM MPHMHPYIOIIYIO T03Y IO MEHBINEH Mepe 1 Mr aHTHTENNa Ha KT MacChI Tena B JHU 1 m 4, ¢
TOCJICAYFOIIHUM BBEICHUEM JI03bI M0 MEHBIIEH Mepe 15 Mr aHTuTENa HA KT MacChl T€a B ICHb 8 U C
MOCTICAYOIUM BBEACHHEM J03bI IO MEHBIIEH Mepe 30 Mr aHTUTEIA HA KT MACCHI TEa OJHH Pa3 B HEACTIO B
aau 151 22.

[0033] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHUA CIIOCO0 TOTOTHUTCIBFHO BKTFOYACT B CCOSA HATPY30YHYEO

J103y 10 MeHbIIEH Mepe 30 Mr aHTUTEIa HA KT MAacChl TeJa B A¢Hb 11.



[0034] B HEKOTOPBIX BAPHAHTAX PEATH3ALUH NCPBBIN UK JIHTCA 4 HEACIH.

[0035] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA A3ALUTHINH BBOIAT CYOBCKTY B 03C IO MCHBIICH Mepe
75 Mr/M2 B KOKIBIH W3 THEH 1—7 MEPBOTO MUKIIA.

[0036] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA A3ALUTHINH BBOIAT CYOBCKTY B 103C IO MCHBIICH Mepe
75 Mr/M2 B KK U3 THEH 1-5 mepBoro mukia.

[0037] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA aHTUTEIIO K CD47 BBOIAT CYOBCKTY BO BTOPOM LUKJIC,
BKJTIOYAOIIEM A03Y IO MEHbIIEH Mepe 30 Mr aHTUTENA HAa KT MACChI TEJIA OJMH Pa3 KAXKIbIC YETHIPE HEACH.
[0038] B HEeKOTOPBIX BapHaHTAX OCYIIECTBICHHA aHTUTENIO0 K CD47 BBOIAT CYyOBEKTY BO BTOPOM LUKJIC,
BKJTFOYAKOIIECM J03Y IO MEeHbIIEH Mepe 30 Mr aHTUTENa HA KT MACCHI TENA OJUH Pa3 KaKAbIC ABC HEACIH.
[0039] B HEeKOTOPBIX BapHaHTAaX OCYIIECTBICHHA aHTUTEIO0 K CD47 BBOIAT CYyOBEKTY BO BTOPOM LUKJIC,
BKJIIOYAOIIEM A03Y IO MeHbIICH Mepe 30 Mr aHTHTEIA HAa KT MACCHI TEJIA OJMH Pa3 B HEACIO.

[0040] B HEKOTOPBIX BapHAaHTAX OCYIIECCTBICHHA aHTUTENIO0 K CD47 BBOIAT CYyOBEKTY BO BTOPOM LIUKJIC,
coJep KalleM J03y IO MEHbIIEH Mepe 30 Mr aHTHTENA HA KT MACCHI TEJIA 1BA Pa3a B HEACIIO.

[0041] CornacHO HEKOTOPBHIM BApPHAHTAM PEATH3ALUH YKA3AHHBINA BTOPOH MUK TUTCS 4 HEACITH.

[0042] B HEekOTOPBIX BAPHAHTAX OCYINECTBICHUS aHTUTET0 K CD47 BBOIAT CyOBEKTY B TPETHEM IHKJIC,
BKJIFOUAIOIIECM J03Y IO MEHbIICH Mepe 30 Mr aHTHTEIa Ha KT MAcChl T OJHH Pa3 KaKAbIC YCTHIPE HEICHH.
[0043] B HEekOTOPBIX BAPHAHTAX OCYINECTBICHUS aHTUTET0 K CD47 BBOIAT CyOBEKTY B TPETHEM IHKJIC,
BKJIFOHUAIOIIECM A03Y IO MEHbIICH Mepe 30 Mr aHTHTEa Ha KI' MAcChl TEIA OJHH Pa3 KaKABIC IBC HEACTH.
[0044] B HEekOTOPBIX BAPHAHTAX OCYINECTBICHU aHTUTEI0 K CD47 BBOIAT CyOBEKTY B TPETHEM IHKJIC,
BKJIFOUAROIIECM J03Y IO MeHbIICH Mepe 30 Mr aHTHTENa Ha KT MAcChl TE€Ia OJUH Pa3 B HEJCIIO.

[0045] B HekoTOPBIX BApPHAHTAX OCYINECTBICHU aHTUTEI0 K CD47 BBOIAT CyOBEKTY B TPETHEM IHKJIC,
coZeprKaleM J03y 0 MeHbIIeH Mepe 30 MI aHTHTENa HA KT MACCHI TENA IBA Pa3a B HEACIO.

[0046] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA AaHTHTEIIO K CD47 BBOIAT CYOBCKTY B IICPBOM ITHKJIC,
BKJTFOUAOIIEM MPUMHPYIOILY IO A03Y 10 MEHBIICH Mepe 1 Mr aHTHTEIA Ha KT MAcChI T€a B JCHb 1, C
MOCTICAYFOIUM BBEACHHEM J03bI IO MEHBINEH Mepe 30 Mr aHTUTEIA HA KT MAcChl Tena B AHH 8, 15 1 22.
[0047] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA aHTHTEIIO K CD47 BBOIAT CYOBCKTY BO BTOPOM IUKJIC,
BKJTFOUAIOIIEM A03Y MO MEHbIICH Mepe 60 Mr aHTHTEIA HA KT MAcChI TEJIa OJIMH pa3 KaXKAbIe ABE HEACTH B JHU 1
u l5.

[0048] B HEKOTOPBIX BApHAHTAX OCYIICCTBICHUA BTOPOH IUKJI JJIUTCA 4 HEACH.

[0049] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA A3AIUTHINH BBOIAT CYOBCKTY B I03C IO MCHBIICH MCpe
75 Mr/M2 B KOKIBIH U3 THCH 1-7 BTOPOTO MHKJIA.

[0050] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA A3aI[UTHINH BBOIAT CYOBCKTY B 103C IO MCHBIICH MCpe
75 Mr/™M2 B KOKIBIH U3 THCH 1-5 BTOPOTO IHKIA.

[0051] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA AaHTUTEITO K CD47 BBOIAT CYOBCKTY B TPCTHEM IHKIIC,
BKJTIOYAKOIIEM JO3Y IO MEeHbIIEH Mepe 60 MI aHTUTENA HA KT MACCHI TENA OJUH Pa3 KAKAbIC YETHIPE HEACITH.
[0052] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH LUK COCTABILICT 4 HEACITH.

[0053] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHA A3ALUTHINH BBOIAT CYOBCKTY B 103C MO MCHBIICH Mepe
75 Mr/M2 B KOKIBIH U3 THCH 1-7 TPETHEro IUKIIA.

[0054] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHUA A3ALUTHINH BBOIAT CYOBCKTY B 103C MO MCHBIICH MCpe

75 Mr/M2 B KOKIBIH U3 THCH 1-5 TpeThero mukia.



[0055] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHH CYOBCKT ABICTCS HIIH OBLT ONPEIEIICH Kak pe(pakTepHbIH
K Q3aLUTHINHY, ICIUTAOWHY WM IMTapaOHHY Nepe BBEACHUEM aHTHTENA, H CIIOCO0 MPHBOAUT K OOPAINCHHIO
PePpaKTCPHOCTH K a3aUTHANHY, ACHUTAONHY WU HHTAPAOWHY.

[0056] B HEKOTOPBIX BAPUAHTAX OCYILCCTBJICHHA BBCACHUC AHTUTENA W THIIOMETHIMPYIOIIETO arcHTa
CHIDKACT MYTAHOHHYIO HATPY3KY P33 y CyOBEKTa O CPABHCHHIO C My TALIMOHHOM HATPY3KOH pS53, mMeBmIeics
y CyOBEKTa 10 BBCACHUA.

[0057] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CIIOCO0 OTOTHUTCIBHO BKTFOYACT OLICHKY MYy TAIMOHHOM
HArpy3Kku p53 y cyOBeKTa mocie no MEeHbIIEH Mepe 0THOTO IUKJIA BBEACHUS AHTHTEIIA U THIIOMET HIIHPYIOILETO
arcHTA.

[0058] B HexoTOPBIX BAPHAHTAX OCYILECTBICHH CIIOCOO TOTOJHUTEILHO BKIIFOYACT BBEICHHE 10 MECHBIICH
Mepe AONOIHHUTEIPHOTO IHKIA AHTUTENIA H THIIOMETHIMPYIOMIETO areHTa, €CJIM My TALIMOHHAA HArpy3Ka p33
YMCHBIIUIACH.

[0059] B HEkOTOPBIX BAPHAHTAX OCYILUCCTBJICHUA BBCACHUC AHTUTENIA U THIIOMETHIIMPYIOIIETO ar¢HTa
CHIDKACT KOJIMYECTBO CTBOJIOBBIX KJICTOK JICHKO3a, MPUCYTCTBYIOLIMX B KOCTHOM MO3Te CyOBEKTa, IO
CPABHCHUIO C KOJIHYCCTBOM CTBOJOBBIX KJICTOK JICHKO3a, MPUCYTCTBYIOMIMX B KOCTHOM MO3Te CyOBEKTA IEPe,
BBCICHHCM.

[0060] B HexOTOPBIX BAPHAHTAX OCYIUECCTBICHHS CIOCOO JOTOJHUTEIBHO BKIFOUACT OLCHKY KOIHYECTBA
CTBOJIOBBIX KJICTOK JICHKO3a, MPUCYTCTBYIOLIMX B KOCTHOM MO3Tre CyOBEKTa MOCIE IO MCHBIICH MEpe OTHOTO
LIUKJIA BBEACHHUS AHTUTEIA M THIIOMETUIMPYIOIIETO arcHTa.

[0061] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHUA CIIOCO0 TOTOIHUTEIBHO BKIIOUACT BBEACHHUE IO MCHBIICH
Mepe AOMOTHUTEIPHOTO UK AHTUTENNA H THIIOMETHIMPYIOLIETO ar€HTa, €CJIH KOJHMYECTBO CTBOJIOBBIX KICTOK
JEHKO3a CHIDKACTCA.

[0062] B HEKOTOPHIX BAPHAHTAX OCYINCCTBICHUA CYOBCKT MPECACTABIIICT COOO0I YCIIOBEKA, H CIIOCO0
BKITFOYACT BBEACHHE CyOBbeKTy antuTena k CD47 u a3auuTHIMHA B TCUCHHE IO MCHBIICH MEPE IBYX OTACIBHBIX
LUKJIOB IO YETHIPE HEASTH KaXKAbIH, MpU4eM MEPBBIN UK BKIIOUacT (1) BBEACHUE MPHUMUPYIOLICH T03bI
anTureaa k CD47 B quanaszone ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 Mr, 3 Mr, 4 M,
5 Mr) aHTHTEJIA HA KT MacCHI T¢jIa B ACHD 1 1 4, (2) BBEACHUE JO3BI O MCHBIICH Mepe 15 mr anTHTena K CD47
HA KT MACCHI T¢J1a B IcHB 8 (3) BBeACHHE 103BI IO MeHbIICH Mepe 30 mr artutena k CD47 Ha Kr MacCHl Tela B
mau 11, 15 u 22, u (4) BBEACHHE 0351 IO MCHBIICH Mepe 75 MI/M2 a3alMTHAWHA B KAKABIH U3 THCH 1-7; 1
BTOPO# UK, coaeprkarmmii (1) BBeaAcHHE 10361 O MeHBIICH Mepe 30 mr arTiTena kK CD47 Ha KT MacChI Tena
oWH pa3 B HeACO B AHU 1, 8, 15 1 22, u (2) BBEACHHUE AO3HI IO MCHBIICH Mepe 75 MT/M2 a3alUTHINHA B
KaKIbIH U3 qHed 1-7.

[0063] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHUA BTOPOI IWKIT IMOBTOPIOT KAK OJWH WIH 00JICe
JOTIOTHATEIBHBIX UKJIOB 0€3 OTPAaHMUICHUH WM O TEX MOP, IIOKA KIIMHAYECKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT WiIH OOJTBIIC HE OV ACT HAOTFOIAThCA.

[0064] B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
0361 IO MeHbIICH Mepe 30 mr arTHTe1a K CD47 Ha KT MacCHI T¢lia OIWH pa3 B ABC Heaeau B Aud 1 u 15, u (2)

BBCICHNC O3Bl 0 MCHBINCH MEpe 75 MI/mM2 a3arUTHAWHA B KOKIBIH U3 JHCH 1-7.



[0065] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
036l 0 MeHbIIEH Mepe 30 mr arTHTena K CD47 Ha KT MacCh T¢1a OWH pa3 B HeAero B aHU 1, 8, 151 22 u (2)
BBCIICHNC JO3BI IO MCHBIICH MEpe 75 MI/mM2 a3aruTHAWHA B KQKIBIN W3 JHCH 1-7.

[0066] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TPSTHI MK HOBTOPSIOT KAK OJWH HITH 00JIce
JIOTIOJTHUTCITBHBIX ITUKIOB OC3 OTPAHHUCHUH WM A0 TEX TOP, MMOKA KIIWHAYCCKAS IT0JTh3a HE YMCHBIIUTCS, HE
HCHYC3HET Wik O0JbIIC HE Oy AT HaOMOaaThesA; HeoOa3aTeabHo aHTUTEn0 K CD47 U a3aruTuanH BBOJAT
CYOBCKTY 10 TEX MOP, MOKA Y CYOBEKTAa HE HCUC3HET OJIATONPHATHBIN KIHHHICCKHH 3P(PEKT; HCOOA3aTCIFHO
antuteno k CD47 npeacrasmsaer coboit HuSF9-G4.

[0067] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CYOBCKT MPESACTABIACT COOO0I UCIOBEKA, H CIOCO0
BKJIFOUACT BBeACHUE CyOBbekTy anTutena k CD47 u azauuTHIuHA B TEUCHHE IO MEHBIICH MEPE IBYX OTACIBHBIX
LUKJIOB IO YETHIPE HEACTH KAXKABIH, IPUYEM MEPBBIN LUK BKIHOUACT (1) BBCACHUE MPHMHPYIOLICH T03bI
auTturena k CD47 B quamaszone ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 mr, 3 mr, 4 wr,
5 Mr) aHTHTENIA Ha KT MacChl Tea B A¢Hb 1 u 4, (2) BBeACHUE J03BI O MeHbIICH Mepe 15 mr anTturena k CD47
HA KT Macchl T¢j1a B cHb 8 (3) BBeACHUE 10361 0 MeHbIIeH Mepe 30 mr anTutena k CD47 Ha Kr MacChl Te1a B
aHu 15 u 22, u (4) BBeACHHE O3B MO MCHBLICH Mepe 75 MI/M2 a3auUTHAWHA B KOXKABIH 13 JHEH 1-7; U BTOpOit
UKL, coaepokammuii (1) BBeACHUE 10361 IO MeHbLIeH Mepe 30 Mr antutea k CD47 Ha Kr MacChl T€1a OUH pa3
B Heaeo B AU 1, 8, 15 u 22, u (2) BBeACHHE JO3BI IO MEHBINCH Mepe 75 Mr/M2 a3anuTHIANHA B KOKABIH H3
aHew 1-7.

[0068] B HEeKOTOPBIX BapHAHTAX OCYIICCTBICHUA BTOPOH IMKJI MMOBTOPSIOT KAK OUH HIH OoJice
JOTOTHATEIBHBIX UKJIOB 0€3 OTPAaHMUICHUH WM O TEX MOP, MOKA KIIMHAYECKAS MOJIb3a HE YMCHBLIUTCS, HE
HCHYC3HCT HIH OOJIBIIC HE OV ACT HAOFOIATHCA.

[0069] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TPETHH UK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeacHHE
036 TI0 MeHbIICH Mepe 30 mr arTHTe1a K CD47 Ha KT MacCHI T¢lIa OMH pa3 B ABC Heaeau B Aud 1 u 15, u (2)
BBCJCHHC JO3BI O MCHBINCH MEpe 75 MI/M2 a3alUTHIWHA B KOKIBIH W3 THCH 1-7.

[0070] B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHSA TPCTHH MK HOBTOPSIOT KAK OJHMH WA O0JIce
JIOTIOTHUTCITBHBIX ITUKIOB OC3 OTPAHUUCHUH WM A0 TCX MOP, MOKA KIIHHAYCCKAA I0JTh3a HE YMCHBIIUTCS, HE
HCHYC3HCT Wi O0JbIIC HE Oy ACT HAOMOIaThCA, HeoOa3aTeapHo aHTuTEI0 K CD47 U a3aruTHANH BBOJAT
CYOBCKTY 10 TCX MOP, MOKA Y CYOBCKTA HE HCUC3HET OIATONPHATHBIA KIHHIYCCKUH Y(P(PEKT; HCOOA3aTCIFHO
antuteno k CD47 npeacrasmser coboit HuSF9-G4.

[0071] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHA CYOBCKT MPCACTABIACT COOO0I UCITOBEKA, M CTOCO0
BKITFOUACT BBEACHHE CyOBbeKTy antutena k CD47 u a3auuTHIMHA B TEUCHHE IO MCHBIICH MEpPE IBYX OTACIBHBIX
IUKJIOB IO YETHIPE HEASTH KaXKAbIH, MpHUUeM MEPBBIN UK BKIOUACT (1) BBEACHHE MPHUMHPYIOIIEH T03bI
aaTurena k CD47 B quanaszone ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 Mr, 3 Mr, 4 M,
5 Mr) aHTHTENIA HAa KT MacCHI T¢Ia B ACHG 1, (2) BBeACHHE 10361 O MeHBIICH Mepe 30 mr antutena k CD47 Ha
KT MacCHI T¢na B ACHB 8, 15 u 22, u (3) BBEACHUE JO3HI MO MCHBIICH MEpe 75 MI/M2 a3a0UTHINHA B KAKIBIH 13
mHei 1-7; w BTOpOi tmKI, coaeprkamuii (1) BBCACHHS 03B O MECHBIICH Mepe 60 mr anTHTena K CD47 Ha KT
MACCHI TC¢TIA OIWH Pa3 B ABC Heaenu B 7HU 1 w 15, (2) BBSACHUE JO3HI MO MCHBIICH Mepe 75 Mr/M2 a3auuTHINHA

B KasKIpIi U3 gHCi 1-7.



[0072] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA BTOPOI IMKIT IIOBTOPSIOT KAK OJWH WK 00JIce
JIOTIOTTHATEIBHBIX UKIOB 0€3 OTPAaHMYCHUH MM O TEX NOP, IOKA KIIMHAYECKAS M0JIb3a HE YMEHBIIUTCS, HE
HCYC3HET Wi OOTBIIC HE Oy ACT HAOFOIATHCA.

[0073] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
10361 0 MeHbBIICH Mepe 60 Mr arTHTe1a K CD47 Ha KT MacCHI T¢la OWH pa3 B USTHIPE HeACTH B THH 1, (2)
BBCICHHC O3Bl O MCHBIICH MEpe 75 MI/mM2 a3aruTHAWHA B KOKIBIN U3 JHEH 1-7.

[0074] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHUS TPETHH LUK MOBTOPSIOT KaK OJHH HIH Ooree
JIOTIOJTHUTEIIBHBIX UKJIOB 0€3 OTPaHHYCHUH M O TEX MO, IMOKA KIMHUYCCKAS 0JIb3a HE YMEHBIIUTCS, HE
HCHYC3HET Wi O0JbIIC HE Oy AT HaOMOaaTheA; HeoOa3aTeabHO anTuTen0 K CD47 U a3aruTuanH BBOJAT
CYOBCKTY 10 TCX MOP, MOKA Y CYOBEKTAa HE HCUC3HET OJIATONPHUATHBIN KIHHHYCCKHH 3(P(PEKT; HeOOA3aTCIFHO
antuteno k CD47 npeacrasmser coboit HuSF9-G4.

[0075] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CYOBEKT MPESACTABIACT COOO0H UeIoBEKa, H CIOCO0
BKJIFOUACT BBeACHUE CyOBbekTy anturena k CD47 u azauuTHauHA B TCUCHHE IO MEHBLICH MEPE IBYX OTACTBHBIX
IUKJIOB IO YCTHIPE HEACTH KaKABIH, TPUYEM NEPBbIH MK BKIOYACT (1) BBEACHHE MPHMUPYOLICH T03bI
antutena k CD47 B mnanmazone ot 1 mr 10 10 mr (Hampumep, ot 1 Mr 10 5 mr, Hampumep 1 mr, 2 mr, 3 mr, 4 Mmr,
5 Mr) aHTHTENa HAa KT MAcChl T€a B IeHb 1, (2) BBeACHHE J03bI MO MeHbIeH Mepe 30 mr antuTena k CD47 Ha
KT MACCHI TeJIa B JcHb 8, 15 1 22, 1 (3) BBEACHHE JO3BI 0 MCHBLICH MEPE 75 MI/M? Q3alUTHIANHA B KOKIBIA U3
aHel 1-7; u BTopo# umka, coaepxanmii (1) BBeACHHE A03BI IO MEHbINCH Mepe 60 Mr antutena k CD47 Ha kxr
MACCHI TEJIA OJTHH PAa3 B YETHIPE HEACH B AHD 1, (2) BBEACHHE 03B IO MEHBIIEH Mepe 75 Mr/M? a3auuTHANHA
B Ka)KIbIi U3 qHEH 1-7. B HEKOTOPBIX BapHAHTAX OCYINECTBICHHU aHTUTEN0 K CD47 BBOAAT BHYTPHBCHHO. B
HEKOTOPBIX BAPHAHTAX OCYLICCTBICHHS CyOBeKT nMeeT Hi3kui pruck M/JIC. B HekoTOphIX BapuaHTax
OCYILCCTBIICHHS BTOPO IIUKJI MOBTOPSIOT KAK OJHH WM 00JICE TOTOJTHUTCIBHBIX IHKJIOB 0¢3 OTPAHHYCHUH HITH
JI0 TEX MOP, MOKA KIMHAYCCKAS MOJTb3a HE YMCHBIIUTCS, HE HCUC3HET WM OOJIbIIe HEe OyIeT HAOOAaThCSL.
[0076] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA CYOBCKT MPCACTABIICT COOO0I YCIIOBEKA, H CITOCO0
BKITFOUACT BBEACHHE CyOBeKTy antutena k CD47 u a3auuTHIMHA B TCUCHHE IO MCHBIICH MEPE IBYX OTACIBHBIX
IUKJIOB IO YETHIPE HEASTH KAXKABIH, MpHUYeM MEPBBIN UK BKIIOUacT (1) BBEACHUE MPHUMHPYIOLICH T03bI
antuTena k CD47 8 muamazone 80 mr 1o 800 mr (Hampumep, ot 80 mr 10 400 Mr, Hanpumep, ot 80 Mr 10

200 mr, Hanpumep, 80 mr, 100 mr, 160 mr, 200 mr, 240 mr, 320 mr, 400 mr) B feHb 1 (2), (2) BBeACHHE AO3BI IO
MeHbInei Mepe 2400 mr arTurena k CD47 B nens 8, 15 u 22, 1 (3) BBEACHHE A036I IO MEHBIIECH Mepe 75 Mr/m?
A3aLUTHANHA B KOKABIA U3 AHEH 1-7; 1 BTOPOH UK, coaepskamuii (1) BBeACHHE J03BI IO MEHBIICH MEpe

4800 mr antutena k CD47 oauH pa3 B U€THIPE HEAEIHU B JEHD 1, (2) BBEAECHHE HO3bI 0 MEHBLIEH Mepe 75 Mr/m”
A3aIUTHINHA B KOKIBIH 13 AHEH 1-7. B HEKOTOPBIX BapHAHTAX OCymecTBICHHA anTHTeNN0 kK CD47 BBOAAT
BHYTPHBCHHO. B HCKOTOPBIX BApHAHTAX OCYIICCTBICHHUA CYOBCKT mMmeeT Hu3kuit puck MJIC. B HEKOTOPBIX
BapPHAHTAX OCYIICCTBICHHAS BTOPOH IUKII IIOBTOPSIOT KAaK OMH HIH O0Jiee JOMOTHATEIbHBIX HKIOB 03
OTPaHMYCHUH WM O TEX MOP, MOKA KIIMHAYECKAS M0JIh3a HE YMCHBIINTCS, HE HCUE3HET WK OOJbIIe HE OyaeT
HAOTIOAAThCSL.

[0077] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHA CYOBCKT MPESACTABIIACT COOO0I YCITOBEKA, M CTOCO0
BKITIFOUACT BBeJACHHE CyOBbekTy anTuTena k CD47 u azauuTHIMHA B TEUCHHE IO MCHBIICH MEpPE BYX OTACIBHBIX
LUKJIOB IO YETHIPE HEACTH KAXKABIH, MPUUEM IEPBBIA UK BKIHOUACT (1) BBEACHHE MPHMHPYIOMICH T03bI

aaTurena k CD47 B quanaszonre ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 mr, 3 Mr, 4 T,



5 Mr) aHTHTEJIA Ha KT MacChI T¢a B ACHD 1 w 4, (2) BBEACHHS J03BI MO MCHbIICH Mepe 15 mr anTHTena k CD47
HA KT MAacCHI T¢J1a B CHS 8, (3) BBeACHHUE 036l O MeHBIICH Mepe 30 mr arTHTena K CD47 Ha KT MacCHI T¢Ia B
onwH win 00a u3 guei 11 u 15; u 22, u (4) BBeACHUE J036I 0 MCHBIICH Mepe 75 MI/M? a3aIATHINHA B KAKIbIH
w3 guei 1-7; BTOpol mmKi, coaepskamuii (1) BBeacHHe 10361 Mo MeHbIICH Mepe 30 mr arTuTena k CD47 Ha kr
MACCHI TENIA OTHH Pa3 B HeASTO B quu 1, 8, 15 m 22, 1 (2) BBEACHHE HO35I IO MEHBIIEH Mepe 75 Mr/m>
A3aLMTHAYHA B KQXKABIH W3 JHEN 1-7; U TpeTuil muKa, coaepkamuii (1) BBeACHHE A03bI IO MEHBIICH MEPE

30 mr antutena k CD47 Ha KT MacChl TeIa OJWH pa3 B Heaearo B 7uu 1 u 15, u (2) BBEACHHE TO3BI IO MCHBIICH
Mepe 75 Mr/v? a3aUMTHIMHA B KK 13 JHEH 1—7. B HCKOTOPBIX BAPHAHTAX OCYLICCTBICHHUS AHTHTE]IO K
CD47 BBOJAT BHYTPUBEHHO. B HEKOTOPBIX BapHAHTaX OCYIIECCTBICHUS CyOBEKT HMeeT BhIcokui puck MJIC
nin OMJL. B HEKOTOPBIX BapHaHTaX OCYIIECCTBICHUS TPETHIH IUKJI MOBTOPSIOT KaK OJUH WM Oojee
JOTIOJTHUTEIIBHBIX HUKJIOB 0€3 OTPaHHYCHUH MM O TEX NMOP, MOKA KIIMHUYECKAs MOJIb3a HE YMEHBIIUTCS, HE
HCUC3HET W O0JIbIIE HE OyAeT HaOMOAaThCA. B HEKOTOPBIX BapHAHTAX OCYLICCTBICHUA CyOBEKT
MPEACTaBIIET COOOM UEIOBEKA, H CIIOCOO BKIIOYACT BBEACHUE CyOBeKkTy anTHTEaa k CD47 u a3anuruauHa B
TECUCHUE MO0 MCHBILCH MEPE ABYX OTACIbHBIX LUKJIOB IO YETHIPE HEACIU KOKABIN, MPHYCM NEPBBIA UK
BKIHOUAeET (1) BBeACHHE MpUMUpYIOLICH 10361 aHTHTeAa K CD47 B muanazone ot 1 mr 1o 10 Mr (Hampumep, oT
1 Mr o 5 mr, Hanmpumep 1 mr, 2 mr, 3 Mr, 4 Mr, 5 MT) aHTHTENIAa Ha KT MAcChI TeJIa B ACHb 1, (2) BBeACHHE JO3BI
mo meHbIneit Mmepe 30 mr anTuTena k CD47 Ha kr Maccel Tena B aeHb 8, 15 u 22, u (3) BBEACHHE A03BI IO
MEHBIIEH Mepe 75 Mr/mM? a3aUMTUIMHA B KAKIbIH U3 AHEH 1-7; BTOpo# muki, comeprkamuii (1) BBEICHHE 10351
mo meHbIneit Mmepe 30 mr anTHTea kK CD47 Ha KT Macchl Tena OuH pa3 B Heaemo B 1uu 1, 8, 15 u 22, u (2)
BBC/ICHHE J03bI TI0 MEHBIIEH Mepe 75 MI/M* a3auMTHINHA B KOKIBIA U3 XHEH 1-7; M TPETHI WHKIL, COMEPIKALIHIA
(1) BBemeHue 10361 Mo MeHbmieH Mepe 30 mr antutena k CD47 Ha KT Macchl Teia OAWH Pa3 B HEACIO B AHU 1 |
15, u (2) BBEACHHE O3Bl IO MEHBINEH Mepe 75 MI/M? a3alMTHANHA B KaKAbIH 13 aHel 1-7. B HEKOTOPBIX
BapPHAHTAX OCYyIIECTBICHUA aHTHTENI0 K CD47 BBOAAT BHYTPHBEHHO. B HEKOTOPHIX BapHAHTAX OCYILECCTBICHUS
cyosekT nmeet Bbicokuii puck MJIC mm OMJL. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHUS TPETHH LUK
TIOBTOPSFOT KaK OJWH WK 00JIee TOTOJHUTEIBHBIX UKJIOB 0€3 OTpaHWYICHUH WK IO TEX MOp, MOKa
KIHMHUYECKAs MOTb3a HE YMCHBIINTCS, HE HCUC3HET MMM OOTbIIe HE OyIeT HAOMFOAaThCs.

[0078] B HEKOTOPBIX BaApHAHTAX OCYIUECCTBICHHA YETBEPTHIH UK U3 YETHIPEX HEACTb BKIIOUaeT (1)
BBEACHHE 1036l M0 MeHbIIeH Mepe 30 mr arTuTena k CD47 Ha Kr Macchl Tesla OHH pa3 B ABE HEACTH B JHH 1 1
15, u (2) BBEACHHE AO3HI O MEHBIIEH MEpe 75 MI/M’ a3aUTHINHA B KAKIBIH H3 THCH 1-7.

[0079] B HexoTOPHIX BAPHAHTAX OCYINECTBICHHS YETBEPTHIH IHKJI ITOBTOPSIOT KAk OHMH HJIH O0JIee
JOTIOTHATEIBHBIX UKIOB 0€3 OTPAaHMYCHUH WM O TEX MOP, IOKA KIIMHAYECKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT Wi O0JbIIC HE Oy ACT HAOMOaAThCA, HeoOa3aTeapHO aHTATEI0 K CD47 U a3aruTHANH BBOJAT
CYOBCKTY IO TCX MOP, MOKA Y CYOBCKTA HE HCUC3HET OIATONPHATHBIA KIHHAYCCKHUH 3(P(PEKT; HCOOA3aTCIHHO
antuteno k CD47 mpeacrasmser coboit HuSF9-G4.

[0080] B HCKOTOPHIX BAPHAHTAX OCYIICCTBICHHA CYOBCKT MPCACTABIIACT COOO0I UCITOBEKA, M CTOCO0
BKITIOYACT BBeJACHHE CyOBbeKkTy anTuTena k CD47 u a3auuTHaMHA B TEUCHHE IO MCHBIICH MEPE TPEX OTACTBHBIX
LUKJIOB IO YETHIPE HEACTH KAaXKAbIi, MPUUEM MEPBBIN UK BKIHOUACT (1) BBEACHHE MPHUMHPYIOMICH T03BI
anTurena k CD47 B muanaszone ot 80 mr g0 800 mr (Hampumep, oT 80 mr 10 400 mr, Hampumep, ot 80 Mr 10
200 mr, Hanpumep, 80 mr, 100 mr, 160 Mr, 200 mr, 240 mr, 320 mr, 400 Mr) B 1eHb 1 1 4, (2) BBEACHUE J03BI IO

MeHbmeH Mepe 1200 mr artutena k CD47 B nens 8, (3) BBeAcHNE 70361 HE MeHee 2400 mr arTuTena k CD47 B



IeHb 15 u 22 u (4) BBeACHHME I03B1 IO MEHBINEH Mepe 75 MI/M? a3alMTUIMHA B KAKIbIi U3 QHei 1-7; BTOpoi
UK, coaepskammii (1) BBeaeHUE 7036 MO0 MeHbIICH Mepe 2400 mr artuTena k CD47 Ha KT MacCHl TeJ1a OJUH
pas B HeAemO B aHH 1, 8, 15 1 22, u (2) BBEACHHE JO3HI 10 MCHBIICH MEPE 75 MI/M? A3alUTHINHA B KAXKIBIA 13
mHel 1-7; u Tpernii mukL, coaepskammii (1) BBeAcHHE 10351 IO MeHbIICH Mepe 2400 mr arTHTena K CD47 010H
pa3 B aBc HeaenM B quH 1 | 15, 1 (2) BBEACHHAE A03HI O MEHBIIEH MEpPe 75 MI/M’ a3alUTHINHA B KAXKIBIH H3
JIHEH 1-7. B HEKOTOPBIX BapHAHTAX OCyINeCTBICHHU aHTUTEN0 K CD47 BBOIAT BHYTPUBCHHO. B HEKOTOPBIX
BAapPHAHTAX OCYICCTBICHIA CyOBbeKT umeeT Bhicokmii puck MJIC wm OMIIL. B HEKOTOPBIX BapHAHTAX
OCYIICCTBIICHHUS TPECTHH LUKJI MOBTOPSIOT KaK OJWH WK 00JICC JONMOTHUTEIBHBIX IIUKIOB O3 OTPaHMYCHUN HITH
JI0 TEX TOP, MOKA KIIMHUYICCKAS MOIb3a HE YMCHBIIUTCS, HC HCUC3HET MM OOJIbIIE HE OYACT HAOMOJATHCA.
[0081] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CYOBEKT MPEACTABIACT COOOH UeTOBEKA C
muenoauciiacTuueckuM cuaapomoM (MJIC), pu 31oM cyOBEKT HMEET 0 MEHBIICH Mepe OJHY MyTaIHIO pS3,
MPHYEM CIOCO0 BKIFOYACT BBEACHUE CYOBEKTY aHTuTena k CD47 a3auuTuauHa B TCUCHHE IO MEHBIICH Mepe
JBYX OTACIbHBIX LUKJIOB IO YETHIPE HEACIH KaKABIH, IPH 3TOM NEPBBIN LUK BKIOUYacT (1) BBeAcHHE
npumMupyroniel 103s1 antutena k CD47 B quanaszone ot 1 mr g0 10 mMr (Hampumep, oT 1 Mr 1o 5 Mr, Hanpumep
1 mr, 2 Mr, 3 Mr, 4 MT, 5 MT') aHTUTEIA HA KT MAcChl Tea B IcHb 1 u 4, (2) BBEACHHUE JO3BI IO MEHBIICH Mepe

15 mr antuTena k CD47 Ha K Macchl Tena B IeHb 8 (3) BBeACHHE J03bI O MEHBINCH Mepe 30 Mr aHTHTENIA K
CD47 na xr maccel Tena B 1uH 11, 15 u 22, u (4) BBeACHHE 03B O MEHBLICH Mepe 75 Mr/M2 a3alUTHAWHA B
KaKapIil w3 aueit 1-7; u Bropoif muki, coaepkanmii (1) BBeaeHue 10351 0 MeHbIIEH Mepe 30 Mr anTUTENa K
CD47 Ha kr Macchl Tela OJVH pa3 B Heaemo B 1Hu 1, 8, 15 u 22, u (2) BBEACHUE A03BI IO MCHBIICH MEpe

75 Mr/M2 azaruTHIMHA B KOKIBIH U3 AHCH 1-7.

[0082] B HEKkOTOPBIX BAPHAHTAX OCYINCCTBJICHHS BTOPOI IWMKJI MOBTOPSIOT KAK OJWH WK 00JIee
JIOTIOTHUTCIBHBIX ITUKIOB OC3 OTPAHUUCHHUI WM A0 TCX MOP, MOKA KIIHHAYCCKAA IT0JTh3a HE YMCHBIIUTCS, HE
HCHYC3HCT WU OOJTBIIC HE OV ACT HAOTFOIATHCA.

[0083] B HEKOTOPBIX BapHAHTAX PeaTH3alUH TPETUH MUK U3 YEThIpEX HEACHb BKIIOUacT (1) BBeACHUE J03BI
mo MeHbIIcH Mepe 30 Mr antuTena k CD47 Ha KT MacCHl T¢J1a OJIUH Pa3 B YCTHIPC HEACH B ICHS 1, (2)
BBC/CHHC JO3BI O MCHBINCH MEpe 75 MI/M2 a3alUTHAWHA B KOKIBIH W3 JHCH 1-7.

[0084] B HEeKOTOPBIX BapHAHTAX OCYIIECCTBICHHA TPETHI UK U3 YETHIPEX HEACIb BKIIOUAcT (1) BBeAcHHE
10361 IO MeHbIICH Mepe 30 mr arTHTe1a K CD47 Ha KT MacCHI T¢lla OIWH pa3 B ABC Heaeaw B Aud 1 u 15, u (2)
BBC/ICHHC JO3BI O MCHBINCH MEpe 75 Mr/mM2 a3aruTHAWHA B KAKIBIN W3 JHCH 1-7.

[0085] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA TPETHH UK U3 YETHIPEX HEACIb BKIIOUAcT (1) BBeAcHHE
036l 0 MeHbIIEH Mepe 30 Mr arTHTena K CD47 Ha KT MacCHI T¢Ia OWH pa3 B HeACo B AU 1, 8, 151 22 u (2)
BBC/ICHNC O3Bl IO MCHBIICH MEpe 75 MI/mM2 a3aruTHAWHA B KQKIBIH W3 JHCH 1-7.

[0086] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPCTHIH KT HOBTOPSIOT KAK OJWH WA 00JICe
JIOTIOTHUTCITBHBIX ITUKIOB OC3 OTPAHUUCHUI WM A0 TCX TOP, MMOKA KIIWHAYCCKAS 10JTh3a HC YMCHBIMUTCS, HE
HCHYC3HCT Wi O0bIIC HE Oy ACT HAOMOaaTheA, HeoOa3aTeapHo aHTHTEI0 K CD47 U a3aruTuauH BBOJAT
CYOBCKTY 10 TCX MOP, MOKA Y CYOBCKTA HE HCUC3HET OIATONPHATHBIN KIHHIYCCKUH 3(P(PEKT; HCOOA3aTCIFHO
antuteno k CD47 npeacrasmser coboit HuSF9-G4.

[0087] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA CYOBCKT MPCACTABIACT COOO UCITOBEKA C OCTPBIM
MHCTOHTHBIM Jichiko30M (OMJT), mpu 3TOM CYOBCKT HMECT IO MCHBIICH MEPE OHY MYTALUIO P53, mpHIeM

cnoco0 BKIIIOYAET BBEACHHE CyOBeKkTy aHTHTENA K CD47 azaruTianHa B TEUCHHUE 0 MEHBIICH MEpe IBYX



OTACIBHBIX UKJIOB IO YETHIPE HEACTH KAXKABIA, IPH 3TOM MEPBBIA UK BKIOUACT (1) BBEACHHE
mpuMupyroniei 103s1 antuTena k CD47 B quamaszone ot 1 Mt 10 10 Mr (Hampumep, oT 1 Mr 10 5 Mr, Hanpumep
1 mr, 2 M1, 3 Mr, 4 MT, 5 Mr') aHTHTENA HA KT MACCHI Tena B IcHb 1 1 4, (2) BBEACHUE J03bI IO MEHBILCH MEpe

15 mr artuTena k CD47 Ha KT Macchl Te1a B IcHS 8, (3) BBEACHHE 03B O MCHBIICH Mepe 30 Mr aHTHTENA K
CD47 na xr maccs!l Tena B aau 11, 15 w 22, u (4) BBeACHUE J03BI O MCHBIICH Mepe 75 Mr/M2 a3alUTHINHA B
KQKABIH U3 JHEH 1-7; u BTOpOi LUK, coacp amuii (1) BBeaAcHHE J03bI O MEHbIIEH Mepe 30 Mr aHTUTEIA K
CD47 na Kr Macchl Tel1a OHH pa3 B HeACo B AU 1, 8, 15 u 22, u (2) BBEACHHE 03B IO MCHBIICH MEpe

75 Mr/M2 a3auuTHINHA B KQXKIBIH U3 qHCH 1-7.

[0088] B HekoTOpBIX BApPHAHTAX OCYINECCTBICHH BTOPOH IMKJI MOBTOPSIOT KaK OJUH WK OoJIee
JOTIOJTHUTEIBHBIX NUKJIOB 0€3 OTPaHHUICHUH M O TEX MO, MOKA KIIMHUYCCKAs MOJIb3a HE YMEHBIIUTCS, HE
HCYC3HET Wi OOJBIIe HE Oy ACT HaOIFOIaThCA.

[0089] B HEKOTOPBIX BapHAHTAX PEATH3aLUH TPETHH LUK M3 YETHIPEX HEACHb BKIHOYACT (1) BBEACHHUE J03BI
mo MeHbmei Mepe 30 mr antutena k CD47 Ha KT MacChl TeJa OJIUH Pa3 B YSTHIPE HEACH B ICHS 1, (2)
BBCJCHHE J03bI IO MEHBIICH Mepe 75 MI/M2 a3alUTHANHA B KOKIABIA 13 AHEH 1-7.

[0090] B HexkoTOPBIX BApPHAHTAX OCYIUCCTBICHHU TPETHH UK H3 YCTHIPEX HEJCHb BIIO4acT (1) BBeacHHE
10361 Mo MeHbIeii Mepe 30 mr arTuTena k CD47 Ha KT Macchl TeIa OJHH pa3 B ABC Heaed B AHd 1 u 15, u (2)
BBEJICHHE J03bI IO MEHBIICH Mepe 75 MI/M2 a3auUTHANHA B KOKIABIA 13 AHEH 1-7.

[0091] B HekoTOPBIX BAPHAHTAX OCYIICCTBICHHUA TPETHH MUK H3 YCTHIPEX HEACHb BKIIO4acT (1) BBeacHHE
0361 Mo MeHbIneii Mmepe 30 mr arTuTena k CD47 Ha Kr Macchl Tena OuH pa3 B Hexemo B aau 1, 8, 15 u 22 u (2)
BBEJICHHE JO03bI IO MEHBLICH Mepe 75 MI/M2 a3alUTHANHA B KOKIBIA 13 JHEH 1-7.

[0092] B HekOTOPBIX BAPHAHTAX OCYIUCCTBICHUS TPSTHIH LUK MOBTOPSIOT KAK OHH HIH Ooee
JOTIOTHATEIBHBIX UKJIOB 0€3 OTPAHMUICHUH WM O TEX MOP, MOKA KIMHAYCCKAs MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT WIH O0JIBIIC HE Oy ACT HAOMOJAThC, HeoOa3aTeabHO aHTUTEI0 K CD47 U a3aiuTHAHH BBOJAT
CYOBEKTY 10 TEX MOp, MOKA Y CyOBEKTA HE HCUE3HET OJIATONPHUATHBIN KIMHHYCCKUH 3P (ekT; HeoOs 3aTeIbHO
anTureao k CD47 mpeacrasnaer codoit HuSF9-G4.

[0093] B mpyrom acmekTe B HACTOAIICM JOKYMCHTC IMPEAYCMOTPCHBI CIOCOOBI JICUCHHS TCMOTIO3THUCCKOTO
paccTpoicTBa y CyOBEKTa, IPH 3TOM CYOBEKT MPEACTABILICT COOOH YEeIOBEeKa, H COCOO BKIIFOYACT BBCICHHUC
cyobekty anTurena k CD47 u a3auuTuauHA B TCUCHAC IO MEHBINCH MEpe JBYX OTACIbHBIX IIUKIIOB IO YCTHIPE
HCACITH KAYKIBIH, MPUICM NCPBBIH UK BKIFOUACT (1) BBSACHHC MPHMHPYIOMICH 10361 aHTHTEIa K CD47 B
auamnasoHe oT 1 mMr 1o 10 Mr (Hanmpumep, oT 1 Mr 1o 5 Mr, Hanpumep 1 mr, 2 Mr, 3 MT, 4 MT, 5 MT) aHTHTEIA HA
Kr MacCHI T¢Na B A¢HB 1 w 4, (2) BBEACHHE 1036 IO MCHBIICH Mepe 15 mr artuTena k CD47 Ha KT MacCH TeTa B
JacHb 8, (3) BBeAcHNE A036I o0 MeHbIICH Mepe 30 mr antuTena k CD47 Ha xr Maccel Tena B 1HA 15 w22, u (4)
BBEJICHHE J03bI 0 MEHBIIEH Mepe 75 MI/M” a3aUUTHANHA B K&KIBIA U3 JHEH 1-7; U BTOPOI LUK, COAEP KAIIMI
(1) BBemcHHE 40361 IO MeHBIICH Mepe 30 mT anTHTena kK CD47 Ha KT MacCHl TE1a OJIWH Pa3 B HCACTIO B IHH 1, 8,
15 1 22, 1 (2) BBEACHAE J036I II0 MEHBIICH MEpE 75 MI/M? Q3aIUTHANHA B KAXKIBIA 13 THEH 1-7.

[0094] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHA BTOPOI IWKIT IMOBTOPIOT KAK OJWH W 00JICe
JOTIOTHATEIBHBIX UKJIOB O€3 OTPAaHMUICHUH MM O TEX NOP, IIOKA KIIMHAYECKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT WiH OOTBIIC HE Oy ACT HAOTFOIATHCA.

[0095] B HEKOTOPBIX BAPHAHTAX PEANTH3aLUH TPETUH LUK U3 YETHIPEX HEACHb BKIOUAcT (1) BBeACHUE J03BI

mo meHbIIeH Mepe 30 mr antuTena k CD47 Ha KT MAcCHl TEIa OJWH Pa3 B YCTHIPES HEACTH B ICHB 1.
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[0096] B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
036l 0 MeHbIIEH Mepe 30 mr arTrTe1a K CD47 Ha KT MacCHI T¢lia OIWH pa3 B IBC Heaew B JHA 1 u 15,
[0097] B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
036l 0 MeHbIEH Mepe 30 Mr arTuTena k CD47 Ha KT Macchl Te¢Ia OWH pa3 B HEACO B AHU 1, 8, 15 u 22.
[0098] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb JOMOTHATCIBHO
BKJIFOYACT BBEACHHUE JO3bI O MEHBIIECH Mepe 75 MT/M? Q3aIMTHINHA B KOKIBIH U3 qHCH 1-7.

[0099] B HekoTOpBIX BAPHAHTAX OCYINECCTBICHUS TPSTHH MUK MOBTOPSIOT KaK OJHH HIH Ooree
JIOTIOJTHUTEIIBHBIX UKJIOB 0€3 OTPaHHYCHUH M O TEX MO, IMOKA KIMHUYCCKAS 0JIb3a HE YMEHBIIUTCS, HE
HCHYC3HET Wi O0JbIIC HE Oy AT HaOMOaaTheA; HeoOa3aTeabHO anTuTen0 K CD47 U a3aruTuanH BBOJAT
CyOBEKTY JI0 TEX MOP, MOKA Y CyOBEKTA HE HCUE3HET OJIATONPUATHBIN KIMHHYCCKUH 3 dekT; HeoOs3aTenpHO
antureao k CD47 mpencrasngaer codoit HuSF9-G4.

[00100] B apyrom acmekre HACTOSILNETO H300PETECHHA MPEITIOKEHBI CIIOCOOBI JICUCHHUS TEMATOTO3THYECKOTO
paccTpoicTBa y cyOBEKTa, MPHYEM CYOBEKT MPEACTABICT COO0H YeI0BeKa, H CIOCOO BKIIOUACT BBEACHHUC
cyonsekTy anTurena k CD47 u azanuTuauHa B TCUCHUE IO MEHBIICH Mepe JBYX OTACIbHBIX IUKJIOB IO YCTHIPE
HEJETH KayKIbIH, MpHYeM NMepBbIi MUK BKIroUYaeT (1) BBeacHHE npuMupyomeii 10361 anTuTena k CD47 B
nuanasoHe 0T 1 mMr o 10 mr (mampumep, ot 1 Mr 1o 5 mr, Hanpumep 1 mr, 2 Mr, 3 Mr, 4 MT, 5 MT) aHTHTEIA HA
KI' MACCHI TJIa B ICHB 1, (2) BBeAeHHE 036! M0 MeHbIeH Mepe 30 mr arTuTena k CD47 Ha KT MacChl T€a B
neHb 8, 15 1 22, u (3) BBEACHHE 03I II0 MCHBLICH MEPE 75 MI/M? Q3alUTHINHA B KAKIBIN U3 JHEH 1-7; U
BTOPO#i muKkI, coaepskamuii (1) BBeAeHHE 103BI MO MeHbIICH Mepe 60 Mr anTHTena kK CD47 Ha Kr Macchl Tena
OMIMH a3 B JBE HEACTH B AHH 1 1 15, (2) BBEICHHE T03BI IO MEHBIIEH Mepe 75 MI/M? a3aLHTHIMHA B KAKIbIA
u3 gHei 1-7.

[00101] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS BTOPOM IMKJI IIOBTOPSIOT KAK OJUH HIH 00JICe
JOTIOTHATEIBHBIX UKJIOB 0€3 OTPAaHMUICHUH WM IO TEX MOP, MOKA KIIMHAYCCKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT WIH OOJTBIIC HE OV ACT HAOTFOIATHCA.

[00102] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TPETHIH UK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeAcHHE
JIO3BI IO MEcHBIICH Mepe 60 Mr arTHTe1a K CD47 Ha KT MaCCHI T¢lIa OIWH Pa3 B UCTHIPE HCICIH B ICHS 1.
[00103] B HEKOTOPBIX BApHAHTAX OCYIIECCTBICHHA TPETHH LUK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeAcHHE
JIO3BI IO MCHBIICH Mepe 60 Mr arTHTe1a K CD47 Ha KT MacCHI T¢lIa OIWH pa3 B IBC HEACH B HA 1 u 15.
[00104] B HEKOTOPBIX BApHAHTAX OCYIICCTBICHHA TPETHH UK U3 YETHIPEX HEACIb BKIIOUAcT (1) BBeAcHHE
JI03bI IO MeHBIICH Mepe 60 Mr arTHTena K CD47 HA KT MacCHI TeIa OJWH pa3 B HEACTO B AHU 1, 8, 15 u 22.
[00105] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH UK U3 YETHIPEX HEACIb JOMOTHUTEIBHO
BKJIFOUAET BBEACHHE JI036I [0 MEHBIICH Mepe 75 Mr/m? a3auuTHIMHA B KAKIbIH U3 AHEH 1-7.

[00106] B xpyrom acmekre B JAHHOM JOKYMEHTE IPE/JI0KEHBI CIIOCOOBI JICUCHHUS TEMATOIIO3THYCCKOTO
paccTpoicTBa y cyOBEKTa, BRIFOUAOIIE: MOCIIEAYIOMICE HITH MTPEIBAPSIONIEE ONPEACICHUE YPOBHS
mHpuIbTpamy T-KIETOK B KOCTHOM MO3I€ Y CYOBEKTA; H MOCICYIONICE HITH NIPeIBapsIOIIce BBEACHHIC
cyOBeKTy (1) BRIICJICHHOTO aHTUTENA, KOTOpoe HHruoupyet cesasbpianme Mexxay CD47 u SIRPa, u (ii)
THIOMETHIHPYIOLIETO ATCHTA.

[00107] B HECKOTOPBIX BapHAHTAX OCYIICCTBICHHUA ONMPCACIICHIC YPOBHA HHHIbTpAru T-KICTOK BKITFOYACT

anamm3 [IHK, anamn3 PHK win aramms Oemka.
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[00108] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA AHATH3 BRIOPAH W3 TPYIIIBL, COCTOAIMICH H3 CICIYIOIICTO:
CexsenupoBanne T-KIETOYHBIX PEIENTOPOB, KOJHUCCTBCHHAT MOJTMMCEPA3HA IICITHASA PEAKIMsA C OOpaTHOH
TpaHckpunuueii, cekseHuposanue PHK, rudpummzamus PHK, guryopecueHTHAsS IpOTOYHAS IIMTOMETPH,
BPEMA-TIPOJICTHAS. MACC-IIUTOMETPHS HIIH HMMYHOOJTOTTHHT .

[00109] B HEkOTOPBIX BAPUAHTAX OCYIUCCTBJICHHA BBEACHUC AHTUTENA W THIIOMETHIMPYIOIIETO ar¢HTa
H3MCHACT YPOBCHb HHPMIbTpaImu T-KICTOK B KOCTHOM MO3IE IO CPABHCHHUIO C YPOBHEM HHpHIbTpanuu T-
KJICTOK B KOCTHOM MO3I¢ 10 BBCACHHA.

[00110] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA BBCACHUC YBCIHIHBACT YPOBCHB HH(UIbTPALUHU T-KICTOK,
a T-xnerxu mpeacrapmroT codoit CTL CD8 um kietku CD4 T-xenmeps! (Th).

[00111] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA BBCACHHUC CHIYKACT YPOBCHb HHPUWIBTpAUUH T-KJICTOK, H
T-knerku npeactaBisttoT co6oit FOXP3™ Treg-kieTku.

[00112] B HEKOTOPBIX BAPHAHTAX OCYMICCTBJICHHA BBEACHHC YMCHBIIACT ypoBeHb FOXP3 * Treg-kieTok B
uHpuIbTpammu T-KIETOK B KOCTHOM MO3TE.

[00113] B HEeKOTOPBIX BapHAHTAX OCYIICCTBICHUA BBECACHUE CHIOKACT in situ passutue FOXP3+ Treg-kineTok
B KOCTHOM MO3T€.

[00114] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA CIIOCO0 TOTIOTHUTEIBHO BKIFOUACT OLICHKY YPOBHA
uHpMIBTPAIMy T-KIeTOK B KOCTHOM MO3re CyOBEKTa IIOCIe 0 MEHBINEH Mepe O JHOTO LMKJIA BBEACHU
AHTHTEJIA U THIIOMETHIHPYIOLIETO areHTa.

[00115] B HEekOTOPBIX BAPHAHTAX OCYIUECCTBICHHS CIIOCOO TOMOIHUTEIPHO BKIIFOYACT BBCACHHE 10 MCHBIICH
Mepe JOMOTHATEIBHOTO LKA AHTHTE A H THIOMETHIHPYFOIIETO ar¢HTa, €CIIH YPOBCHb HH(pMIbTpauuu T-
KJICTOK B KOCTHOM MO3r¢ ObLT yBeTHUCH, H T-KiIeTku npeacTaBisoT co6oit CTL CD8 wm CD4 T-xenmepHbie
(Th) kmeTkw.

[00116] B HekOTOPBIX BAPHAHTAX OCYIUECCTBICHUS CIIOCOO TOTOTHUTEIIFHO BKIIFOUACT BBEICHHE 0 MCHBIICH
Mepe JOMOTHATEIPHOTO IWKIIA AHTHTEA W THIOMETHIIHPYFOIIETO arcHTa, €CIIH YPOBCHb HH(pMIbTpauuy T-
KJIETOK B KOCTHOM MO3re OBLT YMEHBIICH, a T-KIeTKH nmpeacTaBismoT coooit FOXP3* Treg-KiIeTKy.

[00117] B HEexOTOPBIX BAPHAHTAX OCYINCCTBICHHS AaHTUTEJIO MPEACTaBIeT co0oif antuTeno k CD47 nmm
antuteno x SIRPa.

[00118] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA aHTUTEIIO K CD47 BBOIAT CYOBCKTY B 103€,
MPEBBIIAIOIICH WU PAaBHOH 1 MT aHTHTENIA HA KT MAcCHI TETA.

[00119] B HECKOTOPBIX BAPHAHTAX OCYIICCTBICHUA THIOMCTHITAPYEOIIHH aTCHT MPSACTABIACT COO0H
A3aIUTHINH YT JCUUTA0HH.

[00120] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TCMATOMOATHUCCKOS PACCTPOICTBO MPSACTABIACT COOOH
MPEAPAK KPOBH UIIH PAK KPOBH.

[00121] B HECKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TCMATOMOATHUCCKOS PACCTPOICTBO MPSACTABIACT COOOH
OCTPBIif MECTONIHBIH iciiko3 (OMJ]) wmm Mueoaucmactaueckuit cuaapom (MC).

[00122] B HECKOTOPBIX BAPHAHTAX OCYIICCTBICHHUA CYOBCKT MPSACTABIACT COOOH UCIOBCKA, MPHICM YPOBCHB
nHpuIbTpamy T-KIETOK B KOCTHOM MO3Te CyOBEKTa ONPEICIICH, IPH 3TOM CIOCO0 BKITFOUACT BBEICHHC
cyonekTy anTuTena k CD47 azanuTuanHa B TCUCHAC IO MCHBIICH MEPE IBYX OTACIBHBIX IIUKJIOB TI0 YCTHIPS
HCACTH KAYKIBIH, MPH 3TOM NMCPBHIA TUKT BKIIFOUACT (1) BBCACHHC MPUMUPYIOMICH 10361 anTuTena k CD47 B

auanasoHe oT 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 mr, 3 Mr, 4 Mr, 5 Mr) aHTHTENA HA
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KI MacCHI T¢Na B A¢HB 1 w 4, (2) BBeACHHE 10361 IO MCHBIICH Mepe 15 mr artuTena k CD47 Ha Kr MacCHl TeTa B
IeHb 8, (3) BBeaeHNE q036I o MeHbIIeH Mepe 30 mr antuTena k CD47 Ha xr Maccel Tena B 1A 11, 15122, 1
(4) BBeICHHE AO3HI IO MCHBIICH Mepe 75 MI/M2 a3aUUTHANHA B KAKIBIH W3 JHEH 1—7; U BTOPOI LUK,
coneprkamuii (1) BBeneHue 1036 o MeHbIIeH Mepe 30 mr anTHTeNa kK CD47 Ha KT Macchl Te/la OIUH pas B
Henemo B quu 1, 8, 15 u 22, 1 (2) BBEACHHAE AO3HI O MEHBIIEH MEpe 75 MI/M’ a3aLUTHINHA B KAKIBIH H3

mHeH 1-7.

KPATKOE OIINCAHUE HECKOJIBKHX BU/IOB ITPAOUYECKUX MATEPHAJIOB
[00123] Otu u Apyrue NpU3HAKH, aCHCKTHI H MPSHMYIICCTBA HACTOSIIECTO H300PCTCHUA CTAHYT 00JIee
MIOHATHBIMH TIOCJIE IIPOYTCHHUS CJICAYIOMICTO OMMMCAHUS H IPHJIATAEMBIX IpaUUeCKUX MAaTCPHAIIOB, IPHYEM:
[00124] Ha ®UI. 1 mokazaHa cxeMma am3aifHa uccieaoBanus (passl 1b monorepanmuu HuSF9-G4 umun HuSF9-
G4 B KOMOHMHAIMHY C Q3ALUTHIUHOM Y MALUECHTOB C TEMATOJIOTHYCCKUMHE 37I0KAUYCCTBEHHBIMHU
HOBOOOPA30BaHUAMHU.
[00125] Ha ®UI'. 2A nokazaH rpa@uk 4aCTOTHI BAPHAHTHOTO AJUICII U KOJIHYECTBA OJACTHBIX KICTOK
KOCTHOTO MO3ra 10 Je4eHHUs U Ha 57-i aeHb neueHnd y nanueHta ¢ DNMT3a 2577DUPA u ¢enotunom TP53
559+1G>A. Ha ®HUT'. 2B noxa3aHO KOIHYECTBO 0J1aCTOB KOCTHOTO MO3Ta H MyTalMOHHAs Harpys3ka TP33 y
BTOPOTO PEMPE3CHTATHBHOTO MALCHTA C TCUCHHEM BpeMeHH nocie Tepamui HuSF9-G4 u azaruruamHoM.
[00126] Ha ®UI'. 3A nokazaHa MyTanuoHHAsA Harpy3ka TP53 y 9 manueHTOB A0 JICUCHH H KaK HAMJTy YIIHH
o0muii oreet Ha Tepanuio HuSF9-G4 u azanutunuaom. Ha ®UI'. 3B nokazana MyTanuoHHas Harpyska TP53 y
12 manueHTOB A0 JTeUCHHA U Kak Hawiy4mui oomuii oreeT Ha HuSF9-G4 1 Tepanuro a3auuTuauHOM.
[00127] Ha ®HI. 4 mokazaHa cxeMa reHa p53 u MyTauuii p53, BBIIBICHHBIX Y MALUEHTOB B XOC
HCCIICIOBAHMUS.
[00128] Ha ®UI'. SA moka3aHO HCTOIICHHC CTBOIOBBIX KICTOK JeikeMun CD34+CD38— B KOCTHOM MO3I¢
OTBECTHUBIIMX HA JcucHAe manueHTo ¢ MJIC/OMIJI o u nmocie neucuus HuSF9-G4 u azamuruauaom. Ha
®UT'. 5B moka3aHO KOJMUYECTBO OJIACTOB KOCTHOTO MO3ra M My TallHOHHAS Harpy3ka TP53 y
PETPE3CHTaTHBHOTO MAMCHTA C TCUCHHEM BpeMeHH nocuie Tepannu Hu5F9-G4 u azauutuauHOM.
[00129] Ha ®UI. 6A moxa3aHo yBeIHUCHHE 00mero koamaecTBa T-kiaerok mocine HuSF9-G4 u tepanmum
azamuruauaoM. Ha ®UT. 6B mokasaHo yeemmueHue koamiectsa CD4 T-kierok mocne tepamuu HuSF9-G4 n
azaumTuauHOBOH Tepanmu. Ha @UT. 6C mokazaHo yeemmucHue kommuecTsa CD8 T-kaeTok mocne Tepanun
Hu5F9-G4 n azanutuanHOBOH Tepannu. Ha @UI'. 6D noka3aHo OTCYTCTBHE 3HAYHTCIBHBIX H3MCHCHHH B Treg
T-keTKax B MOy JLIIMH NAIMEHTOB C 0O BEKTHBHBIM 0TBEeTOM mocie Tepanun HuSF9-G4 n azamurnausa. Ha
®UT'. 6E moxazaHO 3HAUUTEIbHOE yBeIMUcHHE Treg T-KISTOK B IO JIIIHH CO CTA0MIBHBIM 3a00JICBAHHEM
nocrie seueHnst Hu5SF9-G4 w azanmtuauHOM.
[00130] Ha ®HUI. 7A moka3ana 3aHATOCTH penentopa CD47 HuSF9-G4 8 CD45+ kieTkax nepudpepuaeckoit
KPOBH C TEUCHHEM BPEMEHH TOCJIE TIEPEX0/1A OT SKEHEACTBHOTO Ho3uposaHust HuSF9 (Q1W) k mo3upoBaHmio
Hu5F9-G4 pa3 B ase veaemm (Q2W). 3aHATOCTS PeHenTopa BEIPAKACTCA KAaK A0S CTAIIHOHAPHOTO YPOBHSA
Q1W. Ha ®MUTI'. 7B nokazanHa 3ansarocts penentopa CD47 HuSF9-G4 B kieTkax koctHOTO Mo3ra CD45+ ¢
TCUCHHUCM BPCMCHH ITOCIIC TICPEX01a OT SKCHEACTbHOTO Ao3upoBanusa Hu5F9-G4 (Q1W) k mo3upoBaHmio
Hu5F9-G4 pa3 B ase veaem (Q2W). 3aHATOCTS PeHenTOpa BEIPAKACTCA KAaK A0S CTAIIHOHAPHOTO YPOBHSA
Q1W.
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HOAPOBHOE OIIMCAHHUE

Onpenenenns

[00131] Tepmunsl, HcOIB3yEMBIE B (popMy e H300pETECHHA U OIMCAHUH, ONPEICILIFOTCA TaK, KAK H3JI0’KEHO
HIKE, €CITH HE YKA3aHO HHOE.

[00132] TepMuH «yMEHBIICHHE HHTCHCHBHOCTH» OTHOCHTCS K JIFOOOMY TEpPaNeBTHUCCKH OJarONMPHATHOMY
pe3yabTaTy JeUeHUs O0JIC3HEHHOTO COCTOSHUS, HAIPUMEP, OHKOJOTHYECKOTO 3a00JICBaHIA, BKIIFOYAA

PO HUIAKTUKY, YMEHBIICHHUE THKECTH HIIH MPOTPECCHPOBAHUSA, PEMHCCHIO HIIH H3JICUCHHUE.

[00133] TepMuH «in Sifu» OTHOCUTCS K MPOLECCaM, MPOUCXOAAIIMM B KUBOH KJIETKE, PACTYIICH OTACABHO OT
JKABOTO OPTaHU3MA, HAIIPHUMED, PACTYIICH B Ky IbTYPE TKAHH.

[00134] TepmuH «in vivo» OTHOCHTCA K MPOLECCAM, MPOUCXOAIIHMM B )KHBOM OPTaHU3ME.

[00135] Hcnoas3yemslii 306Ch TEPMUH «MICKOUTAOIIECE)» BKIKOYACT, HO HE OTPAHHYNBACTCS HMH, YCIOBEKA,
HC OTHOCSINUXCA K YCJIOBEKY IPUMATOB, COOAK, KOIICK, MBIIICH, KPYITHOTO POTaToro CKOTa, JOIAACH U CBHHCH.
[00136] TepMmuH «HACHTUYHOCTHY» B KOHTCKCTE BYX WK 00JICEe MOCICIOBATCIPHOCTCH HYKJICHHOBBIX KHCIOT
WM TIOJHIICHTHAHBIX MOCICAOBATEILHOCTEH OTHOCUTCS K ABYM HJIH O0JICe MOCICA0BATEIbHOCTAM HIIH
MOATIOCICA0BATCIBHOCTAM, KOTOPBIC HMCIOT ONPEACICHHBIN MPOLCHT HY KICOTHAOB MIIH AMHHOKHCJIOTHBIX
OCTaTKOB, KOTOPBIC SABIIIOTCS OJAUHAKOBBIMH II0 CPABHCHHIO C MAKCHMATIbHBIM COOTBETCTBHEM, IPH H3MCPCHHH
C TIOMOIIBE) OHOTO H3 AJITOPHUTMOB CPABHCHUS MOC/ICI0BATEIBHOCTEH, OMUCAHHBIX HIDKE (Hampumep, BLASTP
u BLASTN miu Apyrux anropuTMOB, JOCTYIHBIX /I CIICIHATIMCTOB B JAHHOH 00JACTH TEXHHKH) HIIH
MOCPEACTBOM BH3YAJIBHOTO KOHTPOJIA. B 3aBHCHMOCTH OT MPUMECHCHHA MPOLCHT «HACHTHYHOCTIY MOYKET
CYIICCTBOBATH 151 00IACTH CPABHUBACMOM MOCICA0OBATCIBHOCTH, HAMPUMED, A1 (DYHKIHOHAIBHOTO TOMCHA,
WM, ATbTCPHATHBHO, CYIICCTBOBATH I MOJTHOM JJIUHBI IBY X CPABHUBACMBIX HOCJ'[C)IOB&TCJIBHOCTCfI.

[00137] s cpaBHEHHA NOCICAOBATEIBLHOCTEH, KaK MPABHUIIO, OJHA NTOCICAOBATEIBHOCTD ACHCTBYET KaK
3TAJOHHAS MOCICA0BATEIbHOCTD, A1 KOTOPOH CPAaBHHBAIOTCS TECTOBBIC MOCICI0BATCIBHOCTH. [IpH
MPUMCHCHHUH aJITOPUTMA CPABHCHUS MOCIICI0BATEILHOCTEH B KOMITBEOTEP BBOITCS TECTOBAS U STATOHHAS
MOCIICAOBATCILHOCTH, TPH HEOOXOIMMOCTH HA3HAYAROTCS KOOPIHWHATHI IOIIOCICI0BATCIBHOCTH H
HA3HAYAIOTCS MAPAMETPBI POTPAMMBI AITOPATMA MOCIICAOBATEILHOCTH. 3aTEM AITOPUTM CPABHCHHS
MOCIICA0BATEILHOCTEH BBIUUCIICT MPOICHT HACHTHYHOCTH MOCIICA0BATEIBHOCTH IS TECTHPYEMOH
TOCJICAOBATEIbHOCTH(-CH) TI0 OTHOIICHHIO K 3TAJJOHHOM MOCJICA0BATCIIPHOCTH, OCHOBBIBASICh HA HA3HAYCHHBIX
mapaMeTpax IpOrPaMMBL

[00138] OnrTEmanbHOS BRIPABHHBAHHC MOCIICIOBATCIBPHOCTCH TS CPABHCHUSA MOKHO TMMPOBCCTH, HATIPHMED, C
TIOMOIIBIO ANITOPUTMA JOKATbHOH romoaoruu Smith & Waterman, Adv. Appl. Math. 2:482 (1981), by the
homology alignment algorithm of Needleman & Wunsch, J. Mol. Biol. 48:443 (1970), by the search for
similarity method of Pearson & Lipman, Proc. Nat'l. Acad. Sci. USA 85:24 44 (1988), ¢ moMompr0
KOMITBIOTEPU3HPOBAHHBIX peanm3ammii 3tux anroputMos (GAP, bESTFIT, fASTA u Tsfa B makere Wisconsin
Genetics Software Packet, genetics Computer Group, 575 Science Dr., r. Maaucon, mrat Buckorcun, CIITA)
WM BH3YATBHON MPOBEPKH (CM. mo cymecTBy Ausubel et al., HIbke).

[00139] OxHUM W3 TPEMCPOB ANTOPHUTMA, TIOAXOAMICTO I OMPESACICHIA MPOIICHTA HACHTHYHOCTH
MOCIIEA0BATEILHOCTEH W OO0 OCIer0BaTeIbHOCTEH, sBisercs anroput™m BLAST, koTopsrif omucaH B

Altschul et al., J. Mol. Biol. 215:403-410 (1990). [TporpaMMHOe 00CCIICUCHIC AT MPOBSACHUA AHATH30B
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BLAST ob6menocrymHo yepe3 HannoHamsHbIH HEHTP OHOTEXHOIOTHYECKOH HH(pOopMamH

(www.ncbi.nlm.nih. gov/).

[00140] TepMuH «IOCTATOYHOE KOJUYECTBO» 03HAYACT KOTHUYECTBO, JOCTATOYHOE JUTS JOCTHKEHUS
Tpebyemoro 3 dekra, HampuMmep, KOJIUIECTBO, TOCTATOYHOE TS MOIYJISIIIHH arperanuy OeIka B KJICTKE.
[00141] Tepmun «repanepriuyecku 3P PEeKTUBHOE KOTHMUECCTBOY MPEACTABICT COOOH KOJIHIECTBO, KOTOPOE
AByIeTCA d(p(PSKTHBHBIM I 00JICTUCHHUA CHMITOMA 3a00¢BaHuA. TepaneBTHUCCKH 3(P(PEKTHBHOS KOJIHICCTBO
MOKET OBITH «ITPO(PHIIAKTHYIECCKHU 3(PPEKTHBHBIM KOJIHYECTBOMY, OCKOJBKY PO (PHIAKTHKA MOKET
paccMarpuBaThCA KAk Teparus.

[00142] CrexnyeT OTMETUTBH, UTO MPHMCHACMBIC B JAHHOM JOKYMCHTE W B IMpHIaracMoi (opmyie
n300peTeHus (JOPMBI CAMHCTBCHHOTO YHCJIA BKIFOUAIOT CCHUIKH HA MHOXKECTBCHHOE YHCIIO, €CJIU U3 KOHTEKCTA

SABHO HC CJICAYCT HHOC.

Anturenaa
[00143] CrnocoOsl, ONMMCAHHBIC B HACTOSAINEM JOKYMCHTE, BKITFOYAIOT BBCACHHUC AHTUTEIIA HITH AHTHTC,
HampuMmep, BeeAcHUe antuTena Kk CD47 i antutena k SIRPo. Kak onmucaHo BbIIe, TCPMHH «aHTHTEIION
BKJIFOYACT CCHUIKY HA MOJICKYJIy HMMYHOIJIOOYJIMHA, HMMYHOJOTHYCCKH PEAKTHBHYIO C KOHKPETHBIM
AQHTHUTCHOM, U BKJIFOYACT KaK IOJIUKJIOHAIBHBIC, TAK © MOHOKJIOHAIBHBIC AHTUTENA. TEPMHH TAKKE BKIIOYACT
TEHETHYECKU CKOHCTPYHPOBAHHBIC (JOPMBI, TAKHE KAK XHMEPHBIC aHTUTENIA (HaNPHMeEpP, I'YMaHH3HPOBAHHbIC
MBIIIHUHBIC AHTHTEIIA) H TCTCPOKOHBIOTATHBIC AHTHTENIA. TEPMHH «AHTHTEIIO» TAKKE BKIIOYACT
AQHTUT'CHCBA3BIBAIOINNE (DOPMBI aHTHTEN, BKIIFOUAs (PParMEHTHI CO CIIOCOOHOCTBIO CBA3BIBAHMA C AHTHICHOM
(manpumep, Fab', F(ab')2, Fab, Fv u rIgG). TepMuH Taxke OTHOCHTCS K PEKOMOWHAHTHBIM O THOLICTIOUCTHBIM
Fv-¢pparmenram (scFv). TepMHH «aHTHTEIIO» TAK)KE BKJIFOYACT ABYXBAJCHTHBIC HITH OUCTICHH(DUUCCKHC
MOJICKYJIBI, IHATEJIA, TPHATENA H TeTpaTrena
[00144] AHTHTETO LI MPHMCHCHUSA B CIOCO0AX, OMACAHHBIX B JAHHOM JOKYMCHTC, BKIFOUACT AHTHTCIA,
KOTOpBIC HHTHOUPYIOT cBsa3biBanme Meskay CD47 u SIRPo. B HekoTOphIX BapHaHTaX OCYIIECTBICHHSI AaHTHTEIIO,
KoTOpoe HHrHOHpYyeT cps3bBanue Mexkay CD47 u SIRPo, mpeacrasmter coboii autureno k CD47. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS AaHTUTEINIO, KOTOPOEe HHrHOUpyeT cBsa3piBanme Mexkay CD47 u SIRPa,
npexacrassiet codoi antureno k SIRPa. B HekoTOphIX BapuaHTax ocymecTsieHus anTuTeso k CD47, kak
OTIHCAHO B JTAHHOM JAOKYMCHTE, MPUMEHSIOT /1Sl HHruOupoBaHuUs CBa3piBaHmI Mexxy CD47 u SIRPo. B
HEKOTOPBIX BApHAHTaX oCymecTBIeHuI anTHTeN0 K SIRPo, Kak OMHcaHo B JAHHOM JTOKYMCHTE, PHMCHSIOT U
wHrHOMpPOBaHUA cBa3biBaHAA MOy CD47 u SIRPo. B HEKOTOPHIX BapHAHTAX OCYICCTBICHUSA AHTHTEIIO,
KOoTOpOE HHTHOMpYeT ces3bBanne Mexxay CD47 u SIRPa, mpeacrasmset co60if MOHOKIOHATBHOE AHTHTEIO.
[00145] BriGop aHTHTET MOKET OBITH OCHOBAH HA PA3THYHBIX KPUTCPHSX, BKIIFOYAS CCICKTHBHOCTS,
a($UHHOCTD, MUTOTOKCHYHOCTS, U T. 1. Ppaza «crenupuuecky (HIH BEIOOPOYHO) CBA3BIBACTCS C AHTHTEIOM
i «crenuprdecky (M n30UPaTeTbHO) HMMYHOPCAKTUBHBIN C» IPH YIIOMUHAHIH OEJIKA YUITH IENTH/A,
OTHOCHTCS K PEaKIIH CBI3BIBAHIS, KOTOPAS SIBISCTCS ONMPEACIHTENICM IPUCY TCTBHUS OEIKAa B TETEPOTCHHO M
TIOTTY MUY OCIIKOB M APYTHX OHOIOTHYECCKUX MPEeNapaToB. TakuM 00pa3oM, B HA3HAYCHHBIX YCIOBHAX
HMMYHOJIOTHYECCKOTO aHAJIN3a YKA3aHHBIC AHTHTEJIA CBA3BIBAIOTCS C KOHKPETHBIMH OCITKOBBIMHA
TIOCIIEA0BATEILHOCTAMHY, TI0 MEHBINCH MEpE B 1BA Pa3a MPEBHINANINMMHE (JOHOBBIH YPOBEHB, a Halie 0oJee 4eM
B 10—100 pa3 6oap1me, yeM ()OHOBBIH YPOBEHB. B IIeTI0M, aHTHTENA ITO HACTOAIIEMY H300PETECHHIO CBI3BIBAIOT

AQHTHTCHBI HA IOBEPXHOCTH KJICTOK-MHIICHEH B MPHCYTCTBUH 3(P(PEKTOPHBIX KICTOK (TAKHX KaK €CTCCTBCHHBIC
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KHJUICPHBIC KICTKH Win Makpogarn). Fc-penentops! Ha 3 (PEKTOPHBIX KICTKAX PACTIO3HAOT CBA3AHHBIC
aHTHTENA.

[00146] AmnTHTENO, HMMYHOJOTHYCCKH PEATHPYIOMIECE C KOHKPETHBIM AaHTHTCHOM, MOKET OBITh
CTCHCPHUPOBAHO PCKOMOWHAHTHBIMHA CIIOCOOAMH, TAKHMH KaK CCICKIHA OMOTHOTCK PCKOMOHHAHTHBIX AHTHTCIT B
(pare WM AHAOTHYHBIX BEKTOPAX, WM Iy TEM HMMY HH3AI[HH KUBOTHOTO aHTureHoM win JIHK, kogupyromei
antured. CrocoOb!I MOMyYEHHS NOTHKIOHAIBHBIX AHTHUTEI H3BECTHBI CIICIUATNCTY B JAHHOH 001aCTH TEXHUKH.
B anpTepHaTHBHOM BApHAHTE OCYINECCTBICHHS AHTHTENIA MOTYT IPEACTABIATH COO0H MOHOKIIOHAIBHbIC
anTHTea. MOHOKIOHATPHBIC AHTHTEIA MOTYT OBITH ITOJIYUCHBI C IIOMOIIBIO CIIOCO00B rHOPHIOMEL. B cocobe
THOPUIOMBI COOTBETCTBYIOIIEE KHBOTHOC-X03AHH OOBIHO HMMYHH3HPYIOT HMMY HH3UPYIOLIMM ar¢éHTOM UL
BBIABJICHUS TUM()OLIHUTOB, KOTOPBIC MPOIYLIHPYIOT HIM CIIOCOOHBI POy IHPOBATh AHTHTEA, KOTOPBIC OYAyT
crenu(puICCKU CBA3BIBATHCA C HMMYHH3HPYIOIUM areHTOM. AJTBTCPHATHBHO, TUM(OLUTHI MOTYT OBITH
HMMYHU3HPOBAHBI i1 Vitro. 3aTeM TUMQOIUTHI CIIUTHI C HMMOPTAIN30BAHHON KICTOYHON JIMHUCH C ITOMOIIBIO
MOAXO/IIETO KOHACHCHPYIOIIETO areHTa, TAKOTO KAaK MOJHATHICHTINKOIIb, C 00Pa30BaHUEM KIICTKU
THOPUIOMBL

[00147] UYenoBeueckue aHTUTENA MOTYT OBITH MOJIYUCHBI C IOMOIIBIO PA3IHYHBIX METOJO0B, H3BECTHBIX B
JAHHOI 0071aCTH TEXHHUKH, BKIIOYAs OHOIHOTEKH (JaroBoro JucIuies.. AHAJOTHYHO, AaHTHTENIA YSI0BEKA MOTYT
OBITH MOJIYYCHBI Iy TEM BBEACHHSA JIOKYCOB HMMY HOTJIOOY JITHOB YeJI0BEKA TPAHCTCHHBIM JKHBOTHBIM, HAIPHMED
MBIIIAM, Y KOTOPBIX YACTHYHO HJIH NMOJHOCTHEO HHAKTHBHPOBAHBI 3HAOTCHHBIC TCHBI HMMY HOTI00y IHHa. [Ipn
KOHTPOJIbHOM 3apaKCHUH HAOTIOAACTCS NPOAYKIHS YEIOBEUECKHX AaHTHTE, KOTOPast BO BCEX OTHOLICHUAX
OUCHb MOX0’KA HA TAKOBYIO Y JTEOJCH, BKITFOUAS IEPECTPOHKY T€HOB, COOPKY H perepTyap aHTUTCIL.

[00148] AmHTHTEeNA TAKKEe CYINECTBYIOT B BHAC PSAAA XOPOLIO 0XapaKTCPH30BAHHBIX (DParMCHTOB,
TIOJYUCHHBIX ITPH PACIICIUICHAN PA3THYHBIMU MENTHAA3aMH. TakuM 00pa3oM, IIENICHH PACHICIUBICT AHTHUTEIO
HIDKE JUCYTb(PUIHBIX CBS3CH B MApHUPHOI o0nactu ¢ odpazosanueM F(ab)'2, numepa Fab, koTopsrii cam
MPSACTABIACT COO0M JICTKYI0 Lemb, coeauacHHyY 0 ¢ VH-CH1 aucy me(uanoii cBsa3pr0. F(ab)'2 Moxer ObITH
BOCCTAHOBJICH B MATKHX YCIOBHUSAX U pa3pbiBa AUCY Tb(UIHON CBA3H B IIAPHUPHON 00JIACTH, TEM CAMBIM
mpeBpammas qumep F(ab)'2 B moromep Fab'. Monomep Fab’ mo cymecTBy npeacrasmaet coboit Fab ¢ yacTero
MIAPHAPHOH 00nacTu. XOTS pazIHyHbIC ()PArMECHTHI AHTHTEIT ONPEICIICHBI C TOUKH 3PCHHS PACINCIUICHHA
HHTAKTHOTO AHTHTENA, CICHHUAINCTY B JAHHOH 001aCTH TEXHUKH OyACT MOHATHO, YTO TAKHE (PPArMEHTHI MOTYT
OBITH CHHTC3HUPOBAHKI de 10vo THO0 XUMHICCKH, THOO0 ¢ MOMOIIBI0 MeToauku pekomOuHaHTHOW JITHK. Takmm
00pazoM, HCHOJIBb3YCMBIH B HACTOSIIEM TOKYMEHTE TEPMHH «aHTUTEIIO» TAKXKE BKITIOYACT (DparMeHTHI aHTHTET,
OO0 MOIYUCHHBIX ITyTEM MOIH(PHKALMH IETBIX AHTUTEN, THOO (PParMEHTHI, CHHTC3HPOBAHHBIC de 110V0 C
TMOMOTMIBI0 MeToAoIoTHE pexoMmOmHanTHOH JJHK (Hampumep, ogHOeoueH b FVv), Moo (pparMeHTHI,
HACHTH(PHIMPOBAHHBIC C IIOMOIBI0 OHMOMHOTEK (PAarOBOTO JHCILIES.

[00149] B HEkOTOPBIX BAPUAHTAX OCYILLCCTBIICHUA AHTHTEA, PEAJIO’KCHHBIC B JAHHOM JOKYMEHTE,
coJepskar (hparMeHT aHTuTeNNa. B HEKOTOPHIX BApHAHTAX OCYICCTBIICHHUS AaHTHTEIIA, IIPETIOKCHHBIC B JAHHOM
JOKYMEHTE, COCTOAT U3 (hparMeHTa aHTHTENIA. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHS AHTHTEA,
TIPEITIOKECHHbIC B TAHHOM JTOKYMCHTE, COCTOAT IO CYIIECTBY U3 (pparMeHTa aHTUTENA. B HEKOTOPHIX acmekrax
()parMCHT AHTUTETIA MPSACTABIICT CO00M Fv-(hparMeHT. B HEKOTOPHIX acTiekTaX (PParMCHT aHTUTEIIA
mpeacTaBmaeT codoit Fab-(pparmenT. B HEKOTOPHIX acmiekTaX ()parMCHT AHTUTEIA MPSACTABIHICT COOOM

(parmeHT F(ab')2. B HEKOTOPBIX acnekTax (hparMCHT aHTUTEIA peAcTaBIaeT codoii Fab' (pparment. B
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HCKOTOPBIX aCTICKTaX (PParMCHT AHTHTEIIA MPEACTABIHICT Co00it SCFV (SFV) (pparmenT. B HEKOTOPHIX acTiekTax
(pparMeHT aHTHTETA MPEACTaBIICT co0oi SCFv-Fc (pparmenT. B HEKOTOPHIX acmiekTaxX (PparMCHT AaHTUTEIIA
MPSACTABIACT COO0M (PparMECHT OTHOTOMCHHOTO AHTHTEIA.

[00150] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHH (PPArMECHT AaHTHTEIIA, PESICTABICHHbIH B TAHHOM
JAOKYMCHTC, IMOJIYUCH H3 HIINTFOCTPATHBHOTO AHTUTEIA, MPEAJIOKCHHOTO B JAHHOM JOKYMCHTC. B HCKOTOPBIX
BapHUaHTaX OCYIICCTBIICHUA (l)paI‘MeHTI)I AHTUTC]I, NTPEACTABICHHBIC B HACTOAIIEM JOKYMCHTC, HC SABJIAIOTCA
TPOU3BOAHBIMHA WITHOCTPATUBHOI'O AaHTUTEIIA, MPEACTABIICHHOTO B HACTOAIIEM JOKYMCHTC, H MOTYT 6]>ITI>,
HanmpuMEp, BBIACICHBI de novo B COOTBETCTBHH CO CHOCO6aMI/I, NPEACTABICHHBIMH B HACTOAIICM JOKYMCHTC JJIA
MOJy4CHUS (PPAaTrMEHTOB AHTUTEIL.

[00151] TepmuH «TyMaHH3HPOBAHHOE AHTHTEJIO» MPESACTABIACT COO0H MOJICKY Iy HMMY HOTJIOOY JINHA,
KOTOpAasi COACP’KUT MUHUMATIBHYO OCJICA0BATEILHOCTD, MOJYUYCHHY 0 H3 HMMYHOTJIOOY THHA HEUCIOBEUYECKOTO
MPOUCXOKACHUA. [ YMAaHH3HPOBAHHBIC AHTUTEJIA BKTFOYAIOT YCIOBEUCCKIEC HMMYHOTI00Y THHBI (PCLHITUCHTHOS
AQHTHUTEJI0), B KOTOPBIX OCTATKH U3 ONPEAC/LIONICH KoMITIeMeHTapHOCTS obactu (CDR) penumuenra
3aMeHeHb!I octatkamMu 13 CDR BHIA, OTIMYHOTO OT 4eI0BEeKa (IOHOPHOE AHTUTENIO), TAKOTO KAK MbIIIb, KPhICa
WM KPOJIHK, HMEIoIHe TPeOyeMy o crieu(puIHOCTh, aQ)(PUHHOCTD H eMKOCTh. B HEKOTOPBIX Cllydasx
KapKacHbIe 0CTaTKu Fv HMMyHOTIOOY IHHA YeT0BEKA 3aMEHCHBI COOTBETCTBYIOIIMMH OCTATKAMHU
HEUCJIOBEYECKOTO MPOUCXOKACHUA. | YMAHH3HPOBAHHBIC AHTHTEIIA TAKKE MOTYT COACPKATh OCTATKH, KOTOPBIC
HE BCTPCUANOTCS HH B aHTUTEJIC-PEIMIICHTE, HH B MMIOPTHPOBAHHBIX HOocaeA0BaTe IbHOCTAX CDR mim
KapKaCHBIX MOCJICAOBATCIBPHOCTAX. Kak MpaBHiIo, TyMAHH3HPOBAHHOE AHTUTETIO Oy ST COACPIKATH IO CYLICCTBY
BCC M3 TI0 MCHBILCH MEPE OJHOTO, M, KaK MMPABUJIO, IBYX BAPHAOCTbHBIX JOMCHOB, B KOTOPBIX BCC HIIH IO
cymiecTBy Bce o6mactu CDR COOTBETCTBYIOT 00JIACTSIM HMMYHOTJIOOYJIHHA HEUCTOBCUCCKOTO MPOUCXOXKIACHHS,
W BCE WJIH TIO cy1IecTBy Bce kapkacHble (FR) oOmactu SBisrOTCS 001aCTsIMH KOHCEHCY CHOM
MOCIICA0BATEILHOCTH YCJIOBEYECKOTO HMMYHOTJIOOY TiHA. ONTHMAIBHO TYMAHH3HPOBAHHOE AHTHTEIIO TAKKS
OyIeT Coaecp KaTh MO MCHBIICH MEPE YacTh KOHCTAHTHOH 001acTH HIMMYHOTI00Y HHA (FC), 00BIMHO Y
HMMYHOTJI00YJIITHA YEJIOBEKA.

[00152] B HEkOTOPBIX BAPUAHTAX OCYILCCTBIICHUA AHTHTEA, MPESIJIOKCHHBIC B JAHHOM JOKYMEHTE,
COJZICPIKAT JICTKYHO LICTTh. B HCKOTOPBIX aCMEKTAX JICTKAS UEIh MPSACTABIACT COOOH JICTKYHO Ieb Kanma. B
HEKOTOPBIX aCHEKTaX JETrKas b MPEACTABIEIET COOOMH JISTKYIO Ienb sMOaa.

[0015S3] B HEkOTOPBIX BAPUAHTAX OCYILCCTBIICHUA AHTHTEA, PEAJIOKCHHBIC B JAHHOM JOKYMEHTE,
COJICprKaT TSLKEIYHO LETb. B HEKOTOPHIX acTieKTax TsDKeNas Lelb MPeACTaBIsieT coboit IgA. B HekoTOphIX
aCTIEKTaxX TsDKENAad IeIb MPeACTaBieT coboii IgD. B HEKOTOPBIX acTieKTax TSHKENas NEeNb MPEICTAaBISIET COO0H
IgE. B HEKOTOPBIX acTieKTax TsHKENas Ienb npeacTaBisieT coboit IgG. B HEkOTOPBIX acnekTax TspKenast Hetb
npexacTasisieT codoi IgM. B HekoTOphIX acniekTax Tspkenas Henb npeacrasisiet codoif [gGl. B HekoTophIx
aCTCKTAX TAOKENIAA ICTb mpeacTaBieT codoii [gG2. B HEkOTOPHIX acnekTax TsHKENasd ICTb MPSACTABIACT CO00i
IgG3. B HEeKOTOPHIX acmeKTax TspKenas Henb npeacrasiieT codoit [gG4. B HEKOTOPHIX acleKkTax TsKeast HeTb
mpeacTapmaeT codoit IgA1l. B HEKOTOPHIX acTICKTaX TsHKEIAs NEMb MPSACTABILICT co0oit IgA2.

[00154] B xauecTBC aTPTCPHATHBEI MPHMCHCHHIO AHTUTEIIA, COACpKAmero obmacts Fc uemoseka ¢
TIOHIKeHHOH aypuHHOCTBIO K penenTopy Fcy, MOYKHO CKOHCTPYHPOBATh AHTHTEINO, HE COIEpIKALIEe
MOCICA0BATCAPHOCTH FC, HampuMep, yTeM MOy YCHHS ()parMeHTA aHTHTEIA, TAKOTO Kak (pparmeHT F(ab')2.

Jna coznanns pparmenTa F(ab)2 ounmeHHOS aHTHTEI0 CYCTICHOUPYIOT C ICTICHHOM nipenapara Pierce F(ab')2,
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HMMOOHWJIN30BAHHBIM HA OCEBIICH CMOJIE, B COOTBETCTBHH C HHCTPYKIHAMH IPOU3BOIUTENSL. PacmeruieHne
MCTICHHOM OOBIMHO JaeT (parmeHT F(ab’)2 (~110 x/la mo maraemM SDS-PAGE B HEBOCCTAHABITHBAIOIIIIX
YCIIOBHAX) H MHOKECTBO HeOOMpImX nentuaoB Fe-(parmenra. Ionyuennsnii (pparment F(ab”)2 cocrout u3
naps! 0710k0B Fab’, coemmHeHHBIX 1BYMS JUCY Ib(DHIHBIMHE CBSI3sMH. FC-(hparMeHT CHIIbHO paznaraercs u
otaeneH ot F (ab') 2 mytem auanmiza, renb-(pHIbTPanuy WM HOHOOOMEHHOH XpoMaTorpaduu.

[00155] B ompeacicHHBIX aCTIEKTaX AHTHTEIO COACPKUT 001acTh FC uemoBeka, BRIFOUAOIIYIO IO MCHBIICH
Mepe oaHy MOAM(DHKALUIO, CHIDKAIOIIY IO CBA3BIBAHKCE C penentopoM Fc uenoseka.

[001S6] B HExOTOPBIX BApUAHTAX OCYIUECCTBICHUA AHTHTEA, PEAJIOKCHHBIC B JAHHOM JOKYMEHTE,
MPEACTABIBIOT COO0H MOHOKJIOHAIBHBIC AaHTHTENIA. B HEKOTOPHIX BapHAHTAX OCYINECCTBICHHUS aHTHTEIA,
MIPEIJIOKCHHbIC B TAHHOM JOKYMEHTE, IPEACTABIAIOT COOOH MOTHKIOHAIBHBIC AHTUTEA.

[001S7] B HEKOTOPBIX BAPHAHTAX OCYILCCTBIICHUA AHTHTEA, IPEAJIOKCHHBIC B JAHHOM JOKYMCHTE,
COJIeprKaT XUMEPHOE AaHTUTEIO0. B HEKOTOPHIX BapHAHTaX PCATU3ALMU AHTHTENA, TIPEUIOKCHHBIC B JAHHOM
JOKYMEHTE, COCTOAT M3 XHMEPHOTO aHTUTENA. B HEKOTOPBIX BAPHAHTAX PEATH3AIMH AHTUTENA, MPEAI0KCHHbIC
B JaHHOM JOKYMCHTE, COCTOSAT IO CYIUECTBY W3 XHMEPHOTO AaHTHUTENA. B HEKOTOPBIX BapHaHTaX
OCYILCCTBIICHUS AHTHTENA, IPEAJIOKCHHBIC B JAHHOM JOKYMCHTE, COACPKAT TYMAaHH3HPOBAHHOE aHTHUTENO. B
HEKOTOPBIX BAPHAHTAX PCAIH3ALMU AaHTHTEIIA, PEIIOKCHHBIC B JAHHOM JOKYMEHTE, COCTOAT H3
TYMAHU3UPOBAHHOTO QHTUTENA. B HEKOTOPBIX BAPHAHTAX PEATH3ALMU AHTHTEIIA, IPCITOKCHHBIC B JAHHOM
JOKYMEHTE, COCTOAT IO CYHICCTBY H3 TYMAaHH3HPOBAHHOTO AHTHTENA. B HEKOTOPBIX BApHAHTAX PCaTH3ALHNU
AHTHTENA, IPEIIOKCHHBIC B JAHHOM JOKYMCHTE, COACP/KAT AHTUTEIIO YCIOBEKA. B HEKOTOPBIX BapHaHTaxX
peanu3aliy AHTHTENA, MPEITI0KCHHBIC B JAHHOM JOKYMEHTE, COCTOAT U3 aHTHTENA YeI0BEka. B HEKOTOPBIX
BAPHAHTAX PCANH3ALUHN AHTUTETA, IPEAJIOKCHHbBIC B JAHHOM JOKYMEHTE, COCTOST IO CYLICCTBY U3 AaHTHUTENA
YEIOBEKA.

[00158] B HekoTOPBIX BapUaHTAX OCYILCCTBIICHUS AHTHTEA, MPESJIOKCHHBIC B JAHHOM JOKYMEHTE,
COJeprKaT aTbTCPHATUBHBIN KapKac. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHUS AHTUTENIA, MPEJIOKCHHBIC B
JAHHOM JTOKYMEHTE, COCTOAT M3 ATbTCPHATHBHOTO KapKaca. B HEKOTOPBIX BAPHAHTAX OCY ICCTBICHHS
AQHTHTENA, MPETOKCHHBIC B JAHHOM JOKYMCHTE, COCTOST IO CYINECTBY H3 AJIbTCPHATHBHOTO Kapkaca. MoHO
HCTIOJTB30BATh OO0 MOIXOIAIHI ATbTCPHATHBHBIN KapKac. B HGKOTOPHIX aCTICKTaX aTbTCPHATHBHBIH KAPKAC
BoIOpaH u3 AdnectinTM, iMab, Anticalin®, EETI-II/AGRP, nomera KyHHTIA, ICOITHAHOTO anTaMepa
tropenokcuHa, Affibody®, DARPin, Affilin, Tetranectin, Fynomer u Avimer.

[00159] AmnTHTENA, MPSACTABIAIOIINC HHTCPEC, MOTYT OBITh MPOTCCTHPOBAHBI HA WX CIIOCOOHOCTH
wHayEpoBath ADCC (aHTHTEI03aBHCUMYTO KICTOYHYEO MUTOTOKCHYHOCTE) Wi ADCP (aHTHTCI03aBHCHMBIH
KIeTouHbIH (haronuros). AktusHOCTs ADCC, accorupoBaHHOTO C AHTHTEJIOM, MOKHO KOHTPOJIHPOBATh H
KOJIMUCCTBEHHO OIICHHBATh MOCPEACTBOM 0OHAPYKECHHUS THOO BBICBOOOKIACHHUS METKH, JTHOO
JTAKTATACTUIPOTEHA3bI U3 IN3HPOBAHHBIX KICTOK, THO0 00HAPY KESHHUS CHIDKCHHOH >KH3HECIIOCOOHOCTH KIICTOK-
MHUMICHSH (HAMpHMEp, aHATA3 AHHCKCHHA). AHATH3HI HA aNIONTO3 MOKHO MPOBOIUTH C IIOMOIINBE) AHATH3A
KOHIEBOTO MeueHHs aurokcureHuH-11-dUTP, omocpenoBaHHOTO TEpMUHATBHON
nesokcuryKieotuaunTpancepasoit (TUNEL) (Lazebnik et al., Nature: 371, 346 (1994)). LINTOTOKCHYHOCTD
TaKKE MOXKET OBITh OOHAPY>KEHA HETIOCPEACTBECHHO C MOMOIIBI0 HAOOPOB 111 0OHAPY>KCHHUS, H3BECTHBIX B
JAHHOH 00JACTH TCXHUKH, TAKMX Kak HA0Op a1 0OHApY KCHUA IUTOTOKCHIHOCTH 0T Roche Applied Science

(Muauananonuc, UHauaHa).
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[00160] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHS CIIOCOOBI, ONHCAHHBIC B HACTOAMIEM JOKYMCHTE,
BKJIFOYAKOT BBEJACHHUE AHTUTEI C MOCICA0OBATENBHOCTAMH, OMMHCAHHBIME B HACTOAIIEM JOKYMECHTE, HAIPHUMED,
TIOCIIEA0BATEIbHOCTH TDKETIOH LieTH, JIETKoH enu u/minn nocienosarenbHocTd CDR, onmcanHble B HacTosIIEeM
JokymeHTe. [locne0BaTeIbHOCTH BBOAMMBIX AHTHTE MOTYT OBITh, HAIIPHMEP, IO MEHBINCH Mepe Ha 95, 96,
97, 98, 99 umu 100% MACHTHYHBIMEA ITOCJICAOBATCIBHOCTSM, OTIUCAHHBIM B HACTOSIICM JOKYMCHTC.

[00161] W3BecTHO, YUTO KOTIA AHTUTEIIO SKCHPECCHPYETCS B KICTKAX, OHO MOIH(PHIUPYETCS MOCIIC
TpaHcAuy. [IpuMeps! MOCTTPAHCIAIMOHHOW MOAU(HKALMH BKIFOYAIOT pacIlelIcHHE Tu3uHa Ha C-KOHIle
TSDKETIOH 1enH KapOOKCHNIENTHAA30H; MOJU(DHUKAIHIO Ty TAMUHA HIIH [Ty TAMUHOBOH KHCIIOTHI HA N-KOHIIC
TKEJIOW NETH U JICTKON LEIU B MUPOTTy TAMHHOBYIO KHCJIOTY MOCPEACTBOM MHPOTIy TAMHIHPOBAHUS,
TJIHKO3HIHPOBAHKE, OKHCICHHE, 1€3aMUIHPOBAHUE, H INTIHKHPOBAHUE, H U3BECTHO, YTO TAKHE
MOCTTPAHCILIIUOHHBIC MOIU(PHKALMH MPOUCXOAT B pa3Iu4HbIX aHTuTeaax (cM. Journal of Pharmaceutical
Sciences, 2008, vol. 97, p. 2426-2447, BKIIOUCHHBIC B JAHHBIH JOKYMCHT IOCPEACTBOM CCBUIKH BO BCEH CBOCH
MOJHOTE). B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHS AaHTUTEIO NMPEACTABIIIET COO0H AaHTUTENO HITH €TO
AQHTUI'CHCBA3BIBAOINHH (PParMeHT, KOTOPBII MOABEPICS MOCTTPAHCIHIIMOHHOH Moxu(ukanun. [Tpumepsr
AQHTHUTEJIA WM eT0 AHTHICHCBARBIBAIOLIETO (PparMeHTa, KOTOPHIC IIOABEPIIICH MOCTTPAHCIHIIIHOHHOH
MOAu(PHKAIMY, BKJIFOUAIOT AaHTHTENIO YUIH €T0 AaHTHICHCBA3BIBAIOIUE (PparMEHThI, KOTOPHIC IOBESPraIH
MHPOTJIY TAMIJIMPOBAHMUIO Ha N-KOHIIE BapHaOeIbHOH 00IacTH TOKEIOH LeTH H/UIH AeIeIuH Iu3nHa Ha C-
KOHIE BapuaOeIbHOH 001aCTH TsDKEION nenu. B maHHO# 06J1aCTH TEXHUKH H3BECTHO, YTO TaKas
NOCTTPAHCIHILUOHHAS MOAH(HKAIHA, 00YCIOBJICHHAA MUPOTJIY TAMIJIHPOBAHHEM Ha N-KOHIE H Jeenueit
au3uHa Ha C-KOHIE, HEe 0Ka3bIBACT HUKAKOTO BIIMSAHUS Ha aKTUBHOCTh QHTHTEJIA MM ero (pparmenTa (Analytical
Biochemistry, 2006, Vol. 348, p. 24-39, NOJHOCTHIO BKIFOUCHHBIX MIOCPSICTBOM CCBHIIKH).

[00162] B HekoTOPBIX BapHAHTAX OCyIIecTBICHHU Fc-00macTs win FCc-10MeH HanmpaBICHHOTO aHTHTENA
COJepKaT aMHHOKHCTOTHBIC MOIU(PHKAIIHH, KOTOPbIC CIIOCOOCTBYIOT YBEIHUCHHIO BPEMCHH TTOJTY KU3HA
AQHTHCBS3BIBAOILCH MOJICKYJIBI B CBIBOPOTKE. OTMHUCAHBI My TALUH, KOTOPHIC YBEIHIHBAIOT NCPHOX MO KU3HH
anTHteaa. B oqHOM BapmanTe ocymecTBiacHuA Fc-00macTs win Fc-m1oMeH 0THOH WTH 00CHX U3 TSOKCIIOHN IeTy,
HauexeHHO# Ha CD3, u Tspxenoi nenw, HaneneHHoH Ha anTure” HIV, coaepskar 3aMeHy MCTHOHHHA Ha
THPO3UH B moaokeHnu 252 (Hymepanust EC), 3aMeHy ceprHa HA TPEOHUH B moytoxeHun 254 (aymepaumst EC) u
3aMCHY TPCOHHWHA HA TJIy TAMHHOBYHO KHCJIOTY B moyiokeHUH 256 (Hymepanusa EC). Cum., HampuMep, TaTeHT
CIITA Ne 7658921. 310T THII MyTaHTa, 0003HAYCHHBIA KaK «MyTaHT Y TE», ICMOHCTPHPYECT YCTHIPEXKPATHOC
YBCIIUICHNC TICPHOAA TIOTYKH3HU IO CPABHCHHUIO C BEPCHAMH TOTO e aHTHTe A aukoro tuma (Dall’ Acqua, et
al., J Biol Chem, 281: 23514-24 (2006); Robbie, ef al., Antimicrob Agents Chemotherap., 57(12):6147-6153
(2013)). B HekoTOpBIX BapHaHTax ocymecTsicHU Fc-00macTs nm Fe-qoMeH oqHO# nim 06enX U3 TSHKEIOH
neny, HauencHHoW Ha CD3, u Tspkenoil nenw, HaueacHHo#W Ha anTureH HIV, comepaTt KOHCTAHTHBIH JOMCH
IgG, coaeprkamuii oHy, 1BE, TPH MM O0JICC AMHHOKHCIIOTHBIX 3aMCH AMHHOKHCIOTHBIX OCTaTKOB B IIO3HIHI
251-257, 285-290, 308-314, 385-389 n 428-436 (mymeparus EC). Anpreprarusro, 3aMeHbI M428L 1 N434S
(«LS») MoryT yBeTHUHBATh (hapMAKOKHHETHUCCKHI IEPHO Oy KU3HH MY JIbTHCTICIIH()HUCCKOIH
AQHTHTCHCBS3BIBAOIICH MOJICKYJIbL. B 1pyrux BapmanTax ocymecTsieHuI Fc-00macts mm Fe-nomeH oxHoM wimn
obewnx w3 Tsokeo# uenw, HauencHHow Ha CD3, u Tsokenoi neny, HaneneHHo# Ha anturcH HIV, comepxar
3amery M428L u N434S (mymepauns EC). B npyrux BapuanTax ocymecTsieHus Fc-o6macts wmu Fe-nomen

OTHOW WK 00CHX 3 TsOKEIOH 1enu, HaneaeHHOH Ha CD3, u Tsokenoit nenw, HaneneHHOH Ha HIV, comepkar
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myTammu T250Q u M428L (mymepanus EC). B apyrux sapmantax ocymectsiacHus Fc-o6macts nin Fe-nomen
OTHOW WK 00CHX 3 TsDKEIOH 1enu, HaneaeHHOH Ha CD3, u Tsokenol nenw, HaneneHHoH Ha HIV, comepkar
myTammu H433K u N434F (mymepanus EC).

[00163] B HexoTOpBIX BapHaHTAX ocymecTsiIcHH Fc-00macTs win Fc-noMeH aHTHTENA ColepKaT
MOCTTPAHCIHIIIUOHHBIC H/HIH AMUHOKHCIIOTHBIC MOAH(HKALUH, KOTOPBIC MOBHIIIAOT 3()(PEKTOPHYIO
AKTHBHOCTH, HAIIPUMED, YTy YIIA0Iue CBa3biBaHue Feyllla n moBIMIArOIIe aHTHTEI03aBUCUMY 0 KICTOUHY O
muroTokcHaHOCTh (ADCC). B HeKOTOPBIX BapHaHTaX ocymecTsiacHuA Fc-06macte wm Fc-nomen anTurena
cogeprkatr Mmoguukarmu DE (1. €. S239D u 1332E no Hymepanuu EC) B Fc-o6macTu. B HekoTOpBIX BapHaHTax
ocymecTnieHusa Fc-o6macts i Fe-nomen anturena conepxut moaudukanmu DEL (1. €. S239D, I332E u
A330L no nymepanuu EC) B Fc-o0nmactu. B HekoTOpsIX BapHaHTax ocymecTsicHus1 Fc-o6macts umm Fe-nomeH
anTHTeaa cogepxut Mmoauduxanuu DA (1. ¢. S239D, I332E u G236A no nymepauuu EC) B Fc-o6mactu. B
HCKOTOPBIX BapHaHTaxX ocyInecTBicHUA Fc-o0macTs umn Fe-nomen anturena coaepxut moaupukanuun DEAL
(1. €. S239D, 1332E, G236A u A330L no nymepauuu EC) B Fc-o6mactu. Cu., Hanpumep, nateHT CIITA Ne
7317091, 7,662,925; 8,039,592; 8,093,357; 8,093,359; 8,383,109, 8,388,955; 8,735,545; 8,858,937, 8,937,158;
9,040,041; 9,353,187; 10,184,000; u 10,584,176. JIonOTHATETbHBIC AMHHOKHCIOTHBIC MOTU(DHKALIIH,
noBsIIaonme 3QpHeKTOpHYI0 aKTHBHOCTD, HAIIPHMED, YIIy4Inaromye cea3piBanue Feyllla u nosbimaromue
AHTHTEJIO3aBUCHMYIO0 KJICTOUHYI0 IHTOTOKCHIHOCTE (ADCC), BKIFOUAOT, mMOMHMO mpouero (Hymeparus EC),
F243L/R292P/Y300L/V305I/P396L; S298A/E333A/K334A; nnn
L234Y/L235Q/G236W/S239M/H268D/D270E/S298A Ha nepsoMm Fc-momene u D270E/K326D/A330M/K334E
Ha BTOpoM Fc-gomene. MyTaluu aMHHOKHCTIOT, KOTOPBIE ITOBBINIAIOT cBaA3biBaHue Clq
KOMILIEMCHT3aBUCHMY 10 IIHTOTOKCHYHOCTH (CDC), BRIFoUaroT, moMmumo mnpouero (Hymepauus EC),
S267E/H268F/S324T wmi K326W/E333S. MyTaruu Fc 061acTh, KOTOPBIC YCHIHBAOT (P PESKTOPHYIO
AKTHBHOCTH, PACCMATPUBAIOTCA, HAMPHMEP, B padote Wang, ef al., Protein Cell (2018) 9(1): 63-73; u Saunders,
Front Immunol. (2019) 10:1296.

[00164] B mpyrux BapuaHTax OCYIICCTBJICHHSI AHTHTEJIO MIIH €T0 AHTHICHCB3BIBAOIIHN ()PAaTMCHT HMCIOT
MOIU(PHIHMPOBAHHOE TITHKO3MIHPOBAHIE, KOTOPOE, HAPHMEP, MOYKHO BBOAUTH MOCTTPAHCIHIIHOHHO WITH
MOCPEACTBOM ICHHOH HH)KCHEPHH. B HEKOTOPBIX BapHaHTaX OCYIICCTBIICHHS AaHTHTEIIO HIIH €T0
AQHTHTCHCBS3BIBAOIMH (pparMeHT a()y KOZWIMPOBAHBI, HATIPHMED, ITO CAWTY TITHKO3HINPOBAHH,
MPHUCYTCTBYIOMICMY B aHTHTEJIC HIIH CTO AaHTUTCHCBA3BIBAIOIEM (pparMeHTe. BoThIMHCTBO 0J0OPCHHBIX
MOHOKJIOHAJTBHBIX aHTHTEI MPEACTABILEOT co00i n3otun IgG1, mprutem nBa N-CBA3aHHBIX OHAHTCHAPHBIX
0JIMTOCaxXapua KOMILICKCHOTO THIIA CBs3aHbI ¢ Fc-o6macTeio. Fc-006macts ocymectsisteT 3¢ (hekTopHy 0
¢yrxmro ADCC mocpeacTBoM B3aHMOJCHCTBHS C JICHKOMUTAPHBIME penentopamu cemerictsa Fc[JR.
A}yro3mmpoBaHHEIC MOHOKJIOHATBHBIC AHTHTEIA MPEACTABILIFOT COO0H MOHOKJIOHAJBHBIC AHTHTENA,
CKOHCTPYHPOBAHHBIC TAKHM 00pa30M, YTO oJrocaxapu/is! B Fc-06macTi aHTHTENA HE COACPKAT CAMHUI]

(pyKO3HOTO caxapa.

Arenrsl k CD47
[00165] CrnocoObl, OMHCAHHBIC B HACTOAIMICM JOKYMCHTE, BKJIFOUAKOT BBeACHHC arcHTa K CD47. B HEKOTOPBIX

BapHaHTax ocymecTeicHus areHT k CD47 npencrasnser codoit arTuTeno k CD47.
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[00166] CD47 (IAP, MERG, OA3; uacHTH()MKAIMOHHBI HOMEp reHa B 6a3¢ JanHbX NCBI: 961; UniProt
Q08722) npeacraBiaeT coO0H MMPOKO FKCIPECCHPYEMBIH TPAHCMEMOPAHHBIN TTHKONPOTEHH C OTHUM Ig-
MOJOOHBIM IOMCHOM H ITHIC TPAHCMEMOPAHHBIME 00IACTAMH, KOTOPBIH (DY HKIMOHHUPYET KaK KJICTOYHBIH
muraug ama SIRPo co cassiBaHneM, omocperoBaHHbIM Uepe3 NH2-koH1eBoi V-mogo0Hsm tomeH SIRPa.
SIRPo skcpeccupyeTcsi B OCHOBHOM HAa MHETIOMIHBIX KJICTKAX, BKIFOUAs MAaKpo(aru, rpaHy JOLHUTSI,
MHENIOHAHBIC AcHAPUTHBIC KIeTKH (DC), Ty4HBIC KICTKH U HX NPEIIICCTBEHHHKH, BKIIFOYAs
TeMaTOIO3TUYCCKHE CTBOJIOBBIC KICTKH. CTpyKTypHBIC AeTepMuHAHTH Ha SIRPo, KOTOpBIE OMOCPEayIOT
ceabBanne CD47, omicansl B Lee et al. (2007) J. Immunol. 179:7741-7750; Hatherley et al. (2008) Mol Cell.
31(2):266-77; Hatherley et al. (2007) J.B.C. 282:14567-75; a poas SIRPa cis quMepu3anuy B CBA3BIBAHUH
CD47 omucana B Lee et al. (2010) J.B.C. 285:37953-63. B cootBercTBHU C poibio CD47 B HHTHOMPOBAaHUU
(paronuTo3a HOPMATBHBIX KJICTOK HMEIOTCA JAHHBIC O TOM, YTO OH BPEMEHHO aKTHBHPYETCS Ha
TeMOTIO3THYECKUX cTBOJIOBBIX KiIeTKaxX (I'CK) u xiIeTkax-npeAmecTBEHHHKAX HEMOCPEACTBEHHO 0 H BO BpeM:
HX MHUTPanHOHHOH (ha3bl, u uro ypoBeHb CD47 Ha 3THX KJIETKaX ONPEACIIACT BEPOSITHOCTD UX MOTTIOIICHHU in
VIivo.

[00167] Tepmun «arent k CD47» uian «areHt, KOTOPbIi odecneurnsaeT O0kupoBKY CD47» oTHOCHTCS K
THOOMY arcHTY, KOTOPBIH CHIKACT CBs3biBaHHe CD47 (HampuMep, Ha KIIeTKe-MHIICHH) ¢ auranaom CD47,
takuM kak SIRPo (Hampumep, Ha (paronurapHoi kieTke). He nMeromue orpaHHIHTEIbHOTO XapakTepa
npuMeps! moaxoaamux peareHToB kK CD47 Brmouarot peareHTs! SIRPo, BKIFOYAs, TOMHMO IIPOYETO,
Beicokoadpunnble nomunentuast SIRPa, anrurena k SIRPa, pactBopumslie nomunentuasl CD47 u anturtena k
CD47 wm (pparMeHTHI aHTHTEI. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHUI NOAXOAAmi areHT k CD47
(manpumep, aatureno k CD47, pearent SIRPo u 1. 1) cierm(pruecku csa3piactcs ¢ CD47 amst CHIDKCHUS
ceaseBaHmst CD47 ¢ SIRPa.

[00168] CormacHO HCKOTOPBIM BAPHAHTAM OCYIICCTBICHHA YKa3aHHOC aHTHTE0 K CD47 cenupuaecku
cesasbiBacTea ¢ CD47 u cHmkaeT BzaumoaciicTeue Mexxay CD47 Ha 0THOM KICTKE (HATpHMED,
nH(puouposanuoi kietke) M SIRPa Ha apyTroii KiaeTke (Hampumep, (paroumrapHoii kieTke). B HekoTOpBIX
BapHAHTAX OCYMICCTBICHHUS moaxopsamee antuteno k CD47 ve akrusupyer CD47 nipu cBs3piBaHun. HekoTopsie
artutena k CD47 ve camkaroT cesaspiBanne CD47 ¢ SIRPo, # TAaKOS AHTHTEIIO MOYKET HA3BIBATHCS
«HeOnokupyromuM antureroM k CD47y. Tlonxonsmee anTuTeno k CD47, koTopoe npeacrasisiet co0oii «areHT
Kk CD47», MOKeT HazbIBaThCA «aHTUTEIOM, OnokupyrommM CD47». He umeromue orpaHuIHTEeIBHOTO
XapakTepa MPUMEPHI TIOIXO0TAIHX AHTATS BKITFOYArOT KJIOHB BOH12, 5F9, 8B6 n C3 (HampuMep, OIHCAHHEIC B
MCHKIyHApOAHOH mareHTHOH myomukarmn W0O2011143624, omyomukosarHOH 19 ssHBaps 2012 1., B HACTOAIIEM
JOKYMCHTC CICIHABHO BKIIFOUCHBI TOCPEACTBOM cChUTkH). [loaxoasamme anTuTeaa kK CD47 BKIFOUArOT
TIOJTHOCTBIO YEIIOBCUCCKIE, T'YMAHU3HPOBAHHBIC HIIH XHMEPHBIC BEPCHHU TAKUX AaHTHTEN. | YMaHH3HPOBAHHbIC
antuTena (sanpumep, Hu5F9-G4) ocoGeHHO MPUTOaHbI A1 IPUMECHEHHS /71 Vivo Y TFOACH N3-32 UX HA3KOH
aHTureHHOCTH. [10100HRIM 00pa30M KAaHHHU3UPOBAHHbIC, (P)ETHHU3HPOBAHHBIC H T. 1. AHTUTEJA OCOOCHHO
TIOJIC3HBI /1S MPUMEHEHHA ¥ CO0AK, KOIIECK W APYTHX BHUIOB COOTBETCTBCHHO. MIHTEpECyOmupe aHTHTENA
BKITFOYAIOT TYMAaHH3HPOBAHHBIC AHTHTEIA WM KAHHHH3HPOBAHHBIC, (DeTMHU3HPOBAHHBIC, JIOIIAIMHbIC, OBIYbH,
CBUHBIC U T. 1. QHTUTENA H UX BAPHAHTHI.

[00169] B HekOTOPBIX BapHaHTAX ocymecTBICHuA aHTUTEIO K CD47 coneprxut Fec-00macts IgG uenmoseka,

HanpuMmep KoHcTaHTHY0 obmacts 1gGl, IgG2a, IgG2b, IgG3, 1gG4. B oxHOM BapuanTe ocymecTBIeHIA Fe
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obxacts IgG npencrasisier coboii koHCTaHTHYIO 06macTs 1gG4. [lapaup IgG4 MokeT OBITh CTAOMITU3UPOBAH
aMUHOKHCTOTHOH 3ameHOH S24 1P (see Angal et al. (1993) Mol. Immunol. 30(1):105-108, ciennansHO
BKJIFOUCHHBIH B HACTOAIINH JOKYMEHT Iy TEM CCBLIKH).

[00170] B HEeKOTOPBIX BapHAHTAX OCymecTBICHHA aHTUTENIO0 K CD47 xoukypupyer ¢ Hu5F9-G4 3a
ceaspiBaHme ¢ CD47. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHIUS aHTUTEN0 K CD47 CBA3BIBAacTCSA C TEM Ke
smatomoM CD47, uro mw HuSF9-G4.

[00171] B HexkoTOpBIX BApPHAHTAX OCYINECCTBICHHI aHTUTENO CBA3bIBacT CD47 yenoseka ¢ KD, meHbIel umm
pasHoii okouio 1, 1-6, 1-5, 1-4, 1-3,2,3,4, 5,6, 7, 8, 9 wm 10 x 10"-9M, xak u3mepeHo anamm3oM Biacore.
[00172] B HexoTOpBIX BapHaHTaxX ocymecTsicHu antureno k CD47 Beoaar B noze 10-30, 20-30, 10, 20 nin
30 Mr aHTHTEIA HA KT MACCHI TENA.

[00173] B HEekOTOPBIX BapHaHTAX OCymecTBICHHUA aHTUTENI0 K CD47 mpuBoauT k 00Jee YeM WIH pABHOMY
90% HACBHIIICHHUIO PeLEnTOpa, HeoOa3aTenbpHo, 90100, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 umu 100%
HACBIICHUIO PELENTOPA, IIPHUYEM, HEOO3aTEIbHO, HACBIIICHUE PELENTOPA U3MEPSIOT C MMOMOIIBIO MPOTOYHOH
LIUTOMETPUH MM SKBUBAJICHTHOTO aHAJIH3A.

[00174] AwnTuTeno k CD47 MoxeT OBITh BKIHOUCHO B (JaPMALCBTHUYCCKYIO KOMIIOZHITHIO C (DApMaICBTHYCCKH
TIPHEMIICMBIM 3KCIUITHCHTOM.

[00175] AwntuTeno k CD47 MOXKHO BBOJUTH BHY TPHBEHHO.

[00176] Arent xk CD47 mosxer BKI04aTh B ceOst areHT SIRPa, xoTopsrii BkmouaeT SIRPo nitn ero 4acTs.
Hanpumep, arent k CD47 moxet Brmrouats B ce0st cautsiii Fe Ha ocHoBe SIRPa. Cwm., Hanpumep, Kipp
Weiskopf, et al. Science 341, 88 (2013), BKJIFOUCHHBIH B HACTOSIIHH JOKYMEHT MOCPEIACTBOM CCBHLIKH.

[00177] Areur k CD47 moxet BkFOUaTh B ccOs1 areHT SIRPa, omucanssiii B W02014094122, xoTOpHbIi
MOJTHOCTBIO BKITFOUCH B HACTOSIIUI JOKYMECHT IOCPEACTBOM A BeexX 1eiei. Hampumep, arent SIRPa moxxer
BKJIIOUATH B ceOs moceaopareabHOCTh SEQ ID NO: 3, 25 mmm 26, kak omucano B W02014094122; kaskaplif U3
KOTOPBIX BKIIFOUCH B HACTOSIIHUH JOKYMCHT IOCPESACTBOM CCHLTKH.

[00178] ArcuT k CD47 Moxet BKIFOUATh B ceOs1 arcHT SIRPa, omucanssiit B W02017177333, xoTophbrid
TIOJTHOCTBIO BKITFOUCH B HACTOSINHH JOKYMEHT OCPEICTBOM CCBUIKH [UTI Beex neneit. Hanpumep, arent SIRPa
MO2KET BKIFOUATH B ceOs mocaeaopareabHOCTh SEQ ID NO: 3 wm 8, kak omucano 8 WO2017177333; kaxkapiid
13 KOTOPBIX BKIFOYCH B HACTOAMIMI JOKYMEHT MOCPEICTBOM CCBHUTKH.

[00179] ArcuT Kk CD47 MoxeT BKIFOUaTh B ce0s1 arcHT SIRPa, omucanssiii B W02016023040, xoTophbrid
TOJTHOCTHIO BKJTFOUCH B HACTOAIIHI TOKYMCHT MOCPEICTBOM CCBLUIKH JUTA BeeX neei. Hampumvep, arert SIRPa
MO2KET BKIIIOUATH B ceOs mocieaopateasHOCTh SEQ ID NO: 78-85, 98-104, 107-113, 116-122, 135-137 umm
152-159, xax omucano B W0O2016023040; kakaplii W3 KOTOPBIX BKIFOUCH B HACTOSIIWIA JOKYMCHT
TIOCPEACTBOM CCBIITKH.

[00180] ArcHT Kk CD47 Moxet BKIFOUaTh B ce0s arcHT SIRPa, ommcanssiii B W02017027422, xoTOpHIif
TOJTHOCTHIO BKJTFOUCH B HACTOAIIHI TOKYMCHT MMOCPSICTBOM CCBLUTKH JUTA BeeX menei. Hampumep, arert SIRPa
MOKET BKITFIOUATH B ceOs mocieaopateabHOCTh SEQ ID NO: 3-34, kak omucano B W0O2017027422; kakaplii 3

KOTOPBIX BKIIIOYUCH B HACTOALUN JAOKYMCHT MOCPECACTBOM CCBITIKH.

Aumumena k CD47

[00181] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHS CIIOCOOBI, ONHCAHHBIC B HACTOSIIEM JOKYMCHTE,

prmroyaroT BeeaeHue Hu5F9-G4 arturena k CD47. Hu5F9-G4 taxke n3BecTeH Kak MarpoianmMad. B HekoTophix
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BAPHAHTAX OCYIIECTBICHHUS CIIOCOOBI, ONMMCAHHbIC B HACTOSINEM JOKYMCHTE, BKIIFOYAIOT BBCICHHC
MarpoamMada, antutena k CD47. B HCKOTOPBIX BAPHAHTAX OCYIICCTBIICHHS CITOCOOBI, OMACAHHBIC B HACTOAIICM
JOKYMCHTC, BKTFOUAOT BBeACHHUC aHTHTENA K CD47 ¢ mMoCIe10BaTeIbHOCTAME (JICTKOH LETBI0, TSLKETOH
LCTBI0, BapHaOCTbHOH JICTKOH IICTIBI0, TOMCHOM BapuaOebHOH Tsokemon nenu w/wim CDR), mo MeHbIICH Mepe
Ha 97%, no MeHbIeH Mepe Ha 98%, mo MeHbIIeH Mepe Ha 99% nmu Ha 100% HACHTHIHBIMU
mocaenosareapHOCTAM HuSf9-G4. B Tabmume 1 mpencTaricHa MOCICI0BATCIIBHOCTD TSOKEIION U JICTKOH eneH
Hu5f9-G4 antutena (SEQ ID NO: 50 u 51, coorBercteerHo) CDR VH u VL B COOTBETCTBHE C ONPEACICHUEM
CDR mo Kabary (SEQ ID NO: 52-57 u 133), CDR VH u VL B cootsetcTBHE ¢ onpeneiacaueM CDR IMGT
(SEQ ID NO: 134-139), CDR VH u VL B cootserctuu ¢ onpeaciacauem Chothia CDR (SEQ ID NO: 140-
145), CDR VH u VL B cootsercTBuu ¢ onpeaeiacHueM Honegger CDR (SEQ ID NO: 146-151), u
MOCICI0BATCIPHOCTH BAPHAOCTBHBIX 0bnacTelt Tsokeoi u nerkoi meneit (SEQ ID NO: 131 u 132). [pyrue
moaxoadmue anrurena k CD-47 sxmouarot kinoHsl B6H12, 5SF9, 8B6, C3 u huC3 (Hanmpumep, ONHCAHHBIC B
MEK Iy HApOAHO I mateHTHOH myOnukanun W02011143624, B HacTOAIMEM JOKYMECHTE CIICIMATBHO
BIJTFOUCHHBIC IOCPEACTBOM CChUIKH). BapuabensHblil toMeH Tspkenoit nenu SF9 npencrasieH B Buge SEQ ID
NO: 58, u BapuabenbHBIH J0MeH Jerkoi nemu SF9 npeacrasnen B suae SEQ ID NO: 59. BapuabenbHblii JOMCH
sokenoit nemu HuB6H12 npencrasaen B Buae SEQ ID NO: 60, u BapraOeabHbIH JOMCH JCTKOH HemH
HuB6H12 npeacrasieH B suae SEQ ID NO: 61. BapuabensHblii foMeH Tspkenoii nenu 8B6 npeacTapicH B
Buzae SEQ ID NO: 62, u BapnabensHbiii toMeH aerkoii nemu HuB6H12 mpeacrasnen B Buae SEQ ID NO: 63.
JomeH BapuabenpHOH obnacTu Tspkenoi uenu C3 npeactasieH B Buae SEQ ID NO: 64, u nomeH
BapuabepHOi o6macTh erkoii nemu C3 npeacrasieH B Buae SEQ ID NO: 65. BapuaGenpHble JOMEHBI
Toxenon nemu HuC3 npeacrasieHs! B Buae SEQ ID NO: 66 u 67, 1 JOMCHBI BApHAOCITBHO N 00JIaCTH JICTKOH
e huC3 npeactaencHs B BHae SEQ ID NO: 68 u 69. Antuteno k CD47 MOXKET COaepKaTh:
mocaeaoBaTeIbHOCTD Tspkenoi mermu SEQ ID NO: 50 u mocnemoBare1bHOCTD Jierkoi nemu SEQ ID NO: 51.
Anrureno k CD47 moxer conepskats: mocaenosareabaocTs VH SEQ ID NO: 58 u mociegosarensHOCTh VL
SEQ ID NO: 59. Aurureno k CD47 moxket coaepxats; nocieaosatebHOCTs VH SEQ ID NO: 60
nocreaosarenbHOCTh VL SEQ ID NO: 61. Antuteno k CD47 Mosker coaepkaTh: Iociaea0BaTeabHOCTs VH
SEQ ID NO: 62 u mocneaosaremsHOCTs VL SEQ ID NO: 63. Artureno k CD47 M0OKET COACPIKATS:
mocaenosareapHOcTh VH SEQ ID NO: 64 u mocnemosarenbHOocTh VL SEQ ID NO: 65. AnTHTeno k CD47
MOJKCT comeprkarh; mocneaosarenbaocth VH SEQ ID NO: 66 wm 67 u mocnienosarensHOCTs VL SEQ ID NO:
68 nm 69.

[00182] BapuabempHbic 00macTH TOKETOMW nenu antutena k CD47 ommcansr kak SEQ ID NO: 5-30, a
BapuabCIpHBIC 00macTH JJerkoi remn antutena k CD47 ommcanst kak SEQ ID NO: 31-47 B maTtcHTHOM
nyomkanun CIITA US 20140140989, onyOnukosanHOH 22 Mas 2014 1. B MKy HApOJHOI MATCHTHOH
nyOmmkanmn W02013119714, onybmukosarHo#t 15 asrycra 2013 1., 002 U3 KOTOPBIX MOTHOCTBIO BKIIFOUCHBI B
HACTOSMIHI JOKYMCHT MOCPESACTBOM CChUTKH. [Toaxoasamue BapHadeabHBIC JOMCHBI TsDKEIOH emn k CD47
npexacrasiacHsl B Buae SEQ ID NO: 70-95 u BapuabenpHble JoMeHb! Jerkoii nemu k CD47 npeacrasieHs! B
suze SEQ ID NO: 96-112. Artureno k CD47 moxer coaeprkars nocieaosarensHocts VH SEQ ID NO: 70-95.
Anruteno k CD47 moxer conepsxats nocienosareabHocTs VL SEQ ID NO: 96-112. Artureno k CD47 moxer

coaepkarpb nocaeaopareabHOoCcTh VH SEQ ID NO: 70-95 u mocnemosarensrocth VL SEQ ID NO: 96-112.
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[00183]

Anrtureno k CD47 moxer coaepkars nocienosareabHocts VH SEQ ID NO: 113-115. AnTrTeno k

CD47 moxer cogepxars nocieaosareabHOcTh VL SEQ ID NO: 116-118. Antureno xk CD47 MoskeT conepkarb

mocaenosareabHOCTh VH SEQ ID NO: 113-115 w mocienosarensrocts VL SEQ ID NO: 116-118.

[00184]

Ta6mma 1

SEQ
ID
NO

OnucaHue H MOCICA0BATSILHOCTD

50

Tsoxemas uemnb
AHTHTCIIA
Hu5f9-G4

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHW VRQAPGQRLE
WMGTIYPGNDDTSYNQKFKDRVTITADTSASTAYMELSSLRSEDTAVY
YCARGGYRAMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSS
LGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPRE
EQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQ
PREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKS
LSLSLGK

51

Jlerkas  memb

DIVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQKPGQSPQ

CDR1 VH

aHTHUTEIA LLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVP
Hu5f9-G4 YTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC
52 Hu5f9-G4 NYNMH
CDR1 VH
53 Hu5f9-G4 TIYPGNDDTSYNQKFKD
CDR2 VH
54 Hu5f9-G4 GGYRAMDY
CDR3 VH
55 Hu5f9-G4 RSSQSIVYSNGNTYL
CDR1 VL
56 Hu5f9-G4 KVSNRFS
CDR2 VL
57 Hu5f9-G4 FQGSHVPYT
CDR3 VL
131 | Hu5f9-G4 VH | QVOQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAPGQRLE
WMGTIYPGNDDTSYNQKFKDRVTITADTSASTAYMELSSLRSEDTAVY
YCARGGYRAMDYWGQGTLVTVSS
132 | Hu5f9-G4 VL DIVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQKPGQSPQ
LLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVP
YTFGQGTKLEIK
133 | Hu5f9-G4 RSSQSIVYSNGNTYLG
CDR1 VL
134 | Hu5f9-G4 GYTFTNYN
CDR1 VH
135 | Hu5f9-G4 IYPGNDDT
CDR2 VH
136 | Hu5f9-G4 ARGGYRAMDY
CDR3 VH
137 | Hu5f9-G4 QSIVYSNGNTY
CDR1 VL
138 | Hu5f9-G4 KVS
CDR2 VL
139 | Hu5f9-G4 FQGSHVPYT
CDR3 VL
140 | Hu5f9-G4 GYTFTNY
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141 | Hu5f9-G4 PGND
CDR2 VH

142 | Hu5f9-G4 GYRAMD
CDR3 VH

143 | Hu5f9-G4 SQSIVYSNGNTY
CDR1 VL

144 | Hu5f9-G4 KVS
CDR2 VL

145 | Hu5f9-G4 GSHVPY
CDR3 VL

146 | Hu5f9-G4 ASGYTFTNYN
CDR1 VH

147 | Hu5f9-G4 IYPGNDDTSYNQKFKDR
CDR2 VH

148 | Hu5f9-G4 GGYRAMD
CDR3 VH

149 | Hu5f9-G4 SSQSIVYSNGNTY
CDR1 VL

150 | Hu5f9-G4 KVSNRFSGVPDR
CDR2 VL

151 | Hu5f9-G4 GSHVPY
CDR3 VL

[00185] [domomuutenbubie HHTHOHTOPBI CD47 wan arentsl k CD47 BKIIIOYAIOT, MOMHMO MpoUero, mAb k
CD47 (Vx-1004), mAb x CD47 yenosexa (CNTO-7108), CC-90002, CC-90002-ST-001, ryMaHH3HPOBAHHOE
antuteno k CD47 (HuSF9-G4; marponmma6), NI-1701, NI-1801, RCT-1938, ALX-148, TTI-621, RRx-001,
DSP-107, VT-1021, TTI-621, TT1-622, IMM-02, SGN-CD47M u nem3onapanMa0.

[00186] B HEekOTOPBIX BapHAHTAX OCYIICCTBICHHA arcHT k CD47 coxepxut Oucnenupuieckoe aHTHTSI0. B
HEKOTOPBIX BapHaHTaxX ocymecTsicHus areHT k CD47 coneprkut 6ucneuundpuaeckoe antuteno k CD47.
[Tpumeps! Oucnermpuueckux anturen k CD47 sxmouarot, 6e3 orpanmyeHuii, IBI-322 (CD47/PD-L1), IMM-
0306 (CD47/CD20), TJ-L1C4 (CD47/PD-L1), HX-009 (CD47/PD-1), PMC-122 (CD47/PD-L1), PT-217,
(CD47/DLL3), IMM-26011 (CD47/FLT3), IMM-0207 (CD47/VEGF), IMM-2902 (CD47/HER2), BH29xx
(CD47/PD-L1), IMM-03 (CD47/CD20), IMM-2502 (CD47/PD-L1), HMBD-004B (CD47/BCMA), HMBD-
004 A (CD47/CD33). lonotHATETEHBIC MOHOCTICHH(pHICCKUC U Oucnerupuacckue anTutena k CD47
BKIIIOHAROT, ToMuMo mpoucro, IBI-188, TIC-4, SHR-1603, HLX-24, LQ-001, IMC-002, ZL-1201, IMM-01,
B6H12, GenSci-059, TAY-018, PT-240, 1F8-GMCSF, SY-102, and KD-015.

[00187] HdomonmmtempHbic aHTH-CD47 mpenapatsl, Takue Kak aHTATENA, omucansl B W0O199727873,
WO0199940940, W02002092784, W02005044857, W02009046541, W0O2010070047, WO2011143624,
WO02012170250, WO2013109752, WO2013119714, W02014087248, W02015191861, W0O2016022971,
W02016023040, W0O2016024021, W0O2016081423, W02016109415, W02016141328, W0O2016188449,
WO02017027422, W0O2017049251, W0O2017053423, W0O2017121771, W02017194634, WO2017196793,
WO02017215585, W0O2018075857, W0O2018075960, W0O2018089508, W02018095428, WO2018137705,
WO02018233575, W02019027903, W02019034895, W02019042119, W02019042285, W02019042470,
W02019086573, W(0O2019108733, W0O2019138367, W02019144895, W02019157843, W0O2019179366,
W02019184912, W0O2019185717, W02019201236, W02019238012, W02019241732, W0O2020019135,
W02020036977, W(02020043188 u W02020009725, xakaas U3 KOTOPHIX HOTHOCTHIO BKITFOUCHA B HACTOSATIHMA

JOKYMCHT IMOCPEACTBOM CCBLIIKH.
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Arenrsl Kk SIRPg,

[00188] CmocoOBl, OMHCAHHBIC B HACTOAIICM JOKYMCHTS, BKJIFOUAOT BBCACHNC arcHTA WJIH HHTHOUTOPA K
SIRPa.

[00189] B mexoropsIx BapHaHTax ocymecTsicHuA areHT k SIRPo npeacrasmsier codoii antureno k SIRPa,
kotopoe crermpuuecku ceazpmacTcs ¢ SIRPo. B HexoTopeix aciekrax SIRPo mpeacrasmser codoit SIRPa
yenoBeka (MACHTU(DPHKAIMOHHbIH HOMEp reHa B 6ase maHubIX NCBI: 140885; UniProt P78324).

[00190] B HexoTOpBIX BapHaHTaX ocymecTeicHuA areHT K SIRPa npeacrasmer codoit uarudurop SIRPa.
Takue HHrHONTOPHI BKIFOYANOT, TOMUMO Tpouero, AL-008, RRx-001 u CTX-5861.

[00191] B mHexoropsIx BapHaHTax ocymecTsicHus areHT k SIRPo npeacrassier codoit anturena k SIRPo.
Takue aHTHTEIAa BKIFOUAOT, moMuMO mpoyero, FSI-189, ES-004, B1765063, ADU1805 u CC-95251.

[00192] JlomoHHUTCITBHBIC ar¢HTHI, HHTUOUTOPHI U aHTHTENA K SIRPO ommcansr 8 W0200140307,
W02002092784, WO2007133811, WO2009046541, WO2010083253, W0O2011076781, W02013056352,
W02015138600, WO2016179399, W0O2016205042, WO2017178653, W02018026600, WO2018057669,
W02018107058, WO2018190719, WO2018210793, W02019023347, W02019042470, W0O2019175218,
W02019183266, W02020013170 u WO2020068752, xaskaast u3 KOTOPBIX MOJTHOCTHIO BKIIOUCHA B HACTOSIIMIA
JOKYMEHT IIOCPEACTBOM CCBLIKH.

[00193] B HexoTOpBIX BapHaHTaX OCYLICCTBICHUA aHTHTeNa K SIRP@, IpeaIoskeHHbIE B HACTOAIIEM
JOKYMCHTE, CICIH(DPUUCCKH CBI3BIBAKOTCS ¢ BHEKJICTOUHBIM JoMeHOM SIRPo. SIRPo MoskeT ObITH
SKCTPECCHPOBAH HA MMOBEPXHOCTH JMHOOO0H MOAXOAANICH KICTKH-MHAIICHH. B HEKOTOPBIX BApHAHTAX
OCYILCCTBICHHS KJICTKA-MHUIICHD MPEACTABILICT CO00i Mpo(peCCHOHATPHYIO AHTHICHITPEACTABIIFOIIYI0 KICTKY.
B HEKOTOPBIX BapHAHTAX OCYINECCTBICHHS KJICTKA-MHIICHB MPEACTABILICT COO0H Makpodary. AHTHUTEIIO MOXKET
ObITh MoACTe U IIHBIM 4151 H30THNOB SIRPO yenoBeka. AHTHTEI0 MOKET OBITh CHEIU(DHYHBIM TSI H30THIIA
SIRPo yenoBeka.

[00194] B ompeaciCHHBIX BAPHAHTAX OCYIICCTBJICHUA AHTHTEIIO MpeAcTaBaeT codoii 1H9. B ompeaeneHHBIX
BAPHAHTAX OCYIICCTBICHHUS AHTHTEIO MpeacTaBisieT codoit 3C2.

[00195] B HEkOTOPBIX BapHAHTAX OCYIIECCTBJICHUS AHTUTEIIO, MPEITIOKEHHOE B HACTOAILEM TOKYMEHTE,
uHruoupyet cesaspiBanne SIRPo ¢ oqunm mwim Oonee muranmamu SIRPo.

[00196] B ompeacieHHBIX ACTICKTAaX AHTHTEIO HE CBs3biBacTCA ¢ SIRPy. B onpeaencHHBIX aCCKTaX aHTUTEIIO
Mo CYIIECTBY HE CBA3bIBAcTCA ¢ SIRPYy.

[00197] B HEekOTOPBIX BAPHAHTAX OCYINECCTBICHUS (PPATMCHT AHTHTEINA, PE/II0KECHHBIH B HACTOSIIECM
JOKYMEHTE, KOHKypupyerT 3a cesa3biBanne ¢ SIRPao ¢ 1H9 w/nm 3C2. B HEKOTOPHIX BApHAHTAX OCYIICCTBICHUS
(pparMeHT aHTHUTENA, MPEATIOKEHHOTO B HACTOSINEM JOKYMCHTE, CBA3BIBACT TOT ke 3nuton SIRPa, uto u Takoe
AHTHTEIO.

[00198] B HEKOTOPBIX ACMEKTAX AHTUTEIO, PACKPHITOC B HACTOSIICM JOKYMCHTE, ABJIACTCS CIICIIH(DIIHBIM
s m3otumos SIRPo yenoseka. AHTHTEI0, OMAUCAHHOS B HACTOAIICM JOKYMCHTE, Takoe Kak 1H9, moxker
CBS3BIBATHCS C MHOKECCTBOM H30THIIOB SIRPo ueIoBeKa, BKIFOUAs OduH HiH Oosee u3 V1, V2 u V1/V5.
Wnmocrparusras mocneaosarenbHOCTh V1, mokazanHas 8 SEQ ID NO:48. UnmoctpaTnHas
mocaenoBaTeIbHOCTh V2, mokazanHas B SEQ ID NO:49. Cwm. taxxe Polymorphism in Sirpa modulates
engraftment of human hematopoictic stem cells. Nature Immunology, 8; 1313, 2007. AHTHTENIO0, OMUCAHHOC B

HACTOSMICM JTOKYMCHTEC, MOKCT CBABIBATHCA C KAKIBIM 13 H30THIOB V1 1 V2 uenoseka. OMHCAHHOS B
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HACTOAMIEM JOKYMEHTE aHTUTEIIO MOSKET CBS3BIBATHCS C M30THIIOM V1 SIRPa yenoseka, BKOUas
TOMO3HTOTHOE cocTosHHE. ONMICaHHOE B HACTOSIIEM JOKYMEHTE aHTHTEIIO MOYKET CBA3BIBATHCA C H30THIIOM V2
SIRPo yenoBeka, BKIFOUAs TOMO3HTOTHOE cocTOsHHE. ONMHCAHHOE B HACTOSIIECM JOKYMEHTE aHTHTEJIO MOYKET
CBA3BIBATECA C m3oTumnamu V1/V5 SIRPo uenmoseka (reTepo3uroTHo). AHTHTEIO0, OMHCAHHOE B HACTOSIIEM
JOKyMEHTE, Takoe kKak 1H9, MoxeT CBA3BIBATHCA ¢ HECKOMbKUMHE m3oTHIAMHU SIRPo ye10BeKa, BKITFOYAsL
kaxkaprii w3 V1, V2 u V1/V5. Takue artutena moryT Bko4dats 1H9 u 3C2, BKFOUad ryMaHH3HPOBAHHBIC
u/nmn FC-CKOHCTPYHPOBAHHBIC BAPHAHTHI TAKHX aHTUTEI. 1HY MOKET CBA3BIBATHCSA C KOKIBIM U3 H30THIOB V1
u V2 SIRPo yemoseka. 1H9 moskeT cBa3bIBaThCS ¢ H30TUIIOM V1 SIRP0 ueI0BEeKa, BKIFOYAS TOMO3HIOTHOC
cocrosHue. 1H9 MOKeT CBA3BIBATHCA C H30THIIOM V2 SIRPO 4e10BeKa, BKIKOUYAS TOMO3UIOTHOC COCTOSIHHC,
1H9 mosker cess3biBarhes ¢ m3otunamu V1/VS SIRPo yenoseka (rerepo3uroTao). 1H9 MoskeT CBA3BIBATHCS C
MHOskecTBOM m30THIOB SIRPo yenoBeka, Bkmouas kaxapiii u3 V1, V2 u V1/V5. Cea3bBaHue ¢ BapHAHTAMH
SIRPa yenmoBeka MOKHO H3MEPUTH C TOMOIINBIO AHATH30B, H3BECTHBIX B JAHHOH 007aCTH TEXHUKH, BKIFOYAS
TP w/umu mpoToyHyIo nuroMeTprio. Hampumep, JaHHbIH 00pa3en MOKET OBITh TCHOTHITHPOBAH IS
onpeaencHus ctaryca SIRP u ceaspiBanms ¢ SIRP MOHO ONpeaeIuTh ¢ MOMOMIBIO MPOTOYHON IIUTOMETPHU.
[00199] B omnpenencHHBIX aCMEKTaX AHTHTEJIO KOHKYPHPYET 3a Csi3biBaHue ¢ SIRPo uetoBeka ¢ aHTUTEI0M,
BbIOpaHHBIM 13 1H9 1 3C2. B onpeaeaeHHBIX aCEKTaX aHTUTENIO CBA3BIBACTCS C OJHHM H TEM )K€ SIIHTOIIOM
SIRPo uenoseka, ceazanHbM ¢ 1H9 nmu 3C2. B onpeneneHHBIX aCeKTaX aHTUTEINO CBA3BIBACTCS C
nepekpeiBaroumcs smuronoM SIRPo uenoseka, cea3anHbM ¢ omompo 1H9 nmi 3C2. B onpeneneHHBIX
ACTIeKTaX AHTHTETIO CBA3BIBACTCA C O0TACTbHBIM dnuTonoM SIRPo yenoseka, cs3aHHBIM ¢ moMompio 1HY umm
3C2.

[00200] B ompeacICHHBIX ACTICKTAX AHTHTEJIO HC KOHKYPHPYET 3a cBsa3biBaHue ¢ SIRPo yeoBeKka ¢
anTurenaom xk KWar.

[00201] B ompeaciCHHBIX ACTICKTAX AHTHTEIO YACTHYHO KOHKYPHPYCST 3a CBs3biBaHuC ¢ SIRPo ue10BeKa ¢
anTurenom k KWar.

[00202] B ompeacneHHBIX aCTICKTAX AHTHTEI0 HHrHOHpYeET cBsas3bBanue CD47 uenoseka ¢ SIRPa yemoBeka.
[00203] B ompeaciCHHBIX ACTICKTAX AHTHTEI0 HHTHOUPYET CBsA3bBaHuC SP-A uenoseka ¢ SIRPo uemoseka.
[00204] B ompeaciCHHBIX ACTICKTAX AHTHTEI0 HHTHOUpPYeET cBasbBanue SP-D uenoseka ¢ SIRPo uemoseka.
[00205] B ompeacneHHBIX ACTICKTAaX aHTHTEIO cBa3biBacTca ¢ SIRPa makaku-pesyc.

[00206] B ompeacICHHBIX ACTICKTAX AHTHTEIO CBA3bIBacTCA ¢ SIRPa SBAHCKOTO Makaka.

[00207] B HEKOTOPBIX BapHaHTAX ocymecTBIcHUA anTuTe0 SIRPo mpencTasmsaeT co6oif aHTHTEI0, KOTOPOS
KOHKYPHPYET C WLTIOCTPATHBHBIM AHTHTEJIOM, IPEACTABICHHBIM B HACTOSIIEM AOKYMEHTE, Hanpumep, 1H9
n/mma 3C2. B HEKOTOPHIX aCIEKTaX aHTHTENO, KOTOPOE KOHKYPHPYET C HIUTFOCTPATHBHBIM AHTUTEIIOM,
NPEACTABICHHBIM B HACTOALICM JOKYMCHTC, CBA3BIBACT TOT KC CaMBIit SITATOII, YTO U WIITKOCTPATHBHOC
AHTHTENO, MPEACTABICHHOE B HACTOAMIEM JOKYMEHTE.

[00208] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHH paccMarpuBaeMblii areHT k CD47 mpencrasiseT codoit
Bbicokoa(GuuHbI pearcHT SIRPa, KOTOPHIH BKIIFOYACT NOTUNENTHABL, Mpou3BoAnbe oT SIRPa, n nx ananory.
Bricokoa(uansie peareHTsl SIRPa ommcans! B MeskayHapoaHOH 3asBke W0O2013109752A1, kaxnas u3
KOTOPBIX CIICIUAIBHO BKIIOUCHA B HACTOSAIINH TOKYMEHT Iy TeM CChUIKH. Bricokoadguunbie peareutsr SIRPo
MPSACTABIAIOT COO0M BapuaHTH HATHBHOTO O¢mka SIRPo. B HEKOTOPHIX BapHAHTAX OCYINCCTBICHUSA

Bbicokoa(GuuHbI pearcHT SIRPO ABISETCS PACTBOPHMBIM, PHYCM NOJTHIICTITH HE CONCPKHT
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TparcMeMOpanHbIii JoMeH SIRPo 1 COACp HUT MO MCHBIICH MCPE OTHO H3MCHCHHC AMHHOKHCIOTHI
OTHOCHTENNBHO NocneaoBaTeabHOCTH SIRPo AUKOTO THIIA, ¥ MPHYEM H3MEHEHHE AMHHOKHCIIOTHI IIOBBIIIACT
a(ppurHOCTD CcBs3bIBaHuA nmosmnenTuaa SIRPo ¢ CD47, HanpuMep, yTeM YMEHBIICHHSI CKOPOCTH OTKJIOHCHHSA
mo MeHbIIeH Mepe B 10 pas, mo MeHbpIIeH Mepe B 20 pa3, no MeHbIIeH Mepe B 50 pa3, mo MEHBIIECH Mepe B

100 pa3, mo menpmei Mepe B 500 pa3 wmu Hosee.

[00209] Bricokoadunnsni peareat SIRPo conepskut yacts SIRPo, koTopas ABIseTCs JOCTAaTOUHOM T
cembBanna CD47 ¢ pacno3HaBaeMoii ay()UHHOCTHIO, HAPHMEP, BRICOKOH a(p(PUHHOCTHIO, KOTOPAd OOBIMHO
HAXOJHUTCS MEKIY CUTHAJIBHOH MOCIIEA0BATEIPHOCTHIO H TPAHCMEMOPAHHBIM IOMEHOM, WM €T0 ()parMeHTOM,
KOTOPBIH COXPaHIET aKTUBHOCTD CBA3bIBaHUS. Bricokoadguunsiii pearenT SIRPo 00BIMHO COACPKUT TIO
meHbel Mepe d1 nomen SIRPo ¢ Moau(puuupoBaHHBIME AMUHOKUCIOTHBIMH OCTATKAMH IS TIOBBIIICHUSA
appurHOCTH. B HEKOTOPBIX BapHaHTaX ocymecTeiacHuA BapuaHT SIRPo mo HacTosAmEeMy H300PETCHUIO
MPEACTaBIIET COOOH CITUTHIN OEIOK, HAPUMEP, CIUTHIH B pAMKE CO BTOPHIM MOJUNCITHAOM. B HEKOTOPBIX
BapPHAHTAX OCYIICCTBICHHUS BTOPOH MOJHIICITU CIIOCOOCH YBEIHYHBATh Pa3Mep CIUTOTO OelKa, HalmpuMep,
TaK, YTO CIUTHIH OETIOK He OyAeT OBICTPO BBIBOJUTHCS H3 KPOBOTOKA. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA
BTOPOii MOTHOCTITHL SABICTCS YACTHEO WK LeIbM Fe-yuacTkom ummyHOTI00y miHa. O6macts Fe cocoOcTByeT
(paronuTo3y, 0OCCICHHBAS CHTHAT «CHEIIb MCHSD, KOTOPBIH YCHIHBACT OJOKHPOBKY CHTHANA «HE CIIb MCHSD),
obecrneunBaeMoro BeicokoadpuunsM peareaToM SIRPo. B Apyrux BapuaHTax OCYINECTBICHUS BTOPOH
MOJHUICTITA MPSACTABIIACT COOO0H MF0O0H MOIXOIIIHE MOTUIICTITA, KOTOPBIH IO CYHICCTBY aHAJNIOTHYCH FC,
HanpuMep, 00eCIEeUHBACT Y BEIHUCHHBIH pa3Mep, My IbTHMEPH3ALHOHHBIC JOMEHBI H/HIH JOIOJIHUTEIBHOE
CBA3BIBAHME MU B3aHMOACHCTBUE C MOJCKYIaMH Ig. AMUHOKHCIIOTHBIC 3aMEHBI, 00€CIICUHBAIOIIHE
MOBBINICHHY IO a((h)MHHOCTS, JTOKATM30BaHbI B 1oMeHe d1, u, Takum o6pa3om, peareHTs! SIRPa ¢ BEICOKO#T
appuHHOCTHIO coaeprkaT JoMeH d1 yenopeueckoro SIRPo ¢ mo MEHBIICH MEPe OTHOW AMHHOKHUCTIOTHOM
3aMCHOI OTHOCHTEIILHO ITOCICAOBATEIBHOCTH AUKOTO THIA B ToMeHe d1. Takoit Beicokoad(puHHBIH pearcHT
SIRPo HEOOS3aTEITBHO COACPIKUT JOMOTHATEIBHBIC AMUHOKHUCIOTHBIC IIOCICI0BATCIBHOCTH, HAIPUMED,
MOCJICA0OBATCILHOCTH FC anTHTEna; YacTh Oenka yenoBeueckoro SIRPo JHKOTO THIIA, OTIHYHOTO OT HoMeHa d1,
BKJTFOUAsI, TOMHMO Tpouero, octatku 150-374 HaruBHOTO O€Ka WK €ro (PparMeHTOB, OOBIMHO (PPArMEHTOB,
CMCKHBIX ¢ AoMeHOM d1; u 1. . PearenTsr SIRPa ¢ BRICOKO# a(PHHHOCTHIO MOTYT MPEACTABIATH COOOM

MOHOMCPHBIC HJTH MYJIBTHMCPHBIC, T. €. AZUMEDP, TPHMED, TCTPAMED H T. O.

Aumumena k SIRPa.

[00210] B HekoTOPBIX BAPHAHTAX OCYINCCTBICHU aHTUTENO CBsA3bIBacT SIRPo uenoseka ¢ KD menee nim
pasHbIM 0K0I0 1, 1-6, 1-5, 1-4, 1-3,2,3,4,5,6,7, 8,9 mm 10 x 10~ M, Kak H3MEPEHO C MOMOLIBIO AHAIH3A
Biacore.

[00211] AmsnTtuTemo moxeT coaepkarh. CDR-H1, coaepkaniy o mocieA0BaTCIEHOCTD, MPSACTABICHHYIO B
SEQ ID NO:1; CDR-H2, coaepkaniy o moCIeA0BaTCIIHHOCTS, peacTaBiacHHy0 B SEQ ID NO:2; CDR-H3,
COICPYKAINYEO TTOCTICIOBATCIBHOCTD, peacTasicHAYI0 B SEQ ID NO:3; CDR-L1, coaepkaniyro
TMOCTICI0BATCABHOCTD, MpeacTasicHHY0 B SEQ ID NO:4; CDR-L2, comepkaniyro moCIcA0BaTCIbHOCTD,
mpeacrasncHEy0 B SEQ I D NO:5; w CDR-L3, comepskamyro moCIeI0BaTeIBHOCTD, MPSACTABICHHYI0 B SEQ
ID NO:6.

[00212] AmsTHTETO MOXKET Coaepxkarh. mocaeaoaTenbHOCTE VH SEQ ID NO:7 w mocienoBaTe IbHOCTS VL
SEQ ID NO:8.
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[00213] AmrTHTEIO MOXKET CoaepKarth. Tsukeayo menb SEQ ID NO:17 u nerkyro uenms SEQ ID NO:18.
[00214] AmnTtuTemo moxeT coaepkarh. CDR-H1, coaeprkaniy o mocieA0BaTCIbHOCTD, MPEACTABICHHYIO B
SEQ ID NO:9; CDR-H2, coaepskaniyro mocie0BaTeI-HOCTD, peacTaiacHayo B SEQ ID NO:10; CDR-H3,
COICPKAINYEO TTOCICIOBATCABHOCTD, MpeacTarieHHY 0 B SEQ ID NO:11; CDR-L1, coaepxamyro
MOCTICI0BATCIPHOCTD, MpeacTaBicHHY0 B SEQ ID NO:12; CDR-L2, coaepkamyro mocae10BaTeIbHOCTb,
mpeacrasacHayi0 B SEQ ID NO:13; uw CDR-L3, coaepkamy o mociaea0BaTeIbHOCTh, MPESACTABICHHYI0 B SEQ
ID NO:14.

[00215] AmnTtuTeno MoxkeT coaeprkars; mocaeaoparenbHOCTh VH SEQ ID NO: 15 u mocnexosatempHOCTh VL
SEQ ID NO:16.

[00216] AmnTuTENO MOXKET Coaepkarth: Tokeayo menb SEQ ID NO:19 u nerkyro nems SEQ ID NO:20.
[00217] AmntuTeno moxeT coaepkars. CDR-H1, coaepskaniy o mocie10BaTeIbHOCTh, MPEACTABICHHYIO B
SEQ ID NO:21; CDR-H2, coaepxamyro mociae 0BaTeIbHOCTh, npeacTasicHHy o B SEQ ID NO:22; CDR-H3,
COZICPIKAINYIO TTOCTICI0BATEIBHOCTD, MpeacTasicHHyIo B SEQ ID NO:23; CDR-L1, cogepxamryro
MOCTICI0BATEILHOCTD, MpeacTaBicHHY 0 B SEQ ID NO:24; CDR-L2, coaepxainyro mociae10BaTeIbHOCTb,
npeacraaeHnyo B SEQ ID NO:25; u CDR-L3, coaeprkaiyr noCiIeI0BaTeIbHOCTD, MPEACTaBICHHYI0 B SEQ
ID NO:26.

[00218] AmnTHTENO MOXKET coaepakaTh: mocieaosatenpHOCTh VH SEQ ID NO:27 u mocienosatesbHOCTh VL
SEQ ID NO:28.

[00219] AmnTHTeno MoxeT comepxath: CDR-H1, coaeprkamny o mocie10BaTeIbHOCTh, PESICTABICHHY IO B
SEQ ID NO:29; CDR-H2, coaep:xamiyro moCiIea0BaTeIbHOCTD, npeacTasicHuyo B SEQ ID NO:30; CDR-H3,
COCPIKAINYEO MOCICI0OBATCIBHOCTD, MpeacTasicHHy 0 B SEQ ID NO:31; CDR-L1, coaepxamyro
MOCTICI0BATCIBHOCTD, MpeacTasicHHY 0 B SEQ ID NO:32; CDR-L2, coaep amyo moceI0BaTSIbHOCTS,
mpeactasacHuyro B SEQ ID NO:33; uw CDR-L3, coaepkamy o mociaea0BaTe IbHOCTh, MPSACTABICHHYI0 B SEQ
ID NO:34.

[00220] AmnTHTEIO MOXET coaeprkarh. mocacaopatenbHocTh VH SEQ ID NO:35 u mocnexoBatebHOCTh VL
SEQ ID NO:36.

[00221] B ompeaciICHHBIX ACTICKTAX AHTHTEIO MOXKET coacpkaTh oany wiu 6oiaee CDR 1H9. B
OTPCICICHHBIX ACTICKTAX AHTHTENO MOKET comeprkath Bce CDR 1H9. B ompeaeneHHBIX acTieKTaX aHTHTEIO
MOJKCT COCPIKATh OHY WiH 00Jice BapHaOCIBHEIX mocieaoBaTeapHOCTEH 1H9. B ompe e icHHBIX acTieKTax
AHTHUTCJIO MOYKCT COACPIKATH KAKAYIO BAPHAOCTHHYIO MOCICA0BATeIFHOCTS 1HY. B ompeacncHHBIX acTieKkTax
AHTUTEJIO MOXKET COACPKATh THKENyIo Lenb 1H9. B onpenencHHbIX acieKTax aHTHTEIO0 MOKET COACPKaTh
Jerkyo uens 1H9. B onpeaeneHHBIX aCTIEKTaX aHTHTEIO MOYKET COACPKATh TSHKEIYIO LETb U JIETKYIO LEIb
1H9. B onpeneneHHBIX aCMEKTaX aHTHTENIO MpeACTaBsIeT codol 1H9.

[00222] B ompeacicHHBIX aCTICKTAaX AHTHTEIO MOYKET coaepskath oxHy win 6omee CDR 3C2. B
OTPCCICHHBIX ACMICKTAX AHTHTEIIO MOKET coaeprkath Bce CDR 3C2. B onpeaeieHHBIX aCIICKTaX aHTHTEIIO
MOJKCT COZCPKATh OHY WiH 00J1ce BapHaOCIbHBIX MocieaoBaTenpHOCTSH 3C2. B onmpeacICHHBIX acTieKTaxX
AHTHUTCJIO MOYKCT COACPIKATH KAKAYIO BAPHAOCTHHYIO MOCICA0BATCIFHOCTS 3C2. B onpeaeieHHBIX acTieKTax
AQHTHTEIIO MOKET COACPKaTh TshKeyo enb 3C2. B onpeaeneHHBIX aCEKTaX aHTHTEIO MOKET COACPKATh
nerkyio uenb 3C2. B onpeaeaeHHBIX aCEKTaX AHTHTEIIO0 MOYKET COACPKATh TSHKEIYIO IETb U JICTKYIO IICTIh

3C2. B ompeneieHHBIX aCMEKTaX aHTHTENO peacTaBrieT coboii 3C2.

29



[00223] B ompeacicHHBIX ACTICKTAaX aHTHTEI0 MOXKET coaepskats oxHy win 6oinee CDR 9B11. B
ONPCACICHHBIX ACMICKTAX AHTHTENIO MOKET coaeprkath Bce CDR 9B11. B onpeaeneHHBIX aCICKTaX aHTHTEIIO
MOJKCT COZCPKATh OTHY WiH 00Jiee BapHaOCIBHEIX MOCIie0BaTeapHOCTEH 9B 11, B onpeaeieHHBIX aciekTax
AQHTHUTCJIO MOYKST COACPIKATh KAKAYIO BAPHAOCTHHYO MOCICA0BATCIIHHOCTS 9B11. B onpeneieHHBIX acmekTax
AHTHTEJIO MOXKET COACPIKATh TOKEIYIO Ienb 9B11. B onpeneneHHBIX aCMEKTaX AHTUTENIO MOKET COACPIKATD
Jerkyro nemb 9B11. B onmpeaeIeHHBIX aCIEKTAaX AHTHTENO MOXKET COACPKATh TSHKEIYIO LEMb U JICTKYIO LENb
9B11. B onpeaeneHHBIX aCIEKTaX aHTHTENO MPEACTaBIsIeT coboii 9B11.

[00224] B ompeacicHHBIX aCTIEKTAaX aHTHTEJIO MOYKET coaepskath oxHy win 6onee CDR 7E11. B
OTPCACICHHBIX aCMCKTAX AHTUTEJIO MOKeT coaeprkath Bce CDR 7E11. B onpeaeieHHBIX aCTIEKTaxX aHTHTEIO0
MOJKCT COZCP>KATh OTHY WiH 60jce BapuaOeabHBIX mocieaoBaTenpHocTeli 7E11. B onpeaeneHHBIX acTiekTax
AQHTHUTEJIO MOXKET COACPIKATh KAKAYIO BApUAOCTHHY IO MOCIeA0BaTeIbHOCTh 7E11. B onpeneneHHbIX aciekTax
AHTHTEJIO MOXKET COACPIKATh TOKEIYIO Ienb 7E11. B onpeacieHHbIX aCEKTaX aHTHTEI0 MOXKET COACPIKATh
aerkyo uens 7E11. B onpeacneHHbIX aCIEKTaX aHTUTENI0 MOXKET COACPIKAThH TSDKEIIYIO LETb H JCTKYIO LCHb
7E11. B onpeaeneHHBIX acIEKTaxX aHTUTENIO MpeAcTaBirieT coboif 7E11.

[00225] BapuabenpHbic TOMEHBI TsDKEI0# nenu anTutena k SIRPa Taxke npeacrasnenst B Buae SEQ ID NO:
119-125. BapuabenpHble 1oMeHBI Jerkoii nemu antutena k SIRPa tawke npeacrasiens! B Bune SEQ ID NO:
126-128. BapuabemsHble 00mactu Tspkeoi nenu antutena k SIRPo omucansr kak SEQ ID NO: 24, 25, 26, 27,
28, 29 u 30, a BapuabenpHbIc 00nacTw Jerkoi ey antutena kK SIRPo omucanst kak SEQ ID NO: 31,32 u33 B
narenTHoi myOumukanuu CIIA US 20190127477, ony6mukoBanHoH 5 Mast 2019 T. ¥ MOTHOCTHIO BKIIOUCHHOH B
HACTOSIIHN JTOKYMEHT MMOCPEICTBOM CCBUIKH.

[00226] Bapuabemsubic 001acTH TsDKEIOH nemu antutena kK SIRPa omucans kak SEQ ID NO: 7, 10, 14, 16,
18, 30, 75, 78, 80, 82, 84, 86 u 88, a BapuadeIpHBIC 00MACTH Jerkoi nemu antutena Kk SIRPo omucans! kak SEQ
ID NO: 8, 20, 22, 24, 26, 28, 32, 76, 90, 92, 94, 96, 98, 100 u 104 B marcHTHO# myOmmkauuu CIIIA US
20180312587, onybnmkoBaHHO# 1 HOAOPs 2018 T. ¥ MOTHOCTHIO BKIFOUCHHOW B HACTOSIIUN TOKYMCHT
TOCPEACTBOM CCBHLITKH.

[00227] BapuabenpHbic 06macTH TsOKEeI0M nenn anTuTena kK SIRPa omucanst kak SEQ ID NO: 26, 81, 83, a
BapHaOCIbHBIC 00macTH Jerkoi remm antutena k SIRPo omucans! kak SEQ ID NO: 25, 3941 B
MCKIyHApOoAHOH mareHTHOH myomukarmn WO2019183266A1, onmybmukoBaHHOH 26 ceHTA0pA 2019 1. 1
TOJTHOCTBIO BKJTFOUCHHOH B HACTOAIIHI TOKYMCHT MOCPCICTBOM CCHLITKH.

[00228] B HEkOTOPBIX BApHAHTAX OCYILECCTBJICHHS AHTUTEIIO, MPEACTABICHHOE B HACTOSAIIEM JOKYMCHTE,
COJICPKUT MOCICAOBATCIFHOCTD, HMCIOMIYIO IO MCHBIICH Mepe okomo 50%, 60%, 70%, 80%, 90%, 95% wm
99% HUACHTHYHOCTH C HIUTFOCTPATHBHON IOCIIEI0BATEILHOCTRIO, peacTaBieHHOH B SEQ ID NO: 1-36. B
HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA AaHTUTCTIO, MPSITIOKCHHOS B HACTOAIICM JOKYMCHTC, COICPKUT
TMOCTICI0BATCIBHOCTD, MpeacTasicHHY 0 B SEQ ID NO: 1-36, mo 1, 2, 3,4, 5,6, 7,8, 9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20, 21, 22, 23, 24 uym 25 aMHUHOKHUCIOTHBIX 3aMEH. B HEKOTOPBIX aCMEKTaX AMHUHOKHCIOTHBIC
3aMCHBI MPCACTABIIAIOT COO0H KOHCCPBATHBHBIC AMHHOKHCIIOTHBIC 3aMCHBI. B HCKOTOPBIX BApHAHTAX
OCYIIICCTBIICHHUS AHTHTCTIA, OMMUCAHHBIC B 3TOM a03aIle, YIIOMHHAIOTCA B HACTOAIICM JOKYMCHTE KaK
«BAPHAHTHD. B HEKOTOPHIX BAPHAHTAX OCYIMICCTBICHH S TAKAC BAPHAHTHI MOJIYYAOT U3 MOCICA0BATCIEHOCTH,
MPSACTABICHHON B HACTOAINCM TOKYMCHTS, HAMPHMEP, MyTEM CO3peBaHus ap(pUHHOCTH, CaliT-HAPABICHHOTO

MYTarc¢He3a, CIy4YaifHOTO MyTar¢He3a WITH JFOOBIM JPYTHM CTIOCOOOM, H3BCCTHBIM B JAHHOH 00JACTH TCXHUKH
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WA OIMHCAHHBIM B HACTOAIICM JOKYMCHTC. B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA TAKUC BAPHAHTHI HC
ABJIIXOTCA MPOU3BOAHBIMH MOCICA0BATCIIBHOCTH, HpeZ[CTaBJ'IeHHOﬁ B HACTOAIIEM JOKYMCHTC, H MOTYT 6I>ITI>,
HanmpuMEp, BBIACICHBI de novo B COOTBETCTBHH CO CHOC06aMI/I, NPEACTABICHHBIMHA B HACTOAIICM JOKYMCHTC JJIA

TOJIYUCHU QHTUTCIT.

AOHOJ’IHI/ITCJ’ILHLIC ATCHTBI JIIS KOMGI/IHI/InOBaHHLIX Tenarmii

[00229] [omoHHUTCITHHBIC AaTCHTHI, TAKHC KaK HCOOIBIINE MOJICKY JTbI, AaHTHTEIA, AJOTNTUBHAS KICTOYHASL
tepanus u T-kinetku xumepHOro antureHa (CAR-T), HHrHOUTOPBI KOHTPOJIBHBIX TOUCK H BAKIIHHBI, KOTOPHIC
MOAXOIT JJIsL JICUCHUS TEMATOIOTHYECKUX 37I0KAUYECTBEHHBIX HOBOOOPA30BaHUH, MOYKHO BBOJHUTD B
koMOuHauyu ¢ areHTaMu kK CD47, xak ONMHCAaHO B HACTOAMICM JOKYMCEHTE. JIOMOTHUTCTLHBIC
HMMYHOTEPANCBTUYCCKHUE arCHTHI IS TEMATOJIOTHYECKUX 37J0KAUECTBCHHBIX HOBOOOPA30BaHUI OTMCAHBI B
Dong S et al, J Life Sci (Westlake Village). 2019 June; 1(1): 46-52; u Cuesta-Mateos C Et al, Front. Immunol.
8:1936. doi: 10.3389/fimmu.2017.01936, xaxknast U3 KOTOPBIX MOJHOCTHIO BKIIOYCHA B HACTOAIIMH JOKYMEHT
TOCPEACTBOM CCBHITKH.

[00230] B pa3zmirisbIX BapHaHTax ocymecTsicHu areHT k CD47 umu arent k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUM WU O0JIee JOMOTHUTECIBHBIMU TCPAIICBTHUCCKIMH arCHTaMH,
HanpumMep, 6JI0KaTOPOM HIIM HHIHOUTOPOM HHTHOHPYIOIIMX HMMYHHBIX KOHTPOJIBHBIX TOUCK, CTUMY JIATOPOM,
ArOHMCTOM WJIM AKTUBATOPOM CTHMYJIHPYIOIIUX HMMYHHBIX KOHTPOJBHBIX TOUCK, XUMHOTEPAICBTHUCCKUM
arcHTOM, IPOTHBOPAKOBBIM aTCHTOM, PATHOTECPANICBTHYCCKUAM arCHTOM, MPOTHBOOILYXOJICBBIM arCHTOM,
AHTUNPOIH(PEPATUBHBIM ATCHTOM, AHTHAHTHOTCHHBIM ar¢HTOM, IPOTUBOBOCTIA/IMTEILHBIM arCHTOM,
HMMYHOTEPANICBTHYCCKUM ar¢HTOM, TEPANICBTHUECKOH AHTUTCHCBA3BIBAIOIICH MOJICKYIOH (MOHO- H
MOTUCTICHA(PUUCCKAMH AHTHTCIAMHA H HX (PparMeHTaMH B TFOO0M (popMaTe (HAIPHUMEP, BKITFOUAS, TOMHAMO
mpoucro, DART®, Duobody®, BiTE®, BiKE, TriKE, XmAb®, TandAb®, scFv, Fab, mpou3soausic Fab),
Ooucnenn(puIECKUMH AHTHTEIAMH, HCUMMY HOTJI00Y TMHOBBIMH MHMCTHKAMH AHTUTE] (HAIIPUMEP, BKITFOYAS,
TMIOMHUMO TTPOYETO, ATHEKTHHBI, MOJICKYIbI apurena, adpprmmabl, apdumepsr, adpdurunsl, amsda-tTena,
AQHTHKAJTHHBI, ISNTHIHBIC anrTaMepsl, Oenku ¢ mosropamMu Armadillo (ARM), arpumepsl, aBUMEpBI,
CKOHCTPYHPOBAHHBIC OCIIKA ¢ AaHKAPHHOBBIMH MOBTOpaMHu (DARPins®), (pHHOMEPBI, HOTTHHBI, ICTITHIBI
momeHa Kynuma, MmoHoTe 12 B nanoCLAMP), KOHBIOTAaTAMH aHTHTEIIO-ICKAPCTBEHHOE cpencTro (ADC),
KOHBIOTaTaAMH aHTHTEIO-TICNITH), OHKOJIHTHICCKAM BHPYCOM, MOAH(HUKATOPOM HIIH PEIAKTOPOM I'CHA,
KJIICTKOM, colepKameii xumepHsbIii anTureHHbIi perentop (CAR), Hanpumep, Brurouas T-KIeTOUHBIH
HMMYHOTEPANCBTUUCCKHUH areHT, NK -KIeTOUHbIH HMMYHOTEPANICBTHUCCKHI ar€HT HJIH MaKPO(ararbHbIH
HMMYHOTEPANICBTUUCCKUH arcHT, KJICTKOH, CoAepKanie CKOHCTpyupoBaHHbIi T-kierounsrii penenrop (TCR-
T), nm moOoH NX KOMOWHALIHCH.

[00231] B pasmuuHBIX BapuaHTaX ocymecTeiacHuA arcHT K CD47 nmm arcHt k SIRPo, onmcaHusri B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUAM WA OOJIee TOTIOTHATCIBHBIMH TEPATICBTHUCCKIMH ar€HTaMH,
BKJTFOUASL, IOMHMO IPOYETO, HHTHOWTOP, aTOHKCT, AHTATOHHUCT, JIATAHJ, MOAYJHITOP, CTUMYJIATOP, OIOKATOp,
AKTHBATOP WJIH CYTPECCOP MHUIICHH (HATPUMEP, NOTHICTITH T HIIH MOJIHHY KJICOTH), BKIFOUAsL, TOMHMO
MPOUCTO; TCH roMoJI0Ta | OHKOTCHA BHPYCa MBIIIHHOTO Jickiko3a Abemscora (ABL, Hanpumep, ABL1), anerunn-
KoA xapboxkcmnasy (Hanpumep, ACC1/2), akrusuposarHyro CDC-kurasy (ACK, manpumep, ACK1),
aACHO3MHIC3aMIHA3Y, aACHO3HHOBEI penenTop (Hampumvep, A2BR, A2aR, A3aR), ancamnaroukiasy, AJ1D-

pubo3mmukIaszy-1, perenrop aapeHOKOPTHKOTpomHOTO TopMoHa (ACTH), aspommsun, reH AKTI,
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npoTeuHKHHA3Y Alk-5, menounyto pocgaTasy, amsda-1-agpeHopenenTop, anbpa-2-aapeHopenenTop, ambpha-
kerorayraparaeruaporesasy (KGDH), avuromenTiaasy N, AM®-akTHBHPOBAHHY IO IPOTCHHKHHA3Y, KHHA3ZY
anamnactmaeckoii mv@omsr (ALK, mHanpumep, ALK 1), peuenTop aHAPOTCHOB, AaHTHOTIOATHH (HAPUMED,
murasa-1, murasg-2), red anruoreHzuHoreHa (AGT), mpoTEHHKHUHA3Y TOMOJIOT 1 BHPYCHOTO OHKOTCHA THMOMBI
e 1 (AKT) (manpumep, AKT1, AKT2, AKT3), ren amommmonporenHa A-I (APOAL), amonto3-

HHIY IEPYOMuii (hakTop, 6ok amonro3a (Hampumep, 1, 2), perympyony o amoNTOTHYCCKIC CUTHAIBI KHHA3Y
(ASK, mampumep, ASK1), aprunasy (I), aprunuH ge3aMuHa3y, apomarasy, reH romosora 1 Asteroid (ASTEL),
aTakcuro-TecaHrudKkTa3nio u Rad-3-poacreeHHyro (ATR) cepHH-TPCOHHHOBYIO MPOTCHHKHHA3Y,
MPOTCHHKHHA3Y Aurora (Hampumep, 1, 2), peuentop Tupo3uHkuHA3H Ax], murang 4-1BB (CD137L), ren
OaxynoBHpyCHOro Oenka, coaepxkamuii mosrop IAP, 5 (BIRCS), 6asurun, ren 6enka B-xierounoit mum@pomer 2,
Bcl2-ceassiBaronmii koMmoHeHT 3, 6emok Bel2, rer BCL2L11, 6emok u ren BCR (x1acTepHOTO pernoHa
TOUCUHBIX Pa3pBIBOB), OeTa-aapeHOpenenTop, 6eTa-kaTeHuH, B-mum@ponutapusiii antureH CD19, B-
mmmponuTapHsii antureH CD20, Monekyny aare3un B-mamonuros, murana cruMymitopa B-mimponuros,
JUTaHA KOCTHOTO MOP(OTEHETHUECKOTO OeKa-10, MOy IITOP JTHraHa KOCTHOTO MOP(OTECHETHIESCKOTO OeTKa-
9, 6enok Opaxuypuu, peuentop OpagukuHuHa, mporoonkoreH B-Raf (BRAF), tuposunkuHasy Ber-Abl,
OpoMoaOMeH-coaepKauil 6eTOK ceMeHcTBa OEIKOB C OPOMOIOMEHAMH H SKCTPATCPMHUHATIBHBIM JOMCHOM
(BET), (manmpumep, BRD2, BRD3, BRD4), tuposunkusasy bpyrona (BTK), kaimsMoay THH, KaabMOIy THH-
3aBucuMyo nmporeunkuHazy (CaMK, manpumep, CAMKII), pakoBO-TECTHKY JIIPHbIH AaHTHICH 2, PaKOBO-
TecTUKy IApHbIi aHTureH NY-ESO-1, ren pakoso-rectuxyspaoro anturcHa 1B (CTAG1), kaHHAOWHOH THBIH
peuenrop (Hampumep, CB1, CB2), xkapboanruapasy, kasennkunaszy (CK, sanpumvep, CKI, CKII), kacnazy
(Hampumep, kacma3zy-3, Kacmasy-7, Kacmasy-9), CBI3aHHYIO C aloNTO30M HuUCTeHHIenTuAa3y kacnaszy 8, CAS8 u
FADD nomoOHBII peryaaTop anonTo3a, 0eiok-15 ¢ JoMeHOM pekpyTHpOoBaHHS Kacmas, katencuH G, rex CCRS,
CDK-akrupupyromyo kuHazy (CAK), kxunazy xouTpoabpHoi Toukd (Hampumep, CHK 1, CHK?2), peuentop
xemokuHa (MoTuB C-C) (Hampumep, CCR2, CCR4, CCRS5, CCRS), peuenrop xemokuna (Motus C-X-C)
(mampumep, CXCR1, CXCR2, CXCR3 u CXCR4), murang xemokmaa CC21, peuenTop XOJCHHCTOKHHAHA
CCK2, xopuonmueckuii roHamoTponu, c-Kit (mporenHTHposuakuHA3Y Kit wrn CD117), CISH (1utoxuH-
uHAyIEpyemseiil SH2-coaepskammii 6¢0K), kinayauH (Hanpumep, 6, 18), kmacrep auddeperuuposku (CD),
Hanpumep, CD4, CD27, CD29, CD30, CD33, CD37, CD40, peuenrop murarga CD40, murang CD40, reH
CD40LG, CD44, CD45, CD47, CD49%, CD51, CD52, CD55, CD358, CD66¢ (CEACAMO), ren CD70, CD74,
CD79, CD79b, rer CD79B, CD80, CD95, CD99, CD117, CD122, CDw123, CD134, CDw137, CD158a,
CD158b1, CD158b2, CD223, arrurcH CD276; ren kmactepura (CLU), kmactepuH, c-Met (penenTop (pakropa
pocra remarountos (HGFR)), xommoreHT kommemenTa C3, (pakTop pocTa COCTUHHUTCITEHOW TKAHH,
curHaTocoMHyH0 cyosequanny 5 COP9, CSF-1 (penenTop konoHHECTHMY THpyromero (akropa 1), ren CSF2,
peuentop CTLA -4 (muroTokcuueckoro T-mamponuraproro 0cika 4), 6eaok 9A nmekruHOBOTO JoMeHA C-THna
(CLECYA), muxmua D1, muxmws G1, mukmaazasucuMbie kuHa3el (CDK, Takue kak CDK1, CDK 12, CDK1B,
CDK2-9), nukmookcureHasy (Takyro kak COX1, COX2), rex CYP2B1, mucTeHHIATBMATORITPAHC(Epasy
Hedgehog, muroxpom P450 11B2, muroxpom P450 17, muroxpom P450 17A1, muroxpom P450 2D6, muroxpom
P450 3A4, mroxpom P450 pexyxrasy, nepenady CHTHAJIOB IUTOKHHOB-1, IIepeadyy CHTHAIOB IATOKHHOB-3,
[UTOIIA3MATHICCKYIO 30U TPATACTHAPOTCHAZY, INTO3HHAC3aMuHa3y, uro3nH JJHK-metmnrpancdepasy,

muroTokcHueckuit T-mmvpormrapHbni 6enok-4, reH DDR2, DEAD-6okc-xemka3zy 6 (DDX6), penenrop
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cmeptu 5 (DRS, TRAILR?2), penenrop cmeptu 4 (DR4, TRAILR1), nensra-mogo0HbIH OCTKOBBIN JIMTAH
(Takoii xak 3, 4), Ae30kcHpHOOHYKICA3y, AcyonkpuTuHHpYomue (pepmeHTsl (DUB), muranx Dickkopf-1,
muruapodonatpenykrazy (DHFR), murnaponupuMuinHACTHAPOTEHA3Y, JUNCHTHARIIenTHAa3y 1V, penentop
momeHa quckonauaa (DDR, takoii kak DDR1), muanunrmmuepurakuHasy a3eta (DGKZ), JHK-cea3pBarommii
ocmox (Hanpumep, HU-6era), IHK-3aBucumyro nporenakunasy, JHK-rupasy, JHK-meTurrpancdepasy,
JHK-nmommvepasy (wampumep, anbpa), JHK-nmpumazy, dUTP-tupopocparasy, L-mopaxpomrayTomepasy,
youkeutuH E3-nporennnmrasy (taxkyro kak RNF128, CBL-B), 6enok 4, mo1o0HbIH MEKPOTPYO0UKaM
HIJIOKOXKHX, perenTtop TuposuHkuHA3el EGFR, anacrasy, paxrop >nonranuu 1 ansda 2, pakrop smoHrammu 2,
SHJIOIJIMH, SHIOHYKJICa3y, aMHHONICIITUIA3Y SHAO0IUIa3Marudeckoro petukyiayma (ERAP, takyro kak ERAP 1,
ERAP2), su10nmma3MuH, 3HA0CHAIHNH, YHI0CTATHH, 3HA0TeIuH (Hanpumep, ET-A, ET-B), suxancep romoora 2
zeste (EZH2), Tuposunkunasy 3¢ppuna (EPH) (manmpumep, Epha3, Ephb4), murann s¢ppuna B2, snuaepmatbHbIi
(paxTOp pocTa, peuenTopsl dmuAecpManbHoro (pakropa pocra (EGFR), ren penenropa snuaepManbHoOro (pakropa
pocra (EGFR), smuren, Moaexy iy aare3uu smuteauanbHeX K1eTok (EpCAM), Erb-b2 (v-erb-b2 BupycHsrit
OHKOTCH 3PUTPOOIACTHOTO JEHKO3a NTHL], TOMOJIOT 2), pEUECNTOP THPO3HHKUHA3HI, PEHEIITOP THPO3HHKHUHABBI
Erb-b3, Erb-b4 penienrop Tupo3unkuHa3bl, E-cenexTun, scTpanuon-17 6era-neruaporeHasy, penenTop
3CTporeHa (HampuMep, anb(da, 6eTa), peHenTop, CBSI3aHHbIH C 3CTPOTCHOM, SYKaPHOTHUCCKHIA IeH (pakTopa
uHummanyy Tpaneanuu SA (EIFSA), sxkcnoptus 1, kuHA3Y, CBA3aHHYIO C BHCKJICTOUHBIM CUTHAJIOM
(manpumep, 1, 2 ), BHCKJICTOUHBIC CHTHAT-pery tupyeMsie kuHa3sl (ERK), mpommiruapokcunasy (pakropa,
uHayupyemoro runoxcuei (HIF-PH nm EGLN), daxtop (Takoii kak Xa, VIla), papHe3ouanslii X-penentop
(FXR), murang Fas, cunarasy sxupHbix kuciot (FASN), ¢pepputun, murana FGF-2, nurann FGF-5, ¢akrop
pocta pudpodmactos (FGF, takoit kak FGF1, FGF2, FGF4), pubpoucktuH, kuHa3y (pokampHO# aare3uu (FAK,
Takyro kak FAK?2), (onmarruaponasy, npocrarcnerupuyucckuii Memopannsiii anture 1 (FOLH1 ), peuentop
(poTHCBOI KUCTOTHI (HampuMep, anb(pa), pomnat, mepeHOCHHK (POTHCBOH KHCIOTHI 1, THpO3HHKHHA3Y FYN,
TAPHBIA (PePMCHT, pacIICIULIIOII 0CHOBHBIC aMHHOKHCIOTH (FURIN), 6eTa-rimokypoHHIasy,
raJaKkTO3WATPaHC(Pepasy, ranekTuH-3, ranrmno3un GD2, rIFoKOKOPTHKOH I, HHIYHPYEMbII
rmokokoprukouaamu penentop GITR TNFR-poacTeeHHOTO O6¢Ka, TiyTaMaTkapookcumentuaasy 11,
[JIyTaMHHA3Y, TIyTaTHOH S-Tpanc(epa3y P, kuHaszy rimkorencuuTassl (GSK, Takyro kak 3-0eta), rmmukaH 3
(GPC3), roragorponuH-puau3uHT-ropMos (GNRH), rpany tonmTapaO-MakpodaraibHbIH

KoJloHHEeCTUMY Ipyronmii (paktop (peuenrop GM-CSF), murana rpaHy JI0IUTAPHO -KOTOHHECTUMY TUPYOIIETO
(paxropa (GCSF), 6emok 2, cBa3aHHBIN ¢ penenTopoM (paxropa pocta (GRB2), Grp78 (6emok, perympyeMbIi
oK0301 78 kJ1a), KampIui-CBA3BIBAIOINIE OEIOK, MOJICKY JLIPHBIH manepoH reHa groEL2, remokcurenasy 1
(HO1), remoxcurenasy 2 (HO2), 6enok Temnosoro moka (Hampumep, 27, 70, 90 anp(a, OeTa), reH Ocka
TCIIOBOTO IMIOKA, TCPMOCTAOWIBHBIN PELCITOP SHTCPOTOKCHHA, Ocmok hedgehog, remapanasy, (pakrop pocra
renarounToB, 6enok 2, accormmposanHbiii ¢ HERV-H LTR, rekco3oknnasy, penentop rucramuaa H2,
ructorMeTunTpanchepasy (DOT1L), rucroracanerunazy (HDAC, Takyro kak 1, 2, 3, 6, 10, 11), ructon H1,
ructoH H3, aarurer HLA xnacca I (A-2 amega), antures HLA kmacca 11, xmacc HLA I anturer ams(a-G
(HLA-G), sexnaccuueckuit HLA, 6enok romeobokca NANOG, rex HSPB1, aHTHTCH ICHKOIMTOB YCTOBCKA
(HLA), 6en0k BHpYCa AMHLIOMBI UeioBeKka (Hanpumep, E6, E7), ruanypoHOBYIO KHCIIOTY, THATY POHHIA3Y,
HHIYIHpyeMbIi runokcueii (pakrop-1 amsda (HIF 1), reH IMOpHHTHPOBAHHOTO MATEPHHCKOTO TPAHCKPHIITA

(H19), muroreH-akruBupyeMyro nmporenakuHasy 1 (MAP4K 1), tuposur-nporenaknnazy HCK, I-kanma-B
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kuHA3y (IKK, takyro kak IKKbe), IL-1 amsda, IL-1 6¢era, IL-12, ren IL-12, IL-15, IL-17, ren IL-2, amsda-
cyopeaunmma penenropa IL-2, IL-2, IL-3 penenrop, IL-4, IL-6, IL-7, IL-8, nmmyHOTI00Y IHH (Hammpumep, G,
G1, G2, K, M), perenrrop Fc mmvyHOr 100y IMHa, penentop Fc mvmyrorno6y mmHa ramma (Hampumep, 1, 111,
IITA) , manonamus-2,3-quokcurenasy (IDO, Takyro kak IDO1 u IDO2), HHrHOHTOP HHACTAMHHITHPPOIT-2,3-
JUOKCHTCHA3HI 1, perenTop HHCYJIMHA, HHCY JIMHONIOAOOHKIH (pakTop pocta (Hampumep, 1, 2), HHTETpUH anb(a-
4/6eta- 1, uarerpuH anb(pa-4/6eta-7, narerpuH anbpa-5/6era-1, uarerpun ans(a-V/oera-3, uHTErpHH anbda-
V/6era-5, unterpun ans(a-V/oeta-6, Mmonekyna MexxiaerouHoi anaresun 1 (ICAM-1), uarepdepon (Hampumep,
anb(a, aneda 2, 6era, ramMma), O€JIOK, HHIY IHPYEMbIH HHTEP(PEPOHOM, OTCYTCTBYIOIIUH NPU MEJIaHOME 2
(AIM2), peuenrop unTepdepona Tuna I, murana uHTepreiikuHa 1, penentop uHTEpackkuHa 13 anbga 2,
JUTAHJ HHTCpICHKIHA 2, KHHA3Y 4, aCCOIMUPOBAHHYIO C penentopoM uHTepiciiknaa-1 (IRAK4),
HMHTCPJICHKUH-2, TUTAaHA HHTCpIcHKkuHA-29 , uaTepaciikul 35 (IL-35), uzonutparaeruaporesasy (Hampumep,
IDH1, IDH2), suayc-kuHa3y (JAK, takyro kak JAK1, JAK?2), Jun N-KOHIEBYO KHHA3Y, TCH KAJUTMKPCHH-
poacteerHoi nmentuaassl 3 (KLK3), Ig-moaoOHbIH penenTop KICTOK-KH/UIEPOB, PELENTOP TOMEHA BCTABKU
kuHa3bl (KDR), kune3uH-nmono6Hsn 610k KIF11, reH romosiora BUPyCHOTO OHKOT€HA KPBICHHOM CapKOMBI
Kupcren (KRAS), peuenrrop kuccnentuna (KiSS-1), ren KIT, v-kit Xapau-Llykepmas 4, THPOZHHKUHA3Y
rOMOJIOTa BUPYCHOTO OHKOT¢HA Komaubei capkomsl (KIT), nakroeppun, 1aHOCTEpOI-14 nemerunasy, 6¢Iok-
1, poacteenssiii perentopy JIITHIL uneH 1 moacemeiictea B penentopa, mogoOHOTO TEHKOIHTAPHOMY
uMMyHOTI00yuHy (ILT2), nefikonurapHpIii HMMYHOTJIOOYJIMH, WieH 2 noaceMeicTsa B-1ogoOHbIxX
peuentopos (ILT4), ruaponasy aeHkoTpueHa A4, THCTCPHONU3HH, L-CETEKTHH, pEelEeNTOpP TFOTCHHUHPYIOMICTO
TOPMOHA, IHa3y, 0ok reHa 3 akruanuu tuMporutos (LAG-3), anrtureH 75 nuM(pouuTos, penenTtop
antureHa-3 (yHKuH TuMQpOuHTOB, THM(POLUT -cnenupuUecKyro npoteuHTHpo3uHkrHa3y (LCK),
aaM(poTaKTHH, THPO3HHKHHA3Y Lyn (HoBbIi Lek/Yes), mmsuaaeMernnassl (Takue kak KDM1, KDM2, KDM4,
KDMS5, KDM6, A/B/C/D), peuentop mu3odochaTuaara-1, reH cemelicTBa MEMOPaHHBIX OCIIKOB,
aCCOLMHPOBAHHBIX ¢ TH30coMamMu (LAMP), roMoJior 2 TH3HIOKCHAA3KI, Oeok mu3mnokcuaassl (LOX), 5-
mamokcureHasy (5-LOX), remomosTHyecky o kuHa3y -npeamectseHHAK 1 (HPK1), reH penentopa (pakropa
pocra renaronuros (MET), murara makpodaranbHOro koJgoHuectuMy mpyromero (paxropa (MCSF), paxrop
uHruOuposanus Murpanun Makpogaros, rek MAGEC]1, rex MAGEC2, 6enok rnasaoro xpanumima, MAPK-
AKTHBHPYEMYIO MPOTCHHKHWHA3Y (Hampumep, MK?2), penentop, cesa3aHHbIH ¢ G-0eIkoM, CBsSI3aHHBIH ¢ Mas,
MATPHUKCHYI0 MeTamronporeasy (MMP, takyro kak MMP2, MMP9), Mcl-1 6emok quddepeHIEpoBKH, p353-
cBs3bIBArOIH Octok Mdm?2, 6emok Mdm4, antureH MenanoMsel Melan-A (MART-1), 6€710K METTAHOIIUTOB
Pmel 17, nurasg METAHOIMTCTHMY THPYIOIICTO TOPMOHA, TCH CCMCHCTBA AHTHTCHOB MCIIAHOMBI A3
(MAGEA3), acconnupoBaHHBIH ¢ MCITAHOMOH aHTHICH (HampuMep, 1, 2, 3, 6), MCMOpPaHHY IO MCIBCOACPKAIIIY IO
AMHHOKCHA3y, Me30TeIHH, THpo3uHKIHA3y MET, MeTaboTpomHsIi ri1yTaMaTHsIH penenTop 1,
metamopeaykrasy STEAP] (mectutpancMeMOpaHHBIH STUTCIHATBHBIN AHTHTCH MPCACTATCIEHOM HKEIC3HI 1),
METACTHH, MCTHOHHHAMHHOTICIITHIA3Y -2, METHATPAaHC(epasy, MUTOXOHAPHAIBHYIO 3-keToanmi-KoA-Ttrnonasy,
MHUTOTCH-aKTHBHPY eMyI0 npoTenHKHHA3y (MAPK), MutoreH-akTuBHpyeMyro nporenakuHa3y (MEK, Takyro
kak MEK1, MEK?2), mTOR (MecXaHHCTHYCCKAS MHIICHD PATAMHLIHHA (CCPHH/TPCOHUHKIHA3Y) ), KOMIUICKC
mTOR (mampumep, 1,2), mymus (Hampuvep, 1, SA, 16), romonor myTtammu T (MTH, takoit kak MTH1),
MPOTOOHKOTCHHBIN O0¢10k MyC, TCH MACTTOHTHO-KJICTOUHOrO Jiciiko3a 1 (MCL1), MUpHCTORTHPOBAHHBIH

Oorareriif ataHuHOM OceI0K-cyocTpat mporenHkuHA3H C (MARCKS), HAI-AJI®-pudo3unrpanchepasy,
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peuenTop HaTpuilypeTrueckoro nentuaa C, MOJICKyJIa aaAre3uu HEPBHBIX KIICTOK 1, penenTop HelipokwHuHA 1
(NK1), penenrop HelipoknHuHA, HeHponmH 2, akrusupyoonmii 6enok NF kamma B, NIMA-poacTeBeHHY O
kuHA3y 9 (NEKY), cunrasy okcuaa a3ora, peuentop NK-kierok, peuentop NK3, NKG2 AB, akrusupyromuii
peuenrop NK, moayaaropst NLRP3 (6enok 3 nomerna PYD NACHT LRR PYD), nepeHOCUNK HOpaapCHATHHA,
Notch (mampumep, Peuenrrop Notch-2, peuentop Notch-3, peuenrrop Notch-4), saepHbIil 3pHTPOUIHBIH 2-
poacTBeHHBIH (pakTop 2, aaepHbii pakxrop (NF) kamma B, HykicommH, Hyki1e0(pOoCMUH, HYKICO()OCMITH-
a”amnacTuiyeckyro mmpoma kuHazy (NPM-ALK), 2-okcoriyTapaTaeruaporesasy, 2,5-
onmroancHuIaTcuuTeTa’y, O-merwiryanud JJHK-MeTunrpancepasy, OMHONIHBII peuenTop (Hampumep,
JEbTa), OPHUTHHACKAPOOKCHIA3y, opoTaTdochopudo3miTpancepasy, peuentop ophaHHOTO IICPHOTO
ropmoHa NR4 A1, ocreokanpius, (pakTop Iu(p(PSpeHIMPOBKH OCTCOKIACTOB, OCTCONOHTHH, OX-40
(mpeacrasutens 4 HagceMeiicTa penentopa pakropa Hekposa omyxoau TNFRSF4 uwm CD134) penenrop,
oenok P3, xunasy p38, kunazy p38 MAP, 6emok-cynpeccop OmyXou pS53, TuraHa ropMOHa MapamuTOBUIHOH
JKEIIE3b], PELETITOPBI, aKTHBHPYeMBbIC IpomQpeparopoM nepokcucoM (PPAR, Takue kak anb(a, aenabTa, raMmma),
P-rmmxonporens (Hampumep, 1), romoutor (ocdaraser u Ten3una (PTEN), pocharuaunmHo3uTon-3-KuHasy
(PI3K), pocpounozutun-3-kunasy (PI3K, takyro kak anb(a, aemsra, ramma), kusasy (ocpopmiassl (PK), ren
PKN3, mnareHTapHslii (pakTop pocta, TpoMOonuTapHsii (pakrop pocta (PDGF, Takoi xak anb(a, 6era),
TpomOoumrapHsi (pakrop pocra (PDGF, Takoii kak anb(a, 6eTa), HEPEHOCUHK IICHOTPOHOM JTCKAPCTBEHHOM
ycroiunBocTH, wiekcud B1, rer PLK 1, momomoxo0nyro kunasy (PLK ), moonomno6uyro xunasy 1, momu(AJID-
pubo3sy) nomumepasy (PARP, takyio kak PARP1, PARP2 u PARP3, PARP7 u mono-PARP),
NPEHMYIIECTBEHHO YKCIIPECCUPYEMBIH aHTUTEeH B reHe MenaHoMbl (PRAME), npeHUI-CBA3BIBAOINII OCJIOK
(PrPB), BepoATHBIH TPaHCKPUIIMOHHBIH (pakTop PML, mporecTepoHOBBII perenTop, OeIok
3amporpaMMHpPOBaHHOH rudemy kiaetok 1 (PD-1), wHruOuTop Mrasga 3anporpaMMHPOBAHHON THOCTH KIETOK 1
(PD-L1), ren mpocano3una (PSAP), penentop npoctanonaos (EP4), cunTasy nmpocrarmanauHa E2,
cnenu(puyeckuii aHTHTEH mpocTaTtkl, (pochaTaszy mpoCcTaTel, mporeacomy, 6emok E7,
mpoTteuHpapHe3wITpanchepasy, npoteunkunaasy (PK, takyro xak A, B, C), mpoTCHHTHPO3HHKHHA3Y,
mpoTeHHTHPO3UH(PochaTazy O6eTa, MPOTOOHKOTCH CCPHH/TPeOHMHNpoTeHHKIHAZY (PIM, Takyro kak PIM-1,
PIM-2 , PIM-3), P-cenextuH, mypuHHY KI1co3ua(pochopunasy, mypuHepriuueckuii peuentop P2X, ynpasmsiemsrii
JUraHaoM, HOHHBIN kKaHan 7 (P2X7), nupysaraeruaporenasy (PDH), mupyBaTAeruApOreHAa3HYIO KHHA3Y,
mupyBatkuHasy (PYK), 5-aneda-penyxkrasy, nporennkunasy Raf (mampumep, 1, B), ren RAF1, ren Ras,
I'T®asy Ras, ren RET, peuentop Tupo3nHkuHA36! Ret, acCOMUUPOBAHHEIN C PETHHOOIACTOMOM OETIOK,
PCLCTITOP PSTHHOCBOH KUCITOTH (HaMpuMep, TaMmMma), peuentop peruHonaa X, Rheb (romormor Ras,
oborameHHbIH B TonosHOM Mo3re) GTPase, Rho (Ras romonor) acconumupoBaHHy 0 IPOTCHHKHHARY 2,
pubOHYKICa3y, pHOOHY KICOTHAPSAYKTA3Y (HAmpuMep, cyOreanHna M2), puOOCOMATBHY IO PO TCHHKHHA3Y
S6, PHK-mommepasy (manpumvep, 1, IT), TuposwakuaHa3y Ron (Recepteur d'Origine Nantais), ROS1
(mpotoorkoreH ROS 1, reH penenTopHOH THPOZHHKUHA3H! ), THPO3HHKAHHA3Y Ros1, CBA3aHHBIH C paHTOM
(baKkTOP TPAHCKPUILHY 3, TAMMA-CCKPETA3Y, KaablIHi-CBA3pIBaronmid 6¢10K S100 A9, SHI0MIA3MATHICCKY O
kampIeBYI0 AT-(ha3y Sarco, 6¢JI0K BTOPOTO MUTOXOHAPHATBHOTO akTHBaTOpa Kacnas (SMAC),
CCKPETHPYCMBIH POICTBEHHBIH CBSI3aHHBIH C 0XKOTOM OCJIOK, CeKpeTHpyeMy o (ochomma3zy A2, cemadopuH-
4D, cepun mpoTeasy, cepun/TpeonnHknHA3Y (STK), cepun/Tpeonnn-nporenakuHA3y (TBK, Takyro kak TBK1),

curHaTbHAA TpaHcaykuwt u Tpanckpunuua (STAT, Takas kak STAT-1, STAT-3, STAT-5), CHTHANBHY O
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MOJICKyia akTuBanun arMQpormtos (SLAM) uineH CeMEHCTBA 7, TCH MICCTHTPAHCMEMOPAHHOTO
SMHUTCIHATBHOTO AHTUTCHA TpeacTaTebHOM xene3sl (STEAP), nurana uuToknHOB SL, peuenTop CriakKuBaHAA
(SMO), xoTparcioprep Hoauaa HaTpud, KoTpaHcnopTep (ocgara Hatpus 2B, penentop comarocTaTnHa
(mampumep, 1, 2, 3, 4, 5), 6enok Sonic hedgehog, Son of Sevenless (SOS), ciemudpuueckuii 6emox 1 (Spl)
(baxkTOp TPAHCKPUNIHY, CPHHTOMHUCITHHCHHTA3Y, COUHTO3HHKIHA3Y (Hampumep, 1, 2), cpuHro3uH-1-
(pocarusrit penentop-1, TuposuHkuHazy ceneseHkH (SYK), ren SRC, tuposuHKkuHA3Y Src, crabmimmH-1
(STAB1), ren STAT3 , crepouncyib(parasy, CTuMy IaTop perentopa reHos uarepdepona (STING),
CTHMYJIITOp Ocika reHoB uHTep(depoHa, murana (akropa 1, HOTyYCHHOTO H3 CTPOMAIBHBIX KIeToK, SUMO
(ManbIi yOUKBUTHH-TIOOOHBIH MOAU(DHKATOP), CYIIEPOKCHIUCMYTA3y, CYIIPECCOP MOIYIATOPOB IUTOKHHOBOMH
currammsanuu (SOCS), 610k CypBUBHH, CHHAIICHH 3, CHHACKAH-1, CHHYKJICHH aib(a, TTHKONPOTCHH
nosepxHocTu T-kierok CD28, tank-cesaspiBaromyo kuHasy (TBK), TATA-6okc-cBs3bIBaromuii OCIOK-
accouuuposanusiil (pakTop PHK-mommmepasst I cyosenquanns: rena B (TAF1B), n3era-uens rimmkonpoTeHHa
CD3 T-knerok, antureH auddepenmmposku T-kiaetok CD6, T-k1eTOUHBINH HMMYHOTJIO0Y JIMH U My ITH-TOMCH,
cogepkamuii-3 (TIM-3), T- rimkonporens KieTouHoH nosepxHocTu CDS8, mporenHTHpo3uHKUHA3Y Tec,
peuenTtop Tupo3uHKHHA3HI Tek, Tenomepasy, ren oopatHoil TpaHckpunTtassl Teaomepassl (TERT), TeHacuH,
3K30HyKIcasy 1 mepsuunoit pemapanuu (TREX1), sk30HykiIeasy 2 nepsuunoii penapauuu (TREX?2), penenrop
TPOMOOTIOITHHA, THMUIUHKIHARY, TAMUIMH(OCHOpHIasy, THMHANIATCHHTA3Y, THMO3HH (HanmpuMep, anbda-1),
penenTop ropMOHa IMUTOBUIHOH JKEJIE3b], PELIENTOP THPEOCTHMY IUPYIOIIETO TOPMOHA, TKAHEBOH (hakTop,
JUTaHJ, HHAY IUpYomui anonto3, cBa3aHHbli ¢ TNF, 6emok nomeHa cMepty, ca3anubiii ¢ TNFR1, TNF-
CBSI3AHHBIN penenTopa anonTto3-uHAy mupyromero guraiga (TRAIL), rer TNFSF11, ren TNFSF9, Toll-
nogo6HsI penentop (TLR, Takoif kak 1-13), Tomousomepasy (Hampumep, 1, I, III), pakrop TpaHcKkpunmy,
Tparcpepasy, Tpancheppun (TF), Tpanchopmupyromuii pakrop pocra anbpa (TGFa), TparcHopMupyrommii
(paxtop pocra 6¢era (TGFB) u ero u3odopmer, murang TGF 6eta 2, kHHA3Y penenTopa TPaHC(HOPMHPYOIICTO
(paxtopa pocra TGF-B, TpaHCrIyTaMHHA3Y, OCIOK, ACCONUUPOBAHHBINA C TPAHCIOKAIUCH, TPAHCMCMOPAHHBIH
rimkonporenH NMB, npeobpa3osarenb curHana kainpuusa Trop-2, reH rimkonpotenHa Tpodoodnacta (TPBG),
TJIHKOMPOTCHH Tpo(obiacTa, penenTop KuHa3s! penentopa Tpomomuo3uHa (Trk) (mampumep, TrkA, TrkB,
TrkC), rpunrrodan-2,3-quokcurenasy (TDO), tpunrodan-5-ruapokcuinasy, TyOy mH, (akTop HEKPO3a OIyXOIH
(TNF, takoii kak amb(da, 6cta), penentop pakropa Hekposa omyxoim 13C, ToKyc 2 OmyXoJICBOH MPOTPSCCHI
(TPL2), ren omyxonesoro 6emka 53 (TP53), ren omyxonesoro cynpeccopa-kanauaata 2 (TUSC2),

oMy XOJICCICIH (PHUCCKHUE HCOAHTHUTCHBI, THPO3HHA3Y, THPO3HHTHAPOKCHIA3Y, TuposuHKHHA3Y (TK), penenrop
THPOSHHKAHA3HI, PCICTITOP THPOSHHKHHA3HI C HMMYHOTJIO0Y THH-TTI0100HBM H DDP-mo100HRM TOMCHAME
(TIE), uarubutop THpO3WHNPOTCHHKAHHA3HI ABL 1, yOHKBUTHH, YOUKBHTHH KapOOKCHTHAPOIA3HI H30JEPMEHT
L5, youksutHH THO3CTEpasy-14, youksutuH -koHbtorupyromuii pepment E21 (UBE2I, UBCY), yOuksuTHH-
crnemmpuaeckyro nporeasy 7 (USP7), ypeasy, YpOKHHA3HBIH aKTHBATOP MIA3MHHOTCHA, YTCPOTIOOHH,
parmIONA VR 1, 6emok 1 aare3un COCYAUCTHIX KICTOK, penenTop (pakropa pocta 3HAOTCIIAA COCYAOB
(VEGFR), V-momes Ig, cynpeccop akrusamuu T-kimetok (VISTA), peuenrrop VEGF-1, peuentop VEGF-2,
Penenrop VEGF-3, VEGF-A, VEGF-B, BuMeHTHH, penenTop BuTaMuHa D3, MPOTOOHKOTEHHY O
THPOSHHKAWHA3Y, Mer (MOAyIATOPHI THPOSHHKAHA3HOTO penentopa Mer), YAP (Yes-acconnnpoBaHHEIC
OCIIKOBBIC MOAYIATOPHI), MPOTCHHKHHAZY Wee-1, RecQ-momodHyro remika3y (WRN) curapoma Beprepa,

omyXoJIcBhI anTHreH | BumpMca, omyxonesoii 0cmok Bumsmca, WW-nomeH, coaeprxamuii 6¢mok-1
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peryirropa tpanckpunuun (TAZ), X-cBA3aHHBIH HHTHOUTOP amonTo3a 0eioK, (PaKTOp TPAaHCKPHIIHH OCITKA
IMHKOBOTO MANbIA WM TFO0YI0 HX KOMOWHAIIHIO.

[00232] B pazmmuHBIX BapHaHTax ocymecTsicHU auTuTeno kK CD47 mmm x SIRPo, onucansoe B HacToAImEM
JOKYMEHTE, KOMOHHHUPYIOT C OJHUM HJIM O0JIee JONOTHUTEIBHBIMH TCPANICBTHICCKUMH ar€HTAMH, KOTOPBIC
MOTYT OBITh KJIaCCH()UIIMPOBAHBI IO HX MEXAHU3MY ACHCTBHSA, HAIIPHMED, CICAYIOIIUCE IPY IIIIbL:
MIPOTHBOMETA0OIUTHI/ IPOTHBOPAKOBBIC ATCHTHI, TAKHE KaK IMMPUMH/IMH aHATOTH (DIOKCYpHANHA, KaNCIUTAONH,
nurapabuH, cPX-351 (JmocomansHeI urapaduH, nayHopyouuH) 1 TAS-118; aHTarOHUCTH aApEeHOLIENTOPA
ane(a 1 agpenonenropa/anbda 2, Takue kak (CHOKCHOCH3AMUH T'UIPOXIOPH (MHBEKIMA, (JCOXPOMOIIUTOMA);
AHTATOHHUCTHI PELCNITOPOB AHAPOTCHOB, TAKHE KAK HHIyTAMHI; AHTUTEIA K KaarepuHy, Hanpumep, HKT-288;
anTHTea K 6enky 15, coaepskamemy 6orareiii neiimraom mosTop, (LRRC15), mampumep, ABBV-085; ARGX-
110; 6710KaTOPBI PELENITOPOB AHTHOTCH3HHA, JOHOPBI OKCHIA 430Ta; AHTHCMBICJIOBBIC OJIMTOHY KICOTH/IBI, TAKUE
kak AEG35156, IONIS-KRAS-2.5Rx, EZN-3042, RX-0201, IONIS-AR-2.5Rx, BP-100 (mpekcure6epcen),
IONIS-STAT3-2.5Rx; anturena k anruonodtuny (ANG)-2, vanpumep, MEDI3617, u LY3127804; antutena x
ANG-1/ANG-2, mHanpumep, AMG-780; anturena k CSF1R, Hanpumep, smakry3ymad, LY3022855, AMG-820,
FPA-008 (xabupanuzymab); anTuTena K SHA0rMHY, Hanpumep, TRC105 (kapotykcumab); anturena k ERBB,
Hampumep, CDX-3379, HLX-02, cepubantymab; antutena k HER2, takue kak HER CEPTIN® (Tpacty3yma0),
TpacTy3ymad 6uocumumap, maprerykcumad, MEDI4276, BAT-8001, mepry3ymad (Perjeta), RG6264, ZW25
(6ucnermprueckoe HER2-HanpaBieHHOE aHTHTENIO, HALGJICHHOS HA BHEKJICTOUHbIC JOMEHBI 2 1 4; Cancer
Discov. 2019 Jan;9(1):8; PMID: 30504239); antutena k HLA-DR, vanpumep, IMMU-114; antutena k IL-3,
Hanpumep, JNJ-56022473; anrurena k wieHy 18 cynepcemeiictsa penentopoB TNF (TNFRSF18, GITR,;
HACHTU(DHKAIIMOHHBIH HOMEp reHa B 6ase maHHbx NCBI: 8784), Hanmpumep, MK-4166, MEDI1873, FPA-154,
INCAGN-1876, TRX-518, BMS-986156, MK-1248, GWN-323; u Te, YTO ONMUCAHBI, HATIPUMEP, B

MCOKIY HAPOAHBIX MATCHTHBIX Ty Omukaniax NeNe WO 2017/096179, WO 2017/096276, WO 2017/096189; u
WO 2018/089628; anturena k EphA3, manpumep, KB-004; arTurena xk CD37, Hapumep, 0TaepTYy3yMad
(TRU-016); antutena x FGFR-3, manmpumep, LY3076226, B-701; arturena k FGFR-2, mampumep, GAL-F2;
anturena k C5, Hanpumep, ALXN-1210; anrurena k EpCAM, vanpumvep, VB4-845; anturena k CEA,
Hanpumep, RG-7813; anTHTENa K POACTBEHHOH C PAKOBBIM 3MOPHOHATBHBIM AHTHTCHOM MOJICKYJIC aATC3HA
kaerok 6 (CEACAM6, CD66C), nHanpumep, BAY-1834942, NEO-201 (CEACAM 5/6); arTutena k GD2,
Hanpumep, APN-301; anrutena x unTepaeikuny-17 (IL-17), Hanpumep, CIM-112; aHTHTEIa K HHTCPICHKIHY -
1 6¢ra, Hampumep, kaHAKHHYMaO (ACZ885), VPMO087; arTTtena k kapooanruapase 9 (CA9, CAIX),
Hanpumep, TX-250; aarurena k mynudy 1 (MUC1), mHanpumep, ratunoty3ymad, Mab-AR-20.5; arTuTtema k
KMA, manpumep, MDX-1097; antutena k CD55, manpumep, PAT-SC1; anturena k c-Met, Hanpumep, ABBV-
399; anturena k PSMA, manpumvep, ATL-101; arturena k CD100, manpumep, VX-15; artutena k EPHA3,
Hampumep, pudatysymad; anrurena k APRIL, mHanmpumep, BION-1301; anTtuTena k OCIKY aKTHBALHH
¢udpobmactos (FAP)/IL-2R, Hanpumep, RG7461; antuTena k Oenky akruaumu ¢pudpodaactos (FAP)/TRAIL-
R2, manmpumep, RG7386; antutena x ¢pyko3un-GM1, Hanpumep, BMS-986012; anTurena k IL-8
(mHTCpACHKHHY-8), HampuMep, HuMax-Inflam; WHrHOUTOPBI MEOCTATHHA, HATPHMED, JTAHIOTPO3yMaol;
aHTHTENA K AebTa-nogoOHoMy juranay 3 (DDL3), HanpuMep, Te3HpHH poBanmmuTy3ymad; anturena k DLL4
(mempTa-mo0OHOTO THTaHAA 4), HAMPUMEP, ASMIM3YMAa0; AaHTHTENIA K KIaCcTepuHy, Hampumep, AB-16B5;

antuTena k 3ppuny-A4 (EFNA4), nHampumep, PF-06647263; arTutena k MezotennHy, Hapumep, BMS-986148,
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autu-MSLN-MMAE; antuTena k korpancnoprepy (ocdara mHarpus 2B (NaP2B), Hanpumep, madactysymab;
antutena k TGFb, rakne kak SAR439459; anturena x Tpanchopmupyromemycs paxropy pocra-6era (TGF-
ocrta), Hapumep, ABBV-151, LY3022859, NIS793, XOMA 089; aHaioru mypuHA, aHTATOHUCTHI (DOTHCBOH
KHCJIOTHI (TaKHe KaK MpaaaTpeKcar), KIaapuOnH, NCHTOCTaTHH, (piiy1apabuH H POJCTBEHHBIC HHTHOHTOPHI,
aHTHIpOTH(EPaTHBHBIC/AHTUMHTOTHICCKUE arCHTHI, BKIIOYAs HATYPAJbHbIC IPOAYKTHI, TAKHE KAK AJIKAJIOUIBI
GapBHHKA (BUHONACTHH, BUHKPUCTUH) H PA3pYIIUTEIH MHKPOTPYOOUCK, TAaKHE KAK TAKCaH (TMAKIUTAKCE,
JIOLICTAKCEIT), BHHOJIACTHH, HOKOAA30JI, SHOTIIOHBI, BHHOPEIONH (NAVELBINE®) 1 3mumoao o TOKCHHBI
(3rOomMO3MA, TCHUNIO3H), ar¢HTHI, moBpexaarorue JJHK, Takne kak akTHHOMUIMH, aMCakpHH, OyCyIb(]aH,
KapOoIaTuH, XaopamOoynu, nucmiathH, mukiodgochamun (CY TOXAN®), nakTHHOMUIMH, 1ayHOPY OHINHH,
Jokcopyounus, DEBDOX, snupy6unus, upochamun, mendanas, MepXiop3TaMuH, MUTOMUIUH C,
MHTOKCAHTPOH, HHTPO30MOYCBHHA, TPOKAapOa3HH, TAKCOJ, TAKCOTEP, TCHUIIO3U, 3TONO3H U
TpudTHICHTHOPochopamun; areHTsl, runoMeruaupyromue JJHK, Takue kak reagenurabus (SGI-110),
ASTX727; aHTHOHOTHKH, TAKUE KaK JAKTHHOMHIIMH, 1Ay HOPY OHLIUH, TOKCOPYOHLIUH, HAAPY OHLIUH,
AHTPALUKIHHBI, MUTOKCAHTPOH, OJICOMUIUHBL, INTHKAMULUH (METPAMHLHH); ()ePMEHTHI, Takue Kak L-
acmaparuHasza, KoTopas CHCTEMHO METabOoIH3upyeT L-acaparu u TMImaeT KJICTKH CIIOCOOHOCTH
CHHTE3HPOBATh COOCTBCHHBIN acnmaparus; oauroHykiaeotuasl JJHKu, Hanenenubie Ha Bel-2, Hampumep,
PNT2258; areHThI, KOTOPBIC aKTUBHPYIOT HIIH PEAKTHBHPYIOT JIATCHTHBIH BHPYC HMMY HOAC(DPHIIHTA YeIoBeKa
(HIV), Takue xak TaHOOWHOCTAT W POMHUCIICHH, CTHMY JIITOPBI ACIAPAarHHA3bI, TAKHE KAK KPHCAHTACTIA3a
(Erwinase®) u GRASPA (ERY-001, ERY-ASP), kanacmapra3za neroJ, nmeracnaprasa;, HHrHOuTOpbI naH-Trk,
ROS1 u ALK, takue kak 3uTpekTHHHO, TPX-0005; HHrHONTOPHI KHHA3KI aHATIACTHUCCKOH TuM(pomer (ALK),
TaKHC KaK aNCKTHHHO, neputuHHO, ajgeucH3a (RG7853), ALUNBRIG® (Opuratunuo);
AHTHIPOTH(DCPATHBHBIC/AHTUMHTOTHICCKAC ATKHIHPYFOIME aTCHTHI, TAKHE KAK Q30 THCTHIH HIPHT,
mukao(pochaMua, ¥ aHATOTH (HampuMep, Mea(aial, XIopaMOy I, TCKCAMCTHIMCIIAMIH, THOTCIIA),
ANTKUTHATPO3OMOUCBHHEI (HANIPHMEP, KAPMyCTHH) H AHAJOTH, CTPEITO30IMH H TPHA3CHBI (HAPHMED,
JakapOa3uH); aHTHIPOTH(DCPATHBHBIC/AHTHMATOTHUCCKAC AHTHMCTAOO0IUTHI, TAKHC KAK AHAJIOTH (DOHCBOI
KHCJIOTHI (METOTpPEKCaT); KOOPAHWHALHOHHBIC KOMILJICKCHI IIATHHBI (HAMPUMEP, NUCIUIATHH, OKCHJIOIUIATHH H
KapOOIIaTHH), MPOKapOa3HH, THAPOKCHMOYCBAHA, MHTOTAH M AMHHOTY TCTHMH, TOPMOHBI, AaHAJIOTH
TOPMOHOB (HAITPUME]P, ICTPOTCH, TAMOKCH()CH, TO3CPCITHH, OHKATY TAMHI H HATYTAMHA) 0 HHTHOUTOPHI
apoMaTasel (HAMpUMEp, JICTPO301 H AHACTPO30]T); AaHTHTPOMOOIMTAPHEIC arCHTHI, AHTHKOATYJITHTHI, TAKUC KAK
TeIlapHH, CHHTCTHYECKHE COJIM IeNIapHHa U APYTHE HHTHOUTOPBI TPOMOHHA; (PHOPHHOIUTHYCCKHUE aTCHTHI,
TaKue KaK TKAHCBOH aKTHBATOP MJIA3MHUHOTCHA, CTPENTOKHHA3A, YPOKHHA3A, ACITHPHH, JHITHPHIAMOJL,
THKJIOTIHANMH U KJIOMHAOTPENb; AHTHMHT PALIHOHHBIC aTCHTHI, AHTHCECKPETOPHBIC ar¢HTHI (HAIPHMED,
OpeBennuH); IMMYHOICTIPECCAHTHI, TAKHE KaK TAKPOJMMYC, CHPOJIMMYC, a3aTHONPHH H MUKO(CHOJIAT;
HHrHOUTOPHI (haKTOpA POCTAa H HHIHOMTOPHI (haKTOPa POCTA SHAOTEIHS COCYI0B; HHIHOUTOPHI (hakTopa pocra
(pubpodracros, Hanpumep, FPA14; AMP-akTHBHPOBAaHHBIC IIPOTCHHKHHAZHBIC CTUMY JIITOPHI, TAKHE KaK
metdopmuH ruxpoxiopux; Marudburopsr AJI® pubocmmmukiass-1, Takue kak qaparymymad (DARZALEX®);
CTHMYJIHPYIOIIHC JOMCH I PEKPY THPOBAHHUS Kacmassl Oenka-15, Takue kak Mu(paMypuz (JTUITOCOMHA);
anTaroHucTsl XemMokuHa CCRS, Takue kak MK-7690 (BupuBHpok); WHruONTOpH npoteuHKHHA3E CDC7, Takue
kak TAK-931; uHruburops! pacmernicHus OOKOBBIX LETeH XonecTepruHa, Takue kak ODM-209; nHruOuTOpH!

JUTHAPOTHPHMHAIWHACTHAPOTCHA3EI/0poTaT(ochopudo3mITpancepassl, Takue kak nede3oH (teradyp +
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TEMCPANHI + oTepanui kaaus); HHruouTops! JHK-mommvie pa3sl/prOOHY KICOTHAPSIYKTA3B, TAKAC KAK
kio(apadu; omuronykiaecoruas! JJHK-maTepdepennum, mHanpuvep, PNT2258, AZD-9150; MmoxymaTops!
3CTPOTEHA PEIENTOPA, TaKue Kak 0a3eTOKCH(EH; arOHHUCTHI SCTPOTEHA PEIIENTOPA/aHTATOHUCTHI PEIETITOPa
nporecrepona, Takue kak TRI-LIMKJIEH LO (HOp3THHAPOH + 3THHHII 3CTPAAMOI); aHTUTCH-MOAy IATopsl HLA
kmacca I, anp(pa A-2-moxymaropsl, Takue kak FH-MCV2TCR; Moy mTopsI METaHOMBI-aHTHTCHA A-2-
anp(pa/MART-1 HLA xnacca I, takue kak MART-1 F5 TCR, ckorcTpyuposauusiiit PBMC;
MYJIbTHCTICHH(pIYICCKUS (PAKTOPHI, CTHMY INPYFOIIHUC TPAHY JOLIUTHI YeIOBCKA, Takue kak PF-06881894;
aronuctsl penentopa GNRH, Takue kak anerar JeHpopenHa, JeTo anerara JCHIPopeIuHa ¢ 3aMeIJICHHbIM
pbicBoOOKIcHHEM (ATRIGEL), mamoar TpunTopenuHa, aneTar ro3epeiuHa; anTaronucTsl penenropa GNRH,
HAIIPUMED, 3J1ATOJIUKC, PETIOTOJIMKC, ACTATHK, MOAYIATOPHI SHIOIUIA3MHHA, HAIIPHMED, aHJIOTHHHO,
H+K+ATdda3s1, Hampumep, oMenpaso, 3cTomepasor;, moayrropel ICAM-1/CDS55, nanpumep, kamaryk (V-
937); mogyaropsl IL-15/1L-12, Hanpumep, SAR441000; nHruOutops! HHTEpICHKHHEA 23 A, HaNpHMep,
Iy3eIKyMal;, TU3HH-CICIM(UICCKUE THCTOHOBbIC AeMeTmiaskl 1, Hanpumep, CC-90011; IL-12 uPHK,
Hanpumep, MEDI1191; moxymsaropst RIG-I, mHanpumep, RGT-100; moaymaropsr NOD2, manpumep, SB-9200 u
IR-103; aroHHCTHI perenTopa NPorecTepoHa, HApuMeEp, JICBOOPTacTPET;, MOIY IATOPHI Oesika HepeOIoHa,
Hanpumep, CC-92480, CC-90009; moxyaaropsl Oeska nepednoHa/uarudutops! JJHK-cBaspiBatomero 6emnka
Hxapoc/mHruOUTOPHI IIMHKOBOTO MabLa, CBA3BIBAOMIETO OeIok Aiolos, HampuMep, HOSPAOMHUA; MOY IATOPHI
peuenTopa peTuHOHAa X, HAPUMED, ATHTPSTHHONH, OCKCApOTEH (TIEPOPATbHbIN COCTAB); HHIHOUTOP KHHA3BI
RIP-1, manpumep, GSK-3145095; cenexTHBHBIEC IECTPYKTOPHI 3CTPOr€HOBBIX PELENITOPOB, HAPUMED,
AZD9833; uaruouropst RAS, mHanpumvep, NEO-981; aroHHCTHI TPOMOOTIOSTHHOBBIX PELECNTOPOB, HAPHMED,
3ITPOMOOIIAr; arOHUCTHI PELICIITOPOB TOPMOHOB IMTOBU/THOH JKEJIE3b], HAIPHMED, JTEBOTHPOKCHH HATPU,
aronuctel TNF, Takue kak Ta30HEPMHUH, HHrHOUTOPEI cyOcTpara 1 TuposuHpocparassl, Takue kak CC-95251;
uHruouropsr HER2, Hanpumep, Hepatuau6, TykatuauO (ONT-380); uaruduropsr EGFR/EtbB2/Ephb4, Takue
Kak TeceBaruHuO; nHrHOuTOpEl BRAF/HER?2, Hanpumep, BGB-788; HHrHOHTOPHI THPO3HHKHHA3HOTO
peuenropa cemetictea EGFR, Takue xak DZD-9008; uaruobutops: EGFR/ErbB-2, Hanpumep, BapIuTHHAO;
MYTaHTHBIC ceIckTHBHBIC HHruOuTOPSsI EGFR, Hanpumvep, PF-06747775, EGF816 (Hazaptuaun®), ASP8273,
ACEA-0010, BI-1482694; uarndurops! epha2, sanpumep, MM-310; uaruburtops! 6emka polycomb (EED),
Hanpumep, MAK683; uaruburop DHFR/MoxynsaTop nepeHocunka (poameBoi KHCIOTH 1/aHTaroHuCT
peuenTopa (poTHCBOH KHCIOTHI, HAMPHMEP, MPATATPSKCAT, HHTHOUTOPHI TPAHC (O PMHIIAZEI
DHFR/GAR/tuMuannaTcuHTa3bl/TpaHC(Pepashl, HApUMEpP, JUHATPHI IIEMETPEKce; HHrHOuTOps! MAP-
KHHA3H P38, HanpuMep, pamuMeTuHrO; mHruouTopsl PRMT, Hanpuvep, MS203, PF-06939999, GSK3368715,
GSK3326595; narudurops! cpuaroznakuHass 2 (SK2), Hanpuvep, onaranu®; CTHMYJIATOPSI (pakTopa 2,
CBA3AHHOTO C AICPHBIM SPUTPOUIOM 2, HampuMep, oMaBeT0KCoIOH (RTA-408); HHrHONTOPHI TPOIOMHO3HH-
peuenropHoit kuHas3e! (TRK), Hamprvep, LOX0-195, ONO-7579; uarudurops: myumHa 1, Hanpumep, GO-203 -
2C; uarnounropsr 6enka MARCKS, Hanpumep, BIO-11006; arTaronucTs! (onatos, Hammpumep,
ap(oMTHKCOPHH;, HHTHOUTOPHI TajleKTHHA-3, Hanpumep, GR-MD-02; pochoprmposanubie HHrHOHTOPSH! P68,
Hanpumep, RX-5902; moxynsaropsr CD95/TNF, Hanpumvep, oppaHepres 00aacHOBEK; HHTHONTOPHI aH-PIM
kuHA3El INCB-053914; crumy naropsr reHa [L-12, manpuvep, EGEN-001, TABOKHHOTCH, TCACTLIAZMIT,
uHruOuTOPHI OcTka Temmosoro moka HSP90, manpumep, TAS-116, PEN-866; antarorncter VEGF/HGF,

Hanpumep, MP-0250; narnourops! mranma VEGF, Hanpuvep, Onoanamnor Oepamm3yMada; aHTarOHAUCTHI
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peuenropa VEGF/uaruburops! muranga VEGF, Hanpumep, pamymmpyma0; antarosuctsl perentopa VEGF-
1/VEGF-2/VEGF-3; nanpumep, ppykruaTHO;, Moaysrops! peuenropa VEGF-1/VEGF-2, Hanpumep,
OTPAHHYCHHBIN >nHTon-nienTuaab nentux HLA-A2402/HLA-A0201; waruburop murasaa (pakropa pocra
mIaneHTs/ marunouTop murasna VEGF-A, Hanpumep, adumbepuent; HHTHOUTOPHI THPO3HHKHHASHI
SYK/ruposunkunazs! JAK, sanpumep, ASN-002; uarudurops! Trk THPO3HHKHHA3EI PEIIENITOPA, TAKHE KaK
cepoTTuHHO cyab(at, mHruouTops! kuHa3el JAK3/JAK1/TBK1, Hanpumep, CS-12912; anraronuct IL-24,
Hampumep, AD-I1L24; moxynsaropsl NLRP3 (6enka 3 ¢ nomenamu NACHT, LRR, PYD), manpumep, BMS-
986299; aronucts! RIG-1, Hanpumep, RGT-100; cTuMy IATOPHI a3pOIH3HHA, HAIPUMED, TOIICATH3HH,
uHruOuTOps! P-roukonporenna 1, Hanpumep, HM-30181A; anraronucrsr CSF-1, Hanpumep, ARRY-382, BLZ-
945; uaruburopsr CCRS, mampumep, JTX-1811, I-309, SB-649701, HG-1013, RAP-310; anTuTena k
MesoTenuny, Hanpumep, SEL-403; cTuMy 1ATOPH THMHIUHKIHABKL, TAKHE KAK arJIaTHMAr¢H 0€CaacHOBCK,
uHruburopsr Polo-noxo6uoit kunass! 1, Hanpumep, PCM-075, ousancept®; uarudutops! NAE, Hanmpumep,
nesoHeaucTatr (MLN-4924), TAS-4464; Moy aaTOps! INIEHOTPONIHOTO My TH, HanpuMmep, asaxomun (CC-122);
WHrubutopsl 6e1Ka-1, CBA3bIBAOMICTO AMUIOUIAHBINA OCIIOK, MOAYJITOPHI S/yOHKBUTHH/IMIA3bI, TAKHE KAK
neBoHeuCTaT;, HHruOHTOps! FoxM1, Hanpumep, THocTpenToH; HHruoutopel UBA1, Hanpumep, TAK-243;
HHIHOUTOPHI THPO3HHKHHA3KL Src, Hanpumep, VAL-201; uarubutopst VDAC/HK, Hanpumep, VDA-1102;
unrubutops! Elf4a, Hanpumep, poxunutud, eFT226; crumyarops! rera TP53, Hanmpumep, ad-p53; aroHUCTH
penenTopa peTHHOOBOH KHCJIOTHI, TAKHE KaK MMPOTHHIHO; HHTHOUTOPHI PELETOPAa PETHHOCBOH KHCIIOTHI ab(ha
(RAR0), Hanpumep, SY-1425; uarubutopst SIRT3, Hanpumep, Y C8-02; HHrHOUTOPHI TUTaHIA CTPOMATIBLHOTO
(paxropa 1, Hanpumep, onantezupopaHHbIi neroa (NOX-A12); moxymatops! penentopa IL-4, Hampumep,
MDNA-55; cTuMy IITOPBI aprHHA3BI-1, HAMPUMED, TET3HIAPTHHA3A; HHTHOUTOPBI TOMIOW30MEPa3kl I, Takue Kak
HPHUHOTEKAH THAPOXJIOPH, OHUBHI, HHTHOUTOP TOMOHW30MEPa3bl [/HHTHOUTOPHI HHAY IHPYEMOTO THIIOKCHCH
(paxtopa 1-anpda, Hampumep, PEG-SN38 ((puprekaH meros); HHruOUTOPBI HHIY HHPYSMOTO THIIOKCHCH
(axropa 1-anpda, Hampumep, PT-2977, PT-2385; aroructer CD122 (peuentop 1L-2), Takue Kak MPOICHKHH
(anmecneiikug, IL-2); nerumuposanusnii [L-2 (Hampumep, NKTR-214); moaupunuposaHHbie BapuaHTs! [L-2
(wampumep, THOR-707); aroruct TLR7/TLR8, mampumep, NKTR-262; aronuctsl TLR7, Hanpumep, DS-0509,
GS-9620, LHC-165, TMX-101 (uMHKBEMO); CTUMY JIITOPHI O€JIKa-Cy mpeccopa omyXojei p53, Hampumep,
KEBCTPHH, HHTHOUTOPHI p53-crs3piBaromero 0enka Mdm4/Mdm?2, sanpumep, ALRN-6924; wHruOutops! 6enka
BepereHa kunae3uHA (KSP), Hampuwmep, pumanecnd (ARRY-520); uarnbuTops cauroro 6emka CD80-fe,
Hanpumep, FPT-155; nHrnOuTOpSI MCHHHA B OCITKA ICHKESMIH CMCIIAHHOTO MpoucxXokacHmt (MLL),
Hanpumep, KO-539; aronuncts! x-peuentopos neuenn, Hanpumep, RGX-104; arornctsr IL-10, mHanpumep,
nermnoaekakuH (AM-0010); uaruduropsr VEGFR/PDGFR, mHanpumep, Boposnann®; naruoutops IRAK4,
Hanpumep, CA-4948; anturena k TLR-2, manpuvep, OPN-305; moaymaTops! kanemoay muHa, Hanpumep, CBP-
501;
[00233] aHTaroHHWCTHI IMIOKOKOPTHKOHWAHBIX PEENTOPOB, Hanpumep, penakopmiant (CORT-125134);
HHTHOUTOPHI BTOPOTO MHTOXOHAPHAIBHOTO akTHBaTopa kacmnas (SMAC), Hanpumep, BI-891065; moaymaropst
nakro(peppuna, Hanpumep, LTX-315; warndurops npotoorkoreua KIT, penenropHoit TuposuHKAHASE (KIT),
Hanpumep, PLX-9486; cnenmuieckue k penentopy (pakropa pocra Tpomoonutos amspa (PDGFRA)/MyTanTY
mpotoonkoreHa KIT, peuenrroproit TuposuakuHass! (KIT) antarornctsl/mHrHONTOPHI, HanpuMep, BLU-285,

DCC-2618; uaruburops! skcnopruHa 1, HanpuMmep, 3nranekcop; narnouTopsl reHa CHST15, takune kak
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STNM-01; anTraroHucT penenTopa comaroctaruaa, Hanpumep, OPS-201; crumymsrops! rera CEBPA,
Hanpumep, MTL-501; moaymarops! rera DKK3, Hanmpumep, MTG-201; HHTHOHTOPB! XeMOKHHA
(CXCR1/CXCR2), nampumep, SX-682; uarudutops! p70s6k, Hanpumep, MSC2363318A; mHrHOUTOPHI
MeTHOHHHAMHUHOTIENTTHAA3H 2 (MetAP2), manpumep, M8891, APL-1202; uaruOutops apruHuH-N-
metmirrpadcdepassr 5, Hanpumep, GSK-3326595; moxyasaropsr CD71, manpumep CX-2029 (ABBV-2029);
uHruOuTopsl ATM (arakcuu-Tesnecanrmykrasun), Hanpumep AZD0156, AZD1390; uarudurops CHK1,
Hanpumep, GDC-0575, LY2606368 (mpekcaceptud), SRA737, RG7741 (CHK1/2); antaronuctsr CXCR4,
Hampumep, BL-8040, LY2510924, 6ypuxcadop (TG-0054), X4P-002, X4P-001-10, niepukcadop; HHTHOUTOPSBI
EXH2, nanmpumep, GSK2816126; unruduropst KDM1, Hanpumep, ORY-1001, IMG-7289, INCB-59872, GSK-
2879552; anraroructel CXCR2, Hampumep, AZD-5069; uarudbutopsr JJHK-3aBHCHMBIX MPOTCHHKIHA3,
Hanpumep, MSC2490484 A (wemuceptud), VX-984, AsiDNA (DT-01); uarudurops! nporeunkuHazsl C (PKC),
HanmpuMmep, LXS-196, coTpacTaypuH; CEICKTUBHBIC HHTHONTOPHI perienTopos dcTporeHa (SERD), Takue kak
¢yasectpant (Faslodex®), RG6046, RG6047, RG6171, amactopant (RAD-1901), SAR439859 u AZD9496;
CCJICKTHBHBIC KOBAJICHTHBIC AHTArOHUCTHI penentopos 3cTporeHa (SERCA), Hanpumep, H3B-6545;
CCJICKTHBHBIN MOIYJIATOP PeUenTOpoB auAporeHoB (SARM), nanpumep, GTX-024, naponytamuz,
AHTArOHHCTHI AKTUBHPYEMOH TpaHchopmupyromuM (pakropoM pocra-6eta (TGF-6era) kuHa3bl, HAIPUMED,
raxyauceptud, LY3200882; Muaruburopsr TGF-6eta, onucanusie B WO 2019/103203; uaruburops! 1 6era-
peuentopa TGF, Takue xak PF-06952229; 6ucnermpuyeckue anturena, takue kak ABT-165 (DLL4/VEGF),
MM-141 (IGF-1/E1bB3), MM-111 (Erb2/Erb3), INJ-64052781 (CD19/CD3), PRS-343 (CD-137 /HER2),
AFM26 (BCMA/CD16A), INJ-61186372 (EGFR/cMET), AMG-211 (CEA/CD3), RG7802 (CEA/CD3), ERY-
974 (CD3/GPC3), sanumsymab (arrumonostunsl/ VEGF), PF-06671008 (xaarepuusl/CD3), AFM-13
(CD16/CD30), APVO436 (CD123/CD3), ¢pmotery3ymad (CD123/CD3), REGN-1979 (CD20/CD3), MCLA-117
(CD3/CLEC12A), MCLA-128 (HER2/HER3), INJ-0819, INJ-7564 (CD3/heme), AMG-757 (DLL3-CD3),
MGD-013 (PD-1/LAG-3), FS-118 (LAG-3/PD-L1) MGD-019 (PD-1/CTLA-4), KN-046 (PD-1/CTLA-4),
MEDI-5752 (CTLA-4/PD-1), RO-7121661 (PD-1/TIM-3), XmAb-20717 (PD-1/CTLA-4), AK-104 (CTLA-
4/PD-1), AMG-420 (BCMA/CD3), BI-836880 (VEFG/ANG?2), INJ-63709178 (CD123/CD3), MGD-007
(CD3/gpA33), MGD-009 (CD3/B7H3), AGEN1223, IMCgp100 (CD3/gp100), AGEN-1423, ATOR-1015
(CTLA-4/0X40), LY-3415244 (TIM-3/PDL1), INHIBRX-105 (4-1BB/PDL1), papumumab (VEGF-A/ANG-2),
FAP-4-IBBL (4-1BB/FAP), XmAb-13676 (CD3/CD20), TAK-252 (PD-1/0X40L), TG-1801 (CD19/ CD47),
XmAb-18087 (SSTR2/CD3), xarymakcomad (CD3/EpCAM), SAR-156597 (IL4/IL13), EMB-01
(EGFR/cMET), REGN-4018 (MUC16/CD3), REGN-1979 (CD20/CD3), RG-7828 (CD20/CD3), CC-93269
(CD3/BCMA), REGN-5458 (CD3/BCMA), HaBukcmsymad (DLL4/VEGF), GRB-1302 (CD3/Erbb2),
panym3ymad (VEGF-A/ANG-2), GRB-1342 (CD38/CD3), GEM-333 (CD3/CD33), IMM-0306 (CD47/CD20),
RG6076, MEDI5752 (PD-1/CTLA-4), LY3164530 (MET/EGFR); uarutuTtops! anbga-
kerorayraparaeruaporesassl (KGDH), manpumep, CPI-613; warudutopsr XPO1, HanpuMep, CCAIHHCKCOP
(KPT-330); warnOurops! m3omurpataeruaporeHassl 2 (IDH2), Hanmpumep, sHa3uaeHNO (AG-221); HHrHOHTOPHI
IDH1, Hanpumep, AG-120, n AG-881 (IDH1 u IDH2), IDH-305, BAY-1436032; narudutopsi resa IDH1,
TaKue Kak HBOCHIACHUO, MOy IATOPHI penenTopa uHrepiciikuHa-3 (IL-3R), Hanpumep, SL-401; ctamy aaTopst
APTHHWHAC3HMUHA3KI, HanmpuMep, neraprumunasa (ADI-PEG-20); waruburops! knayanHa-18, Hampumep,

KJ1ay fuKCUMa0; HHrHOUTOPH! -kateHuHA, Hanpumep, CWP-291; HHrHONTOpHI XEMOKHHOBOTO perenTopa 2
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(CCR), Hanpumep, PF-04136309, CCX-872, BMS-813160 (CCR2/CCRS5); HHTHOUTOPHI THMHINIATCHHTA3BI,
Hanpumep, ONX-0801; uarunbutopsr ALK/ROS1, Hanpumep, TOpIaTHHHO; HHTHOUTOPHI TAHKHUPA3HL,
Hanpumep, G007-LK; HHAMHPYOIHA PEUenTop, IKCIPECCHPYEMbIi Ha MUCTONTHBIX KieTkax 1 (TREM1;
uaeHTH (PuKannOHHBIH HOMep reHa B 6a3e manHbIX NCBI: 54210), Hanpumep PY 159; uaummpy rommuii
peuenTop, SKCHpeCCHpPyeMbIid Ha MACTONTHBIX KiIeTKaX 2 (TREM2; naeHTH(PUKAIIHOHHBIH HOMEp I'¢HA B 0a3e
mauubeIx NCBI: 54209), mnanpumep PY314; uarnOurops! pS3-cesa3pBaromero 6eaka Mdm2, Hanpumep, CMG-
097, HDM-201; uarubutopsr c-PIM, manpumep, PIM447; uarudurops! cpuarosnakunassl-2 (SK2), Hanpumep,
Yeliva® (ABC294640); uaruburopsr JJHK-mommvepassl, Takue Kak CarmanuTaOuH; KICTOYHBIH
IUKJ/HHTHONTOPB! MUKPOITY 3bIPHKOB, HanpuMmep, Me3unat; HHruourops! c-MET, Hanpumep, AMG-337,
caBoUTHHHO, THBAHTHHUO (ARQ-197), xkanmatuau6 u Tenotuauo, ABT-700, AG213, AMG-208, JNJ-
38877618 (OMO-1), mepectunud, HQP-8361; urru6urops: c-Met/VEGFR, nanpumep, BMS-817378, TAS-
115; uaruburopsi c-Met/RON, manpumep, BMS-777607; uaruduropst BCR/ABL, Takue xak pe6acTHHHO,
actunau0, noHatnHud (ICLUSIG®); uaruburopst MNK 1/MNK?2, Hanpumep, eFT-508; uHruOuTopsI
npoTenHKHHA3H IuToxpoma P450 11B2/Cytochrome P450 17/AKT, Takue xak LAE-201; cTuMy ITOPBI
muroxpoma P450 3A4, Takue Kak MUTOTAH; HHTHOUTOPHI TH3HH-CiCIH(pueckoil nemerunassi-1 (LSD1),
Hanpumep, CC-90011; waruduropsr CSF1R/KIT u FLT3, nanpumep, nekcumaptuau®d (PLX3397);
AQHTArOHMCTHI THPO3HHKHHA3bI/HAOOPa THpo3uHKHHA3K F1t3 u anTaronucTs! penentopa PDGF, Takue xak
JUTHAPOXJIOPHI KH3aPTHHHOA, HHI'HOHTOPHI KHHA3, HAPHMED, BAaHACTAaHHO, aHTArOHHCTHI E-ceexTuHa,
Hanpumep, GMI-1271; uaaykTopsl 1uQ(hpepeHIUPOBKH, HAPHMED, TPETHHOHH,; HHTHOHTOPHI PELIEHITOPA
snuaepManbHOro (pakropa pocra (EGFR), Hanpumep, ocumepTuHHO (AZD-9291), etykcumab; HHTrHOUTOPBI
TOTIOM30MEPA3bl, HAMPUMEP, AXPHAMHLIH, TOKCOPYOHIUH, 1ay HOPYOuIMH, JakTuHOMHIH, [layHOKCcome,
Kenuke, sHUNO3HA, 3MUPyOHIIAH, 3TOMO3H, HAAPYOHIIMH, HPUHOTCKAH, MHTOKCAHTPOH, THKCAHTPOH,
co0y30KCaH, TOMIOTCKAH, HPHHOTCKAaH, MM-398 (JIHTIIOCOMATbHBIH HPHHOTCKAH), BOcapokcuH u GPX-150,
anpaoxcopyoumus, AR-67, masenepturn®, AST-2818, asutuHNO (ACEA-0010), mpodymeeer MGI-114);
KOPTHKOCTEPOUIBI, HATIPHMEP, KOPTU30H, ACKCAMETA30H, THAPOKOPTH30H, MCTHIIIPSIHAU30JI0H, TIPS THU30H,
TIPS THU30JI0H;, HHTHOUTOPHI KHHA3BI CHTHATBHON TPAHCAYKIHH (DAKTOPA pOCTA; aHAJIOTH HYKJICO3HAOB,
Hanpumep, DFP-10917; warndutopsr Axl, Takue xak BGB-324 (6emuecHTHHEO), SLC-0211; HHrHOUTOPHI
AXI/FIt3, Takue Kak THITCPHHHUO, HHTHOUTOPBI OCIKOB C OPOMOTOMEHAMH H 3KCTPATCPMHHAIBHBIM JOMECHOM
(BET), exmouas ABBV-744, BRD2 (uneHTH()UKATHOHHBIH HOMEP T¢HA B 0ase maHHBIX NCBI: 6046), BRD3
(maeHTH(UKATHOHHEBIH HOMEP TeHA B 6a3¢c qaHHbIX NCBI: 8019), BRD4 (MacHTH()HKATHOHHBIH HOMCP TCHA B
6a3e narHbIX NCBI: 23476), n cnenm(piHbIH 47151 CEMEHHHKOB OpoMoroMeH-coaepkanmii 6enok (BRDT;
uACHTU(DHKAIMOHHBIN HOMEp reHa B 0a3e JaHHBIX NCBI: 676), Hampumep, INCB-054329, INCB057643, TEN-
010, AZD-5153, ABT-767, BMS-986158, CC-90010, GSK525762 (momubpecut), NHWD-870, ODM-207,
GSK-2820151, GSK-1210151A, ZBC246, ZBC260, ZEN3694, FT-1101, RG-6146, CC-90010, CC-95775,
museOpecno, BI1-894999, PLX-2853, PLX-51107, CPI-0610, GS-5829; uaruoutopsr PARP, HanpumMep,
omamapud (MK7339), pykanapu6, sermmmapud, Tamazonapud, ABT-767, BGB-290, ¢paysomenamm (SHR-3162),
aupanapud (JNJ-64091742), 6ennamycriHa ruxpoxiopux; mHruouTopsl PARP/Tankupassl, Hanpumep, 2X-121
(e-7499); IMP-4297, SC-10914, IDX-1197, HWH-340, CK-102, cnMMuTIapuO; HHTHOUTOPHI MPOTCACOM,
Hanpumep, ukcazomud (NINLARO®), kappur3omud (Kyprolis®), Mmapuzomud, 00pTe30MU0; HHTHOUTOPHI

riytamuHa3sl, Hampamep, CB-839 (tenmarmenacrar), 6uc-2-(5-pernnaneramuno-1,3,4-rnagna3on-2-
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nmaticy abpun (BPTES); HHruOHTOPE MUTOXOHIPHAIBHOTO KOMILIEKCA I, HanmpuMep, MeT(hOopMUH,
(peH(pOpMUH, BAKIUHEI, HanpuMep, nmenruaHad BakuuHA TG-01 (RAS), GALE-301, GALE-302, HemmenmuMy T-
s, SurVaxM, DSP-7888, TPIV-200, PVX-410, VXL-100, DPX-E7, ISA-101, 6MHP, OSE-2101,
ramuHnenuMy 1-S, SVN53-67/M57-KLH, IMU-131, nentuasas cyObeAMHAYHAS BAKIMHA (OCTPBIH
mmMpobmactHeni aeiiko3, University Children’s Hospital Tuebingen); 6akTepuaabHbIC BEKTOPHBIC BAKIHHEI,
Hanpumep, CRS-207/GVAX, akcamumoreH ¢umomncoak (ADXS11-001); BakuWHBI HA OCHOBE aJCHOBUPYCHBIX
BEKTOPOB, HapuMep, HanodapareH GupaxeHoBek; ayTonormyHas BakuuHa Gp96; BakKIMHBI HA OCHOBE
JCHAPHUTHBIX KICTOK, Hampumep, CVactm, tamynaeucen-T, anrpanyacHcen-T, SL-701, BSKO1TM,
poxamyaaeucen-T (AGS-003), DCVAC, CVactm, cranynaencen-T, anrpanyacacen-T, SL-701, BSKO1TM,
ADXS31-142, ayTomoruyHas ACHAPUTHO-KJICTOYHAI BAaKIMHA (METACTaTHYECKAs 37I0KAUYECTBEHHAA MEIAHOMA,
BHYTpPUKO>KHas/BHy TpuBeHHas1, Universitatklinikum Erlangen); oHKoIHTHYECKHE BaKIUHBI, HAIPUMED,
TAJUMOTCH JIarepnapensek, nekcacTumMore aesanupensek, GL-ONC1, MG1-MA3, mapsosupyc H-1,
ProstAtak, sHaneHoTYIHpeB, MG1IMA3, ASN-002 (TG-1042); TepanesTrucckue Bakuuuel, Hanpumep, CVAC-
301, CMP-001, CreaVax-BC, PF-06753512, VBI-1901, TG-4010, ProscaVax™; BakIiHbI HA OCHOBE
OIyXOJICBBIX KIETOK, Hanmpumep, Vigil® (IND-14205), paxmmaa Oncoquest-L; skiBas aTTeHy HpOBaHHASL
PeKOMOWHAHTHAS BAKIMHA POTHUB MOJHOBHPYca cepoTumna 1, Hanpumep, PVS-RIPO; Anarnokcan CHMOJICOH;
MEDI-0457; noiy4eHHas U3 OIyX0JIM U 00OTaIleHHas ay To(parocomaMu mpoTHBOpakoBas Bakim#a DPV-001;
PHK-Bakuwmnsl, Hammpumep, CV-9209, LV-305; JTHK-sakimssl, Hanpumep, MEDI-0457, MVI-816, INO-5401;
MOAu(pMIUPOBAHHAA BAKI[HHA IPOTHB BHPYCa OCHOBAKIHUHBI, SKCIIpeccupyromas p33, Hanpumep MV A-p53;
DPX-Survivac; BriaVax™; GI-6301; GI-6207; GI-4000; I0-103; HeoaHTHUICHHBIC ICTITHIHBIC BAKIIHHBI,
Hanpumep, AGEN-2017, GEN-010, NeoVax, RG-6180, GEN-009, PGV-001 (aroruct TLR-3), GRANITE-001,
NEO-PV-01; [TenTHIHBIC BAKIUHBI, HAICICHHBIC HA OCIKH TCIUIOBOTO IIOKA, HampuMep, PhosphoSynVax™;
Burecnien (HSPPC-96-C), BakumHa MPOTHB KOJOPESKTATBHOTO paka NANT, comeprkamas ampI0KCOPYOHIIHH,
ayTOJIOTHYHAS BAKIIHA Oy XOJCBBIX KICTOK + cuctemubrii CpG-B + [FN-amsda (pak), [0-120 + 10-103
(Baxuuael PD-L1/PD-L2), Bakiuus! Ha ocHoBe HB-201, HB-202, HB-301, TheraT®*; aronuct TLR-3 /
uHIyKTopsI nHTEpQepoHa, Hanpumep, nomu-ICLC (NSC-301463); uaruduropsr STAT-3, Hanpumep,
HanabykacuH (BBI-608); uarnouropsr AT®a3e1 p97, Hanpumvep, CB-5083; mHrHOUTOPHI perenTopos Oeaka
Smoothened (SMO), Hanpumep, Odomzo® (cormaernd, panee LDE-225), LEQ506, sucmoaerunt (GDC-0449),
BMS-833923, rmacaeru6d (PF-04449913), LY2940680 1 uTpakoHA30.T, MOIY IITOPHI JIMTAHAA HHTCP(PCPOHA
anb(a, Takue Kak HHTCPQCpoH anb(pa-2b, bmoananor wHTCPPepoHa ambpa-2a (Biogenomics),
poneruaTephepoH ambda-2b (AOP-2014, P-1101, PEG IFN ans(a-2b), mynsrudepon (Anspanarus, Buparen),
uaTep(epoH ampda 1b, Popepon-A (Kargepon, Ro-25-3036), 6noaramor uarepdepoH amspa-2a
mocaeayromui ononormucckuii (bruosun) (Mamytar, MaTep 2A), 6noananor naTepdepona anbpa-2b (Biosidus
— Buogepon, Lurodepon, Ganapar, Beijing Kawin Technology — Kadepor), Anbpadepon, nerummpoBaHHbII
uHTEep(epoH ambpa-1b, bmoanamor meruaTepPepoHa amb(a-2b (Amega), pCKOMOWHAHTHBIN YCTOBCUCCKAT
nHTEpdepoH ampda-1b, pekoMOWHAHTHBIH YeToBeUeCKUH HHTEP(EPOH anb(da-2a, peKOMOHHAHTHBIH
yenoseucckuit mHTCpepoH amb(a-2b, korsrorat Beary3ymad-IFN amsga 2b, dunasakc (SD-101) u
naTEpdepon amsda-nl (T'ymodepor, CM-10500, CymudepoH); MOy IATOPHI JIMTAHJA TaMMa-HHTEP(PepoHa,
HanpuMmep, ramma-uHTepdeponr (OH-6000, Ogamma 100); MOAy IITOPEI TETOMEPA3bI, HAIPHMED, TEPTOMOTH
(GV-1001, HR-2802, Riavax) u mmetenctat (GRN-163, INJ-63935937); warudurtopsr JHK-meTmaTparcepas,
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takue kak Temozomomua (CCRG-81045), nemmrabun, ryagenuradus (S-110, SGI-110), KRX-0402, RX-3117,
RRx-001 u azauuruauH (CC-486); waruduropsr JHK-rupassl, HampuMep, MHKCAHTPOH H COOY30KCaH,
uHruoutops!l JJHK-rupass/uaruOuTops! Tomon3oMepassl 11, Takne kak aMyOHIMH, HHTHOUTOPHI OeIKa
cemeiictea Bel-2, manpumep, ABT-263, sereroxmake (ABT-199), ABT-737, RG7601 u AT-101; uHruOuTops
Bcl-2/Bcl-XL, Takue kak HOBUTOKJIAKC, HHruouTops! Notch, Hanpumvep, LY3039478 (kxpenuranecrar),
TapekcTyMab (antu-Notch2/3), BMS-906024; ctumymsrops! ruanyporuaassl, Hanpumep, PEGPH-20;
HHTHOUTOPBI PEIienTOpa THPO3HHKHHA3H! Erbb2/cTUMyISITOpPBI THATy pOHHAA3EL, TaKue Kak [ epuentuH
Xwuekra;, vHruOuTOps! mytH Wit, Hampumep, SM-04755, PRI-724, WNT-974; HHrHOHTO PBI raMMa-CEKPETA3HL,
Hanpumep, PF-03084014, MK-0752, RO-4929097; naruburopsr Grb-2 (6¢mok-2, CBA3aHHBIN C PELECNITOPOM
(paxTopa pocrta), Hanpumep, BP1001; coenunenust, unaymupyromme nmyts TRAIL, Hanpuvep, ONC201, ABBV-
621; moxysrropel TRAIL, Takue kak SCB-313; HHrHOHTOPBI KHHA3HI (POKATBHOH aATe3uH, HanpuMep, VS-
4718, nepaxrurud, GSK2256098; HHrHOUTOPHI X3/HKXOT, TaKue Kak capuaerud, conuaerud (LDE225),
Iy1a3aerud; HHruOUTOPB! KHHA3E! Aurora, Hanpumep, anu3eptud (MLN-8237) u AZD-2811, AMG-900,
6apaceptud, ENMD-2076; moay msitopet HSPB1 (6enok Temmosoro moxka 27, HSP27), Hanpumep, OpuByauH,
anaropceH; uaruouTopel ATR, Hanpumep, BAY-937, AZD6738, AZD6783, VX-803, VX-970 (6ep3ocepTud) u
VX-970; uarudurops Hsp90, nanpumep, AUY 922, onanecriu6 (AT13387), SNX-2112, SNX5422;
HHrHOUTOPHI OHKOTCHA MBIIIHHOTO JBOWHOTO MuKpodenka (mdm?2), Hanpumep, DS-3032b, RG7775, AMG-232,
HDM201 u unacanytaud (RG7388); aroructer CD137, Hanmpumep, ypeaymad, yromuayMmad (PF-05082566),
AGEN2373, ADG-106, BT-7480, QL1806; aronuctsl STING, Hanpumep, ADU-S100 (MIW-815), SB-11285,
MK-1454, SR-8291, AdVCAO0848, GSK-532, SYN-STING, MSA-1, SR-8291, GSK3745417; uHruOUTOPHI
FGFR, takue kak FGF-401, INCB-054828, BAY-1163877, AZD4547, JNJ-42756493, LY2874455, Debio-
1347; warubutops! cuHTa3bl KUPHBIX KuCI0T (FASN), Hanpumep, TVB-2640; CD44-CBs3bIBAOIHC BEIECTBA,
HampuMmep, A6; mHruOuTOpsI mpoteuH(pocdarassl 2A (PP2A), mHanpumep, LB-100; uaruéuroper CYP17,
Hampumep, cesuteponen (VT-464), ASN-001, ODM-204, CFG920, abuparepoHa anerar; aroHucTsl RXR,
Hanpumep, IRX4204; antaronnctsr 6emka hedgehog/Smoothened (hh/Smo), Takue xak Tamaaerud, maTHACTHO,
BHCMOACTHO; MOy TaTOpsI C3 KoMIuiemeHTa, Hanpumep, Imprime PGG; aronwmctsr IL-15, Takue kak ALT-803,
NKTR-255, cmurenii 6emok uaTepieikuH-15/Fc, AM-0015, NIZ-985 u hetlL-15; waruburopsr EZH2
(ycmmarems cyObe IMHAIBI ZeSte ToMoiora 2), Hanpumep, TazemeroctaT, CPI-1205, GSK-2816126, PF-
06821497, oHKOIHTHYCCKHE BUPYCHI, Takue kak nemapeopen, CG-0070, mpemapat nmpotus MV-NIS, HSV-1716,
DS-1647, VCN-01, ONCOS-102, TBI-1401, tacaneHotypes (DNX-2401), BomMarcH aMupeTpopensek, RP-1,
CVA21, Cemusup, LOAd-703, OBP-301, IMLY GIC®; waruouropst DOT1L (ructoH-MeTHITPaHC(EPA3HI),
Hanmpumep, muHoMeTocTaT (EPZ-5676); TOKCHHBI, HAMPUMEP, XOJICPHBIH TOKCHH, PHIIMH, YK30TOKCHH
Pseudomonas, TOKCHH aneHUNATIINKIA3B Bordetella pertussis, Tu(TepuifHBIH TOKCHH W AKTHBATOPHI KACTIA3BI;
JHK-nmna3muasr, Hanpumep, BC-819; warudutopsr PLK 1, 2 u 3, takue kak Bonaceptud (PLK1); HHruOuTOpHI
WEEI, nanmpumep, AZD-1775 (anasoceptud); marudourops! Rho-xurazsr (ROCK), Hanpumep, AT13148,
KDO025; uaruburops 6¢ika narnOuposanus anonto3a (IAP), Hanpumep, ASTX660, debio-1143, GupuHanasr,
APG-1387, LCL-161; waruduropsr PHK-mommmepassr, Hanpumep, nypouHekTHH (PM-1183), CX-5461;
uHruOuTOPHI Ty Oy IiHa, Hanpumep, PM-184, BAL-101553 (su3asanOynms) u OXI1-4503, ¢payopananus (AC-
0001), mmHaOyauH, BuH(OHHUH, aroHUCTH Toll-mogobHoro penenropa 4 (TLR-4), Hanpumvep, G100,

GSK 1795091 u PEPA-10; narndutops! (hakropa 3noHTanun-1 amsda 2, HanpuMep, INTUTHACIICHH;
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WHarnburops! (pakropa 370HTanuy 2/TMraiasl HHTEpIIeHKkuHA-2/cTuMy sropsl HA JI-A JID-
pubosuaTpaHcepasbl, Takue Kak ACHUICHKHH UG THTOKC; mHrHONTOpHl CDYS, Hampumep, APG-101, APO-
010, acynepuent;, uaruduropsl WT1, Hanpumep, DSP-7888; marnduropsr cyoseauauns: 1 (SF3B1) dakxropa
criaticuara 3B, Hampumep, H3B-8800; Aroructs! peruHOHIHOTO Z-penenTopa ramma (RORY), Hanpumep,
LYC-55716; u moxymaropsl Mukpobuoma, Hanpumep, SER-401, EDP-1503, MRx-0518.

[00234] B mexoropsIx BapHaHTax ocymecTsicHus areHT kK CD47 wmm arent k SIRPo, xak onmcaHo B
HACTOAMIEM JOKYMEHTE, BBOAAT COBMECTHO C OJHHM M O0JIce JONMOTHUTEIbHBIMHU TEPANICBTHUCCKUMHU
arcHTaMu, COACPKALIMMH HHTHOUTOP MITH AHTArOHUCT CJICAYIOMIETO: IIOCICI0BATEIbHOCTS 1 peryaropa
amnonTo3a MHEJIOUIHO-KIeTOUHOTo Jetiko3a (MCL1) (maeHTH(UKaOHHBIH HOMEp TeHa B 6a3e naHHbix NCBI:
4170); MuToreH-akTHBHpYEeMOii mporenHkuHa3a 1 (MAP4K 1) (taxke Ha3bBaeMOH KHHA30H
reMarono3Tuueckoii wierku-npeamecrseauka 1 (HPK 1), naeHTH(pukanuoHHBIH HOMEP T€HA B 6a3¢ JaHHBIX
NCBI: 11184); muamunrmuuepuakuaaza-anbpa (DGKA, DAGK, DAGK1 wm DGK-ansda),
uACHTU(DHKAIMOHHBIH HOMep reHa B 0ase maHHbIX NCBI: 1606); 5'-nyxieoruaasa 5x10 (NTSE uwm CD73;
HACHTH (PHKALMOHHBIN HOMep reHa B 6a3e aaHHbIX NCBI: 4907); skroHykieo3uarpudochataudochoruaponasa
1 (ENTPD1 umu CD39; unenrupukanyoHHbIi HoMep reHa B 6asze qanubix NCBI: 593); tparcdopmupyromuii
(paxrop pocra 6era 1 (TGFB1 wmm TGF; uaenTu(pukarmonHsiii HoMep reHa B 6a3e qanHsIx NCBI: 7040);
remokcureHaza 1 (HMOX1, HO-1 wmu HO1; uneHTH(MKAIHOHHBIH HOMEp reHa B 0a3e ganHbIX NCBI: 3162);
remokcureHasa 2 (HMOX2, HO-2 wmu HO2; uneHTH()MKAIHOHHBIH HOMEp reHa B 0a3e ganHbx NCBI: 3163);
(paxtop pocta cocyauctoro 3uaorenua A (VEGFA umu VEGF; unentupuxanuoHHbIH HOMEp TeHa B 6aze
nmanHeIx NCBI: 7422); erb-b2-penenropras tuposunkunasa 2 (ERBB2, HER2, HER2/neu uwm CD340;
HACHTU(DHKAIMOHHBIN HOMEP reHa B 6a3e saHHbIX NCBI: 2064), penentop smuacpMaIbHOTO (PakTopa pocTta
(EGFR, ERBB, ERBB1 um HER 1; uneHTH(pHKAIHMOHHBIH HOMEP TeHA B 0a3ze maHHBIX NCBI: 1956);
peuenropHas Tupo3uakrHaza ALK (ALK, CD246; uneHTH(pUKATHOHHBIH HOMEp TeHa B 6a3c maHHbX NCBI:
238); momu(AJI®-pubdo3a) mommmepasza 1 (PARP1; uaeHTH(pUKADHOHHBIN HOMEp TeHA B Oa3e qaHHbIX NCBI:
142); momu(AJI®-pubdo3a) mommmepasa 2 (PARP2; uacHTH(pHKAaDHOHHBINH HOMEp TeHA B 0a3e qaHHbIX NCBI:
10038); TCDD-unayumdemsHas momu(A J1®@-pudosa)-mommmepasa (TIPARP, PARP7; uacHTH()HKATHOHHBIH
HOMep reHa B 0a3e JaHHBIX NCBI: 25976); mukmuazasucumas kuHasa 4 (CDK4; uaeHTH(HKADHO HHBIH HOMEP
reHa B 0ase maHubix NCBI: 1019); mukmmazaucumas kuHasza 6 (CDK6; naeHTH(pUKannOHHbIH HOMEP I'CHA B
6a3e narnbx NCBI: 1021); wien 14 cynmepcemeiictsa penenropos TNF (TNFRSF14, HVEM, CD270;
HACHTU(DHKAIIMOHHBIH HOMEp reHa B 0a3e JaHHBIX NCBI: 8764); T-kICTOUYHBIH HMMYHOPSHCIITOP C JOMCHAMH
Ig u ITIM (TIGIT, uaenrupukanuoHHBI HOMEP TeHA B 6a3¢ qaHHbX NCBI: 201633); X-CremicHHbIH
wHrHONTOP amonTtos3a (XIAP, BIRC4, TAP-3; uacHTu(puKanuoOHHBIN HOMEP TeHA B 0a3e maHHbX NCBI: 331);
OaxyIoOBHPYCHBIN OcoK, conepskammuii mosTop [AP, 2 (BIRC2, cIAP1; nacHTH()HKANMOHHBIH HOMCP TCHA B
6a3c mauaubix NCBI: 329); 6axynosupycHsIil O¢ioxk, comepkamuii mostop [AP, 3 (BIRC3, cIAP2;
HACHTH(DHKAIMOHHBI HOMEp reHa B 0a3e JaHHBIX NCBI: 330); 6aKy T0BHpYCHBIH OCIIOK, COACP AL TOBTOP
IAP, 5 (BIRCS, cypBuBHH, HACHTH(HKAHOHHEIH HOMEp I'eHa B 6a3e maHHbIX NCBI: 332); C-C-xeMOKHHOBBIH
peuenrop 2 (CCR2, CD192; nacHTH(pMKALMOHHEIH HOMEP T¢HA B 0ase manHbIXx NCBI: 729230); C-C-
xemokuHOBBIH penenrrop 5 (CCRS, CD195; naeHTH(HKanmoHHbI HOMEp reHa B 6a3e qanHbsIx NCBI: 1234); C-
C-xemoxuuoBbIH penenTop 8 (CCR8, CDw198; uaeHTH(QHKAIMOHHBIH HOMED TeHa B 0ase nanHbIXx NCBI:

1237); C-X-C-xemoxkuHOBHIH penenTop 2 (CXCR2, CD182; nacHTH(HKAMHOHHBIN HOMEP TCHA B 0a3¢ TaHHBIX
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NCBI: 3579); C-X-C-xemoxkurOBSI penentop 3 (CXCR3, CD182, CD183; uacHTH()HKAHOHHBIH HOMEP TCHA
B 06a3c qanabIx NCBI: 2833); C-X-C-xemokuaoBbII penentop 4 (CXCR4, CD184; naeHTH(PUKATHOHHBIH
HOMCEp reHa B 6aze aaHHBIX NCBI: 7852); apruna3za (ARG (uaeHTH(pHKAMOHHBIN HOMEP TeHA B 0a3¢ JAHHBIX
NCBI: 383), ARG2 (uacHTH(pHKAHOHHEI HOMEP TeHa B 0ase maHHBIX NCBI: 384)), kapboarrnapasa (CAl
(noeHTH(UKATMOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 759), CA2 (macHTH()UKANHOHHBIH HOMEP T'CHA B 0a3e
mauaHbIX NCBI: 760), CA3 (maeHTH(PUKANHOHHEIH HOMEP T'eHa B 0ase maHHBIX NCBI: 761), CA4
(uaeHTH(UKAMOHHBINH HOMEp TeHa B 0ase JaHHBIX NCBI: 762), CASA (MacHTH(HKANHOHHBIH HOMEP I'¢HA B
6asze mauaubx NCBI: 763), CASB (uacHTH(HKAIMOHHBIH HOMEP TeHa B 0asze maHHbIX NCBI: 11238), CA6
(uoeHTH(UKATTHOHHEBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 765), CA7 (macHTH()UKALHOHHBIH HOMEP T'¢HA B 0a3e
mauHHbIX NCBI: 766), CAS8 (maeHTH(PHUKANHOHHEIH HOMEP I'eHa B 0ase naHHbIX NCBI: 767), CA9
(uneHTH(UKATTHOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 768), CA10 (uacHTH(UKAIIMOHHBIN HOMEP ICHA B
6aze mauubx NCBI: 56934), CAl1 (upeHTH(QUKANHOHHBIH HOMEp reHa B 0a3e nanusix NCBI: 770), CA12
(uneHTH(UKATHOHHBIH HOMEp TeHa B 6a3e maHHbIX NCBI: 771), CA13 (uacHTU(UKAIIMOHHBIN HOMEpP ICHA B
6a3e nanubix NCBI: 377677), CA14 (uneHTH(pHKATHOHHBIH HOMEP reHa B 6a3e naHHbIX NCBI: 23632)),
npocrariaasauH-3Haonepokcua-cuarasa 1 (PTGS1, COX-1; uaeHTH(pUKALHOHHBIH HOMEp I'eHa B 6a3¢ JaHHBIX
NCBI: 5742), npocrarnasauH-3H10onepoxcua-cunrasza 2 (PTGS2, COX-2; uaeHTH()HKAHOHHBIH HOMEP ICHA B
6a3e nanHbIx NCBI: 5743), cekperupyemas (pocpomumaza A2, npocrarnanaus E-cunraza (PTGES, PGES;
HACHTH(PHKALMOHHBIA HOMEp reHa: 9536), apaxuaoHar-5-munokcureHasa (ALOXS, 5-LOX;
HACHTH(PHKALMOHHBIH HOMep reHa B 6a3e naHHbIX NCBI: 240) w/mwim pacTBOpHMAast SHOKCHATHAPOIA3A 2
(EPHX2, SEH; unenrudukanuonssii Homep resa B 6asze ganubix NCBI: 2053); cexperupyemas (ocdomunaza
A2 (manpumep, PLA2G1B (uaeHTH(UKAHOHHBIH HOMEp reHa B 6a3e qanHbIX NCBI: 5319); PLA2G7
(MaeHTH(UKAMOHHBIH HOMEp TeHa B 6a3c qaHHbIX NCBI: 7941), PLA2G3 (uacHTH(HKALHOHHBIA HOMEP TCHA
B 6ase manHbIX NCBI: 50487), PLA2G2A (uneHTH(pUKANUOHHEIA HOMEP TeHa B 6a3e maHubix NCBI: 5320);
PLA2G4A (mpeHTH(PHKAIHOHHBIH HOMEP TeHa B 0ase maHHbIX NCBI: 5321); PLA2G12A
(MaeHTH(UKATMOHHBIH HOMEp TeHa B 6a3c qaHHbIX NCBI: 81579); PLA2G12B (uacHTH()HKATHO HHBIH HOMCSP
reHa B 0ase maHHbIX NCBI: 84647); PLA2G10 (uaeHTH(HKAHOHHBIH HOMEp reHa B 6a3e qaHHbIX NCBI:
8399); PLA2G5 (uacHTH(pHKADHOHHEBIH HOMEp TeHa B 6a3e manubix NCBI: 5322); PLA2G2D
(MoeHTH(UKATMOHHEBIH HOMEp TeHA B 6a3¢ qaHHbIX NCBI: 26279); PLA2G15 (MacHTH(PUKALTHOHHEIA HOMEP
reHa B 0ase aanabIXx NCBI: 23659)); wanonamun-2,3-mquokcureHasa 1 (IDO1; nacHTH(PUKALHOHHEI HOMED
reHa B 0ase anAabIx NCBI: 3620); urmomamun-2,3-qrokcureHasa 2 (IDO2; naeHTH()UKATTHOHHBIH HOMEP TCHA
B 6ase manabIX NCBI: 169355); ansda-cydpe quanna uaayupyeMoro runokcueit gpaxropa 1 (HIF1A;
uACHTH(DHKAIIMOHHEIH HOMEp reHa B 0ase maHHeX NCBI: 3091); arrmomostuH 1 (ANGPTI,;
uACHTU(DHKAIIMOHHBIE HOMEp reHa B 0ase maHHeIX NCBI: 284); OrmoremmanpHas TuposnHknaaza TEK (TIE-2,
TEK, CD202B; uneaTn(ukanmoHHbIi HOMep reHa B 0aze nanasix NCBI: 7010); Snyc-kunaza 1 (JAK1;
uACHTH(DMKATIMOHHBIT HOMEp reHa B 0ase naHHEIX NCBI: 3716); karerun 6¢ta-1 (CTNNBI,;
uACHTH(DMKAIIMOHHEIH HOMEp reHa B 0ase maHHeX NCBI: 1499); rucroracanernnasa 9 (HDACY;
uACHTU(DMKATIMOHHEIH HOMEp reHa B 0ase maHHeX NCBI: 9734), n/mm 5'-3' sx3opudonykicasza 1 (XRN1;
naeHTH(PHKAHOHHBIH HOMep reHa B 6a3e maHHBIX NCBI: 54464).

[00235] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B

HACTOSMICM JTOKYMCHTS, KOMOWHHPYIOT C aTOHACTOM perenTopHoil TuposuHkmHA3E 3 ¢ fms (FLT3); FLK2;
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STK1; CD135; FLK-2; uaeHTH(UKAIMOHHBIH HOMEP TeHa B 0a3e nanasix NCBI: 2322). [Ipumeps! aroHHCTOB
FLT3 Bxmouarot, momumo npodero, cDX-301 u GS-3583.

[00236] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHPYIOT C ar¢HTOM mid antutesioM K CD19. TIpuMeps! arcHTOB HITH aHTHTET K
CD19, XOTOpBIC MOKHO BBOAWTH COBMCCTHO, BKITFOUAKOT, mIOMUMO mpouero: MOR00208, XmAb5574 (Xencor),
AFM-11, urebumzymad, MEDI 551 (Cellective Therapeutics),; MDX-1342 (Medarexand) u 6mmHaTYMOMAa0
(Amgen).

[00237] B paznm4HBIX BapHaHTAX ocynecTBiIcHuUS arcHT auTH-CD47 nimn anTH-SIRPO, Kak omucaHo B
HACTOSIICM TOKYMCHTS, KOMOWHHPYIOT C ar¢HTOM win antutesioM k CD20. [TpuMeps! arcHTOB WiIH aHTHTET K
CD20, xoTOpBIC MOYKHO BBOAUTH COBMCCTHO, BKIIFOUAOT, moMuMO mpoyero: IGN-002, PF-05280586;
purykcumad (Rituxan/Biogen Idec), opatymymabd (Arzerra/Genmab), o0unyTy3ymad (Gaziva/Roche Glycart
Biotech), anemry3yma6, senry3ymad, IMMU-106 (Immunomedics), okpemu3ymab (Ocrevus/Biogen Idec;
Genentech), okapary3yma6, LY2469298 (Applied Molecular Evolution) u yonutykcumad, LFB-R603 (LFB
Biotech.; tEVO Biologics), IGN-002, PF-05280586;

[00238] B pazmmisbIX BapHaHTax ocymectsicHu areHT Kk CD47 umu aredt k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMCHTS, KOMOWHHPYIOT C areHTOM mid aHTHTeNIoM K CD22. TTpuMeps! ar¢HTOB HIH AaHTUTENT K
CD22, x0TOpBIc MOYKHO BBOJUTH COBMECTHO, BKJIFOUAIOT IIOMHMO IPOYEro: smpary3ymad, AMG-412, IMMU-
103 (MMMYyHOMCIOHKH).

[00239] B pazmuisbIX BapHaHTax ocymecTsieHuI areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIIEM JOKYMEHTE, KOMOHMHHPYIOT ¢ areHToM 1iH anTuTeaoM K CD30. [TpuMephl areHTOB Wl aHTUTEI K
CD30, KOTOpBIC MOYKHO BBOAHTH COBMCCTHO, BKIIFOUAIOT IOMHMO IPOUCro: OpeHTykcuMad BeaoTuH (Seattle
Genetics).

[00240] B pa3muusbIX BapHaHTaX ocymectsicHus areHT kK CD47 wm areHt k SIRPo, kak omrcaHo B
HACTOSAIMICM JTOKYMCHTC, KOMOMHHPYIOT C arcHTOM WiH aHTuTeIoM K CD33. TIpruMepsI arcHTOB HITH aHTUTST K
CD33, KOTOpBIC MOYKHO BBOAWTH COBMCCTHO, BKIFOUAr0T, moMuMo mpoucro: CIK-CAR.CD33; CD33CART,
AMG-330 (CD33/CD3), AMG-673 (CD33/CD3), GEM-333 (CD3/CD33) u IMGN-779.

[00241] B pa3mmusbIX BapuHaHTax ocymectsicHuUS areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYIOT C ar¢cHTOM WiH aHTuTeIoM K CD37. [IpuMepsI aHTUTSTT HITH AaHTHTET K
CD37, x0TOpBIe MOXKHO BBOJHTH COBMECTHO, BKIIFOUAOT, MOMUMO mipouero: BI836826 (Boechringer Ingelheim),
otaepry3ymad u TRU-016 (Trubion Pharmaceuticals).

[00242] B pa3mmuHBIX BapuaHTax ocymectsicHuUs areHT kK CD47 wm arent k SIRPo, kak onricasHo B
HACTOSMICM TOKYMCHTS, KOMOWHHUPYIOT C ar¢HTOM mid antuteioM K CD38. TIpuMeps! arcHTOB WITH aHTHTST K
CD38, KOTOpPBIC MOYKHO BBOIWTH COBMCCTHO, BKITFOUAROT, moMuMO mpoucro: CD38, manpumep, T-007, UCART-
38; HMap3amekc (Genmab), Haparymyma0, INJ-54767414 (Jap3anekc/Genmab), M3zatykcumad, SAR650984
(ImmunoGen), MOR202, MORO03087 (MorphoSys), TAK-079; u arrenykuH k CD38, Hanpumep, TAKS573.
[00243] B pazmmusBIX BapuaHTax ocymecTsicHuUs areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHUPYIOT C ar¢HTOM Wid aHTuTeIoM K CD52. TIpuMeps! arcHTOB WK aHTHTST K
CD52, xOoTOpBIC MOYKHO BBOIWTH COBMCCTHO, BKITFOUAKOT MOMAMO Tpouero: anturena k CD52, Takue kak

aremry3ymad (Campath/University of Cambridge).
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[00244] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM JTOKYMCHTS, KOMOWHHUPYIOT C arcHTOM min antutesioM k CD98 (4F2, FRP-1). [1pumeps! areHTOB
win aatuTe’ kK CD98, KOTOpBIC MOKHO BBOAUTH COBMECTHO, BKIFOUAKOT, moMuMo mipouero: IGNS523 (Igenica).
[00245] B pazmmusbIX BapuaHTax ocymecTsicHus areHT k CD47 wm arent k SIRPo, kak onrcaso B
HACTOSMICM JTOKYMCHTS, KOMOWHHPYIOT C ar¢HTOM min antutenoM k CD157 (BST-1). [lpumepsr ar¢HTOB W
aaTutea k CD157, koTopsle MOKHO BBOIUTH COBMECTHO, BKIFOUAKOT, moMuMo mpouero; OBT357, MEN1112
(Menarini; Oxford BioTherapeutics).

[00246] B pazmuusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHr k SIRPo, kak onucaso B
HACTOSIIEM TOKYMCHTS, KOMOHHHPYIOT C areHToM win antutesioM K DKK-1 ITpuveps! arcHTOB WITH aHTHTET K
DKK-1, XOTOpBIC MOKHO BBOIUTH COBMCCTHO, BKIIFOUAOT, moMuMo mpoyero: BHQ880 (MorphoSys; Novartis)
u DKN-01, LY-2812176 (Eli Lilly).

[00247] B pazmumuHbIX BapuaHTax ocymecTsiacHus arcHT k CD47 wm areHr k SIRPo, kak onuicaHo B
HACTOSIIEM JOKYMCHTE, KOMOMHHPYIOT C areHTOM min aututenoM k GRP78 (BiP). [Ipumeps! areHTOB HiIH
aTurea kK GRP78, xoTopbie MOYKHO BBOAUTH COBMECTHO, BKIIFOUAIOT, HOMUMO mpoyero: PAT-SM6 (OncoMab
GmbH).

[00248] B pazmisbIX BapHaHTax ocymecTsicHu areHT kK CD47 umu areHt k SIRPo, kak onucaHo B
HACTOANIEM JOKYMEHTE, KOMOHHHPYIOT ¢ areHToM win aututeioM kK NOTCH 1. TTpumeps! areHTOB HIH AaHTUTE
k NOTCH1, xoTOpbIc MOYKHO BBOAMTH COBMECTHO, BKJIFQUAIOT, TOMHMO Npoyero: bpoutukry3ymad, OMP-
52M51 (OncoMed Pharmaceuticals).

[00249] B pa3nuuHbIX BapHaHTaX ocymectsiacHus areHT kK CD47 wm areHt k SIRPo, kak onmicaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C areHTOM min aututesioM K ROR1. TTpuMeps! areHTOB HIH aHTUTENT K
RORI, xoTOpBIC MOKHO BBOJUTH COBMECTHO, BKIFOUYAKOT, MOMAMO Ipoyero: Manarymymad, TRM1 u HGS-1012
(Cambridge Antibody Technology).

[00250] B pa3nuuHbIX BapHaHTaX ocymecTsicHuUs areHT kK CD47 wm areHt k SIRPo, kak onrcaHo B
HACTOSAIICM JTOKYMCHTS, KOMOWHHPYHOT C arcHTOM win aHTuteioM kK SLAMF7 (CS1, CD319). ITpumepsr
arcHToB nin anTHTeN K SLAMF7, KOTOpBIC MOXKHO BBOJHTH COBMECTHO, BKITFOUAOT, IOMHUMO IPOYETO:
Onotysymad, HuLuc63, BMS-901608 (Empliciti/PDL BioPharma), Moramy mzymad (KW-0761).

[00251] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTS, KOMOWHHUPYIOT ¢ arcHToM min antuteioM kK TNFRSF10A (DR4; APO2; CD261;
TRAILR1; TRAILR-1). TTpumepst arenros win arTuTel K TNFRSF10A, KOTOpBIE MOKHO BBOAHTH COBMECTHO,
BKJTFOYAFOT, TOMAMO Tpoucro: MamatymyMad, TRM1 u HGS-1012 (Cambridge Antibody Technology).

[00252] B pazmmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C arTCHTOM HJIM aHTUTENOM K penenropy TpaHcheppura (TFRC; CD71).
[Tpumeps! areHTOB HJIM AaHTHUTET K PELENTOPY TPaHC(EpPHHA, KOTOPBIC MOKHO BBOJAHTH COBMECTHO, BKITFOUAIOT,
momuMo mpouero; E2.3/A27.15 (University of Arizona).

[00253] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTC, KOMOWHHPYFOT C arcHTOM min aHTuteioM K EPHA3. TTpuMeps! arcHTOB HITH aHTHTST K
EPHA3, x0oTOpBIC MOKHO BBOJUTH COBMCCTHO, BKITFOUAKOT, TOMUMO mpouero: upadorysymad, KB004 (Ludwig

Institute for Cancer Research).
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[00254] B pazmmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT ¢ areHToM min aeTuTeioM K CCR4. IIprMeps! areHTOB HIIH aHTHTET K
CCR4, xoTOpBIC MOKHO BBOJUTH COBMECTHO, BKIIFOUAOT, IOMHUMO IIPOYEro: Moramymsymad, Kw-0761
(Poteligeo/Kyowa Hakko Kirin Co.)

[00255] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arenr k SIRPo, kak onrcaso B
HACTOSIMICM TOKYMCHTS, KOMOWHHUPYIOT ¢ ar¢HToM mn antuteoM kK CXCR4. [IpuMeps! arcHTOB WITH aHTUTET K
CXCR4, K0TOpPbIE MOXKHO BBOAUTH COBMECTHO, BKJIFOYAIOT, IOMHMO MPOYETO: YIOKyIuTyMad, BMS-936564,
MDX-1338 (Medarex) u PF-06747143 (Pfizer).

[00256] B pazmuusbIX BapuaHTax ocymecTsicHus areHT k CD47 wm areHr k SIRPo, kak onuicaso B
HACTOAMIEM JOKYMEHTE, KOMOMHHUPYIOT C areHToM win anTuresioM k BAFF. ITpuMeps! areHTOB WIIH aHTHTET K
BAFF, xoTopbIc MOKHO BBOJUTH COBMECTHO, BKIFOUAIOT IIOMUMO mpoyero: Tabamymad, LY2127399 (Eli Lilly).
[00257] B pazmumusbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHr k SIRPo, kak onuicaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C ar¢HTOM HiM aHTuTesIoM K penentopy BAFF (BAFF-R). ITpumepst
arcHTOB Wu aututes K BAFF-R, KOTOpBIC MO’KHO BBOAUTH COBMECTHO, BKJIFOUAKOT, IOMHUMO Ipouero: VAY736
(MorphoSys; Novartis).

[00258] B pazmirisbIX BapHaHTax ocymecTsicHu areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMCHTE, KOMOMHHPYIOT C areHTOM min anTuTeioM RANKL. TIpiuMephr areHTOB WIH aHTHTE K
RANKL, xoTOpBIc MO’KHO BBOAUTH COBMECTHO, BKJIFOUAOT, TOMHMO IpoYero: AeHocymMad, AMG-162 (Prolia;
Ranmark; Xgeva/Amgen).

[00259] B pa3nuuHbIX BapHaHTax ocymectsiacHus areHT kK CD47 wm areHt k SIRPo, kak onmicaHo B
HACTOANIEM JOKYMEHTE, KOMOHHHPYIOT C aTCHTOM WM aHTUTENIOM K IL-6. TIpumeps! areHToB nin anTHTeN! K IL-
6, KOTOPBIC MO>KHO BBOJIHTh COBMCCTHO, BKIFOUAIOT, IIOMHMO MPodero: cuutykcumad, CNTO-328
(Sylvant/Centocor).

[00260] B pa3nmuHbIX BapHaHTaX ocymecTsicHus areHT k CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOHHHUPYIOT C arTCHTOM HJIH aHTHTENIOM K penentopy IL-6 (IL-6R). ITpumepst
arcHTOB um aHTuTe K [L-6R, KOTOphie MOKHO BBOJUTH COBMECTHO, BKJIFOUAKOT, TOMHMO IPOYETO:
Tommm3yMad, R-1569 (Actemra/Chugai Pharmaceutical; Osaka University) wm AS-101 (CB-06-02, IVX-Q-
101).

[00261] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTS, KOMOWHHUPYIOT C arcHTOM miH aHTuTeNIoM K IL3RA (CD123). IIpuMepsr arcHTOB WA
aaTurea k IL3RA (CD123), xoTOpBIC MOXKHO BBOJUTH COBMCCTHO, BKIIFOUAROT, TOMUMO mpouero: CSL360
(CSL), Tanakoty3yma0, JNJ-56022473, CSL362 (CSL); XmAb14045 (Xencor), KHK2823 (Kyowa Hakko
Kirin Co.); APV0O436 (CD123/CD3); ¢pmorety3ymad (CD123/CD3); INJ-63709178 (CD123/CD3); u XmAb-
14045 (CD123/CD3) (Xencor).

[00262] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onricaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHPYIOT C ar¢HTOM mWid anTtuteoM K IL2RA (CD25). TlpuMeps! arcHTOB WH
aaTutea K [IL2RA, KOTOpBIC MOYKHO BBOAWTH COBMCCTHO, BKIIFOUAKOT, TOMUMO Tpouero: basmwmkcnmad, SDZ-
CHI-621 (Simulect/Novartis) u gaxim3yma0.

[00263] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B

HACTOSMICM TOKYMCHTS, KOMOWHHUPYHOT ¢ arcHToM min antutesioMm IGF-1R (CD221). TIpumepsr ar¢HTOB WA
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aaturea K IGF-1R, xoTopsic MO’KHO BBOAUTH COBMCCTHO, BKIIFQUAIOT, IIOMUMO MPOUYCTO: TaHuTYMa0, AMG-479
(Amgen); rarutymad, AMG-479 (Amgen), gamoty3ymad, MK-0646 (Pierre Fabre) w AVE1642 (ImmunoGen).
[00264] B pazmmusBIX BapuaHTax ocymecTsicHus areHT kK CD47 wmm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHUPYIOT ¢ arcHToM mwin antuteioM kK GM-CSF (CSF2). Tlpumeps! areHTOB WH
anturea kK GM-CSF, koTopbic MOKHO BBOJUTH COBMECTHO, BKITFOUAIOT, IIOMHMO MPOUCTo; JeH3mTyMad, KB0OO3
(CaloBios Pharmaceuticals).

[00265] B pazmumusbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHr k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT ¢ areHToM win anturenoM kK HGF. ITpumeps! areHTOB MM aHTUTET K
HGF, xoTophic MOKHO BBOIUTH COBMECTHO, BKJIFOUAIOT, TOMHUMO IpoUero: ¢guxiarysymad, AV-299 (AVEO
Pharmaceuticals).

[00266] B pazmumusbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHt k SIRPo, kak onucaHo B
HACTOSIIEM JTOKYMCHTS, KOMOMHHPYIOT C ar¢HTOM min aHtuteoM k CD44. TIpuMeps! arcHTOB WIH aHTUTET K
CD44, x0TOpBIC MOYKHO BBOAUTH COBMECTHO, BKIIFOUAOT, MOMUMO mpoyero: RG7356, RO5429083 (Chugai
Biopharmaceuticals; Roche).

[00267] B pazmmisbIX BapHaHTax ocymecTsicHu areHT kK CD47 umu arenr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMCHTS, KOMOWHHPYIOT C areHTOM miH aHTHTENIOM K VLA-4 (CD49d). TTpuMeps! areHTOB WK
antuTen K VLA-4, KOTOpBIC MOKHO BBOJUTH COBMECTHO, BKIFOUAKOT, IIOMHMO IPOYEro: HaTaau3ymao, BG-
0002-E (Tysabri/Elan Corporation).

[00268] B pazmusbIX BapHaHTax ocymecTsieHu areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C areHTOM win auTutesioM K [CAM-1 (CD54). TIpumepb! areHTOB HTH
anTute] K ICAM-1, KOTOpPBIC MOKHO BBOJUTH COBMECTHO, BKJIFOUAIOT, MOMHMO mpouero: BI-505 (Biolnvent
International)

[00269] B pa3mmuHbIX BapHaHTax ocymectsicHus areHT kK CD47 wm areHt k SIRPo, kak omrcaHo B
HACTOSAMICM JTOKYMCHTS, KOMOMHHPYIOT C arcHTOM mWid aHTuTeIoM VEGF-A. TTpuMephI arcHTOB HITH AaHTHTST K
VEGF-A, KOTOpBIC MOKHO BBOIHTH COBMCCTHO, BKITFOUAKOT, IIOMHMO IPOYCTO: OcBAm3yMad
(ABactun/Genentech; Hackensack University Medical Center).

[00270] B pa3mmusbIX BapuHaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYFOT C ATCHTOM HJTH AaHTHTEIIOM K dHmocuamuHy (CD248, TEM1). [Tpumvepst
arcHTOB WJIM AHTHTEIN K 3HIOCHATNHY,, KOTOPBIC MOKHO BBOJHTH COBMECTHO, BKIFOUAKOT, IIOMHMO MPOUETO:
onrerm3ymad, MORAB-004 (Ludwig Institute for Cancer Research; Morphotek).

[00271] B pa3mmusBIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHUPYIOT C ar¢HTOM mWiH anTtuteioM K CD79. TIpuMeps! arcHTOB WITH aHTHTST K
CD79, xoTOpBIC MOXKHO BBOJUTH COBMECTHO, BKIIFOUAOT, IOMAMO Ipoyero: moiary3ymad, DCDS4501A,
RG7596 (Genentech).

[00272] B pa3mmuHBIX BapuaHTax ocymectsicHuUs areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHUPYIOT C arT€HTOM HJIH aHTHTEJIOM K m3onuTparaeruaporeHase (IDH).
ITpumvepst arenToB Hin anTuTed K IDH, KOTOpBIE MOKHO BBOAUTH COBMECTHO, BKIFOUAOT, MOMHMO IIPOUEro:
waruoutop IDH1 wsocuaenu6 (Tibsovo; Agios) mw warnouTop IDH2 srasnaerno (Idhifa; Celgene/Agios).
[00273] B pazmmusBIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B

HACTOAICM OOKYMCHTC, I(OM6I/IHI/IPYIOT C QHTUTCJIOM, KOTOPOC HALICJICHO HA OHYXOJICaCCOL[I/II/IPOBaHHHﬁ

50



npeoOpazosatens curHana kaneiws 2 (TACSTD2) (unenruduxarop rera NCBI: 4070; EGP-1, EGP1, GA733-
1, GA7331, GP50, M1S1, TROP2), Hanpumep, carmTy3yMad.

[00274] B pazmmuHBIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C KOMIUICKCOM K IT'€HAM TJIaBHOH TKaHEBOH COBMECTUMOCTH, AHTUTEIIOM
kmacca I, G (HLA-G; naeHTH(pukanunoHHsIH HOMEp TeHa B 0ase maHHbIX NCBI: 3135), takum kak TTX-080.
[00275] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHt k SIRPo, kak onucaso B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C AaHTHTEJIOM K JICHKOIUTAPHOMY HMMYHOTJIOOY JIHHY, TOAOOHOMY
peuenropy B2 (LILRB2, Takske uzsectHoMy kak CD85D, ILT4; naeHTH(pUKAIMOHHBIH HOMED TeHA B 0ase
mauubeix NCBI: 10288), manpumep, JTX-8064 mm MK-4830.

Aeonucmer unu_axmusamopwt ynenos cynepcemeiicmea peyenmopog INF (ITNFRSF)

[00276] B pazmmusbIX BapuaHTax ocymecTsiacHus areHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C aTOHHCTOM OJHOTO MM OoJice 4iIeHOB cynepcemeiictsa TNF-
peuentopoB (TNFRSF), nanpumep, aronuctom oxHoro win 6osiee u3 TNFRSF1A (uaeHTH(PHKATTHOHHBIH
HoMep reHa B 6aze qanHbIX NCBI: 7132), TNFRSF1B (uaeHTH(HKAIMOHHbIH HOMEP I'eHa B 0a3e JaHHBIX
NCBI: 7133), TNFRSF4 (0X40, CD134; nneHTH(pHKAMOHHbIH HOMEp I'eHa B 6ase maHHbiX NCBI: 7293),
TNFRSF5 (CD40; unentudukanuoHusii Homep reHa B 6ase manasix NCBI: 958), TNFRSF6 (FAS,

uACHTH (PHKALHOHHBIH HOMep reHa B 6a3e aaHHBIX NCBI: 355), TNFRSF7 (CD27, uneHTH(pHKADHOHHBIH HOMEP
reHa B 06ase naHubix NCBI: 939), TNFRSF8 (CD30, uaeHTH()UKAIHOHHBIH HOMEp reHa B 6a3e qanHbx NCBI:
943), TNFRSF9 (4-1BB, CD137, unentu(pukannoHHbIH HOMEp reHa B 0a3e anHbix NCBI: 3604), TNFRSF10A
(CD261, DR4, TRAILR1, uncHTH(pruKanHOHHBINA HOMEP TeHa B 06a3¢ qanHbx NCBI: 8797), TNFRSF10B
(CD262, DR5, TRAILR2, uncHTH(pHKAHOHHBIH HOMEp TeHa B 6a3e qanHbix NCBI: 8795), TNFRSF10C
(CD263, TRAILR3, uncHTH(pukanuoHHbIH HOMEp reHa B 6a3¢ qanHbIX NCBI: 8794), TNFRSF10D (CD264,
TRAILR4, uacHTH(pHKAIMOHHBIH HOMEpP reHa B 0a3e maHHBIX NCBI: 8793), TNFRSF11A (CD265, RANK,
HACHTU(DHKAIMOHHBIH HOMEp reHa B 6a3e naHHbX NCBI: 8792), TNFRSF11B (MacHTH(DHKAIIMOHHBIH HOMSP
reHa B 0ase maHHbIX NCBI: 4982), TNFRSF12A (CD266, nneHTH(pMKAUOHHBIH HOMEP I'eHa B 6a3¢ TaHHBIX
NCBI: 51330), TNFRSF13B (CD267, uncHta(pukanquoHHbIH HOMEP reHa B 6a3¢ JaHHbIX NCBI: 23495),
TNFRSF13C (CD268, uacHTH(pUKAHOHHBIH HOMEP reHa B 6a3e qanHbix NCBI: 115650), TNFRSF16 (NGFR,
CD271, uneHtu(pukannoOHHBIH HOMEP TeHA B 0a3c qaHHBIX NCBI: 4804), TNFRSF17 (BCMA, CD269,
uACHTU(DHKAIMOHHBIH HOMEp reHa B 6a3e saHHbX NCBI: 608), TNFRSF18 (GITR, CD357,
naeHTH(PUKAHOHHBIH HoMep reHa B 6a3e nanHBIX NCBI: 8784), TNFRSF19 (MacHTH()HKADHOHHBIN HOMEP
reHa B 0ase manHbIX NCBI: 55504), TNFRSF21 (CD358, DR6, nacHTH(HKAIIHOHHBI HOMEP T¢HA B 043¢
maHHbIX NCBI: 27242), u TNFRSF25 (DR3, uacHTH(HKAIHOHHBIH HOMEP reHa B 6a3¢ qaHHbX NCBI: 8718).
[00277] TIpumepsr arTuTen k TNFRSF4 (OX40), KOTOpBIC MOYKHO BBOJHTH COBMCCTHO, BKITFOUAIOT, IIOMHMO
mpoucro, MEDI6469, MEDI6383, MEDI0562 (taBoymmkcu3ymat), MOXR0916, PF-04518600, RG-7888, GSK-
3174998, INCAGN1949, BMS-986178, GBR-8383, ABBV-368 u 1¢, koTopsic omucanb B WO2016179517,
W02017096179, W0O2017096182, W0O2017096281 u WO2018089628, xaskapIii H3 KOTOPHIX MOTHOCTHIO

BKJTFOUCH B HACTOSIIUN JAOKYMCHT NOCPEACTBOM CCBLIKH.
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[00278] Tlpumepsr anTuTENa K wWicHy 10b cymepcemetictea penenropos TNF (TNFRSF10B, DRS,
TRAILR?2), koTOpBIC MOKHO BBOJUTH COBMECTHO, BKIFOYAIOT, MOMHMO Tpouero, Hampumep, DS-8273, CTB-
006, INBRX-109 u GEN-1029.

[00279] TIpumepsr anTuTen kK TNFRSF5 (CD40), KOTOpBIC MOYKHO BBOAUTH COBMCCTHO, BKITFOUAOT, IIOMHMO
mpouero, cemukperymad (RO7009789), murazamumad (Taxoke H3BSCTHBIN Kak BaHAHMa0, ADC-1013, JNJ-
64457107), RG7876, SEA-CD40, APX-005M u ABBV-428, ABBV-927 u JNJ-64457107.

[00280] TIpumepsr anTuTen K TNFRSF7 (CD27), KOTOpBIC MOYKHO BBOAHTH COBMECTHO, BKITFOUAOT, IIOMHMO
npouero, sapmurymad (CDX-1127).

[00281] TIIpumepsr anTuTen K TNFRSF9 (4-1BB, CD137), KOTOpPBIC MOYKHO BBOAUTH COBMECTHO, BKIIFOUAOT,
MIOMHUMO TIPOUETO, yperyMmad, yrommiaymad (PF-05082566), AGEN2373, u ADG-106, BT-7480 u QL1806.
[00282] TIpumepsr antuTen kK TNFRSF17 (BCMA), KOTOpBIC MOKHO BBOJUTH COBMECTHO, BKITFOUAIOT,
nomumo npouero, GSK-2857916.

[00283] IIpumepsr antuTen kK TNFRSF18 (GITR), KOTOpBIC MOKHO BBOJAUTH COBMECTHO, BKIIFOUAIOT, IIOMHMO
mpouero, MEDI1873, FPA-154, INCAGN-1876, TRX-518, BMS-986156, MK-1248, GWN-323 u anturena,
omucanHsie B W02017096179, W02017096276, W0O2017096189 u W0O2018089628. B HEKOTOPBIX BapHAHTAX
OCYILICCTBJICHAA COBMECTHO BBOAAT AHTHUTEJIO HJIH €0 (hparmeHT, HaueeHHsle Ha TNFRSF4 (0X40) u
TNFRSF18 (GITR). Taxue anTuTea onmcanbl, Hanpumep, B W02017096179 1 WO2018089628, xaxnas u3
KOTOPBIX MOJHOCTBIO BKIFOUCHA B HACTOSIIHH JOKYMCHT IIOCPEACTBOM CCBLIKH.

[00284] TIpumeps antuten k TRAILR1, TRAILR2, TRAILR3, TRAILR4, k0oTOpBIC MOKHO BBOJHUTH
COBMECTHO, BKJTFOUAIOT, TOMHMO mpouero, ABBV-621.

[0028S] IIpumeps OMCTCIH(DIUCCKIX AHTUTEN, HALCJICHHBIX HA WIcHOB ceMeiicTBa TNFRSF, koTophie
MO>KHO BBOJUTH COBMECTHO, BKJIFOUAIOT, moMuMO mpoucero, PRS-343 (CD-137/HER2), AFM26
(BCMA/CD16A), AFM-13 (CD16/CD30), REGN-1979 (CD20/CD3), AMG-420 (BCMA/CD3), INHIBRX-
105 (4-1BB/PDL1), FAP-4-IBBL (4-1BB/FAP), XmAb-13676 (CD3/CD20), RG-7828 (CD20/CD3), CC-93269
(CD3/BCMA), REGN-5458 (CD3/BCMA) u IMM-0306 (CD47/CD20), u AMG-424 (CD38.CD3).

[00286] TIpumepb HHTHOUTOPOB JOMCHA HMMYHOTIOOY IMHA, poacTeeHHOTO PVR, comepxamero (PVRIG,
CD112R), xoTOpBIC MOKHO BBOJHTH COBMCCTHO, BKIIFOUAKOT, TOMHUMO Tipoucero: COM-701.

[00287] TIpumeps! naruOuTOpoB T-KIETOUHOTO HMMYyHOpenenTopa ¢ aomeHamu Ig u ITIM (TIGIT;
HACHTU(DHKAIIMOHHBIH HOMEp reHa B 6a3e JaHHBIX NCBI: 201633), koTOpbIc MOYKHO BBOJUTH COBMCCTHO,
BKITIOYAROT, TOMUMO Tipoucro: BMS-986207, RG-6058, AGEN-1307, COM-902, sturummmad, TaparoaymMad
(taxoke m3BecTHBIH Kak MTIG-7192A; RG-6058; RO 7092284), AGEN1777, IBI-939, AB154, MG1131 n
EOS884448 (EOS-448).

[00288] TIpumeps! HHTHOMTOPOB KICTOYHOTO perienrropa 2 supyca remaruta A (HAVCR2, TIMD3, TIM-3),
KOTOPBIC MOYKHO BBOJUTH COBMCCTHO, BKITFOUAIOT, MOMIMO mipouero; TSR-022, LY-3321367, MBG-453,
INCAGN-2390, RO-7121661 (PD-1/TIM-3), LY-3415244 (TIM-3/PDL1) u RG7769 (PD-1/TIM-3).

[00289] TIpumepsr naruOuTOpoB akTHBamuy JMponuTos 3 (LAG-3, CD223), KOTOphIE MOXXHO BBOJHTH
COBMCCTHO, BKJTFOUYAIOT, MOMHUMO TIpouero, penatmmad (ONO-4482), LAG-525, MK-4280, REGN-3767,
INCAGN2385, TSR-033, MGD-013 (PD-1/LAG-3) u FS-118 (LAG-3/PD-L1).
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[00290] TIpmmepsl aHTHTEST K HMMY HOTJIOOY THHOTIOAOOHOMY PEICITOPY KICTOK-KHILICPOB, TPEM JOMCHAM g
u mHHOMY nurornasMarmaeckomy xsocty 1 (KIR3DL1; KIR; maeHTH)UKAIHOHHBINH HOMED TeHA B 0a3e
mausbeix NCBI: 3811), Hanpumep, mupuaymad (IPH-2102) u IPH-4102.

[00291] TIpumepsr antuten k NKG2a, KOTOphIe MO’KHO BBOAUTH COBMECTHO, BKIIFOUAKOT, IOMHMO IPOUETO:
MOHAIH3yMad.

[00292] TIpmMeps! HMMYHOPELIEHTOPHOTO penentopa ¢ V-o6pasusiM Habopoum (VSIR, B7HS, VISTA),
KOTOPBIC MOYKHO BBOJUTH COBMECTHO, BKIIFOUAKOT, momMuMo nipouero. HMBD-002 u CA-170 (PD-L1/VISTA).
[00293] TIpumepsr antuTed K CD70, KOTOPBIE MOYKHO BBOJHUTH COBMECTHO, BKIIOYAIOT, IOMUMO ITPOYETO:
AMG-172.

[00294] TIpumepsr antuTea k ICOS, KOTOPBIE MOYKHO BBOAUTH COBMECTHO, BKJIFOYAIOT, TOMHMO IIPOYETO:
JTX-2011, GSK3359609.

[00295] TIpumepsr aronuctos ICOS, KOTOpBIE MOYKHO BBOJUTh COBMECTHO, BKITIOYAIOT, IOMHUMO ITPOYETO:
ICOS-L.COMP (Gariepy, J. et al. 106th Annu Meet Am Assoc Immunologists (AAI) (May 9-13, San Diego)
2019, Abst 71.5).

Hneubumopol uMMYHHbIX KOHMPOIbHBIX MOYEK

[00296] B sHexoTopsIx BapHaHTax ocymectsieHus areHT kK CD47 wmm arent k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHHHPYIOT C OJHUM HJIH 00Jee HHTHOHTOpaMU HMMYHHBIX KOHTPOJIBHBIX TOUCK. B
HEKOTOPBIX BAPHAHTAX OCYIUECCTBICHHUS OAHH WK 00Jice HHTHOUTOPOB HMMY HHBIX KOHTPOJIBHBIX TOUCK
NPECTaBILIOT c000i O€IKOBbIC HHTHOUTOPHI (HAIIPHMED, AHTHTETIO W €T0 (PparMeHT, HIH MHMETUK
antutena) PD-L1 (CD274), PD-1 (PDCD1) wim CTLA4. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHUS OUH HIH
601cc HHTHOUTOPOB HMMYHHBIX KOHTPOJIBHBIX TOUCK BKJIFOUAKOT MAJTBIC OPraHHYCCKHUE MOJICKY JIbl HHTHOUTOpa
PD-L1 (CD274), PD-1 (PDCD1) umm CTLA4.

[00297] TIpumepsr naruduTopoB CTLA4, KOTOpBIC MOKHO BBOAUTH COBMECTHO, BKITFOUAKOT, TOMHMO
npouero, wmaauMy Mad, Tpemeaumymatd, BMS-986218, AGEN1181, AGEN1884, BMS-986249, MK-1308,
REGN-4659, ADU-1604, CS-1002, BCD-145, APL-509, JS-007, BA-3071, ONC-392, AGEN-2041, JHL-1155,
KN-044, CG-0161, ATOR-1144, PBI-5D3H3, BPI-002, HBM-4003, a Taxke HOJTHCHCHH(PUUCCKUC
uHruduTopsr FPT-155 (CTLA4/PD-L1/CD28), PF-06936308 (PD-1/CTLA4), MGD-019 (PD-1/CTLA4), KN-
046 (PD-1/CTLA4), MEDI-5752 (CTLA4/PD-1), XmAb-20717 (PD-1/CTLA4) u AK-104 (CTLA4/PD-1).
[00298] TIpumepsr warn6uTopos/anTutea PD-L1 (CD274) wm PD-1 (PDCD1), KOTOpBIC MOYKHO BBOAHUTD
COBMCCTHO, BKJTFOUYAIOT, MOMHMO TPOUCTO, MEMOPOmM3yMad, HUBOIyMa0, eMumimMad, muaummsymMad, AMG-
404, AMP-224, MEDI0O680 (AMP-514), cmapramu3yma0b, ate3oim3yma0, asenyma0, aypsaiaymad, BMS-
936559, CK-301, PF-06801591, BGB-A317 (tucnemazymat), GEN-1046 (PD-L1/4-1BB), GLS-010 (WBP-
3055), AK-103 (HX-008), AK-105, CS-1003, HLX-10, MGA-012, BI-754091, AGEN-2034, JS-001
(Topumanamab), JNJ-63723283, reHommmzymad (CBT-501), LZM-009, BCD-100, LY-3300054, SHR-1201,
SHR-1210 (xampemuzyma0), Sym-021, ABBV-181, PD1-PIK, BAT-1306, (MSB0010718C), CX-072, CBT-
502, TSR-042 (gocrapmumab), MSB-2311, JTX-4014, BGB-A333, SHR-1316, CS-1001 (WBP-3155, KN-035,
IBI-308 (cuatumamab), HLX-20, KL- A167, STI-A1014, STI-A1015 (IMC-001), BCD-135, FAZ-053, TQB-
2450, MDX1105-01, GS-4224, GS-4416, INCB086550, MAX10181, a Takke MyIbTHCHICLH(PHUCCKHC
uHruduTopsr OI1T-155 (CTLA4/PD-L1/CD28), PF-06936308 (PD-1/CTLA4), MGD-013 (PD-1/LAG-3), RO-
7247669 (PD-1/LAG-3), FS-118 (LAG-3/PD-L1) MGD-019 (PD-1/CTLA4), KN-046 (PD-1/CTLA4), MEDI-
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5752 (CTLA4/PD-1), RO-7121661 (PD-1/TIM-3), XmAb-20717 (PD-1/CTLA4), AK-104 (CTLA4/PD-1),
M7824 (momen PD-L1/TGFB-EC), CA-170 (PD-L1/VISTA), CDX-527 (CD27/PD-L1), LY-3415244 (TIM-
3/PDL1), RG7769 (PD-1/TIM-3) u INBRX-105 (4 -1BB/PDL1), GNS-1480 (PD-L1/EGFR), RG-7446
(Teuentpuk, are3onu3zymad), ABBV-181, ausonymad (OPDIVO®, BMS-936558, MDX-1106),
memOpomsymad (KEYTRUDA®, MK -3477, SCH-900475, nambpomu3ymad, CAS per. Ne 1374853-91-4),
muauan3ymMa0, PF-06801591, BGB-A317 (tucnenu3ymab), GLS-010 (WBP-3055), AK-103 (HX-008), CS-
1003, HLX-10, MGA- 012, BI-754091, REGN-2810 (uemumiamat), AGEN-2034, JS-001 (topunamumab), JNJ-
63723283, rerommmzymab (CBT-501), LZM-009, BCD-100, LY-3300054, SHR-1201, SHR-1210
(xampenmzyma0), Sym-021, ABBV-181, AK-105, PD1-PIK, BAT-1306, BMS-936559, are3omm3ymab
(MPDL3280A), nypsanymad (MEDI-4736), asenyma6, CK-301, (MSB0010718C), MEDI-0680, CX-072, CBT-
502, PDR-001 (cmapramuszyma6), PDR0O01 + Tagurmap® + Mexkunuct®, MSB-2311, JTX-4014, BGB-A333,
SHR-1316, CS-1001 (WBP-3155, KN-035, IBI-308 (curTmimMab), HLX-20, KL-A167, STI-A1014, STI-
A1015 (IMC-001), BCD-135, FAZ-053, TQB-2450, u MDX1105-01 u onncanuslie, HanipuMep, B Intl Patent
Publ. NeNe WO2018195321, W02020014643, W02019160882 1 WO2018195321.

[00299] B pa3mmuHbIX BapHaHTaX OCyHIeCTBICHHA aHTUTeNIa K CD47, onmicaHHbIe B HACTOSINEM JOKYMEHTE,
KOMOWHHPYIOT ¢ HHTHOUTOpOM peryisaropa anonto3a MCL1, unena cemeiictea BCL2 (MCL1, TM; EAT,;
MCLI1L; MCLI1S; Mcl-1; BCL2L3; MCL1-ES; bcl2-L-3; mcl1/EAT; naeHTH(HKANHOHHBIH HOMEP IeHa B 0a3e
nJaaHbIx NCBI: 4170). ITpumepst uaruouropos MCL1 Brkmrouaror: AMG-176, AMG-397, S-64315, u AZD-
5991, 483-LM, A-1210477, UMI-77, JKY-5-037, u Te, xoTopsle onucansl B W0O2018183418, W0O2016033486,
u W0O2017147410.

Aeonucmot Toll-nodobuvix peyenmopoe (TLR)

[00300] B pa3muuHbIX BapHaHTaX ocymectsiacHus areHT kK CD47 wm areHt k SIRPo, kak onmrcaHo B
HACTOSAMICM JTOKYMCHTS, KOMOHHHPYIOT C aroHHCTOM toll-momo6Horo penenropa (TLR), HampuMep, arOHHCT
TLR1 (maeHTH(pHUKAMOHHEIH HOMEp r'eHa B 6a3e maHHbIX NCBI: 7096), TLR2 (uaeHTH(UKALTHOHHBIH HOMEP
reHa B 0ase maHubix NCBI: 7097), TLR3 (unentn(pukannoHHbIH HOMep reHa B 6a3e naHHbIX NCBI: 7098),
TLR4 (mpeHTH(pHUKAIMOHHBIH HOMEp reHa B 6ase maHHbIX NCBI: 7099), TLRS5 (uaeHTH(UKATHOHHBIH HOMEP
reHa B 0ase maHubIX NCBI: 7100), TLR6 (unenTn(ukanuoHHbIH HOMep reHa B 6a3e manHbx NCBI: 10333),
TLR7 (uaeHTH(pHKAIMOHHBIH HOMEp T'eHa B 6ase maHHbIX NCBI: 51284), TLRS8 (uaeHTH()HKAIMOHHBIH HOMED
reHa B 0ase aanasix NCBI: 51311), TLRY (uacHTH(HKAHOHHBIN HOMEP reHa B 6a3e qaHHbX NCBI: 54106),
n/mmn TLR10 (naeHTHpMKAIHOHHBIH HOMep reHa B 0a3e qanHbix NCBI: 81793). ITpumeps! aronuctos TLR7,
KOTOPBIC MOYKHO BBOJHUTH COBMCCTHO, BKITFOUAIOT, MOMHMO mipodero, DS-0509, GS-9620, LHC-165, TMX-101
(mmuxBuMox), GSK-2245035, pesuxksumon, DSR-6434, DSP-3025, IMO-4200, MCT-465, MEDI-9197, 3M-
051, SB-9922, 3M-052, Limtop, TMX-30X, TMX-202, RG-7863, RG-7795, u coeAMHCHUS, OTIHCAHHbIC B
US20100143301 (Gilead Sciences), US20110098248 (Gilead Sciences), m US20090047249 (Gilead Sciences),
US20140045849 (Janssen), US20140073642 (Janssen), W0O2014/056953 (Janssen), W0O2014/076221 (Janssen),
W02014/128189 (Janssen), US20140350031 (Janssen), W02014/023813 (Janssen), US20080234251 (Array
Biopharma), US20080306050 (Array Biopharma), US20100029585 (Ventirx Pharma), US20110092485
(Ventirx Pharma), US20110118235 (Ventirx Pharma), US20120082658 (Ventirx Pharma), US20120219615
(Ventirx Pharma), US20140066432 (Ventirx Pharma), US20140088085 (Ventirx Pharma), US20140275167
(Novira Therapeutics) m US20130251673 (Novira Therapeutics). Arornct TLR7/TLRS, k0TOPBIH MOXKHO
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BBOJIUTH COBMECTHO, npeacTasisicT codoit NKTR-262. ITpumeps! arorncToB TLR8, KoTOpbIe MOXKHO BBOAHUTH
COBMCCTHO, BKJTFOUYAKOT, HO HE OTpaHImIMBAiACh 3TuM, E-6887, IMO-4200, IMO-8400, IMO-9200, MCT-465,
MEDI-9197, motonmmon, pe3uksumon, GS-9688, VTX-1463, VIX-763, 3M-051, 3M-052, u cocIWHCHHUA,
onmcauusic B US20140045849 (Janssen), US20140073642 (Janssen), WO2014/056953 (Janssen),
W02014/076221 (Janssen), WO2014/128189 (Janssen), US20140350031 (Janssen), W0O2014/023813
(Janssen), US20080234251 (Array Biopharma), US20080306050 (Array Biopharma), US20100029585 (Ventirx
Pharma), US20110092485 (Ventirx Pharma), US20110118235 (Ventirx Pharma), US20120082658 (Ventirx
Pharma), US20120219615 (Ventirx Pharma), US20140066432 (Ventirx Pharma), US20140088085 (Ventirx
Pharma), US20140275167 (Novira Therapeutics), u US20130251673 (Novira Therapeutics). [Ipumepst
arorucToB TLRY, kK0TOpBhIC MOKHO BBOJUTH COBMECTHO, BKJTFOUYAIOT, HO HE OTPAaHHYIHBAIOTCA 3TUM, AST-008,
CMP-001, IMO-2055, IMO-2125, aurernmo0, MGN-1601, BB-001, BB-006, IMO-3100, IMO-8400, IR-103,
IMO-9200, araromumon, DIMS-9054, DV-1079, DV-1179, AZD-1419, ne¢promumod (MGN-1703), CYT-003,
CYT-003-QbG10 u PUL-042. ITpumeps! aronucra TLR3 primoyaror punTaTomumos, nomu-ICLC,
RIBOXXON®, Apoxxim, RIBOXXIM®, IPH-33, MCT-465, MCT-475, u ND-1.1.

[00301] TIIpumeps: uarubuTopos TLRE BrmoUarot, momumo npouero, E-6887, IMO-8400, IMO-9200 u VTX-
763.

[00302] TIpumepsr arorucros TLRS Brmrouarot, momumo npouero, MCT-465, motomumoa, GS-9688 u VIX-
1463.

[00303] TIpumepsr uaruduropo TLRY BrmouaroT, momumo mpouero, AST-008, IMO-2055, IMO-2125,
aepurommmoxn, ureHnMoa, MGN-1601 u PUL-042.

[00304] TIpmmepsr aronrcta TLR7/TLRS, Takoro xak NKTR-262, IMO-4200, MEDI-9197 (Tenpatomumon),
PE3UKBHMO;

[0030S] TIpumepsr arorrcToB TLR BKIIIOYAKOT, TOMHMO MPOYCTO: JIC(PHUTOIAMO, THICOTOTAMOS,
punTatomumona, DSP-0509, AL-034, G-100, xobutommmmon, AST-008, motomamoa, GSK-1795091, GSK-
2245035, VTX-1463, GS-9688, LHC-165, BDB-001, RG-7854, Tenparommon,.

[00306] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TCPATICBTHUYCCKOC CPSACTBO MPSACTABIIACT COO0MH
crumyaTop reHoB uHTEpdepona (STING). B HEKOTOPHIX BapHAHTAX OCYIICCTBICHUSA ATOHUCT WJIH AKTHBATOP
peuenropa STING BeiOpan u3 rpynmsl, cocrosmeii u3 ADU-S100 (MIW-815), SB-11285, MK-1454, SR-8291,
AdVCAO0848, GSK-532, SYN-STING, MSA-1, SR-8291, 5,6-THMCTHIIKCAHTCHOH-4-YKCY CHOH KHUCIIOTHI
(DMXAA), mukmueckoro IM®-AM® (il AM®) u nuxirieckoro 1u-AMO®.,

Cuenanvrvie mooynamopwsi TCR
[00307] B pa3mmusBIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUM WM OOJIee arOHHCTAMH HITH AHTATOHHUCTOM CHTHAJTBHBIX
MoayTopoB T-kmerounoro penentopa (TCR). Axrusanms T-knerok uepes TCR u BaskHa 171 pa3BUTHA
TAMOLIUTOB H 3(ekropHoii T-knerounoii Qpyrkiwm. Axrusamus TCR ciocoOCTBYET CHTHANBHBIM KaCKaIaMm,
KOTOPBIC B KOHEYHOM HTOTE OTPEACIIIOT CYAb0Y KICTOK MOCPEACTBOM PETYIIIIHHI MMPOAYKIHH IHTOKHHOB,
BBDKHBACMOCTH, Iposidepanyu 1 qudhepeHmmponky kiaetok. [Ipuvepsr curHanpHBIX Moy aTopos TCR
BKIFOUAROT, ToMuMo Tpodero, CD2 (xmactep muddepeniuposku 2, LFA-2, T11, penenrop LFA-3), CD3
(xnactep muppepermuposku 3), CD4 (knactep nuddeperuuponku 4), CD8 (kmactep audpepeHunIpoBKH 8),
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CD28 (xmacrep muddepermuposku 28), CD45 (PTPRC, B220, GP180), LAT (immkep monst akrusaruu T-
kaerok, LAT1), Lek, LFA-1 ITGB2, CD18, LAD, LCAMB), Src, Zap-70, SLP-76, DGKalpha, CBL-0, CISH,
HPK1. ITpumeps! aronucra kinactepa auddepernmposku 3 (CD3), KOTOPHIH MO’KHO BBOAHTH COBMECTHO,
BKJIFOUAIOT, TOMHUMO Tpodero, MGDO15.

[00308] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaso B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUM WM O0Jee OI0KaTOpaMHu WM HHIHOHTOPaMHU OSITKOB HITH
peUenTOpOB HHIHOHPY IOINUX HMMYHHBIX KOHTPOJIBHBIX TOYCK H/HIIH C OXHHM HJIH O0JIee CTHMY JIITOPAMH,
AKTHBATOPAaMH MJIH ATOHHCTAMH OJHOTO MM 00JIce CTHMY JIMPYIOIIX HMMY HHBIX KOHTPOJIbHBIX OCIKOB HIIH
peuentopos. biiokaga wim HHrHOUPOBAHUE HHTHOHPYOLIMX HMMY HHBIX KOHTPOJBHBIX TOUCK MOKET
MOJIOYKUTETIBHO PETYIHPOBATh AKTHBAIHIO T-Ki1eTOK HiaH NK-KJIETOK H NPeI0TBPAIlATh YCKOIB3AHUE OT
HMMYHOJIOTHYECKOTO HAaJ30Pa PAKOBBIX KJICTOK B OITy XOJEBOM MHUKPOOKDPYKCHHUH. AKTHBALMS HITH CTUMY JIALIUS
CTHMYJIHPYIOIIUX UMMYHHBIX KOHTPOJBHBIX TOUECK MOXKET YCHIHTD d3(PPEKT HHTHOHTOPOB HMMYHHBIX
KOHTPOJIbHBIX TOUCK B TEPAIHH 3JI0KAYCCTBEHHOTO HOBOOOPA30BaHus. B pa3iuyHbIX BapHaHTax
OCYILCCTBICHUA OCIKH HIH PELEIITOPBI HMMYHHBIX KOHTPOJIBHBIX TOUCK PETYIHMPYIOT T-KICTOYHBIC OTBETHI
(nanpumep, paccmatpuBatotcs B X, ef al., J Exp Clin Cancer Res. (2018) 37:110). B pa3nuiHBIX BapHaHTaX
OCYLICCTBJICHU A OCTIKH HJIH PELENTOPhI HMMYHHBIX KOHTPOJIBHBIX TOUEK PeryHpPYIOT NK-KI1eTOUHbIC OTBETHI
(manpumep, paccmarpuatotcs B Davis, ef al., Semin Immunol. (2017) 31:64—75 u Chiossone, ef al., Nat Rev
Immunol. (2018) 18(11):671-688).

[00309] TIIpumeps! 6€IKOB WM PELIENTOPOB HMMYHHBIX KOHTPOJIBHBIX TOUEK BKIFOYAIOT, IOMHMO IIPOYETO,
CD27, CD70; CD40, CD40LG; CD47, CD48 (SLAMF2), conepxamuii TpaHCMEMOPAHHbIH 1

HMMYHOTJ100y THHOBBIH qoMeH O¢sok 2 (TMIGD?2, CD28H), CD84 (LY9B, SLAMFS), CD96, CD160, MS4A1
(CD20), CD244 (SLAMF4);, CD276 (B7H3); uaruourop 1 aktuBanuu T-KJICTOK, COACPKAIIMI BapHAOC THHBIH
uMMYHOTI100Yy IrHOTTo100HENH 1oMeH (VTCN1, B7H4); V-set noMeH-coaeprKaIuii HMMY HOPETY IATOPHBIH
peuenrop (VSIR, B7HS, VISTA); wreH 11 cynepcemeiictea mmmyHor 100y mHOB (IGSF11, VSIG3); murang 1
peuenTopa UHTOTOKCHYHOCTH HATYpajabHBIX KIeTOK-KImmiepoB 3 (NCR3LG1, B7H6), HERV-H LTR-
accoumupoBanHusiil 6enok 2 (HHLA2, B7H7); uanymuoensHeni koctumyaarop T-kierok (ICOS, CD278);
JUraHaa WAy nadeapHoro koctuMy aaropa T-kiaetok (ICOSLG, B7H2); uncHa 4 cymepceMeHCTBa peICnTOPOB
TNF (TNFRSF4, 0X40); wrena 4 cynepcemetictsa TNF (TNFSF4, OX40L); TNFRSF8 (CD30), TNFSF8
(CD30L); TNFRSF10A (CD261, DR4, TRAILR1), TNFRSF9 (CD137), TNFSF9 (CD137L); TNFRSF10B
(CD262, DRS, TRAILR2), TNFRSF10 (TRAIL); TNFRSF14 (HVEM, CD270), TNFSF14 (HVEML); CD272
(accommmposanusni ¢ B- u T-mum@poumramu 6emox (BTLA)); TNFRSF17 (BCMA, CD269), TNFSF13B
(BAFF); TNFRSF18 (GITR), TNFSF18 (GITRL); mocnemoBaTenpHOCTH A, poacTeeHHAA nommnentuay MHC
kmacca I (MICA); mocrmenosaremsHOCTE B, poacreerHas nomumentuny MHC xnacca [ (MICB);, CD274 (PDL1,
PD-L1); 6emok nporpamMupyemoii knetrounoi rudemu 1 (PDCD1, PD-1, PD-1); accommmpoBaHHbIH C
muroTokcmuecknmu T-mampommramu 6emok 4 (CTLA4, CD152); CD80 (B7-1), CD28; MOICKY bl KICTOYHOH
aaresun-2 HektuH (NECTIN2, CD112); CD226 (DNAM-1); MOnCKyIa KICTOYHOMW aATC3HH PELCITOPA
nomuosupyca (PVR) (PVR, CD155); T-knetounsiii mmmyHopenenTop ¢ nomeHamu Ig u ITIM (TIGIT); 6enok-
4, comeprxammuii AOMCH nMMYHOTII00y THHA T-k1eTok u gomeH MmynmHA (TIMD4; TIM4); KIeTOYHBIH peuenTop
2 pupyca rematuta A (HAVCR2, TIMD3, TIM-3); ranektud 9 (LGALSY); 6¢10k reHa aKTHBALHA

mampormto 3 (LAG-3, CD223); uneH 1 cemeiicTBa CHTHABHBIX THM(DOLHAT-AKTHBHPYIOMIUX MOJICKY T
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(SLAMF1, SLAM, CD150); arruren mmpommta 9 (LYY, CD229, SLAMF3); uneH 6 cemeiictea SLAM
(SLAMF6, CD352); unen 7 cemeiictBa SLAM (SLAMF7, CD319); Ull6-cBsa3siBaromuii 6emox 1 (ULBP1);
UL16-cesa3smaronmmii 6emok 2 (ULBP2); UL16-cea3sBarommii 0ciok 3 (ULBP3); pannuii TpancKpunT
peruHoeBoii kucnoTsl 1E (RAETI1E; ULBP4); pannuii TpanckpunT peruHoesoii kucinotsl 1G (RAETIG;
ULBPS5); pannuii Tpanckpunt peruHoeBoi kuciaotsl 1L (RAETIL; ULBP6); 6enok reHa akTHBaIHu
mmMpormros 3 (CD223); penenrop ummyHOTT00Y HA KieTku-kuuiepa (KIR); TekTHHIO 100 HBIH perenTop
kaerok-knmiepos C1 (KLRC1, NKG2A, CD159A); nekTHHIOAOOHBIH pelenTop KICTOK-Kuuiepos K1
(KLRK1, NKG2D, CD314); nexrurnogo6Hsrii peuentop kietok-kumiepos C2 (KLRC2, CD159¢c, NKG2C);
JIeKTHHNON0OHBIH perenTop KieTok-Kuuiepos C3 (KLRC3, NKG2E); nekTHHIOZOOHBIH pelenTop KJICTOK-
xuwuepos C4 (KLRC4, NKG2F); uMMyHOT 100y TMHOTIOZOOHBIH PELENTOP KICTOK-KHIIJIEPOB, ABAa A0MEHa Ig u
JmuHHBIH muromazMatudeckui Xsoct 1 (KIR2DL1); uMMyHOTI00Y THHOTIOXOOHBIH PEHEHTOP KICTOK-
KIWLICPOB, ABa AOMEHA 1g n ammHHBIN 1uromaazMaruueckuii xsoct 2 (KIR2DL2);

HMMYHOTJI00Y THHOTIOJOOHBIH PEHENTOp KICTOK-KHLICPOB, ABA JOMECHA Ig U NITMHHBIH HUTOMIa3MaTHICCKUH
xBocT 3 (KIR2DL3); uMmMyHOT 100y THHONIOAOOHBIH PELENTOP KICTOK-KHILICPOB, TPH JOMEHA Ig U ATHHHBIN
muromiasMaTaeckuii xsoct 1 (KIR3DL1); nexrurnonoOHsI penenrop xietok-kuwiepos D1 (KLRD1.
[00310] B pazmrisbIX BapHaHTax ocymecTsicHu areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHMHHPYIOT C OJHUM HIH 0oJee 6I0KaTopaMy HIH HHTHOUTOPaMH OXHOTO HIIH
6oJiee OCTKOB HIIH PELENITOPOB HIMMYHHBIX KOHTPOJIBHBIX TOUCK, HHTHOUpYIomuX T-kieTku. MmmocTpaTHBHbIC
Oemxu win penenTops! T-KISTOYHBIX HHTHOMPYIOIIX HMMY HHBIX KOHTPOJIBHBIX TOUCK BKIFOYAIOT, IIOMHMO
mpouero, CD274 (PDL1, PD-L1); nuranz 2 6enka mporpammupyemoii kiaerounoi rudemn 1 (PDCD1LG2, PD-
L2, CD273); 6enok mporpammupyemoii kiretounoii rudemu 1 (PDCD1, PD1, PD-1); accouuupoBaHHbIH ¢
muroTokcHiaeckimMu T-mumpoumramu 6eok 4 (CTLA4, CD152); CD276 (B7H3); uaruburtop 1 aktusammu T-
KJICTOK, COACPKAIU BapHaOCTbHBIH HMMYHOTI00Y rHOMO100HbIH toMeH (VTCNI1, B7H4); V-set moMeH-
coaeprkamuii mmmyHopery mTopHsii peuentop (VSIR, B7HS, VISTA); wien 11 cynepcemeiicTsa
nvmyHOr00ymHOB (IGSF11, VSIG3); TNFRSF14 (HVEM, CD270), TNFSF14 (HVEML); CD272
(accommmposanuslii ¢ B- u T-muM@poumramu 6emox (BTLA)); poacreerrsiid PVR 6emok, coaepkammuii
uMMYyHOT 100y THOBBIH 1oMeH, (PVRIG, CD112R); T-kiaeTouHsIi mMMyHOpenenTop ¢ romeHamu Ig u ITIM
(TIGIT); 6enox reHa aktuBarn JaMpouuTtos 3 (LAG-3, CD223); KICTOUHBIH penenTop 2 BHpPyca rematura A
(HAVCR2, TIMD3, TIM-3); ranektus 9 (LGALS9Y); perenirop nmMyHOTT00y THHA Kiaetku-kurepa (KIR);
HMMYHOT 100y THHOTIOTOOHBIH PEUCITOP KICTOK-KHIICPOB, BA TOMCHA [g W JTHHHBIH [ATOMIA3MATHYCCKAT
xsoct 1 (KIR2DL1); mmMyHOTI00y THHONOXOOHBIH PEENTOP KICTOK-KAJUICPOB, BA JOMCHA Ig M JUTHHHBIH
muromiasMaTuueckrii xsoct 2 (KIR2DL2); mmMyHOTTTOOY THHOTIOAOOHKTH PeenTOP KICTOK-KHJIICPOB, ABA
JomeHa Ig m nmmHHEEN muromnazmaraueckuit XBoceT 3 (KIR2DL3); u mMmy HOroOy THHOTIOZOOHBIH penenTop
KJIETOK-KUJUIEPOB, TpH A0MeHa Ig u ymHHbIH nuromnasmataieckuit xsocT 1 (KIR3DL1). B pa3nuuHbix
BapHaHTaX ocymecTeiacHII arcHT K CD47 nmm areHt k SIRPo, Kak OMACAaHO B HACTOAIICM JOKYMCHTC,
KOMOMHHPYIOT C OJJHHM HJIH O0JIee arTOHHCTAMH HIIH aKTUBATOPAMH OTHOTO HIIH OoJiee OSIIKOB HIIH PELENITOPOB
HMMYHHBIX KOHTPOJIBHBIX TOUCK, CTHMYHPYIOIuX T-kiaeTku. MmrocTpaTHBHBIE OSIKH WM perenTops! T-
KJICTOYHBIX CTUMYJIMPYIOMIMX HMMYHHBIX KOHTPOJIBHBIX TOUCK BKIFOUAIOT, HO HE OTPAaHAYUBASACH 3THM, CD27,
CD70; CD40, CD40LG; uanymudenpHOTO KocTmmyrropa T-kierok (ICOS, CD278); muranma

mHaymmoepHOTro KocrumyraTopa T-kierok (ICOSLG, B7H2); unena 4 cynepcemetiicTsa perentopos TNF
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(TNFRSF4, 0X40); unena 4 cynepcemeiictsa TNF (TNFSF4, OX40L); TNFRSF9 (CD137), TNFSF9
(CD137L); TNFRSF18 (GITR), TNFSF18 (GITRL); CD80 (B7-1), CD28; MOJeKy JIbI KJICTOUHON aare3uu-2
HektuH (NECTIN2, CD112); CD226 (DNAM-1); CD244 (2B4, SLAMF4), Moa¢Ky1a KICTOYHOH aATe3un
peuenropa moymosupyca (PVR) (PVR, CD155). Cum., manpumep, Xu, ef al., J Exp Clin Cancer Res. (2018)
37:110.

[00311] B pazmmusbIX BapuaHTax ocymecTsicHus areHT k CD47 wm areHt k SIRPo, kak onrcaso B
HACTOSMICM JTOKYMCHTS, KOMOWHHPYIOT C OJHHM I O0J1ee OIOKATOpaMHU HIH HHTHOUTOPAMH OHOTO WIIH
60J1ee GETKOB MMM PELENTOPOB HMMYHHBIX KOHTPOJIBHBIX TOUEK, HHTHOMpyromux NK-KIeTku.
WnmocrparusHblie Ociku wm penenTopbl NK-KIETOYHBIX HHTHOUPYFOIUX HMMYHHBIX KOHTPOJIBHBIX TOUCK
BKJIFOUYAIOT, HO HE OTPAHMIHBAACH STHM, HMMY HOTJIO0Y IHHOTIOJOOHBIH PELENTOP KICTOK-KHLICPOB, TPH
momeHa Ig u nmumebn uromiasMatyeckuii xsoct 1 (KIR, CD158E1); ummyHOTT00Y THHOTIOJOOHBIH
peuenTop KICTOK-KHIIEPOB, ABa A0MEHA Ig i AnuHHEbI nuromnasMaruueckuid XBocT 1 (KIR2DL1);
HMMYHOTJI00Y THHOTIOJOOHBIH PEHENTOp KICTOK-KHUICPOB, 1BA JOMECHA Ig W NITMHHBIH HUTOMIA3MaTHICCKUH
xBocT 2 (KIR2DL2); umMyHOT100y THHONOAOOHBIH PELENTOP KICTOK-KUIIEPOB, ABAa JOMEHA [g U JUTMHHBIH
muromiasMaTaeckuii xsoct 3 (KIR2DL3); uMMyHOrI00y THHONIOXOOHBIH PeLenTOp KICTOK-KHILIEPOB, TPH
noMeHa Ig u nmumHbL uromtasMaTdeckuii XBocT 1 (KIR3DL1); 1ekTHHIIOXOOHBIH peHenTop KICTOK-
kuwiepoB C1 (KLRC1, NKG2A, CD159A); u nextuHNOnoO0HSIH perentop kiaetok-kuwiepos D1 (KLRD1,
CD9%).

[00312] B pa3zmuisbIX BapHaHTax ocymecTsieHuI areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUM WM OOJIeC arOHHCTAMH HTH AKTHBATOPAMH OJHOTO HIH OoJiee
OCITKOB WM PELENTOPOB HMMY HHBIX KOHTPOJIbHBIX TOUCK, CTUMY THpyomuX NK-kieTku. MmmocTparuBHbIe
6emxu wm peuentopsl NK-KICTOUHBIX CTHMY THPYFOIMX HMMYHHBIX KOHTPOJIBHBIX TOUCK BKITIOYAOT, HO HE
orparmuBaick 3tuM, CD16, CD226 (DNAM-1); CD244 (2B4, SLAMF4); neKTHHIIOZOOHBIH PEUCTITOP
krerok-kmmiepos K1 (KLRK 1, NKG2D, CD314); uneH 7 cemeiicta SLAM (SLAMF7). Cum., Hanmpumep, Zhou
etal., J. Immunol. (2017) 31:64-75; Fang, et al., Semin Immunol. (2017) 31:37-54; u Chiossone, et al., Nat Rev
Immunol. (2018) 18(11):671-688.

Lenepayus u cucHanuzayus A0eHO3UHA

[00313] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onvcaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYFOT C aTOHUCTOM mn aHTaroHuCToM AIR, A2AR, A2BR, A3R, CD73,
CD39, CD26; HanpuMep, aTOHACTH aACHO3WHOBOTO perenTopa A3 (A3R), Takue kak HamoaeHO30H (CF102);
anTaroHuCTH A2aR/A2bR, taxue xak AB928; anturena k CD73, manpuvep, MEDI-9447 (oneknyma6), CPX-
006, IPH-53, BMS-986179, NZV-930, CPI-006; waruoutopsr CD73, Takue kak AB-680, PSB-12379, PSB-
12441, PSB-12425, CB-708 u onmucanHbIc B MyOukanun 3agBku HA mateHT Ne WO19173692; uHrHOUTOpHI
CD39/CD73, nanpumep, PBF-1662; anturena k CD39, Hanpumep, TTX-030; aHTarOHACTHI 3ICHO3HHOBOTO
peuenropa A2A, manpumep, CPI-444, AZD-4635, npenanenant, PBF-509; n muHruOnuTOpSHI

AACHO3HHACAMHUHA3EI, TAKUC KAK ICHTOCTATHH, I(JI.':IZ[pI/I6I/IH

IIpusnexarouue T-xnemxu 6ucneyugduyecrkue akmugamopuvl
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[00314] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arenr k SIRPo, kak onrcaso B
HACTOSMICM TOKYMCHTS, KOMOWHHPYHOT C Oncnenm(puieckum pekpyTepoM T-kieTok (Hampumep, 6¢3 Fe) mmm
6ucnenudiraeckum anTuTesnoM k CD3 (manpumep, ¢ Fc). MmmoctparusHbie Oncienuuieckie aHTHTENA K
CD3 unu BiTE, koTOpBIc MOKHO BBOIUTH COBMECTHO, BKIHOUaroT AMG-160 (PSMA/CD3), AMG-212
(PSMA/CD3), AMG-330 (CD33/CD3), AMG-420 (BCMA/CD3), AMG-427 (FLT3/CD3), AMG-562
(CD19/CD3), AMG-596 (EGFRvIII/CD3), AMG-701 (BCMA/CD3), AMG-757 (DLL3/CD3), JNJ- 64052781
(CD19/CD3), AMG-211 (CEA/CD3), BLINCYTO® (CD19/CD3), RG7802 (CEA/CD3), ERY-974
(CD3/GPC3), huGD2-BsAb (CD3/GD2), PF-06671008 (xaarepunsr/CD3), APVO436 (CD123/CD3), ERY974,
(morerysymad (CD123/CD3), GEM333 (CD3/CD33), GEMoab (CD3/PSCA), REGN-1979 (CD20/CD3),
REGN-5678 (PSMA/CD28), MCLA-117 (CD3/CLECI12A), JNJ-0819, INJ-7564 (CD3/rem), JNJ-63709178
(CD123/CD3), MGD-007 (CD3/gpA33), MGD-009 (CD3/B7H3), IMCgp100 (CD3/gp100), XmAb-14045
(CD123/CD3), XmAb-13676 (CD3/CD20), XmAb-18087 (SSTR2/CD3), xarymakxcomad (CD3/EpCAM),
REGN-4018 (MUC16/CD3), RG6026, RG6076, RG6194, RG-7828 (CD20/CD3), CC-93269 (CD3/BCMA),
REGN-5458 (CD3/BCMA), GRB-1302 (CD3/Erbb2), GRB-1342 (CD38/CD3), PF-06863135 (BCMA/CD3),
SAR440234 (CD3/C Dw123). CooTBETCTBEHHO, OUCTICHH(PHUCCKHE MOJICKY JIbI, CBsi3bIBaromuecs ¢ CD3, MoryT
HMETh HIH He uMeTh Fc. MmmocTpaTuBHbIe npuBiekaromue T-ki1eTku Oucneun(puueckue akTHBaToPsl,
KOTOPBIE MOKHO BBOAUTH COBMECTHO ¢ CD3-MHUINIICHBIO U 0TIy X0JICACCOLMHPOBAHHBIM AaHTHICHOM, KaK OITHCAHO
B JAHHOM JOKYMEHTE, BKIrouast, Hanpumep, CD19 (manpumep, 6muHatymomab); CD33 (manmpumep, AMG330);
CEA (nanpumep, MEDI-565); opan-penentop nomxo0Hsrii peuenropy I Tuposunkunazsl (ROR1) (Gohil, ef al.,
Oncoimmunology. (2017) May 17,6(7):¢1326437); PD-L1 (Homm, et al., Oncotarget. 2017 Aug 3;8(35):57964-
57980); u EGFRVIII (Yang, et al., Cancer Lett. 2017 Sep 10;403:224-230).

Ilpusnexarouue namypanvivle kiemxu-xunepst (NK) 6”0]’166{%6})&‘[601\7/[6 u mpucneuuquecmte
axkmueamopbsvl

[0031S] B pa3auuHBIX BAPHAHTAX OCYINECCTBICHUA COCAHHCHIE, OMMHCAHHOE B HACTOSINEM JOKYMEHTE,

KOMOMHHPYIOT ¢ mpuBiekaromuM NK-kietkn ducnenudpryeckum akrusaropoM (BiKE) wiu npusiekaromum
NK-xaerku tpucnenupuicckuM akrusatopoM (TriKE) (Hanpumep, He nvmeromuM Fc) wm oucnenudpmacckum
anTuTeNIoM (HampuMep, nveromuM Fc) mpotus NK-KI€TOUHOTO aKTUBUPYIOIIETO PELENTOPA, HATIPUMED,
CDI16A, nexruroBsIX penentopo C-tuma (CD94/NKG2C, NKG2D, NKG2E/H u NKG2F), penentopos
HarypamsHO# muroTokcuaHoCTH (NKp30, NKp44 u NKp46), nrekruH-mogo0HbIX penentopos C-THna KIeTOK-
xuiepos (NKp65, NKp80), Fc-penentopa FcyR (KOTOpBI 0OCpeayeT AaHTHTEI03aBUCUMY O KIICTOUHYEO
OUTOTOKCHYHOCTB), peenTopoB cemericTea SLAM (wanpumep, 2B4, SLAM6 u SLAM?7),

HMMYHOTJI00Y THHOTIOJOOHBIX penenTopos KieTok-kmurepos (KIR) (KIR-2DS u KIR-3DS), DNAM-1 u CD137
(41BB). MnmoctparusHsie Oncnenu@pryeckue anTurena k CD16, BiKE nm TriKE, xoTOpble MOXHO BBOJHTD
coBMecTHO, BKTFOUArOT AFM26 (BCMA/CD16A) u AFM-13 (CD16/CD30). CoOTBETCTBCHHO,
bucnenmnpirteckue MOJICKy b1, Cs3bIBaromuecs ¢ CD16, moryt mMets mian He uMmeTh Fe. MmoctpaTusHbe
npusiekaromue NK-kieTok Oucnenuduaeckiue akTHBaTOPbI, KOTOPBIE MOKHO BBOIUTH coBMECTHO ¢ CD16-
MHIICHBIO H OJJHEM HJIH 00JIEE Oy X0JICaCCONUNPOBAHHBIMA AHTHTCHAMH, KaK OIHCAHO B TAHHOM JOKYMCHTE,
moyas, Hanpumep, CD19, CD20, CD22, CD30, CD33, CD123, EGFR, EpCAM, raarmmo3ux GD2,
HER2/neu, HLA xmacca II w FOLR1. BiKE u TriKE ommcanst, Hanpumep, B Felices, ef al., Methods Mol Biol.
(2016) 1441:333-346; Fang, et al., Semin Immunol. (2017) 31:37-54.
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HHTHONTOPHI KHHA3a TCMATONOITHYCCKON KiIeTKH-ipeamecTeeHANKA 1 (HPK1)

[00316] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOUTOPOM aKTHBHPOBAHHOH MHTOTCHOM ITPOTCHHKHHAZHOH
kuHa3b! 1 (MAP4K1, HPK1; nunentnduxanuoHubi Homep resa B 6aze nanasix NCBI: 11184). ITpumepst
HHTHOUTOPOB KWHA3bI TEMATOIO3THUECKOH KiIeTku-ipeamecTseHENKA 1 (HPK 1) BKIIFOYArOT, MOMUMO ITPOYETO,
1€, KOTOpBIe omucanbl B WO-2018183956, WO-2018183964, WO-2018167147, WO-2018183964, WO-
2016205942, WO-2018049214, WO-2018049200, WO-2018049191, WO-2018102366, WO-2018049152,
W02020092528, W02020092621 u WO-2016090300.

HMHruOuTOpSI PErVIHPYIOMICH aTONTOTHYSCKHE CHIHAIBLI KHHA3HI (ASK)

[00317] B pazmmusbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOMTOPOM HHrHOuTopa ASK, Hanmpumep, MHTOTCH-aKTHBUPYEMOH
mpoTeHHKHHA3HOH kuHa30i 5 (MAP3KS5; ASK1, MAPKKKS5, MEKKS; uacHTH()HUKAIHOHHBIH HOMEP TCHA B
6ase manHbIx NCBI: 4217). ITpumepst uHruOuTopos ASK1 BKIIFOUArOT, HO HE OTPAHUYUBAACH 3THM,
uHruOuTopsl, onucanusie B WO 2011/008709 (Gilead Sciences) u WO 2013/112741 (Gilead Sciences).

Huzubumopuol muposunxunasst bpymona (BTK)

[00318] B pazmuisbIX BapHaHTax ocymecTsieHu areHT k CD47 umu arent k SIRPo, kak onucaHo B
HACTOANIEM JOKYMEHTE, KOMOWHHPYIOT C HHruOuTOpoM THpo3uHKHHA3k! bpyToHa (BTK, AGMXI1, AT, ATK,
BPK, IGHD3, IMD1, PSCTK1, XLA; uacHTH()HKAIHOHHBIA HOMEP T¢HA B 6a3c qaHHBIX NCBI: 695).
[Tpumeps! uarudbuTopos BTK Brmouarot, moMuMo mpodero, (S)-6-aMuHO-9-(1-(0yT-2-HHO W) TUPPOTHINH-3 -
wn)-7-(4-peroxcudpenmwn)-7H-mypur-8(9H)-0auH, akanadpytuaud (ACP-196), BGB-3111, CB988, HM71224,
uopyTuHUO (HMOpyBHKA), M-2951 (eBoOpyTHHHNO), M7583, THpabpy THHHO (ONO-4059), PRN-1008,
cneOpyTuand (CC-292), TAK-020, Bekadpyturud, ARQ-531, SHR-1459, DTRMWXHS-12, TAS-5315,
Calquence + AZD6738, Calquence + TaHBaTHPCCH.

Huzubumopwr yuxnunsasucumoii kurnazel (CDK)
[00319] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTS, KOMOWHHPYFOT C HHTHOUTOpOM mukmH3apucuMoi kuHa3sl 1 (CDK1, CDC2;
CDC28A; P34CDC2; nacHTH(pHKAMOHHEIT HOMEP TeHa B 0a3e 1aHHbx NCBI: 983); muximH3aBHCHMOTT
kuHa3b! 2 (CDK2, CDKN2; p33(CDK2); uaeHTH()HKAIHOHHBLT HOMEp TeHa B 0a3e qanabsix NCBI: 1017);
mukH3aBucHMOon kuHaskl 3 (CDK3; nnentndukannoHusid Homep resa B 6aze nanubix NCBI: 1018);
mukmH3aBucHMOi kuHa3s! 4 (CDK4, CMM3; PSK-J3; nacHTH(PHKATHOHHBIA HOMEP T'CHA B 0a3¢ TaHHBIX
NCBI: 1019); muxmrr3zapucamoi kuHa3sl 6 (CDK6, MCPH12; PLSTIRE; nacHTH()HKAIIMOHHBIN HOMEP TCHA B
6ase nannbix NCBI: 1021); muxmuazasucumoii kuHasel 7 (CDK7, CAK; CAK1; HCAK; MO15; STK1;
CDKN7; p39MO15; uaeHTH(puKanmoHHbIH HOMep TeHa B 0a3e qaHHbIX NCBI: 1022); nukimH3aBHCHMOMH
kuHA3E 9 (CDKY, TAK; C-2k; CTK1; CDC2L4; PITALRE; uacHTH()UKAIMOHHBIN HOMEP TCHA B 03¢ JAHHBIX
NCBI: 1025). Marudutopsr CDK 1, 2, 3, 4, 6, 7 u/unmu 9 BKIFOYAOT, TOMUMO TPOUCTO, A0CMAHKITHO,
aneporaud (HMR-1275, pnasomupunon), AT-7519, nuramukmmb, ndpanc, @JIX-925, LEE001, manbonukmmo,
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puboumkmb, puroceptud, cemmaekcop, UCN-01, SY1365, CT-7001, SY-1365, G1T38, Mummukmmo,
tpuianukiub, PF-06873600, AZD4573, u TG-02.

Hnaubumopsi peyenmopog Ouckouounogo2o oomera (DDR).

[00320] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHr k SIRPo, kak onrcaHo B
HACTOSAIIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOHTOPOM PELENTOPA AUCKOUIWHOBOTO IOMEHA THPOZHHKHHAZHI 1
(DDRI1, CAK, CD167, DDR, EDDRI1, HGK2, MCK 10, NEP, NTRK4, PTK3, PTK3A, RTK6, TRKE;
HACHTU(DHKAIMOHHBIN HOMEp reHa B 6as3e saHHbX NCBI: 780); n/mmum penentopa JUCKOHIHHOBOTO TOMCHA
tuposuHkuHA36 2 (DDR2, MIG20a, NTRKR3, TKT, TYRO10, WRCN; uacHTH(PHKAIMOHHBIH HOMEP ICHA B
6ase mauubx NCBI: 4921). TTpumeps! uarudutopos DDR BKIIOUAIOT, HO HE OTPAHHYHBASACH 3THM, JA3ATHHUHO U
HHTHOUTOPBI, KOTOpbIc onucansl B W02014/047624 (Gilead Sciences), US 2009-0142345 (Takeda
Pharmaceutical), US 2011-0287011 (Oncomed Pharmaceuticals), WO 2013/027802 (Chugai Pharmaceutical), u
W02013/034933 (Imperial Innovations).

Hnaubumopwi 2ucmonoeayemunazol (HDAC)

[00321] B pazmiisbIX BapHaHTax ocymecTsicHu areHT kK CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHHHPYIOT C HHTHOHTOPOM I'HCTOH/ICALICTHIIA3h], HAPHMED, THCTOHACALCTUIIA3hI 9
(HDACY, HD7, HD7b, HD9, HDAC, HDAC7, HDAC7B, HDAC9B, HDAC9FL, HDRP, MITR;
uaeHTH(pUKAMOHHBIH HoMep reHa: 9734). ITpumeps! uaruoéuTopos HDAC BKIIOYArOT, TOMUMO IIPOYETO,
abexcuHocrar, ACY-241, AR-42, BEBT-908, 6emunoctar, CKD-581, CS-055 (HBI-8000), CUDC-907
((puMemUHOCTAT), YSHTHHOCTAT, THBHHOCTAT, MOIICTHHOCTAT, MAHOOMHOCTAT, MPALIMHOCTAT, XH3HHOCTAT (JNJ-
26481585), peamuHocTar, pukoamHoctaT, SHP-141, Bamenpoenyro kucioty (VAL-001), BopuHOCTAT,

THHOCTAMYCTHH, PCMCTHHOCTAT, SHTHHOCTAT, POMUACIICHH, TY THAWHOCTAT.

Hneubumopwi unooneamun-nuppoa-2,3-ouoxcuzenasvl (IDO1)

[00322] B pa3mmuHBIX BapHaHTax ocymectsicHus areHT k CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYFOT C HHTHOUTOPOM HHAOIAMHAH-2,3-quokcureHassl 1 (IDO1;
naeHTH(PHKAHOHHBIH HoMep reHa B 6a3e maHHbIX NCBI: 3620). ITpumepsr naruouropos IDO1 BKIO4ArOT, HO
He orpanmumsaisck >tuM, BLV-0801, smakamocrat, F-001287, GBV-1012, GBV-1028, GDC-0919,
nHaokcumoa, NKTR-218, akuuny Ha ocHOBe NLG-919, PF-06840003, mpon3Bo/tHbIc MHPAaHOHA(PTOXHHOHA
(SN-35837), pecmuroctar, SBLK-200802, BMS-986205, u shIDO-ST, EOS-200271, KHK-2455, LY-3381916.

Hneubumoput Anye-xunazel (JAK)

[00323] B pazmmuHBIX BapuaHTax ocymecTsicHuUs areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSMICM TOKYMCHTS, KOMOWHHUPYIOT ¢ mHrHOUTOpoM sHyc-kmHa3sl 1 (JAK1, JAK1A, JAKI1B, JTK3;
uACHTU(DMKATIMOHHBIEH HOMEp reHa B 0as3e maHHeIX NCBI: 3716); SInyc-kmrasza 2 (JAK2, JTK10, THCYT3;
HACHTU(DMKAIMOHHBI HOMEp reHa B 6a3e AaHHbX NCBI: 3717); w/mnu SIayc-kuHa3za 3 (JAK3, JAK-3,
JAK3 HUMAN, JAKL, L-JAK, LJAK; uacHTH(pHKATHOHHBIN HOMEP reHa B 6a3e JaHHbIX NCBI: 3718).

ITpumeps! marHOHTOPOB JAK BKIIOUAOT, HO HE OrpaHH4nBasch 3tuM, AT9283, AZD 1480, 6apunuTuHuO,
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BMS-911543, peapaturnd, pumrotuand (GLPG0634), ranmoruand (LY2784544), INCB039110
(uranutuHUO), nectaypTuHuO, MoMeputuHHO, (CYT0387), NS-018, makputinaud (SB1518), menuruHnO
(ASPO15K), pykcomutuaud, ToauutuHuod (panee TaconutuHnO), INCB052793 u XL019.

Hnaubumopui mampuxcuvix memaiionpomeunas (MMP)

[00324] B pazmmuHbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOHTOPOM MAaTpHYHOH MeTawonentuaassl (MMP), Hanpuvep,
uaruburopom MMP1 (uaeHTH(pHKAIMOHHBIH HOMEp reHa B 6a3¢ JanHbX NCBI: 4312), MMP2
(uoeHTH(UKAITMOHHBIH HOMEp TeHa B 6a3e qaHHbx NCBI: 4313), MMP3 (nacHTH()HKAIHOHHBIN HOMEpP ICHA B
6a3e nanubx NCBI: 4314), MMP7 (uaeHTH(HKAaHOHHBIH HOMEp reHa B 6ase qanHbIX NCBI: 4316), MMP8
(uoeHTH(UKAITMOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 4317), MMPY (iacHTH()UKAIHOHHBIN HOMEp ICHA B
6asze nanHbIx NCBI: 4318); MMP10 (nacHTH(pUKAIHOHHBIN HOMEp reHa B 6a3e maHHbix NCBI: 4319); MMP11
(uoeHTH(UKAITMOHHBIH HOMEp reHa B 6a3e qaHHbIX NCBI: 4320); MMP12 (uacHTH(HKAIIMOHHBIH HOMEP ICHA B
6ase manHbx NCBI: 4321), MMP13 (uneHTH(pHKaNMOHHBIA HOMEp TeHa B 6a3e aaHHbIx NCBI: 4322), MMP14
(uaeHTH()UKALMOHHBIH HOMEDP TeHa B 6a3e JaHHbIX NCBI: 4323), MMP15 (uaeHTH(HKANHOHHBIH HOMEP T'CHA B
6ase manHbx NCBI: 4324), MMP16 (uneHTH(pHKANMOHHBIA HOMEp TeHa B 6a3e aaHHbIx NCBI: 4325), MMP17
(uaeHTH()UKALMOHHBIH HOMEDP TeHa B 6a3e JaHHBIX NCBI: 4326), MMP19 (uneHTH(HKANHOHHBIH HOMEP T'CHA B
6a3e nanubx NCBI: 4327), MMP20 (uaeHTH()HKAHOHHBIH HOMEp TeHa B 6a3e qanHbsIx NCBI: 9313), MMP21
(uaeHTH()UKALMOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 118856), MMP24 (MacHTH(PHKAIIMOHHBINH HOMEP
reHa B 0ase naHubix NCBI: 10893), MMP25 (uaeHTH(UKAIMOHHBIH HOMEp reHa B 0ase qanHbIX NCBI: 64386),
MMP26 (uaeHTH(pHKALMOHHBIA HOMEP TeHa B 0a3e maHHBIX NCBI: 56547), MMP27 (MacHTH(DUKATHOHHBIH
HOMep reHa B 6aze JaHHbIX NCBI: 64066) w/wmn MMP28 (uacHTH()HKALMOHHBIA HOMEP T¢HA B 0a3¢ TaHHBIX
NCBI: 79148). ITpumeps! uaruduropos MMP9 BKTHOHAIOT, HO HE OTPAHHYHBASCH 3TUM, MapuMacrar (BB-
2516), munemacrar (Ro 32-3555), GS-5745 (anpekanukcumad) ¥ HHTHOUTOPBL, omucanubic B WO 2012/027721
(Gilead Biologics).

Hneubumopwut RAS u nymu RAS

[00325] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onvicaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYFOT ¢ HHTHOUTOpOoM mpoToonkoreHa KRAS, T'T®aszsr (KRAS; u3BeCcTHBIH
kak NS; NS3; CFC2; RALD; K-Ras; KRASI; KRAS2; RASK2; KI-RAS; C-K-RAS; K-RAS2A; K-RAS2B; K-
RAS4A; K-RAS4B; c-Ki-ras2; uacHTH(pIKAHOHHBI HOMEP reHa B 6a3e JaHHBIX NCBI: 3845); mpoTOOHKOTCH
NRAS, T'T®aza (NRAS; m3sectasil kak NS6; CMNS; NCMS; ALPS4; N-ras; NRAS1; nacHTH(UKATHOHHBIH
HOMCEp reHa B 6aze AaHHBIX NCBI: 4893); mpotoorkoreH NRAS, I'T®aza (HRAS; ussectHsrit kak CTLO;
KRAS; HAMSV; HRASI; KRAS2; RASH1; RASK?2; Ki-Ras; p21ras; C-H-RAS; ¢-K-ras; H-RASIDX; ¢-Ki-
ras; C-BAS/HAS; C-HA-RAS1; naeHTH(puKanuoHHEBN HOMEP TeHA B 0a3e qaHHbX NCBI: 3265);. MUHrudutops
Ras moryt narnouposars Ras mbo Ha ypoBHE NOMHHYKICOTHAA (HAPHMED, HHTHOUTOPA TPAHCKPHITINH),
OO0 Ha YpOBHE moJmmenTuaa (HanpuMep, naruoutopa dpepmenta I Tda3sr). B HekoTOpsIX BapHaHTaxX
OCYIICCTBICHH HHIHONTOPBI HAIICTICHBI HAa OJWH HiH Oosiee OenkoB B myTH Ras, HanpuMmep, HHrHOUPYIOT OUH

nmm 6onee w3 EGFR, Ras, Raf (A-Raf, B-Raf, C-Raf), MEK (MEK1, MEK?2), ERK, PI3K, AKT u mTOR.
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[00326] B pazmmusbIX BapnaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYyMEHTE, KOMOMHHUPYIOT ¢ mHrHOnTOpoM KRAS. Ipuvepsr narudnropos KRAS Brmovaror
AMG-510, COTI-219, MRTX-1257, ARS-3248, ARS-853, WDB-178, BI-3406, BI-1701963, ARS-1620
(G12C), SML-8-73- 1 (G12C), coemuucHue 3144 (G12D), Kobe0065/2602 (Ras GTP), RT11, MRTX-849
(G12C) u K-Ras(G12D)-cenekTuBHbBIC HHTHOUPYOIIHE MENTHBI, BKIFouast KRpep-2 (Ac-
RRCPLYISYDPVCRR-NH) (SEQ ID NO: 152) u KRpep-2d (Ac-RRRRRCPLYISYDPVCRRR-NH») (SEQ
ID NO: 153).

[00327] B pazmuusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHt k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT ¢ nHruoutopoM MPHK KRAS. MUmmoctparusHbie nHruOnTops: MPHK
KRAS sxmouarotr antu-KRAS Ul amantep, AZD-4785, siG12D-LODER™ u 3x30coMmsI ¢ siG12D.

[00328] B pazmmusbIX BapuaHTax ocymecTsiacHUs areHT k CD47 wm areHt k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT ¢ nHruouTopoM MEK. Minmoctparusasie nHruouTopsl MEK, xoTopsie
MO>KHO BBOJUTH COBMECTHO, BKIFOUAIOT OWHUMETHHHO, KoOmMeTurunO, PD-0325901, mumacepTud, RG-7304,
CCTyMETUHHUO, TPAMECTUHHO U CETyMECTHHUO.

[00329] B pazmmiHbIX BapHaHTax ocymecTsiacHu areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOMHHPYIOT ¢ mHruouTopoM AKT. Mmmoctparusasie HHruOuTOpel AKT, KOTOpBIC
MOJKHO BBOJHTbH COBMECTHO, BKIOUar0T RG7440, MK-2206, nunataceptud, agypeceptud, AZD5363 u ARQ-
092, xarmsaceptu®, Tpunupuoun, ABTL-0812 (PI3K/Akt/mTOR).

[00330] B pazmmisbIX BapHaHTax ocymiecTsiIeHH areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHHHPYIOT ¢ HHruouTopoM Raf. MmmoctparusHble narudurops! Raf, xoropsie
MO>KHO BBOZIHUTH coBMecTHO ¢ BGB-283 (Raf/EGFR), HM-95573, LXH-254, LY-3009120, RG7304, TAK-580,
nmadpadenud, semypadenuo, suakopaderud (LGX818), PLX8394. RAF-265 (Raf/VEGFR), ASN-003
(Raf/PI3K).

[00331] B pa3muusbIX BapuaHTax ocymecTsiacHuUs areHT kK CD47 wm arent k SIRPo, kak omrcaHo B
HACTOANIEM JOKyMEHTe, KoMOnHHPYI0T ¢ mHrHOuTopoM ERK. Mmmoctparusubie mErnoutopsr ERK, xoTopsie
MO’KHO BBOJUTH COBMECTHO, BKIFOUaroT LTT-462, LY-3214996, MK-8353, paBokcepturud, GDC-0994 u
VIUKCCPTHHUO.

[00332] B pa3mmusbIX BapuaHTax ocymectsicHuUs areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOANIEM JOKYyMEHTE, KOMOMHUPYIOT ¢ mHrHOnTOpoM PI3K. Mmmoctparususie naruoutops! PI3K, kotopse
MO>KHO BBOJUTH COBMCCTHO, BKIFOUAIOT Hacnamucud (Zydelig®), anmenucu®, Oynapiucud, MHKTHIHCHD,
sranemucu® (IP1-549). Mnmmoctparusabic mHrHOUTOPS PI3K/MTOR, KOTOpHIC MOKHO BBOAUTH COBMECTHO,
BKJIFOUAIOT JAKTOJIHCHO, OMUTIATHCHO, BOKTamHcuO, rematomucud, GSK2141795, RG6114.

[00333] B pa3mmuHbIX BapuaHTax ocymectsicHuU areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAIEM JOKYMEHTE, KOMOHHUPYIOT ¢ mHrHOuTopoM mTOR. TIpuvepsr marndnropos mTOR, xoTopsie
MO>KHO BBOJUTH COBMECTHO, BKIIFOUAKOT camaHucepTuo, BuctycepTud (AZD2014), ME-344, cupommmyc
(mepopamsHbLi HaHOAMOP(HBIH cocTas, pak), TYME-88 (mTOR/matoxpom P450 3A4).

[00334] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHUI Ras-3aBHCHMOE 310KaYeCTBEHHOE HOBOOOPA30BAHHE
(mampumep, NSCLC), nmeromee mytammn CDKN2A, M0KHO HHTHOHPOBATH COBMCCTHBIM BBCICHHCM
warrOnTopa MEK cenymernrn6a u warnouropa CDK4/6 mansboumkmmda. Cum., Hanpumep, Zhou, ef al.,

Cancer Lett. 2017 Nov 1;408:130-137. Kpome toro, K-RAS n mytanTasiit N-RAS MoryT OBITH YMCHBIICHBI

63



HeoOparumbM wHTHONTOpoM ERBB1/2/4 Hepatnrutom. CMm., Hanpumep, Booth, ef al., Cancer Biol Ther. 2018
Feb 1;19(2):132-137.

[00335] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAIIEM JOKYMEHTE, KOMOMHHUPYIOT ¢ nHruOuTOopoM RAS. TTpumeps! naruduropos RAS rmouaror NEO-
100, purocepTuo.

[00336] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHr k SIRPo, kak onrcaHo B
HACTOSIMICM TOKYMCHTS, KOMOWHHPYIOT C anTarounctoM EGFR, Taknm kak AMG-595, serurymymad, ABBV-
221, nenarykau3ymad madomorus (ABT-414), rtomyzotykcumad, ABT-806, BekTudukc, Mogotykcumad, RM-
1929.

[00337] B pazmuusbIX BapuaHTax ocymecTsicHus areHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOUTODP MPOTECHHTHPO3HH(pOCc(aTa3sl HeperenTopHoro Tuna 11
(PTPN11; BPTP3, CFC, JMML, METCDS, NS1, PTP-1D, PTP2C, SH-PTP2, SH-PTP3, SHP2;

uAcHTH (pHKaIHOHHBIH HoMep reHa B 6a3e naHHbIX NCBI: 5781). Ilpumepst uaruéuropos SHP2 primouarot
TNO155 (SHP-099), RMC-4550, JAB-3068, RMC-4630, SAR442720 u uHTHOUTOPHI, ONTUCAHHBIC B
WO02018172984 u W0O2017211303.

[00338] B pazmirisbIX BapHaHTax ocymecTsicHu areHT k CD47 umu areHt k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHHHPYIOT C HHTHOHTOPOM aKTHBHPOBAHHOH MHTOTCHOM IPOTCHHKHUHAZHI 7
(MAP2K7, INKK2, MAPKK7, MEK, MEK 7, MKK7, PRKMK7, SAPKK-4, SAPKK4; nacHTH(PHKAIHOHHBIH
HoMep reHa B 6aze qaHHbIX NCBI: 5609). ITIpumeps! naruduropos MEK BKIIOUArOT aHTPOXHHOHOT,
ournmeTnHuO, CK-127, kobumernan6d (GDC-0973, XL-518), MT-144, cenymetunnd (AZD6244), copadenuo,
tpameTuHnO (GSK1120212), ynposeptuo + tpameturuod, PD-0325901, mumaceptuo, LTT462, AS703988, CC-
90003, pepamernrnd, TAK-733, CI-1040, RG7421.

[00339] B pa3mmuHBIX BapHaHTaX ocymecTsicHuUs areHT kK CD47-wmu arent k SIRPo, kak onucaHo B
HACTOANIEM JOKYMEHTE, KOMOWHHUPYIOT C HHTHOHTOPOM KaTaTHTHYCCKOH CyObeXHHHUIBI (hOCPaTHIUITHHOZUTOI-
4,5-6ucpocpar-3-xuHa3p1, HampuMep, pochatuammHO3uTOI-4,5-0HCPochaT-3-KaTaTUTHUCCKOH CYOBCMHALBI
kuHa3b! anbpa (PIK3CA, CLAPO, CLOVE, CWS5, MCAP, MCM, MCMTC, PI3K, PI3K-amsda, pl10-aaspa;
uaeHTH(PHKAHOHHBIH HoMep reHa B 6a3e maHHbIX NCBI: 5290); katamuruueckoit cyObeAHHHIBI 6eTa
(ocharunumao3uTON-4,5-6HcPochar-3-kunaszsr (PIK3CB, P110-6¢eta, PI3K, PI3K-6eTa, PIK3Cl;
uACHTH(DHKAIIMOHHBIH HOMEp reHa B 0as3e JaHHBIX NCBI: 5291); kaTaTuTHYCCKOH CYOBCIUHHIBI TAMMA
(pocharunumro3uTON-4,5-6UcPocdar-3-kuHaszs! (PIK3CG, PI3CG, PI3K, PI3K-ramma, PIK3, p110-ramma,
p120-PI3K; maeHTH(pHKAIMOHHBI HOMED TeHa: 5494); W/ KaTAIUTHYECKOH CyOBEHHHUIIBI ACTBTA
(pocharunumro3uTON-4,5-6UcPochar-3-kuHazs! (PIK3CD, APDS, IMD14, P110-mensta, PI3K, p110D,
naeHTH(PHKAHOHHBIH HoMep reHa B 6a3e maHHBIX NCBI: 5293). B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS
uaruourop PI3K npencrasaser coboit marnduTop nav-PI3K. ITpumepst uarunonTopos PI3K Brimrouaror,
momumo mpouero, ACP-319, AEZA-129, AMG-319, AS252424, AZD8186, BAY 1082439, BEZ235,
omvupamcud (PQR309), Oymapmucnd (BKM120), BYL719 (anmenmmcu®), KapOOKCHAMHAIOTPHA30 OPOTAT
(CTO), CH5132799, CLR-457, CLR-1401, xomarmicud (BAY 80-6946), DS-7423, nakrommcu0, 1ysemcuo
(IPI-145), ¢pumenmrocTar (CUDC-907), remarommncut (PF-05212384), GDC-0032, GDC -0084 (RG7666),
GDC-0077, mukrimucud (GDC-0941), GDC-0980, GSK2636771, GSK2269577, GSK2141795, uaenamucud
(Zydelig®), INCB040093, INCB50465, 1P1-443, TPI-549, KAR4141, LY294002, LY3023414, NERLYNX®
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(weparuan®), Hemupanmucud (GSK2269557), omumammncut (GSK2126458, GSK458), OXY111A, many mucu6
(P7170, AK151761), PA799, nepudo3un (KRX-0401), munapamucud (SAR245408; X1.147), me3unar
nyksutuHAOA (XC-302), SAR260301, ceneramicud (UCB-5857), cepabenmmcnd (INK-1117, MLN-1117, TAK-
117), SF1126, conomucud (PX-866), RG6114, RG7604, purocepruda uatpuii (ON-01910 uarpuii), RP5090,
teHamucub (RP6530), RV-1729, SRX3177, tacemucud, TG100115, ymopamucub (TGR-1202), TGX221,
BokTamucHO (SAR245409), VS-5584, WX-037, X-339, X-414, XL499, XL756, soprmannun, ZSTK474 u
coeauHeHust, omucanHbie B WO 2005/113556 (ICOS), WO 2013/052699 (Gilead Calistoga), WO 2013/116562
(Gilead Calistoga), WO 2014/100765 (Gilead Calistoga), WO 2014/100767 (Gilead Calistoga) u WO
2014/201409 (Gilead Sciences).

Hnaubumopwi muposunxunaszel cenesenxi (SYK)

[00340] B pazmumusbIX BapuaHTax ocymecTsiacHus arcHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HHTHOUTOPOM THPO3HHKHHA3BI, ACCOIHMPOBAHHOMN C CEJIC3CHKOM
(SYK, p72-Syk, unentudpuxanuonHsii Homep resa: 6850). [Ipumepsl HHruOuTOpoB SYK BKIIIOUAKOT, HO HE
orparmuuBaroTcs umu, 6-(1H-uHnaz01-6-um)-N-(4-moppomauao permwn)umuaso| 1,2 -a|mupazus-8-amun, BAY -
61-3606, nepaynaruaud (PRT-062607), saTocmiernaud, ¢pocramarunutd (R788), HMPL-523, NVP-QAB 205
AA, R112, R343, ramatunu6 (R406) u te, kotopsic onmucanbl B US 8450321 (Gilead Connecticut) u omucaHs! B
US 2015/0175616.

Hneubumopui muposunxunazel (TKI)

[00341] B pazmuuHbIX BapHaHTax ocymectsiacHuUs areHT kK CD47 wm areHt k SIRPo, kak omrcaHo B
HACTOSAIMICM TOKYMCHTS, KOMOWHHPYIOT C HHTHOUTOPOM TUPO3HHKUHA3H (TKI). TKI MOTYT OBITh HAIICJICHBI HA
peuenTopsl nuAcpMaTbHOro (hakropa pocta (EGFR) u peuenopsr aktopa pocta pudpodnacros (FGF),
TpoMOouTapHOTO (pakropa pocra (PDGF) u pakropa pocra saaorenus cocyaos (VEGF). ITpumepsr TKI
BKJTFOYAKOT, TOMHUMO TpoUero, akcuTuHuO, aparuand, ARQ-087 (aepazanturuo), asp5878, AZD3759,
AZDA4547, 603yTuHNO, OpuraTHHHO, KA003aHTHHHO, IICTUPAHHO, KPCHOIAHHO, JAKOMHATHHHO, TA3aTHHUO,
mosutuHUO, E-6201, spraputuaud, 3pmotuHuod, reputuanO, rrreputuand (ASP-2215), FP-1039, HM61713,
ukoTHHHO, mMaTuHHO, KX2-391 (Src), manatuHuO, 1ecTaypTHHHO, ICHBATHHHO, MUIOCTAYPHH, HHHTCIAHUO,
ODM-203, onmyTrHHHO, oOcuMepTHHHO (AZD-9291), ma3onann0, MOHATHHAO, TO3HOTHHUO, KBH3APTHHUO,
pazotuHuO, pomuneTuHUO, Cyabparuand (HMPL-012), cyrutnaud, L-manat pamuturnda (MAC-4),
tuBoannoO, TH-4000, THBoaHNO 1 MEDI-575 (antuTeno k PDGFR), TAK-659, kaG03aHTHHHEO.

Xumuomepanesmuyeckiue npenapanbl (cman@apmyaﬂ mepanus)

[00342] B pazmmuHbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C XHMHOTEPANIEBTHYECKHM ITPETIAPATOM HIIH IPOTHBOOITY XOJICBBIM
ArcHTOM.

[00343] Wcnonb3yeMslil B JAHHOM JOKYMEHTE TEPMHH «XUMHOTEPANCBTUUCCKHI aTCHT» HIIH
«XUMHOTEPANCBTHUCCKHID) (MIIH «XHMHOTEPANISD) B CIIy4ae JICUCHUA XHMHOTECPANICBTHUCCKHM ar¢HTOM)

MpeIHA3HAYCH U 0XBATA MOOOr0 HEOCIKOBOTO (HAMPHMED, HEMICNTHIHOTO) XAMAYCCKOTO COCIHHCHHIA,
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TIOJIC3HOTO TIPH JICYCHUH 3I0KAUYECTBEHHOTO HOBOOOPA30BaHU. [IpHMEphl XHMHOTEPANICBTHICCKUX aTCHTOB
BKJIFOUAOT CJICAYIOMIEE, HO HE OTPAHHYHBAOTCS HMH: AJIKHJIHPYIOIUC arCHTHI, TAKHE KaK THOTENA H
mukmodochavug (CY TOXAN®); ankmicyib(poHaThl, Takue Kak Oycyab(aH, uMmpocyibhaH u mumocy 1b(haH;
A3UPUIUHBL, TAKHE KaK OCH30/e1a, KapOOKBOH, METYPEICTIa H YPEACTIA, STHICHUMHHBI H MCTHUJIAMEIIAMHIHBI,
BKJTFOUAs ATbTPETAMUH, TPHITHIICHMEIAMIH, TPHATHICHpOoChopamun, TpudTHieHTHO hochopamua u
TPUMEMHUIIOJIOMCTIAMUH;, ALICTOTCHUHBI, HAIPUMED, 6yJ'IJ'IaTaIII/IH u 6yJ'[J'laTa].lI/IHOH; KaMOTOTCIIHH, BKIIFOYAs
CHHTCTHYCCKHH aHAJIOT TOMOTEKAH; OprocraruH, kammctatud, CC-1065, BKIFOUAs €r0 CHHTCTHUCCKHUC
QHAJIOTH aJ03€JIC3HH, Kap3eIe3uH U OU3CIC3HH; KPHNTO(QHIUHEL, OCOOCHHO KpunToduiue 1 1 KpunToQHIMH
8;monmacTaTHH, AyOKAPMUIMH, BKIFOUYasA cuHTeTHUYeCKue aHamorn KW-2189 u CBI-TMI; sneytepobuH; 5-
A3AUUTHAWH, NAHKPATUCTATUH, CAPKOAUKTHHH, CIIOHTHCTATHH, A30TUCTBIC HITPUTHI, HAITPUMCD, xnopaMGyan,
xnopHadaszuH, nukiodochamun, rimodochamun, ssadocphamun, OCHIAMYCTHH, ICTPAMyCTHH, Hpochamuz,
MEXJIOPITAMHH, MEXJIOPITAMHH OKCHJ THAPOXJIOPHI, Mea(anaH, HOBEMOUXHH, (PeHECTCPHH, TPETHUMY CTHH,
Tpo(hochaMun U ypaMyCTHH; HUTPO30MOUYCBHHBI, HAPUMEDP, KAPMYCTHH, XJIOPO30TOLUH, (DOPEMYCTHH,
JIOMYCTHH, HUIMYCTHH H PAHHMYCTHUH, aHTHOHOTHKH, HAIPUMEP, YJHAHUHOBBIC AHTHOHOTHKH (HAIIPUMED,
KaJTUXCAMHLIH, 0COOCHHO KaymxeaMuH ramma-11 u kamuxeamunus-(u [1), THHEMHTIHH, BKITFOUAs
JUHEMHULUH A, 6uc(oc(poHATH, HAMPUMED, KIOJPOHAT, ICTICPAMHLIH, XpOMO(POp HCOKAP3HHOCTATHHA U
POACTBEHHBIE XPOMO(OPHI AHTHOMOTHKA XPOMOIIPOTECHH SHEAHHHA, AKIAIIHHOMHUIIUHBI, AKTHHOMHLH,
ayTpaMHUILHUH, a3aCEPHH, 0ICOMHIUHBI, KAKTHHOMHUIIMH, KapaOHIHH, KAPMHHOMHIHH, Kap3UHO(DUITHH,
XPOMOMHIMHEI, JAKTHHOMHUILIUH, Ay HOPYOUIMH, IeTOPY OULHH, 6-1Ha30-5-0KcO-L-HOpICHIMH, TOKCOPYOHLIUH
(BKIOUAst MOP(OTHHOAOKCOPYOUIMH, TUAHOMOP(POTHHOTOKCOPY OHIIKH, 2-TTHPPOIHHOTOKCOPYOULIMH 1
JIC30KCHIOKCOPYONIIUH), STTHPY OUIHH, 330PYOHLMH, HAAPY OUIMH, MAPLCIIOMAIIHH, MUTOMHLHBL, HATPUMED,
MHUTOMHIHH C, MI/IKO(I)GHOIIOBa}I KHCJIOTA, HOTAJJAMHIIHH, OJTHBOMHIIHUHBI, IICIIJIOMHUIHH, HOp(I)HpOMI/II.[I/IH,

My POMUIUH, KBSITAMHIMH, POAOPYOHIIHH, CTPSIITOHUTPHH, CTPENITO30LUH, TyOCpIUINH, YOCHHMEKC,
3WHOCTATHH M 30pyOHIHH; aHTHMETA0OIHTHI, HAPUMED, MEeTOTpeKcat u S-propypanu (5-FU); ananorn
(pOTHEBOH KUCIOTHI, HATPUMEP, ICMONITCPHH, MCTOTPEKCAT, ITEPONITCPUH U TPHMETPEKCAT, AHAJIOTH Iy PUHA,
HanpuMep, KIaapuOuH, NCHTOCTATHH, (IyJapabuH, 6-MepKaNTONy pHH, THAMUIIPHH W THOTYAHHH, aHAJIOTH
TMUPAMUANHA, HATPUMEP, aHIUTAOWH, a3al[UTUIHH, 6-a3aypUIUH, KapMOPyp, IUTApAOHH, THAC30KCHYPHU/IVH,
JOKCH(DITYPUIHH, SHOIUTAOWH U (DITOKCYPHINH, AHAPOTCHBI, HAPHMEP, KATyCTCPOH, IPOMOCTAHOIOHA
MPOMUOHAT, SIUTHOCTAHOJI, MCITMTHOCTAH H TCCTOJAKTOH, CPECACTBA, YTHCTAOIIIHEC (I)yHKI.[I/II/I HAAINIOYCYHHKOB,
HAnpuMEp, aMAHOTJTY TCTUMH, MUTOTAH H TPHUJIOCTAH; BOCIIOTHUTC)Ib (I)OHHCBOﬁ KHCJIOTBI, HAITPUMCEDP,
(PPOAMHOBAA KHCTOTA; PATHOTCPANCBTHUCCKUC arCHTHL, TAaKHE Kak pagmii-223, 177-Lu-PSMA-617,
TPHUXOTELCHBI, 0COOCHHO TOKCHH T-2, BEppakypuH A, POPUANH A W aHTHIWH, TAKCOMIDI, HATPUMED,
makmurakcen (TAXOL®), adpakcan, mouerakcen (TAXOTERE®), kabasutakcen, BIND-014, Teserakcen;
AQHAJIOTH TIATHHBI, HAPUMEP, OUCILIATHH U KapOomnaTuH, HaHOIIATHH NC-6004; anermaToH, riIHKO3HI
anpaodochamMuaa; AMHHOICBY IMHOBAA KHCTIOTA; SHILIY PALIT, AMCAKPHH, TCCTPAOy T, OHCAHTPCH;
snarpakcar; nredohaMuH; JEMEKOIINH, JTHA3HKBOH, () OPMHATHH; SJUTHITHHAS AIETAT; STIOTHJIOH; 3TOTJIFOIHT,
HUTPAT TAJLIUS;, THAPOKCHMOUYCBHHA, JCHTHHAH, JCHKOBOPHH; JIOHHIAMUH, MAUTAH3WHOUbI, HAIPUMED,
MalTaH3WH W AHCAMHUTOLMHBI, MUTOTYa30H, MHTOKCAHTPOH;, MOITMIAMO.T, HUTPAKPHUH; (DeHaMET; MUpapyOHIHH,;
JIO30KCAHTPOH; (PpTOPIHPUMUANH, (POTHHOBASL KHCIOTA; MOI0(PHLTHHOBAA KHCI0TA;, 2-3THITHAPASH,

npoxapoazus; noymcaxapua-K (PSK); pa3okcas; pu3okcus; cH30(pHpaH; CIMPOTEpMAaHHil;, TCHYa30HOBAA

66



KHCIIOTA;, TPAOEKTUH, TPHA3HKBOH; 2,2',2"-TpHXIOPTPUIMIIIAMHH, YPETaH, BUHAC3HH, JakapOasuH;
MAHHOMYCTHWH, MHTOOPOHHTOJT, METOJIAKTOT, MAOOPOMAH; TanuTO3HH; apaduHo3uz (“Ara-C”);
mukaopochamua; Tnotena; xmopamOyumw, remuutaduH (GEMZAR®); 6-THOTYaHHH, MCPKANITOIY PHH,
MCTOTPEKCAT, BHHOIACTHH, IUIaTHHA; >rono3un (VP-16); ndochamux, MUTOKCAHTPOH, BHHKPHCTHH,
puHOpeOnH (NAVELBINE®); HOBaHTPOH; TCHHNO3HT, 3AaTPEKCAT; Jay HOMHUIIWH, AMHHONITCPHH; KCEJIOA,
nbanaponar, CPT-11; maruburop Tomonzomepassl RFS 2000; qudropmermnoprutud (DFMO); peTuHON IS,
HaTpuUMEp, peTuHoeBad kuciora; kaneruradbun; NUC-1031; FOLFOX ((ponuHueBas Kuca0Ta, S-Qropypanmr,
okcamumiaTuH), FOLFIRI (pommuuesas kucnora, S-gpropypawi, upusHorekas), FOLFOXIRI (pomHuesas
KHCIIOTA, S-(ropypaumn, okcammmiaTtil, upuHotekan), FOLFIRINOX ((omuruesas kucnora, S-propypanun,
HPHUHOTEKAH, OKCATMIUIATHH) U (papMalleBTHUCCKH MPHEMIIEMBIC COJTH, KHCIIOTHI HJIH IPOU3BOIHBIC JIFOO0TO U3
BBILICTICPCUUCICHHBIX. TaKkue areHTHI MOTYT OBITh KOHBIOTHPOBAHBI C AHTHTEJIOM HITH JTFOOBIM HALICTICHHBIM
arcHTOM, ONTHCAHHBIM B JAHHOM JOKYMEHTE, I CO3AAHUA KOHBIOTAaTa aHTUTEII0-JICKAPCTBCHHOE CPEICTBO
(ADC) nnu HalEICHHOTO KOHBIOTATa JEKapPCTBECHHOTO CPEACTBA.

[00344] B ompenencHue «XUMHOTEPANICBTHYCCKOTO ar¢HTa» TAK)KE BXOAAT AHTHTOPMOHATbHBIC AT CHTBI,
HANPUMEP, AaHTHICTPOTCHBI H CEJICKTHBHBIC MOIY IATOPBI 3CTPOreHOBBIX perentopos (SERM), HHrHOHTOPEI
(pepMeHTa apoMaTa3bl, AHTHAHJPOTEHBI ¥ (PapMaLEBTHICCKH NPHEMIIEMBIC COJIH, KUCTIOTHI HJIH IPOU3BOTHbIC
M000TO U3 BBHIICTICPSUHCICHHBIC, ICHCTBHE KOTOPBIX PETYJIHPYIOT HIH HHTHOHPYIOT ACHCTBHE TOPMOHOB Ha
onyxou. [Tpumepsr antuscTporeHoB 1 SERM BimouaroT, Hanpumep, TamokcupeH (Bkmouyast NOLVADEX
TM), panokcu@eH, aporokcudeH, 4-ruapoxcuramokcudpes, Tpuokcuden, keoxcuden, LY 117018, onanpucton
u topemuper (FARESTON®). MHrubuTops! (pepMeHTa apoMaTas3bl PeryHpPYyIOT BEIPAOOTKY 3CTPOreHa B
Haanmo4ewHuKax. [Tpumeps! BKIOUArOT 4(5)-MMAIA307b1, aMHHOTITy TeTHMHT, MerecTposia anerat (MEGACE®),
sK3eMecTaH, popmecta, paxposo, Bopo3oa (RIVISOR®), nerposzona (FEMARA®) u aHACTPO30T
(ARIMIDEX®)). ITpuMepbI aHTHAHIPOTCHOB BKIIFOUAIOT AIaIy TAMHI, aOHPATCPOH, SH3AIy TAaMHI, (DIyTaMuz,
rajJeTepoH, HUIIyTaMu, OuKanyTaMuz, Jeinponun, rozepenunr, ODM-201, APC-100, ODM-204. ITpumep

AHTATOHUCTA PEUCTUTOPA MPOTrCCTCPOHA BKITIOIACT OHAITPUCTOH.

Aumuanzuozennvie azenmol

[00345] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C AaHTHOTCHHBIM ar€HTOM. AHTHAHTHOTCHHBIC arCHTHI, KOTOPBIC MOYKHO
BBOJUTH COBMECTHO, BKIIFOUAKOT, HO HE OTPAHHYHBAIOTCS HMH, PSTHHOHTIHYO KHCJIOTY H €€ IIPOU3BOIHEIC, 2-
merokcmerpamuos, ANGIOSTATIN®, ENDOSTATIN®, peropadeHnO, HekynapaHuO, CypaMuH, CKBAJIAMHH,
TKAHECBOH HHTHONTOP METAJUTONPOTEHHA3BI-1, TKAHEBBIH HHIHONUTOP METAJUIONPOTEHHARBI-2, HHTHOUTOP-1
AKTHBATOPA IUIA3MHUHOTEHA, HHTHONTOP-2 aKTHBATOPA IUIA3MHUHOTCHA, XPSIICBOH HHTHONUTOP, MAKITATAKCE
(Hab-makymTakce ), pakrop TpoMOOUHTOB 4, Cyab(aT mpoTaMuHa (KIyOCHH), CYTh(aTHPOBAHHBIC
TIPOM3BOHBIC XHTHHA (TIOJIyYCHHBIC U3 MAHIHPEH Kpada-CTPUTyHA), CyIb(aTHPOBAHHBINA MOTHCAXAPH-
TIENTHIOTINKAHOBBIH KOMITIEKC (SP-Pg), CTAyPOCTIOPHH, MOAYIATOPBI MATPHYHOTO METab0IM3Ma, BKIIFOYAsT
AQHAJIOTH MPOJINHA, TaKuC Kak 1-azeTuamH-2-kapooHoBas kucmota (LACA), muc-ruapoxcunponH, D,1-3,4-
JCTHAPOTPOJIHH, THATIPOIHH, 0,0 -THITHPHIII, OCTa-aMHHOPOTTHOHATPHA(yMapaT, 4-mpormi-5-(4-
mupuauHnT)-2(3h)-0KCca30I0H, METOTPEKCAT, MUTOKCAHTPOH, TEIIAPHH, HHTEP(EPOHDI, CHIBOPOTOUHBIH 2-

MaKpOTIO0YIMH, KypHHBIH HHrHOHTOp MetautonporenHaassl-3 (ChIMP-3), xumocraTus, TeTpaaekacyibhaT
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OeTa-nUKIOACKCTPHHA, SMOHEMHALMH, ()yMaruJUIMH, aypOTHOMAIAT HaTpus, D-nernuinamuH, 6era-1-
AQHTHKOJUIATCHA3a CHIBOPOTKH, ajb(ha-2-aHTHIUIA3MUH, OM3AHTPCH, IWHATPUH JTOOCH3ApUT, THHATPUH H-2-
KapOokcu(peHII-4-XTopaHTpoHUTOBAsA KicaoTa win «CCA», TaMIOMHI, aHTHOCTATHUCCKHN CTCPOM T,
KapOOKCHaM HHOMMHAA30.J1, HHTHOUTOPBI METAIUIONPOTEHHA3HI, Hanpumep, BB-94, uarunduropsr S100A9,
HAIPUMEp, TACKBHHUMOJ. J[pyTHe aHTHAHTHOTCHHBIC aTrCHTHI BKIIFOUAOT AHTHTENA, IPEANOYTHTEIEHO
MOHOKJIOHAJTFHBIC AaHTUTEJIA MPOTHB 3TUX AHTHOTCHHBIX (pakTopoB pocra: Oera-FGF, ambpa-FGF, FGF-5,
nzoopmsr VEGF, VEGF-C, HGF/SF, u Ang-1/Ang-2.

Hpomu@oabu6po3H ble azeHmbvl

[00346] B pazmumusbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHUPYIOT C MPOTHBO(UOPO3HBIM areHTOM. I IpoTHBO(HOPO3HBIC arCHTHI, KOTOPbIC
MO’KHO BBOJHUTb COBMECTHO, BKIIFOYAIOT, HO HE OTPAHHYHBAIOTCA UMM, TAKHE COCIUHCHU, Kak OeTa-
avuHonpormouuTpui (BAPN), a Taioke coenuneHus, onucanusie B US 4965288, oTHOCAIIMEC K HHTHOUTOPaM
JM3UIOKCHAA3HI M UX IPUMCHCHHIO B JICUCHHH 3a001CBaHUH H MATOJOTHYCCKUX COCTOSHUI, CBSA3aHHBIX C
AQHOMAJILHBIM OTJIO’KCHHEM KoutareHa, 1 US 4997854, oTHOCAIIErocs K COSAHHEHHAM, KOTOPBIC HHTHOHPYIOT
LOX, ang neueHus pa3IuyHbIX MATOJOTHUSCKUX (PHOPO3HBIX COCTOSHHMH, KOTOPbIC BKIFOUCHBI B TAHHBII
JOKYMEHT IIOCPEACTBOM CCBUIKH. JIOTIOTHHUTENbHBIC HIUTFOCTPATUBHBIC HHTHOHTOPHI onucansl B US 4943593,
OTHOCAIIEMCS K COSTUHCHUAM, TAKHM Kak 2-H300y THI-3-(TOp-, X71op- wiu Opom-ammunamu, US 5021456, US
5059714, US 5120764, US 5182297, US 5252608, otHOCSIuMCS K 2-(1-HaTHIOKCHMEMILT)-3 -
¢ropammunamun u US 2004-0248871, kOTOpBIC BKIFOYCHBI B JAHHBIH JOKYMCHT IOCPESACTBOM CCHLIKH.

[00347] TIpumepsl mpoTHBO(PHOPOSHBIX ATCHTOB TAKKES BKIFOYAOT MICPBHYHBIC AMHUHBI, PCAaTHPYIOMIHC C
KapOOHWIBHOI IPyNIIOii aKTHBHOTO LICHTPA JTH3HJIOKCHAA3, H, B YACTHOCTH, T, KOTOPBIC MOCTIC CBA3BIBAHUS C
KapOOHIIOM 00Pa3yIOT MPOAYKT, CTAOMIH3UPOBAHHEIA PE30HAHCOM, HAMPHMCP, CIICAYOIIHC ICPBHIHBIC
AMHHBL. SMUJICHMAMUH, THAPA3UH, ()CHUITHAPA3HH H UX IPOU3BOIHBIC; CEMUKAPOA3HA M MMPOU3BOIHBIC
MOUYCBHHBI, AMHHOHUTPIUIBEL, HanpuMep, BAPN winn 2-HUTPO3THIAMUH; HCHACHITIICHHBIC HITH HACHIIICHHBIC
TaJOTCHAMUHBI, HaIpuMeEp, 2-OpOMITHIIAMHEH, 2-XJIOPITHIAMUAH, 2-TPH(TOPITHIAMUH, 3 -OpOMIPONIIAMHIH 1
TI-raJJOr¢HOCH3UIAMUHBI, H CEICHOTOMOIUCTCHH JIAKTOH.

[00348] Hdpyrumu mpoTHBO(QHOPO3HBIMA arCHTAMH SBILTFOTCS XCIATHPYOMINE MEIb areHTHI, IPOHUKAOIIIHC
WA HE MPOHUKAONINE B KICTKHU. [IpHMephI COCIMHCHAH BKIIFOUAOT HETIPSIMBIC HHTHOUTOPBI, KOTOPBIC
OJIOKHPYIOT MPOH3BOIHBIC ATBACTHAA, 00PA3YIOIHECS B PE3YIbTaTe OKHCIHTEIFHOTO JC3aAMUHUPOBAHUS
JTH3HIIOBBIX H THAPOKCHIH3AIOBBIX OCTATKOB JIH3MIOKCHIa3aMH. [IpHMEpHI BKITIOYAOT THOJAMIHEL, OCOOCHHO
D-neHunuaiaMuH, U €ro aHAJIOTH, HAMPUMEP, 2-aMHHO-5 -MEPKANTO-3-METUATEKCAHOBA KHUCI0Ta, D-2-aMuHO-
3-meTmn-3-((2-aneTaMHI03THIL) IUTHO )0y TAHOBAA KHCJIO0TA, P-2-aMHHO-3-MeTHIT-3-((2-
AMUHOATHI)TUTHO YOy TAHOBAS KACITOTA, HATPHi-4-((p-1-IHUMETHII-2-aMHHO-2 -KapOOKCHITHI) IUTHO )0y TAH
cyme(hypar, 2-aneTaMHI03TAI-2-alCcTAMUIO3TAHTHO Cy Ib(DAHAT, W HATpHH-4-MCPKanTOOy TAHCY TB(hHHAT

TPUTUAPAT.

IIpomueosocnanumenviivie azeHnibl

[00349] B pazmmusBIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaso B

HACTOAICM OOKYMCHTC, KOM6I/IHI/IpyIOT C MPOTHUBOBOCTIATUTCIIBHBIM ATCHTOM. HpI/IMCpBI
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MIPOTHBOBOCTIATMTEIbHBIX aTCHTOB BKIFOUAKOT, HO HE OTPAHMYHBAOTCS 3THM, HHTHOUTOPBI OJHOH HiIH OoJee 3
cneayromero: apruaaza (ARG1 (NCBI Gene ID: 383), ARG2 (uaeHTH(PHKANHOHHEIH HOMEP TCHA B 0a3¢
maHHbIX NCBI: 384)), xap6oanruapasza (CAl (uacHTH(pHKAIHOHHBIH HOMEp reHa B 0a3e aHHBIX NCBI: 759),
CA2 (unenTn(pukanmoHHBIH HOMep reHa B 6a3e qaHHbIX NCBI: 760), CA3 (MaeHTH(HKaIHOHHBIH HOMEpP I'eHa
B 6a3e manapix NCBI: 761), CA4 (upeHTH(UKADHOHHBIH HOMEP TeHA B 0ase maHHBIX NCBI: 762), CASA
(uneHTH(UKALMOHHBIH HOMEp TeHa B 0ase qaHHBIX NCBI: 763), CASB (uacHTH(UKAIMOHHBIN HOMED TCHA B
6asze mauaubix NCBI: 11238), CA6 (maeHTH(pUKAanHOHHBIH HOMEP TeHa B 0a3e manubix NCBI: 765), CA7
(uoeHTH(UKATTHOHHEIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 766), CAS8 (MacHTH()HKALHOHHBIH HOMEP T'¢HA B 0a3e
mauHbIx NCBI: 767), CA9 (mpeHTH(pHKAaIHOHHBIH HOMEP TeHa B 0a3e nanHbIX NCBI: 768), CA10
(uoeHTH(UKATHOHHBIH HOMEp TeHa B 6a3e JaHHbIX NCBI: 56934), CAll (uacHTH(UKAIMOHHBI HOMEP ICHA B
6asze mauaubix NCBI: 770), CA12 (upeHTH(UKAIMOHHBIH HOMEp reHa B 6a3e ganHeix NCBI: 771), CA13
(uoeHTH(UKATTMOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 377677), CAl4 (MaeHTH()UKAIUOHHBIH HOMEP ICHA B
6aze mauubx NCBI: 23632)), npocrarnanaus-saaonepokcun-cuarasza 1 (PTGS1, COX-1;

HACHTH (PHKALMOHHBIN HOMep reHa B 6ase nanHbIX NCBI: 5742), npocTarnaHauH-3HA0NEPOKCHA-CHHTA3a 2
(PTGS2, COX-2; nneHrupuxannoHHbIiH HOMEP reHa B 6ase maHubix NCBI: 5743), cekperupyemas
(pocpomumnaza A2, mpocrarnanaud E-cunraza (PTGES, PGES; unentupukanuonssiii Homep rexa; 9536),
apaxunoHat-S-munokcurenasa (ALOXS, 5-LOX; uaenruuxannoHssnii Homep resa B 6asze manHsix NCBI: 240)
pacteopuMas snokcuaruaponasa 2 (EPHX2, SEH; uneHTH(pHKanHOHHBIH HOMEp reHa B 6a3e qaHHbX NCBI:
2053) w/unu KMHA3A KHHA3BI KHHAREI MHTOTCH-AKTHBHPY eMO# mpotenHkuHa3bl 8 (MAP3KS, TPL2;
HACHTH(PUKAIMOHHBIH HOMep IeHa B 6a3e qaHHbIX NCBI: 1326). B HEKOTOpPBIX BapHAHTaX OCY LIECTBICHUS
HHrHOUTOP MPEACTABILICT COO0H ABOHHOM HHrHONTOp, HAanpuMep, ABoHHOH wHruouTop COX-2/COX-1, COX-
2/SEH, COX-2/CA, COX-2/5-LOX.

[00350] TIpumepsr HHTHOUTOPOB MpocTarIaHauH-3HA0NCepokcHacHuTassl 1 (PTGS1, COX-1;
HACHTU(DHKAIIMOHHBIH HOMEp reHa B 6a3e JaHHbIX NCBI: 5742), KoTOpbIc MOYKHO BBOJUTH COBMCCTHO,
BKJTFOUAKOT, HO HE OTPAaHMIMBASICH 3THM, MO(esonak, GLY-230 u TRK-700.

[00351] TIpumepsr HHTHOUTOPOB MpOCTArIAaHAWH-3HA0NCpokcHacHuTassl 2 (PTGS2, COX-2;
HACHTU(DHKAIIMOHHBIH HOMEp reHa B 0as3e JaHHbIX NCBI: 5743), KoTOpbIc MOYKHO BBOJUTH COBMCCTHO,
BKJTFOYAKOT, HO HC OTPAHHYHBASLCH 3THM, JUKJIO(PCHAK, MCITIOKCHKAM, MTAPCKOKCHO, STOPHKOKCHO, AP-101,
nesaekokcud, AXS-06, muknogpeHak kammsa, DRGT-46, AAT-076, Meisuoshuli, TyMHPaKOKCHO, MCITOKCHKAM,
BaJTBACKOKCHO, 3aTbTONPO (PCH, HUIMECY T, AaHUTPA3a(CH, AaMPHKOKCHO, MUMHKOKCHO, ACPAKOKCHO, (DIyMu307,
(pupoxokcud, mapakokcud, NS-398, mamukorpensb, mapekokcuO, poOCHaKOKCHO, poEeKOKCHO, PyTCKAPIIHH,
THIMAKOKCHO U 3ampTompodeH. [Tpumepsr qBoiHBIX HHTHONTOPOoB COX1/COX2, KOTOPHIC MOKHO BBOJUTD
COBMECTHO, BKITIOUAIOT, HO HE OrpaHu4HBAsICh 3TuM, HP-5000, TOpHOKCHKAM, KETOPOJIAKa TPOMETAMHUH,
o6pom@penak Harpusa, ATB-346, HP-5000. ITpumeps! asoiiaerx maruoutopos COX-2 / xkapboanruapasst (CA),
KOTOPBIC MOKHO BBOJHUTH COBMECTHO, BKJIFOUAIOT, HO HE OTPAHUYUBASACH STHM, IOJIMAKOKCHO H HMPEKOKCHO.
[00352] TIpumeps! HHrHONTOPOB cekperupyeMolt ocdommmazer A2, mpocrariaanaud E-cunrassr (PTGES,
PGES; nnentn(ukannoHHbIH HOMEp reHa: 9536), KOTOphIC MOKHO BBOJHTH COBMECTHO, BKITFOUAOT, HO HE
orpanmmBaick 3tum, LY3023703, GRC 27864, u cocnuacHums, onucanabie B WO2015158204,
W02013024898, W(0O2006063466, W0O2007059610, W02007124589, W02010100249, W0O2010034796,
W02010034797, W02012022793, W02012076673, W02012076672, W02010034798, W0O2010034799,
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W02012022792, W0O2009103778, W0O2011048004, W0O2012087771, W02012161965, WO2013118071,
W02013072825, W0O2014167444, W0O2009138376, W02011023812, W02012110860, WO2013153535,
W02009130242, W0O2009146696, W0O2013186692, W02015059618, W02016069376, WO2016069374,
W02009117985, W0O2009064250, W0O2009064251, W02009082347, W02009117987, u W0O2008071173.
Kpowme Toro, 6s110 00HapYx’eHO, uTo MeT(hopmuH mogasieT ock COX2/PGE2/STAT3 u M0XKeT BBOIUTHCA
cosmectHO. Cwm., Hampumep, Tong, et al., Cancer Lett. (2017) 389:23-32; u Liu, ef al., Oncotarget. (2016)
7(19):28235-46.

[00353] IIpumeps! HHTHOHTOPOB KapOOAHTHAPA3Hl (HampuMep, oauH wid 6onee u3 CAl
(uoeHTH(UKATTHOHHEBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 759), CA2 (macHTH()UKALHOHHBIN HOMEP T'¢HA B 0a3e
nJaunbix NCBI: 760), CA3 (uaeHTH(UKanmoHHBIH HOMep reHa B 6ase qanHbix NCBI: 761), CA4
(uoeHTH(UKATTHOHHBIH HOMEp TeHa B 6a3e JaHHbIX NCBI: 762), CASA (MaeHTH()UKAIMOHHBIN HOMEP I'CHA B
6a3e nanHbIX NCBI: 763), CASB (uneHTu(puKanunoHHbIH HOMep reHa B 6a3ze nanupix NCBI: 11238), CA6
(uneHTH(UKAITMOHHBIH HOMEp TeHa B 6a3e qaHHbIX NCBI: 765), CA7 (uacHTH()UKALHOHHBIH HOMEP T'¢HA B 0a3e
nmaaHbIX NCBI: 766), CA8 (maeHTH(HKAIMOHHBIH HOMEp reHa B 6a3e naHHbIX NCBI: 767), CA9
(uaeHTH()UKALMOHHBIN HOMEP TeHa B 6a3e qaHHBIX NCBI: 768), CA10 (MacHTH()UKALMOHHBIN HOMEP TCHA B
6ase manHbIx NCBI: 56934), CAll (uaeHTH(pUKanHOHHBIH HOMEp reHa B 6ase qanHbIX NCBI: 770), CA12
(uaeHTH()UKALMOHHBIH HOMEP TeHa B 6a3e qaHHBIX NCBI: 771), CA13 (MacHTH()HUKALMOHHBIN HOMEP TCHA B
6a3e nanubix NCBI: 377677), CA14 (uneHTH(pHKATHOHHBIA HOMEP reHa B 6a3e naHHbX NCBI: 23632)),
KOTOPBIC MOKHO BBOAUTBH COBMCCTHO, BKJIFOUAKOT, HO HE OTPAHUYUBAACH STHM, aLlCTA30JIAMH, META30IaMH],
JOP30JIaMHJ, 30HUCAMUA, OpuH30IaMua U quxiaopdenamun. JIsoitHoi uaruoutop COX-2/CA1/CA2, xoTopsrii
MO>KHO BBOIUTH OJHOBpEMcHHO, BKmouacT CG100649.

[00354] TIpumepsr HHrHONTOPOB apaxuAOHAT-5-munokcureHassl (ALOXS5, 5-LOX; nneHTH(pHKAHOHHBIH
HOMEp reHa B 6aze qaHHBIX NCBI: 240), KOTOpBIC MOKHO BBOAUTH COBMCCTHO, BKITFOYAKOT, HO HE
OTPAaHHYHUBASLCH ITHM, MCKJIO(DEHAMAT HATPHS, 3HIICY TOH.

[00355] TIpumepsr HHTHONTOPOB pacTBOPUMOI dmokcuaAruapoass! 2 (EPHX2, SEH; naeHTH(UKAHOHHBIH
HOMCEp reHa B 6a3e JaHHBIX NCBI: 2053), KoTOphIc MOKHO BBOJUTH COBMCCTHO, BKJFOUAIOT, HO HE
OTPAHHYHBAACH 3THM, COCTUHCHHA, omucaHHbie B WO2015148954. JIsoiiaeic marnouTopsr COX-2/SEH,
KOTOPBIC MOYKHO BBOJHUTH COBMCCTHO, BKITFOUAOT COCTHHCHMUSA, omucanHbic B W02012082647. [IpoiiHbIc
uHruoutopsl SEH n amuaruaposassl skupHeix kucioT (FAAH; naeHTH(HKAIHOHHBIH HOMEp TeHa B 0ase
maHHBIX NCBI: 2166), KOTOPBIC MOKHO BBOAHTH COBMCCTHO, BKITFOUAIOT COCAWHCHUS, OTIUCAHHBIC B
WO02017160861.

[00356] TIpumepsr HHTHONTOPOB KMHA3HI KHHA3HI MUTOTCH-aKTHBHPY €MOH NpoTenHKHHA3H 8 (MAP3KS,
JIOKyC-2 KHHA3HI MPOTPeCCUPOBaHus onyxom, TPL2; macHTH(pUKAMOHHEIH HOMEp TeHa B 6a3¢ JaHHBIX NCBI:
1326), KOTOPBIC MOTYT BBOJUTHCA COBMCCTHO, BKIIFOYAKOT, HO HEC OTPaHHIHBAACH 3TuM, GS-4875, GS-5290,
BHM-078 u T¢, kKoTOpBIC OmucaHbl, HanpuMep, B W02006124944, W02006124692, W02014064215,
WO2018005435, Teli, et al., J Enzyme Inhib Med Chem. (2012) 27(4):558-70; Gangwall, ef al., Curr Top Med
Chem. (2013) 13(9):1015-35; W, et al., Bioorg Med Chem Lett. (2009) 19(13):3485-8; Kaila, et al., Bioorg
Med Chem. (2007) 15(19):6425-42; n Hu, et al., Bioorg Med Chem Lett. (2011) 21(16):4758-61.

Aeenmul Ona oxcuzcenayuu onyxoau
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[00357] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHUPYIOT C arT€HTOM, KOTOPBIH CTHMYJIHPYCET HIIH Y BETHYHBACT OKCHICHAIIHIO HIIH
PEOKCHICHAIHIO OITY XOJIH HJIH MPEIOTBPAINACT I YMEHBINACT THITOKCHIO Oy XOJIH. MIImrocTpaTHBHBIC
arcHTHI, KOTOPHIC MOYKHO BBOJUTH COBMECTHO, BKITIOYAIOT, HAIIPHMED, HHTHOUTOPHI HHIYIHPYEMOTO THIIOKCHEH
(paxropa-1 anspa (HIF-1a), Hampumep, PT-2977, PT-2385; Marudutopsr VEGF, Takue kak OeBanu3ymao,
IMC-3C5, GNR-011, Tarubupymad, LYN-00101, ABT-165; u/umm 6e10K-IEpEeHOCUMK KHUCIOPoAa (HaIpHMeD,
TeM OKCHJ a30Ta H/win Kucnopoacessssaronmii 6enok (HNOX)), manmpumep, 6emkn OMX-302 u HNOX,
ommcanHsie B WO 2007/137767, WO 2007/139791, WO 2014/107171, u WO 2016/149562.

Hmmynomepanesmuyeckiie azeHmul

[00358] B pazmumunbIX BapuaHTax ocymecTsicHus areHT k CD47 wm areHt k SIRPo, kak onuicaHo B
HACTOAMIEM JOKYMEHTE, KOMOMHHPYIOT C HMMYHOTEPANEBTHYCCKUM areHTOM. [IpuMepst
HMMYHOTEPAIICBTHYCCKHX areHTOB, KOTOPHIC MOKHO BBOAUTH COBMECTHO, BKIIOUAFOT, TOMHMO IIPOYETO,
creayromee: abarosomad, ABP-980, anexarymyma0, agyty3yma0, anemMty3yma0, anpTyMmoMad, amatykcumao,
aHarymoma0, apcutymMoma0, 6aBuTykcumab, 6ekrymMomad, 6roananor Oesanu3ymada, GuBary3ymao,
OmmHaTyMOMa0, OpeHTyKcuMad, kaHTy3yMad, karymakcomad, CC49, nerykcumad, nutarys3ymao,

OUKCY TYyMyMa0, KIHuBaTy3yMad, KOHaTyMyMa0, farety3ymal, Aanoty3ymad, qapatyMymad, IeTymomao,
JUHYTYKCHMA0, Ipo3uTyMad, Xy IMroryMao, Xy 3HrHTyMa0, SKpoMeKcHMab, sMubeTy 3yMad, SJHCHTY KCHMa0,
spTyMakcomad, staparmsymad, (papaetyzymad, purutymymad, paanorymad, gpytykcumad, reMty3ymao,
THPEHTYKCHMa0, riaembarymMymad, noputyMmomMad, HrosoMad, HMraty3ymMad, HHAATy KCHMab, HHOTY3yMao,
uHTeTyMyMad, nmmmaMyMad (YERVOY®, MDX-010, BMS-734016 u MDX-101), upatymyma0, madety3ymad,
JeKcaTyMyMa0, THHTY3yMa0, TOPBOTY3yMao, IyKaTyMyMa0, MaTy3yMa0, MUIATy3yMa0d, MEHPETYMOMA0,
MHTYMOMA0, MOraMy Iu3yMad, HanTyMoMa0, HapHATYMa0, HCHUTY3yMa0, HUIMOTY3yMa0, HoeTrymomad, OBI-
833, 00uHyTY3yMa0, okapaTy3yma0, oarymymad, onapatyMad, oHapTy3yMad, omopTy3ymMad, operosomad,
TMAHUTYMyMa0, mapcary3ymao, narpurymMad, neMryMoMa0, mepTy3ymMad, THHTYMOMa0, MpUTyMyMao,
paxorymomad, paapetymad, pamymupymad (Cyramza®), pumotymymad, puTykcumMad, podatymymao,
camanu3yma0, catymMmoMa0, CHOpPOTy3yMa0, CHITYKCHMA0, COMATOMA0, CHMTY3yMa0, TakaTy3yMao,
TAIMIATYMOMA0, TCHATYMOMAO0, TCIPOTYMyMa0, THTaTy3ymMad, TO3UTyMOMA0, TpacTy3yMad, OnoaHamor
TpacTy3yMada, TYKOTy3yMa0, yOmmuTykcHMab, BeaTy3yMa0, BopceTy3yMad, BoTymymad, 3amytymymad u 3F8.
PI/ITyKCI/IMa6 MOKCT HCTIOJIB30BATHCA AJIA JICUCHHUA BAJTOTCKY LITHX B-KIIe TOUHBIX 3JI0KAYCCTBEHHBIX
HOBOOOpa30BaHMi, BKIOUAs TuM(poMy MapruHainbHO# 30Hb1, MB, XJIJI u manyro mum@onuTapHy o 1uMpoMmy.
Oco0cHHO >(h(PCKTHBHO COUCTAHUC PUTYKCHMA0a W XHMHOTCPANCBTHYCCKAX ATCHTOB.

[00359] TIpumeps! TepaneBTHYCCKAX AHTHTET MOTYT OBITh TOTIOJHATECIBHO TOMEUCHBI HITH KOMOHHHPOBAHbI
C PaXHON30TONTHBIME YACTHI[AMU, Hapumep, uHauii-111, urtpuii-90 (90Y -kmmBaTy3ymab) wmm fion-131.
[00360] B HexoTOPHIX BAPHAHTAX OCYINCCTBICHHU HMMYHOTCPAIICBTHYCCKHH arcHT MPEACTABISICT COOOMH
KOHBIOTAT aHTHTCI0-eKapcTBCHHOE cpeacTro (ADC). UmmocTparusabic ADC, KOTOpPBEIC MOKHO BBOJHUTH
COBMCCTHO, BKITIOYAKOT, HO HC OTPAHUYIHBAACH 3THM, KOHBIOTHPOBAHHBIC C JICKAPCTBCHHBIM CPEACTBOM
AHTHTCJIA, HX (l)paI‘MeHTI)I HJIH MHMCTHKH aHTHTCJI, HALICJIICHHBIC HA Oenku Wwin AHTHUTCHBI, ICPCUHCICHHBIC
BBIIIC U B JAHHOM JOKyMEHTE (Hampumep, B Tabmmue B). TIpumepsr ADC, koTOpbIe MOKHO BBOIUTD

COBMCCTHO, BKJTFOYAKOT, MOMAMO MPOUCTO, TEMTY3yMab, OpSHTYKCHMA0, TPacTy3yMad, HHOTY3yMao,
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reMOaTyMyMa0, aHeTyMa0, MEPBETYKCUMA0, ICTATYKCyMa0, pOBAIBIATY 3yMa0, BaAacTYKCHMA0,
nmadery3yma0, canuty3yma0, mudacty3ymad, nHIycaTyMa0, moaar3ymMad, MHHATY3yMAa0, KOOTYKCHMA0,
WHIATYKCHMAa0, MunaTy3ymao, posamsnuty3ymad, ABBV-011, ABBV-2029, ABBV-321, ABBV-647,
MLNO0264 (aatu-GCC, ryasnnaruukiasa C), T-DM1 (tpacty3yma0 smrancus, Kadcycla); SYD985 (antu-
HER?2, nyoxapMurs), Munary3ymad-aokcopyounus (hCD74-DOX), DCDT2980S, 6enanTamad Mado10THH
(GSK2857916), monaryzymad semotur (RG-7596), SGN-CD70A, SGN-CD19A, uHOTY3yMa0 030TaMHUIITH
(CMC-544), nopeoty3ymad meptan3uH, SAR3419, uzakty3ymad rosurekas, 3u(popTyMad BeaotuH (ASG-
22ME), ASG-15ME, DS-8201 (tpacty3ymab aepykcrekan), 225Ac-munrty3yma0, U3-1402, 177Lu-
TETPAKCCTAHTETYI0MA, TU30TYMa0 BEIOTHH, aHeTYMAO paBTan3uH, CX-2009, SAR-566658, W-0101, ABBV-
085, remry3ymad o3oramunus, ABT-414, rrembarymymad sBeaotus (CDX-011), mabery3ymMad roBuTeKaH
(IMMU-130), caxury3ymab rosurekas (IMMU-132), mipacty3ymad Benotus, (RG-7599), Munarysymad-
Joxcopyounus (IMMU-110), uagarykcumad pasransus (BT-062), munary3ymab senotus (RG-7593), SGN-
LIV1A, SGN-CD33A, SAR566658, MLN2704, SAR408701, popanmury3ymab Te3upus, ABBV-399, AGS-
16C3F, ASG-22ME, AGS67E, AMG 172, AMG 595, AGS-15E, BAY 1129980, BAY 1187982, BAY94-934
(asetyma06 papranszun), GSK2857916, Humax-TF-ADC (tu3otymab Bexotus), IMGN289, IMGNS529;
IMGNS853 (mupBerykcumab, copasramus), LOP628, PCA062, MDX-1203, MEDI-547, PF-06263507, PF-
06647020, PF-06647263, PF-06664178, PF-06688992, PF-06804103, RG7450, RG7458, RG7598, SAR566658,
SGN-CD33A, DS-1602 and DS-7300, DS-6157, DS-6000, TAK-164, MEDI12228, MEDI7247, AMGS575. ADC,
KOTOPBIC MOKHO BBOAHUTH COBMECTHO, OTIHCAHBI, HanpuMep, B Lambert, ef al., Adv Ther (2017) 34:1015-1035 u
B de Goeij, Current Opinion in Immunology (2016) 40:14-23.

[00361] WmmrocTpaTUBHBIC TEPAIEBTUYECCKUE ATCHTHI (HAIIPUMEP, MPOTUBOPAKOBBIC UJIH MPOTHBOOILY XOJICBHIC
ArCHTHI), KOTOPBIC MOTYT OBITH KOHBIOTHPOBAHBI C AHTHTCIIAMH, KOHBIOTHPOBAHHBIMH C JICKAPCTBCHHBIM
CpeACTBOM, HX ()parMCHTAMH WJTH MHMCTHKAMHU AHTHTE, BKITIOYAOT, HO HE OTPAHHYHBASICH STHM, CIICIYIOIICE:
moHoMmeTmIaypuctatad E (MMAE), moromermnaypuctatu F (MMAF), kamiuxXcaMHUIAH, AaHCAMHTOLIAH,
MaNTAH3HWH WM HX aHAJOT (HampuMep, MepTar3ue/sMTan3uH (DM1), pasran3us/copasTar3uH (DM4)),
AHTPAIIMH (HAMPHMEP, JOKCOPYOHUIHH, Tay HOPY OHIWH, SHPYOHLIHH, HAAPYOHIHH), MTHPPOI0OCH30AHACTHH
(PBD) cmusaronmii areut JJHK SC-DR002 (D6.5), nyokapMHULIH, HHTHOHTOPBI MUKpOTpyOouck (MTT)
(HampuMEp, TaKCaH, aTKajaou OaPBUHKA, SMOTHIOH), muppoaodeH30auasenuH (PBD) wim ero quvep u
ayokapmunus (A, B1, B2, C1, C2, D, SA, CC-1065) u apyrue mpoTHBOPAKOBBIC HIIH MPOTHBOOIY XOJICBHIC

Ar¢HThI, OMUCAHHBIC B JAHHOM JOKYMCHTC.

IIpomueopaxosas cennas mepanius u KiemoyHas mepaniis

[00362] B pazmmusbIX BapuaHTax ocymecTsicHuUs areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOANIEM JOKYMEHTE, KOMOMHHPYIOT C TCHHOH Tepamuel paka u KJIeTouHoH Tepanueii. [IpotuBopakosas
TCHHAS Tepamusl U KJICTOUHAS TCPanysl BKIIFOYAIOT BBEJICHHE HOPMAIBHOTO T€HA B PAKOBbIC KICTKH U 3AMCHBI
MYTHPOBABIIETO HJIH H3MEHEHHOTO I'€HA;, TCHETHIECCKYF0 MOAU(DHKAIMIO U CAlJICHCHHTA My THPOBABIIETO
T€HA;, TCHETHYCCKHE MOAXO/BI U HEMMOCPEACTBCHHOTO YHHUTOKCHHU S PAKOBBIX KJICTOK; BKIFOUAs HH(Y3HIO
HMMYHHBIX KJICTOK, IIPETHA3HAYCHHBIX I 3aMCHBI OOJIbINCH YacTH COOCTBEHHOH MMMy HHOMW CHCTEMBI
TIALMEHTA TS YCHJICHAS HMMY HHOTO OTBETA HA PAKOBbIC KICTKH, MITH AKTHBALH COOCTBCHHOH HMMYHHOM

CHCTCMBI IMAITHCHTA (T-I(J'ICTKI/I WA HATYPAJIbHBIC KJ'ICTKI/I-KI/IJ'IJ'IepBI) A YHHYITOKCHUA PAKOBBIX KICTOK, HITH
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TIOHUCKA U YHUYITOKCHHUA PAKOBBIX KJICTOK, ICHCTHICCKHUE MMOAXOABI JJIA MO,Z[I/I(I)I/IKaI_II/II/I KJICTOYHOH AKTHBHOCTH

JUTA JATBHEHIIICTO U3MCHCHUS SHAOTCHHOTO HMMYHHOTO OTBETA MPOTHB 3JIOKAUCCTBCHHOTO HOBOO6paSOBaHI/I}I.

Buowr knemounoii mepanuu

[00363] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHt k SIRPo, kak onrcaHo B
HACTOSAMIEM JOKYMEHTE, KOMOMHHPYIOT C OJHUM WM O0JIee KICTOUHBIME TEPANICBTHYCCKUMHE CPEICTBAMH.
WnmocTpaTHBHBIC KICTOYHBIC TEPANICBTHYCCKHUE CPEACTBA BKIFOYAIOT, IOMHMO IIPOUETO, COBMECTHOE BBEICHHC
OHOH mu 00JIee U3 MOMYJISIMUU HMMYHHBIX KJIETOK. B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHU HMMYHHBIC
KJICTKH MPEACTABIIOT Co00# ecTecTBeHHBIC KICTKU-KIUIepsl (NK), NK-T-kietku, T-KieTky, raMMa-IeiabpTa-
T-xnerku, B-kineTku, TUTOKUH-UHAY IpoBaHHbIe KaeTku-Kuuieps! (CIK), xiretku makpodaros (MAC),
uHpUIBTpUpYOIHE oMMy x0JIb JuMpouuTs! (TIL), rpaHy IOLUTHI, BPOKACHHbBIC THM(OUTHBIC KICTKH,
METaKapUOIUTHI, MOHOLIUTBI, MAKpO(aru, TpOMOOLHUTHI, THMOIUTHI, MUCIIOWIHBIC KICTKH H/HIH ACHIPUTHbIC
etk (DC). B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS KJICTOYHASA TCPANKA BKIFOUACT TCPanuio T-KIeTKaMH,
HanpuMep, COBMECTHOE BBeAcHHE nomy rinuu T-kietok ¢ anb(ha/bera TCR, T-kierok ¢ ramma/nensta TCR,
peryasropubix T-xierok (Tper) w/nmn T-knetok TRuC™, B HEKOTOPBIX BAPHAHTAX OCYIUECTBICHHUS KICTOYHAS
Tepanusa BKIoYaeT Tepanuio NK-kieTkaMu, HanpuMmep, COBMECTHOE BBeAcHUE KiIeTok NK-92. TTpu
HEOOXOAMMOCTH KJICTOYHASA TEPAIHA MOXKET BKIIOYATh COBMECTHOE BBEICHHUE CYOBEKTY Ay TOJTOTHUIHBIX,
CHHI'CHHBIX HJIH AITJOTCHHBIX KICTOK.

[00364] CoraacHo HEKOTOPHIM BAPHAHTAM OCYLIECCTBICHHA KJICTOYHAS TEPAIHA BKIFOYACT COBMECTHOE
BBCACHHC HMMYHHBIX KJICTOK, CKOHCTPYHPOBAHHBIX I SKCIPECCHH XHMEPHBIX AaHTHTCHHBIX PEICITOPOB
(CAR) umu T-xaerounbix peuentopos (TCR) TCR. B KOHKPETHBIX BAPHAHTAX OCYINECCTBICHHS
CKOHCTPYHPOBAHA MOy JISIIHS HMMYHHBIX KiieTok 1y 3kcnpeccud CAR, mpuiaem CAR coaepskut noMeH,
CBA3BIBAFOINUIT Oy XOJICBBIH AHTHICH. B APYTHX BapHaHTaX OCYIICCTBICHHUS MO JISILAS HMMY HHBIX KJICTOK
CKOHCTPYHpPOBaHA A 3Kkcnpeccud T-kiaeTouHsIX penentopos (TCR), CKOHCTPYHPOBAHHBIX I HALICTHBAHUSA
HA OTIyXOJICBbIC IICNTHBI, MPCACTABICHHBIC HA MOBEPXHOCTH OIy XOJICBBIX KJICTOK. B 0/THOM BapuaHTe
OCYINCCTBICHHU HMMYHHAS KJIETKA, CKOHCTPY HPOBAHHAS IS SKCITPECCHH XHMCPHBIX AHTHTCHHBIX PELEIITOPOB
(CAR) umu T-xnerounsix penenropos (TCR) TCR, npeacrasnser coboii T-xieTky. B apyrom BapuanTe
OCYILCCTBICHHU HMMYHHAS KJIETKA, CKOHCTPY HPOBAHHAS IS SKCIIPECCHH XHMEPHBIX AHTHTCHHBIX PELEIITOPOB
(CAR) wmu T-knerounsix penenropos (TCR) TCR, mpeacrasnset coboit NK-kIeTky.

[00365] Uro kacaercs cTpykrypsl CAR, B HekoTOpBIX BapraHTax ocymectsieHII, CAR conepsxur
AQHTHTCHCBS3BIBAIOIIMH TOMCH, TPAHCMEMOPAHHBIH TOMCH U BHYTPHUKJICTOYHBIH CHTHAIBHBIN JOMEH. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS BHY TPHKJICTOYHBIN JOMCH COJICPKUT MEPBUYHBIH CHTHATBHBIH TOMCH,
KOCTHMYJIHPYIOIIHH JOMEH HJIH KAK IEPBUYHBIA CHTHAIBHBIN JOMEH, TaK U KOCTUMY THPYIOIIHH AoMcH. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS IICPBUYHBIN CHTHAIBHBIN JOMCH COEPKHUT (DYHKIMOHATbHBIH
CHTHATBHBIN JOMCH OJTHOTO WTH 00Jice OCTKOB, BRIOPAHHBIX W3 TPynmbl, coctosameit u3 CD3 m3era, CD3 ramMa,
CD3 nmemsta, CD3 sncunon, oomuit FcR ramma (FCERIG), FcR 6era (Fc sncumon Rlb), CD79a, CD79b, Fe
ramma Rlla, DAP10 u DAP12 4-1BB/CD137, akrusupyromux penentopos NK-kierok, 6emka
nMMyHOr100ymmHa, B7-H3, BAFFR, BLAME (SLAMEFS), BTLA, CD100 (SEMA4D), CD103, CD160
(BYS55), CD18, CD19, CD19a, CD2, CD247, CD27, CD276 (B7-H3), CD28, CD29, CD3 nmempra, CD3
sncuioH, CD3 ramma, CD30, CD4, CD40, CD49a, CD49D, CD49f, CD69, CD7, CD84, CD8ansda, CD80era,
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CD96 (taxtmmsHsIi), CD11a, CD11b, CD11c, CD11d, CDS, CEACAMI1, CRT AM, IMTOKAHOBOTO PEICTITOPA,
DAP-10, DNAMI1 (CD226), Fc-ramma-penentopa, GADS, GITR, HVEM (LIGHTR), 1A4, ICAM-1, ICAM-1,
Ig amppa (CD79a), IL-2R Gera, IL-2R ramma, IL-7R anb(a, KOCTHMYIATOPI HHAYIHOCIBHBIX T-KICTOK
(ICOS), unterpunos, ITGA4, ITGA4, ITGA6, ITGAD, ITGAE, ITGAL, ITGAM, ITGAX, ITGB2, ITGB7,
ITGB1, KIRDS2, LAT, LFA-1, LFA-1, muranaa, xotopsii ceassisactcs ¢ CD83, LIGHT, LIGHT, LTBR, Ly9
(CD229), Ly108), aaTurena-1, accoummpopanHoro ¢ pyuxuueii mmvdpornuros (LFA-1; CD1-1a/CD18),
mosreky sl MHC ximacca 1, NKG2C, NKG2D, NKp30, NKp44, NKp46, NKp80 (KLRF1), OX-40, PAG/Cbp,
6emka 1 3amporpammupoBanaoii cmMeptu kietku (PD-1), PSGL1, SELPLG (CD162), curaamsaoi mMQoiuT-
aktusupyrommeit Moreky el (6emku SLAM), SLAM (SLAMF1; CD150; IPO-3), SLAMF4 (CD244; 2B4),
SLAMF6 (NTB-A, SLAMF7, SLP-76, 6enka penenropa TNF, TNFR2, TNFSF 14, peuentopa murasga Toll,
TRANCE/RANKL, VLAI um VLA-6, uin ux (parMeHTOB, YCEUCHUS HIH HX KOMOHWHALIIH.

[00366] B HekoTOPBIX BApPHAHTAX OCYIICCTBICHHA KOCTHMYJIMPYIOIMUI JOMEH BKIIOYACT (DY HKIIMOHATBHBIH
JIOMEH OIHOTO Wi O0Jice OSTKOB, BRBIOPAHHBIX U3 IPYIIIBL, COCTOAICH u3 caeayromero: CD27, CD28, 4-
1BB(CD137), 0X40, CD30, CD40, PD-1, ICOS, CD2, CD7, LIGHT, NKG2C, (yHKUHOHATEHO-CBSI3aHHbIH
antured mumponuros 1, (LFA-1), MYDS8S8, B7-H3, murana, kxotopsrii cnenuduaecku cs3biBactes ¢ CD83,
CDS, ICAM-1, GITR, BAFFR, HVEM (LIGHTR), SLAMF7, NKp80 (KLRFI), CD19, CD4, CD8-anbpa,
CD8-6era, IL2R 6eta, IL2R ramma, IL7R anbga, ITGA4, VLA, CD49a, ITGA4, 1A4, CD49D, ITGA6, VLA-
6, CD49f, ITGAD, ITGAE, CD103, ITGAL, CD1A (uneHTH(pHKALHOHHBIH HOMEp reHa B 6a3e manHbx NCBI:
909), CD1B (uaeHTH(puKannoHHbIH HOMep reHa B 6a3e naHHbIX NCBI: 910), CD1C (uaeHTH(PHKALHOHHBIH
HOMep reHa B 6a3e JaHHbIX NCBI: 911), CD1D (uaeHTH()UKAIHOHHEINH HOMEp TeHa B 0a3e maHHsix NCBI: 912),
CDIE (upeHTH(pUKAIHMOHHBIN HOMEp reHa B 6a3e qanubix NCBI: 913), ITGAM, ITGAX, ITGB1, CD29, ITGB2
(CD18, LFA-1), ITGB7, TNFR2, TRANCE/RANKL, DNAMI1 (CD226), SLAMF4 (CD244, 2B4), CD84,
CD96 (Tactile), CEACAMI, CRTAM, Ly9 (CD229), CD160 (BY55), PSGL1, CD100 (SEMA4D), CD69,
SLAMF6 (NTB-A, Ly108), SLAM (SLAMF1, CD150, IPO-3), BLAME (SLAMFS), SELPLG (CD162),
LTBR, LAT, GADS, SLP-76, PAG/Cbp, NKp44, NKp30, NKp46, u NKG2D.

[00367] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHUS TPAHCMEMOPAHHBINH JOMCH COACPKUT TPAHCMEMOPAHHBIN
JIOMCH, TTOJIyUCHHBIH U3 OCITKa, BRIOPAHHOTO W3 TPYIIINEL, COCTOAMICH U3 amb(a-, 6eTa- wim A3eTa-uemy -
kierounoro peuenrtopa, CD28, CD3-sncunon, CD3-genpra, CD3-ramma, CD45, CD4, CDS5, CD7, CDS8 amsda,
CD8 6era, CD9, CD11a, CD11b, CD11c, CD11d, CD16, CD18, CD22, CD33, CD37, CD64, CD80, CD86,
CD134, CD137, CD154, KIRDS2, 0X40, CD2, CD27, ICOS (CD278), 4-1BB(CD137), GITR, CD40, BAFFR,
HVEM (LIGHTR), SLAMF7, NKp80 (KLRF1), CD19, CD19a, IL2R 6¢Ta, IL2R ramma, IL7R amsa, ITGAL,
VLA, CD49a, ITGA4, 1A4, CD49D, ITGA6, VLA-6, CD49f, ITGAD, CD1A, CD1B, CDI1C, CDID, CDIE,
ITGAE, CD103, ITGAL, ITGAM, ITGAX, ITGB1, ITGB2, ITGB7, CD29, ITGB2 (LFA-1, CD18), ITGB7,
TNFR2, DNAMI1 (CD226), SLAMF4 (CD244, 2B4), CD84, CD96 (taxtumsnbrit), CEACAMI1, CRTAM, Ly9
(CD229), CD160 (BY55), PSGL1, CD100 (SEMA4D), SLAMF6 (NTB-A, Ly108), SLAM (SLAMF1, CD150,
IPO-3), BLAME (SLAMFS), SELPLG (CD162), LTBR, PAG/Cbp, NKp44, NKp30, NKp46, NKG2D n
peuenropos NK-kietok, akrusupyromux NKG2C, 6enka nmvyHormoOymmaa, BTLA, CD247, CD276 (B7-H3),
CD30, CD84, CDS, peucntopa muTokuHOB, penentopa Fc-ramma, GADS, ICAM-1, Ig-anspa (CD79a),
wHTCerpuHOB, LAT, muranaa, xotopsrnii ceaseeactes ¢ CD83, LIGHT, monekymst MHC xnacca 1, PAG/Cbp,
TNFSF14, peuenropa murasga Toll, TRANCE/RANKL, umm ero (pparMeHTa, YCCUCHHUS HITH HX KOMOHHATIHH.
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[00368] B mexoTopsIx BapHaHTax ocymecTsicHI obmacts CAR conepskut mapHupHSI 1oMeH. [TlapHUpHBIH
JIOMCH MOYKET OBITh MOIYUCH U3 OCTKa, BBIOPAHHOTO U3 rpymsl, cocrosmeii w3 CD2, CD3 mensra, CD3
sncuioH, CD3 ramma, CD4, CD7, CD8a, CD8pB, CD11a ITGAL), CD11b ITGAM)., CD11c (ITGAX), CD11d
(ITGAD), CD18 (ITGB2), CD19 (B4), CD27 (TNFRSF7), CD28, CD28T, CD29 (ITGB1), CD30 (TNFRSF8),
CD40 (TNFRSF5), CD48 (SLAMF2), CD49a (ITGA1), CD49d (ITGA4), CD49f (ITGA6), CD66a
(CEACAMY), CD66b (CEACAMS), CD66c (CEACAMSG6), CD66d (CEACAM3), CD66e (CEACAMS), CD69
(CLEC2), CD79A (amp(a-uems, acCoumupoBaHHas ¢ B-kieTounbpM aHTHICHHBIM penenTopom), CD79B (Gera-
LCTb, aCCOIMUPOBAHHASA C B-KI1eTOUYHBIM aHTHTCHHBIM pelenITOPHBIM KoMIuiekcom), CD84 (SLAMEFS), CD96
(raktuneabie), CD100 (SEMA4D), CD103 (ITGAE), CD134 (0X40), CD137 (4-1BB), CD150 (SLAMF1),
CD158A (KIR2DL1), CD158B1 (KIR2DL2), CD158B2 (KIR2DL3), CD158C (KIR3DP1), CD158D
(KIRDL4), CD158F1 (KIR2DL5A), CD158F2 (KIR2DL5B), CD158K (KIR3DL2), CD160 (BY55), CD162
(SELPLG), CD226 (DNAM1), CD229 (SLAMF3), CD244 (SLAMF4), CD247 (CD3-n3era), CD258 (LIGHT),
CD268 (BAFFR), CD270 (TNFSF14), CD272 (BTLA), CD276 (B7-H3), CD279 (PD-1), CD314 (NKG2D),
CD319 (SLAMF7), CD335 (NK-p46), CD336 (NK-p44), CD337 (NK-p30), CD352 (SLAMF6), CD353
(SLAMF8), CD355 (CRTAM), CD357 (TNFRSF18), koctumyisitopa uHAy muOeabHbIX T-kiaetok (ICOS),
LFA-1 (CD11a/CD18), NKG2C, DAP-10, ICAM-1, NKp80 (KLRF1), IL-2R 6era, IL-2R ramma, IL-7R anbpa,
LFA-1, SLAMF9, LAT, GADS (GrpL), SLP-76 (LCP2), PAG1/CBP, muraraa CD83, ramma-peuenrtopa Fc,
mouekytel MHC kmacca 1, mosiexyaet MHC kiacca 2, 6enka perentopa TNF, 6e1ka HMMYHOTTOOY THHA,
penenTopa HUTOKHHOB, HHTCTPHHA, aKTHBUPYIOIIETo penentopsl NK-kieTok, wimm penenropa auragaa Toll,
IgGl, 1gG2, 1gG3, 1gG4, IgA, 1gD, IgE, 1gM nnum ux (parMeHTa HiIH HX KOMOWHALIHH.

[00369] B HekoTOPBIX BapHAHTAX OCYyIUECTBICHHU aHTUreHCBs3biBaromuii 1oMeH TCR nimm CAR mm
HMMYHOTCPANICBTUUCCKHUIA arcHT, OMMUCAHHBIN B JAHHOM JOKYMCHTE, (HapUMEP, MOHOCTICIU(IIESCKOE HITH
MOJHUCTICHA(PHIESCKOS AHTUTEIO, HIIM €T0 AaHTHICHCB3BIBAKOINHI (PPArMCHT, HIIH MHMCTHK AHTHTEIIA)
CBS3BIBACTCSA C OTYX0JICaCCOMUHPOBAHHBIM aHTHTCHOM (TAA). B HCKOTOPBIX BAPHAHTAX OCY INCCTBIICHHA

0TIy X0JICACCOI[MHPOBAHHBIN AHTUTCH BBIOPAH W3 TPYIIIIBI, COCTOAMICH 13 cneayromero: CD19; CD123; CD22;
CD30; CD171; CS-1 (taxke HazeBacMbrii CD2 moacosokymuocTr 1, CRACC, SLAMF7, CD319, u 19A24);
nogo6Has nexruHy C-tuma mosiekyna-1 (CLL-1 wm CLECLI); CD33; BapuaHT penenTopa 3MuAepMaIbHOTO
(paxropa pocra III (EGFRvIIL); rarrmosug G2 (GD2); raarmmosua GD3 (aNeuSAc(2-8)aNeuSAc(2-
3)BDGaip(1-4)bDGIcp(1-1)Cer); rarrmosug GM3 (aNeuSAc(2-3)BDGalp(1-4)PDGlcp(1-1)Cer); peuenTop
GM-CSF; unen 17 cymepcemeiictea perenropos TNF (TNFRSF17, BCMA); Mo1eKy 1a aare3un KICTOK B-
maMpormtos; anTureH Tn ((Ar Tn) wmm (GaINAcu-Ser/Thr)); mpoctarcnenupuaeckiii MCMOPAHHBIH AHTUTCH
(PSMA); op¢an-perienirop noao0HsIi peuentopy I Tupozuakuaaszer (RORI); omyxoneacconmupoBaHHbIH
rmkonporenH 72 (TAG72); CD38; CD44v6; pakopo-3mOproHaneHEN antureH (CEA); aare3uBHas MOJICKYIa
snuTenuanbHEIX KieTok (Eppcam); B7H3 (CD276); KIT (CD117); cybsenununa ansdha-2 penenropa
nHTepaciiknHa-13 (IL-13Ra2 wma CD213 A2); me3oTenuH; peuentop-anbda uaTepneiikuna 11 (IL-11Ra);
AHTHUICH CTBOJIOBBIX KJICTOK MpeacTareabHoil skenessl (PSCA); cepurOBad mpoteasa 21 (TCCTH3HH WiH
PRSS21); peuentop 2-ro tuma ¢akxropa pocra sumorenusa cocynos (VEGFR2); arrureH A-2 amspa HLA
kiacca I; anturen HLA; anruren JIstonc(Y); CD24; penenrop (haktopa pocta TpombommTos 6era (PDGFR-
octa), craanecneumpuacckuii SMOproHaTbHEN aHTHTCH-4 (SSEA-4); CD20; nenpranonoOusrii 6emok 3

(DLL3); ¢donaTHerii peuentop amsda; penentop domuesoii kKuciaoTs 6era, penenrop GDNF ansda 4, peuenrop

75



THPO3WHKWHA3HI TpoTenHKuHA3b!, ERBB2 (Her2/neu); MynuH 1, cBA3aHHBIH C KICTOYHOH MOBEPXHOCTHIO
(MUC1); penenrop APRIL; ADP-pubosmmuknasa-1; penenrop tupo3uakuHassl Ephb4, cepuHTpeoHHHKHHA3A
DCAMKL1, 6eTa-THAPOKCHIIA3A acmapTaTa, penenTop muacpmManbHoro (pakropa pocra (EGFR);
HCHpOHATBHAA MOJICKY 1a KieTouHoit aaresun (NCAM); mpocrasa; mpocraruycckas kucuas ocdarasa
(PAP);myTupoBanusrii paxrop smorramuu 2 (ELF2M); >¢ppun B2; 6enok akrusammm (pudpodiacTos anbgpa
(FAP);peuenTop nHCY TuHOTOA00HOTO (pakTopa pocra 1 (peuenrop IGF-I), kapboanruapasza IX
(CAIX);cyObeamHAIA MPOTEACOMBI (POCOMA, MaKkpomanH), Tun 0eta, 9 (LMP2); rmukomporens 100
(gp100);cmuThIif 6¢T0K OHKOTCHA, COCTOSAIIUH H3 KJIACTCPHOTO PErHOHA TOUCUHBIX pa3priBoB (BCR) u romosnora
1 oHKOTCHA BHpYyCa MBIIIKHOTO JieHko3a AGenbcoHa (Abl) (ber-abl); Tuposunasza; peuenrop 2 3¢ppuna THIA A
(EphA2); peuentop 3 a¢puna tuma A (EphA3), pykozun GM1; Monekyia aATe3HH aHTUTCHA CHAUII-JIbroHC
(sLe); TpancriyramuHasa 5 (TGSS5); BRICOKOMOJICKY JIIPHBIH MEJIAHOMA-aCCOMHPOBAHHBIN AHTUTCH
(HMWMAA); o-anetun-GD2 ranrmuosun (OAcGD2); ¢onatHsli perenTop 6€Ta;0Iry X0JICBBIH
sHpoteauanbHbIi Mapkep 1 (TEM1/CD248); cBa3aHHBIH C Oy X0JICBBIM SHAOTCIHATLHBIM MApKEPOM-7 OCIOK
(TEM7R); mecToif TpaHCMEMOPAaHHBIN 3MMUTSIHABHBIN aHTUTCH NpeacTareabHoil sxenessl I (STEAP]);
knayauH 6 (CLDNG6); penentop tupeoTpomHoro ropmona (TSHR); compspxeHHbIi ¢ G-0e1KOM penenTop, Kiace
C, rpymma 5, wien D (GPRCSD); peuentop IL-15 (IL-15); 6e10k 61 OTKPHITOH paMKH CUHTHIBAHHS XPOMOCOMBI
X (CXORFo61); CD97, CD179a; xunaza aHamiacTuueckoi mumpomsl (ALK); mormucuanoBas KHCIIOTA,
maneHTapusii 6e1okx 1 (PLAC1); rekcacaxapuanas yacTts rimkonepamuaa globoH (GloboH);
Ju((hepeHIMPOBOYHBIN aHTUTCH MOJIOYHOH xkee3sl (NY-BR-1); ypormnakun 2 (UPK2); xieTounstii penenTop 1
pupyca remarurta A (HAVCR1); 6era 3 agpenopeuenrop (ADRB3); narnekcun 3 (PANX3); conpspKeHHBIIH C
G-6enxom peuenrop 20 (GPR20); kommuiekc anTureHa mamponura 6, mokyc K 9 (LY6K); 6emox
obonarepHOTO penentopa S1E2 (ORS IE2); 6enok anpTepHaTUBHOMN pamku cunthiBaHus TCR-ramma (TARP);
6enok omyxom Bunsmca (WT1); pakoso-tectuky wipubiid anTureH 1 (NY-ESO-1); pakoBo-TeCTHKY JIIPHBIH
anturcH 2 (LAGE-la); acconmmposanusrii ¢ MmemaHomoi anTureH 1 (MAGE-A); accCOnMUpPOBAaHHBIIH ¢
MmeranoMoit arTureH 3 (MAGE-A3); acconunpoBanHbIii ¢ Me1aHOMOH aHTUTCH 4 (MAGE-A4); T-KIeTOYHBIH
peuenrop O6cra 2 nenu C; reH 6 BapuaHTa TpaHCHokamuu ETS, pacnonoskeHHBIH Ha Xpomocome 12p (ETV6-
AML); 6enok cepmsr 17 (SPA17); uneH 1A cemeiicta antureHOB X (XAGEL); penentop 2 CBA3BIBAIOIICTOCA
¢ KJICTOYHOH MOBCPXHOCTHIO aHTHOMOATHHA (Tic 2); pakoBO-TECTHKY TApHBIiH aHTHTCH-1 Memarnomsl (MADCT-
1); pakOBO-TECTUKYJILAPHBIH aHTHIeH-2 MeTaHoMbl (MAD-CT-2); Fos-accouunpoBaHHbIiH aHTUTEH 1
OMyXO0JICBOH O¢IoK P53, (p53); MyTaHT p53; MPOCTCHH, CYPBHBHH, TCIOMCPA3a; OTYXOJICBBIA AHTHICH-1
KAPIIHOMBI peacTaTeabpHOi xene3bl (PCTA-1 umm ranekTuH 8), pacmo3HaBacMbli T-KICTKAMH aHTHTCH
menanomsl 1, (MelanA nm MARTI); mytanTHBIH Oemok capkoMsl Kpeic (Ras); TemomepasHas oOparHas
TpaHckpunTasza yeaoseka (hTERT); Touku pa3peiBa TpaHCIOKANWUH CAPKOMBL, HHTHONTOP MEJIAHOMBI allONTO3a
(ML-IAP); ERG (TparcmemOpanHas mpoteasa, cepus 2 (TMPRSS2) crmatsrii ren ETS); N-
aneTIWITIIOKO3aMuHUI-TpaHcpepaza V (NA17); cmapernsrii 6enok Box Pax-3 (PAX3); aHaporcHOBHIH
peuenTop; ukIuH Al; nukanH B1;He#Hpo6IacTOMHOTO TOMOJIOTAa OHKOTCHA V-MYC BHPYCA MHCIIOMATOMATO3a
mru (MY CN); unen C cemeiicTsa romosioros Ras (RhoC); TuposuHaza-3asucumerii 6eaok 2 (TRP-2);
muroxpom P450 1B1(CYP IBI); [Toxo6usni CCCTC-crazpBaromeMy (paktopy (OeIKy ¢ IUHKOBBIMH
nanbiamu) 0eok (BORIS wmm «OpaT» peryisropa HMIPHHTHPOBAHHBIX CAHTOB), paclio3HaBacMbIi T-

KJICTKAMH AHTHTCH TUTOCKOKJICTOWHOH KapumHOMEI 3 (SART3); cmapennsrit 6enok Box Pax-5 (PAXS);
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MPOaKpPO3HH-CBA3bIBatonmid 0e0k sp32 (OY-TES I); mimpormr-cienupryucckas MpOTCHHTHPO3HHKAHA3A
(LCK); 3asxopusarormmii A-kuHa3y 0emok 4 (AKAP-4); 6¢ok pacmo3HABaHUA NCTITHAOTTHKAHA, CHHOBHAJIBHAS
capkoMa, TO4Ka pa3psiBa XpoMocoMsl X 2 (SSX2); penentop 111 KOHSUHBIX MPOYKTOB TTIHKHPOBAHUS
(RAGE-I); moueunsrii odmepacnpoctpareHubIi 0¢ok 1 (RUI); moueuHsIil 00mepacnpoCTpaHCHHBIH OCI0K 2
(RU2); nerymaun; E6 manumnoMasupyca yenoseka (HPV E6); E7 nanmninomasupyca yenoseka (E7 HPV);
KHIIICYHAs KapOOKCHICTEPA3a; My THPOBAaHHbIH Oe0k Teruoporo moxka 70-2 (mut hsp70-2); CD79a; CD79b;
CD72; cBa3aHHbI C IeiikonuTaMu MMy HOTT00y rHIoxo0 e penentop 1 (LAIRI); peuentop ¢pparmenra Fc
IgA (FCAR wmn CD89); uneH 2 moaceMencTsa A TeHKONHUTAPHBIX HMMYHOTJI00Y THHOTIOTOOHBIX PEILICTITOPOB
(LILRA2); umen f cemeiicTsa moxo0HBIX Mosiekysie CD300 6enxo (CD300LF); uneH A ceMeHCTBA ICKTHHOBBIX
momeHoB C-tuma 12 (CLEC12A); aHTHICH CTPOMAIBHBIX KJICTOK KOCTHOTO Mo3ra 2-ro Tuna (BST2); 6emok 2,
TMOO0HBIH PEICTITOPY My IHH-TI0T00HOTO TOpMOHa, coaepkarniero EGF-moxo6usrit Moy is (EMR2); anturen
ammpormra 75 (LY75); rmumukas-2 (GPC2); rmunukan-3 (GPC3); noxo6usni Fe-penenropy 6emox 5 (FCRLS);
moX00HBIH HMMYHOTTI00Y uHY MOaa moaunenTtux 1 (IGLL1). B HekoTOpBIX BapHAHTAX OCY ICCTBIICHHS
MHIICHD MPEACTABIACT COOOH SMHUTOI OIy XOJCACCOMUPOBAHHOTO aHTHICHA, peseHTUpoBanHOro MHC.
[00370] B HekOTOpBIX BapHAHTAX OCYLICCTBJICHHA OIy XOJICBBIH AaHTHICH BRIOpaH U3 cieayromero: CD150,
5T4, ActRIIA, B7, uiren 17 cynepcemeiicta peuentopos TNF (TNFRSF17, BCMA), CA-125, CCNAL,
CD123, CD126, CD138, CD14, CD148, CD15, CD19, CD20, CD200, CD21, CD22, CD23, CD24, CD25,
CD26, CD261, CD262, CD30, CD33, CD362, CD37, CD38, CD4, CD40, CD40L, CD44, CD46, CD5, CD52,
CD353, CD54, CD56, CD66a-d, CD74, CD8, CD80, CD92, CE7, CS-1, CSPG4, ¢ubporekrun ED-B, EGFR,
EGFRvIII, EGP-2, EGP-4, EPHa2, ErbB2, ErbB3, ErbB4, FBP, HER1-HER2 B xomOuHanuu, HER2-HER3 B
komOuHammu, HERV-K, o6omoueunsrii rmukonporens gpl20 HIV-1, 06010ueyHbIi ITUKONPOTEHH gp41,
anturcH HLA-DR xmacca I anp(pa-G, HM1.24, IT'Tda3za K-Ras, HMW-MAA, Her2, Her2/neu, IGF-1R, IL-11R-
anp(a, IL-13R-amppa2, IL-2, IL-22R-amsda, IL-6, IL-6R, Ia, Ii, L1-CAM, mMojeKkyna KaeTouHOH aare3mun L1,
JIstouc Y, LI-CAM, MAGE A3, MAGE-A1, MART-1, MUCI, marasmet NKG2C, murangst NKG2D, NYESO-
1, OEPHa2, PIGF, PSCA, PSMA, ROR1, T101, TAC, TAG72, TIM-3, TRAIL-R1, TRAIL-R1 (DR4), TRAIL-
R2 (DR5), VEGF, VEGFR2, WT-I, compsokeHnsbrii ¢ G-6emkoM penenTop, anbpa-peronporens (AFP), paxtop
AQHTHOTCHE3a, SK30TCHHAS KOTHATHAA CBs3bIBaronias Mouiekyaa (ExoCBM), mpoayKT OHKOTEHA, QaHTHTEIO K
(pomatHOMY perenrTopy, c-Met, pakoBo-3mOproHanbHEIH anTUTCH (CEA), mukmus (D 1), 3¢ppun B2, anturcH
SMUTETUATBHON Oy XOJIH, PELENTOP ICTPOTCHA, (DETATbHBINA ANCTHIXOIHHOBBIN penenTop, (omar-
cBa3bpIBArOINUi Oenok, gpl00, MOBEPXHOCTHBIH aHTHTCH rematuTa B, sepHsIit anTureH Jnmrreiaa-bapp 1,
JaTCHTHBI MeMOpaHHEIi 0enok 1, cekperupyemsiii 6enok BARF1, mypuropenentop P2X7, cuanekan-1,
KaNma-ueb, Jerkasd Kanma-1ens, kdr, im0 ra-1ens, THBHH, aCCOMMAPOBAHHBIN C MCIAHOMOW AHTHTCH,
ME30TEJIMH, TOMOJIOT 2 MBIIIMHOTO ABOIHOTO MuKpobenka (MDM?2), mymus 16 (MUC16), MyTHpOBaHHBIH p53,
MYTHPOBAHHBIH 1as, aHTHTCHBI HEKPO3a, OHKO(peTampHbIi aHTHTeH, ROR2, mporecTepoHOBEIi penenTop,
npocrarcnenngiteckuii antureH, tEGFR, TeHacys, P2-mukporno0ymmH, noxooHsii Fe-penentopy 6emok 5
(FcRL5).

[00371] TIpumMeps! KICTOYHOH TEpPaNiK BKIIOYAIOT, HO HE OTPAHWYHBAIOTCA 3TUM, ciaeayromee: AMG-119,
Algenpantucel-L, ALOFISEL®, Sipuleucel-T, (BPX-501) rivogenlecleucel US9089520, W02016100236, AU-
105, ACTR-087, akTuBHpOBaHHbIC AJUIOTCHHBIC HaTypanbHble kuiuiepsl CNDO-109-AANK, MG-4101, AU-
101, BPX-601, FATE-NK 100, reMomostuieckue cTBoioBbic KieTkn LFU-835, Imilecleucel-T, baltaleucel-T,
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PNK-007, UCARTCSI, ET-1504, ET-1501, ET-1502, ET-190, CD19-ARTEMIS, ProHema, Tepamust
CTBOJIOBBIMH KJICTKAMH KOCTHOTO MO3ra, oopadoranasmvu FT-1050, knerku CD4CARNK-92, SNK-01, NEXI-
001, CryoStim, AlloStim, TparcxynuposasHbIe JeHTHBHPYCcOM KiIeTkH huCART-meso, knerkun CART-22,
EGFR1/19-287/4 -1BBL CAR T-knerku, ayronoruwunsie T-kinerkn 4H11-28z/f1L-12/EFGRt, CCR5-SBC-728-
HSPC, CAR4-1BBZ, CH-296, dnTGFbRII-NY-ESOc259T, Ad-RTS-IL-12, IMA -101, IMA-201, CARMA-
0508, TT-18, CMD-501, CMD-503, CMD-504, CMD-502, CMD-601, CMD-602, CSG-005, LAAP T-
xierounas Tepamud, PD tepanus T-kinetkamu ¢ HOkayToM -1 (pak mumesoga/HMPJT), Tepanus T-kieTkamu K
MUCI1 CAR (pax mumesoga/HMPJI), tepanus T-knerkamu k MUC1 CAR + tepanust T-kiaeTkaMu ¢ HOKayTOM
PD-1 (pak nmumesoga/HMPJI), antu-KPAC G12D mTCR PBL, antu-CD123 CAR T-kierouHas Tepamus,
anTuMyTaHTHbIH HeoaHTHIeH TCR T-knerounas tepamus, uzar omy xoumuw/MUC1/survivin PepTivator-

Harpy >xCHHaA BaKIHHA ACHAPUTHBIX KJICTOK, ay TOJIOTHYHAA BAKIHHA ACHAPHUTHBIX KJIICTOK (MeTaCTaTI/I‘ICCKaﬂ
3I0KAYCCTBCHHASA MCIAaHOMA, BHY TPUKOKHASA/BHY TpuBeHHA), -LeY-scFv-CD28-zeta CAR T-kierku, PRGN-
3005, iC9-GD2-CAR-IL-15 T-kaerku, HSC-100, ATL-DC-101, MIDRIX4-LUNG, MIDRIXNEO, FCR-001,
Tepanust cTBoJ0BbIMH KieTkamMu PLX, MDR-101, GeniusVac-Mel4, uinkcaaeHue N, alioreHHas
ME3CHXHMANbHAS TSPanmusl CTBOJIOBBIMHE KiieTkamu, pomueionen L, CYNK-001, ProTrans, ECT-100,
MSCTRAIL, gunanyounen, FT-516, ASTVAC-2, E-CEL UVEC, CK-0801, amnorennsie anbpa/dera-CD3+ T-
kieTkd 1 CD19+ B-kjieTkH, 00CTHCHHBIC CTBOJIOBBIMHE KJICTKAMH (TeMaTojIormdcckue 3adonesanust, TBX-1400,
HLCN-061, xnerku Hu-PHEC, nonyueHHBIC W3 Iy HOBHHBI (TEMATOJOTHYCCKHE 3TOKAYCCTBCHHBIC
HOBOOOpa3oBaHms/amIacTuyeckas anemmst), AP-011, apceth-201, apceth-301, SENTI-101, tepanus
CTBOJIOBBIMH KJICTKaMH (pak mopkenyaouHo skenessr), [ICOVIR15-cBiTE, CD33HSC/CD33 CAR-T, PLX-
Immune, SUBCUVAX, CRISPR, amorennas ramma-aenpTa T-KJICTOUHAS TCHHAS Tepanus (pak), ex vivo
CRISPR annorcHHas reHHas Tepamus Ha 0oCHOBS NK-KJIeTOK 310poBOro JOHOPA (PaK), ex-vivo aIoTCHHAS
HHOY A POBAHHAA ITIOPUIIOTCHTHAA T'CHHAA TCPANKA HA OCHOBC NK-I(J'[CTOK, IOJIYUCHHBIX H3 CTBOJIOBBIX KJICTOK

(comugHag omyxois), u Tepamut CAR-T-knerkamu k CD20 (HeXomKKHHCKAd TaM(poma).

Jlononnumenvhvie azeHmuol ons HayeausaHud Ha onyxoau

[00372] [IomoJHUTE/IbHBIC ar€HTHI IS HALICIHMBAHUSA HA Oy XOJIH BKITFOUYAKOT, HO HE OTPAHUYHUBASICH 3THM,
creAyromee: Moy JITOpH! anb(a-peronporenna, Hanpumep, ET-1402, u AFP-TCR; moaystops! perienitopa-1
CHOHMPEA3BCHHOTO TOKCHHA, Hampumep, Tepamua CAR-T-knetkamu k TEMS; unen 17 cynmepceMericTsa
peuenropos VINF (TNFRSF17, BCMA), Takoii kak bb-2121 (ide-cel), bb-21217, JCARH125, UCART-
BCMA, ET-140, MCM-998, LCAR-B38M, CART-BCMA, SEA- BCMA, BB212, ET-140, P-BCMA-101,
AUTO-2 (APRIL-CAR), INJ-68284528; arturena k CLL-1 (cm., Hampumep, PCT/US2017/025573); Tepanus
TaHkoBbIMH Kietkamu k PD-L1-CAR, sanpumep, KD-045; tepanms t-haNK-knerkamu k PD-L 1, Hammpumep,
PD-L1 t-haNK; auturena k CD45, manpumep, 1311-BC8 (moma6-B); arrutena k HER3, manpuvep, LIM716,
GSK2849330; moaymarop perenropa APRIL, takoit kak Tepamus CAR-T-kimerkamu k BCMA, Descartes-011;
MoayrTop peuenropa ADP pubocummikiaser 1/APRIL, Hanpumvep, asoitHas T-KICTOUHAS TCpamus K
BCMA/CD38 CAR; CART-ddBCMA; romoutor 6 B7, mHanpumep, CAR-NKp30 u CAR-B7H6; B-
mampormrtapueni antureH CD19, manpumep, TBI-1501, T-xmetkun CTL-119 huCART-19, Iso-cel, JCAR-015
US7446190, JCAR-014, JCAR-017, (W02016196388, W02016033570, W0O2015157386), akcukadTarcH
munoneinens (KTE-C19, Yescarta®), KTE-X19, US7741465, US6319494, UCART-19, EBV-CTL,
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tucarewyiekieiicen -T (CTLO19), WO2012079000, W02017049166, CD19CAR-CD28-CD3-a3era-EGFRt-
skcpeccupyromue T-kreTkn, Tepamus «oporuposanabeiMm»y CD19/4-1BBL CAR-T-knerkamu, C-CAR-011,
CIK-CAR.CD19, CD19CAR-28-m3¢ra T-knetku, PCAR-019, MatchCART, DSCAR-01, IM19 CAR-T, TC-
110; Tepamust CAR-T-knetkamu k CD19 (B-knetounstii ocTperii muMdoOnacTHsIil neiikos3, Universiti
Kebangsaan Malaysia); repamus T-knetkamu k CD19 (ocTpsii muM((poOIacTHBIN TCHKO3/HEXOHKKIHHCKAS
mmm@poma, University Hospital Heidelberg), tepamus CAR-T-knerku k CD19 (mogasneHHas 3xcmpeccus [L-6,
pax, Shanghai Unicar-Therapy Bio-medicine Technology), MB-CART2019.1 (CD19/CD20), GC-197
(CD19/CD7), CLIC-1901, ET-019003, STAR-T xnierku k CD19, AVA-001, BCMA-CD19 cCAR
(CD19/APRIL), ICG-134, ICG-132 (CD19/CD20), CTA-101, WZTL-002, neoiiasic CAR-T-k1eTKH K
CD19/CD20 (xpormueckuii mumpoieiikos/B-kirerounsie mmMdpomsr), HY-001, ET-019002, YTB-323, GC-012
(CD19/APRIL), GC-022 (CD19/CD22), CD19CAR-CD28-CD3-3eta-EGFRt-3xcnpeccupyrommii Tn/mem;
UCAR-011, ICTCAR-014, GC-007F, PTG-01, CC-97540; annorennsie CAR-T-knetku k CD19, Takue xak GC-
007G; moxymarop peuentopa APRIL, moxynarop uieHa 7 cemeiictea SLAM, BCMA-CS1 cCAR;
ayTOJOTHYHBIN JCHAPUTHBIN omyXxoJeBbli antureH (ADCTA), Takoit kak ADCTA-SSI-G; B-mumdorurapHsrit
antured CD20, manmpumep, ACTR707 ATTCK-20, PBCAR-20A; amnoreHHbIe T-KIETKH, SKCIPSCCHPYIOIIHC
CAR CD20, Takue xak LB-1905; B-mumponurapusiii antures CD19/B-muMponurapHslii aHTUTECH 22,
Hanpumep, TC-310; B-mumpounrtapHslii anTureH kiaetounoi aaresun 22, Hanpumep, UCART-22, JCAR-018
W02016090190; moaymsaroper NY-ESO-1, Takue xak GSK-3377794, TBI-1301, GSK3537142;
kapOoanruapasa, Hanpumep, DC-Ad-GMCAIX; «cyununansHblin» reH kacnassl 9, Hanpumep, CaspaClDe DLI,
BPX-501; CCR5, nanpumep, SB-728; uarudurop rera CCR5/ren TAT/crumy narop rera TRIMS, Takoii kak
neatusupycHbIid Bektop CCRS5 shRNA/TRIMSalpha/TAR, TpaHCAy IHPOBAHHEIC IPHUMAHKOM, Y TOJIOTHIHBIC
CD34-mo105KHUTEIBHBIC TEMOIIO3THUCCKUE KICTKH-TpeamecTBeHHAKH, CDw123, Hanpumep, MB-102, IM-23,
JEZ-567, UCART-123; CD4, nanpumep, ICG-122; moxymaropst CD35, takue kak xietku CART CD5.28z;
antu-CD22, nanpumep, autu-CD22 CART; autu-CD30, Hanpumep TT-11; aeoitasiec antu-CD33/antu-CLLI1,
Hanpumep, LB-1910; murang CD40, mampumep, BPX-201, MEDI5083; CD56, Takue kak amioreHabiec CD56-
nonokuTeabHbic CD3-0TpHIaTe bHBIC ECTECTBEHHBIC KICTKH-KHIUICPBI (MHCIOHIHBIC 3I0KAYCCTBCHHBIC
HOBOOOpa3zoBanus), moayarop CD19/CD7, Takoi xak GC-197; moaymarop T-knerounoro anturcaa CD7,
tako# kak tepanus T-kiaeTkamu k CD7 (CD7-mono)kKuTeIbHbIC TeMATOJIOTHUCCKHIE 37I0KAUYCCTBCHHBIC
HOBOOOpa3zoBaHu), moayaarop CD123, Takoit kak UniCAR02-T-CD123; artu-CD276, Takoii kak CART k
CD276; moayaarops! 6enka 5 CEACAM, nanpumep, MG7-CART; kimayauH 6, Hampumep, CSG-002; knay =
18.2, mampumep, LB-1904; xmoportokcuH, Takoii kak CLTX-CART; Hanencuubic EBV kieTku, Hanpumep,
CMD-003; MUC16EGFR, nanpumep, aytomormnysas 4H11-287/fIL-12/EFGRt T-kxieTka; 3HIOHYKJI€a3a,
Hanpumep, PGN-514, PGN-201; cneruuaeckue as pupyca Smmreiina-bappa T-mivbonmtsr, Hampumep, TT-
10; saepHbIi aHTHTCH DnmTeiiHa-bapp 1/maTeHTHEII MeMOpaHHbI OCTOK 1/MOAYIATOP CCKPETUPYEMOTO OCTKa
BARF1, takoii xak TT-10X; Erbb2, manpumep, CST-102, CIDeCAR; raarmosux (GD2), manpumep, 4SCAR-
GD2; ramma-aenpta T-kietkn, Takue kak ICS-200; ponat-ruaponasza 1 (FOLHI1, rnyramarkapbokcHnenTuaasa
II, PSMA; uacaTn(puKammoHubIii HoMep reHa B 6ase sanasix NCBI: 2346), manpumep, CIK-CAR PSMA,
CART-PSMA-TGFBRDN, P-PSMA-101; rmummkan-3 (GPC3), manpumep, TT-16, GLYCAR; remormoous,
Hanpumep, PGN-236; penenrop (paktopa pocta remarouuTos, Hampumep, antu-PHK cMet CAR-T; anb(a-

moaysarop antureHa A-2 kimacca I HLA, rakoit kak FH-MCVA2TCR; moaymarop anrureHa 4 HLA xmacca 1
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anTureHa A-2 anb(ha/acconMUPOBAHHOTO C MEJIAHOMOH, Takoil kak ADP-A2M4CD8; moaynsaTop aHTHUreHa
HLA, Takoii kak FIT-001, NeoTCR-P1; 6enok E7 Bupyca mammmroms! yenoseka, Takoi kak KITE-439 (cm.,
Hanpumep, PCT/US2015/033129); moxymarop ICAM-1, takoii kak AIC-100; penenrop Fc ramma-
nvMyHorn00ymuHa 111, Hanpuvep, ACTRO87; IL-12, manpumep, DC-RTS-IL-12; aronuct IL-12/Mynus 16,
Hampumep, JCAR-020; IL-13 ansga 2, Hanpumep, MB-101; aronuct penenropa IL-15, Takoit kaxk PRGN-3006,
ALT-803; cnuterii 6en0k uHTEpIeHkuH-15/Fc (Hanpumep, XmAb24306); pekOMOMHAHTHBIH HHTCPICHKIH-15
(mampumep, AMO0015, NI1Z-985); nerumuposanssrii [L-15 (manpumep, NKTR-255); IL-2, manpumep, CST-101;
JmuraHg nHTepQepoHa-ams(a, TakoH Kak ayTOJOrHMYHAA BaKIIMHA W3 OIMYXOJICBBIX KIeTOK + cucreMusii CpG-B
+ IFN-ams(da (pax); ['TPasza K-Ras, manpumep, tepanusa antu-KRAS G12V mTCR xieTkamu; HelipoHaIbHAsA
Morekysia krerounoit agresuu L1 LICAM (CD171), takas xak JCAR-023; naTeHTHBIH MCMOPAaHHBIH OCTI0K
1/mateHTHBIN MEMOpPaHHBIH OCTI0K 2, HAPUMEP, ay TOJOTHYHBIC ICHAPUTHBIC KICTKH, TPAHCY IHPOBAHHbIC
Ad5£35-LMPd1-2; moxymarop anrurena mearaHomsl MART-1, Takoit kak PBMC MART-1 F5,
ckoHcTpyuposanubii TCR; accommpoBanHblii ¢ MenaHoMoi antureH 10, Hanpumep, MAGE-A10C796T
MAGE-A10 TCR; accoruupoBaHHBIi ¢ METAHOMOI aHTHICH 3/ aCCOLMUPOBAHHBIIH C MEITAHOMOH aHTHUICH 6
(MAGE A3/A6), nanpumep, KITE-718 (cm., Hampumep, PCT/US2013/059608); mezotenun, Hampumep, CSG-
MESO, TC-210; moayasrop Mucin 1, Takoii kak ICTCAR-052, Tn MUC-1 CAR-T, ICTCAR-053; anTtu-
MICA/MICB, takue kak CYAD-02; NKG2D, nanpumep, NKR-2; peuentop tTupo3uHkuHa3bI Ntrkrl,
Hanpumep, JCAR-024; xnerounslii peuentop PRAMET, manpumep, BPX-701; MoxyaaTop aHTHICHA
CTBOJIOBBIX KJICTOK IPOCTATHI, Takoi kak MB-105; moxymsTop koapneBoro romojora 1, takoi kak ATCG-427;
MOy IATOP O€JKa, PACTIO3HAOMIETO NENTHAOTTHKAH, TAKOH KaK BAKIIMHA HA OCHOBE ayTOJIOTHYHBIX
OTIyXOJICBBIX KJICTOK, MOau(puuposanHas reaoM Tag-7; PSMA, Hanpumep, PSMA-CAR T-kineTouHas Tepamus
(ICHTUBUPYCHBIH BEKTOP, KACTPALHOHHO-PE3UCTCHTHBIN PaK MPEACTATCIbHOM HKEJIE3bl ), MOAYIATOP WicHa 7
cemeiictBa SLAM, tako#i kak 1C9-Luc90-CD828Z; monynarop 6era-penenropa TGF, Takoii kak T-kieTku
DNR.NPC; T-mumdormt, Hanpumep, TT-12; crumymsarop T-mumponuros, Takoit kak ATL-001; moaymstop
peuenropa TCI', Hanpumep, ICTCAR-051; OmyxonenupunpTpupyromue TuMponuTsl, Hammpumep, LN-144,
LN-145; w/unu 6enox omyxomu Bremca, manpumep, JTCR-016, WT1-CTL, ASP-7517.

uneubumopswl peaviamopa anonmosa MCLI1, unena cemeiicmea BCL2 (MCL1)

[00373] B pa3mmusbIX BapuaHTax ocymectsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOSAMICM TOKYMCHTC, KOMOWHHPYFOT C HHTHOUTOPOM peryrTopa anontoza MCL1, wieHOM ceMeHCcTBa
BCL2 MCL1, TM; EAT; MCL1L; MCL1S; Mcl-1; BCL2L3; MCL1-ES; bcl2-L-3; mcl1/EAT;
naeHTH(pUKannoOHHBIH HoMep reHa B 6a3e maHHbIX NCBI: 4170). ITpumeps: naruouropos MCL1 BKiIFOUAIOT:
AMG-176, AMG-397, S-64315, u AZD-5991, 483-LM, A-1210477, UMI-77, JKY-5-037, u Te, KOTOpBIC
ommcansl B WO2018183418, W0O2016033486, W02019222112 w W02017147410.

Hnaubumopul yumoxun-unovyubenvrozo SH2-cooepicauiezo benxa (CISH)

[00374] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm arent k SIRPo, kak onrcaHo B
HACTOAIEM JOKYMEHTE, KOMOWHHUPYIOT C HHTHOHTOPOM DUTOKHH-HHIyHOe pHOTO SH2-coaepskamero Oemka
(CISH; CIS; G18; SOCS; CIS-1; BACTS?2; naeHTH()MKAHOHHEIH HOMEP T¢HA B 0a3e maHHBIX NCBI: 1154).
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ITpumeps! maruouTopos CISH BRIFOUarOT TE, KOTOpHIe omucansl B W02017100861, WO2018075664 n
W02019213610.

P@aaKI’I”IODbl CEHO8

[00375] B pazmmusbIX BapuaHTax ocymecTsicHus areHT kK CD47 wm areHt k SIRPo, kak onrcaso B
HACTOAIIECM JOKYMEHTE, KOMOHHHPYIOT C PSIAKTOPOM I'eHa. MIImocTpaTHBHAA CHCTEMA PSAAKTHPOBAHHSA [CHOB,
KOTOPYIO MOXKHO BBOJHTH COBMECTHO, BKJIFOYACT, HO HE OTpaHu4YuBasiCh 3THM, cucreMy CRISPR/Cas9, cucremy
HyKJIea3 ¢ IUHKOBBIMH nasbiiamu, cucteMy TALEN, cuctemy XomuHr-sHaoHykiaeas (Hanpumep, ARCUS) u

CHUCTCMY XOMHHI-MCTAHYKJICA3.

Lpyeue nexapcmeennbie cpe@cmea c Heonpeaeﬂeyybm/zu MUUEHAMU

[00376] B pazmmunbIX BapuaHTax ocymecTsicHus arcHT k CD47 wm areHr k SIRPo, kak onucaHo B
HACTOSIIEM JOKYMEHTE, KOMOHHHPYIOT C HMMYHOTJIOOY IHOM uenoBeka (10% sxunxuii cocras), Cuvitru
(ummyHOTI00Y THH uenoBeka (20% pacteop), nesogoauHatom auHaTpusi, IMSA-101, BMS-986288, IMUNO
BGC Moreau RJ, R-OKY-034F, GP-2250, AR-23, neBo(pomuHaToM Kamsuus, moppumepom Harpua, RG6160,
ABBV-155, CC-99282, nomudenpocarom 20 ¢ kKapMyCTHHOM, Veregen, ral0KCeTaTOM JUHATPHS,
rago0yTPOJIOM, TATOTEPATOM METITFOMUHA, TaA0TePUA0TIOM, 99mTc-cectTaMuOu, MOMATHAOMH/IOM,

nanuOAHUIOM W/HIH BaJIpyOHIIUHOM,

HinocrpaTruBHbIe BAPHAHTHI KOMOHHHPOBAHHOMH Tepanun

KOM6I/IHHD06GHHG}Z mepanu:i fluMd)OMbl Uiy ietikosa

[00377] HekoTOphIc XHMHOTCPATICBTHICCKIC arCHTHI MOIXOAAT JUIA JICUCHIS TAM(POMBI HJIH JICHK03a. OTH
arcHTHI BKIFOYAKOT CIICAYIOMICE: allbACCICHKIH, ATbBOIUINO, aMA(POCTHHA TPHTHAPAT, AMHHOKAMITTOTCIIHH,
antuHeomnacToH Al0, anTuHeomnacToH AS2-1, aHTHTHMOLUTAPHBIN TIT00Y JIHMH, MBIIIbIKA TPHOKCH],
wHTHOHNTOP OcaKa cemeiicta Bel-2 ABT-263, 6era-anetun, BMS-345541 6opre3omutd (VELCADE®, PS-341),
Opuocrarus 1, 6ycynbpan, kammat-1H, xapdomnatus, kappumomud (Kyprolis®), kapMycTH, kKacno(yHIHHA
anerar, CC-5103, xmopamOymun, CHOP (muxmogocpamu, ToKCOpyOUIHH, BHHKPHCTHH W MPCTHU30H),
LUCIUIATHH, KIaapuowH, knogapadus, kypkymuH, CVP (muxrodocdamu, BHHKPHCTHH W NIPSIHU30H),
mukIo(hpochaMu, IMKIOCTIOPHH, TUTAPAOHH, ACHUICHKHH-TH(THTOKC, ICKCAMETA30H, JOLCTAKCET,
momactatud 10, moxcopyounuH, nokcopyounmmaa ruapoxiopua, DT-PACE (aekcaMeTa3oH, TATHIOMHUT,
OUCTITATHH, TOKCOPYOHIWH, UKI0(OochaMuI U STOMO3HI), SH3ACTAYPHH, MO3THH ab(a, STOMO3H,
seepommmyc (RADOO01), FCM (¢paymapadun, nukiodpochamua u mutokcantpoH), FCR (paymapadus,
mukrodochamun u purykcuma0), perpernrua, GpuirpactamM, paasommpumon, ¢iaynapadbun, FR (paynapabun u
purykcnma0), rengaravuve (17 AAG), hyperCVAD (runepdpaknuoHHpoBaHHBIH DUKI0Qochamun,
BHHKPHCTHH, JOKCOPYOHIINH, TCKCaMETa30H, MeToTpekcaT u nurapaduH), ICE (udochammua, kapoboniaTuH 0
3Tomo3u), upochaMua, HPHHOTCKAHA THAPOXIOPH, HHTCP(PCPOH anb(Pa-2b, HkCaOCUIOH, ICHATHIOMU
(REVLIMID®, CC-5013), momamimomug (POMALY ST®/IMNOVID®)1uM(pOKHH-aK THBUPOBAHHBIC KJICTKH-

kmeps!, MCP (MHTOKCAHTPOH, XJI0paMOyIIMUT B IPETHH30JI0H), Me(haslaH, MECHA, METOTPEKCaT,
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MHTOKCAHTPOHA THAPOXJIOPHJ, MOTeKcapuH ragommHus, Muko(deHoaTa ModeTr, HenapaduH, 00aTOKIaKe
(GX15-070), oOmMepceH, OKTPEOTHAA ALETAT, OMETa-3 KUpHbIC KUCI0TH, Omr-IgG-am (WNIG, Omrix),
OKCAJMIUIATHH, NakiuTakcel, nmanoormkmo (PD0332991), merdunrpactum, [131 nimpoBaHHbIi
JUITIOCOMATBGHBIN THAPOXIOPUA AOKCOPYOUIIHHA, ICPH(PO3HH, MPSTHU30I0H, TPESIHI30H, PCKOMONHAHTHBIH
murasA flt3, pekoMOHHAHTHBIN YeTOBEUECKHH TPOMOOTIOITHH, PEKOMOWHAHTHBINH HHTEP(EPOH anb(a,
PEKOMOWHAHTHBIH HHTCPIICHKHH-11, pekoMOMHAHTHBIN HHTEpIeHKHH-12, putykcumad, R-CHOP (putykcumad
u CHOP), R-CVP (purykcumabd u CVP), R-FCM (putykcumad u FCM), R-ICE (purykcuma6 u ICE), u R MCP
(putykcumad u MCP), R-pockosurus (cemuukmb, CY C202), caprpamoctum, CHICHA(UIIA IUTPAT,
CHMBACTATUH, CHPOJIHMYC, CTHPUJICY TB(D)OHBI, TAKPOIUMYC, TaHeCIUMHULHH, TeMcupoumyc (CCl-779),
TAJTUIOMHUJ, TEPATICBTHYCCKUE AJUIOTCHHBIC TUM(OLUTHI, THOTENA, THITH(APHUO, BUHKPUCTHH, BUHKPUCTHHA
cynas(at, BuHOpenduHa qutaprpat, SAHA (cyOepaHHIOrnapokcaMoBas KUCIOTA WIH CyOCPOWI, AaHWIH H
THIPOKCAMOBas KUCI0Ta), Bemypadenud (Zelboraf ®), Bereroxmakc (ABT-199).

[00378] Oxxum U3 MOIUPUIMPOBAHHBIX MOIX0I0B SIBJLICTCS PAIHOUMMYHOTEPANHA, IIPH KOTOPOH
MOHOKJIOHAJIBHBIC AHTUTEIa KOMOMHHPYIOT C PAIHON30TONMHBIMH YACTHIIAMH, TAKUMH Kak HHAuH-111, urTpuii-
90 u #ton-131. TTpumepbl KOMOHHUPOBAHHOH Tepanuy BKIFOYAIOT, HO HE OTPAHHYUBAIOTCS UMH, Hoa-131
to3urymoMad (BEXXAR®), urtpuii-90 ubpurymomad tuykcera (ZEVALIN®), u BEXXAR® ¢ CHOP.
[00379] BpuneynoMsAHyTHIC BUABI TEPATHU MOKHO JONOJIHATH WJIH KOMOHHUPOBATH C TPAHCILIAHTAUUCH HITH
JICYCHUEM CTBOJIOBBIMH KJICTKaMU. TepaneBTHUECKUE MPOLEAYPBI BKIFOUAIOT TPAHCTIJIAHTALHIO CTBOIOBBIX
KJIETOK nepH(pepruyueckoil KpoBH, ay TOJOTHYHYO TPAHCIIIAHTALUIO TEMOIIO3THIECKHX CTBOJIOBBIX KJIETOK,
AyTOJOTHYHYI0 TPAHCIUIAHTAIMIO KOCTHOTO MO3ra, TCPAMHI0 AHTUTEIAMH, OHOJOTHYCCKYIO TCPAITUIO, TCPATHIO
uHruOuTOpamMu ()epMEHTOB, OOTyUCHHE BCETO TEJIA, HH(DY3HIO CTBOJIOBBIX KJICTOK, AOJISIHIO KOCTHOTO MO3Ta C
MOIACPIKKOH CTBOJIOBBIX KJICTOK, TPAHCILIAHTAIIMEO 00OPAO0TAHHBIX /77 Vifro CTBOJIOBBIX KICTOK
nepuQepuIeCKO KPOBH, TPAHCIUIAHTALMIO My TOBHHHOH KPOBH, HMMYHO()EPMEHTHYIO METOIHUKY, FaMMa-
Tepanuo k00amsToM-60 ¢ Hu3koii JIT13, 6G1eoMHIHH, TPATUIHOHHOES XHPYPrHYECKOE BMCIIATEIECTBO, JTyUCBYIO

TCPAITUIO U HCMI/IeJ'IO.':l6J'IaTI/IBHy10 AJUIOTCHHY IO TPAHCIINIAHTAIHEO TEMOIIO3THICCKHX CTBOJIOBBIX KJICTOK.

KOM61/IHI/ID06(1HH(12 mepanu:i HEXOONCKUHCKUX fluMd)OM

[00380] JleucHue mHexomkkuHCKUX TuMpom (HXIT), ocodeHHO TuM(pOM B-KIeTOYHOTO MPOUCXOKACHHA,
BKITFOYACT NMPUMCHCHAC MOHOKJIOHAIBHBIX AHTHTEN, CTAHAAPTHBIX XAMHOTEPATICBTHUCCKHIX MOIX00B
(manpumep, CHOP (muxmodochamun, qoxcopyOnImH, BHHKPUCTHH U npeaun3oH), CVP (muknodochamurn,
BHHKPHUCTHH U npeaan30H), FCM (¢uynapadus, nukiodocdamux u mutokcaHTpoH), MCP (MHTOKCAHTPOH,
XJITOpaMOYIHJI, PSTHU30I0H), BCC HCOOA3ATCTFHO BKIFOUAOT puTykcrMad (R) u 1.1m.), paanonMMyHOTCpaniu 1
X KOMOWHANWH, 0OCOOCHHO KOMOWHAIINY TCPAITHU AHTHTCIAMH C XHMHOTEPAITHCH.

[00381] TIpumepsl HEKOHBIOTHPOBAHHBIX MOHOKJIOHAMBHBIX aHTHTEN Uit JeucHusT HXJI/B-KiIeToUHBIX
3JI0KAYCCTBEHHBIX HOBOOOPA30BAHMH BKITFOYAIOT PHTYKCHMAO, aleMTy3yMa0, YeTIOBEUECKUE HITH
TYMaHW3HPOBaHHEIC aHTHTENA K CD20, nroMuKcHMa0, AaHTHTEIIO MPOTHB JTUTAHIA, HHAY IUPYFOIICTO amoNTO3 ¢
yuactueM (pakropa Hekpo3a omyxoneh (antu-TRAIL), 6eBanm3ymad, ramukcumad, snpaty3ymad, SGN-40 u
antu-CD74.
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[00382] TIpumMepsl SKCTIEPHMEHTAIBHBIX aTCHTOB-aHTHTE, HCTIOJIB3Y eMBIX U JeueHus HXJ1/B-KkI1eTouHbIX
3JI0KAYECTBEHHBIX HOBOOOPA30BaHHi, BKIIFOUArOT oarymymad, ha20, PRO131921, anemty3yma0, raTukcuma0,
SGN-40, CHIR-12.12, smpary3yMab, TroMHKCHMAa0, amomm3ymMad, MAIATy3yMad u 6eBanu3yMad.

[00383] IIpmmeps! cTaHmapTHBIX cxeM xumuoTepaninu HXJI/B-KIeTOYHBIX 310Ka4eCTBEHHBIX
HOBOOOpasoBanuii Bkouaror CHOP, FCM, CVP, MCP, R-CHOP (putykcuma0, nukinodochamun,
JIOKCOPYOHIMH, BHHKPUCTHH H npeaHm3oH), R-FCM, R-CVP u R MCP.

[00384] TIpumeps! pagumoummmyHoTepanun HXJI/B-KIETOUHBIX 310KaYECTBCHHBIX HOBOOOPA30BaHUH

BKITFOUAROT UTTpUH-90-uGpuTyMoMad TuykceTad (ZEVALIN®) u #ioa-131-ro3urymomad (BEXXAR®).

KOM6HHMDO€QHHQ}Z mepanusg MAHMUHUHOKIEMOYHOU JluM@OMbl

[00385] Tepamepruieckue crrocoOb! JCUCHUA MAaHTHHHOKICTOUHOH M @pomsl (MCL) BIIFOYArOT BUABI
koMOuHupoBaHHOH xumuoTepanun, Hanpumep, CHOP, hyperCVAD u FCM. 31u cXeMbI Takke MOTYT OBITH
JIOTIOJTHEHBI PHTYKCHMAa0OM ¢ MOHOKJIOHATBHBIMU AaHTUTEIIAMH JUIA ITOJIy YCHHSI KOMOWHMPOBAHHBIX Tepanmui R-
CHOP, hyperCVAD-R u R-FCM. JIt000# u3 BBIIICY TOMAHYTHIX BHIOB TSPAIIMH MOYKHO KOMOHHHPOBATH C
TpaHCILIaHTanueH cTBOJIOBBIX KiIeToK win ICE amst neuenust MKJL

[00386] AnprepHaTHBHBII Moax0 K aeucHur0 MKJI mpeacrasiser co0oii mMMyHOTEpanu0. B oHoiH
HMMYHOTEPAITHH HCTIOIb3Y0TCA MOHOKJIOHANBHBIC aHTHTEIIA, HAPUMED, PUTYKCHMa0. B apyrom
HCTIONIB3YIOTCS MPOTHBOPAKOBbIC BakIMHbI, HanpuMep, GTOP-99, koTopsle OCHOBAaHBI HA TCHETHIECCKOM
COCTaBE OIYXOJIH OTACIBHOTO MAUCHTA.

[00387] MoaudunupoBaHHEIM TOAX0AOM K JeucHu0 MKIJI sBAseTCS paguouMMy HOTSpAIus, PH KOTOPOi
MOHOKJIOHAJTEHBIC AHTHUTCIIA KOMOHHHPYIOT C PATHON30TOITHBIME YACTHIIAMH, TAKHMH KAk Hoa-131
to3uryMoMad (BEXXAR®) u urtpuii-90 ubputymomad tuykcerad (ZEVALIN®). B apyrom mpumepe
BEXXAR® ucmons3yercs npu nocieaosareabHoM JdeueHun CHOP.

[00388] [pyrue moaxoxas! k aeucHn0 MCL BKIFOYAIOT TPAHCIUIAHTALMEO Ay TOJIOTHYHBIX CTBOJOBBIX KICTOK
B KOMOWHALWY C XHMHOTEPAIHEH B BBICOKHX J03aX, BBEICHHEC HHTHONTOPOB IIPOTEAcOM, HAIPHMED,
ooprezomuda (VELCADE® wmm PS-341), nim BBCICHHC AHTHAHTHOTCHHBIX ATCHTOB, HAIPHMCP, TATHIOMHT,
0CcOOCHHO B KOMOWHAIINH C PHTYKCHMA0OM.

[00389] [pyroil moaxoAd K JCUCHHIO ABIICTCA BBEACHHE JICKAPCTBECHHBIX CPEACTB, KOTOPBIC MPUBOIAT K
pacmemieHuro Oenka Bel-2 1 moBBIIArT UyBCTBHTEIBHOCTD PAKOBBIX KJICTOK K XHMHOTCPAITHH, HATPUMED,
o0mMepceHa, B KOMOWHAWH C APYTHMH XHMHOTCPATICBTHYCCKUMH arCHTAMH.

[00390] [HdanpHelmimit MOAXOM K JICUCHHEO BKIIFOYACT BBCACHAC HHTHONTOPOB MTOR, KOTOpBIC MOTYT
MPHUBECTH K MOAABICHHIO POCTA KICTOK M JaXkKe THOETH KiIeTOK. HeorpaHmnBarOIuMy IPHMEPaMH SIBIBTEOTCS
cupommmyc, Temcupommyc (TORISEL®, CCI-779), CC-115, CC-223, SF-1126, PQR-309 (6umupanucuo),
okcrammcud, GSK-2126458 u temcuponaumyc B komouHarmn ¢ RITUXAN®, VELCADE® wm apyrue
XHMHOTCPANCBTHYCCKAC aTCHTHI.

[00391] Beimm onucansl apyrue Hoselimme Buabl Tepanuu MKJL K Takum mpumMepam OTHOCATCS
(pmaBomupu o, mandouukaud (PD0332991), R-pockosutuH (cemmuukmnd, CY C202), cTupHiCY Tb(OHEL,
obaroxmakc (GX15-070), TRAIL, anturena x peuenropam cmepta TRAIL DR4 u DRS, Temcupommyc
(TORISEL®, CCl-779), 3pepoammyc (RAD001), BMS-345541, xypkymuH, SAHA, TatuaoMus, TCHATHIOMHET
(REVLIMID®, CC-5013), u rennanamunuH (17 AAG).
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KOM6HHHD08(1HH(1}Z mepanu:i M(JKDOZJZO6VJZ1/IH€MMM BaﬂbOeHcmpeMa

[00392] TepaneBTHYECKHE areHTHI, HCIOIB3YEMBIC I JICUCHH MakpornoOy mmHemun BamsaeHctpema (MB),
BKJIFOUAOT CJICAYIOMICE: albICCICHKIH, AIEMTY3yMa0, albBOIUNO, aMU(OCTHHA TPUTHUIPAT,
AMUHOKAMITOTCIHH, aHTHHEOIIACTOH A10, anTHHEOIACTOH AS2-1, aHTHTHUMOUUTAPHBIH TJI00Y JIMH, TPHOKCHT
MBIIIBAKA, ayTOJOTHYHBIH YeJI0BEYECKUH omyxoeBbri 6eox HSPPC-96, narudurop 0enka cemeiictsa Bcel-2
ABT-263, 6era-anetun, 6oprezomud (VELCADE®), 6puocratus 1, Oycyab(an, kammar-1H, kapoonmaTus,
kapmycTuH, kKacno(yraruna auerar, CC-5103, mucmiatus, kiogpapadbuH, nukio(ochamMu, THKIOCIOPHH,
nuTapaduH, ACHUICHKIH TU(PTUTOKC, ICKCAMETA30H, JOLCTAKCEN, A0MacTaTuH 10, THapoXIopu
nokcopyoununa, DT-PACE, sH3acTaypuH, 3M03THH anb(a, snpaTy3yMal (TyMaHH3HpOBaHHOE aHTHTEIO0 hLL2-
autu-CD22), sTrono3uz, ssepoiumyc, (peHpeTuHna, puarpactum, (piayaapadus, uOpy THHUO, Hpochamuz,
MeueHHOe nHaueM-111 monoknoHamsHOE anTuTen0 MN-14, #ox-13 1-ro3utyMoMab, HpHHOTCKAHA
THAPOXJIOPHJ, HKCAOCTIIIOH, THM()OKHH-aKTHBHPOBAHHBIC KICTKH-KIIJICPBI, MeI(aaH, MCCHA, METOTPEKCAT,
MHUTOKCAHTPOHA THAPOXJIOPUA, MOHOKIOHATbHBIC aHTHTEIAa K CD19 (Hampumep, Tucarennexieiicen-T, CART-
19, CTL-019), moHOKTOHANEHBIC aHTHTENA K CD20, MoTekcaduH raxo Ui, MEKO(PESHOIAT MO(ETHIL,
HenapaOuH, 00IMMEPCeH, OKTPEOTHIA AeTaT, OMEra-3 )KHPHBIC KUCIOTHI, OKCATUIJIATHH, AKIHTAKCEIL,
nerduirpactuyM, [19I HIMpoBaHHbII JIMNOCOMATBHBIH THAPOXIOPHA OKCOPYOHIIHA, EPH(PO3HH,
NPEeITHU30JI0H, IPESAHH30H, peKOMONHAHTHBIH murany f1t3, pekoMOHHAHTHBIH YeTI0OBEUECKHH TPOMOOTIOITHH,
peKOMOWHAHTHBINH HHTEPPEPOH ab(a, PeKOMOMHAHTHBIH HHTECPICHKUH-1 1, peKOMOWHAHTHBINH HHTCPJICHKUH-
12, purykcumad, caprpamoctum, nurpar cuiaeHapmia (VIAGRA®), cumBacTaTHH, CHPOJIHMYC, TAKPOJIHUMYC,
TAHCCHHMHUIIMH, TATHIOMU, TSPANICBTHUCCKHIE AJUTOTCHHBIC THM(D)OLUTEI, THOTEHA, THIH(APHHO,
TO3UTYMOMAO, YIOKYILTYyMAa0, BSITY3yMa0, BHHKPHCTHHA CYJIb(aT, BHHOPCIOMHA THTAPTPAT, BOPHHOCTAT,
nmenTHAHAA BakuuHa Ha ocHOBe WT'1 126-134, ananorosas nmenTuaHas BakiuHa Ha ocHOBE WT-1, urTpmif-90-
uopuTyMoMad THYKCETaH, HTTPHUii-90 - T'yMaHU3UPOBAHHBIH SMPaTy3yMad, 1 TH00as WX KOMOWHALIHS.

[00393] IIpumepsl TepaNeBTHYCCKUX MPOLEAYP, MPUMEHACMBIX 1A JeueHud MB, BKIIOUArOT
TPAHCIJIAHTAUIO CTBOJIOBBIX KJICTOK Nepu(pepruiecKoii KPOBH, ay TOJOTHYHYIO TPAHCILIAHTALHIO
TEMOTIO3THYESCKAX CTBOJIOBBIX KJICTOK, Ay TOJOTHYHY IO TPAHCIUIAHTAIHEO KOCTHOTO MO3Ta, TCPAITHIO
AHTHUTCIAMH, OHOJOTHUCCKYIO TCPAIHIO, TCPAITHEO HHTHOUTOPAMH (DPSPMCHTOB, 00JIyUCHHC BCCTO TCIA,
HH(Y3UIO CTBOJIOBBIX KJICTOK, a0 IIIHI0 KOCTHOTO MO3Ta C MOICP)KKOH CTBOJIOBBIX KJICTOK, TPAHCILIAHTALIIIO
00pabOTaHHBIX iN Vitro CTBOJOBBIX KIECTOK Nepu(epuucCcKoii KPOBH, TPAHCIUIAHTALMIO MTyIOBHHHOW KPOBH,
HMMYHO()EPMEHTHBIC METOAUKH, TAaMMA-TepaIuio ko6ansToM-60 ¢ Huzkoi JIT13, 6eoMunuH, TPATHIHOHHOE
XHPYPIHIECKOE BMEIIATEIBCTBO, JTyYCBYIO TEPAIIHIO M HEMHEI0A0IATHBHY 0 AJUIOTCHHY 0 TPAHCILIAHTALIHIO

TCMOIMOOTHYUCCKHUX CTBOJOBBIX KICTOK.

Kombunuposannas mepanus oudysnoii B-xpynuoxnemounoii aum@omol

[00394] TepaneBTHUECKHE areHTHI, MPUMCHACMbIC 11 JeucHUI qu(dy3H0i B-kpymHOKICTOMHOH THM(pOMBI
(DLBCL), BrkmrouaroT mukiodochamu, TOKCopyONIHH, BAHKPUCTHH, IPESAHA30H, MOHOKJTOHAIBHBIC AHTHTEIIA
k CD20, 3Tomo3ua, OJCOMHUIMH, MHOTHE aTCHTEHL, IICPCUHCIICHHBIC 11 BM, 1 1F00BIC WX KOMOWHAIIHH,

Hanpumep, ICE u RICE.
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KOM6I/IHI/ID08(1HH(12 mepanui XpOHU4ecKozo ﬂuMéOﬂeﬂKOS’a

[00395] TIpumMeps! TepaneBTHYCCKUX ATCHTOB, HCIOIb3YEMBIX I JICUCHH XPOHHYECKOTO THM(poIIeiiko3a
(XJ1JT), BriOHArOT XJI0paMOy I, mukiro(pochamua, GpaysapabuH, ICHTOCTATHH, KIAAPUOHWH, JOKCOPYOHINH,
BUHKPHUCTHUH, IIPEIHI30H, IIPSIHU30I0H, aJIEMTy3yMa0, MHOTHE arcHTSI, IIEPEHHCIICHHbIC 11 BM, n
KOMOMHHPOBAHHYIO XUMHOTCPAIHIO H XHMHOHMMY HOTEPAIHIO, BKIFOUAsI CICAYFOIHE 001IHe

xomouruposanubic cxemsl: CVP, R-CVP, ICE, R-ICE, FCR, u FR.

KOM61/IHMD08&HHQ}Z mepanu:i Mueﬂoqbu6po3a

[00396] AreHTBI, HHTHOUPYIOIIHE MHETO(PHUOPO3, BKIIOYAIOT, HO HE OTPAHHYHBAOTCS HMH, HHTHOHTOPBI
6emka «Hedgehogy, marndurtops! rucronacanetunassl (HDAC) u HHruOUTOPBI THPO3HHKHHAZHL
HeorpanniusaromumMu npuMepamMu HHrHOHTOPOB Ocnka «Hedgehogy sBiaroTes capuaerud u BUCMOJCTHO.
ITpumeps! uarudéuTopoB HD AC BKIFOUAIOT, HO HE OTPAHHUYUBAIOTCS UMM, PALIUMHOCTAT U MAHOOWHOCTAT.
HeorpanuiusaromyMu NpuMEpaMi HHTHOHTOPOB THPO3HHKHHA3HI ABJLFOTCS JIECTY PTHHHO, O0CYTHHHO,

HMATHHHO, PafOTHHHO U KaO03aHTHHHO.

Kombunuposannas mepanus sunepnponugdepamusHozo HapyuLenus

[00397] TemuuntabuH, HAO-NAKIUTAKCET W FeMIUTAOWH/HAO-MAKIATAKCEI MOYKHO HCIIOIb30BATh C

uHruduropoM JAK w/umu naruéuropom PI3KS mis neueHus runepnpou(epaTuBHBIX HAPY IICHHH.

IC'unoMeTnIMpyionue areHThl
[00398] Omnmucauubic 340¢CH CTOCOOBI BKITFOYAOT BBCACHHC THIOMCTHITHPYFOINCTO arcHTA.

MMmOMETHIHPYFOIMHC AaTCHTHI BKIFOYAIOT, HO HC OTPAHIMHBAKOTCA HMH, azaiuTuanH (Vidaza, Takke H3BCCTHBIH
Kak azauuauauH) U aeuutadbus (Dacogen). B HEKOTOPBIX BapHAHTAX OCYINCCTBICHUS THITOMCTHIHPYFOIIUIA
arCHT MPCACTABIICT OO0 a3aNUTHINH WIH ACUUTAOWH. B HCKOTOPBIX BAPHAHTAX OCY IICCTBICHHUS
THIIOMCTHTHPYIOIIHIA aTCHT MPEACTABIIACT COOOH a3aIlUTHANH.

[00399] AsaumtuauH (5-a3aUUTHINH) TPSACTABIACT COOOH XUMIUCCKUI AHAIOT IUTHANHA H 0I00PCH
VYrpaBiacHHCM IO CAHUTAPHOMY HAI30PY 32 KAYCCTBOM IMHIICBBIX MPOaykToB u MeankaMeHTOB CIIIA (FDA)
JUTS MPUMCHCHUA TPH JICUCHHN MuCIoaucIacTaeckoro cuaapoma (M/IC). A3anuTHINH yIATICT MCTHIBHBIC
rpymms! JIHK, a Taxoke warnoupyer JJHK-mermnrpancdepasy, sszpBas runomerrauposanne JJHK. TIpu 6oree
BBICOKUX KOHUEHTpauwsix azanutuauH Bkmoyactcs B JJHK u PHK, uto npuBoauT k npsamMoil HUTOTOKCHYHOCTH

AHOMAJIBHBIX TCMATOIMOOTHUYCCKHX KJICTOK B KOCTHOM MO3IC. CprK’[ypa A3AUTHAWHA MMOKA3aHA HIKC!

OH OH
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[00400] [Hdemwrabus (5-a3a-2'nC30KCULMTHANH) ABIACTCA XHMUUYCCKAM AHAJIOTOM LIHTHAWHA H OJ00PCH
YrpaBiacHHCM IO CAHUTAPHOMY HAA30PY 32 KAYCCTBOM MHMICBHIX MPoaykToB u MeankamMeHTOB CIIIA (FDA)
U IeueHuA Muenoucimactaiaeckoro cuaapoma (MC) u octporo muenonaaoro niciiko3a (OMII). Tlogo6uo
azamuTuauHy, neruradud uaruoupyer JJHK-mernnrpancdepasy, ssizpiBas runomermanposanue JJHK. OnHaxo
nmerurabus uHTerpupyercsa 1onpko B Huty JJHK. IMocne wrrerpannu B JJHK nenuradusa HEoOpaTHMO
ceasbiBactca ¢ JJHK-merunrpancgepazamu (DNMT) u uarndupyet otaeneane DNMT ot nenu JHK, uro

mpuBoauT K HHrHOuposanmo Metwiuposanua JHK. Ctpykrypa acuuTaOnHA MOKa3aHa HHIKE!

NH,

o U
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Cnioco0b! J1eueHnst
[00401] TIpemmoskeHBI CIIOCOOBI JICHCHUS CYOBEKTA TEPANeBTHUCCKOM 10301 areHTa K CD47 nmm SIRPo.
Hampumep, cnoco® MOKeT BKIFOYATH (a) BBEICHHE BBIICICHHOTO AHTHTEIIA, KOTOPOS HHTHOUPYET CBA3BIBAHUC
mexay CD47 u SIRPo, u (6) BBeaAcHHE CyOBEKTY THIIOMETHIIHPYIOLIETO areHTa. B mpyrom nmpumepe cnocod
MOJKET BKTIOUATH (2) BBCACHHC BBIACICHHOTO AHTHTENIA, KOTOPOS HHIHOUPYET CBs3bIBaHHE MEXay CD47 u
SIRPa; u (b) BBeACHHE THIOMETHIMPYOILETO ar¢HTa CyOBEKTY, IIPH 3TOM Y CYOBEKTA ONMPEACICHO HAJTHYHE IO
MEHBIIEH Mepe oHOH MyTauuu p53. B TpetbeM mpumepe cocod MOKET BKIFOUATH MOCICAYIONIEE I
MPEABAPSAIOIICE ONPEAC/ICHUE HATHYHS IO MCHBIICH Mepe OMHON MyTanuu pS3 y CyOBEKTa; U MOCICAYIOIEe
HITH MPEABAPSIOLICE BBEACHHUE CYOBEKTY (1) BBIICICHHOTO AHTUTENA, KOTOPOE HHTHOUPYET CBA3BIBAHUEC MEKIY
CD47 u SIRPa, u (ii) THIOMCTHIIAPYIOIICTO ArcHTA.
[00402] CmocoOBI MOTYT BKIFOUYATH CTAIHIO BBCACHHA CYOBCKTY MpaiMepa ¢ MOCICAYIOMCH cTaxuci
BBCICHHA TCpaneBTHUCCKH (B pekTuBHOI 10361 arcHTa K CD47 mm SIRPo. B HEKOTOPHIX BapHAHTAX
OCYILCCTBICHUS CTAANIO BBCACHUS TCPANICBTHUCCKH 3(P(PEKTHBHON TO3BI MPOBOIAT UEpe3 MO MEHBIICH MEpe
0KO0JIO 3 JHEH (HampuMep, Yepe3 MO MEHBIICH MEpe 0KOJIO 4 AHEH, Yepes Mo MEHbIIEH Mepe OKOJIO 5 THEH,
uepes Mo MEHbIIEH Mepe 0K0I0 6 AHEH, Yepes3 M0 MEHBIIECH MEPE OKOMIO 7 AHEH, Yepe3 M0 MEHbIICH MEpPE OKOJIO
8 qHEH, uepes Mo MEHBIIEH Mepe OKOJIO 9 AHEH Wi Yepes M0 MEHbIIEH Mepe 0koa0 10 qHel) mocne Hayana
BBCICHHA IIpaliMepa. JTOT MCPHO BPCMCHH, HAPHMEP, JOCTATOUCH JUTA 00CCTICUCHIA MOBBIIICHHO I
MPOAYKIUHU PCTHKY TOIMTOB Y HHAWBHAYYMA. B HCKOTOPBIX BApHAHTAX OCYIICCTBICHHUSA arcHT k CD47
mpeacTaBsieT co00i BhIAeacHHOE aHTHTEN0 K CD47. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS H300PETCHUS
areHt k SIRPo mpeacrasmser coboit Bernenennaoe anTuteno k SIRPa.
[00403] Bsenenue Tepanepruuecku 3 dekrusHoit 10361 areuTa kK CD47 nim SIRPo MOeT OBITH JOCTHTHYTO
PAIOM PA3IHYHBIX CHOCO00B. B HEKOTOPBIX ClIyyasx Mocie BBEACHHS ITpaliMepa BBOJAT ABE HIIH Oolee
TepanesTHuccku P dekTuBHBIX 10361 [loaxomsdmee BBEACHUE TEPANCBTHICCKH 3(DPESKTHBHON 10361 MOMKET
npeayCcMarpuBaTh BBCACHHC OI[HOKpaTHOfI A03BI HJIH MOJKET MPEAYCMAaTPUBATh BBEACHUC 403 CKCAHCBHO, Pas B
TIOJITOAA, KCHEACTBHO, OJMH Pa3 B ABE HEACIH, OHH Pa3 B MECAL], CKETOHO U T. 1. B HEKOTOPBIX Clydasx

TepaneBTHUcCKH (P (PEKTHBHYIO A03Y BBOIAT B BHIC ABYX MK O0JIEe 103 C HApacTaroIei KOHICHTPAaHeH (T. €.
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BO3PACTAKIIAX A03), MpHUeM (i) BCC AO3HI ABIIIOTCA TCPANICBTHUCCKAMHI J03aMU, WiH mprdeM (ii)
cyOTepaneBTHICCKAS 7032 (WK JBC WM 00JICe CyOTCPaneBTHICCKIX J03), H TCPANICBTHYCCKUC JO3BI
JIOCTHTAFOTCS 3a CYET YKAa3aHHOTO MOBBIIICHNUS. B kauecTse 0THOTO HE HMEIOMIECTO OTPAHHIHTEIHLHOTO
XapakTepa MpuMepa Uil HLUTFOCTPALHH BO3PACTAOIICH KOHICHTPAIMH (T. €. YBEIHUCHHUS J03), TCPANCBTHUCCKA
3(peKTUBHAA 1032 MOXKET BBOAUTHCS CKCHEACTBHO, HAYHHAS C CYOTEpaNeBTHIECKOH 1036 (HAIPUMED, 03B
meHee 10 mr/kr, Hampumep, 5 Mr/kr, 4 Mr/kr, 3 MI/Kr, 2 MI/kr, 1 MI/KT), H K@XIas MOCICIYIOMAs 1032 MOKET
OBITH YBCIIHUCHA C KOHKPCTHBIM IIArOM MOBBIIICHHA (HampuMep, Ha 5 mr/kr, 10 mr/kr, 15 Mr/kr) wm ¢
MICPEMEHHBIM IMAroM 0 JOCTIKCHHA TCPAICBTHUCCKOH 1036l (Hanmpumep, 15 mr/kr, 30 mr/kr, 45 Mr/kr,

60 MI/KT), IpA 5TOM BBEACHHE MOXKET PEKPALIAThHCS WK MTPOJOLKATHCS C IOMOIIBIO OHOM HiIH Oosee
JIOTIOJTHUTCIBHBIX TCPANICBTHYCCKIX 103 (HAMPUMEP, HCMPEPHIBHBIX TCPATICBTHUYCCKIX 103, YBCIHICHHBIX
TEPaNCBTHUCCKUX 103, HampuMep, 103 15 mr/kr, 30 mr/kr, 45 mr/kr, 60 mr/kr). B xauectse Apyroro He
HMCIOIIETO OTPAHUYUTEIBHOTO XapakTepa MpHMeEpa Uil HWILTFOCTPALIMU BO3PACTAIOIICH KOHLCHTPAIUH (T. €.
YBEJIHUCHHA 103), TEPANCBTHUCCKH 3P PeKTUBHAA 1032 MOKET OBITH BBEICHA CKCHEACIBHO, HAUHHAS C OTHOH
uiu 0071eC OTHOCHTEIBHO 00JIee HU3KUX TCPANCBTHUCCKUX 103 (Hampumep, 10361 10 mr/kr, 15 mr/kr, 30 Mr/kr),
H KKAas MOCICAYIOMmAs 1032 MOXKET OBITh YBEIMYCHA C KOHKPETHBIM IIAroM IOBBIICHUA 03B (HAITPHMED,

10 Mr/xr uam 15 MI/KT), WM C IEPEMEHHBIMHE IIAraMH HOBBIIICHUS T03bL, 10 JOCTIKCHHA OTHOCHTEIBHO Ooee
BBICOKOH TepaneBTHUECKOH 03Bl (HampumMep, 30 Mr/kr, 45 mr/kr, 60 mr/kr, 100 MI/KT | T. A.), TIPH 3TOM
BBCACHHUC MOKET NMPEKPAIAThCA WIIH MPOJOKATECS (HAIPHMED, OIHA HITH 00J1eC HENMPEPBIBHBIX HITH
MOBBIICHHBIX TEPANICBTUUECKUX JO3bI, HAIpUMep, 1036l 30 Mr/kr, 45 mr/kr, 60 mr/kr, 100 mr/kru 1. 1.). B
Pa3THYHBIX BAPHAHTAX OCYINCCTBICHHS OTHOCHTEJILHO 00JIee HU3KHE TCPANICBTHUCCKHE TO3bI BBOIAT YIS
(HampuMep, aBe WiH 6oJee 103 mo 15 Mr/kr, BBOOUMBIX eskeHeaeapHo (Q1W), mimm ase wiu 0ojiee 103 1o

30 Mr/KT, BBOOHMBIX Kaskapic B¢ Heaemd (Q2W)), H OTHOCHTEIIEHO 00JICC BBICOKHC TCPATICBTHUYCCKHC TO3BI
BBOJAT PCKE (HAMPHUMEP, ABC WM 00j1ee 403 10 45 Mr/kr BBOAAT Kaxasie 3 Henemu (Q3W) wm ase win 6os1ee
103 0 60 MT/KT BBOAT C)KEMECIIHO W Kakabic 4 Heaemn (Q4W)). B HEKOTOPHIX BAPHAHTAX OCYINCCTBICHHUSA
BBCICHHC TCPANICBTHUCCKH d(P(PCKTHBHO O3B MOYKET MPEACTABIIATE COO0I HCMPEPHIBHYIO HH(Y3HIO, a 7032
MOJKCT OBITh H3MCHCHA (HAPHUME)P, YBCIIHUCHA) C TCUCHHCM BPCMCHH.

[00404] [o3upoBKa m yacTOTa MOTYT BAPHHPOBATHCS B 3aBUCHMOCTH OT NIEPHOAA MOy Ku3HH arcHta k CD47
win SIRPo y mamuenra. Crienua ucTy B JaHHOH 00JJACTH TCXHUKH JOJDKHO OBITh MOHATHO, YTO TAKUC
pexoMeHAanuH Oy Ay T CKOPPEKTHPOBAHBI C YUETOM MOJICKYJIPHOH MAcChI aKTHBHOTO arc¢HTA, T.. IpH
TMPUMCHCHHUH (DPAarMCHTOB AHTHTCIT, TIPH MPHMCHCHHH KOHBIOTATOB AHTUTECI, MPH MPUMCHCHHH PCAarCHTOB
SIRPo, py mpuMeHeHHH pacTBOpHMBIX entiaos CD47 u T. 1. JIo3upOBKa TakKe MOXKET OBITh H3MECHEHA TS
JOKAIBHOTO BBEACHHSL, T. €. HHTPAHA3aJIbHO, HHTASIUOHHO | T. [I., WM U1 CHCTEMHOTO BBEICHUSL, T. €.
BHYTPUMBIIICYHO (B/M), BHY TPHOPIOIIHHHO (B/0), BHYTPHUBCHHO (B/B), MOJKOXHO (TI/K) M T. II.

[00405] HauaneHas qo3a arcHTa, cBa3bBaromero CD47 wm SIRPo, BKTHOYAS ICPBHYHYIO 103y, HO HE
OTPAaHMIHUBASICH CEO, MOKET MPHBECTH K TEMATTIOTHHALIMA B TEUCHHE NTEPHOA BPEMCHH Cpa3y mocie HH(y3un.
He npuBsA3bIBA’ACH K TCOPHH, TOIATAIOT, YTO HAYATBHAS 103a MOIWBAJICHTHOTO arcHTa, cBs3sBatomero CD47
win SIRPo, MOKET BBI3BIBATH MCPCKPSCTHOC CBA3BIBAHIC YPUTPOLMTOB, CBA3AHHBIX C aTCHTOM. B HCKOTOPBIX
BApPHAHTAX OCYIICCTBICHI HACTOAINCTO H300PSTCHAA arcHT, csa3pBaronmii CD47 wm SIRPa, BBOZAT

TauCHTY B HAYaJIbHOH 03¢ Hu, H€065133TCJ'II>HO, B IMOCJICAYOIIHX O03aX B TCUCHHC NIEPHOAA BPECMCHH W/WHI B
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TaKOH KOHIICHTPAINH, KOTOPAs CHHYKACT BEPOSATHOCTh TEMATOJOTHICCKHX MHKPOOKPYKECHHH MPH BBHICOKOH
JOKAIPHOH KOHICHTPALMH SPUTPOIMTOB H arcHTA.

[00406] B HekoTOPBIX BApPHAHTAX OCYINECCTBICHHII HAYAJbHYIO 03y arcHra, cesaspipatomero CD47 nmm
SIRPa, BBOAAT B TCUCHUE MIEPHOA, COCTABIIAIOIICTO 10 MCHBIICH MEPE OKOJIO 2 YacOB, 0 MCHBIICH MEpe
0KO0JIO 2,5 yaca, o MEHBIIEH Mepe OKOJIO 3 4acoB, O MEHBIIEH Mepe 0KO0JIO 3,5 yaca, Mo MEHbIIECH Mepe OKOJI0
4 4acoB, Mo MEHBIICH Mepe 0KOJIO 4,5 yaca, o MEHbIIEH MEpPE OKOJIO 5 4acOB, MO MEHBIIEH MEPE OKOJIO

6 yacos WM 0oJee. B HEKOTOPHIX BAPHAHTAX OCYIICCTBICHUS HAYAIBHYO I03Y BBOIAT B TCUCHHE NIEPHOAA
BPEMEHH OT OKOJIO 2,5 yaca A0 OKOJIO 6 4acOB; HAPUMEDP, OT OKOJIO 3 4acOB A0 OKO0JIO 4 4acoB. B HEKOTOPBIX
TAKUX BAPUAHTaxX OCYINCCTBICHUA 103a arcHTa B HH(Y3aTe COCTABIAET OT 0K0JIO 0,05 MI/MII 10 0KOJI0

0,5 mr/mu;, Hanmpumep, 0T 0ko0J0 0,1 Mr/mi 10 okoa0 0,25 Mr/mr

[00407] B npyrux BapuaHTax OCYIICCTBJICHHA HAYAIbHYIO 03y arcHra, cesasbmaromero CD47 wmm SIRPa,
HaNpHUMEP NMPHMHUPYIOLIYIO 103y, BBOIAT HETIPEPHIBHO T. €. C IOMOIIBI0 OCMOTHYECKOTO HACOCA,
TPAHCACPMAIBHOTO IUIACTBIPS U T. [., IPHYEM J03Y BBOAAT B TCUCHHE IO MCHBIICH MEpe 0KOJIO 6 4acoB, MO
MEHBILICH Mepe O0K0J0 12 yacoB, 0 MEHBIICH MEPE 0KOJIO 24 4acoB, 0 MEHBIICH MEPE OKOJIO 2 AHCH, MO
MCHBIIECH Mepe 0Kk0J0 3 aHeH. MHOTHE Takue CUCTEMBI H3BECTHBI B JaHHOH oOmacTu Texuuku. Hampumep,
texHostorust DUROS obecneunBacT JBYXKAMEPHYIO CHCTEMY, OTJCICHHY0 opirHeM. OUH U3 OTCEKOB
COCTOHUT U3 OCMOTHUCCKOTO JBUTATEIA, CTICIHABHO pa3paboTaHHOTO ¢ H30bITKOM TBepaoro NaCl, Tak uro oH
OCTACTCs B TCUCHUE BCETO MEPHOA BBEACHUS H OOCCIICHHBACT NOCTOSTHHBIN OCMOTHYCCKUI IpagueHT. Takke
OH COCTOHT M3 IOy IPOHHIAEMOI MeMOPaHbI Ha OTHOM KOHIIE, Yepe3 KOTOPYIO BOJA BTATUBACTCS B
OCMOTHYCCKHI IBUTATEIb M YCTAHABIHBACT OOJIBINION M MOCTOSHHBIH OCMOTHUYCCKUI TPATUCHT MEKIY
TKAHEBOH BOOHM M OCMOTHUYCCKHM ABHTaTeeM. Jpyroif 0TCEK COCTOHT H3 pacTBOPA JICKAPCTBEHHOTO CPEACTBA
C OTBEPCTHEM, H3 KOTOPOTO JICKAPCTBEHHOE CPEICTBO BHICBOOOIKIACTCS 32 CUCT OCMOTHUYESCKOTO TPATUCHTA. JTO
TOMOTaeT 00CCIICYHTh MECTHYIO H CHCTCMHYIO TOCTABKY JICKAPCTBEHHBIX CPEACTB MPH HMILIAHTALUH Y
yenoBeka. [IpeAmoYTHTE I HBIM MECTOM HMILTAHTALHY SBJIACTCS MOAKOKHOE Pa3MEIICHUE HA BHYTPCHHEH
CTOpPOHE IICHA.

[00408] Tlocie BBCACHHSA MPUMHPYIOIICTO ATCHTA H B TCUCHHC TICPHOAA BPSMCHH, 3(P(PCKTUBHOTO 1T
VBEIHUCHHS MPOAY KIHH PETHKYJIOIUTOB, BBOIAT TEPANCBTHUCCKYO 103y areHTa K CD47 mmm SIRPo.
TepameBTHUESCKYO J03Y MOXKHO BBOJHTH HECKOJIBKHMH PA3IMYHBIMA CIToco0amMu. B HEKOTOPBIX BapHaHTax
OCYILCCTBICHHS BE HIH O0Jiee TepaneBTHICCKH 3(D(PEKTHBHBIX 103 BBOIAT ITOCIIC BBEACHHS paiMepa,
HAIIPUMEp, B PEXKUME €XKECHEICIFHOTO JO3UPOBAHN. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHUS TEPANICBTHICCKA
3¢ pexTuBHY 0 103y arcHTa k CD47 BBOAAT B BHIC ABYX WK O0JICC 03 BO3PACTAIONICH KOHICHTPAINH, B
JPYTHUX CIy4asx 036l SKBHBAICHTHBI. [10Ciie mpuMUpyOmIEH 10361 CHIDKACTCS TEMArTIFOTHHALSL

[00409] [lomomHHUTEIBHBIC ATCHTHI MOTYT MOBBICHTH 3((ekTHBHOCTH areHToB K CD47 i SIRPo. ArTHTEN0
k CD47 nm SIRPo MOXHO BBOIWTH B KOMOWHALMH HUTH TICPE/T TOTIOJHUTCIBHBIM arCHTOM.

[00410] KomOwunanms anturena k CD47 nwmm SIRPo. ¢ 1OTOTHATSTEHBIM aTCHTOM, OTIHCAHHBIM B HACTOSIIEM
JOKYMEHTE, BBOIUTCA ITANUCHTAM C IOATHIIAMH Oy XOJICH, KOTOPHIC PEarupyIOT HA 3TH BUBI TEPANTHH. JTH
OTYXO0JIH MOTYT XapaKTCPHU30BATHCA 00JICC BRICOKOH YaCTOTOH MyTalHH, YTO MPHBOIUT K OOIBIICMY
KOJIMYCCTBY OIyXOJIEBBIX AaHTHICHOB, CIIC0BATEIBHO, OHH SABJLIFOTCS 00Jice HMMYHOTCHHBIMH, KAK OIHCAHO B
HACTOAMIEM JOKyMEHTE. B HEKOTOPBIX BApHAHTAX OCYIICCTBICHHS MAIHCHTHI, TIOJIyYaBIIHEC KOMOMHUPOBAHHY O

TCPATHUIO, PCATUPYIOT HA JICUCHUC HMMYHHBIM aKTHBATOPOM HJTH I/IHI‘I/I6I/ITOp0M KOHTpOHBHOﬁ TOYKH; OJHAKO
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3TO MPESACTABIACT COOOH MOIMHOKESCTBO MPHOTH3UTEIBHO 25% MAMCHTOB B KOHKPSTHOM TOTCHITHATEHO
YYBCTBHTEIBHOM CYOTHIIC OITyX0JH. B HEKOTOPHIX BapHAHTAX OCYLICCTBICHHS HHANBUIYYMbBI MOTYT OBITH
YYBCTBHTCIBHBIMH HJIH PE3UCTCHTHBIMH K TEPAITHH MTPENAapaTaMHy IUIATHHBL.

[00411] B HekoTOPBIX BAPHAHTAX OCYINECTBICHHUS PACCMATPHBAEMBIC CIIOCOOBI BKIFOUAIOT CTA/HIO BBEICHUA
CcyOBEeKTY mpaiiMepa ¢ moceAyIoneH cTaquel BBEACHUS CYOBEKTY TepaneBTUUCCKH 3P PEeKTUBHOH J03bI
aaTurenaa k CD47 wm SIRPo 1 oMo THHTEIPHOTO ar¢HTa. B HEKOTOPHIX BAPHAHTAX OCYIICCTBIICHUS CTATHIO
BBCCHUS TepaneBTHICCKU d(P(PEKTUBHOHN O3Bl MPOBOIAT Yepe3 IO MCHBIICH Mepe 0KOJI0 3 THEH (HampuMmep,
uyepes Mo MEHBIICH Mepe OK0I0 4 AHEH, Yepes3 N0 MEHBIIECH MEPEe OKOMIO 5 AHEH, Yepe3 M0 MEHbIIEH MEPE 0KOJIO
6 AHEH, yepes M0 MEHBILICH Mepe OKOJI0 7 AHEH, Yepe3 MO MEHBIIEH Mepe OKOJIO 8 AHCH, Yepes3 MO0 MECHbIICH
Mepe OKOJI0 9 aHEH Wi Yepes M0 MECHbBIICH Mepe okoro 10 gHel) mocae Havaaa BBEACHHA mpaiivepa. 3ToT
MIEPHO BPEMEHH, HAIIPUMED, JOCTATOUYCH JJI1 00ECTICUCHHUS TOBBIICHHON MPOYKIUH PETHKYJIOLUTOB Y
HHIUBHIYYMA.

[00412] Bsenenue tepanepruuccku 3 dexruproi m03b1 anTHTENA K CD47 nmu SIRPo w/um
JOMOJTHUTEIBHOTO areHTa MOYKET OBITh JOCTHIHYTO PSIOM PA3IHYHBIX CIIOCOOOB. B HEKOTOPBIX Ciyyasx mocne
BBCJICHHUA IIpaiiMepa BBOIAT ABE WK OoJiee TepaneBTHICCKH (P (hekTUBHBIX 10351 [loaxoasmiee BBeICHUE
TepaneBTUUECKU >P(PEKTHBHOH A03BI MOXKET IPEyCMATPHBATh BBEACHHUE OJHOKPATHOH JO3bI HIIM MOYKET
IpeTyCMaTPHBATh BBEACHUE 403 CKCIHCBHO, Pa3 B MOJITOAA, CKCHEACTbHO, OMH Pa3 B IBE HEACH, OJUH Pa3 B
MECAII, €XKETOJHO U T. A. B HEKOTOPBIX CiTyyasdx TepaneBTHYCCKH Y(P(PEKTUBHYIO 103y BBOIAT B BHIC ABYX HIIH
00Jee 03 C HApACTAIICH KOHLICHTPAIHEH (T. €. BO3PACTAOINKX J03), MpUieM (i) BCS JO3BI SIBISTIOTCA
TCPATICBTHUCCKUMH I03aMH, I puyeM (ii) cyOTepaneBTiyeckas 103a (Wu ABe Wi O6oiee
CyOTCpaneBTHUCCKUX J03), H TCPANICBTHUCCKHE O3Bl JOCTHTAKOTCS 3a CYET YKA3aHHOTO MOBBIIICHH. B
Ka4yeCTBE OHOTO HE HMCIOMICTO OIPAHMYUTEIBHOTO XapaKkTepa MpHUMEpa ATl HIUTFOCTPALHH BO3PACTArOIICH
KOHLCHTPALHH (T. €. YBSIHYCHHS 03) TCPANCBTHUCCKH 3(PPESKTUBHAS 1032 MOKET BBOAUTHCS CIKCHEACITBHO,
HAYHHAA C CyOTCPaneBTHUYCCKOM O3B! (HATIPHUMED, T03bI McHES 10 MI/KT, HAmpHMEp, 1032 5 MI/KT, 4 MI/KT,

3 Mr/kr, 2 Mr/Kkr, 1 MI/kr), 1 KaXkaasd IOCICAYIOMAS 1033 MOXKET OBITh YBCIIHUCHA C KOHKPCTHBIM IATOM
TOBBINICHHS (Hanmpumep, 5 Mr/kr, 10 Mr/kr, 15 MI/KT) WM C IEPEMEHHBIM IATOM 10 JOCTH)KCHHS
TCPANCBTHYCCKOM J03HI (Hampumep, 15 mr/kr, 30 mr/kr, 45 mr/kr, 60 MI/KT), TPH 3TOM BBCICHHC MOKCT
MPEKPANIAThCS HITH MPOJOKATHCS C TIOMOIIBIO OTHOH HiIH 00JIee JOTOTHHTEIBHBIX TEPANICBTHYCCKUX 103
(HanmpuMep, HEMPEPBIBHBIX TCPANICBTHYCCKAX 103 HIIH JOTIOTHHTEIBHBIX Y BEIMUCHHBIX 03, HAIPAMED, 103

15 mr/kr, 30 mr/kr, 45 Mr/kr, 60 Mr/kr). B kauecTBe APYroro HE HMCHOIICTO OTPAHHYUTCIBHOTO XapaKTepa
MPUMEPA AL WLTIOCTPALUH BO3PACTAIOMICH KOHICHTPALHH (T. €. YBEIHUCHHA A03) TCPANCBTHUCCKH
3(peKTHBHAS 1032 MOKET BBOAUTHCS CKCHEACTBHO, HAYWHAS C OXHOH HiH 00Jice OTHOCHTEHLHO 00JIee HU3KHX
TEPaNIeBTHUCCKUX 03 (HanmpumMep, 10361 10 mr/kr, 15 mr/kr, 30 MI/KT), H Ka)KAas HOCIEeYFOIast 1032 MOKET
OBITH YBETHYCHA C KOHKPETHBIM IIArOM NOBBINICHHSA 10351 (Hampumep, 10 mr/kr, 15 mr/kr), nim ¢
TIEPEeMEHHBIMHY IIATAMHY TIOBBIIICHHS T03bI, 10 JOCTHKCHHUS OTHOCHTEIBHO 00JIEE BBICOKOH TePaneBTHICCKON
036 (Hampumep, 30 mr/kr, 45 mr/kr, 60 mr/kr, 100 MI/KT U T. [I.), PH 3TOM BBCACHHC MOYKCT MPCKPAIIATHCA
WA TPOIOIKAThCS (HAIPHMED, OTHA T 00JIee HEMPEPHIBHBIX TEPANICBTHYCCKUX 03 HIIM MOBBIIICHAC T03HI,
Hampumep, 10351 30 Mr/kr, 45 mr/xr, 60 mr/kr, 100 Mr/kr u T. A.). B pa3muyHBIX BAPHAHTAX OCY ICCTBICHUS
OTHOCHTENEHO 00JIce HU3KHE TEPaNeBTHYCCKUE O3Bl BBOAT YaIe (HampuMmep, ABe Wi Oolee 103 1o 15 Mr/kr,

BBOIUMBIX ¢skeHeAeabHO (Q1W), mim ape wimu 6oee 703 mo 30 MI/KT, BBOAMMBIX KakKaeie a8 Heaean (Q2W)),
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H OTHOCHTEIBHO 00JIce BEICOKHE TEPANICBTHUCCKHIE J03BI BBOAT peske (HAIpUMeEp, JBe WK OoJiee 103 1o

45 mr/kr BBOAAT Kaxkabie 3 Heaenu (Q3 W) wm nee wim 6onee 103 mo 60 MI/KT BBOZAT SKEMECIYHO HTH
kaxkapie 4 veaenu (Q4W)). B HCKOTOPHIX BApHAHTAX OCYIICCTBIICHHS BBCICHHC TCPAICBTHICCKH d(PPCKTHBHO
JI03bI MOSKET IPEACTABIHITH COOOH HEMPEPBIBHYIO HH(Y3HIO, a 1032 MOXKET OBITh H3MCHEHA (HAIIPUMED,
YBEIHUICHA) C TCUCHUEM BPEMEHH.

[00413] [o3upoBKa M 4aCTOTA MOTYT BApbUPOBATHCA B 3aBHCHMOCTH OT MEPUO/1A MOJTY BBIBEACHUS AHTHTEA K
CD47 wmu SIRPo n/umy JOMOTHATEIBHOTO areHTa y manueHTa. CrenuaiucTy B JaHHOH 00JaCTH TEXHUKH
JIOJDKHO OBITH MOHATHO, YTO TaKHE PEKOMEHAALMH Oy Iy T CKOPPEKTHPOBAHBI C YIETOM MOJICKY JIIPHOH MacChl
AKTHBHOTO arcHTa, T.€. MPH MPHMCHEHUH ()PATMEHTOB QHTUTE, IIPH MPUMCHEHUH KOHBIOTATOB AHTHTE, IIPH
npuMeHeHHU peareHToB SIRPo, npu npumeHeHHH pacTBOPHMBIX nentuaos CD47 u 1. 1. JIo3upoBKa Taxoke
MOKET OBITh H3MEHEHA JUIA JIOKAJIbHOTO BBEACHU, T. €. HHTPAHA3AIbHO, HHTABILIMOHHO U T. J., WM I
CHCTEMHOTO BBEICHUA, T. €. B/M, B/O, B/B, /K H T. 1.

[00414] B HekoTOPBIX BAPHAHTAX OCYILECCTBICHUS HACTOAIIETO H300peTeHus anTuTeno k CD47 nmt SIRPa
BBOJUIT MALIMCHTY B HA4YAJIbHOM 03¢ U, HCOOA3ATEIBHO, B MOCICAYIOMHUX 103aX B TCUCHUE NMEPUOAA BPEMCHHU
W/MIM B TAKOW KOHICHTPALUH, KOTOPAs CHIKACT BEPOATHOCTHh TEMATOJIOTHUCCKUX MHKPOOKPYKESHHH C
BBICOKOH JIOKAIbHOH KOHIICHTPALUEH SPUTPOLUTOB H ar€HTA.

[00415] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA HACTOAIIECTO H300PETCHUS HAYAIBHYIO 103y aHTHTEIA K
CD47 nmm SIRPo BBOAT B TEUCHHE MIEPHO/A, COCTABIISIOLICTO IO MCHBIICH MEPE OKOJIO 2 HACOB, M0 MCHBIICH
MEpe OKOJIO 2,5 4acoB, MO0 MEHBIICH MEpe OKOJIO 3 4acOB, IO MEHBIICH Mepe OKOJIO 3,5 4acoB, 0 MCHBIICH
MEpPe OKOJIO 4 HacoB, IO MEHBIICH Mepe 0K0JI0 4,5 4acoB, O MEHBIICH MEpe OKOJIO 5 4acoB, IO MEHBIICH Mepe
0K0J10 6 yacoB Wi Oosee. B HEKOTOPHIX BapHAHTaX OCYLICCTBIICHHS HAYAIbHY IO 103y BBOAAT B TCUCHHC
MEPHOJA BPEMEHH OT OKOJIO 2,5 yaca 10 0KOJIO 6 YacOB; HAPHMEP, OT OKOJIO 3 4acoB A0 OK0JO 4 yacos. B
HEKOTOPBIX TAKHX BAPHAHTAX OCYILCCTBJICHHS 103a ar¢HTa B HH(y3aTe cocTaBsieT ot okoo 0,05 mMr/mi a0

oxoio 0,5 mr/mur, HampuMep, 0T 0ko10 0,1 Mr/Mit 10 okoj0 0,25 Mr/mo

TeMaTOmOdTHYECKHE PACCTPOIICTBA

[00416] T'eMaTOMOATHUYCCKHC PACCTPOMCTBA BKITFOYAKOT B CCOS 3T0KAYCCTBCHHBIC 3200 ICBAHHS KPOBH,
TMPSAPAKOBBIC COCTOSHUSA KPOBH, HAPYIICHHUA CO CTOPOHBI KPOBH, AUCILIA3HIO KPOBH, THICPIPOTH()CPATUBHBIC
3a001eBaHMA KPOBH, TEMOOIACTO3, 3I0KAYCCTBEHHbIC 3a00JICBAHUS CHCTEMBI KPOBH, TEMATOJIOTHYCCKHAC
HAPYIICHHUA, TCHKO3BI, MPCSAICHKO3HI, OCTPBIH MUCTOUIHEIN Jeiiko3 (OMJ]), MHCIIO THCTITACTHICCKIC
cuaapomsr (M/JIC), knmoHaMBHEIH TeMom033 (CH), KIIOHATBHEIH TEMOTI033 ¢ HCOMPSACICHHBIM MTOTCHITHAJIOM
(CHIP), Bo3pacTHO# KIoHANBHBIH reMono33 (ARCH), naponaTHieCKue MHTONCHAH HCOMPSACICHHOTO
sHaucHuA (ICUS) u kmoHamsHBIC ITUTONICHHHN HeonpeaeacHHoro 3HaucHuA (CCUS). ['emaromosTHieckoe
PACCTPONCTBO MOIKST BKITFOUATH PaK KPOBH HITH MPSAPAK KPOBH, KOTOPBIH BKIFOUACT OJHY WM O0JICC MY TAIHA
p53. T'eMaTonosTHYECKOE PAacCTPOHCTBO MOSKET IPEICTABIATH COOOH pak KpoBH. I eMaTromosTHieckoe
PacCTpOHCTBO MOXKET MPEACTaBIATh co0oit OMJL. I'emaromosTHIeCKoe pacCTPOHCTBO MOKET MPEACTABIATD
coboit M/JIC.

[00417] TepMuHE «paky», «3TOKAYCCTBCHHOC HOBOOOPA30BAHIC)» H Oy XO0Jb)» MPHUMCHIIOTCH B HACTOAIICM
JOKYMEHTE B3aMMO3aMEHACMO A1 0003HAUCHHSA KIIETOK, KOTOPBIC MPOSBILIIOT AaBTOHOMHBIH, HEPETY JIHPYEMBbIH

POcCT, IPOABIAA aOCPPAHTHBIN (DCHOTHII POCTA, XaPaKTCPU3YIOIMHUICA 3SHAUUTCTBHOM MOTSPCH KOHTPOIA B
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OTHOLICHNY Npou(epamy KIeTok. KieTkn, mpeacTapisonmue HHTepec A1 0OHApY>KEHH, aHAIN3a HTH
JICUCHHA B HACTOAIICH 3a4BKE, BKIIFOYAOT MPSAPAKOBBIC (HAPUMEP, T0OPOKAUCCTBCHHBIC), 3TOKAYCCTBCHHBIC,
MPEMETACTaTHIECKUE, METACTATHICCKUE U HEMETACTATHYCCKUE KICTKHU. MI3BeCTHBI (JOPMBI paka MPaKTHYCCKH
Kaxnoi Tkanu. ®pasza «pakoBas Harpy3Kka» OTHOCHTCSA K KOJIHYECTBY PAKOBBIX KIIETOK HIJIH 00BEMY paka y
cyobekTa. COOTBETCTBECHHO, CHIPKCHHUE PAKOBOH HArPy3KH OTHOCHTCS K YMCHBIICHUIO KOTHYECTBA PAKOBBIX
KJICTOK WM 00beMa paka y cyobekTa. IcTonb3yeMblii B HACTOSAIIEM TOKYMEHTE TEPMHH «PaKOBas KICTKA»
OTHOCHTCS K JIFOOOH KJIETKE, KOTOPas MPEACTABIACT COO0H PakoBYIO KICTKY HJIM MOJTy4YCHA H3 PAKOBOH KIICTKH,
HanpuMep KJIOH pakoBoif kieTku. CrnenuanucTaM B JaHHOH 00J1aCTH TEXHUKH W3BECTHBI MHOTHE THIIBI PaKa,
BKJTFOUAsI COJTHTHBIC OITY XOJIH, TAKHE KaK KAPIMHOMBI, CAPKOMBI, TTTHOOIACTOMBI, MEJIAHOMBI, THM()OMBI,
MHEJIOMBI H T. ., U IHPKYIHPYOIIHE BUABI PAKa, TAKHE KAK JICHKO3BI.

[00418] K «maronorum» paka OTHOCATCS BCE SIBICHHSA, KOTOPBIC CTABAT MO YIPO3y CAMOUYBCTBHE MALUCHTA.
370 BKIIIOYACT, IOMHUMO IPOYETO, AaHOMAIBHBIH HIIH HEKOHTPOJIHPYEMBIH POCT KJICTOK, METaCTa3HPOBAHHUE,
HApYLICHHE HOPMAJIBHOTO (Y HKIIMOHHPOBAHMA COCEAHUX KICTOK, BHICBOOOKICHHE IUTOKHHOB HIH APYTHX
CCKPCTOPHBIX IPOYKTOB Ha AHOMAJBHBIX YPOBHAX, OAABICHUC HIIH 00OCTPEHHE BOCTIATHTCIBHOTO HITH
HMMYHOJIOTHYECKOTO OTBETA, HEOILIA3HIO, MPEAPAKOBOEC COCTOAHHE, 3I0KAYECTBCHHOE HOBOOOPA30BaHME,
HHBA3HUIO B OKPY’KAIOINHE HJIH OTJAJCHHBIC TKAHH HJIH OPTaHbL, TAKHE KaK JIMM(ATHUCCKUE Y3JIbI U T. 1.
[00419] Hcnoas3yeMble B HACTOSINEM JOKYMCHTEC TEPMHHBI «PCLUINB PAKa» H «PELHIUB Oy XOIH» U HX
IrpaMMaTHYICCKUC BAPHAHTHI OTHOCATCS K AaMbHEHIIEMY POCTY HEOIUIACTHUYCCKHUX HIIH PAKOBBIX KJICTOK MOCIE
JUAarHOCTUKU paka. B 4acTHOCTH, PEIHANBEI MOTYT BO3HHKATH IIPH BOSHUKHOBCHHHU JOMOJTHUTCIBHOTO POCTA
PAKOBBIX KJICTOK B PaKOBOM TKaHH. «PacIpoCTpaHECHHE OIy XOJIW» TakKe HMEET MECTO, KOTAa KJICTKH OITyXOJIH
JUCCEMHHHUPYIOT B MECTHBIC HJIH OTJAJICHHBIC TKAHH W OPTaHBI, CJICI0BATCIBHO, PACIPOCTPAHCHHE OIYXOJTH
BKJTFOUACT METACTA3bI Oy X0.1H. «OmyX0JIeBast HHBA3HD) MPOUCXOIHT, KOTAA POCT OMYXOJIH PaCHpOCTPAHSICTCA
JOKAJIBHO, HAPYIIas (B HKIHIO TIOPAKCHHBIX TKAHCH Iy TEM CKATHUA, Pa3pyIICHHS HIH MPSIOTBPALICHHS
HOPMAaJbHOH (PyHKIHH OpraHa.

[00420] Hcnons3yeMblii B HACTOALIEM JOKYMEHTE TEPMHH «METACTa3» OTHOCHTCS K POCTY PAaKOBOH OIyXO0JH
B OPTaHE WM YaCTH TEJa, KOTOPBIH HE CBA3aH HANPSAMYIO C OPraHOM HCXOJHOH pakoBoii omyxoun. [Tox
METacTa3aMH CIIeAyeT MIOHUMATh MHKPOMETACTa3bl, KOTOPbIC MPEACTABILIIOT COOOH MPHUCYTCTBHE
HEONPEIEICMOTO KOJIMUCCTBA PAKOBBIX KJICTOK B OPTaHE HIIH YAaCTH TEJa, KOTOPbIC HE CBI3AHBI
HCTIOCPCACTBCHHO C OPTaHOM HCXOJTHOH pakoBOit omyxom. MeTacTas TakKe MOKET OBITh OMPCACICH KAk
HECKOJIBKO CTaHi IMPOIECCa, TAKUX KAaK YXOX PAKOBBIX KJICTOK H3 NEPBOHAYAIBHOTO 0YAra OMyXOJIH ’
MUTpanug H/WIH HHBA3HA PAKOBBIX KJICTOK B APYTHC YACTH TCTIA.

[00421] B HEKOTOPBIX BAPHAHTAX OCYILECTBJICHHS NAMEHT HMEET HU3KYIO MyTAllHOHHY KO HArpy3Ky. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS IMAIICHT HMEET BHICOKYIO My TAIHOHHYIO HAarpy3Ky. Kak m3BecTHO B
JAHHOW 00JIACTH TEXHUKH, TUITHI PaKa MOTYT BAPHHPOBATHCS B CPEAHEH HIIM ONPEICICHHOW CTCIICHH MY TaIHH,
mpudIeM O0JICe BEICOKUC YPOBHH MYTAI[MH CBA3AHBI C MMOBBIIICHHONW YKCIPSCCHCH HCOAHTHTCHOB. CM.,
Hampumep, Vogelstein et al. (2013), seime. Hus3kas My TaHOHHAS HATPy3Ka MOYKET MPSACTABIATE COOO0I THIT
paka co cpeTHHM YHCIOM MYTAIHH HA Oy XO0JIb HJIH KOHKPETHBIM YHCIIOM /UL OTACTBHON OIMyXOJIH 0 OKOJIO
10, no oxomo 20, a0 oxoo 30, 70 oxoJio 40, 10 0k0J10 50 HECHHOHHMHYHBIX MyTaLUi HAa OMyX0JIb. Beicokas
MYTaOMOHHAA HATPY3Ka MOKCT MPESACTABIHITE CO00M THI paka ¢ 601ee yeM okoro 50, 6omee uem 0koIo 75,

60oee yem oxoio 100, 6oxee yem oxoo 125, 6oee yeM oxoo 150 HECHHOHUMHYHBIX My Tallil HA Oy XOJIb.

91



[00422] B HCKOTOPBIX BapHAHTAX PCATH3ALUH TEMATOMMO3THUYCCKOC PACCTPOICTBO MPESACTABILICT COOO0M
mueroaucactraeckuii cuHapoM (MJIC). B HEKOTOPHIX BapHAHTAX OCYIICCTBICHHAS TEMATOMOITHICCKOS
PAcCTPONCTBO MPESACTABICT COO0H OCTPBIi MECTOUAHBIH Jeiiko3 (OMJI). B HekoTOpPHIX BapHaHTaX
OCYIICCTBIICHHUS Pak MPeACTABIIACT co00i reMoOIacTo3 HTH pak KPOBH.

[00423] B HEKOTOPBIX BAPUAHTAX OCYILECCTBICHHA TEMATOMOITUIECKOE PACCTPOMCTBO CBA3AHO C
COMATHYCCKUMH MYTAlSIMU B ICMATOMO3THICCKHUX KIICTKAX cy61>eKTa. B HCKOTOPBIX BAPHUAHTAX
OCYIICCTBIICHHU S KIOHATbHBI reMo1033 (CH), KIOHATBHBIH TeMOT033 C HEOTPEACICHHBIM IIOTCHIHAIOM
(CHIP), Bo3pactHoO# koHAIBHBIH remMono33 (ARCH), nanonaTiieckue MUTONCHAH HEOMPEACICHHOTO
saHaucHuA (ICUS) u kiIoHaMBHBIC TUTONICHUH HeonpeaeaeHHoro 3HaueHus (CCUS) ¢ comatuueckumMu
MyTalusAMH B ICMOMIO3THYCCKHUX KJICTKAX cy61>eKTa. Takxue MYyTallUi BKIHOYAKOT, HO HC OTPAHUYIMBAKOTCS HMH,
myTaumu B DNMT3A, TET2, ASXL1, TP53, JAK2, SF3B1, GNB1, CBL, SRSF2, PPM1D, GNAS, BRCC3,
CREBBP, NRAS, RAD21, SETDB1m, U2AF1, SETD2 unu 00bI¢ HX COUCTAHHUA.

[00424] Tumraasle MyTaLHH, CBA3AHHBIC C MPeAICHKO3aMu 1 mporpeccupoBanueM OMIJL, kak mpaBHiIo,
omucansl B Desai P, et al, Nature Medicine, 24:1015-1023 (2018) u Jaiswal et al, NEJM 2014, 06a u3 KOTOPBIX
MOJHOCTBIO BKITIOUCHBI B HACTOSAMIMI JOKYMEHT MOCPESACTBOM CChUTKH. MyTanuu, CBsa3aHHbIC ¢ puckoM OMJT y
300POBBIX CYOBEKTOB, omucansl B Abelson S et al., Nature, 559:400—404 (2018), mOTHOCTHIO BKJIFOUCHHOI B
HACTOSIHN JOKYMEHT MOCPEACTBOM CCBHUIKH. MyTaluy, CBA3aHHBIC C KJIOHATBHBIM I'€MaTOIN0330M
HEOMPEICICHHOTO OTeHIMAa, omucanbl B Gibson et al., J. Clin. Oncol, 2017 May 10;35(14):1598-1605,
Jaiswal et al, NEJM 2014, u Steensam DP, Blood Adv. 2018 Nov 27;2(22):3404-3410, xaxxnast u3 KOTOPBIX
MOJTHOCTBIO BKITFOUCHA B HACTOSIIUIA TOKYMCHT MOCPEACTBOM CCHLTKH. MyTalliH, CBS3aHHBIC C BO3PACTHBIM
KJIOHATBHBIM TeMo10530M (ARCH), omucanst B8 Shlush LI, Blood (2018) 131 (5): 496-504, mOJHOCTBIO

BKJTFOUCHHOM B HACTOSIIIHN JOKYMEHT IIOCPEACTBOM CCHLIKH.

Mymayuu P53

[00425] TIpeamosKCHBI CIOCOOBI ICUCHUS TEMATOMOITHUCCKOTO PACCTPOHCTBA Y CYOBEKTA, MPHUCM CyOBCKT
HMEET N0 MEHBIIECH Mepe OHY MYTAIHIO P53, BKIIOYAOLIHE: (a) BBEACHUE BBIACICHHOTO AaHTHTENA, KOTOPOE
uHTHOHpYCT cBa3biBaHue MekTy CD47 u SIRPo, u (b) BBEACHHE CYOBEKTY THIIOMCTHIHPYIOIICTO arcHTA.
[00426] Taroke MpPeaTOKCSHBI CIOCOOBI JICUCHHII TEMATOMOATHUCCKOTO PACCTPOICTBA Y CYOBCKTA,
BKJTFOYAKOINHAC: (4) BBCACHHC BRIACICHHOTO AHTHTEIA, KOTOPOC HHTHOMPYET cBa3piBaHue Mexay CD47 u SIRPa;
u (b) BBCICHHE THIIOMETHIIHPYIOIIETO areHTa CyOBEKTY, IIPH 3TOM Y CYOBEKTA ONPEICIICHO HAJTHYHE 10
MEHbLICH Mepe OJHOH MyTauuu p53.

[00427] Tarxoke B JAHHOM JOKYMCHTC MPCAJIOKCHBI CIIOCOOBI ICUCHHS TEMATOTIO3THICCKOTO PACCTPOICTBA Y
CyOBEKTa, BKIIOYAOIINE: TOCCAYIOIEE MK IPEABAPSIONICE ONMPEICICHIE HATHMYHA 10 MECHBIICH MEPE OJHOH
MyTalmH p53; U MOCIEAYIOIIEE WIH NPEABAPSIONICE BBEACHHE CYOBEKTY (1) BRIICICHHOTO aHTUTENA, KOTOPOE
wHTHOHNpYCT cBa3siBanue Mexay CD47 u SIRPa, 1 (il) THIOMETHTHPYIOMICTO arcHTA.

[00428] Ten p53, Tarke U3BSCTHBIHN Kak omyxoeBbnii Ocmok 53 (TP53, uNIPROT P04637,

naeHTH (PHKanOHHBIH HOMep reHa B 6a3e marHbIX NCBI: 7157, NG 017013.2, n3odopma p53: NM_000546.6)
TpeICTaBIsIET cO00H OEIOK-CYIIPECCOP OIY XOJIH, KOTOPBIH HIPACT PEIIAIONIYIO POJIb B PETYILIMUH KICTOYHOTO
IOUKJIA | aONTO3¢ MOCIIC KICTOYHOTO cTpecca. OCHOBHAA poik pS3 HaXOAWTCA B ToUke peryann G1/S Bo
BpeMA ACIICHUA KICTOK. [ToCie KIeTOYHOTO cTpecca, KOTOPsIi mpuBoauT k nospexkacauio JJHK, oemok p53

AKTUBUPYETCA H HHUIUHUPYET TPAHCKPHIILUIO TCHOB, 1y BCTBHTCIBHBIX K p53. I'eH p53 MOKET aKTHBUPOBATH
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ociku penaparmn JJHK, octaHaBmHBATE POCT KIICTOK, YACPKUBAA KICTOYHBIN MK B Touke G1/S, 4To0H AaTh
ocmkam penmapanun JJHK Bpems i BoccTaHOBICHHASA 0001 moBpekacHHON JIHK, 1 HHHIIMHPOBATE amonTo3s,
ecym noppexaeHue JJHK HemompasumMo. 310 MO3BOIAET KIETKE MOAACPKUBATh TCHETHIECKYIO CTAOUIbHOCT.
I'en p53 mosker cozaaBarh 12 pasnmyHBIX H30()OPM C MOMOIIBI0 HECKOJIBKHX POMOTOPOB, aJTbTCPHATHBHOTO
Cpe3a U BHYTPCHHETO CalTa MOCAIKH PHOOCOMBI.

[00429] Ten p53 mpeacrapmieT coOOi HAMOOJICE YACTO MYTHPYIOLIHI TCH B PAKOBBIX 3a00ICBaHUAX
yenopeka. MyTanuu ¢ nmorepeil pyHkuum B pS3 MoryT npoucxoauts B JIHK-cBa3pIBarOmEM Aape U MPHBOIUTD
K HECTIOCOOHOCTH P53 CBA3BIBATH CBOH LicsieBble mocneaosareapbHocT JJHK m, TakuM 06pazoM, mpeaoTBpamars
TPAHCKPUIIIUIO STHX TCHOB. BOJIBIIMHCTBO PAKOBBIX MyTaLHUi PEACTABILIIOT cO00H MucceHc-myTarmu B JTHK-
cBsasbIBarOIEM saape. Kpome toro, myranun yceueHus N-koHIa 0 C-KOHIA TAKKe CBA3AaHBI C pakoM. M30(opmbl
u MyTamuu p53 omucansl B «p53 Isoforms and Their Implications in Cancer», Vieler M et al, Cancers (Basel).
2018 Sep; 10(9): 288, BKIIOUCHHOH B HACTOSIIHI JOKYMEHT IIOCPEACTBOM CChUIKH. MyTamuu B p53 y
marueHToB ¢ OMUJI ommncans! B « TP53 Mutations in Newly Diagnosed Acute Myeloid Leukemiay, Kadia TM et
al, Cancer. 2016 Nov 15;122(22):3484-3491, BKIFOUCHHOH B HACTOSINUI JOKYMEHT MOCPEACTBOM CCHLIKH.
Myraruu p53 MOTyT ObITH CTPYIITHPOBAHBI B PA3JIMUHbIC KJIACCH], TAKHE KAaK PaHHHH CTON-KOIO0H (yceueHue C-
KOHIIA), YCEUCHHUE ¢ Aeneueii N-KOHIEBOTO JOMCHA, MHCCEHC-MY TALIMH WJIH MYTAI[HH TOPSYHX TOUCK, KOTOPBIC
HApYIIArOT (pyHKIHMIO, HOHCCHC-MY Tall{H, My TallHH CO CIBHIOM PAaMKH, HHTPOHHBIC My TAallHH, MyTalluH B
cesasbiBaromeM qoMeHe JJHK (aMuHOKHCTOTHBIE OcTaTku 98-293) M MyTauuu B JOMEHE TETpaMEPH3aLul
(aMHHOKHCIIOTHBIE OCTaTKU 326-353).

[00430] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHUA MyTalHs P53 CONCPKUT OHY WM OoJiee
AMUHOKHCIOTHBIX MyTanuii. B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHUA MyTauus pS53 copepxur 2, 3, 4, 5,6, 7,
8, 9, 10 wm 6osiee aMHHOKHCIIOTHBIX My TalHil. B HEKOTOPBIX BAPHAHTAX PEATH3ALMH My TaIHs P33 COTCPKUT
oxHy Him 00Jiee HyKICOTHIHBIX MyTalni. B HEKOTOPBIX BapHAHTAX OCYINCCTBICHUS My Tal|s pS3 COACPIKUT 2,
3,4,5,6,7,8,9, 10 wm 6ojce HYKJICOTHAHBIX MY TAIHIA.

[00431] B HexoTOPBIX BAPHAHTAX OCYINECCTBICHH MyTalys P53 MpeaCTaBIsIeT COOOH My TaIHIO APTHHIHA B
JPYTYI0 AMHHOKHCIOTY. B HEKOTOPBIX BapHaHTaX OCYLICCTBICHHSA MyTAIlHA P53 MPEACTaBIICT COO0H My TALHIO
apPTUHHHA B TUCTHANH. B HEKOTOPBIX BapHAHTAX OCYLICCTBICHHA MyTallld P53 BKIFOYACT MyTALHIO B DK30HAX
4,5,6,7, 8 umu 10. B HEKOTOPBIX BAPHAHTAX PEATH3ALHH MyTalusg P53 COACPKUT MYTAIUIO B 3K30HE 4. B
HEKOTOPBIX BAPHAHTAX PEATU3ALMH MyTalHs P53 COACPKUT MyTAIHIO B DK30HE 5. B HEKOTOPBIX BAPHAHTAX
peanu3anuy MyTanus p53 COASPKUT MyTAIUIO B 9K30HE 6. B HEKOTOPBIX BAPHAHTAX PEATH3ALMH My TaluA p53
COJICPKHT MYTaLUIO B 9K30HE 7. B HEKOTOPBIX BAPHAHTAX PEATH3ALMH My TallHA P53 COACPKUT MyTAIHIO B
3K30HE 8. B HEKOTOPBIX BAPHAHTAX OCYIUECTBICHUA MyTalusA pS3 COACPIKUT MyTALUIO B 3K30HE 10.

[00432] B HEKOTOPBIX BAPHAHTAX PEATH3aLUN MyTanus p53 COACPKUT MyTALUIO B HHTPOHE 5, 6 nmn 9. B
HEKOTOPBIX BAPHAHTAX PEATU3ALMH MyTalHd P53 COACPKUT MyTAIHIO B HHTPOHE 5. B HEKOTOPBIX BAPHAHTAX
peanusanuy MyTanus p53 COASPKUT MyTAIIUIO B HHTPOHE 6. B HEKOTOPBIX BAPHAHTAX PEaTH3alUH My TalUA
P53 coAacpyKUT My TALHIO B HHTPOHE 9.

[00433] AMHHOKHCIOTHAA MOCICIOBATCIHHOCTE P53 auKoro Tuma mokaszaHa kak SEQ ID NO: 129,
IMocmea0BaTCTBPHOCTD TPAHCKPHITA HY KICHHOBOH KHCIOTHI H30(pOPMBI pS3 IUKOTO THIA MOKa3aHa kak SEQ ID
NO: 130 (NM_000546.6). B HCKOTOPBIX BApHAHTAX OCYIICCTBICHASA MyTalHA P53 BKIFOYACT MYTALHIO B

KoAOHE 248 p53. B HEKOTOPBIX BAPHAHTAX OCYILECCTBICHHIA My TalHA P53 BKIIFOYACT My TAILHIO HY KJICHHOBOH
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KHCJIOTBI, BKJIFOYAIOIY0 OJHY uian Oosiee u3 MyTarmn 559+1G>A, mytamuum 589T>C, mytammm 672+1G>T,
myTammu 673+1G>T, myrammu 659A>G, mytanuu 517G>A, mytamuu 658T>G, myraumu 405C>G, mytamun
298C>T, myrauun 993+1G>A, myrauun 736 A>C, mytamus 824G>A, myrauuu 584T>C, myraumu 710T>A n
myTarmu 1024delC umm moOyro ux koMOMHAIMIO. B HEKOTOPHIX BapHAHTAX OCYHICCTBICHHSI MyTaus pS3
coJepKuT MyTamio 559+1G>A. B HEKOTOPHIX BapHAHTAX OCYLICCTBICHHA MYTaIHA P53 COACPKUT MY TAIHIO
589 T>C B HeKOTOpBIX BAPHAHTAX OCYINECCTBICHHA MyTanus p53 coaepskut myTanuo 672+1G>T. B
HEKOTOPBIX BAPHAHTAX OCYLICCTBICHHA My TaIusa pS3 coxepxut MyTtaimio 673+1G>T. B HEKOTOPHIX BapHaHTax
OCYIIECTBICHUA MyTauus p53 comepxut MyTaruro 659A>G. B HEKOTOPBIX BapHAHTAX OCY IECCTBICHUA
MyTaims p53 coaepskut MyTamuio 517G>A. B HEKOTOPBIX BapHAHTAX OCYINECTBICHUS MyTaImsA pS3 CONCPIKUT
MyTaiuio 658T>G. B HEKOTOPBIX BapHAHTAX OCYHICCTBICHUA MyTalms pS3 coaepkut myTtanuio 405C>G. B
HEKOTOPBIX BAPHAHTAX OCYLICCTBICHUA MyTalus pS3 comepxut MyTtaimio 298C>T. B HEkOTOPBIX BApHAHTAX
OCYIIECTBICHUA MyTauus p53 comepxut MyTamio 993+1G>A. B HEKOTOPBIX BAPHAHTAX OCYILCCTBICHHA
MyTaums p53 coaepskut MyTanuro 736 A>C. B HEKOTOPBIX BapHAHTAX OCYMICCTBICHUSA MYy TaliA pS3 COACPKUT
MyTauuio 824G>A. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHUA MyTauusa p53 coaepkut mytauuto 584T>C. B
HEKOTOPBIX BAPHAHTAX OCYLICCTBICHHA MyTaluA pS3 coaepxut Myrauuio 710T>A. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBICHHA MyTauus p53 comepxut myTtarpro 1024delC.

[00434] B HexkoTOPBIX BAPHAHTAX PECATH3ALHU MyTalHA P53 COACPIKUT IO MECHBIICH Mepe ABC MyTallMH,
BKJIOYAA OHY mi Oosiee u3 MyTamu 673+1 G>T u mytamuu 659A>C; mytamuu 736A>C u MyTauuu
824G>A; myrtarmu 672+1G>T u myranun 584T>C; u mytanuu 710T>A u mytanuu 1024delC, nm mmo0oi ux
KOMOMHAITHH.

[00435] B HEkOTOPBIX BapUAHTAX OCYILECCTBICHHA MyTalHA P53 MpeACTaBIIET COO0H COMAaTHUSCKY IO
MyTaiuio. B HEKOTOPBIX BapHAHTAX OCYIICCTBIICHHUS MyTalus pS3 mpeacTaBIsieT COO0H TCHOMHYEO MY TaLHEO.
[00436] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA MyTalus P53 BKIIOYACT IO MEHBLICH Mepe OHY
AMHHOKHCJIOTHYI0 My TAaLlMIO, BKJTFOUAs OHY WiH Heckoabko u3 Tyr220Cys, Vall73Met, Tyr220Cys,
Tyr220Asp, Cys135Trp, GInl00Ter (tepmunanms), Met248Leu, Cys275Tyr, Ile195Thr, Met237Lys u
Arg342Glu fsTer3, nmm moOyro HX KOMOWHALIHIO.

[00437] B HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHUA MyTals P53 COACPIKHUT IO MEHBIICH Mepe OJHY U3
MHCCEHC-MyTalMi, MyTalui CO CABUTOM PAMKH, HOHCCHC-MYTALMH, JSTCIHOHHBIX My TallUil, HHTPOHHBIX
MyTaLUil WM YCEUCHHBIX MyTaluil. B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUA My TaluA p53 COACPIKUT
MHUCCEHC-MYTALMIO WIH YCEUCHHYIO MYy TallHI0. B HEKOTOPBIX BAPHAHTAX OCYILECTBICHUA My Tamus p53
COZICPKUT MUCCEHC-MYTalHIO. B HEKOTOPBIX BAPHAHTAX OCYILICCTBICHUA MyTallHA P53 COACPIKUT YCCUCHHY IO
MyTamuro. B HEKOTOPBIX BAPHAHTAX OCYIUECTBICHHUA MyTalUA P53 COACPIKUT YCEUCHHYIO My Taluto N-koHIa. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS MYTaIA P53 CONEP UT yceueHHY 0 MyTaimo C-koHna. B HeKoTOphIX
BAPUAHTAX OCYLICCTBIICHUS MyTaLUsA P53 COACPKUT MyTALMIO CO CABHIOM PAMKH. B HEKOTOPBIX BapHAHTax
OCYILECCTBJICHUA MyTalHs P53 COACPKUT HOHCEHC-MY TallHI0. B HEKOTOPBIX BApHAHTAX OCYIICCTBICHUS
MyTamus p53 cOACPKUT MyTALHIO B BHAC ACTCIUH. B HEKOTOPBIX BAPHAHTAX PealH3allHd MyTanus p53
COJICP’KAT HHTPOHHYIO MyTanuio. COTTacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBIICHHS MYy TaIus P53 comep uT
MyTamuio B cBsa3bBaromeM noMeHe JTHK. B HEKOTOPBIX BapHAHTAX pean3alii MyTanus p53 cOACPIKUT

MYyTalUIO B JOMCHC TCTPAMCPHU3allun.
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[00438] B oxHOM BapHaHTE pealM3alUH OMPEACICHHE HATMYUA M0 MEHBIICH Mepe OJHOH MyTanuu p53
prmroyaet anamm3 JHK, anamns PHK nimm anamms Oenka. B otHOM BapuaHTE OCYINECTBICHUS, CCIIH
MIPHUCYTCTBYET IO MEHBINEH Mepe 0HA MyTanus P53, cyOBEKTY BBOJAT AHTHTENO, KOTOPOE HHIHOUPYET
ceabBanne Mexkay CD47 u SIRPo, u a3auuTHanH.

[00439] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHA MyTalHIO P53 y cyOBEKTa ONPEACIHIOT TFOOBIM
TOIXOAAIIUM CIOCOOOM B OHOIOTHYCCKOM 00pas3Ie, B3ATOM Y CyOBekTa. Takue METOABI BKITFOYAKOT, TOMUMO
MPOUCTO, AHATH3 HA OCHOBE HYKJICOTHIOB, aHATN3 Ha 0CHOBE OcikoB, [P, cexseHupoBanune PHK,
cekseHupoBanue JJHK, cexsenuposanue JJHK caeayromero nokonaeHusI, CCKBCHHPOBAHKUE, MOJTHOIK30MHOE
CCKBCHUPOBAHHUE, (pryopecieHTHY0 rudpuau3auuto in situ (FISH), anamu3 muxpounnos AHK, anamis
mukpounnios PHK, Macc-cniekTpoMeTpHs, BECTEPH-OJIOTTHHT, HMMYHOOJOTTHHI HJIH TBEPAO(as3HBIH
ummyHO(pepMmeHTHBIH anamn3 (MDA). Takue cmocoObI XOPOIIO H3BECTHHI B JTAHHON 001aCTH TCXHUKH IS
OTIPEACICHUS TCHETHICCKUX HITH OCIKOBBIX MyTauui. bruonoruueckue 06pasusl BRIFOUAIOT, 0€3 OTPaHUYUCHUH,
KPOBb, NEpU(PEPHICCKYIO KPOBb, KOCTHBIH MO3T, OHOIICHIO OITy XOJIH, CBIBOPOTKY, CIIFOHY, KOKY, BOJIOCHI,
OYKKaIbHBIN MA30K WM OOy 0 HX KOMOHHALMIO. B HEKOTOPBIX acieKTax 00pa3Lbl AaHATH3HPYIOT HA AHETH
JUTSL PACTIPOCTPAHCHHBIX MPEIICHKO3HBIX, JAeiKko3HbIX, OMJI 1 MJIC myTanwuii.

[00440] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA CTATYC MyTalllH P53 y CYOBEKTA ONPEACIIACTCS WIH OBLI
OTIPEACICH C MOMOIIBIO TECHETHUCCKOTO TECTA HEMOCPEACTBEHHO Y MOTPeOHTEIA. TaKkue TeCThl KOMMEPUYECCKH
JOCTYIHBI OT HECKOJBKHX MOCTABIMKOB, BKIOYAs, TOMHMO mpouero, 23andMe, Ancestry.com, Futura
Genetics, MyDNA, Pathway Genomics, Progenity u Dante Labs.

[00441] B HEeKOTOPBIX BAPHAHTAX OCYIUECCTBICHUS CTATYC MyTaluu pS3 y CyOBEKTa ONPEACISACTCS WA OBLT
OTIPEICICH BPAYOM WJIM MOCTABIHKOM MEIUIMHCKHUX YCIYT, HA3HAYAFOIUM T'CHETHUCCKHIA TeCT. TaKkue TeCThI
MOTYT IPEOOCTABIATHCA HCCKOJBKUMH IMOCTABIMUKAMH, HAITPUMCP BHY TPCHHUMH YHHBCPCUTCTCKUMH
Tab0PATOPHSAMH, WM PA3THIHBIMA MPH3HAHHBIMY cepTH(HIpoBaHHEIMHA mocTasiukamMu CLIA, Bumouas,
moMuMo mpouero, Invivoscribe, Cancer Genetics, Foundation Medicine, Centogene u Quest Diagnostics.
[00442] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA CTATYC MyTallHH P53 Y CYOBEKTA ONPEACIACTCS HTH OBLT
OTIPECICH C MOMOIIBI0 KOMMEPUECKOH maHe I aHanm3a. CrieruanucTaM B JAHHOH 00J1aCTH TEXHUKHU JOCTYITHBI
HCCKOJIBKO KOMMEPUCCKHX MaHEJICH OT Pa3TAYHBIX MOCTABIIUKOB, BKIIXOYAsA, TOMHAMO IIPOYCTO, MAHCIb OJIA
cexeHupoBaHusA [1lumina TruSight, marens Foundation Medicine FoundationOne, manens CleanPlex TP53 ot

Paragon Genomics u koMmIiekcHyto cucteMy Accel-Amplicon. ITarens TP53 ot Swift BioSciences.

Cocrositnue 11 0T00p CYOLEKTOB

[00443] CyOnexT ¢ pakom, KOTOpoMy BBOIT areHT kK CD47 u a3auuTHINH, MOKET HMETh OTIPEICICHHBIH
craryc. CTaTyC MOYKHO HCHOJTB30BATh I 0TOOpa CyOBekTOB. CTaTyC MOYKET MOBBICHTH BEPOATHOCTH TOTO, UTO
JAHHBIH CYOBEKT MOIYUHT IT0JIB3Y OT JICUCHHS 0OOMMH ar¢HTaMH.

[00444] B HEekOTOPBIX BAPHAHTAX OCYINECCTBICHHUI CYOBCKT, KOTOPOMY BBOZAT areHT k CD47 u azanuruanH,
HMeEeT MyTanuro p53.

[00445] 'V cyOBekTa MOKET OBITH PCUHINB WIH PSPPAKTCPHOCTH MO MCHBIICH Mepe k 1, 2,3, 4,5, 6,7, 8,9,
10 mm 6onee yeM 10 mpeAMCCTBYIOIAM THHUAM MPOTHBOPAKOBOH TCPAITHH.

[00446] CyObekT MOKET OBITH HEBOCHPHIMYHB K a3anuTHANHY . CyOBEKT MOXKET OBITH YCTOHUHBBIM K

A3ALATHIHHY .
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[00447] Craryc pepakTEpHOCTH K A3aLUTHIHHY MOXKET 3aKJIFOUATHCA B OTCYTCTBHH OTBETA HITH
MIPOTPECCHPOBAHAH 3a00JICBAHIS BO BpeMsI JTF000H IPeabIIy EeH CXEMBI JICYCHHS, COACPIKAIIeH a3aluTHINH,
WA IPOTPECCHPOBAHNH 3a00JICBAHHS B TCUCHHE 6 MECSIIEB MOCIIE MOCICAHEH O3Bl A3alUTHIMHA.

[00448] Craryc pe)pakTEpHOCTH K A3aLUTHIHHY MOXKET 3aKJIFOUATHCA B OTCYTCTBHH OTBETA HIIH
MPOTPECCHPOBAHAH 3a00ICBAHMA BO BPEMA MOCICTHCH MPEABIAY IICH CXCMBI JICUCHUS, COACprKamei
A3aIUTHIUH, HIH IPOTPECCHPOBAHUH 3a00JICBAHNUS B TCUCHUE 6 MECALIEB NOCJIE MMOCTICTHEH 1036 a3aI[UTHIMHA.
[00449] B mexoTtopsix acnekrax cyorsekT mmeeT OMIT mm MJIC 1 panee monyymi o MEHbIICH Mepe aBa
CHCTEMHBIX Kypca jeucHuA. B HekoTopsix acnekrax cyosekT umeer OMJT mm MJIC u Hero BO3HUK PEIHINB
TIOCJIE CXEMBI, COJep KaIIeH a3alUTUANH, HIIH CYOBEKT HEBOCIIPUHMYHB K HEMY .

[00450] Ort6op u meueHue cyosekra ¢ MJIC arertoM k CD47 nma SIRPa, kak ONHCAaHO B HACTOSINEM
JIOKYMEHTE, MOKET OCHOBBIBATHCA HA CTPAaTH(HKAIMU pUCKa CyObekTa. LIUTOreHETHUECKHE aHOMATHU
HaOmomxaroTca 6osee ueM y 80% nmammenTos ¢ MJIC 1 BRIIIOYAIOT TPAHCIOKAIMH HITH AHCYILIOHIHIO (CM.
Greenberg ef al., Myelodysplastic Syndromes, Version 2.2017, NCCN Clinical Practice Guidelines in
Oncology. J Natl Compr Canc Netw. 15(1):60-87, 2017, koTopasi NOJHOCTHEO BKJIFOUCHA B HACTOSIIIHIA
JOKYMCHT TIOCPEICTBOM CCBUIKH). Me Iy HapoJHasi MPOTHOCTHUYECKas OabHas cuctema (IPSS) wmu
nepecmotperHas IPSS (R-IPSS) asarorcs Hanboiee pacpoCTpaHEHHBIMU CHCTeMaMu KiaccH pukarmu MJIC
(cm. Dotson and Lebowicz. Myelodysplastic Syndrome. In: StatPearls [Internet]. Treasure Island (FL):
StatPearls Publishing; 2020. Joctymso mo axpecy: www.ncbi.nlm.nih.gov/books/NBK534126/, xotopas
MOJTHOCTBIO BKIIFOUCHA B HACTOSIIUI JOKYMCHT IOCPEACTBOM CCBLIKH).

[00451] IPSS M0>KHO HCHOTB30BATh M1 Kiaccu(pukammu ypoBHs prucka MJIC cyObekTa JuTs JICUeHHs
arcHToM k CD47 mym areHrom k SIRPo, kak omrcano B janHOM m1okymeHTe. IPSS crpatuduimpyer puck nis
MAIMCHTA HA OCHOBE MPOLCHTHOTO COACP KaHMs OJJACTOB B KOCTHOM MO3T¢, KAPHOTHIIA W YHCIIA KICTOUHBIX
nuHUH ¢ nuToneHued. KapuoTun ¢ XopomuM MporHo30M MOKET BKIFOYATh HOPMAJIbHbIH KapHOTHIL, -Y,
aeaenuro 5q wm aeaeuuto 20q. KapHoTHI ¢ MI0OXHM MPOTHO30M MOYKET BKJTFOUATh B CCOS CIIOKHYEO
IUTOTCHCTHKY (HAmpuMEp, O0JIee TPEX AaHOMAITHIT) HITH AHOMAJTHH XPOMOCOMBI 7. BCe OCTaTbHBIC KAPHOTHITHI
MO>KHO OTHECTH K KaTCTOPHH MMPOMEKYTOUHOTO prcka. Ha OCHOBE 3THX pe3yIbTaTOB MOKHO PAaCCUHTATH 0T
JTIS ONPEACTCHHUS OLCHKH PUCKA — HU3KOTO, MPOMEXKY TOUHOTO- 1, MPOMEKYTOUHOTO-2 HIJIM BBICOKOTO pucka. B
HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA CYOBCKT Kaccupuumupyercs kak umeromuit MJIC Hu3koro pucka. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS CYOBEKT Kiaccupuumpyercs kak umerommii MJIC npomesxyTouroro-1
pucka. B HEKOTOPBIX BapHaHTaX peanu3auuy CyObekT Kiaccupuuupyercs kak nverormuit MJIC

TIPOMEXKY TOUHOTO-2 PHCKA. B HEKOTOPHIX BAPHAHTAX OCYINECTBICHHUS CYOBEKT KIACCHPHIMPYETCS KAK
mverormmit M/JIC BBICOKOTO pHCKA.

[00452] R-IPSS MOXHO HCTIONIB30BATh A Kaaccu(pukamn ypoBHA pucka MJIC cyOrsekTa 414 ICUcHUA
areHToM k CD47 mim arenrom k SIRPo, kak omvcano B anHOM mokymeHTe. bonee HoBas R-IPSS
cTpaTu(pUIHpPYET PUCK MANMEHTA HA OCHOBE IUTOICHETHKH, MPOLICHTHOTO COJICP)KaHM OJIACTOB H HMEET
OTICIBHBIC OAJITBI A1 A0COFOTHOTO KOTHYCCTBA HCHTPO(HIIOB, YPOBHA TEMOTIIOOMHA M KOJTHUICCTBA
TpomOormToB. R-IPSS M0OkHO HCTIOTBE30BaTh 1UIs pa3aeicHusI CyObCKTOB HA OTHY M3 ILITH KATCTOPHH: OUCHD
XOPOLIHH, XOPOIIHH, CpeTHUH, BEICOKHI H OUCHb BEICOKAHN PHCK. B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUA
CYOBCKT KIACCH(UIIUPYETCA KAk MMCIOIIUI OucHb Xopommii mporHo3 MJIC. B HCKOTOPBIX BapHAHTAX

OCYIICCTBIICHHUS CYOBCKT KIACCH(PUIMPYCTCA KaK HMCIoIuiil Xopommii mporao3 M/JIC. B HEKOTOPBIX BapHAHTAX
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OCYIICCTBIICHHS CYOBCKT KiIaccupuuupyeTcsa kak umeromuii M/IC mpoMe:KyTOYHOTO PHCKA. B HEKOTOPBIX
BAPHAHTAX OCYIICCTBICHIA CYOBEKT Knaccupuimpyercs kak nveronmit MJIC BBICOKOTO prcka. B HEKOTOPBIX
BapHAHTAaX OCYMIECTBICHHUS CyOBEKT Kiaccu(puuupyercs kak nveromuiit MJIC o4yeHb BEICOKOTO PHCKA.

[00453] B HexoTOpBIX acnekTax ypoBeHb dKkcnpeccuu CD47 B TkaHH THM(POMBI CYOBEKTa MOKET OBITH
OTPECTICH C MOMOMIBI0 aHAMM3a. Jkcupeccusa CD47 MOkKeT MPeaCTaBIATh COO0H SKCIPECCHIO OCIIKA C
TMOMOIIBI0 UMMYHOTHCTOXUMHUH, POTOYHOH muroMeTpun, Macc-uuromMetTpud (CyTOF) wmn SKCIpecCuro reHa ¢
MOMOIIBIO cekBeHUPOoBaHHA PHK, MHKpOUHIIOBOTO aHAMH3a HITH APYTOTO METOA MPO(HIHPOBAHUSA
JKCTIPECCUH TCHOB.

[00454] TIpumepsr anamu3os Ha CD47 prmouarot aHamm3el JJHK (BKIIOUAas CCKBEHHPOBAHUE BCETO TCHOMA
WJIH 3K30Ma), MEKPOMATPHULY, IMOTHMEpa3Hy o nenmHyto peakuuro (ITL{P), OT-IILIP, cay3epH-OI0THI, HO3CPH-
OJIOTHI, AHATTU3BI CBA3BIBAHUS C AHTHTEJIAMH, TBEpAO(pa3Hbic HMMYHO(pepMeHTHBIC aHam3b! (D A),
MPOTOYHYHO LIUTOMETPHIO, OCTKOBBIC AHAN3BI, BECTCPH-0JIOTHI, HC(PCTOMETPHIO, TYPOUIUMETPHIO,
Xpomartorpa(puro, Macc-CIeKTPOMETPHIO, HMMYHOJIOTHUCCKHE aHATH3bI, BKIIOYAs, B KAUECTBE MPUMEPA,
noMuMo npouero, PUA, nMMyHO(BI1yOpeCcieHIMIO, HMMY HOXEMITFOMHHEC LICHITHIO,
HMMYHO3JICKTPOXECMHTIOMUHECHCHITHIO WIIH COTIOCTABHMBIC HMMYHOAHATIH3bI U HMMYHOIIPCIMITHTALIHIO.
Wudopmarma u3 aHammsa MOXKET OBITh KOIHUESCTBEHHOH H OTIPABICHA B KOMITBIOTEPHYIO CHCTEMY II0
HacTosmeMy n300pereHuto. MH(popMami TaxKe MOKET ObITh KAUeCTBCHHOH, TaKOH KaKk HaOII0JaeMble
3aKOHOMEPHOCTH HJIH (DIIyOopecUeHIMs, KOTOPas MOXKET ObITh IEPeBECHA B KOJHYESCTBEHHYIO MEPY
MOJIB30BATEIICM HIH ABTOMATHUICCKH CUHTBHIBAFOIIIM YCTPOHCTBOM MM KOMITBIOTCPHOH cucTeMol. B oaHOM
BAPHAHTE OCYILCCTBICHHUS CYOBEKT TAKKE MOKET 3aTPY3UTh B KOMIBIOTCPHYIO CHCTEMY HH()OPMALHIO,
OTIMYHYO OT HH()OPMALUK aHATH3a, HATIPHMED, JAHHBIC O pace, POCTe, BeCe, BO3PAcTe, MOJIE, IIBETE I1a3, IBETE
BOJIOC, CEMEHHOM aHAMHE3€ U TO0YI0 APYTYIO HHPOPMAIHIO, KOTOPAsk MOKET OBITh MOJIC3HA TSI OJIb30BATEII,
HaNpuMep, KIMHAYCCKUiT (hakTop.

[00455] Amnamu3sl 0OHAPYIKCHEA OCITKA MPESACTABILIOT COO0H aHATH3bI, HCIOIb3YCMBIC IT OOHAPY KCHUA
YPOBHA 3KCIIPSCCHU TAHHOTO O¢Ka U3 00pas3a. AHATH3BI OOHAPYKCHHA OCIIKOB, KAK MPABHJIO, H3BCCTHHI B
JAHHOW 00JIaCTH TEXHUKH M MOTYT BKIIFOYATh MIMMYHOAHAITH3, AHAJIH3 CBA3BIBAHMS OCITKA, AaHATH3 HA OCHOBE
AQHTHTEN, AHAJN3 Ha OCHOBC AHTHICHCBS3BIBAIOIICTO OCIIKA, AaHAIM3 HAa OCHOBE OCIIKOB, TBSPAO(a3HbIH
nMMyHO(pepMeHTHBIH aHanmn3 (MDA), mpoTOUHBIH aHAIA3, MPOTOYHYIO IUTOMETPHIO, OCITKOBBIC MATPHIIBI,
OJIOTTHHT, BECTCPH-OJOTTHHT, HE(PETIOMETPHIO, TYPOHAUMETPHIO, XpOMaTOrpauro, Macc-CeKTPOMETPHIO,
(pepMCHTATUBHY IO aKTUBHOCTh M IMMYHOAHAIH3bI, BEIOpaHHbIC 13 PUA, nvmyHOpIyopeceHImy,
HMMYHOXCMHTFOMAHECIICHITHH, HMMY HOJICKTPOXEMHIIFOMHUHECIICHIMH, HMMY HOAJICKTPO(DOPETHKH,
KOHKYPCHTHOIO HMMY HOQHATU3a H UMMY HOTIPCIIHITUTALTAHA.

[00456] Amnamm3 Ha OCHOBC OCITKA, C TOMOINBIO AHTUTEIIA, OMMHCAHHOTO BBIMIC, KOTOPBIHA CTICHU(DHICCKA
CBSI3BIBACTCA C MOJUNCOTHAOM, KOJUPYEMbIM H3MCHCHHO N HY KICHHOBON KUCIOTOM, WM AHTUTEIOM, KOTOPBIT
crenu(puIeCKA CBA3BIBACTCA C MOJHIICNTHAOM, KOAUPYEMBIM HEH3MCHCHHOW HYKICHHOBOH KHCIIOTOMH, HIH
AQHTHTEIIOM, KOTOPBIH CHEIH(HUYCCKH CBSI3IBACTCS C KOHKPETHBIM BAPHAHTOM CIUIAHCHHTA, KOJUPYEMBIM
HYKJICHHOBOW KHCIIOTOH, MOXKET OBITh MPUMEHEH TS HACHTH()HKAIINA HATHYHS B TECTUPYEMOM oOpasie
KOHKPETHOTO BapHAHTA CIDIAHCHHTA HJIH NOJHICITHIA, KOJUPYEMOTO MOTHMOP(QHON HITH H3MCHCHHOH
HYKJICHHOBOW KHCJIOTOMH, HIH OTCYTCTBHSA B TCCTHPYCMOM 00pa3ie KOHKPETHOTO BAPHAHTA CILIANCHHTA HITH

TIOJUIIETITA/IA, KOJUPYEMOT0 HENOTHMOP(HOH HiTH HEH3MEHECHHOM Hy KJICHHOBOH KucnoToi. Hammme
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MIOJHUIICTITA 1A, KOJUPYEMOTO TOTHMOP(HON HITM H3MECHEHHOH HY KJICHHOBOH KHCIIOTOH, HUIH OTCYTCTBHE
MIOJMIICTITA 1A, KOJUPYEMOT0 HEMOIUMOP(HOH HTH HEH3MCHEHHON Hy KIICHHOBOH KHCJIOTOH, SIBISCTCS
JUAarHOCTHYECKHM IIPH3HAKOM IPEIPACITOIOKEHHOCTH K HIIEMUYECKOH O0JIE3HHU cepua.

[00457] B oaHOM acmekTe YpPOBEHb WM KOJIHYECTBO NOJHIENTHAA, KOAHPYEMOrO HYKICHHOBOH KHCIOTOH B
TECTUPYEMOM 00pasIie, CPABHUBAIOT C YPOBHEM HJIH KOJIMUYCCTBOM ITOJIHUIICITHAA, KOAHPYEMOTO HYKICHHOBOH
KHCIIOTOH B KOHTPOJIbHOM oOpasue. Eciu pa3HHIA yPOBHA HIH KOJIMYECTBA MOJUIICITHAA B TECTHPYEMOM
o0pasie, KOTOPBIH BhIIIC WM HIGKE YPOBHSA HITH KOJHYECTBA MOJHICITHIA B KOHTPOJILHOM 00pasLe, ABIACTCA
CTATUCTUUYECCKH 3HAYMMOI, 3TO CBHICTEIBCTBYET 00 H3MCHECHHHU SKCIPECCHH MOJTUIETITHIA, KOIUPYEMOTO
HYKJICHHOBOH KHCJIOTHI U SIBJIICTCA TUATHOCTHYCCKHM KPUTCPHEM. AJBTCPHATHBHO, KOMIIO3HIHS IOJIUIICITHA,
KOJUPYEMOTO HYKJICHHOBOH KHCJIOTOH B TECTUPYEMOM 00pa3Lie, CPABHUBACTCS C KOMITO3HIHCH ITOJIUIICNITHAA,
KOJUPYEMOTO HYKJICHHOBOH KHCIOTOH B KOHTPOJIBHOM 00pasLe (HapuMep, MPUCY TCTBHH PA3THIHBIX
BApPHAHTOB CIUIalicuHra). PazHuna KOMITO3UIMY MOTHIICNITHAA B TECTUPYEMOM 00pasIe MO0 CPABHCHUIO C
KOMIIO3HIMCH MOJUIICNTHAA B KOHTPOJIBHOM 00pa3Ie sABICTCA JUATHOCTHUECKUM KpuTepueM. B npyrom
aCIEKTE MOYKHO OLICHHTh KaK YPOBEHb HIIH KOJHYECTBO, TAK U KOMIO3HIMIO MOTHIECNTHAA B TECTHPY EMOM
o0pasie u B KOHTPOJIbHOM 0Opasrue. Pa3Huna B KoIHuecTBe HIIH YPOBHE MONTHIICNTHAA B TECTUPYEMOM 00pasLe
TI0 CPABHEHHIO C KOHTPOJIBbHBIM 00Pa3LOoM; Pa3HHLA B KOMIO3HIMH TECTHPYEMOTO 00pasLa Mo CPAaBHECHHUIO C
KOHTPOJIBHBIM 00Pa3LOM; HIIH KaK Pa3HULA B KOJIHYECTBE WIH YPOBHE, TaK H PA3HHIA B KOMIIO3HIIHH
VKa3bIBAIOT HA TO, CICAYET JIU JICUUTh CyOBEKTa IMOBBIIICHHBIM WM NOHIKCHHBIM YPOBHEM aHTHTE!I K CD47.
[00458] Kpome Toro, cienuaiucty OyAeT MOHATHO, YTO OIMCAHHBIC BBIIIE CIIOCOOBI TAKKE MOYKHO, TI0

CYILECTBY, IPUMEHATH A1 OOHAPYKCHHA MAPKEPOB, KOTOPhIC HE BKITIOYAOT HOJIUMOP(HU3M.

Qomnosanne

[00459] CrocoOBl, OMMHCAHHBIC B HACTOAINCM JOKYMCHTC, BKIFOUAOT BBCACHHC TCPATICBTHUCCKH
3((PEeKTUBHOI A03bI KOMIO3HIHH, HAIIPHMEP, TEPANCBTUUCCKH H(P(PEKTHBHOM JO3BI BHIICICHHOTO AHTHTEA K
CD47 nmu SIRPo ¥ THIIOMETHIHPYOIICTO arCHTA.

[00460] KoMmo3uimu BBOJAT MAHCHTY B KOJIHYCCTBE, JOCTATOYHOM I CYIICCTBCHHOH a0 KICTOK-
MHIICHEH, KaK OITHCAHO BbIe. KommiecTBo, IOCTaTOYHOE 4TSl AOCTIHKCHHS 3TOTO, OMPEACIICTCS KaK
«repaneBTHyecku dpPekTUBHAA 1032», KOTOPAT MOKET 00CCIICHHTH YIIy HIICHAHE OKazaTene oomei
BbDKHBAacMOCTH. OXHOKPATHOE MITH MHOTOKPATHOE BBCACHHUC KOMITO3HIUI MOYKET OCYIICCTBITHCS B
3aBHCHMOCTH OT JO3HPOBKH H YaCTOTHI, HEOOXOAMMBIX H IICPEHOCHMBIX ManmeHToM. KOHKpeTHas 1034,
TPUMEHACMAs I JICUEHH, OyICT 3aBUCETh OT COCTOSIHHS 3/I0POBbS H AHAMHE3a MJICKOITHTAIOIIETO, a TAKXKE OT
IpyTux (pakTOPOB, TAKHX KAaK BO3PACT, BEC, IO, CIIOCO0 BBEACHMS, KIMHAYECCKAS 3((PEKTHBHOCTD H T. 1.
[00461] Knuauuecku 3pPEeKTHBHBIC 036 KOMOWHHAPOBAHHEIX ATCHTOB IO HACTOAMICMY H300PCTCHHIO AT
JICUCHUS PaKa BAPBHPYIOTCS B 3aBHCHMOCTH OT MHOTHX PA3THYHBIX (DAKTOPOB, BKIIFOUASI CIIOCOO BBEICHMU,
YYaCTOK-MHIICHb, (PH3HOJOTHIESCKOE COCTOSIHHC MAIMCHTA, ABJIICTCS JIH MAIUCHT YEITOBCKOM HJIH KHBOTHBIM,
JpyTHE BBOAMMBIC JICKAPCTBA U SABJHICTCSA JIH JICUCHAE MTPO(PHUIAKTHUCCKIM HITH J1e4eOHbIM. OOBIMHO MAIHECHT
TIPEICTaBIIET COOOH YETOBEKA, HO TAKKE MOKHO JICUHTh H MIICKOITHTAIONINX, HE OTHOCAIIUXCS K UCIOBEKY,
HANPUMEP, KHBOTHBIX-KOMITAHBOHOB, TAKUX KaK COOAKM, KOIIKH, JTOIIATH, U T. JI. TaOOPaTOPHBIX
MJICKOTTHTAIONINE, TAKHE KAK KPOJIHMKH, MBIIICH, KPBIC, ¥ T. A. U T. I. J03BI JICYUCHHS MO>KHO THTPOBATH U

onTHMHU3AIIH 0C30MaCHOCTH U 3(P(PCKTHUBHOCTH.
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[00462] Tepanesruuecku 3pdekrusHast no3a anrutena k CD47 MOXKeT 3aBHCETH OT MPUMEHACMOTO
KOHKPCTHOTO arcHTa, HO OOBIYHO COCTABIIACT OKOJI0 10 MI/KT MaccHl Tena M 0oJiee (HampuMep, 0KOJI0

10 mr/kr mm 6ojee, 0koa0 15 mr/kr wiu 6ojiee, 0koto 20 Mr/Kr uiau 00Jee, OKOJI0 25 Mr/Kr i 6oiee, OKOJIO
30 mr/kr wim 60Jee, OKOJIO 35 Mr/Kr uian 0oJjee, okoio 40 Mr/Kr uinu 00Jee, HIIH 0KOJIO 45 MI/Kr Ml 00JIce,
HIH OKOJIO 50 MI/KT WM 00JICE, HIH OKOJIO 55 MI/KT 1iH 00Jee, HiId 0K0JI0 60 MI/KT HIH O0JICE, HIH OKOJIO 65
MI/KT HtH 60J1ee, uiH 0ko10 70 Mr/kr wim Oojee), uiam oT 0koj10 10 MI/KT, 0T 0K0JI0 15 MI/KT 10 OKOJIO

70 Mr/kr (HampuMep, 0T 0koJ10 10 MI/Kr 10 0K0I0 67,5 MI/KT, Hin OT oko10 10 Mr/kr, oT okoJ0 15 MI/KT 10
0K0J10 60 MT/KT).

[00463] B HexoTOpBIX BApHAHTAX OCYINECCTBICHHS TepaneBTHYCCKH d((PeKkTuBHAS 1032 aHTHTENA K CD47
cocrasyer 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, wiu 67,5 mr/kr. B HEKOTOPBIX BapHAHTAX
OCYIICCTBIICHHUS TepancBTHUCCKU 3P PexruBHas qo3a antutena k CD47 cocrasmaer ot 10 mo 60 mr/kr. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUA TepaneBTUUCCKH dQdekruBHast 103a anturena k CD47 cocrasiger ot
10 mo 67,5 Mr/kr. B paznu4HBIX BapHaHTaX OCyIlecTBICHUA areHT k CD47 BBOJAT B 103€ IO MEHBIICH Mepe
10-30, 20-30, 15-60, 30-60, 10, 15, 20, 30, 40, 45, 50, um 60 Mr Ha KT MacchI TeJa.

[00464] [o3a antutena k CD47 MokeT mpeacTaBsATh co00# (pHKCHpOBaHHYIO 103y. Hampumep,
(puKCHpoBaHHAA 1032 MOXKET OBITH 337aHA HE3aBUCHMO OT MAcChl KOHKPETHOTO CyOBeKkTa. B anbTepHaTHBHOM
BapHaHTE OCYIIECCTBICHHA (PHKCHPOBAHHAA 1032 MOYKET OBITh 3a1aHAa HA OCHOBAHUH MAcChl KOHKPETHOTO
CyOBEKTa, IIOTANAOMICTO B KOHKPETHBIH THana30H MacChl, HATIPHMED, IEPBbIi JHATIA30H MEHBIIEC WM PABHO
100 xr; wmu BTOpoii quana3oH 6oee 100 kr. DUKCHPOBAHHAS 1032 MOKET MPEACTABIATH COOO0I, HAMPUMED,
1000-5000, 2000—4000, 2000-3500, 2400-3500, 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900,
2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700,
3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000 MTr WM MPOMEIKYTOUHOC
KOJIHUCCTBO MT.

[00465] Tepanepruuecku 3(p(PEeKTHBHAA 1032 THIIOMCTHIHPYIOIICTO arCHTa MOYKET COCTABIATH OT 10 10

150 mr/kr. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS TCPANCBTHUCCKH d(PPESKTUBHAS 1032
TUIOMETUMPYIOLIETO areHTa cocrasisier 10-20, 20-30, 30—40, 40-50, 50-60, 60-70, 75, 70-80, 80-90, 90—
100, 100-110, 110-120, 120-130, 130-140 wim 140—150 mr/kr. B HCKOTOPBIX BAPHAHTAX OCYICCTBICHHU
TepancBTHYCCKH 3P(YCKTHBHAS 1032 THITOMCTHITHPYIOMICTO arcHTa COCTaBIIeT okoo 10, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140, wm 150 mr/kT.

[00466] Tepanesruuecku 3PPeKTHBHASL 1032 A3ALWUTHIMHA MOKET COCTABIATH OT 10 10 150 Mr/kr. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS TCPANCBTHYCCKH SPPEeKTUBHAS 1032 a3aUUTHIMHA cocTasiieT 10-20,
20-30, 3040, 40-50, 50-60, 60-70, 75, 70-80, 80-90, 90-100, 100-110, 110-120, 120-130, 130-140 wmm
140-150 mr/kr. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHUS TepaneBTHUCCKA 3((PeKkTHBHAS 103 a3a0UTHANHA
cocrasisier okono 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140,
nma 150 Mr/kr. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHHUS TepaneBTHyccku dphekTuBHAL 1032 A3aNUTHANHA
cocTapisieT 75 MI/KT. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS A3ALUTHIHH BBOJAT B 03¢ II0 MEHBIICH Mepe
75 Mr/m2.

[00467] [Ho3a, HeoOXoauMas I AOCTIKCHUA W/WITH TOAACPKAHISA OTPCICICHHOTO YPOBHS BBOIUMOM
KOMITO3HIMH B CHIBOPOTKE, MMPOIIOPIIHOHATIBHA KOJIHYECTBY BPEMEHH MEX/Y A03aMH H 00PaTHO

TPOMOPHHOHATIBHA KOJIMYCCTBY BBCACHHBIX O03. Taxum 06p330M, 0 MCPE YBCIIHICHHA TaCTOThI A03HPOBAHUA
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HeoOXoamMas 103a yMeHbmaercsa. CriennanvicT B JAaHHOH 00JaCTH TEXHHUKH JIETKO TOHMET B OCYIICCTBHT
ONTHMU3AIMIO CTPATETHil J03UPOBAHKA. [IpHMEPHBIN PesKUM JICUCHUS MIPEIy CMATPUBACT BBEACHHUE OJUH Pa3
KQKIbIC JBEC HEACIH, WU OJAWH pa3 B MECHII, HJIM OJUH Pa3 KaKasle 3—6 MecsLeB. TepaneBTHICCKUE CPEACTBA
TI0 HACTOSIIEMY H300PETCHUIO OOBIMHO BBOIAT MHOTOKPATHO. MIHTEpBAIBI MKy OJHOKPATHBIMH 103aMHU
MOTYT COCTABIIATh HEACIFO, MECSI] WM To7. MIHTEpBaIBI TaKKe MOTYT OBITh HEPETY JIPHBIMH, HA UTO YKA3BIBACT
HU3MCPCHHUC YPOBHA TCPANICBTHUCCKOIO CPEACTBA B KPOBH MALTUCHTA. AJ'[bTepHaTI/IBHO, TCPANCBTHICCKUEC
CPEICTBA MO HACTOSINEMY H300PETCHHIO MOKHO BBOJUTH B BHAC KOMIIO3HIUH C 3aMCIJICHHBIM
BBICBOOOXKICHHUEM, U B 3TOM CIIy4ac YacTOTa BBEACHUS COKpamaeTcs. JI03upoBKa U 4acTOTa BAPbUPYIOTCS B
3aBUCHMOCTH OT ICPHOAA MOJTYKU3HH NOJTUNICITHAA Y MAITUCHTA. B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA
HHTEPBAI MEIKAY KOKIOH OMHOKPATHOH J030H COCTABIACT HEACTIO. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUA
HHTEPBAI MEIKAY KOKIOH OJHOKPATHOH N030H COCTABIACT ABE HEACIH. B HEKOTOPBIX BAPHAHTAX
OCYILECCTBJICHUA HHTEPBAI MEKAY KAKI0H OAHOKPATHOM AO30M COCTABICT TPH HEACTH. B HEKOTOPBIX
BapPHAHTAX OCYIICCTBICHUS HHTEPBAJT MEKIY KaXKIOH OMHOKPATHON 030H COCTABIIICT YeThIpEe Heaem. B
HCKOTOPBIX BAPHAHTAX OCYIICCTBICHUA HHTCPBAT MEXKIY KaKI0# 0XHOKpaTHOH 10301 anTutena k CD47
COCTABJIICT HEACTIO. B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHU HHTCPBAI MEKIY KaKIOH OTHOKPAaTHOH J030H
anturena k CD47 cocrasiger n1se HeAeau. B HEKOTOPHIX BApHAHTAX OCYMICCTBICHHSA HHTEPBAJ MEKAY KasKIOH
OXHOKpaTHO# 10301 anTUTeNna k CD47 cocTaBimsieT TpH HEACTH. B HEKOTOPBIX BAPHAHTAX OCY ICCTBICHHS
HHTEPBAJT MKy KOKIOH OXHOKPATHOH 10301 aHTHTEna K CD47 cocTaBsieT YeThIpe HeAeaH. B HEKOTOPhIX
BapHaHTaX OCYINECCTBICHUA HHTEPBAT MEXXAY Kaka0i omHOKpaTHOH n030# HuSF9-G4 cocrasmser Henemo. B
HEKOTOPBIX BAPHAHTAX OCYINECTBICHUA HHTEPBATI MEXKIY K0l oqHoKkpaTHOH no30if HuSF9-G4 cocrapmser
JBE HeJeau. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUA HHTEPBATI MEXXAY KaXknoil omHOKpaTHOH no3oi HuSF9-
G4 cocraBmeT Tpu Heled. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS HHTCPBAI MEXIY KaKI0H OTHOKPATHOMH
nmo30# HuSF9-G4 coctasiser YeTsIpe HEACIH.

[00468] «IloameprkuBaromas 103a» MPSACTABIACT COO0H TepaneBTHUCCKH d(PPekTHBHYO 103y. Hampumep, B
SKCTIIEPUMEHTAX 110 OTIPEACICHUIO TCPANICBTHYCCKH 3(P(PEKTHBHON 10361 Pa3HBIM CYOBEKTaM MO>KHO BBOJUTD
HECKOJIBKO PA3IHYHBIX ITOJICPKAUBAIOMHX 103. TakuM 06pa30M, HEKOTOPbIC U3 MOAACPKUBAIOIIIX 103 MOTYT
OBITH TepaneBTHUCCKH 3(P(PSKTHBHBIME J03AMH, A IPYTHE MOTYT OBITh CyOTCpAaNleBTHUCCKUMU JO3AMH.

[00469] B mpopuIaKTHYCCKUX IEIAX MOYKHO BBOJHTH OTHOCHTCIIHEHO HAU3KHC TO3BI C OTHOCHTCIHHO PCAKHMHA
HHTCPBAJIAMHU B TCUCHUC JITATCIIBHOTO MCPHOJA BPCMCHH. HGKOTOPBIC MAOUCHTHI MPOAOJDKAKOT MOy IaTh
JICUCHHUC OO0 KOHIA >KH3HH. B APYTUX TCPANCBTHUCCKUX MPUMCHCHUAX HHOTAA MPUMCHAKOT OTHOCHTCIIBHO
BBICOKHE JTO3bI C OTHOCHTEJILHO KOPOTKHMH HHTEPBAJIAMH 10 TEX TOP, MOKA MPOTPECCHPOBAHUE 3a00JICBAHNUS HE
YMCHBIIUTCS HJIH HC MPCKPATUTCA, U NPCANMOUTHTCIIPHO 0 TCX IMOP, MOKA Y MAITHCHTA HC MPOABUTCA YaCTHIHOC
HITH TTOJTHOE YJIYYINCHHE CHMITTOMOB 3a00neBanus. [locne 3TOro maTeHTy MOXKET OBITh HA3HAYUCH

PO PUIAKTHUCCKHN PSIKAM.

[00470] B mpyrux BapmaHTax OCYIIECCTBICHHSA CIIOCOOBI IO HACTOAMIEMY H300PETEHHIO BKITIOYAIOT JICUCHHE,
YMCHBIICHHE HJIH MPEIOTBPALICHIE POCTA OIY XOJIH, METACTA3HPOBAHHUS OITy XOJIM HIIH OIMyXOJICBOH HHBA3HH
paka, BKJIFO4as KapIHHOMY, TEMATOJOTHUCCKUH PaK, MEIAHOMY, CAPKOMY, TJIHOMY H T. 1. Jlns
mPOo(PUIAKTHICCKOTO MPHMCHCHHA (DApMANCBTHYCCKIC KOMIIO3H UK HTH JICKAPCTBCHHBIC CPEICTBA BBOIAT
MIALMEHTY C MPEAPACTIONOKEHHOCTHIO K 3a00ICBAHHIO HITH HHBIM 00Pa30M MOIBEPKEHHOMY PHCKY

3360J’ICBaHI/I}I, B KOJIMICCTBC, AOCTATOTHOM I YCTPAHCHHUA WIIH CHIDKCHHUA PUCKA, YMCHBIICHUA THKCCTH HITH
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OTCPOYKH HA4Yana 3a00JCBaHM, BKITIOYASI OHOXHMHIUYCCKHE, THCTOJOTHYCCKHIE H/HIIH IIOBEICHICCKHE CHMITTOMBI
3a00IeBaHUSA, €TO OCTIOKHCHHUS B MPOME;KY TOUHBIC ITATOJOTHYECKUE (DeHOTHITBI, PO SIBILFOIUECS B POLIECCE
pasBuTHUs 3200ICBAHHL.

[00471] ToXCHYHOCTH OIMMCAHHBIX B HACTOSIIECM JOKYMECHTC KOMOMHHPOBAHHBIX arCHTOB MOXKET OBITH
OTIpeIcTICHA CTAHAAPTHRIMU (DapMaIeBTHUCCKUMH MPOLEAYPAMH B KyJIbTYPaxX KICTOK HIIH SKCIEPHMECHTATbHbBIX
JKABOTHBIX, HAMPUMEP, MyTeM ompeacyicHua LD so (mo3a, netampras aima 50% momywanun) umm LD oo (7034,
nerampHasd 111 100% momyssiiuy). COOTHOIIEHHE JO3BI MEXKIY TOKCHYCCKUM U TEpaneBTHUECKHM 3(dekToMm
MPEICTaBIIET COOOH TepaneBTHYCCKUH HHACKC. JJaHHBIC, OIYUCHHBIC H3 3THX aHAMH30B KJICTOUHOH KYJIbTYPbI
H HCCJICIOBAHUH HA ’KUBOTHBIX, MOKHO IPUMCHATH JUI1 COCTABJICHUS THANIA30HA JO3HPOBOK, KOTOPBIH HE
SIBIISIETCS. TOKCHYHBIM U1 IPUMEHEHHS Y YeI0oBeKa. JJ03upoBKa OCIIKOB, ONMMCAHHBIX B HACTOSINEM JOKYMCHTE,
MIPEANIOYTUTEIBLHO HAXOAUTCS B AUAIIA30HE LUPKY THPYOIHX KOHICHTPALHU, KOTOPHIC BKIIOYAIOT
3(PEKTUBHYIO JO3Y C MaJOi TOKCHYHOCTBIO HJIM 6€3 TOKCHYHOCTH. Jl03a MOKET BapbHPOBAThCA B IPEACIaxX
3TOTO AMATA30HA B 3aBHCUMOCTH OT IPUMEHACMOMN JICKAPCTBEHHOH (DOPMBI M IPHMEHIEMOTO ITyTH BBEACHUS.
Toumnsi cocTas, coco0 BBEACHHA H JO3HPOBKA MOTYT ObITh BBHIOPAHBI BPAYOM B 3aBHCHMOCTH OT COCTOSHMA

IMAamuCHTA.

IIpaiiMepHbIe ATEHTHI U NPUMIPYVIONIA 1032
[00472] B HEKOTOPBIX BApHAHTAX OCYIIECCTBICHUA CIIOCOO0OB, ONMMUCAHHBIX B HACTOAIIEM JOKYMEHTE, IMpaiMep

BBOJAT Iepe]] BBEACHUEM CyOBEKTY TepaneBTuUecKy dpdexTuBHOH 10361 anTHTeNa K CD47. IToaxoasmue
npaiMepHbIC aT€HTHI BKIFOYANOT (pepMeHTUMY HpYomuii areHT (ESA) 1/uiu npuMHPYIONIYIO JO3y aHTHTENIA K
CD47. Tlocne BBeAeHHS TpaiiMepa i 0OCCICUCHUS IEPHOAA BPEMEHH, H(P(PEKTUBHOTO AJ151 MOBBIIICHUS
TMPOXYKIUH PETUKY JOLMTOB, BBOMIT TCPANICBTHYCCKYIO 03y aHTHTENa k CD47. BeeacHue MokeT ObITh
BBIIOJTHEHO B COOTBETCTBHH CO CIIOCOOAMH, OIMMCAHHBIMH B KOHHUCCKO# 3asBke Ha marcHT CIITA Ne9.,623,079,
B HACTOSIIECM JOKYMCHTE CHCIHATPHO BKIIFOUCHHOH B HACTOSIIMIA JOKYMCHT Iy TEM CCBHUTKH.

[00473] B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS BBCICHHC KOMOWHALMH ar¢HTOB MO H300PETCHHIO
KOMOWHHPYIOT € 3 (PeKTUBHOH 70301 arcHTa, KOTOPBIH YBEIHMIHBACT TEMOOKPHT MALIWCHTA, HAMPUMEP, arCHTHI,
cruMympyromue Sputpono>TuH (ESA). Takue areHTHI H3BECTHBI H HCTIOJIB3YIOTCS B TAHHOH 001acTHy,
BKJIFOUASA, HapuMep, Aranesp® (mapdsmoatuH anbda), Epogen®NF/Procrit®NF (3mostaH anbda), Omontys®
(merunecaruz), Procrit® u T. 1.

[00474] TepmuH «IPUMHPYIOMAA A03a», KOTOPBIH IPHMEHACTCA B HACTOAIIECM JOKYMEHTE, OTHOCHTCA K 03¢
anTuteaa k CD47, koTopas mpuMApPYET CYOBECKTA 11 BBCACHUS TCPANCBTHUCCKH 3 (D(CKTHBHON JO3BI aHTHTCIA
k CD47, Tak uto TepanesTHyecKy 3(hpEeKTHBHASL 1032 HE MPHBOIHUT K CEPHE3HON MOTEPE SPUTPOLIUTOB
(CHIKCHHOMY TEMATOKPHUTY HJIH CHH)KCHHOMY TeMOTIoOnHY). KOHKpeTHAs moaxoamas MpuMHpPYIOmAs 103a
antuTena k CD47 MoXeT BapbHPOBATHCS B 3aBHCHMOCTH OT MPHPO/IBI IPHMEHIEMOTO ar¢HTa 0 MHOXKECTBA
crnerupuIecKuX 1 CyOBeKTa (PakTOPOB (HAmpUMEp, BO3PAcTa, Beca U T. 1.). [IpuMephI Mo IX0AAIIHX
MPUMHPYIOIAX 103 aHTHTena K CD47 BKIFO4aroT OoT 0KoJ0 0,5 MI/kr 10 0010 5 MI/KT, OT 0K0JIo 0,5 MI/KT 10
0K0JI0 4 MI/KT, OT 0K0J10 0,5 MI/KT IO OKOJIO 3 MI/KT, OT OKOJIO 1 MI/KT 10 OKOJO 5 MI/KT, OT OKOJIO 1 MI/KT A0
OKOJIO 4 MI/KT, OT OKOJIO 1 MI/KT 4O OKOJIO 3 MI/KT, OT OKOJO 1 MI/KT, OKOJIO 2 MI/KT, OKOJO 3 MI/KT, OKOJIO

4 Mr/KT, 0K0J10 5 MI/KT. B HCKOTOPHIX BAPHAHTAX OCYIICCTBIICHUS MPAMHAPYIOIAS 103 MPCAMOYTHTCIHHO

cocTaBiIeT 1 MI/KT.
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[00475] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHUS CIIOCOOOB, ONMCAHHBIX B HACTOAIIEM JOKYMEHTE, AaHTHTEIIO
k CD47 BBOIAT CYOBEKTY B KaUeCTBE NPHMUPYIOIICH J03BI B JHAMa30HE 0T 0Kouo 0,5 Mr 10 okoumo 10 mr,
HampuMep, oT 0koJo 0,5 10 OKOJI0 5 MI/KT aHTHTEIIA, HC0OA3aTCIIBHO, 4 MTI/KT, 3 MI/KT, 2 MI/KT wid 1 Mr/kr
aHTHTena. B HEKOTOPHIX BapHaHTax ocymecTBIcHuUA aHTUTENN0 K CD47 BBOIAT CyOBEKTY B BHIE
TEPANCBTHYCCKOM JO3HI B AMANA30HE 0T 0Kk0Ji0 20 10 0K0I0 67,5 MI/KT aHTHTE 1A, HEO0A3aTeabHO, 0T 15 10

60 MI/KT aHTHTENA, Heo0A3aTeIbHO, 0T 30 70 60 MI/KT aHTUTENA, HeoO3aTeabHO, 15 Mr/kr anTtuTena, 20 Mr/kr
aatuTena, 30 Mr/kr antutena, 45 Mr/kr antutenaa, 60 MI/Kr aHTHTE A HIH 67,5 MI/KT aHTHUTETA.

[00476] TIpummpyromas qo3a anTuTenRa K CD47 MOKET mpeaCTaBATh COO00H (PUKCHPOBAHHYIO
MPUMHPYIOIIYI0 703y. HanmpuMep, (pHKCHpOBaHHAS NPUMUPYIOINAS 7032 MOKET OBITh 33/JaHa HE3aBHCHMO OT
MACCHI KOHKPETHOTO CYOBEKTa. B aMbTepHATHBHOM BapHAHTE OCYIICCTBIICHHUS (PHKCHPOBAHHAA MPUMHUPYIOIIAL
JI03a MOXKET OBITh 331aHa HA OCHOBAHHH MACChl KOHKPETHOTO CyOBEKTa, MOTIAIAIOINETO B KOHKPETHBIH
JUana30H Macchl, HAMPUMEP, NIEPBBIN JUANA30H MEHBIIE WM papHbI 100 Kr; win BTOpoi nuanazoH 6oee

100 kr. ®ukcHpoBaHHAA J03a MOXKET NMPEACTABIATE cOO0M, Hanpumep, 10-200, 50a-100, 80-800, 80—400, 80—
200, 70-90, 75-85, 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200,
240, 300, 320, 400, 500, 600, 700 or 800 MT WM MPOMEKYTOUHOE KOJIHICCTBO MT.

[00477] B HekOTOPBIX BAPHAHTAX OCYIUCCTBICHUS MpaiiMep BBOAAT MEPE BBEACHUEM CYOBEKTY
TepaneBTHUecKy dPQexTuBHOM 1036 aHTHTENA K CD47. TToaxoasamme nmpaiiMepHbIe ar€HThI BKIFOUAIOT
(epmenTuMyupyromuii arent (ESA) w/mm npumupyromyro go3y anrurena k CD47. ITocne BBeaeHUA
mpaiiMepa 1 o0ecTieue Hus IepHoaa BpeMeHH, 3(P(PESKTHBHOTO TS MOBBIIICHHUS POIYKIIHH PETHKYJIOLHTOB,
BBO/UIT TCPANICBTHICCKYIO J03y aHTHTeIa kK CD47. TepaneBTHUECKYIO 103y MOKHO BBOJAUTH HECKOJIBKUMHU
pa3nuuHBIME crioco0amu. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHS ABE HIH 00JICe TCPAICBTHYCCKA
3((pEKTHBHBIX T03bI BBOIT MOCTIC BBCACHHS MpaiiMepa. B HEKOTOPBIX BApHAHTAX OCYIICCTBICHHS
TepaneBTHUccKu P PekTruBHYIO 703y anTuTena K CD47 BBOIT B BHIC ABYX HIH O0JICe 103 BO3PACTAOIICH
KOHICHTPANWH, B APYTUX CIYYAAX JO3bI SKBHBAJICHTHBI.

[00478] B HEKOTOPBIX BaPHAHTAX OCYIICCTBICHHA MPSIIOKCHA d((PCKTHBHAS IPUMHUPYOIA 103a Hu-
5F9G4, mprueM >(pekTHBHAT MPUMHUPYIOMIAS 1032 U1 YETOBEKA COCTABISIET OKOJI0 1 MI/KT, HAMPHMED, OT IO
MCHBIICH Mepe 0k0J10 0,5 Mr/kT A0 He 00J1ee OKOJIO 5 MI/KT; OT IO MCHBIICH Mepe okoJo 0,75 Mr/Kr 10 HE
6omece yeM 0ko10 1,25 MI/kT; 0T Mo MCHBIICH Mepe 0ko10 0,95 Mr/kr 10 He 6oaee HeM okoo 1,05 Mr/kxr; u
MOKET COCTABIIITh OKOJIO 1 MI/KT.

[00479] B HEekOTOPBIX BAPHAHTAX OCYINECCTBICHH HAYAIBHYIO 103y aHTHTeNa K CD47 BBOAAT B TCUCHHE
TIEPHOAA, COCTABJIIOIIETO N0 MEHBIIECH MEPE OKOJIO 2 YacoB, IO MEHBIICH Mepe 0KOJIO 2,5 yaca, Mo MEHbIICH
Mepe OKOJIO 3 4acoB, O MEHbIIEH MEpPE OKOJIO 3,5 4acoB, MO MEHBLICH MEPE OKOJIO 4 4acOB, IO MEHBLICH Mepe
0K0110 4,5 YacoB, M0 MCHBIICH MEPE OKOJIO 5 YACcOB, MO MCHBINICH MEPE OKOJI0 6 YacoB wim 00j1ce. B HEKOTOPBIX
BapPHAHTAX OCYIIECTBICHHUS HAYAIBHYIO 03y BBOJAT B TCUCHHE NEPHOA BPEMEHH OT OKOJIO 2,5 yaca 0 0KOJIOo
6 4acoB; HAPUMEP, OT OKOJIO 3 YACOB A0 OKO0JIO 4 4acoB. B HEKOTOPHIX TAKMX BAPHAHTAX OCYILECTBICHUS J03a
aaTureiaa k CD47 B ur(y3aTe coctasmieT oT okoio 0,05 mr/Ma 10 oxo0 0,5 Mr/MIT, HampuMep, OT OKOJIO

0,1 Mr/Ma 10 oxoso 0,25 Mr/MiL

[00480] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHUS MPUMHPYIOIAS 1032 MOKET OBITh JOCTABIICHA ITOIKOKHO
TIOCPEACTBOM HHBEKIHH, TPAHCACPMAIBHOTO IIACTHIPS, OCMOTHYECKOTO HACOCA | T. II., KAK H3BECTHO B JAHHOH

00JIaCTH TEXHUKH.
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[00481] Tlocxe BBemCHHUA MpaiiMepa W 0OCCIICUCHNUS ICPHOIA BPEMCHH, 3(P(PECKTHBHOTO 1T MOBHIICHHSA
MIPOIYKIUH PETUKY JOLHUTOB, BBOIAT TEPANIEBTHUYCCKYIO 03y aHTUTeNa K CD47. TepaneBTHUECKY 0 03y MOYKHO
BBOJUTH HECKOJBKHMH Pa3IMYHBIME CIIOCO0aMH. B HEKOTOPBIX BApPHAHTAX OCYINECTBICHHS ABE HIIH O0JTee
TepaneBTHUCCKH (P (PEKTUBHBIX 103 BBOIT MOCIIC BBEACHHU TpaiiMepa, HaNpHMED, B PEKUME €KCHEICITBHOTO
JIO3UPOBAHU. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHIUS TEPaNeBTHICCKU 3(P(PEKTHBHYIO 103y aHTHTENA K
CD47 BBOIAT B BHAC ABYX WM O0JICE 103 BO3PACTAOIICH KOHICHTPALUH, B APYTUX CIIYYAIX JO3BI
SKBHBAJICHTHBL

[00482] B mpyrux BapHaHTax OCYIICCTBIICHHA HAYATBHYIO 103y aHTtHTena CD47, HanpuMep mpHMHPYFOIIY O
J03Y, BBOAAT HENPEPBIBHO, HATIPHMED, C MOMOIIBIO OCMOTHYECKOTO HACOCA, TPAHCACPMAIBHOTO MIACTBIPA U

T. ., IPHYEM J03Y BBOIAT B TCUCHHUE MO MEHBIICH MEPE OKOI0 6 4acOB, MO MEHBIICH MEpe OK0JI0 12 4acos, mo
MEHBIICH Mepe OKOJ0 24 4acoB, IO MEHBIICH MEPE OKOJIO 2 JHEH, O MEHbIICH Mepe OK0J0 3 aued. MHOTHE
TaKUE CHCTEMBI H3BECTHBI B JaHHOH o0acTu Texuuku. Hampumep, texxnonorus DUROS obecneunsaet

JIBY XKAMEPHYIO CHCTEMY, OTACJICHHYIO MopimHeM. OIHH U3 OTCEKOB COCTOUT U3 OCMOTHYCCKOTO ABHUTATEILA,
CIICIMAIBHO Pa3paboTaHHOTO ¢ H30BITKOM TBepaoro NaCl, Tak UTO OH OCTAaeTCs B TEUCHHE BCETO MEPHOAA
BBCACHUS ¥ 00CCIICHHBACT MOCTOSIHHBIN OCMOTHYCCKHIA TPATHCHT. TakKe OH COCTOUT W3 MOTYTTPOHHLACMOMH
MEeMOpPaHBI Ha OJHOM KOHIIE, Yepe3 KOTOPYIO BOJA BTATHBACTCA B OCMOTHYCCKHI ABUIaTEIb H YCTAHABIMBACT
00JIBINOH ¥ IOCTOSHHBIH OCMOTHUYCCKHH IPAJUCHT MEXKIY TKAHEBOH BOJAOH M OCMOTHYECKHM JBHIATEIICM.
Jpyroii 0TCEK COCTOHUT U3 PACTBOPA JICKAPCTBEHHOTO CPEACTBA C OTBEPCTHEM, U3 KOTOPOTO JICKAPCTBECHHOE
CpPeICTBO BBICBOOOIKIAACTCS 3a CYET OCMOTHUYCCKOTO IPAAHECHTA. JTO IOMOTAeT 00ECICUUTh MECTHYFO U
CHCTEMHYIO JOCTABKY JICKAPCTBEHHBIX CPEACTB IPH UMIUIAHTALMY ¥ YeJI0BEKA. [IpeInoUTHTEIbHBIM MECTOM
HMILTAHTALUH SBJACTCS MOJKOKHOE PA3MEIICHUE HA BHYTPEHHEH CTOPOHE IIeya.

[00483] TIlocxe BBCACHUSA MpaiiMepa U 0OCCIICUCHUS ICPHOA BPEMCHH, 3(P(PESKTHBHOTO TSI MOBBIIICHHS
MPOIYKIUH PETUKY JOLHUTOB, BBOIIT TCPANICBTHYCCKYIO 103y aHTHTENa K CD47. TepaneBTHUECKY IO 103y MOYKHO
BBOJUTH HECKOJBKHMH PA3IMYHBIME CIIOcOOaMH. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHUS ABE HIIH O0JIee
TCpaneBTHUCCKH Y(P(PEKTUBHBIX O3 BBOAT MOCIIC BBEACHH MpaiiMepa, HapHMED, B PEKUME SKCHEICITEHOTO
JO3UPOBAHAS. B HEKOTOPBIX BAPHAHTAX OCYINECCTBICHHUS TCPANCBTHYCCKH 3(D(PCKTHBHYIO 103y AaHTHTENA K
CD47 BBOIAT B BHAC ABYX HIH 00JICC A03 BO3PACTAOIICH KOHICHTPALUH, B APYTHX CIYYAAX JO3BI

3kxBuBaJcHTHEI. [locme an/Ianonmeﬁ J03bI CHIDKACTCA TCMATITIFOTHHAIIH A,

gI/IK.]'ILI JA03UPOBAHNS

[00484] B mHacrosmem TOKyMEHTE MPEACTABICHBI CIIOCOOBI JTeueHus yenoBeka, nmeromero MJIC mwm OMJT ¢
myTaumei p53, nmm ymenpmeHns oosema MJIC wmm OMIJT ¢ myTanmei pS3, Wi CHIKEHHS OIy XOJICBOH
Harpy3ku y mamueHTos ¢ MJIC mm OMUJI ¢ MyTtanueit pS3 y 4enoBeka, KOTOPBIC BKIFOUYAOT 0 MEHBIICH MEpe
OJIWH LMK (a) BBCACHUA CYOBeKTy aHTHTeHa K CD47 B M03¢, MPEBhIMAONICH Wid paBHOH 10 MT aHTHTEIA HA KT
Maccsl Tena; U (b) BBeACHHE CYOBCKTY a3al[UTHIHHA.

[00485] B mpyrom acmekre cmocoObI TeucHuA Yenoseka, umeromero MJIC wm OMJI ¢ mytanueit p53, nm
ymeHbeHAS 00seMa MJIC wmm OMII ¢ myTarmeii pS3, Wi CHHKCHHAS OTMYX0JICBOI HATPY3KH V MANUCHTOB C
MJC wm OMJI ¢ myTanueii pS3 y 4emoBeka, MPeAYCMOTPCHHBIC B HACTOANICM JOKYMCHTE, MOTYT BKIIFOUATh

IO MCHBINCH Mepe OWH UK (a) BBeAeHHA cyOBeKTy areHTa npotus CD47 (mampumep, anturena k CD47,
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Hanpumep, Hu5F9-G4) B nose, mpepbnmaronicii mm pasHoi 10 mr arenra k CD47 (HanpuMep, aHTHTEIa) HA KT
Maccsl Tena; | (b) BBeACHHE CYOBCKTY THIIOMCTHITHPYIOMICTO arCHTA.

[00486] BpeacHHe MOYKET MPOUCXOAUTH B OTHOM HJIH O0JICC IIUKJIAX, HAPUMEP, TICPBBIH KT MOKCT HMCTh
MICPBYIO CXEMY JTO3UPOBAHNA, 4 OJIHH M 00JICC MOCICYFOIIIX IHKJIOB MOTYT HMETh CXEMY (-bI) JO3HPOBAHUS,
KOTOPasi(-bI€) OTAHYACTCS(-FOTCAA) OT CXEMBI TO3HPOBAHMA NEPBOTO LHKJIA (MU ABIACTCS TAKOH KE).

[00487] AmntuTemo k CD47 MOXHO BBOIUTH CYOBEKTY B PAMKAX JAHHOTO IWKJIA B 03¢ OT mpuMepHo 10 10
MPUMEPHO 67,5 MT aHTHTENA Ha KT MAcChl Tena, HeoOa3aTeabHo oT 10 1o 30 Mr aHTHTEIa HA KT MAcCHI TENa,
HE003aTeIbHO OT 15 70 60 MI AHTHTCIIA HA KT MACCHI TCJIA, HCOOSM3aTeIbHO 10 M aHTHTEI HA KT MACCHI TCIA,
15 Mr a"THTEN HA KT MACCHI Teya, 20 Mr aHTUTET HAa KT MACCHI Tea, 30 Mr aHTHTEN Ha KT MAacChI Teaa, 45 Mr
AHTUTEN HA KT MACChI Teaa, 60 MI aHTUTEN HA KT MACCHI TeJia WK 67,5 Mr QHTHTE Ha KT MACCHI Tea.

[00488] Amntutemo k CD47 MOKHO BBOTUTH CYOBEKTY B 3aJaHHOM LUKJIC, HATIPHMEP, ABA Pa3a B HEACIIO,
OJMH Pa3 B HEACIO, OUH Pa3 KAKABIC ABC HEACIH, OJMH Pa3 KAKAbIC TPU HEACTH WIH OJHH Pa3 B UCTHIPE
HEJCH.

[00489] TIIpumupyromyro no3y aHTHTena kK CD47 BBOIAT CyOBEKTY B 3aAAHHOM LIUKJIC JO BBEACHUS CYOBCKTY
antutena k CD47 B 1o3e GoJice Wi paBHOU 1 M aHTHTENIA HA KT MAcChI Tena. [[puMupPYOIIas 1032 MOKET
COCTABJIATh 1 MI aHTHTENNA HA KT MAcChI TeJia. [IpHMHUPYIOIIYIO 103y MOYKHO BBOJUTH CYOBEKTY B TCUCHUC
OKOJIO 3 4acoB.

[00490] AmnTHTeno k CD47 MOXHO BBOJUTE CYOBEKTY B IIEPBOM IHKJIC, BKIFOYAOIIECM IPHMHUPYFOIIYIO 103y
1 Mr aHTHTEIA HA KT MAcCHI T€JIa HAa 1 JeHB C MOCIECAYIONINM BBEACHHUEM 10361 30 MI aHTUTEIA HA KT MAcChl
TCJIA OWH Pa3 B HEACTIO. [IepBBIil UKIT MOYKET JUTUTHCS 4 HENCTH. A3ALUTHINH MOYKHO BBOJHTh CYOBEKTY B
HEPBOM IHKJIE B JHA 1-7 B 103¢ 75 Mr/mM? mpenapaTa. A3auUTHIHH MOKHO BBOJUTH CyOBEKTY B MIEPBOM IIHKIIE
B quu 1-5 B n03¢e 75 Mr/m? mpenapata.

[00491] ArcHT k CD47 (HanmpuMep, AHTHTEIIO) MOYKHO BBOJHTH BO BTOPOM IIHKJIC M JOTOJTHUTCIHHBIX IIHKIAX
Mo MEPe HEOOXOIUMOCTH, HAPHMEP, KAK OTPESACICHO BpauoM. JJOMOTHHTCIBHBIC IHKIIBI MOTYT COACPIKATH
o3y o meHbei mepe 10 mr (manpumep, 10-50, 10, 15, 20, 25, 30, 35, 40, 45, 50, 60 mr) anTHTEAa HA KT
MAaccChl TeIa OJUH Pa3 Kaxkapie 2 Heaeau. [IpogomKuTe IbHOCTh BTOPOTO LIUKJIA M JOTIOTHUTEIBHBIX LIUKJIOB
MOJKCT COCTABIATh 4 Hememu. AnTuTesio K CD47 MOKHO BBOIUTH B BHAC HCCKOJIBKHIX JTOTOHHATCIIBHBIX
IUKJIOB, KOTOPBIC OMPSACILIOT BpauoM. AHTHTEI0 K CD47 MOKHO BBOIUTH IO MCHBIICH MCPE HA BTOPOH,
TPCTHI, YCTBCPTHIH, MATHIH, IICCTOH, CCBMOH, BOCBMOH, ACBATHIN, CCATHIN WU O0JICC UKIOB, HAMPUMED, KaK
ONPEACICHO BpauyoM. B HEKOTOPBIX BapHAHTAX OCYILECTBICHUA [0 MCHBIICH MEPE BTOPOI LUK BKIIFOYACT
BBCICHHC AHTHUTEIA OOUH Pa3 B HEACTIO. B HEKOTOPBIX BAPHAHTAX OCYILECTBICHHS [0 MCHBIIEH MEpe BTOPO
LIWKJI BKJIFOYACT BBEACHUE AHTUTEIA OJUH pa3 KaKIbIC ABE HEACTH. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS
TI0 MEHBILEH MEpe BTOPOH, TPETHI, YETBEPTHIM, MATHIN, IIECTOH, CEABMOMN, BOCBMOM, ICBATHIN, JACCATHIN WIH
00JIce MUKIIOB COACPIKAT 03y Mo MeHbIeH Mepe 10 mr (Hampumep, 10-50, 15-60, 30-60, 10, 15, 20, 25, 30,
35, 40, 45, 50, 60 Mr) aHTHTENA HA KT MACCHI TEJIa OJIUH Pa3 KaKIAbIc 2 HEACTH. B HEKOTOPBIX BapHAHTax
OCYILECCTBJICHUA IO MEHBIICH Mepe TPETUH, YEeTBEPTHIH, MATHIN, MIECTOH, CEAPMOM, BOCBMO, AEBATHIN, ACCATHII
wn 60JIee IMKIIOB COACPIKAT 03y M0 MeHbIeH Mepe 10 mr (Hampumep, 10-50, 10, 15, 20, 25, 30, 35, 40, 45,
50, 60 mMr) aHTHTEIA HA KT MACCHI TEJIa OJIWH pa3 Kaxkaeie 2 Heaenu. Hampumep, kaxapiil 4-HeIeIbHBIH TUKI,

CIICOYFOIIHIA 32 ICPBBIM IUKJIOM, MOYKCT MPOJ0DKATHCA TIO MEPE HCOOXOAUMOCTH I CYOBCKTA, M KAKIBIN W3
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HUX BKJIFOUACT BC 00mue 1036l antutena k CD47, BBoguMBIC OAWH pa3 B ABC HCACTH, W KAXKIAsA IO MCHBIICH
Mepe 10 mr (Hampumep, 10-50, 10, 15, 20, 25, 30, 35, 40, 45, 50, 60 Mr) aHTUTEN HA KI' MAaCCHI TENA.

[00492] AmnTtuTemo k CD47 MOHO BBOZUTH BO BTOPOM LUKJIC, BKIFOUYAKONICM 103y 30 MT aHTHTEIA HA KT
MACCHI T¢Ia OIWH Pa3 B ABC HeACH. BTOpoil IHKT MOKET JUTHTHCA 4 HEACIH. A3AIUTHINH MOYKHO BBOJUTH
CYOBEKTY BO BTOPOM IHKJIE B HH 1—5 wym quu 1-7 npu 103¢ 75 Mr/m? IeKapCTBEHHOTO CPEICTBA.

[00493] AmnrtuTemo k CD47 MOXHO BBOIUTH B TPETHEM ITUKIIC, BKTFOYAOMIEM 103y 30 MT QaHTHTEIIA HA KT
MACCHI TEIa OIWH Pa3 KaKAbIe 2 Heaemu. TPeTHil MUK MOYKET ITHTHCA 4 HeICH. A3alUTHINH MOKHO BBOJUTH
CYOBEKTY B TPETHEM LHKIC B AHA 1—5 v auu 1-7 mipu 103¢ 75 Mr/m? IEKAPCTBCHHOTO CPEACTBA.

[00494] AnTtuTemo k CD47 MOKHO BBOIUTH BO YCTBEPTOM LHKJIC, BKIIFOUAROIIECM 103y 30 MT aHTHTEIA HA KT
MACCHI TeJIa OIWH pa3 B 2 Heaeau. UeTBepThI UK MOKET JUTHTHCS 4 HEACTH. A3AUTHIUH MOKHO BBOIUTH
CYOBEKTY B YETBEPTOM LHKJIE B JHH 135 vy auu 1-7 mpu 103¢ 75 Mr/m? IEKapCTBEHHOTO CPEACTBA.

[00495] Amntuteno k CD47 MOXKHO BBOIUTH B IATOM LUKJIC, BKIFOUAROIIEM 103y 30 MT aHTHTEIA HA KT MaCCHI
TEJIA OAUH Pa3 Kakasle 2 Heaeu. ITAThIH UK MOKET AMMThCA 4 HeACTH. A3ALUTHINH MOYKHO BBOAUTD
CYOBEKTY B MIATOM LHUKJIE B XHU 1-5 v quu 1-7 mipu 103€e 75 Mr/M? IEKapCTBEHHOTO CPEACTBA.

[00496] AmnTuTeno k CD47 MOXHO BBOJUTH B HICCTOM LHUKJIC, BKIFOUAOIIEM 103y 30 MT aHTHTEIA HA KT
MACCHI TeJIa OIUH pa3 Kaxasie 2 Henemu. [llecToi MUK MOKET JIUThCA 4 HeACTH. A3AIUTHANH MOKHO
BBOJUTD CYOBEKTY B MICCTOM LHKIIE B AHH 1-35 v auu 1-7 mpu 03¢ 75 Mr/M? IEKapCTBEHHOTO CPEICTBA.
[00497] AmnTuTeno k CD47 MOXHO BBOJUTH B CEIbMOM LHKJIC, BKIFOUAOIEM 103y 30 MT aHTUTEIA HA KT
MAcchl Tea OAuH pa3 Kakasie 2 Heaend. CeapMOH UK MOXKET JUIUThCA 4 Helemu. A3alUTHANH MOYKHO
BBOJUTH CYOBEKTY B CEABMOM IHKJIE B AHA 1-5 wan quu 1-7 mpu qo3e 75 Mr/m? I€KapCTBEHHOTO CPECTBA.
[00498] AnTtuTemo k CD47 MOXKHO BBOZUTH B BOCEMOM ITUKJIC, BKIFOUYAOIIEM 103y 30 Mr QaHTHTEIIA HA KT
MAacChI TeIa OJUH Pa3 Kaxkaple 2 Heaeau. BochMON HUKIT MOXKET JIUTHCA 4 HEACTH. A3aLUTHIHH MOYKHO
BBOJUTH CYOBEKTY B BOCBMOM IMKJIE B AHU 1-5 umm quu 1-7 npu n03e 75 Mr/m? IEKapCTBEHHOTO CPEACTBA.
[00499] AmntuTemo k CD47 MOKHO BBOIUTH B ICBATOM LUKJIC, BKIFOUYAOMICM 103y 30 MT QaHTHTCIA HA KT
MAacChI TeJIa OIMH Pa3 KaKaple 2 Heaeau. JIeBATHIA UK MOXKCET UTHTHCA 4 HeACTH. A3aIUTHANH MOKHO
BBOJUTD CYyOBEKTY B ACBATOM IHUKJIC B AHH 1—5 wmm aum 1-7 mpu 03¢ 75 Mr/M? TeKApCTBEHHOTO CPEACTBA.
[00500] AmnTtuTemo k CD47 MOKHO BBOIUTH B ICCATOM IIHKJIC, BKITFOYAKOIIEM 103y 30 MT aHTHUTCIIA HA KT
MACCHI TCIa OJIWH Pa3 KKAbIe 2 Heaemu. JICATHIH MUK MOKET [UTHTHCA 4 HEACTH. A3aIUTHINH MOKHO
BBOIUTD CYOBEKTY B ACCATOM IUKIE B THH 1—5 wma mum 1-7 mpu mo3e 75 Mr/M? TIEKAPCTBECHHOTO CPEACTBA.
[00501] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUA H300PCTCHHA THIIOMCTHIHPY FOIHK ar¢HT, TAKOH KAk
A3aUATHINH, BBOIAT B KOMOWHAIMH C aHTATETIOM K CD47. B HEKOTOPBIX BAPHAHTAX PCATH3AIIH
THIIOMETHIINPY FOIMH areHT, TAKOH KaK a3allUTHINH, BBOIAT B KOMOMHAIMH ¢ aHTUTenoM K CD47. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS A3aLUTHANH MOYKHO BBOJAUTH CYOBEKTY BO BTOPOM IIHKJIC, TPETHEM
IUKJIC, YCTBEPTOM MUKJE, IATOM LUKJIE, IECTOM LUKIIE, CEABMOM LUKJE, BOCBMOM LUKJIEC, IEBATOM IHKIIE,
JECATOM LHUKJIC HIH B JOMOTHHUTEIBHBIX IUKIAX (HAOIPHMED, KaK OMPEACICHO BPAuoM), HANpUMep, B AHH 1-5
uaH JHE 1-7 opu g03¢ 75 Mr/M? I€KapCTBEHHOTO CPEACTBA.

[00502] MoryT OBITH IPUMECHEHBI JOMOTHATEIbHBIC UKIIBL. Hampumep, MOXKHO NPUMEHATH 110 MECHBIICH
MCpEe OJIWH JOMOTHUTSTBHBIN UK, HeoOa3aTenbHo, 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20 nmm Oonee 20 JOTIOTHUTEIBHBIX IUKIIOB. PS:KAM TO3UPOBAHASA IO MCHBIICH MEPE OHOTO JOTIOTHUTCIHHOTO

IMUKJIA MOXKCT OBITh TAKAM JKC, KAK BO BTOPOM IHKIJIC, HCO6}ISaTeJ]]>HO, B KOTOPOM 4YaCTh CXCMBI JO3HPOBAHUA
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A3aIUTHINHA IPEKPAINAIOT MOCIIE 3aBEPUICHIS 6 MOTHBIX IUKIOB. Heo0s13aTenbHO, YacTh CXEMBI TO3HPOBAHMA
A3aIUTHINHA MOKET OBITH MPOJOIDKEHA MOCTIE 3aBEPIICHIS 6 IIUKJIOB, HAPHMED, CIEY I IPOTOKOIY
JIO3UPOBAHMA OJIMH Pa3 B MECSL] WU OAWH Pa3 B ABa Mecsna. [10 MeHbIIEH Mepe OIWH JONOJHUTEIbHbIN UK
MOXKET JUIUTHCA 4 HEJCIH.

[00503] B apyrux mpuMepax HHTEPBAIbI JO3UPOBAHHA NEPBOTO MUKJIA U BTOPOTO LHKJIA ABJIAKOTCI
OIMHAKOBBIMH (HampuMep, areHT K CD47 BBOIAT OMH pa3 B HEACTIO), a4 HHTEPBAJIBI JO3HPOBAHUS TPETHETO
IUKJIA | JOTIOJHUTEIBHbIC I[HKIIBI OTIHYAIOTCS OT IIEPBOTO M BTOPOTO IMKJIOB (HampuMmep, areHT k CD47
BBOJAT OJUH Pa3 KAKAbIC ABC HEACIH). IHTEpBaIBl AO3HPOBAHHUSA TPETHETO UKIA U JOTIOTHHTCIBHBIC [IHKIIBI
MOTyT OBITh OquHAKOBBIMU. Hanpumep, antuteno k CD47 MOKHO BBOAMTH B IIEPBOM LIHUKJIC, COACPKAIIEM 03y
AQHTHTEJIAa OJUH Pa3 B HEACIIO, BTOPOH LUK, BKJIFOYAOIIMI 03y aHTUTEIA OJHH Pa3 B HEACIIO, TPCTHI LUK,
BKJIFOYAROIIUH J03y AHTUTEIA OAMH Pa3 KaKAbIe ABEC HEACIH; YCTBEPTHIA LUK, BKIFOYAOIIHH 103y aHTUTEIA
OJIMH Pa3 KaKAblC ABE HEACIH, U JOTMOJIHUTE/IbHBIC LIMKIIBL, BKIFOUYAKOIIKE 03y AHTHTEIA OJHH Pa3 KaKAbIC 1BE
HEJICIH, HAIPUMEP, KaK ONpeAcIcHO BpayoM. [1epBbIif UK, BTOPOH UKL, TPETHH LUK U JONMOTHUTCIBHBIC
LUKJIBI MOTYT AJIMTBCA 4 HEACIH.

[00504] B HekOTOPBIX BapHAHTAX OCYIICCTBICHHS JAHHOTO H300peTeHH anTUTen0 K CD47 MOKHO BBOJUTH
CYOBEKTY IO MEHBIICH Mepe B TPEX OTACIBHBIX IHKJIAX ITO YETHIPE HEACTU KXKIBIH, MPUUCM IIEPBBII ITHKI
BUrOYAeT (1) BBeACHUE T03BI AHTHUTENIA OJUH Pa3 B HEACIIO; BTOPOH IUKJI, BKIFOUAOIIHH (2) BBESICHHE JO3bI
AQHTHUTEJAa OJUH Pa3 B HEACIO;, H TPETHH LUK, BKIFOUArONIHii (3) BBEACHHE AO3bI AaHTHTEIA OJUH Pa3 B BC
HEJEIH. A3AUUTHIMH MOYKHO BBOJAMTH CyOBEKTY BO BTOPOM LHUKJIE B AHH 1-5 vy quu 1-7 nipu 1o3e 75 mr/m?
JICKAPCTBEHHOTO CPEACTBA.

[00505] Taxxe B HACTOSIIEM TOKYMCHTE OIIHCAH CIOCOO JICUCHHS HITH YMCHBIICHUS Pa3Mepa
3J0KAYCCTBEHHOTO HOBOOOPA30BAHHUS Y UCIOBCKA, BKIFOYAKOIHI BBSACHHE CYObeKkTy anTHTENA K CD47
(Hu5F9-G4) u a3auuTHIMHA B TCUCHHUE IT0 MCHBIICH MEPE TPEX OTACITBHBIX LUKJIOB MO YETHIPE HEACTH KASKIbIMH,
TIPHYEM TICPBBIN LMK BKIOYACT (1) BBeACHHE MpUMHPYIOIEH 1036l anTuTeaa k CD47 B quama3ose ot 1 Mr 1o
10 mr (Hampumep, ot 1 Mr 10 5 mr, Hanpumep 1 mr, 2 Mr, 3 MT, 4 Mr, 5 MT) QaHTHTEA HA KT MACCHI Tela B
moMmeHT BpeMeHnu 0 (TO0), (2) BBeaenue 10361 o MeHbIIEH Mepe 30 Mt (Hampumep, 30-50, 30, 35, 40, 45, 50,

60 mr) artutena k CD47 Ha Kr MacCHI TENa OJUH Pa3 B HEACIIO, HAUWHAS Yepe3 Heaemro mocie TO, ¢
JIOTIOTHUTCITBHOH (HCOOA3aTCIFHOMN) HATPY304HOH 40301 Mo MeHbIICH Mepe 15 mr (Hampumep, 15-50, 15, 20,
25, 30, 35, 40, 45, 50, 60 mMT) B ACHD 8 W/WJIH TOMOTHATCIIEHON (HCOOA3aTCIFHON) HATPY30YHOH 0301 HC MCHES
30 mr/xr (HanmpuMep, 30-50, 30, 35, 40, 45, 50, 60 mr) B 1cHb 11 (Heaens 2) u (3) BBCACHHC A3AlNTHAWHA B
no3e 75 Mr/m? B mHM 1-5 Wi qau 1-7 BTOpoi 1uki BKIoUaeT (1) BBEIEHHE T036I 0 MEHBIIEH Mepe 30 Mr
(mampumep, 30-50, 30, 35, 40, 45, 50, 60 mr) arTuTena k CD47 Ha KT MacCHI T¢lIa OJIWH Pa3 B HEACIIO U (2)
BBCICHHE A3aLMTHIMHA B 03¢ 75 Mr/m? B iuu 1-5 wim 1-7 BTOPOTO MHUKJIA; M TPETHI MUK BKIKOUAeT (1)
BBCJCHHC O3Bl MO MCHBIICH Mepe 30 mr (Hampumep, 30-50, 30, 35, 40, 45, 50, 60 mr) antutena k CD47 Ha kT
MACCHI TCIIA OTHH Pa3 B ABC HEACTH H (2) BBCACHHE A3alHTHANHEA B 103¢ 75 Mr/M” B auM 1-5 umm 1-7 TpeThero
KA, TpeTHii UK MOXKET OBITH MOBTOPEH B BHAC TOTIOJHUTCIBHBIX IUKIOB (HAPHMED, YETBEPTOTO, IISTOTO,
MIECTOTO, CEABMOTO, BOCBMOTO, ICBATOTO, JECATOTO U T. /1.) 6€3 OTPAaHWYICHUS HIIH, HAIPHMED, 10 TEX IOP, IOKa
HE COKpATHTCS, HCYC3HET WM He OyAeT HAOMF0aThCs OIaroMpHATHBIH KIHHAYCCKHH 3(P(QeEKT.

[00506] Taxoke B HACTOATICM JOKYMCHTE OTIHCAH CIOCO0 JICUCHHSA WITH YMCHBIICHHUA pa3Mepa

3JI0KAYECTBEHHOTO HOBOOOPA30BAHMA ¥ UEIOBEKA, BKIFOYAOIHI BBEACHHE CyOBeKTy anTHTENa Kk CD47
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(Hu5F9-G4) n a3auuTHIWHA B TCUCHUC IO MCHBIICH MEPE ABYX OTJCTBHBIX IHAKIIOB MO YCTHIPS HEACTH
KKIBIH, MpUIeM NICPBBIH TUKT BKIFOUACT (1) BBCACHHE MPUMHPYIOMICH 10351 aHTHTEeNAa K CD47 B quamaszone
ot 1 mMr g0 10 Mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 Mr, 3 Mr, 4 Mr, 5 M) aHTHTEA HA KT MACChI
Tena B MOMeHT BpeMenu 0 (TO0), (2) BBeaeHue A03b1 O MeHbLICH Mepe 30 mr (Hampumep, 30-50, 30, 35, 40, 45,
50, 60 mr) arTuTena k CD47 Ha KT MacCHI Tella OAWH Pa3 B HECIO, HAYHWHAA Yepes3 Heaemo nocie T0, ¢
JIOTIOJTHUTCITBFHON (HEOOA3aTeIPHON) HATPY304HOH 10301 Mo MeHbIeH Mepe 15 mr (Hampumep, 15-50, 15, 20,
25, 30, 35, 40, 45, 50, 60 Mr) B ACHD 8 W/WIH TOTOTHATCIIEHON (HCOOA3aTCIbHON) HATPY30YHOH 10301 HE MCHEE
30 mr/kr (Hanmpumep, 30-50, 30, 35, 40, 45, 50, 60 mr) B acHb 11 (Heaens 2) u (3) BBEACHHE A3ALUTUANHA B
no3e 75 Mr/m? B mHM 1-5 wimm qem 1-7 | TpeTHil (uK BKarovaeT (1) BBeAEHHE 10361 O MEHbINEH Mepe 30 Mr
(mampumep, 30-50, 30, 35, 40, 45, 50, 60 mr) arTutena k CD47 Ha KT MacChI T¢l1a OAHH Pa3 B ABE HEJCIH, OTUH
pa3 B HEICIIIO HJIM BA Pa3a B HEACTIO | (2) BBEJCHHE A3alUTHIMHA B 103¢ 75 Mr/M” B quu 1-5 wmm 1-7 BTOpOro
nukiIa; TpeTuit MUK MOKET OBITH IIOBTOPCH B BUC TOTOTHUTCIFHBIX UKIOB (HAPUMED, TPETHETO,
YETBEPTOrO, MATOTO, MECTOTO, CEABMOTO, BOCBMOTO, ACBATOTO, ACCATOTO H T. 11.) 6€3 OTPAaHHUICHUS HITH,
HATIPUMEP, 10 TEX MOP, MOKA HE COKPATUTCS, HCUC3HET WK He OyaeT HaOM0AaThCs 0JarompuATHBIH
KkiuHIueCKui 3(pQexT. [Ipn JO0CTIKESHNH H HAYUHAS C TUKIA 6 W JaNee a3alUTHINH BMECTO 3TOTO MOKHO
BBOJUTH CyOBEKTY B 03€ 75 MI/M? B TEUCHHE CEMH THEH KKIbIE BOCEMB HeAe b, Kak MpaBuIo, aHTHTENO K
CD47 u a3aiTUAWH TPOJOKAIOT BBOAUTE CYOBEKTY, KaK YKA3aHO BBILIC, IO TEX MOP, MOKA CYOBEKT HE OyAeT
TepATh KIMHUYECKUIT 3((ekT, Hampumep, B pe3yibTarte nouHoi pemuccun (CR) nmi cMepTa. AHTHTENO K
CD47 moxer npeacrasmars coboit HuSF9-G4. 3nokauecTBeHHOS HOBOOOPA30BaHHE MOKET MPEACTABIIATD
coboif Mo MEeHbIIEH Mepe 0HO U3 MuenoaucIiacTuueckuii cuaapom (M/JIC) ¢ mytauumeii p53 (Hanpumep,
HH3KOTO, MPOME)KYTOUHOTO HJTH BRICOKOTO PHCKA) HJIH OCTPBIH MHCIOHIHBIH Jiciiko3 (OMJI) ¢ myTaumei p33.
[00507] B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHUA CYOBCKT MPCACTABIICT COOOI YCIOBEKA, H CITOCO0
BKJIIOYACT BBCACHHUC CyOBCKTY anTHTena kK CD47 W a3auMTHANHA B TCUCHHC IO MCHBIIICH MEPE BYX OTACTBHBIX
LUKJIOB IO YETHIPE HEASTH KaXKAbIH, MpHU4eM MEPBBIN UK BKIIOUacT (1) BBEACHUE MPHUMUPYIOLICH T03bI
anTureaa k CD47 B quanaszone ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 mr, 3 Mr, 4 M,
5 Mr) aHTHTEJIA HAa KT MACCHI T¢jIa B ACHD 1 1 4, (2) BBEACHUE JO3BI O MCHBIICH Mepe 15 mr anTHTeMa K CD47
HA KT MAcCHI T¢J1a B IcHB 8 (3) BBeACHHE 103bI IO MeHbIICH Mepe 30 mr artutena k CD47 Ha Kr MacCHI Tela B
aun 11, 15 1 22, u (3) BBEACHHE A03BI O MEHBIICH Mepe 75 MI/M’ a3aUUTHANHA B KAKIBIH B3 HCH 1-7; B
BTOPO# UK, coaepkanmmii (1) BBeacHHE 10361 O MeHBIICH Mepe 30 mr arTHTena K CD47 Ha KT MacChI Tena
OJIMH Pa3 B HeAEMO B 1uM 1, 8, 15 1 22, 1 (2) BBEACHHE A03bI II0 MEHBIIEH Mepe 75 MI/M” a3aLUTHIANHA B
KaKIbIH U3 qHed 1-5 wm queit 1-7.

[00508] B HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHHA BTOPOH IUKII BKIIOYACT BBSACHHUE T03BI IO MEHBIICH Mepe
75 Mr/m? a3alMTHIHHA B KAKIOM U3 AHEH 1-5. B HEKOTOPBIX BAPHAHTAX OCYIECTBICHHS BTOPOM MK
BKITIOYAET BBEICHHUE J03bI TI0 MEHBINEH Mepe 75 MI/M* a3aIMTHIMHA B KOKIBIA 13 qHEH 1-7.

[00509] B HexoTOPHIX BAPHAHTAX OCYINECCTBICHUS BTOPOH IWKI MOBTOPSIOT KaK OJWH WK O0JIee
JIOTIOTHUTCITBHBIX ITUKTOB OC3 OTPAHHYUCHHU WM A0 TCX TOP, MOKA OMArOMPHATHBIN KIHHAYCCKAHN 3(P(eKT He
YMCHBIIUTCS UJIH HE HCUC3HET.

[00510] B HEKOTOPBIX BAPHAHTAX PEaTH3aLUH TPETUH LUK U3 YETHIPEX HEACHb BKIOUAcT (1) BBeACHUE J03BI
mo MeHbIIcH Mepe 30 mr antuTena k CD47 Ha KT MacCH TeJ1a OJIWH Pa3 B YCTHIPE HEACIH B ICHS 1, (2)

BBEJCHHE J03bI 10 MEHBIIEH Mepe 75 MI/M? a3aUMTHIMHA B KOKIBIA U3 qHel 1-5 umm queit 1-7.
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[00511] B HEKOTOPBIX BAPHAHTAX OCYIUECCTBICHHA TPETHIL UK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHE
1036l 0 MeHbIICH Mepe 30 mr arTHTe1a K CD47 Ha KT MacCHI T¢lla OIWH pa3 B ABC Hexeau B Aud 1 u 15, u (2)
BBCACHHE 03Bl IO MEHbIICH Mepe 75 MT/M? Q3aIUTHAWHA B KOKIBIH W3 qHEH 1-5 wm gHel 1-7.

[00512] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH MUK U3 YETBIPEX HEACIb BKIOUACT (1) BBEACHHE
036l 0 MeHbIEH Mepe 30 mr arTuTena k CD47 Ha KT MacChl Te¢1a OIWH pa3 B HeAero B 1HU 1, 8, 151 22 u (2)
BBCACHHE 03Bl IO MEHbLICH Mepe 75 MI/M? Q3aIUTHANHA B KOKIBIH W3 qHEH 1-5 wm gHed 1-7.

[00513] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TPSTHI MK HOBTOPSIOT KAK OJWH WK O0JIce
JIOTIOJTHUTCIBHBIX ITUKIOB OC3 OTPAHHUCHUH WM 0 TEX MOP, MMOKA KIIWHAYCCKAS IT0JTh3a HE YMCHBIITUTCS, HE
HCHYC3HET Wi O0JbIIC HE Oy AT HaOMOaaTheA; HeoOa3aTeabHo anTuTea0 K CD47 1 a3armTuANH BBOIAT
CYOBCKTY 10 TCX MOP, MOKA Y CYOBEKTAa HE HCUC3HET OJIATONPHUATHBIN KIHHHYCCKHH 3(P(PEKT; HeOOA3aTCIFHO
antureao k CD47 mpencrasngaer codoit HuSF9-G4.

[00514] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CYOBCKT MPESACTABIACT COO0I UeIoBeKa, H Coco0
BKJTIOYACT BBCACHUC CYOBCKTY aHTuTena k CD47 u a3auuTuanHA B TCUCHUE IO MEHBIICH MEPE TPEX OTACTBHBIX
IUKJIOB IO YCTHIPE HEACTH KaKABIH, TPUYEM NEPBbIH MK BKIOYACT (1) BBEACHHE MPHMUPYOLICH T03bI
antutena k CD47 B mnanmazone ot 1 mr 10 10 mr (Hampumep, ot 1 Mr 10 5 mr, Hampumep 1 mr, 2 mr, 3 mr, 4 Mmr,
5 Mr) aHTHTENa HAa KT MacChl T¢a B IcHb 1 u 4, (2) BBeACHHE 03B! MO MEeHbLICH Mepe 15 mr arTHTeNa K CD47
HA KI' MACCHI TeJIa B IcHB 8, (3) BBeAeHHE 10361 Mo MeHbInei Mepe 30 mr anTuTena k CD47 Ha KT MacChl Tena B
nuu 11, 15 1 22, 1 (4) BBEACHHE T03BI IO MEHBIIEH Mepe 75 MI/M? a3aUMTHIMHA B KAKIbIH U3 qHEH 1-7;
BTOPO# UK, coaepkanmii (1) BBeaeHHE 10361 MO MeHbIICH Mepe 30 mr anTHTena k CD47 Ha Kr Macchl Tenna
OMIMH Pa3 B HEAEMO B AHM 1, 8, 15 1 22, u (2) BBEACHHUE T03BI O MEHBIIEH Mepe 75 MI/M? a3aLHTHIHHA B
KaKapIil w3 queit 1-7; u Tpetuit nukJ, coaepxamuii (1) BBeaeHUE 4036 MO MeHbIIEH Mepe 30 Mr aHTHTENA K
CD47 Ha Kr MacChl TeJla OJUH Pa3 B HEAEO B HH 1 1 15, u (2) BBEICHHE D03bI IO MEHBLIEH Mepe 75 Mr/Mm>
a3aLMTUINHA B KOXKIIH U3 qHeH 1-7.

[00515] B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHA CYOBCKT MPCACTABIIICT COOO0I YCITOBEKA, H CITOCO0
BKJTIFOUACT BBEACHHE CyOBbeKkTy antutena k CD47 u a3auuTHIMHA B TCUCHHE IO MCHBIICH MEPE TPEX OTACTBHBIX
LUKJIOB TI0 YETHIPE HEACH KKABIN, PUYEM NMEPBBIH HUKJ BKIFOUACT (1) BBEICHUE MPUMUPYIOIIECH 1035
anTureaa k CD47 B muanaszone ot 1 mr 1o 10 mr (Hampumep, oT 1 Mr 10 5 mr, Hanpumep 1 mr, 2 Mr, 3 Mr, 4 M,
5 Mr) aHTHTENIA HAa KT MacChI T¢a B A¢Hb 1 u 4, (3) BBeACHHE J03BI IO MeHbIICH Mepe 30 mr anTHTeMa K CD47
Ha KT MacChl TeJia B A¢Hb 15 u 22, u (4) BBeACHHUE J03BI IO MEHbIICH Mepe 75 MT/M? a3aIUTHINHA B KAKIBIH U3
mHeil 1-7; Bropoii miuk, coaepskammii (1) BBeacHNUE 1036 MO MeHBINCH Mepe 30 mr antutena k CD47 Ha kT
MACCHI TEJIA OJUH Pa3 B HeAe o B quu 1, 8, 15 u 22, u (2) BBEAECHHE 035l 10 MEHBINEH Mepe 75 Mr/m?
a3aLMTHAYHA B KQXKABI W3 JHEH 1-7; U TpeTuit uk, coaepkamuii (1) BBeACHUE T03bI IO MEHBIICH MEPE

30 mr antuTena k CD47 Ha KT MacCHl TCNA OWH Pa3 B HEACIO B 7HH 1 1 15,  (2) BBCACHHE TO3BI IO MCHBIICH
Mmepe 75 MT/M? Q3aIUTHINHEA B KOKIBIH U3 qHEH 1-7.

[00516] B HCKOTOPBIX BaPHAHTAX OCYIICCTBICHUA TPCTHIH KT HOBTOPSIOT KAK OJWH WA 00JICe
JIOTIOJTHUTCITBHBIX ITUKIOB OC3 OTPAHHUCHU WM A0 TCX TOP, MMOKA KIIWHAYCCKAS 1OTh3a HE YMCHBIMUTCS, HE
HCHYC3HCT WiIH OOJTBIIC HE Oy ACT HAOTFOIATHCA.

[00517] B HEkOTOPBIX BAPUAHTAX OCYILECCTBICHUA YETBEPTHIM LUKII U3 YETHIPEX HEACb BKIroUacT (1)
BBEZICHHE 10361 0 MeHbIIeH Mepe 30 mr arTutena k CD47 Ha Kr Macchl Tenla OHH pa3 B ABE HEACTH B JHU 1 1

15, u (2) BBeAEHHE O3Bl IO MEHBINEN Mepe 75 MI/M? a3alMTHAMHA B KOKIBIA 13 qHel 1-7.
P
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[00518] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHHS YETBEPTHIH IHKJI TOBTOPSIIOT KAaK OJHMH HJIH O0JIee
JIOTIOTTHATEIBHBIX UKIOB 0€3 OTPAaHMYCHUH MM O TEX NOP, IOKA KIIMHAYECKAS M0JIb3a HE YMEHBIIUTCS, HE
HCHYC3HET Wi O0JBIIC HE Oy ACT HAOMOIaTheA, HeoOa3aTeabHO aHTUTEI0 K CD47 U a3aruTuanH BBOJAT
CyOBEKTY 10 TEX MOp, MOKA Y CyOBEKTA HE HCUYE3HET OJIATONPHUATHBIN KIMHHICCKUH 3 dekT; HeoOs3arenpHO
antureao k CD47 mpeacrasnaer codoit HuSF9-G4.

[00519] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA CYOBEKT MPEACTABIACT COOOH YCTOBECKA C
muenoauciactuueckuM cuaapomoM (MJIC), mpu 31oM cyOBEKT HMEET 0 MEHBIIECH MEpe OHY MYTaIlHIO P53,
MPHUYEM CIIOCO0 BKIFOYACT BBEACHUE CYOBeKkTY aHTuTena kK CD47 a3auuTuauHa B TCUCHHE 0 MEHBIICH Mepe
JBYX OTACIbHBIX IIHKJIOB IO YETHIPE HEACTH KAKABIN, MPH 3TOM MEPBBIA LUK BKIOUACT (1) BBEACHHE
mpuMupyronieH 103s1 antutena k CD47 B quanaszone ot 1 mr g0 10 mMr (Hampumep, oT 1 Mr 10 5 Mr, Hanpumep
1 mr, 2 M1, 3 M1, 4 MT, 5 MI') QHTHTENA HA KT MACCHI Tena B A¢Hb 1 1 4, (2) BBeACHUE J03bI IO MEHBILICH MEpe
15 mr antutena k CD47 Ha KT Macchl Te1a B A¢HB 8 (3) BBEACHHE 103bI MO MEHbIICH Mepe 30 Mr aHTHTEIA K
CD47 na kr Macchl Tena B qud 11, 15 1 22, u (4) BBeACHHE M03bI 0 MEHBIIEH MEpe 75 MI/M? a3alUTHIMHA B
KaKapIil w3 quei 1-7; u Bropoit nuit, coaepskanmii (1) BBeacHue 10351 O MeHbIICH Mepe 30 Mr aHTUTENA K
CD47 Ha kr Macchl Tela OJH pa3 B HeaAe o B 1uu 1, 8, 15 u 22, u (2) BBEACHHE A03BI IO MCHBIICH MEPe

75 Mr/mM? Q3alUTHINHA B KOKIBI 13 THEH 1-7.

[00520] B HEeKOTOPBIX BapHAHTAX OCYIIECCTBICHUA BTOPOH IMKJI MOBTOPSIOT KAK OJUH HIH OoJee
JOIOJIHUTEIBHBIX UKJIOB O3 OTPaHHUCHUI HIIH A0 T€X NOP, MOKA KIMHIIECKAS II0JIb3a HE YMEHBIIHTCS, HE
HCUC3HET WK O0bIIe HE OyeT HAOIFOAaThCS.

[00521] B HEekOTOPBIX BAPHAHTAX OCYINCCTBICHHUA TPSTHH MUK H3 YCTHIPEX HEACHb BKIFO4acT (1) BBeAcHHE
O3B TI0 MeHbIICH Mepe 30 Mr arTHTe1a K CD47 Ha KT MacCHI T¢Ia OMH pa3 B ABC Heaeau B Aud 1 u 15, u (2)
BBEJCHHE J03bI 0 MEHBIIEH MEPE 75 MI/M” a3aUUTHANHA B KOKIBIA U3 THEH 1-7.

[00522] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA TPETHH LUK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeAcHHE
036l 0 MeHbIICH Mepe 30 Mr arTHTeNa K CD47 HA KT MacCHI T¢j1a OWH pa3 B HeACo B aHU 1, 8, 151 22 u (2)
BBEJCHHE J03bI 0 MEHBIIEH MEPe 75 MI/M” a3aUUTHANHA B KOKIBIA U3 THEH 1-7.

[00523] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPCTHH MK HOBTOPSIOT KAK OJWH WA O0JIce
JOTIOTHATEIBHBIX UKJIOB 0€3 OTPAaHMUICHUH HWITH O TEX MOP, IOKA KIIMHAYCCKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT Wi O0JbIIC HE Oy ACT HAOMOaaThCA, HeoOa3aTeapHO aHTUTEI0 K CD47 U a3aruTHANH BBOJAT
CYOBEKTY 10 TEX IOp, MOKA Y CyOBEKTA HE HCUE3HET OJIATONPHUATHBIN KIMHHYCCKAH 3P (ekT;, HeoOsa3aTenbHO
antuteao k CD47 mpeacrasnaer codoit HuSF9-G4.

[00524] B HECKOTOPBIX BAPHAHTAX OCYIICCTBICHHUA CYOBCKT MPCACTABIACT COOO UCIOBEKA C OCTPBIM
MHCTOUTHBIM JicHiko30M (OMJT), mpu 3TOM CYOBCKT HMCCT IO MCHBIICH MEPE OHY MYTALHUIO P53, mpuueM
cnoco0 BKIIOYAET BBEACHHE CyOBekTy aHTHTEeNa K CD47 azarurianHa B TEUCHHUE IO MEHBIICH MEpe IBYX
OT/ACIBHBIX UKJIOB IO YEThIPE HEACTH KAXKABIA, IPH 3TOM MEPBbIA UK BKIOUACT (1) BBEACHHE
mpuMupyroniei 1o3s1 anTuTena k CD47 B quanaszone ot 1 Mt 10 10 Mr (Hampumep, oT 1 Mr 10 5 Mr, Hanpumep
1 mr, 2 Mr, 3 Mr, 4 Mr, 5 Mr) aHTHTENA HA KT MACChl Tena B IcHb 1 1 4, (2) BBEACHUE J03bI IO MEHBILECH MEpe
15 mr antuTena k CD47 Ha KT Macchl T¢1a B IcHS 8, (3) BBCACHHE 03B O MCHBIICH Mepe 30 Mr aHTHTENA K
CD47 na xr Maccel Tena B auu 11, 15 1 22, u (4) BBEAEHHE 03I II0 MEHBLIEH Mepe 75 MI/M” a3aLUTHIMHA B
KaKIbIH U3 qHel 1-7; u BTOpOil LuKi, coaecpxamuii (1) BBeaAcHHE J03bI O MEHbIIEH Mepe 30 MI aHTUTENIa K

CD47 Ha KT MacCHI T¢1a OHH pa3 B HeACO B AHA 1, 8, 15 w 22, u (2) BBSACHHE O3B 0 MCHBIICH MEpe
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75 Mr/m? a3alMTHIMHA B KOKIbIH 13 qHel 1-7. B HEKOTOPBIX BAPUAHTAX OCYINECTBICHUS BTOPOI K
BKJIFOYACT BBCACHHE 03B [0 MEHBIICH Mepe 75 Mr/m? a3auuTHIHHA B KAKIOM U3 JHEH 1-5.

[00525] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA BTOPOH IMKIT IIOBTOPSIOT KaK OJWH WK 00JIce
JIOTIOTTHAUTEIBHBIX UKIOB 0€3 OTPAaHMYCHUH MM IO TEX NOP, IOKA KIIMHUYECKAS MOJIb3a HE YMEHBIIUTCS, HE
HCYC3HET Wik OOBIIC HE Oy ACT HAOTFOIaTHCA.

[00526] B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHA TPETHH MUK U3 YETHIPEX HEACTb BKIOUACT (1) BBEACHHE
036l 0 MeHbIIEH Mepe 30 mr arTHTe1a K CD47 Ha KT MacCHI T¢lla OIWH pa3 B ABC Hexeau B aud 1 u 15, u (2)
BBCACHHC JO3BI O MEHBIUCH Mepe 75 Mr/M? a3auUTHIMHA B KOKIBIA U3 THEH 1-7.

[00527] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA YETBEPTHIA LUK U3 YETHIPEX HEACTb BKIOUACT (1)
BBEJICHHUE 03B M0 MeHbIIEH Mepe 30 mr artutena k CD47 Ha Kr Macchl Tesla OMH pa3 B ABE HEACTH B JHU 1 U
15, 1 (2) BBEACHHE A03HI O MEHBINEH Mepe 75 MI/M? a3aUUTHIMHA B KOKIBIH U3 THEH 1-7.

[00528] B HEKOTOPBIX BapHAHTAX OCYIUCCTBICHHA MATHIA LUK U3 YETHIPEX HEACIb BKIOUACT (1) BBEACHHUE
036l 0 MeHbIIEH Mepe 30 Mr arTuTena k CD47 Ha KT MacChI Tela OMH pa3 B ABC Hexeau B Aud 1 u 15, u (2)
BBEJCHHE 0351 TI0 MEHBIIEH Mepe 75 MI/M? Q3aUUTHANHA B KOKIBIA 13 aHel 1-7.

[00529] B HekoTOPBIX BAPHAHTAX OCYINECCTBICHUS IICCTOH IMKII M3 YETHIPEX HEACTb BKIFOUAcT (1) BBeACHHE
10361 Mo MeHbIeii Mepe 30 mr arTuTena k CD47 Ha KT MacChl TeIa OJHH pa3 B ABC Heaed B Jud 1 u 15, u (2)
BBEJCHHE JI03BI TI0 MEHBIEH Mepe 75 MI/M? Q3aUUTHANHA B KOKIBIA U3 THEH 1-7.

[00530] B HekoTOPBIX BAPHAHTAX OCYIICCTBICHHUA TPSTUH UK H3 YCTHIPEX HEJACHb BKIIO4acT (1) BBeacHHE
0361 Mo MeHbIneii Mmepe 30 mr arTuTena k CD47 Ha Kr Macchl Tena OuH pa3 B Hexemo B aau 1, 8, 15 u 22 u (2)
BBCICHHE J03bI TI0 MEHBIIEH Mepe 75 MI/M> a3auMTHINHA B KOKIBIA U3 qHEH 1-7.

[00531] B HekoTOPBIX BAPHAHTAX OCYIUCCTBICHUS TPSTHH LUK MOBTOPSIOT KAK OHH HIH O0ee
JOTIOTHATEIBHBIX UKJIOB 0€3 OTPAaHMUICHUH WM O TEX MOP, MOKA KIIMHAYCCKAS MOJIb3a HE YMCHBIIUTCS, HE
HCHYC3HCT WIH O0JIBIIC HE Oy ACT HAOMOJAThC, HeoOa3aTeabHO aHTUTEI0 K CD47 U a3aiuTHAHH BBOJAT
CYOBEKTY IO TCX MOP, MOKA Y CYOBCKTAa HE HCUC3HET OJIATONPHATHBIA KIHHHICCKIH Y(P(PEKT; HCOOA3aTCIFHO
antuteno k CD47 mpeacrasmser coboit HuSF9-G4.

[00532] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA TPETHH LUK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeAcHHE
J103b1 IO MeHbIeH Mepe 60 Mr anTHTEena kK CD47 Ha KT Macchl Te1a OUH pa3 B YECTHIPE HEACTH B ICHD 1.
[00533] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA TPETHH UK U3 YETHIPEX HEACIb BKIIOUacT (1) BBeAcHHE
JI03bI IO MeHbIIeH Mepe 60 mr arTHTena K CD47 Ha KT Macchl Tea OJH pa3 B ABC Heled B JHA 1 u 15.
[00534] B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHHA TPETHH UK U3 YETHIPEX HEACIb BKIIOUAcT (1) BBeAcHHE
JI03bI 0 MeHBIICH Mepe 60 Mr arTHTena K CD47 Ha KT MacCh Te¢a OWH pa3 B HEACO B AHU 1, 8, 15 u 22.
[00535] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA TPETHH MUK U3 YETHIPEX HEACIb JOMOTHUTEIBHO
BKJIFOYACT BBEACHHE JI03BI [0 MEHBIIEH Mepe 75 Mr/m? a3auuTHIMHA B KAKIBIH U3 AHEH 1-7. B HEKOTOPBIX
BAPHAHTAX OCYIICCTBICHUA TPETHH MUK U3 YETBIPEX HEACIb JOMOMHATEIPHO BKIFOUACT BBEACHHE JO3BI MO

MEHBIIEH Mepe 75 MI/M? a3aIHTHANHA B KAKIBIH U3 AHEH 1-5.

Beenenne
[00536] B cmocobax, oMHCAaHHBIX B HACTOAIICM JOKYMCHTS, KOMIO3HIWH, HanpuMmep antuteno k CD47 u

HE0Os3aTeIbHO JONOTHATEIBHBIN areHT, BBOIIT CYOBEKTY. KOMITO3HIH MOKHO BBOJHUTH MTAPEHTEPATbHBIM,
MECTHBIM, BHY TPHBCHHBIM, BHY TPHOPIOLIHBIM, BHY TPHOITY XOJIEBBIM, NICPOPAIBHBIM, ITOJKOKHBIM,

BHYTPHAPTEPHATIbHBIM, BHY TPHUCPEITHBIM, BHY TPHOPIOIIMHHEBIM, HHTPAHA3AIbHBIM MM BHY TPHMBIIICYHBIM
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croco6oM. THIITHBIM Iy TEM BBEACHHUS SABIIICTCS BHY TPHBCHHBIN HJIH BHY TPHOITY XOJICBBIH Iy Th, XOTSI IPYTHE
Iy TH MOTYT OBITh CTOJIb K& KHHHYECCKH 3(P(HEKTHBHBIMHE.

[00537] B HekoTOpBIX BapHaHTAX OCyIIeCTBICHIA aHTUTENN0 K CD47 W/Man JONOTHATEIbHBIH ar€HT BBOIAT
BHYTPUOPIOIIMHHO. B HEKOTOPHIX BapHaHTax OCymeCTBJICHHA aHTHTENO0 K CD47 u/uimm TOTOTHUTEIHBIH arcHT
BBOJUIT BHYTPHUBCHHO. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHIA aHTHTEN0 K CD47 W/HiIH JONOTHATE TbHBIH
arcHT BBOJAT BHYTPUTYMOPAJIBHO. B 0MHOM BapHAHTE OCYINECTBICHHA BBOAAT IPUMHUPYIOIIYIO 03y AHTUTENIA
k CD47 1 OCTaBILIFOT MPHMUPYIOIIY IO 03y NMOJKOXKHO. B HEKOTOPBIX BAPHAHTAX OCYINECTBIICHHUS AHTUTETIO K
CD47 u JONOTHUTEIBHBIN areHT BBOJAT OJJHOBPEMECHHO. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHA AaHTHTEIO K
CD47 u 1ONOTHUTEIBHBIN areHT BBOJAT MOCICAOBATEIBHO.

[00538] AxTHBHBIC arcHTHI BBOJAT B TCUCHHUE OMPEACICHHOTO NIEPHOAA BPEMEHH IS MOy YCHHA
AIJUTUBHOTO MJIH CHHEPTETHYECKOTO 3(D(heKTa B OTHOIICHUH HCTOLICHHUS PAKOBBIX KIETOK Y X03sHHA. CrocoOs!
BBCCHUS BKJIIOYAIOT, O3 OTpaHHYCHUI, CHCTEMHOE BBEACHHE, BHY TPHUCPEIIHOE BBEACHUE 1 T. A. Kak mpasuio,
anturesio kK CD47 BBOIAT B TCUCHHE 0KOJI0 45 mHCH, 0k0710 30 aHCH, 0k010 21 aHs, 0k0J10 14 mHCH, 0KOJI0

10 mHe#, 0k0710 8 HHEH, 0KOJIO 7 qHEH, OKOJIO 6 JHCH, OKOJIO 5 AHCH, 0K0JI0 4 AHCH, OKOJI0 3 JHCH, OKOJIO

2 gHeH, oxono 1 JHA HIIH, 1O CYLIECTBY, OAUH ACHb B KAUCCTBE JOTOJHUTCIBHOTO arcHTa. B HEKOTOPBIX
BapHaHTaX OCYINECTBICHUA aHTHTEI0 K CD47 BBOZAT Iepex XOMOTHUTEIBHBIM arCHTOM. B HEKOTOPBIX
BAPHAHTAX OCYIICCTBIACHHU aHTHTENIO0 K CD47 BBOAAT MOCIE JOMOHHTEIEHOTO ar¢HTA. ATCHTBI MOYKHO
paccMarpuBaTh Kak KOMOMHHPOBAHHbBIC, €CIIH CXEMa BBEJACHHA TAKOBA, UTO YPOBCHb O0OOUX arcHTOB B
CBIBOPOTKE KPOBH HAXOTUTCS HA TEPANICBTHYCCKOM YPOBHE OTHOBPEMCHHO. BBEACHHE MOKHO OBTOPSATH MPH
HEOOXOAMMOCTH ISl HCTOINCHHSA MOy JIIILUU PAKOBBIX KICTOK.

[00539] OmxHo wu 60ICC AHTUTEI, OMMHCAHHBIX B HACTOAIICM JOKYMCHTE, MOTYT OBITH BBCICHBI
MCAWIUHCKAM PAOOTHHUKOM, HEOOA3ATCIBHO, BPAUOM.

[00540] OmHo WH 60ICC AHTUTEI, OMMMCAHHBIX B HACTOAIICM JOKYMCHTC, MOTYT OBITh BBCICHBI CYOBCKTOM.

KimauuecKuii pe3viabTaT

[00541] Cmoco0i, OTTHCAHHBIC B HACTOAIICM JOKYMCHTE, IPHBOIAT IO MCHBIICH MEPE K OTHOMY
VAYYIICHHOMY KOHCYHOMY MOKA3aTeI0 MO CPABHEHUEO C HCXO/IHBIM YPOBHEM.

[00542] Cnoco0, OMHCAHHBIH B HACTOAMICM JOKYMCHTE, MOKCT MPUBSCTH K 00BeKTHBHOMY 0TBETY (OO) ¥
cyobekTa. OOBCKTHBHBIN OTBET — 3TO YACTHYHBIN OTBCT WJIH MOJTHAT PEMHUCCHA, Kak 310 onmpeacncHo Cheson
o knaccu(pukanyy JIyraHo WiTH aHAOTHYHBIME KpuTepusymu otseta HXJL.

[00543] Cnoco0, pacKpBITHIH B HACTOAIIEM JOKYMCHTS, MOJKCT MIPHBCCTH K KOHTPOITEO 3200ICBAHAS
cyonekTa. KoHTpOIb 3a001¢BaHAA IPSACTABIHICT CO001 CTAOMITBHOS 3a00ICBAHAC TLTFOC OOBCKTHBHBIN OTBCT.
[00544] Cnoco0, OmHCAHHEBIH B HACTOAMICM JOKYMCHTE, MOKCT MPUBSCTH K yacTHUHOMY OTBETY (HO) ¥
cyosekra. HO mpeacrapisieT co00i YMCHBIICHAC MACCHI pa3Mepa OMyXOJIH MO MCHBIICH Mepe Ha 50%
nocpeacteoM kputepues u3yamm3anun (KT wm [T3T-KT) 6e3 morHoro HCue3HOBCHHS Oy XOJICBBIX 0UAroB.
ITo xpurepusm [TIT/KT YO cooTBETCTBYET ONMHCAHHOMY BBIIIC WIIH OTPEACIICTCS CHIPKCHHBIM
MeTabOIMUEC KM TOTJIOIIECHUEM IO CPABHEHHIO C HCXOJHBIM YPOBHEM H OCTATOUHBIMH MAaCCAMH JIFOO0TO
pasmepa (xputepun JIyraro, Cheson et al., JCO 2014).

[00545] Cnoco0, omHCaHHEBIH B HACTOAMICM JOKYMCHTE, MOKCT MPHUBECTH K moHOMY oTBeTy (T10) ¥
cyosekra. Cheson et al., JCO 2014,
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[00546] Cnoco0, omHCaHHEIH B HACTOAMICM JOKYMCHTE, MOKCT MPHBECTH K cTa0WIbHOMY 3a60meBaHui0 (C3)
y cyosekrta. Cheson et al., JCO 2014,

[00547] Cmoco0, omHCaHHBIH B HACTOAMICM JOKYMCHTE, MOKCT YMCHBIIATE PAa3MEp 3I0KAUYCCTBEHHOTO
HOBOOOPA30BaHMS IT0 CPABHCHHUIO C HCXOIHBIM YPOBHEM, IIPHYEM HCXOTHBIH YPOBCHD ONPEACIIIOT A0 BBEICHUS
anTurenaa k CD47.

[00548] CnocoO, onHCaHHBIH B HACTOAIIEM JOKYMEHTE, MOYKET PUBECTH K H3MCHEHHIO PEPAKTEPHOCTH K

A3AIUTHIUHY Y CyOBEKTA.

DAPMALEBTHIYCCKHE KOMIIQ3HIINH
[00549] TIpeanmoKCHHOE 3/ECh AHTHTEIIO MOYKET OBITh BKIFOUYCHO B COCTAB JIFOOOH moaxo ekt

(papManeBTHYIECCKON KOMIIO3HIIHH B MOKET BBOJUTHCS JIFOOBIM MOAXOAALIMM criocoOoM BBeAcHuU. [Tonxomdmmue
Iy TH BBEICHUS BKJIIOYAIOT, O¢3 OTPAaHUYCHUH, HHTPAaapTEPHATIbHBIHN, BHY TPHKOKHBIH, BHY TPHMBIIICUHBIH,
BHYTPUOPIOIIMHHOMN, BHY TPUBCHHBIH, HA3aIbHBIN, TAPCHTCPATbHBIH, HHIASIHOHHBIN U IO IKOKHBIH Iy Th
BBCACHUSL.

[00550] dapmaneBTHHECKAS KOMIO3HIMS MOKET COACPIKATh OTHO HITH 00J1ee (papMaeBTHUCCKHX
SKCIUIMUEHTOB. MOKHO HCIOJIB30BaTh JH000H MOAX0 AmIHH (papMaleBTHYECKUH SKCIUITHCHT, U CIICIHATUCT B
JAHHOU 007aCTH CIOCOOCH BBHIOPATh MOAXOIIHE (hapMALCBTHUCCKHE SKCIUMHUCHTHL. COOTBETCTBCHHO,
(hapMareBTHYCCKHE SKCIUITHCHTHI, IPEACTABICHHbIC HIDKS, IPEAHA3ZHAUCHBI I HUTFOCTPALH, A HE
orpanuyeHus. JIonoHuTEIbHBIE (JapMalIeBTHUCCKHE BCIIOMOTATEIbHBIC YKCIHITUECHTHI BKIIOYAIOT, HAIPUMED,
omucanHbie B Handbook of Pharmaceutical Excipients, rowe et al. (Eds.) 6th Ed. (2009), momHOCTBIO
BKJIFOUCHHON B KAYECCTBE CCHLIKH.

[00551] B HexoTOPBIX BAPHAHTAX OCYIUCCTBICHHS (JapMALCBTHYCCKAS KOMIO3HLAS COACPIKHUT
AQHTHBCIICHUBAIOMIMI ar¢HT. MOKHO HCIOTb30BATh JIFOOOH MOAXOAAIINN AHTHBCIICHUBAKOINHIT arcHT. B
HEKOTOPBIX aCHECKTaX aHTUBCTICHHBAIOINM arcHT BRIOPAH U3 CIIUPTA, 3(pHpa, Macia, BOCKA, CHIHKOHA,
MOBEPXHOCTHO-aKTHBHOTO BEINECTBA H MX KOMOWHALWH. B HEKOTOPBIX aCIEKTaX AHTHBCIICHUBAOIIHUI ar¢HT
BBIOMPAFOT H3 MUHEPAIbHOTO MAacCJIa, PACTHTEIFHOTO Macia, STHICHONC-CTeapaMuIa, napa(h)mHOBOTO BOCKA,
CITOKHOTO 3(pHpa, BOCKA KUPHOTO CIHUPTA, ATHHHOLCTIOUCYHOH YKHPHOH KHCIIOTHI, CII0’KHOTO 3(hHrpa >KHPHOMH
KHCJIOTBL, CIIO?KHOTO 3(hHpa KUPHBIX KUCIOT, (PTOPCHIHMKOHA, COTIOIMMEPA TOTHS THICHT THKO IS~
TIOJUIPOTIAJICHTTHKOIIS, COMOIMMEPA MOTHITHICHIOKCAHA-TIOTHIIPONTIIICHIJIHKOJIS, IIPOCTOTO 3(pHpa,
OKTHJICHIIOKCAHA-AUOKCHAA KPEMHHUS, TPOCTOTO 3(prpa, OKTHIOBOTO CHHPTA, STHIOBOTO CIIUPTA, 2-3THII-
TCKCAHOJIA, JUMCTHUKOHA, OJICH/IA, CHMCTHKOHA H HX KOMOMHALIHH.

[00552] B HexoTOPBIX BAPHAHTAX OCYINECCTBICHHS (PapMALCBTHYCCKAS KOMIIO3UIAS COACPIKUT
copacTeopuTelb. HMmmocTpaTuBHbIC IPUMEPHI COPACTBOPHTEIICH BKIIFOYAROT 3TAHOJI, MOJHITHICHTITHKOITb,

Oy THIICHT THKOJIb, AUMETHIIALCTAMH, TTHIECPHH, MPONMICHITHKOIb U HX KOMOHHAIWH.

[00553] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHUA (hapMACBTHICCKAT KOMIIO3HIMS COACPKUT Oy dep.
HnmocTpaTuBHBIC MPAMEPSHI Oy (PepOB BKITFOYAROT aIeTaT, Oopar, KapOOHAT, TaKTaT, Majar, (pocgar, uTpar,
THAPOKCH, TH3TAHOJIAMIH, MOHOSTAHOJIAMHH, INTHIWH, MCTHOHUH, TYapPOBYIO KaMEAb, ITyTaMaT MOHOHATPUS H
WX KOMOWHAIIHH.

[00554] B HexoTOpHIX BAPHAHTAX OCYINECCTBICHH (JapMALCBTHICCKAS KOMIIO3HIUS COACP>KAT HOCHUTEIb HITH

HANOJTHUTETb. VIITFOCTPATHBHEIC MPUMEPHI HOCHTEJICH UITH HATIOJTHHTEIICH BKIFOYAOT JAaKTO3Y,
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MaJbTOACKCTPHH, MAHHHT, COPOUT, XHUTO3aH, CTCAPHHOBYIO KHCIIOTY, KCAHTAHOBYIO KaMe/b, TYapOBYIO KaMe/Ib
¥ UX KOMOWHALIHY.

[00555] B HekoTOpBIX BAPHAHTAX OCYINECTBICHHUS (PapMALCBTHICCKAS KOMIIO3UIUSA COACPIKHUT
TOBCPXHOCTHO-AKTHBHOC BCIICCTBO. HJ’IJ’[IOCTpaTI/IBHBIe IPUMEPBI NOBECPXHOCTHO-AKTHBHBIX BCIICCTB
BKIIFOYAROT d-ab(a-Toko(epot, XIopua OCH3ATKOHHA, XJI0pHA OCH3CTOHNSA, XJI0PH UCTHIIMTHPHIHHNAA,
JIOLOBBIH HATPUif, TTMLECPHJIOCTECHAT, ITHIICPHIMOHOO0JIEAT, THAPOKCHCTEPAT HA OCHOBE JIAYPUHOBOH KHCIIOTBHI,
THIPOKCHCTEAPAT MAKpoToia 15, MUPHCTATHIIOBBIH CIUPT, (POCHOTUITHABI, TOTHOKCHITHICHATKUIOBBIC 3(UPEI,
CJIOKHBIC 3(HPBI MOJTHOKCHITHICHCOPOHTAHA, OJIHOKCHITHIICPHIBI, CTEApaTHICY Tb(aT HATPHA,

TIOJTHO KCHTTUIICPHIBI, TAYPUIICY Th(AT HATPUS, CI0KHBIC d(PUpPHI COpOUTAHA, MOTHITHICH-TIAY PUICY Th(aT
(TMKOIb) M UX KOMOHHAIIHH.

[00556] B HEeKOTOPBIX BapHAHTAX OCYIICCTBICHHA (PapMALCBTHUCCKAT KOMIIO3HIIUSA COICPIKUT arCHT,
MPEMATCTBY OIMH CIICKHBAHUIO. IUTFOCTPATHBHBIC MPHMEPBI ATCHTOB, MPEIATCTBY FOLIUH CIIC/KHBAHUIO,
BKJIIOYAOT (poc(at KambLus (TPEXOCHOBHBIH), THIPOKCHMETHILCIUTOI03Y, THAPOKCUIPOTIHILCIUTIONI03Y,, OKCHT
MATHHA H UX KOMOUHAIUH.

[00557] [pyrue BCroMOraTeabHbIC SKCIUIHCHTHI, KOTOPBIC MOXKHO HCIIOJIb30BaTh C (PapMaLeBTHUCCKUMHU
KOMIIO3HIUAMH, BKIIFOUAIOT, HATIPUMEP, ATbOYMHUH, aHTHOKCHIAHTBI, aHTHOAKTECPHATbHBIC arCHTHI,
AQHTHTPHOKOBBIC ArCHTHI, OM0A0COPOHPYEMbIC OTHMEPBI, XCIATHPYIOLINE ATCHTHI, KOHTPOJIHPYEMBIC
BBICBOOOJKJAIOIINE areHTHI, PA30ABHTEIH, JUCIEPTHPYIOIIHE aTCHTH], YCHIMTESIH PACTBOPCHHUS,
SMYJIBIHPYIOLINE aTCHTHI, Te1e00pa3yOLINe areHThl, Ma3H-OCHOBBI, YCHIHTEIH IPOHUKHOBEHHUS, KOHCEPBAHTHI,
COFOOMITH3HPYIOIHC aTCHTHI, PACTBOPUTEIIH, CTAOMTH3HPYOMIHUE aTCHTHI, CaXapa U HX KOMOWHAIIWH.
KoHKpeTHBIC MPUMEPHI KAJKAOTO W3 3THX ar¢HTOB omucaHbl, Hampumep, B Handbook of Pharmaceutical
Excipients, rowe et al. (Eds.) 6th Ed. (2009), The Pharmaceutical Press, BKIIFOUCHHOH B KA4CCTBS CCBLIKH B
TIOJTHOM 00'BEME.

[00558] B HEekoTOPBIX BAPHAHTAX OCYINCCTBICHHUS (PapMALCBTHUCCKAS KOMITO3HIMS HMEET PAaCTBOPHTEb. B
HEKOTOPBIX aCHEKTaX PACTBOPHUTEID MPEACTABIACT COO0H (PH3HOTOTHUCCKHUIA pacTBOP, TAKOH KAK CTCPHIbHBIN
H30TOHHYCCKHH PacTBOP (PH3HOJIOTHUCCKOTO PacTBOPA HITH PACTBOP ACKCTPO3bL. B HEKOTOPHIX acTieKTax
pacTBOPHTETs MPEACTABILICT COO0H BOAY A1 HHBCKIHH.

[00559] B HEekoTOPBIX BAPHAHTAX OCYINECCTBICHUS (JapMALCBTHICCKAC KOMITIO3HIUH HAXOAATCS B (hopMe
JaCTHUI[, TAKHUX KAK MHKPOYACTHLIA UJIH HAHOYACTHIIA. MI/IKI)O'-I&CTI/II.[BI WA HAHOYACTHILBI MOTYT OBITh 06p33013aH1>1
u3 OO0TO MOAXOAAIIETO MaTeprala, TAKOTO KaK IOJIMMED HITH JTHITH. B HEKOTOPBIX acmeKkTaX MHKPOYACTHIIBI
HJTH HAHOYACTHIBI MTPEACTABILIIOT COO0H MUIICIUIBI, THITOCOMBI HITH HOJTHMEPOMBL

[00560] B maHHOM ZOKYMCHTC AOMOTHUTCIBHO MPCITOKCHBI OC3BOAHBIC (DAPMAICBTHUCCKAC KOMIO3HIHA H
JIeKapCTBCHHBIC (POPMBI, COACPIKAIIIE AHTUTENO, TOCKOIBKY BOJIA MOYKET CIIOCOOCTBOBATH PA3I0KCHHIO
HCKOTOPBIX AHTHTCIL.

[00561] BessoaHBIC (hapMATCBTHUCCKIC KOMITO3HIIMA U JICKAPCTBCHHBIC (DOPMEBL, MPSACTABICHHBIC B JAHHOM
JAOKYMCHTC, MOTYT OBITD TOJIy4YCHBI C HCTIOJIb30BAHUCM 663BOHHBIX HHIPCAUCHTOB WJIH HHIPCOAUCHTOB C HU3KUM
COJICp’KaHUEM BIIATH U B YCJIOBHAX C HU3KHM COJACP)KAHUEM BIIATH WM HA3KOH BIKHOCTBIO.
DapMaNCBTHICCKIC KOMITO3HIHH U JICKAPCTBCHHBIC (DOPMBI, KOTOPHIC COACPYKAT JAKTO3Y H 0 MCHBIICH MEpe

OJIMH aKTHBHBIN HHTPEAUCHT, KOTOPBIH COACPKUT IICPBHUHBIN HIIH BTOPHIHBIH AMIH, MOXKET OBITH OC3BOTHBIM,
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€CJIN OKUACTCS CYIECTBCHHBIN KOHTAKT C BIATOH W/HIIH BIHKHOCTBHIO BO BPEMSI H3TOTOBJICHHS, YIIAKOBKH
H/ATH XPAHCHUSL.

[00562] BespomHYHO (PapMALCBTHUCCKYH) KOMIIO3HIIHIO CIICAYCT TOTOBHTH H XPAHHTH TAKAM 00Pa30M, YTOOBI
COXpaHsIach ¢¢ 6e3B0HAA mMpupoaa. COOTBETCTBEHHO, OC3BOAHBIC KOMITOZHIIHH MOTYT OBITh YIIAKOBAHEI C
HCHOJNB30BAHUEM MATEPHANIOB, KOTOPHIC, KaK H3BECTHO, MPEAOTBPAIIAKOT BO3ACHCTBHE BOABL, TAK YTO OHH
MOTYT OBITh BKJIFOUCHBI B ITOXO1AIIHE HAOOPHI perentyp. [IpuMeps! moaxo el yIakoBKH BKIIOYAOT B ceO,
6€3 OTpaHHICHUIT, TEPMETHYHO 3aIICYaTAHHBIC IIEHOMATEPHAITBI, ITACTMACCHI, KOHTCHHEPHI C Pa30BOH J030MH
(manpumep, GIakoHBI), OTUCTEPHBIC YIAKOBKH H OTPHIBHBIC ITAKCTHKH.

[00563] B HEkOTOPBIX BAPUAHTAX OCYILECTBJICHUA AHTUTEIIO, MPEATIOKECHHOE B HACTOAILEM JOKYMECHTE,
MIPUTOTOBJICHO B BHJIC JICKAPCTBECHHBIX (POPM 11 MAPEHTEPATbHOTO BBEACHU. JIekapcTBEHHBIC (DOPMBI IS
MAPEHTEPATPHOTO BBEACHHA MOYKHO BBOJUThH CYOBEKTAM PA3IMUHBIMHU ITy TSIMHU, BKJIFOUAsl, HO HE OTPAHUYUBASACH
HMH, TIOJKOKHBIH, BHY TPHBECHHBIH (BKIFOUast HH(QY3HH H OOIIOCHBIC HHBECKIUH), BHY TPHMBIIICUHBIH 1
BHYTpUApTEpHAIbHBIN MyTU. [TOCKOIBKY HX BBEACHHE OOBIMHO OOXOAUT ECTECTBEHHYIO 3AIIUTY CYyOBEKTA OT
3arpA3HAIONINX BEIIECCTB, JCKAPCTBCHHBIC (DOPMBI [ MAPSHTEPATPHOTO BBEACHHA OOBIMHO CTCPHIIBHBI HIIH
MOTYT IOABEPraThcs CTCPIIN3ALMY EPE BBEACHHEM CYOBEeKTY. [IpuMephI TeKapcTBEHHBIX (opM s
MAPEHTEPATbHOTO BBEACHUA BKIFOYAIOT, HO HE OTPAHHYHBAOTCSA HMH, PACTBOPBL, TOTOBBIC A1 HHBECKIIMI,
Cyxue (HampuMmep, JIHO(HUIH3HPOBAHHbIC) IPETAPAThI, TOTOBBIC K PACTBOPCHHUIO WU CYCIICHIHPOBAHHIO B
(hapMaIeBTHYCCKH IIPHEMIEMOM HOCHTENE JUI1 HHBCKIHUH, CyCIIEH3HH, TOTOBBIC )11 HHBCKIHUI, H 3MYJIbCHU.
[00564] Tloxxonasmme HOCHUTETH, KOTOPBIC MOYKHO HCIIOJTBb30BATh IS JICKAPCTBEHHBIX (hOPM I
MAPEHTEPATbHOTO BBEACHHUSA, XOPOIIO U3BECTHHI CIICIUATHCTAM B JAHHOH 00xacTu. IIpuMeps! BKIIOUAIOT, HO HE
OTPAHHIHMBAIOTCS UMHU: BOAY i1 mHbeKkuuii USP; BOHBIC HOCHTEIH, TAKHE KAaK, MOMUMO MTPOYETO, PACTBOP LI
HHBEKIMH XJIOpPHIAa HATPUs, PacTBOp PuHTepa A HHBEKIMH, paCTBOP ACKCTPO3bI ISl HHBEKIMH, paCTBOP
JEKCTPO3BI ¥ XJIOPUAA HATPUS 1A HHBEKIMHI U pacTBOp PHHIrepa 111 HHBEKIHH C JTAKTaTOM; CMEIIUBACMBIC C
BOJOY HOCHTEH, TAKHE KAK, HO HE OTPAHHYUBASICH HMH, STHJIOBBIH CIIUPT, MOJIUITUICHIJIUKOIb H
TOJTUTPOTIHJICHT TUKOJIb; H HEBOJHBIC HOCHTEH, TAKHE KAK, HO HE OTPAHUYHBAACH HMH, KYKYPYy3HOE MAacio,
XJIOITKOBOE MACJI0, apaxHCOBOE MACIIO, KYH)Ky THOE MAacJIo, 3THJIONEAT, H30MPOIHIMHPHCTAT U OCH3MIOCH30aT.
[00565] BcmomoraTeTbHBIC BEMICCTBA, MOBBIIIAIOIIIC PACTBOPHMOCTD OJHOTO WJIH 00JICC OMMUCAHHBIX 3/1CCh
AQHTHTE, TAKKE MOTYT OBITh BKIFOUCHBI B JICKAPCTBEHHBIC (DOPMBI 151 MAPCHTEPATLHOTO BBEIACHH.

[00566] B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA JICKAPCTBCHHAS (DOPMA T MAPCHTCPATHHOTO BBCACHHA
sABisieTcs o (pum3npoBanHOH. [IpuMeps! THO(UIH3HPOBAHHBIX COCTABOB ONMCAHBI, HATIPHUMED, B MATCHTE
CIITA No. NeNe 6,267,958 1 6,171,586, m WO 2006/044908;, xaxaprii 03 KOTOPHIX BKIFOUCH B JAHHBIH
JOKYMEHT B IIOJTHOM 00BbEME IIOCPEACTBOM CCHLITKH.

[00567] Tlpum mcucHWH YETOBECKA BPay OMPEACIACT JO3HPOBKY, KOTOPYEO OH CUHTACT HAMOOJICE TTOIXOAAIICH,
B COOTBETCTBHH C MPO(PHIAKTHYCCKUMH HITH JICYCOHBIMH IICIISIMH, A TAKXKE B COOTBETCTBHH C BO3PACTOM,
MAaccoi Tea, COCTOAHUEM H APYTHMH (PaKTOpaMu, XapaKTEPHBIMH JJIsI CYOBEKTA, MOICKAIIETO JICHCHHIO.
[00568] B ompeacicHHBIX BAPHAHTAX OCYILECTBICHUS KOMIO3UIHS, PEAJIOKEHHASA B JAHHOM JIOKYMEHTE,
TpecTaBsieT cO00H (hapMaLEBTHUYCCKYIO KOMIIO3HIHIO HITH OTHY CAMHHYHYIO JJCKAPCTBEHHYIO (hopMy.
[Ipenmaraemsere 31ech (hapManEBTHUCCKUE KOMIIOZUIHI W CAHHAYHBIC JICKAPCTBCHHBIC (DOPMBI COAEp AT
MPO(PUIAKTHUCCKH HITH TCPANICBTHYCCKH 3(P(PESKTHBHOS KOTHICCTBO OJHOTO MITH O0JIee MPO(PHIAKTHICCKUX HITH

TCPATICBTHYICCKUX AHTUTCIT.
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[00569] KoamdecTBo aHTHTENA HIIH KOMIIO3HIMH, KOTOpoe Oy aeT 3 PekTHBHBIM 111 PO (PUIAKTHKY HITH
JICYECHUS PacCTPONCTBA, HIIH OHOTO HIIH O0JICE €T0 CHMIITOMOB, OYACT BAPhbHPOBATHCS B 3aBUCHMOCTH OT
TIPHPO/IBI H TSHKECTH 3a00JICBAHHS MITH COCTOSHISA, H Iy TH BBEICHHSA aHTHTENA. YacToTa B TO3HPOBKA TAKXKe
OyAyT BapUPOBATHCA B 3aBUCHMOCTH OT (JaKTOPOB, CCIH(PHYHBIX I KOKIOTO CYOBEKTa, B 3aBHCHMOCTH OT
KOHKPETHOH Tepanuyu (HaIpHMED, TEPANICBTHYCCKUX WM MPO(IIAKTHYCCKUX ar¢HTOB), TSLKECTH PacCTPOHCTBA,
3a00IeBaHMS MM COCTOSIHMSA, My TH BBEICHHSA, a TAK)KE BO3PACTA, TEJIA, MACCHI, OTBETa H AaHAMHE3a CYOBEKTA.

O (pexTHBHBIC JO3BI MOTYT OBITh SKCTPATIOIHPOBAHBI H3 KPHBBIX 103a-PEAKIHs, MOy YCHHBIX B TECT-CHCTEMAX
in vilro WM HA JKUBOTHBIX MOJCIIAX.

[00570] Pasnuusbie TepaneBTHUCCKH Y(P(OEKTHBHBIC KOJIHYECTBA MOTYT OBITh IIPUMEHHUMBI IS PA3IHIHbBIX
3a00JICBAHHI H COCTOSHHM, KAK OOIICH3BCCTHO CIICHUATHCTAM B JAHHOH 00JACTH TCXHHKH. TOYHO TaK K¢S
KOJIMYECTBA, JOCTATOYHBIC JUIA IPEIOTBPAINCHUSA, CACPKUBAHUS, JICHCHUS WM OOJCTUCHMA TAKUX HapyIICHUH,
HO HEJOCTATOYHBIC I TOTO, YTOOBI BBI3BATh MOOOUHBIC 3(P(EKTHI HIIM JOCTATOUHBIC I TOTO, YTOOBI CHU3UTh
no604HbIC (P(EKTHI, CBA3AHHBIC C AHTUTCIAMH, PESACTABICHHBIMU B HACTOAIIEM JOKYMEHTE, TAKKES
OXBAaTBIBAIOTCA KOJIHUECTBAMH 03 H rpa(ukaMy 4acTOTHI BBEACHHS, PSACTABICHHBIMH B HACTOSIICM
JokyMeHTe. KpoMme Toro, koraa cyOBeKTy BBOAAT HECKOIBKO 403 KOMIO3UIHH, PEACTABICHHON B JAHHOM
JOKYMEHTE, HE BCE JO3HPOBKHU JODKHBI OBITH OJUHAKOBBIMH. HampuMep, 103upoBKa, BBOAHUMAS CYyOBEKTY,
MOJKET OBITh YBEJIHUCHA I YIyUIICHHA NPO(HIAKTHYESCKOTO MM TPaeBTHYECKOTO d(p(ekTa KOMITO3HIHH
WM MO’KET OBITh COKPAIICHA U YMCHBIICHHUS OJHOTO HIH 00siee MOOOUHBIX 3(P(PeKTOB, KOTOPBIC UCIILITHIBACT
KOHKPETHBIH CYOBEKT.

[00571] B ompenencHHBIX BapHAHTAX OCYICCTBICHU JCUCHUE HWITH MPEIOTBPAILCHHAC MOXKET OBITh HAYATO C
OJHOH 1M OOJIee Harpy30UHBIMH J03aMH aHTHTEJIA HIH KOMITO3HIHH, PESUIOKEHHBIX B JAHHOM JOKYMEHTE, C
ToCHIe Ay oIIeiH 0HOH Mitn G0J1ee MOCPKHBAOIIAMHE JO3AMH.

[00572] B ompencieHHBIX BAPHAHTAX OCYILECTBICHUS 1032 AHTUTEIA I KOMITO3HLIUY, TIPEJI0KCHHBIX B
JAHHOM JTOKYMCHTE, MOKET OBITh BBECHA I TOCTH)KCHHS YCTOHUNBOH KOHICHTPALMH AHTUTEJIA B KPOBH HIIH
CBIBOPOTKE CyObekTa. KOHIICHTpams B PABHOBECHOM COCTOSIHHH MOSKET OBITh ONPEICICHA My TEM H3MEPCHUS B
COOTBETCTBUH C MCTOAWKAMH, JOCTYITHBIMH CIICIHAIACTAM HJIH MOKET OBITh OCHOBAHA HA (DH3HYECKUX
XapaKTCPUCTHKAX CYOBEKTA, TAKMX KAK POCT, Macca M BO3PAcT.

[00573] Kax Gosee moapoOHO 0OCYKIACTCA B APYTHX pa3acIaX HACTOAIICTO OMHCAHUSA, aHTHTC]IO,
TIPEATIOKEHHOE B TAHHOM JOKYMEHTE, HEOO3aTCIbHO MOKET OBITh BBEJCHO C OJHHM HIIH OoJtee
JOTIOTHATCIBHBIMH ar€HTAMH, TPUTOIHBIMHA 11 PO (DHIIAKTHKY HITH JICUCHHS 3a001CBAHAS HIIH PACCTPOHCTBA.
O(peKTHBHOE KOIHYECTBO TAKUX JOTIOJHATCIBHBIX aTCHTOB MOSKET 3aBUCETH OT KOJHYCCTBA AHTHTE,
MPHCYTCTBYIOMIMX B COCTABE, THIIA PACCTPOHCTBA HIIH JICYCHHS M APYTHX (PAKTOPOB, H3BECTHBIX B JAHHOM
00J1aCTH MM ONMMCAHHBIX B HACTOSIIEM TOKYMEHTE.

[00574] «DapMalCcBTHUECKH TPUEMIEMBIIN SKCHUIMUEHT» 03HAYACT BCIIOMOTATEIbHOE BEIIECTBO, KOTOPOE
TIPUTOTHO TS MOJTyUYeHHS (papMarieBTHUECKOH KOMITO3UIUH, KOTOPAs OOBIMHO SBIICTCS OC30TACHOM,
HETOKCHYHOM U )KETIATCIFHOM, M BKIFOUACT BCIIOMOTATEIbHBIC BENIECTBA, KOTOPHIC SBILIFOTCS MPHEMICMBIMH
JUTA BETCPHHAPHOTO MPHMEHCHHS, a TAKKE 11 ()apMaNCBTHUICCKOTO IIPHMEHEHH Y YeTI0BeKa. Takue
SKCUMITHEHTHI MOTYT OBITH TBEPABIMH, KHAKHMH, IOy TBEPABIMH HITH, B CIy4ac ad3pO30TbHOH KOMITO3HIIH,

Ta3000Pa3HBIMH.
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[00575] «®apManeBTHUECKH MPHUEMIIEMBIE COJIH U CII0XKHBIC 3(DHPBD» 03HAYAOT COJIH U CJIOKHBIC 3(DHPHI,
KOTOPBIC SBIIIFOTCS (papMaIleBTUUECKH MPHEMIIEMBIMH H HMCIOT TpeOyeMmble (papMaKoJIOTHICCKIE CBOHCTBA.
Taxue conmu BKIIFOYAIOT COJIH, KOTOPBIE MOTYT 00pa30BhIBAaThCA, KOTJA KHCIIBIC IIPOTOHBL, MPUCYTCTBYIOINC B
COCAMHCHUSX, CIOCOOHBI PEarupoBaTh C HEOPTAHWYCCKUMHY HITH OPTaHMYECKUMH OCHOBaHIAMHE. [loxxoxamme
HEOPTAaHMUYECKHE COJIU BKIIFOYAIOT T€, KOTOPBIC 00PAa30BaHBI C IETOYHBIMH METAJUIAMH, HAPUMEP HATPHIH U
Kamiii, MarHuif, KaTpuui u amoMuHni. [loaxoadmme oOpraHuuecKUe COTH BKIFOYAOT COJIH, 00Pa30BAHHBIC C
OpTraHMYCCKUMH OCHOBAHHUAMH, TAKHMMH KaK QMHHOBBIC OCHOBAHU, HATPUMED, STAHOJIAMUH, TU3TAHOJIAMUH,
TPUSTAHOJIAMHUH, TPOMCTAMUH, N-METHITTIOKAMHH U T. II. TaKHE COJIH TAKXKS BKIIFOYAIOT KHCIIOTHO-
aJTUTUBHbIC COIH, 00Pa30BAHHBIC HEOPTAHWYCCKUMH KHCIOTaMH (HAIIPUMED, XJIOPHCTOBOAOPOIHOH U
OpOMHUCTOBOIOPOHOM KHCIOTAMH) M OPTaHMYECKUMH KHCIIOTaMH (HAIIPUMED, YKCYCHOH KHUCIOTOH, THMOHHON
KHCTIOTOH, MAaJICHHOBOH KUCIIOTOH U aTKaH- U APCHCY Tb(POKUCIOTAMH, TAKUMH KAK METAHCY IH()OKUCIIOTA H
6eH30Cy Mb(oKHCTOTa). DApMATICBTHUCCKH IPHEMIIEMBIC CIIOKHBIC J(PHPBI BKIFOUAIOT CIIOKHBIC 3(HPBI,
00pazoBaHHbIC KapOOKCUIbHBIMH, CYIb(OHUIOKCH- H (JOC(HPOHOKCUTPYIIIAMH, IPUCYTCTBYIOLIMMH B
coenuHeHUAX, Hanpumep, Ci.¢ ankuaosbie 3(upsl. [Ipn HaauuiK ABYX MPHCY TCTBYIOIMX KUCIOTHBIX IPYIIIT
(hapMaleBTHYCCKH IPHEMIIEMAs COJIb WIIH CIOKHBIH 3(hPUp MOXKET MPeICTaBIATh COO0H MOHOKHCIOTHYFO
MOHOCOJTb HJTH CJIOKHBIN 3(DHP HIH AUCOIb WIH H(PHP; U AaHATOTHIHBIM 00pa3oM, KOTAa MPHCYTCTBYET OoJiee
JBYX KHCJIOTHBIX TPYIIII, HEKOTOPBIC MM BCE TAKHE IPYIIIBI MOTYT OBITH IPEOOPA30BAHBI B COJIb HITH
srepuduimposansl. CoeqUHCHUS, HA3BAaHHBIC B JAHHOM H300PETCHHH, MOTYT IPHCYTCTBOBAThH B HECOJICBOI HIIH
HESTepU(PHIUPOBAHHON (hopMe, MM B COJICBOH M/ STCPH(PHIMPOBAHHON (popMe, H IPEIIIONAraeTcs, 4To
HA3BaHMA TAKHX COCTUHCHUH BKIIOYAFOT KaK HCXOIHOE (HECOJICBOE H HEATCPU(PHIMPOBAHHOE) COSIHHCHUE, TAK
U ero (hapMareBTHICCKH IIPHEMIIEMBIE COJIH U CIIOXKHBIE 3(pupbl. KpoMme Toro, HEKOTOpBIE COCHHEHU,
MPUBCICHHBIC B JAHHOM H300PETCHHH, MOTYT MPUCYTCTBOBATh O0JICE YeM B OJHOH CTEPEOM30MEPHOiT (hopme,
MPEANOIAraeTCs, YTO Ha3BaHHUI TAKHX COCAUHCHUH BKIFOYAKOT BCE OTACIBHBIC CTCPEOU30MEPHI H BCE CMECH
(6yp TO paleMHYCCKHC WK IPYTHEC) TAKHX CTCPCOM30MCPOB.

[00576] Tepmunb! «(papManECBTHUCCKH TPHEMIIEMBII, «(PU3HOIOTHYECKH IEPCHOCHMBII H UX
TPAMMATHYCCKHC BAPHALIWH, OCKOJIBKY OHH OTHOCATCA K KOMITO3HIUAM, HOCUTCIIAM, p336aBI/ITCJI$IM H
pearcHTaM, MPUMCHSIOTCS B3aNMO3aMCHACMO H 03HAYAOT, YTO MAaTCPHAIBI MOYKHO BBOJHUTDH YCITOBEKY
BO3HHKHOBCHHS HE)KEIATEIBHBIX (PH3HOIOTHICCKHX 3(P(PEKTOB B Takol CTCTIEHH, KOTOPAst MPEIATCTBYET

BBCACHHIO KOMITO3HIIHH.

Hatops1

[00577] Taxoke B HACTOATICM JOKYMCHTC OTIHCAHBI HAOOPHL, BKTFOYAIONINC AKTHBHBIC aTCHTHI, HAPHMED,
aaTutea0 kK CD47 1, HeoOA3aTCIbHO, JOTIOTHUTCIEHBIN Ar¢HT, HX COCTABBI H HHCTPYKIHH TI0 PHMCHCHHFO.
Ha0op M0KeT ZOMOTHATENFHO CONEPKATh IO MCHBIIICH MEPEe OHH AOTOTHHTEIBHBIH PEarcHT, HalpuMep
azarmuruauH. Habops!l, Kak MpaBUIIo, COEPKAT STHKETKY, YKA3hIBAOIIYIO MPEATIONIAaracMoe MPHMCHECHHE
coJepskuMoro Hadopa. TepMuH «3THKETKA» BKIFOYACT B ceOs1 000N MACHMEHHBIN MITH 3aITHCAHHBIA MaTepHal,
TMOCTABIACMBIH BMCCTE ¢ HAOOPOM WIIH HHBIM 00Pa30M COTPOBOKIAFOIIHE HA0OP.

[00578] Taxxe mpemIoskeHbI HAOOPHI U MPUMEHCHHUS B PA3THUHBIX CIOCO0AX, ONMMUCAHHBIX B HACTOAIIEM
JokyMeHTe. Habops! o HacTOAmeMy H300PCTCHHIO BKIFOUAKOT mpaiivep u areHT k CD47. B HEKOTOPBIX
BapHAHTAX OCYIIECTBICHUS HAOOP COACPKUT ABa WK O0JIee MpaiMEPHBIX arcHTa. B HEKOTOPBIX BApHAHTAX

OCYIIECTBICHH HAaOOPp coaepKuT Ba win Oonee antuTenaa K CD47. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS
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HACTOAMIETO M300PETEHHUS MpaiMep MPEACTABIICH B JICKAPCTBEHHOH (hopMe (HampuMep, MPUMHPYFoNICH
JICKAPCTBCHHOI (popMme). B HEKOTOPBIX BapHAHTAX OCYIICCTBICHIA HACTOAIICTO H300PCTCHUS mpaiiMep
TIPE/ICTABJICH B IBYX WJIH O0JIeE Pa3IHYHBIX JEKAPCTBEHHBIX (DOpMax (HanmpHMep, IBYX HIIH O0Jice Pa3IHIHbBIX
MIPUMHPYIOIINX JICKAPCTBEHHBIX (popMax). B HEKOTOPBIX BapHaHTAX OCYIIECTBICHHA arcHT kK CD47
MIPE/ICTABJICH B JICKAPCTBECHHOM (popMe (HampuMmep, TepaneBTHIeCKH 3((PekTHBHOMN ekapcTBeHHOH (hopme). B
HEKOTOPBIX BApHAHTaX ocymecTsicHuA areHT k CD47 mpeacTasiicH B IBYX WM 00JIEE Pa3IHIHbBIX
JIeKapCTBEHHBIX (popMax (HaIpuMeEp, ABYX HIIH 00JICe PA3IHYHbIX TEPANCBTHUCCKH 3P PEeKTHBHBIX
JO3UPOBAHHBIX (popMax). B xoHTeKCTE HAabopa mpaiiMep w/wmn areHT k CD47 MOTYT MOCTABIATHCA B HKHIKOH
win TBepAOH (popMe B Mr000H yI0OHOH yIakoBKe (HAIPHMEP, B MAKCTHKAX-CTUKAX, JO3HPOBAHHBIX YIIAKOBKAX
HT. I.).

[00579] B momonHCHHE K BHICYKA3aHHBIM KOMIIOHCHTAM, HA0OOPHI 111 CYOBECKTOB MOTYT AOIOTHUTCIHEHO
BKJTIFOUATSH (B ONPEACICHHBIX BAPHAHTAX OCYINCCTBICHHA) HHCTPYKIHHU IO IPUMECHEHHIO K CYOBEKTY CIIOCOO0B
JICYCHUs. OTH HHCTPYKIUH MOTYT IIPUCYTCTBOBATh B HA0OPAxX B pa3iIHYHBIX (hopMax, 0 Ha HiTH OoJIce U3
KOTOPBIX MOTYT OBITh B HaOope. OxHa u3 (JopM, B KOTOPOH MOTYT IPUCY TCTBOBATh 3TH HHCTPY KIHH,
npeacraBisieT coboif MeyaTHY 0 HHPOPMALHIO HA MOAXOAAIIEM HOCHTEIE HITH MOAJIOKKE, HATIPUMED, JTHCTE WU
aucTax OyMmaru, Ha KOTOPBIX HarmeyaTtaHa HH(popManus, B yIakoBke HaOOpa, BKIaabime | T. 1. Eme oaHoi
(popMOii STHX HHCTPYKUUIT ABIACTCS MAITHHOYHTACMBIN HOCHTEIIb, HAMPUMEP JHCKETA, KOMIAKT-TUuck (CD),
(pI>LI-HAKOTIUTENb U T. I, HA KOTOPOM 3amucaHa HHpopMaws. Eme oquoH (GOpMOMH 3THX HHCTPYKIHIL,
KOTOpas MOKET IMPHCYTCTBOBATS, ABIACTCA aApec BeO-caiiTa, HA KOTOPBIN MOKHO NepeiTh uepes MaTepHeT A1t

Jocryna k HH(pOpMaLUK Ha yIAJICHHOM BeO-caiTe.

MNPUMEPHI
[00580] Hmxe mpuBeaCHBI MPHMEPHI KOHKPETHBIX BAPHAHTOB OCYLICCTBICHHS HACTOSIICTO H300PCTCHHUS.
[Tpumeps! TPHBEACHBI TOJIPKO B HIUTFOCTPATHBHBIX LEJIX H HHKOUM 00Pa30M HE IPeTHAZHAYCHBI TS
OTpaHHUICHUS 00bEMA HACTOSIICTO H300PETCHUSL. BhITH MpeAMPUHATH YCHIAS 111 00CCIICUCHHUS TOUHOCTH
TMPUMCHACMBIX YHCe (HApUMEp, KOTHICSCTBA, TEMIICPATYPHI H T. [1.), HO HEKOTOPbIC IKCICPHMEHTAIBHBIC
OIIHOKH W OTKJIOHCHHUS, Pa3yMEETCs, TOKHBI OBITh Pa3pPCIICHBL
[00581] B mpakTuKe HACTOAIICTO H300PECTCHHUA OY Ay T MPHMCHATHCS, CCITH HE YKA3aHO HHOC, OOMICTTPHHATHIC
METObI OCTKOBOH XUMUH, OHOXHUMUH, TEXHUKH pekoMOnHanTHOH JIHK u (hapmakoiorun, H3BECTHBIC
CICIHAINCTAM B JAHHOW 001aCTH TCXHHUKH. TaKHe MECTOIbI MOAPOOHO OMUCAHEI B uTeparype. CM., HampuMep,
T.E. Creighton, Proteins: Structures and Molecular Properties (W .H. Freeman and Company, 1993); A.L.
Lehninger, Biochemistry (Worth Publishers, Inc., current addition); Sambrook, et al., Molecular Cloning: A
Laboratory Manual (2nd Edition, 1989); Methods In Enzymology (S. Colowick and N. Kaplan eds., Academic
Press, Inc.); Remington's Pharmaceutical Sciences, 18th Edition (Easton, Pennsylvania: Mack Publishing
Company, 1990); Carey and Sundberg Advanced Organic Chemistry 3" Ed. (Plenum Press) Vols A and
B(1992).

Hpumep 1 HuSF9-G4 B KOMOUHAIINN ¢ A3ANMATIVIHHOM V NANHEHTOB ¢ TeMATOJIOTMIeCKAME
3JI0KAYECTBEHHLIMH HOBOOOPA30B AHNSAMH

Beeoernue
[00582] Octpsrit Mucaon AR Tetiko3 (OMJ]) aBIICTCA PACIPOCTPAHCHHBIM TEMATOIOTHICCKIM

3TOKAYCCTBCHHBIM HOBOOOPA30BAHHUCM, YACTOTA KOTOPOTO Bo3pacTaet ¢ 3 : 100 000 y MOTOaBIX TFOACH A0
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6omnee yem 20 : 100 000 y moxxmbix moacii. s manueHToB B Bo3pacte 60 et o0mas sepkuBacMocTh (OB)
cocrapisieT oT 40 1o 50%, Ho TonbKO 5% 111 manueHToB > 60 neT. BoTbIMHCTBO BHOBB THATHOCTHPOBAHHbIX
namuerTos ¢ OMJI crapme 60 siet. B 310# momy IsIuy ManMeHTOB CTAHAAPTHAS HHAY KIHOHHAS XUMHOTCPAITHA
YacTO HEBO3MOXKHA IO MPUYNHE MOBBIIICHHBIX TOKA3aTeNIc CMEPTHOCTH, CBA3AHHOH C JICUCHHEM, H3-3a
BO3PAcTa U COMyTCTBYHOIMX 3aboneBanuii. CtaHmapTom neucHud 601pHbIX OMJL, KOTOPHIM MPOTHBOMIOKA3aHA
KOMOMHHPOBAHHAA XUMHOTEPAIIHS, SBJSIETCS JICUCHUE THIIOMETHIHPY FOIMMH areHTaMu (a3aIUTHIIH T
JCIMTA0NH) WM HU3KUMH J03aMH IuTapaduHa. HecMOTpst Ha 3TH CcOCOOBI JICUCHHS IIEPBOH JIMHUH, CPEIHSA
obmas BepkuBacMocTh (OB) cocrasiser Bcero mpubmsutebHO 10 Mecsanes. [pu Bcex Tumax OMIJT yacto
BCTPEUAIOTCS PELUANBBI 3a00JICBAHUS, HECMOTPS HA IIEPBOHAYATIBHBINH TEPANICBTUUCCKHIH OTBET, H 3TO
MPEACTABIACT COO0H HAanOOIee YACTYIO MpuuiHy cMepTH. CTaHAApTHAA XUMHOTCPANUS H AJIOTCHHAS
TPAHCIIJTAHTALUS CTBOJIOBBIX KJICTOK (IIPH HX HCIIOJIb30BAHUH) YACTO HE MOTYT YHHUTO)KHUTH BCE OITyXOJICBbIC
KJICTKH H IPUBOAAT K OTOOPY YCTOMYMBBIX K XHMHOTEPANTHH CyOKJIOHOB, PA3MHOKAFOIIHXCS U
CHocOoOCTBYIOIUX JeiikeMun. ITanueHTOB, HEBOCIPUHMYHBBIX K TCPAITUH CIIACCHHUS, JICUaT MAUTHATUBHO, TaK
KaK COBPEMCHHBIC BAPHAHTSHI JICUCHH KpaifHe OrpaHu4cHBI. Mearana BBDKUBACMOCTH Y 3TUX NMAIHCHTOB
cocTapieT 2 Mecsaua. Kpome Toro, manueHTs ¢ BICPBBIC JHATHOCTHPOBAHHBIM MHEIIOAUCTIIACTHICCKUM
curapoMoM (MJIC) mpoMe)Ky TOUHOTO HJIH BHICOKOTO PHCKA, a TAKXKE TE, Y KOTO ObLT PSLUAUB TOCTIC
CTAHAAPTHOTO JICUCHHUS, HMCIOT IJIOXOH MPOTHO3 H BRICOKHUH puCck mporpeccuposanust OMIIL. Takum o0pazom,
CYILECTBYET OCTpas HEOOXOJUMOCTh B HOBBIX METOJaX JICUCHHA NMAILHCHTOB C
peunnusupyrommm/pedpakrepabM (P/P) OMJIT u M/IC, manueHTOB ¢ HEAABHO AUATHOCTUPOBaHHEIM OMJT,
KOTOPBIM IPOTHUBOIIOKA3aHA HHAY KIIHOHHAS XUMHOTEPAIHS 110 BO3PACTy U COIy TCTBYFOIIMM 3a00JCBaHIAM, a
TAKKC BHOBb JHATHOCTHPOBAHHBIX MAIIUCHTOB C MPOMEKY TOYHBIM/BBICOKHM/0UYCHB BHICOKHM puckoM M/JIC.
[00583] HuS5F9-G4 mpeacrapiaeT co0oii ryMAaHH3HPOBAHHOSC MOHOKJIOHAJBHOEC AHTUTEIIO, KOTOPOC
omoxupyet antuparouutapublii curaan CD47, KOTOPBIH B BRICOKOH CTCIICHH 3KCIPECCHPYCTC HA PAKOBBIX
kaerkax, Bkmodast OMJL, 0 CIy’KHT KIIFOUSBBIM CHTHAJIOM YKJIOHCHHS OT HMMYHHOTO OTBeTa IpH pake. Hu5F9-
G4 ceaspBaeT CD47 1 OIOKUPYET €ro B3aHMOACHCTBHE CO CBOUM JIMTAHAOM, CHTHAJBHBIM PETY IATOPHBIM
6emxom anb(a (SIRPa), Ha (paroumTapHEIX KIETKAX, YTO MPHBOIUT K (ParONUTAPHON 3THMHHAIIMH PAKOBBIX
kaeTok. Jleuenne Hu5F9-G4 B HEKITMHHUECKIX KCEHOTPAHCIUIAHTATHBIX Moessix OMJI uemoBeka MPHBOIUT K
CTOHKOMY YCTPAaHCHHIO PHU3HAKOB JCHKEMHYECCKOTO 3a00JICBAHHAS B IEPU(PEPHICCKOH KPOBH H KOCTHOM MO3TE,
YTO MPHBOJHUT K UTHTCIBHBIM PEMHCCHIM Y OOJBINOTO MPOLICHTA MBIIICH, MoTydyaBmux JeucHue. HuSF9-G4
ObLI HccenoBaH B Xo4¢e (asbl 1 mccnenoBaHmid coMMaHBIX omyxoiei w OMJL OtMeuanocs Xxopomas
nmepeHOCHMOCTh MOHOTeparin HuSF9-G4, a makcumamsHag nepeHocnmad 103a (MTD) He Obiia JOCTUTHYTA B
xoxe (azpr 1 nccnenopanma. Ha oCHOBaHNH HEKJIMHHYECKOTO TECTHPOBAHU mpeamoaraercs, uro HuSF9-G4
OyZeT ACMOHCTPHPOBATH 3HAYUTCIHHY IO AHTHICHKHYICCKY 0 AaKTUBHOCTD Y marueHTo ¢ OMJT wm M/JIC
MPOMEIKY TOUHOTO/BBICOKOTO/0UCHB BRICOKOTO pucka. Kpome Toro, modasnerne Hu5F9-G4 k
THIIOMETHIIHPYFOIMIM areHTaM CO CTAHAAPTHBIM JICYCHHEM (Q3aIUTHIMHOM) MOKET YCHIINBATh
AHTHJICHKAYECKYIO aKTUBHOCTh. B 3TOM HCTIBITaHNY Oy ACT OLICHMBATHCS AHTHIICHKEMHYECKASI aKTHBHOCTD
moHoTtepanun HuSF9-G4 y nannenToB ¢ penuansupyromuyM mwin pedpakrepasiv OMIT wmr MJIC, a taxoxe
OyaeT 00CCTICUCHO MPOJOKCHUE JICUCHIA MAIMCHTOB B (pase 1 nccnemoanuss OMIL, KOTOPBIC OMYYAROT
MOCTOSHHYH) KIIMHIYCCKYHO MOB3y 0T MoHOTepamun HuSF9-G4. Kpome Toro, 6¢30mMacHOCTh U

POTHBOOIY X0J1eBasA akTuBHOCTE HuSF9-G4 B xoMOMHAIINY € a3aIHTHAWHOM OYIyT HCCIICIOBAHBI ¥ MAIHCHTOB
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¢ penuauBupyromuM wia pedparrepabi OMIT wm M/IC, y mamerTo ¢ OMJL, paHee HE MOy 4aBIINX
JICUCHHA, KOTOPHIM HE TTOIXOANT CTAHAAPTHAA WHAYKIMOHHAA XUMHOTCPANUs, H Y HCIABHO

JUATHOCTHPOBAHHBIX NanueHTOB ¢ MJIC mpoMesKy TOUHOTO/BBICOKOTO/0UCHD BRICOKOTO PHCKA.

/[uzaiin U cXxeMa UCCICAOBAHUS
[00584] Ha ®MUI'. 1 npeacTasicHA CXeMa CTPYKTYPhI HCCIICAOBAHNA A crieayromero: ®asa 1b
uccnenosanusg MoHoTepanuu HuSF9-G4 wm HuSF9-G4 B xoMOMHAIMHM C a3al[HTHANHOM Y TALIHCHTOB C
TeMaTOJIOTHYECKUMH 3JI0KA4ECTBEHHBIMH HOBOOOPA30BAHUSIMH.
[00585] B uccaenoBaHue BKIOYANH 3 TPyNIBI MALIUCHTOB
1. Koropter R/R TTaumeHTs! ¢ penuausupyommM win peppakrepasi OMII wm MJIC, koTopsie
panee He moayyamd HuSF9-G4, monyuamu moHoTepanuio Hu5F9-G4 B BBOIHOM KOTOPTE I OLCHKH
6e3omacHocTH, wm Hu5F9-G4, B koMOHHAIMY C a3aLUTHANHOM B PACIIUPECHHON KOTOPTE 3TOTO
HCcaexoBaHus (00Imee KOJMISCTBO MAIHEHTOB — A0 46).

2. Koroprer TN/U: TTammmentsl ¢ OMJI, KOTOPBIM HE MOAXOUT CTAHAAPTHAS HHAY KIIHOHHASA

xuMmuoTepanys, u naruesTs! ¢ MJIC mpoMesKy TOYHOT0/BBICOKOTO/0UEHb BRICOKOTO prcka mo IPSS-R,
paHee He MoJIydaBIIHe JeUeHHA, koTopble moayyam HuSF9-G4 B koMOHHAIMH C a3alUTHIMHOM B
3TOM HCCICAOBAHMUH, IO KpaitHed Mepe, 91 mamuent ¢ MJIC 0T mpoMeKyTOYHOTO 0 OYECHb BHICOKOTO
PHCKa, IOy YaBINHX JeucHue (o0mee koauuecTBo nanueHToB — 10 121). TN/U o603HauaeT paHee He
MOJTyYaBLICTO JICUCHUS ANUCHTA / IMAI[HEHTa, HECOOTBETCTBYIOIIETO KPHTEPHAM UL Oy YCHUS
JedyeHUA (A1 CTAHAAPTHOH MHIYKIMOHHOH XHMHOTCPAIUH).
3. Koropra npojonruposanHoro uccienosanus: ITanuentsr, moayyasnme HuSF9-G4 Ha dasze 1
HCCICIOBAHUH PeUHANBUPYOLIEro win pedpakreproro OMIIL, KOTOpbIC MPOJODKAIOT MOIyYaTh
MoHoTepamo Hu5F9-G4 B 3ToM uccneaoBanuu (001ee KOJIHYSCTBO MAHCHTOB — 110 8).
Juzaite ucciaenopanus — koropra R/R
[00586] Koropra R/R oucHuBanack B 2 3tama. 10 manuenToB (koropta R/R s oncHKH 6¢30MaCHOCTH)
MPOTILTH BBOJHOC JICUCHHC AT OUCHKH mpoduit 6¢3onacHoctr MoHOTepanud Hu5F9-G4 B 3T0# momy iy
R/R. OCHOBBIBASCh HA COBOKYITHBIX KIIMHHYCCKUX TAHHBIX, JAHHBIX MO OC30MACHOCTH, (PapMAKOKHHCTHKS H
(papMaKOTMHAMHYCCKHX JAHHBIX B KOropre 6e3onacHoctu R/R, PykoBoasmuii KOMHTET O KIHHHYCCKUM
ucnpitanwsM (CTSC) onmpeaenwn, MOKET M PErUCTPALysl HAUaThCs HA CTAIUH PACIIHPCHUS HCXOTHON
koroptel R/R, B kOTOpOIi B 00mIEH CTOKHOCTH 10 36 JONMOTHHUTEIBHBIX MAIHCHTOB PACIIMPEHHON KOropTsl R/R
TOJTYYAJTH JICUCHAC I OLCHKA KITHHAYCCKOH akTuBHOCTH Hu5F9-G4 B xoMOWHAIMH ¢ a3anuTHInHOM. B
pacumperHo# Koropte R/R Hu5F9-G4 BBOmM B 103¢ 1 MI/KT /1Ba pasa B HCACIO B T¢UcHHE 1 Hexenw (acHs 1
H JAcHb 4); 15 Mr/kr B neHb 8; 30 Mr/kr B AcHb 11 1 AcHb 15; 1 30 MI/KT €KCHEACTBHO C AHA 22 10 KOHIA
HKIA 2, 3aTeM 30 MI/KT KaKIbIC 2 HEACTH HAYMHAY C IHKJIA 3 H Jajee, KaK MOKA3aHOo B Ta0 e 2, Ha OCHOBC
KIHHAYECKHX, (PApMAKOKHHETHUECKUX H (hPapMaKOMHAMHYCCKIX JAHHBIX H IS OIICHKH OoJee y100HoTO
pekuMa 103upoBaHusL. ECIi ManMeHT MOy YHII JICUCHUE TOIBKO B ACHB | IUKIIA, MAIMEHT MOXKET IEPEHTH HA
HOBBIH PEKUM JO3HPOBAHHS B 3TOM ITHKJIC M B OCJICAYOMIEM, Ui OalaHCa IHUKJIA.
[00587] Tlpu m3ydecHUH NOBBIMICHHOH J03bI MIIM YaCTOTHI JO3HPOBAHHUS JOMOTHATEIBHBIC KOTOPTHI OYAy T
HCTIOJIb30BaTh CTAHAAPTHBIN Au3aiiH 3+3. Ha OCHOBaHHH HOBBIX KIMHHYCCKUX JAHHBIX, B TOM YHCJIC JAHHBIX
00 3¢ (pexTuBHOCTH, pacmmpeHHAs Koropra R/R MoxkeT ObITh yBEIHUCHA 10 36 MALIMCHTOB, KAK OTPCACICHO

CTSC.
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[00588] Tabmmma 2 JJo3a u rpaduk aia koroptsl R/R OMII/M/JIC
I'padux mo3upoBanus (IeHD 28-THEBHOTO [MKJIA)
Huka 1 Tuxn 2 Tlukm 3+
Hu5F9-G4 — 1 mr/
RROMIMAC | o = M Tlewn 1, 4 -
Hu5F9-G4 — Tens 8 _
(Kogf[g;iyfm 15 mr/xT B/B
Hu5F9-G4 —
6e30MacHOCTH) 30 MI/KE B/B Hens 11, 15, 22 Jenp 1,8, 15,22 | MHens 1, 8, 15, u 22
Hu5F9-G4 — 1 mr/kr Tlens 1, 4 _
B/B
R/R OMJI/MJC Hu5F9-G4 —
JeHb 8 -
15 mr/kr B/B
(xoropta Hu5F9-G4 —
pacImperHs) 30 M/Kr B/B Hens 11, 15,22 Jenn 1, 8, 15, 22 Jenp 1 u 15
AzauuTHINH —
75 MO/ME /K SUIH BB Hens 1-7 Jens 1-7 Jens 1-7
[00589] Pexxum momnepsxuBaromei 70361 HuSF9-G4 B pacumpennoii koropre R/R O6bu1 H3MEHEH Ha pa3 B

2 HEICTH HAYMHAS C MUKIA 3. A3aUUTHAHH BBOJAT B COOTBETCTBHH C MapKPIPOBKOﬁ JJ1 KOHKPETHOTO PECTHOHA!

noakokHO (1/K) B Bemuxobpuranuu i CIIA; BHyTpHBeHHO (IV) ToNbKO B CIIIA.

Ju3aiis necrenoBaHuA — YPOBHH 103bI KOropTsl TN/U

[00590]

Bce manuents B koropre TN/U nonyuaror Hu5F9-G4 B komOunarmu ¢ azamuruauaoM. Hu5F9-G4

BBOJMJIH J[BA Pa3a B HEACTIO B TCUCHUE NUKIA 1, AeHb 11, a 3aTeM eXKeHEACTbHO HAUMHAA C HUKIA 1, aeHb 15 u

Janee, Kak MOKa3aHo B Tadjmue 3. OTOT PeXKuM JO3HPOBAHHA ObLT BHIOPAH HA OCHOBAHHH HOBBIX

KIMHHYECKHX, (JapMaKOKUHETHUESCKHX H (JapMaKOAUHAMHYCCKHX AaHHBIX. [JOCKOIbKY JO3HPOBKA H3MECHACTCS

C JBYX pa3 B HEACIO HA CKCHCACTBHY IO (HAUMHAs ¢ 3-if Heaenu uukiia 1 u gajee), MAuHeHTHI, MOy YaBIIHS

JICUCHHUE TIO MPEBIAY IIEMY PESKUMY, TICPEIIUTH HA HOBBIH (€)KCHECIbHBII) rpauiK JO3HPOBAHUS B CJICAYIOIIEM

IUKJIC WK IO PCIICHUIO UCCIICO0BATCIIA. Ecnu manueHT TMOJYYIHII JICUCHUC TOJIBKO B ICHDB 1 IUKJIA, MAITUCHT

MOXKCT nepeim/l HA HOBBII PEXKAM JO3HPOBAHUA JJIA 0anaHca 3TOr0 MM MOCJICAYFOLICTO MHUKIIA.

[00591]

ASaHHTHI[HH BBOIHJIH B COOTBCTCTBHH C I/IH(I)OpMaI.[I/ICﬁ 0 MCOUIIUHCKOMY ITPUMCHCHUIO

JICKAPCTBCHHOTO CPEACTBA I KOHKPETHOTO PETHOHA, THOO I/K, THOO B/B, B CTAHAAPTHOH 103¢ 75 Mr/mM2 B

mHE 1-7 xakaoro 28-aHeBHOTO muKIIa Uit 06oux ypoBHEH 1036l HuSF9-G4 naBanm nmo meHbmei Mepe 1 uac

TMOCTIC 3aBCPIICHUA HH(Y 3UH/HHBCKIHH A3aI[UTHIHHA.

[00592] Tab6muma 3. Jlo3a u rpaduk arst koroptel TN/U OMII/MIC
I'paduk mo3upoBaHus (IcHb 28-THEBHOTO [MKJIA)
Hux 1 Tlukna 2
Hu5F9-G4 —
1 Mr/KT B/B flems 1,4 B
Hu5F9-G4 —
Koappuumenr 15 Mr/kr B/B JeHb 8 -
oueHkH 10361 TN/U TuSF9-Gl —
Vposens 1 31(1) MI/KE B/B Hens 11, 15, 22 Jens 1, 8, 15, 22
AzanuTHINH —
75 mr/m? 1I/K WK B/B flews 1-7 Hlens 1-7
1,4 --
Hus5F9-G4 — dere 1,
Koropra 30 MI/Kr B/B Jens 8 --
pacumperus TN/U: Jenb 11, 15,22 Hens 1, 8, 15, 22
30 MKI/KT, B/B AzanuTuaus —
75 mr/m? /K uiu B/B flews 1-7 flems 1-7
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[00593] Ouenka no3er Hu5F9-G4 Hauanacek ¢ yCTAaHOBICHHOTO YPOBHA A036I, TOKA3aHHOTO B Ta0 mmie 2.
PeH.IeHI/I}I, CBA3AHHBIC C BO3MOKHBIM IMOBBIIICHUCM HJIH CHIDKCHHEM JA03bI, OCHOBBIBAJIMCH HA NICPBBIX 4 HCACIIAX
JICUCHHUSA B TCKYIICH KOTOPTE, HA3bIBAEMBIX «IIEPUOAOM OLCHKHU 030 MMMHuTUpYIomel TokcuuHocTH (DLT)», B
COYETAaHMU C TEKYIIUMH OLICHKAMH /IS TALIMEHTOB B IIPEIBIAYIIX KOTOPTaX. KOTOPBIC IMMPOIOKAIH TCPATIHIO
6oee 4 Henenb. PermeHns OTHOCHTEIBHO JONOTHUTEIBHBIX KOTOPT UL JAJbHEHINETO YTOUHCHHA
MaKcHMalbHO nepeHocumMoit 10361 (MTD) mim pexomenayeMoii mo3s! u rpaduka daszer 2 (RP2DS)
npuauMaick CTSC. CTSC moxkeT co3naBaTh JOMOJIHHTEIBHBIC KOTOPTHI 103 U OL[CHKH C HCIIOJIb30BAHHEM
au3aiiHa 3+3, BRIIOYAsa, MOMHMO IPOUETO, T00ABICHIE JOTOJTHHTCIBHBIX KOTOPT 403, J0OABICHNC IIar0B
TPOMEKYTOYHOH 103bI (HAPUMEP, JONOJHUTEIbHBIN AT MOBBIIICHHS T03bI IALMCHTA), YMCHBIICHUC IAr0B
MPOMEKYTOYHOH T03bI (HAMPHUMEP, YAAICHUE I1ara MOBBIICHHA A03bI NALHCHTA) HIIH U3y YCHUE CXEMBbI
JIO3UPOBAHHUS €XKECHECIBHO WM KayKAbIe 4 HECITH, €CITH 3TO MOATBEPKIACTCS HOBBIMU
(papMAKOKHHETHUYCCKUMH U KITHHHYCCKUMHU JAHHBIMU.

Juzaifs ucciaenoBaHus — KOrOpTa MPOJIOHTHPOBAHHOTO HCCIICIOBAHHSA

[00594] B ucoerranuu ¢paszsr 1 Hu5SF9-G4 y nanuentos ¢ R/R OMJI, manueHTsl, HOTyYaBIIHe KIHHHUCCKHI
s¢dexr ot HuSF9-G4, menpepsisHO noayyam HuSF9-G4. Ot manueHTs MOTYT IPOJ0/IKAT IPHEM TEPaIHU
HuSF9-G4 B cOOTBETCTBHY C JAHHBIM IIPOTOKOJIOM B KOTOPTE MIPOJOHTHPOBAHHOTO HCCIeA0BAHU. [lantneHTI B
KOT'OPTE IPOJTOHTHPOBAHHOTO HCCIICIOBAHMA MOTYT ITOJIy4aTh OJHH H TOT 5K€ YPOBECHb JO3BI H HMETh rpaduk
(T. e. ABa pa3a B Heaemo) MoHoTeparuu Hu5F9-G4, uro u panee Ha (asbl 1 uccnenopanus OMJL, uiu MOryT
NMEPEeHTH HA O3y OJUH Pa3 B HEACTIO 0 YCMOTPEHHUIO HCCIIEA0BATE U ¢ 0J00peHHeM CIOHCOopa. [1aueHTs!,
NOJTy4YArOIIKE IIPenapar ABa pa3a B HEACTIO, MOTYT IICPEHTH HA HOBBIN (€KCHEACIbHBIN) PEXKHM JO3UPOBAHUA B
CIICAYFOIICM ITHKJIC HITH TI0 PEHICHHIO HCCaea0BaTe L. EC/I marueHT moTy YiI JICUCHHE TOJIBKO B JCHD 1 IIHKIIA,
TALMCHT MOJKET MIEPCHTH HA HOBBIA PE)KUM JOZHPOBAHUS B 3TOM IHKJIC U B OCICAYIOMIEM, Ui OaIaHCa [UKJIA.
[TauueHTH! B KOTOPTE MPOJOHTHPOBAHHOTO HCCIICIOBAHUS, COCTOSTHIE KOTOPBIX IPOTPECCUPYET HA TCPAIIHH,
KOTOPBIC 0O0JIBIIIC HE O JIy4arOT KJIHHHYCCKOM ITOIB35I HIIH Y KOTOPBIX BOSHHKACT HCIIPUCMIICMAA TOKCHIHOCTH
Hu5F9-G4, OyayT HCKITFOUCHBI U3 HCCIICIOBAHHSL

[00595] Taomma 4. [Io3a u rpaduk 11 KOTOPTHI MPOJOHTHPOBAHHOTO HccaeaoBaHus OMIT

I'paduk mo3uposaHus (ICHH 2 8-THCBHOTO ITHKJIA)
Bce muxiasr

Hu5F9-G4 —
IPOJOIDKATE TOT JKE
IIponoHrHpOBaHHOE | YPOBEHB JO3BL, UTO U

I'padux mo3upoBaHMS MOXKET OBITH JBA Pa3a B
veaemo (aews 1, 4, 8, 11, 15, 18, 22 u 25), onun
pa3 B Heaemo (acHs 1, 8, 15, 22) wim B

HCCIICAOBAHIC B TIPCABIAYIICM > N
COOTBCTCTBHH C HBMCHCHHOH PCKOMCHOYCMOH
OMII HCCIICAOBAHUH (10 . N
30 Mr/kr) n030# s (passl 2 v rpaduK, YCTAHOBICHHBIH
CTSC.
BHYTPHBECHHO

Kgumeguu COOTBCTCTBHY ITAITUCHTA
[00596] Kpurepuu BKIIOUCHHA
[00597] Bce nanueHTsI:
1. CoOaroacHSBI CICAYIOMNC KPUTCPHH I COOTBCTCTBYFOIICH KOTOPTHI:

a. Bce xoropter R/R (cobmoacHo i wmm ii):
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i.  Iaronormuccku moareepxacHHbN OMIJI (o xnaccugpukanmu ELN 2017 r.; Déhner
2017), peunauBUpYOMUH WK pepaKTEPHBIH K MPEAMCCTBYIOMEH Tepamuy oo
THINOMETHIINPYFOIIMM arcHTOM (TaKUM KaK a3alUTHANH HIH JCIUTAONH),
HCHHTCHCHBHOHN XHMHOTEpanueH (HampuMep, HU3KHMH T03aMHI
nurapaduHApaOMHO3HIA) W/UTH BCHETOKIIAKCA. JICUCHIE OTPaHUYCHO
1 npeamecTByOIEH THHACH Tepamuy. TpaHCIIAHTALMA TEMONOSTHICCKHX
CTBOJIOBBIX KJICTOK ITAHECHTAM B CTAJHH PEMHCCHH HE OyICT CUHTAThCS JTHHHCH
tepamuun OMJT nm

ii. TloarsepskaeHubie M/JIC, onpeaccHHBIC B COOTBESTCTBHHE C KJIacCH(pUKauen
BeemupHoii opranmanuu 3apasooxpaneHus (BO3), kotopeie b0 pedpakTepHbI K
THIOMETUIHPYIOLIEMY areHTy (KOTOPBI ONPeaeIeTCA KaK MPOTPECCHPOBAHUE
3aboseBaHusA B cOOTBETCTBUH C kKputepusaymu IWG 2006 [Cheson 2006] B moboe
BpeMs IOCTIC Ha4yaJla MPUMEHCHHA THIIOMETHIHPYIOIIETO arcHTa HIIH OTCYTCTBUEM
JOCTHKCHHS OOBEKTUBHOTO 0TBeTa MO kpuTeprsM IWG 2006 nocne 4 nukios), 160
HMEET PELUIUB HIH HEICPCHOCHMOCTD IPEAICCTBY FOIICH Tepanuu
THIOMETHIHMPYOIIM ar¢HTOM, HCHHTCHCHBHOM XHMHOTEPAITHH HIIH TApTCTHOH
Tepanuu. JIeyeHHe OrpaHH4CHO 1 MpemecTBYIOIMEH IHHUECH Tepanuu
THIOMETHIHPYFOIMMMH areHTaMH (BKIIOYAA SKCTICPUMCHTAIbHBIC
THIOMETHIHPYFOIIHEC ar¢HTHI) JUIA BCEX MALUCHTOB C PELUAUBHPYIOIHUM HIH
pedpaxrepasiM M/IC.

b. Bce xoroprsr TN/U (coOmoaeHs! i W ii):

i.  Panee He momyuapmue aeucHuA nmanueHTH ¢ MJIC, onpeIcicCHHBIC B COOTBSTCTBHH C
kraccupukanueit BO3, ¢ xareropucii pucka IPSS-R (Greenberg 2012)

MPOME)Ky TOYHOTO, BBICOKOTO HJTH OUCHD BBICOKOTO pHCKA. JlomyckaeTcs
TPEAMICCTBYIOINA W OTHOBPEMCHHAS TCPANHS THAPOKCHMOUCBHHOH, IEPOPATHHBIM
3TOMO3HIOM, SPUTPOUIHBIMH H/WITH MUCTIONIHBIME (PAKTOPAMH POCTA.

ii. Pasee He moJyyaBIIKE JCUCHHC MALHCHTHI C THCTOJIOTHUCCKUM ITOATBEPKACHHEM
OMUJI cormacHo kputeprsiMm BO3, KOTOpEIM HE TOIXOIUT JICUCHHE CTAaHTAPTHOH
CXEMOH MHIYKIHU OUTAPAaOMHOM H AaHTPAIMKIHHOM H3-32 COMyTCTBYFOIICH
MATOJIOT HH, BO3PACTa HIIH APYTUX (PaKTOPOB HITH MALUECHTHI, KOTOPBIC OTKA3BIBAIOTCS
OT TaKOH TEpaIHH.

c. Koropra mponorruposaHHoro Mcciea0BaHus [1aIUeHTHI, MOy YaONHe AKTHBHY IO TEPATTHIO
Hu5F9-G4 B pamkax ¢assr 1 uccnemoparmss OMII (SCI-CD47-002), KOTOpEIC, IO OIICHKS
HCCIICIOBATEII, Oy Yal0T KITHHIYIESCKYFO TOJIb3Y.

Komuiectso aeiikonuTos < 20 X 103/MKI mepen mepBoif 10301 HCCIICAyEMOTO MPETapaTa | mepes
kaxnoit 1o30# HuSF9-G4 nns mukoma 1. TTanuenTos ¢ nefikonmramu > 20 X 103/MKJI MOYKHO JICUHTH
THIPOKCHMOYCBHHOM (10 4 T/CYT) HA MPOTHKCHHUH BCCTO HCCIICAOBAHNA, YTOOBI CHU3UTD JICHKOIUTHI
10 <20 x 103/mxx. TlepopamsHsii 3Tomo3ua (1o 200 Mr mepopaabHO [MCpOPaTbHO|/ACHB) MOYKHO

HA3HAYATh B KAUCCTBC AJIBTCPHATHBBI THAPOKCHMOYCBHUHC Y MAIUCHTOB C HCNICPECHOCUMOCTBIO
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THAPOKCUMOUCBHHBI HITH B CITy4a¢ HECTIOCOOHOCTH MOJIYYHTh JOCTATOUHOTO CHUKCHUS KOJTHYCCTBA
JCHKOLIMTOB C MOMOIBE) THAPOKCHMOUCBHHBI.

IanueHT MpeaocTaBII HHPOPMUPOBAHHOE COTTIACHE.

CyOBeKT IOIKEH OBITh TOTOB H CIOCOOCH ITOCEINATh KIHHUKY U MPOLEAYPBI, H3JI0KCHHBIC B

TPOTOKOJIC HCCICAOBAHUA.

Tomsko xoropts! R/R u TN/U (xpurepuu 5-9 HE npuMeHHMBI U1 KOTOPTHI MPOJIOHTHPOBAHHOTO

HUCCIICIOBAHUA):

5.

6
7.
8

10.

11.

12.

13.

My3>KCKO# MM JKEHCKHH MOJI, BO3pacT > 18 neT.

Onenka >(ppexrusHocTH BocTounoi KoonmepaTusHO#H oHKoMOTHUecKoi rpymnsl (ECOG) ot 0 mo 2.
I'oTOBHOCTE MPOHTH MEPETHBAHHE KPOBH, €CIIH 3TO Oy ICT COYTCHO KIMHHYECCKH HEOOXOUMBIM.
3aBepIICHO MEPEKPECTHOE COMOCTABJICHUE KPOBH IEpe JICUCHHEM (Kak ITOIPOOHO OMHCAHO B
pazaene 7.3 .4).

I'emarosoruyeckue 1 OHOXHMUUYCCKHE HHACKCHI B ITPEACIAax JUANA30HOB, PHBCICHHBIX HIDKE:

a. Acnapraramunotpascpepasa (ACT)/riyTaMHHOBAS MIABEICBOYKCYCHAS TPAHCAMHUHA3A
ceBopotkH (SGOT) u ananmHamMuHOTpaHC(hepasa (AJIT)/cBOPOTOYHAS Iy TAMHHOBAS
nHpoBHHOTpaxHas TpaHcamuHasza (SGPT) <5 x BepxHai rpannna Hopmsl (BI'H)

b. Bumpy6oun < 1,5 x BI'H unu 3,0 x BI'H 1 B 0CHOBHOM HEKOH BIOTHPOBAHHBI, €CITH Y
MALMCHTA €CTh JOKYMCHTAILHO MOATBEPKACHHBIN aHaMHe3 CHHApoMa XKumsOepa uimm ero
TCHCTHYCCKUH SKBUBAJICHT

¢. Kpearunun ceBopotku < 1,5 x BI'H mmm pacdyeTHas CKOPOCTh YPOBHA IIOMEPYJLIPHOH
¢umsTpamun (YT ®) > 40 ma/mun/1,73 m?

HaI.[I/IeHTKI/I ACTOPOAHOTO BO3PACTAa HE JOJIKHBI KOPMHUTE I'PY A0 WITH INIAHUPOBATH 66p6M6HHOCTB "
J0JDKHBI HMCTh OTpHHaTeIIBHLIﬁ PE3YIBTAT TCCTA MOYH HJIH CBIBOPOTKH HA 6€pCMCHHOCTB B

TeueHue 30 JHEH 10 BKIFOUYCHHS B HCCICIOBAHUE H B TCUCHHE 72 YaCOB JO NMEPBOTO BBEACHUS
HCCIIEAYeMOTO Tpemnapara.

[NauueHTKH IETOPOIHOTO BO3PAcTa TOKHBI OBITh TOTOBBI HCIIOIB30BATh 1 BRICOKO3()(PEKTUBHBIH
MCTOA KOHTPAUCIIIHHU BO BPEMA UCCICOIOBAHUA H MPOAOKATE €TI0 MPUMCHCHUC B TCUCHUC 4 MCCALICB
nocie nocaeaueH 10361 HuSF9-G4 unm a3anuTHANHA, B 3aBHCHMOCTH OT TOTO, YTO 3aKOHYHTCS MO3KE
(pazmen 4.5.1).

HaI.[I/IeHTBI MYJKCKOTO IOJIa, KOTOPBIM HE MPOBOAUJIACH BA33KTOMHA U KOTOPBIC BEAY T MOJIOBYIO KU3Hb
C JKCHITMHAMH JICTOPOTHOTO BO3PACTA, JODKHBI OBITH TOTOBBI HCTIOJIB30BaTh OAPBEPHBIH METO
KOHTPAICTIIHY BO BPEMsI HCCIICIOBAHUS H B TEUCHHE 4 MecAIes nocie mociaeuei 10361 HuSF9-G4
WU a3aLUTHIMHA, B 3aBUCUMOCTH OT TOTO, UTO 3aKOHUMTCA Mo3xke (pazaen 4.5.2).

T'OTOBHOCTH MPEAOCTABHUTE COTJIACHE HA 00A3aTCIBHYE0 OHONICHIO KOCTHOTO MO3Ta (TPS(hHHALNIO) 10 U

BO BpPEMA JICUCHUS, 34 HCKITIOYCHHUCM CJIy4acB, KOr4a 3TO HCBO3MOJKHO IO PCIICHUIO UCCIICA0BATCIA.

Kpurepuu ucxmoucHuA

IpeamecTyromee ncucHUe arecHTamu, HaneacHEMA Ha CD47 wmm SIRPa (3a uckmroucHeM HuSF9-
G4 111 MAUHECHTOB B KOTOPTE MPOJOHTHPOBAHHOTO HCCIICIOBAHMUS).

[TpeamecTByromas MPOTHBOJICHKEMIUECKAS TEPAIHS, BKIFOYAsL, IOMHMO IIPOYETO, XHMHOTEPAIHIO (32

HUCKITIIOYCHUECM T'HAPOKCUMOYCBHHBI HITH MICPOPATIBHOTO 3T01'[031/II[a), TAPTCTHY IO TCPAITHIO,
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10.

11.

12.
13.

[00598]
[00599]

HMMYHOTEPAIHIO WK JIY4YEBYIO TCPaINHIO B TeUcHHE 4 Heenb 10 BBeaeHA 10361 HuSF9-G4 B nens 1.
IMPUMEYAHUE: JlokansHas Jyduesasi Tepamnus BHE IICHTPaIbHOH HepBHOI crctemsl (BHe LTHC),
TpeabITy Ias TOPMOHAIbHAS Tepamus aroHucTamu mosmoepuna (LHRH) npu pake npeacrarensHo#
JKCIIC3HI U JicucHHE Ouc(poc(oHaTaMy W HHTHOUTOPAMH JIATAHAA PCHENTOPA-aKTHBATOPA SACPHOTO
(paxtopa xanmna-B (RANKL) He ABIAIOTCS KPHTEPHSIMH HCKIFOUCHU.

Tompko xoroptel TN/U: JIro0as mpeamecTBYFOmAsI MPOTHBOJICHKEMHICCKAA TepanuA (3a
HCKJTFOYCHUEM THIPOKCHMOYCBHHBI HIIH IEPOPATHHOTO 3TONMO3HAA), IPEANICCTBYIOIICE JICUCHHUE
THINOMETHIMPYFOIMMMH areHTAMHU H/WJIH HU3KUMH T03aMH IIUTapaOuHa.

Tombko xoropra pacmmperus R/R u xoroprsl TN/U: HapynieHue azauuTuanHa, BKIIOYAs
pacIpoCTpaHCHHBIE 3JI0KAYCCTBEHHBIC TENATHUCCKUE OITYXOIH MM H3BECTHYIO

THIICPYy BCTBUTCIBHOCTD K Q3ALMTHINHY HJIH MAHHHUTY.

OcTpsIii pOMHUEIONUTAPHBIH JTCHKO3.

W3BecTHBIC HACICACTBCHHBIC HIH IPHOOPETCHHBIC HAPYIICHUS TEMOCTA3a.

ITpeapinymas aIoOTeHHAS TPAHCIUIAHTALM TEMONIOITHIECCKUX CTBOJIOBBIX KJICTOK B TCUCHHE

6 MECALEB J0 BKIIOUCHUS B HCCICAOBAHUC, AKTHBHAS PEAKIHA «TPAHCIUIAHTAT MPOTHB XO35IHHA)»
(PTTIX) nmm HEOOXOIMMOCTh HMMYHOCY IIPECCHH, CBA3AHHOM C TPAaHCIUIAHTAIHCH.

Kmuanueckoe moao3penue Ha aktusHOE nopakeHue [IHC nefikemucii.

Cepbe3Hble MEAUITHHCKHE 3a00JICBAHHA HIIH COCTOSHIA, IO OLCHKE HCCIIEA0BaTENCH U CIIOHCOPA,
KOTOPBIC MOTYT CYIICCTBCHHO YBEIHYHTh COOTHOIICHUE PHCKA U MOJIB3BI OT YUACTHA B HCCICAOBAHHU.
3T0 BKIIOYACT, IOMHMO IIPOUETO, OCTPHI HH(APKT MHOKApAA B TCUCHHE MOCTICIHUX 6 MECSLEB,
HECTAaOUITBHY H0 CTCHOKAPIHIO, HCKOHTPOJHPYCMBbIH CaXapHbIA THAOCT, CEPhE3HBIC AKTUBHBIC
nadexuun, kace II-IV mo mxane Hero-HMopkekoii kapanoiornueckoit acconuamun (NYHA).
Bropoe 310KkauecTBEHHOE HOBOOOPA30BaHKE, 32 HCKIFOUCHHEM MIPOJICUCHHOTO 0a3aIbHOKICTOYHOTO
WM TOKATH30BAHHOTO IJIOCKOKJICTOYHOTO paka KOKH, JOKATH30BAHHOTO paka MpeaCTaTeIbHON
JKEIIe3bl HITH APYTOTO 3T0KAUYCCTBCHHOTO HOBOOOPA30BAHUS, 110 MOBOXY KOTOPOTO MAIHCHTHI HE
MPOXOIT AKTHBHYIO MPOTHBOPAKOBYIO TEPAITHIO, KaK ONMPEICICHO B KPHTCPHUH HEBKITIOUCHUS Ne 2.
Hanpuwne B anHaMHe3€ ICHXAYECKOTO 3a00I€BAHIS WITH 3710y TOTPEOICHHUST IICHXOAKTHBHBIMHA
BEINCCTBAMH, KOTOPBIC MOTYT MOMEIINATh BBHIIOTHCHHIO TPEOOBAHUI MPOTOKOJIA HITH PETOCTABICHHIO
HH(POPMHPOBAHHOTO COTJIACHS.

BepeMeHHOCTS MM akTHBHAA (ha3a TPYAHOTO BCKAPMITHBAHHSL

W3BeCTHBIN AKTHBHBIN WTH XPOHUUCCKAH renatut B win C uim BEPYC HMMYHOAC(HINTA HYCTOBCKA

(BUY).

Lenu UCCTeO08AHUS.

OCHOBHBIE LICH

1) UroOsI moaTBepANTH OE30MACHOCTD H epeHOCHMOCTh MoHOTepamu HuSF9-G4 B stoit

momypanua R/R OMII u MJIC, a raxke HuSF9-G4 B koMOWHAIMY C a3aI[UTHIHHOM Y PaHEE HE MOIyYaBIIAX
neucHue mauueHTOB ¢ OMJI mmm M/JIC, n mammerToB ¢ R/R OMJT m M/IC.

[00600]

2) OneHuTh KITHHIYCCKYHO 3 (pekTuBHOCTS MOHOTEpamuu HuSF9-G4 mpu R/R OMJI/MIC u Hu5F9-

G4 B KOMOMHAIMY C A3ALUTHIMHOM Y paHee He morydamux jJeucHne nanuertos ¢ OMJI/M/IC nm R/R MJIC,

m3MEPACMYEO 4acToToi morHoi pemuccuu ([1P) y manmenTos ¢ OMJI, yactoroii [IP+uacTuanoit peMuccHn
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(UP) y maumenToB ¢ M/IC, mpogomxurensHOCTHIO [1P v mammerToB ¢ OMJI 1 mpogomkuTenbHOCTRIO [IP+UP v
nanueHToB ¢ MJIC.

[00601] BropuuHble HeaH

[00602] 1) Ouenuts (papmarokuHeTHUeCKHi podmas (OK) HuSF9-G4 otaensHO 1 B KOMOWHAIINH C
A3aIUTHITHOM.

[00603] 2) Ouernts MMyHOTCHHOCT HUSF9-G4.

[00604] 3) Onenutsh KaHHIUCCKYO d3(QpekTuBHOCTh HUSF9-G4 0TACIBPHO HTH B KOMOHWHALIMH C
A3aIUTHIUHOM, H3MEPEHHBIM C IIOMOIIBIO YaCTOTH 00BEKTUBHOTO 0TBETa, 1P ¢ yacTHUYHBIM
TeMaTOJIOTHYECKIM BOCCTAHOBJICHHEM, JUTHTEILHOCTHIO 0TBeTA ([1O) Mg maruenTo ¢ OMJL, 10 mist
mareHToB ¢ MJIC, oTcyTCTBHEM MOTPEOHOCTH B TPAHC()Y3UH SPUTPOIMTOB, BBLKHBACMOCTHIO O¢3
nporpeccupoBanus (BBIT), 6e3pennausHoi BerkuBacMocThio (BPB) u OB.

[00605] 4) OueHuTh YPOBEHP MHHUMATBHOTO OCTATOYHOTO 3a0oseBanmg (MO3)

[00606] HccrenoBateabCkue LEIu

[00607] 1) [dnsa ouenku 3aHATOCTH penentopa CD47 (RO).

[00608] 2) OueHuth OHOMApKEPHI 3(P(PEKTUBHOCTH HMMYHHBIX KISTOK M poHukHOBeHU Hu5F9-G4 B
KOCTHBIH MO3JT.

[00609] 3) Oueuutsb 3(P(PeKTHBHOCTH B MOJICKYIIpHBIX cyoTHnax OMIJI/M/IC.

Koneunvie pesymbTaTsl
[00610] OcHOBHO# KOHECUHBIH TOKA3ATETb
[00611] OcHOBHBIC KOHEYHBIC TOUKH IS 3TOTO UCCIICAOBAHUS MPEACTABIILIH COOOH:
[00612] 1) M3mepeHue HexxenaTeIbHBIX sBacHui (HST) B cooTBeTcTBHE ¢ OOIUMH TCPMUHOJIOT HUCCKHMHE
KPHTCPHAMH HEXETIaTeIbHbIX sBicHuii HarmonamesHOTO mHCTHTYTA paka (NCI CTCAE) sepenn 4.03 nmm
MHIUBUAYATbHOU rpagauueit Tsokectr HS 1yt reMarrmoTHHALIMYE U MUKPOAHTHOMIATHH, KAK ONPEICICHO HUKE.
[00613] 2) Yactorta mosro# pemuccuu (ITP) ama mamuentos ¢ OMJL, Kak OMPEACICHO HCCICAOBATCIICM B
COOTBCTCTBHH C YKA3AHHBIMH B IIPOTOKOJIC KPHTCPHUAMHE, PHBCICHHBIMHA HIDKS, KOTOPHIC OCHOBAHBI HA
pexomeraanusax mpu OMJI EBponeiickoii cetu no m3yueHHro sieiiko30s (ELN) (Déhner 2017), yacToroii
[TP+YP (momHO# peMHCCHH W YACTHYHON PeMHUCCHH) 1A manueHTOB ¢ MJIC, Kak ONpPeaCICHO KPUTCPHAMH
otreera MJIC cormacuo IWG, monrospemenHoi noHO# pemuccuu (DCR) it mamuerToB ¢ OMII (Cheson
2006) n mpoaowkuTebHOCThI0 [IP+UP st manmentos ¢ MJIC.
[00614] BropuuHbIC KOHCUHBIC MOKA3ATCIH
[00615] BropuyHBIC KOHCYHBIC TOKA3ATCIH AT JAHHOTO HCCIICIOBAHIS OBLTH CJICTyFOIIUMHE:
[00616] 1) M3mepernsa konueHTparmn HuSF9-G4 B 3aBHCHMOCTH OT BPCMCHH.
[00617] 2) Arturena k HuSF9-G4.
[00618] 3) OOwekTuBHENA oTBET TP OMJL, ocHOBaHHBIN HA pekoMeHmanusx mo OMJI ELN (Déhner, 2017) u
kputepuax oteeTa IWG mpu OMIJL, wim YOO (Cheson, 2003) mpu M/JIC, Kak OnpeICTICHO KPUTCPHAME OTBETA
IWG mpu MJIC (Cheson, 2006); moTHAd PEMHCCHS ¢ YACTHYHBIM TEMATOIOTHICCKAM BOoccTaHOBICHHEM (T1PT);
JO m manuenTos ¢ OMIL; 10 s manwenTos ¢ MJIC; oTcyTCTBHE MOTPEOHOCTH B TPAaHC(Y3HH 3PUTPOLUTOB
(0e3 TpaHC(PY3HH IPUTPOLUTOB B TCUCHHC IO MCHBIICH MEpe 8-HEACTFHOTO MOCICA0BATCIFHOTO ICPHOAA); 1,
IpH HeOOXOMMOCTH, BBDKHBAEMOCTD 0e3 mporpeccuposanms (BBIT), 6e3pennnusHas sspkuBacmocts (BPB) n
OB ams mammentos ¢ OMJT uma MJIC.
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[00619] 4) YposeHs oTpunareasrocTH MO3 ¢ HCTIOTB30BAHHCM MHOTOMAPAMETPHUCCKOTO aHATAH3A HA
OCHOBE IPOTOYHOH IMTOMETPHH UL TANHCHTOB, MOy YAOIIX TEPAITHIO.

[00620] HccrnenoBaTteabCKUE KOHEUHBIE MOKA3ATEIH

[00621] Pe3yibTaThl 3TOTO HCCACAOBAHUS OBLIH CIICAYFOIMH;

[00622] 1) Tompko B CIIIA monmonauTEeEHOE HccaenoBanne RO Ha mepu(pepUICCKAX SPUTPOIMTAX,
JEHKOLHUTAX U JCHKO3HBIX KJICTKAX.

[00623] 2) ®apmaxkoauHaMUUYECKHE MapKepsl Onostoruueckoii aktusHOCTH HUuSF9-G4 nmoTeHImambHoO
BKJTIFOYAIOT, TIOMHMO MPOUYET0, MPO(HIHN MUPKY THPYIONIHX IUTOKHHOB, CEKBEHHPOBaHHE T-KJICTOYHOTO
peuenrTopa Ha UpKympyoonmx T-kiaerkax, macc-muroMeTpuro (CyTOF)/mpoTouHy 0 IIUTOMETPHIO

IUPKY THPYIOINUX JECHKOIUTOB U HCCIICIOBAHHA aKTHBAIHH T-KJICTOK.

[00624] 3) Haceimenune omyxoaeBbix kiaeTok HuSF9-G4 u u3MeHEHHA B MEKPOOKPYKSHUU OTIY XOJIH,
MOTCHIUAIBHO BKIIFOUAS, TOMHMO IIPOYETO, HHPHIBTPALUIO OIyX0IH MakpodaraMu U T-KIeTKaMH.

[00625] 4) Koppemsawust orBeta Ha MosteKyJsIpHbIe noaTunsl OMJI/M/JIC, noTeHIManbHO BKIIOYAs, IOMHMO
MPOYETro, IUTOTCHETUUCCKHIA W MyTALHOHHBIH NPO(HIb H HMMY HO(DCHOTHIT JICHKEMHH/ TUCTLIAC THYCCKOM
JUCTIIA3HH.

[00626] 5) Boszaeiicreue HuSF9-G4 Ha HETOIIPHOCTS KOCTHOTO MO3Ta H HOITY JBIIHEO JTCHKO3HBIX
CTBOJIOBBIX KJICTOK.

[00627] Crenens TspKecTH HS 11 reMarrmiOTHHADME B MHKPOAHTHOTIATHH

[00628] Crenens 1: [IpH3HAaKK reMarTIOTHHALIMA H/HJIH MEKPOAHTHOTIATHH B Ma3Ke Mepu(eprUIcCcKoii KPOBH,
A TAKKE conyTCTBYIOIIHE KITHHUYECCKHE OCCCHMIITOMHBIC HITH JICTKHE MOCIICACTBHSA, HE TPEOYIOIHe
MEIUILMHCKOTO BMCINATEIBCTBA

[00629] Crencns 2: [Ipu3HAKH reMATTIFIOTHHALIWA M/ HTH MAKPOAHTHOMIATHH B Ma3KE MEPUPCPHUCCKONH KPOBH,
A TAKXE cBA3aHHBIC C HUIMH KIHHAYCCKUC ITOCIICACTBHA, TPCOYIOIHC MCIHIHHCKOTO BMCIIATCIIECTBA
[00630] Crenens 3: [IpU3HAKH reMATTTFIOTHHALIWA W/ HTH MAKPOAHTHOMIATHH B Ma3KE MCPUPCPHUCCKON KPOBH,
A TAKXKE cBA3aHHBIC C HUIMH KIHHAYCCKAC 3HAUMMBIC C MCIUIIHCKO N TOUKH 3PCHHS MOCICACTBHA,
BKITFOUYAFOINUC TOCTIMTATH3AIMIO WITH ITPO/UICHHIE TEKYIICH TOCTIHTATH3ALHH, TOTEPIO TPYAOCTIOCOOHOCTH HITH
OTPaHHYICHUS ITPH 3JICMCHTAPHBIX ICHCTBHAX IO CAMOOOCITY )KHBAHHUIO.

[00631] Crencns 4: [Ipu3HAKH reMATTITIOTHHALWA W/ HTH MAKPOAHTHOMIATHH B MA3KE MCPUPCPHUCCKONH KPOBH,
A TAKXKE conyTCTBYIOMHC KIHHUYCCKAC TOCICACTBHA, YTPOKAOINC KA3HHU HITH TPCOYFOIHE CPOHOTO
MEIUIMHCKOTO BMEINATEIbCTBA

[00632] Crenens 5: [Ipu3HAKH reMATTITIOTHHALWA W/ HTH MAKPOAHTHOMIATHH B Ma3KE MCPUPCPHUCCKONH KPOBH,
A TAKXKE cBA3aHHBIC C HUIMH KIHHAYCCKAC ITOCIICACTBHSA, KOTOPBIC MPHBOIAT K JICTATbHOMY HUCXOAY H
BMEIIATEJIBCTBY B CIIOCOO POIOpa3peIlCHUS

[00633] OucHka peakuun Ha 3a00ICBaHIC HA OCHOBC KpUTCPUCB EBPOTICHCKOMH CCTH 1O M3YUCHHIO JICHKO30B
u MexayHapoaHOH paboueH Tpy bt

[00634] OueHka oTBeTA NCHK03a Y manueHTOB ¢ OMJI MpoBOIUIACH B OCHOBHOM C HCIOJIB30BAHHCM
pexomeranuii EBponeiickoii cetn mo u3yucHumr0 nieiiko30s mpu OMII (ELN) 2017 (Déhner 2017) u xputepucs
MesxnyHnapoaro# padoueit rpymmsr (IWG) 2003r. (Cheson 2003). Knaccudukarmst oTBeTa BKIIFOYACT: HOJTHY IO
pemmuccnto (I1P), moTHYR PEMHUCCHEIO 0¢3 MHHAMAITEHOTO ocTatouHoTo 3a0onceanusa ([IPBMOB-), momHyto

LIUTOTEHETHUECKY 10 peMuccHIO (Ul 1P), MOTHY0 MONEKY IAPHY O pemuccuio (MI1P), moTHYI0 PEMHUCCHIO C
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HCTIOJTHBIM T¢MATOJIOTMUCCKUM BoccTaHOBICHHEM ([1PH), yactuuHyro pemuccuro (UP) u ctaduinbHOe
3abomneBanue (C3).

[00635] Kpome Toro, oucHuBamu [1P ¢ YaCTHYHBIM TE¢MAaTOJIOTHUCCKUAM BoccTaHOBICHHEM 11 OMIT u M/IC,
ompenenas e kak manucHT ¢ [IP B cooTsercTBUE ¢ pekomeHmammsavu mpu OMJI ELN 2017 (Déhner 2017) wm
kpurepusivu ipu MJIC IWG 2006 (Cheson 2006), 3a HCKITFOUEHHEM TPEOOBAHHA YACTHIHOTO
TeMaTOJIOTHIECKOTO BOCCTAHOBIICHHS, YTO OMPEACIACTCA KOTHICCTBOM TPOMOOIHTOB > 50 X 109/1 1
a0COJIFOTHBIM YHCIIOM HEHTpOo (puios > 500/MKIIL

[00636] Kpome Toro, remaTonoruueckoe yayumenue (I'Y) onerusanocs mo kputepusm IWG 2006 r. (Cheson
2006) 171t cpaBHEHUS C OTBETOM Ha 3a00JeBaHue, olicHUBaeMbIM o kputepusiMm ELN 2017 (Doéhner 2017) u
kpurepusm IWG 2003 (Cheson 2003).

[00637] Oreery mauucHToB ¢ MJIC oneHHBaNCA ¢ ucnoab3oBanueM kputepues IWG 2006 (Cheson, 2006) ¢
JIOTIOJTHUTEITBHOM OTOBOPKOH O TOM, UTO BIMSHHE AaHEMHH CJICIAYET PACCMATPUBATh KaK CBA3aHHOE C

3360J’I€BaHI/IeM, a HC 06YCJ'IOBJ'IGHH06 HCCJICAY CMBIM JICUCHHUCM.

HUngpopmayus 06 uccieyeMoM JICKAPCTBCHHOM CPESICTBE
Hu5F9-G4
[00638] AxtuBHBIM (papmaneBTHUeCKUM HHTpeaueHTOM (ADHW) 6511 HuSF9-G4, rymanu3upoBaHHOE
MOHOKJIOHanbHOE aHTuTeno 1gG4 xanma-u3oruna IgG4, comnepxamee 3ameHy Ser-Pro (S-P) B mapHupHOii
obmacTu (mookeHue 228) Tsokenoi nenu Al cHukeHus oOMeHa Fab-¢gparmentamu. On conepsxur
TTIHKO3HIMPOBAHHBIN TeTpaMep C AUCY Ib(HIHOH CBA3BIO, COCTOSMIMI U3 ABYX HACHTHYHBIX TKEIBIX TaMMa-
nencit u3 444 aMHTHOKUCTIOT W ABYX HACHTHYHBIX JICTKHX Kamma-ieneii u3 219 amuHokuciaor. HuSF9-G4
HaueseH Ha yenoseueckuii antureH CD47. Tlpenapar HuSF9-G4 npeacrasnsier co00i CTCPHIBHYIO
MPO3PAYHYI0 OSCHBETHYEO )KHIKOCTh 0¢3 KOHCCPBAHTOB, MPCAHAZHAYCHHYO T BHY TPHBCHHOTO BIHBAHUSL
[00639] A®U Hu5F9-G4 ObLT MPOU3BEACH B COOTBCTCTBHH C ACHCTBYIOMIMMHE IpHHIMIAMA Harexamei
mpou3BoACTBEHHOH mpakTiku. HuSF9-G4 mocrasimsuics B 04HOPas3oBbIX (umakoHax o0beMoM 10 mur,
coaeprkamux 200 mr aHTHTE1a B coctase 10 MM aneraTta Hatpus, 5% (Macca/o0sem) copouTta, 0,01%
(macca/o6sem) mommcopdata 20 mpu pH 5,0. MapkupoBka COOTBETCTBOBAA TPCOOBAHUAM MPHMCHUMBIX
PETYJIMPYIOLIHX OPTaHOB.
AzanuTHInH
[00640] A3sammTuauH MpeaCTaBIACT OO0 HHTHOUTOP META00IM3MA HYKIICO3HIOB. A3AIUTHIHH
MPSACTABIACT COO0H TBEPAOS BEIICCTBO OT OCIOTO A0 MOYTH OSJIOTO IBETA, MOCTABIACMOC B CTCPHITLHOM
(opme 114 pa3BEACHUS B BUAC CYCIICH3NH AT OAKOKHON WHBCKIH Wi (Tobko B CIITA) pactsopa ¢
JANBHEHIIAM Pa3BEACHUCM IS BHY TPUBCHHON HH(Y3HH.
[00641] OnHOpazoBbIe (PTAKOHEI C a3aUTHAMHOM coaepskam 100 mr azanuruawHa 1 100 MTr MaHHHUTA B BHZIE

CTCPIIIBHOTO JTHO(HIN3HPOBAHHOTO MOPOIIKA.

LIpooomxcumensHocmbs BMCIIATCILCTBA H OILICHKA

[00642] Wccaenyemsrii mpenapat (HuSF9-G4 w/wm a3anuTHIWH) BBOAWIH HCIPCPHIBHO 110
MIPOTPECCHPOBAHMS 3a00ICBAHUS, TOTCPH KIMHHYCCKON ITOJTB3bI T HeTpreMIIeMoii TokcuuHocTH. Crieyer
OTMETHTD, YTO B paMKaX JICUCHUS A3aUTHANHOM B KQUECTBE MOHOTEPAHH PEKOMEH/IYETCSI MPOBOIUTH HE
McHee 6 nukioB. Bee marueHTs! B Koropte TN/U 6¢3 npu3HakoB HEA(P(PESKTHBHOCTH JICUCHUS, PCUHANBA TOCTIC

[TP/TTPH (roJTHO# PEMHUCCHI/TIOTHONW PEMHICCHH C HETIOJTHBIM BOCCTAHOBICHHEM COCTAaBA KPOBH) HITH
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HETPUEMJICMO# TOKCHYHOCTH MPOI0JIKAH HCCIISYeMOC JICUCHAS B TCUCHUE KAK MHHHMYM 6 DHKJIOB.
TTanneHTH TPEeKPaIaTd JCUCHHE O YCMOTPCHAI) HCCIICAOBATENA 10 JOCTHKCHHA PEKOMCHIY EMBIX
MHHHUMAJIBHBIX ITHKIIOB 110 OO0 U3 3THX TPU'IHH, HOI[pOﬁHO OITUCAHHBIX HUXKC!:

[00643] IlpuumHBI NPEKPALNCHHA JCUCHHA HCCISAY EMOTO JEKAPCTBCHHOTO CPEACTBA BKIIFOYAIIH, HO HE
OrpaHAYHBAACH HMU: (1) MPOTPECCHPOBAHNUE 3a00ICBAHKA C MOATBEPKICHACM IIPH MOCIIC IYIOIICH OICHKE C
HHTCPBAIOM HE MCHEE 4 HEACHb (T. €. YXYAWCHUS 3a00ICBaHUA IO CPABHCHHUIO C MPCABIAY IICH OLCHKOI), (ii)
HCTPUEMJICMYIO TOKCHYHOCTb, (iii) KTHHHYCCKH 3HAYAMOC H3MCHCHUC COCTOSHIS MAIMCHTA, MPSIHITCTBY IOIICE
JadbHCHIIEMY JICUCHHIO (HampuMep, OepeMeHHOCTh uim Apyroe H), (iv) mo mpocsOe mammeHTa ¢ uia 0e3
VKa3aHUS IPUIHHBL, (V) TPAHCIUIAHTALMIO KOCTHOTO MO3Ta MM (Vi) PEIICHHS HCCIIeI0BATEIA HTH JICHAILCTO

Bpaya IPH OTCYTCTBHH JIOOOTO U3 BBIIICIICPEUHCICHHOTO.

Konuuecmeo IMAIUCHTOB
[00644] OOmee KOIUUSCTBO MALMCHTOB, BKIFOUCHHBIX B 3TO HCCIICAOBAHHE KIIMHHYICCKOH 3(p(PeKTHBHOCTH,
cocTaBmwiIo 10 193 manueHToB:
[00645] Koropra R/R ams oueHku 6e30macHocTH: 10 ManueHTOB
[00646] Koropra pacmmpenus R/R: [lo 36 manueHToB
[00647] Koa¢dpuuuent onenxu n0361 TN/U [lo 18 manmeHTOB
[00648] Koropra pactmpenus TN/U: Jlo 121 nanuenTa, BKIFo4Yas no MeHpiner mepe 91 manuenta c MJIC

[00649] Koropra nmpoJOHTHPOBAHHOTO HCCACAOBAHMA: JI0 8 MaEeHTOB

Cmamucmuyeckue criocoObl

[00650] [anHBIC 0 BpeMeHH OO0 COOBITHA aHATH3UpOBaIH MeToaoM Kammana-Meiiepa. HenmpepbisHbIe
MePEMEHHbIC CYMMHPOBAIUCH C TOMOIIBIO ONMUCATEILHON CTATHCTHKH (N, CPEIHEES, CTAHAAPTHOS OTKIOHCHHC,
JWama30H H MeauaHa). [/ KaTeropuiHHBIX JAHHBIX OBLTH MPEIOCTABIICHBI IIOACUYCTHI YACTOTHI H MPOLCHT
MAIHECHTOB B KAKIOH KaTerOpu.

[00651] Amnamn3 6¢30MACHOCTH H KITHHHYCCKOH 3(D(PCKTHBHOCTH MPOBOIUICA AT BCCX BKITFOUCHHBIX B
HCCIICIOBAHNC TMAIMCHTOB, MOJIYYMBINNX 10 KpaiHe# mepe 1 103y HuSF9-G4. Ioanaromuiicss ONCHKE aHAIA3
KIHHIYECKOH 3(h(PeKTHBHOCTH MAMECHTOB TAK)KE MPOBOIIIIN IS BCEX MALUCHTOB, KOTOPHIC MOIYYHIIH IO
menbrei Mepe 1 mo3y HuSF9-G4 u mpomim mo MeHbImel Mepe 1 OneHKy 0TBeTa 3a00JICBAHAS HITH KOTOPbIC
YMEpJIH A0 NEPBOH OLICHKH OTBETA 3a00JICBAHHSL.

[00652] Tpymmy ®K-anammza (PAS), BRIFOUAOIIYE BCEX MOJIYYABIINX JICUCHAC MANUCHTOB C, TIO KpalHSH
Mmepe, 1 00pa3noM KpoBH, IO KOTOPOMY MOKHO OLCHATH AaHHbIC DK, Mcronp30Bamy sl CBOIKH JAHHBIX O
koHueHTpauuu OK u ee mapameTpos.

[00653] OueHuBaNH CKOPOCTH U BEIHYNHY HOJIOKATEIBHOCTH aHTHTEN K HUSFI-G4.

[00654] Ha o0pa3ax nangueHTOB OBLTH MPOBCACHBI (PapMAKOIHHAMHYCCKIC U KOPPCIAHO HHBIC

HCCIICAOBAHHA, 4 00PA3LBI TKAHCH W KPOBH OBLIH COXPAHCHBI B OHOOAHKAX 1A OY Ay IIMX AHATH30B.

Pacuemvl pazmepa 06D(1314(1

[00655] Bcero 0pm10 BKIFOUCHO 10 193 MANWCHTOB, MOAAAFOIMUXCA ONCHKE (P exkTusHOCTH. B KoropTy R/R
JUTS OLICHKH OC30MACHOCTH M KOTOPTY PACIIMPCHHUA OBIIO BKTFOUCHO B 0OIICH CI0KHOCTH 46 MAIUCHTOB, B TOM
yucne 10 manueHTOB, MOJTy YaBIIHNX JICYCHAC B BBOJAHOM KOTOPTE IS OLICHKH OC30MACHOCTH, U 36 MAUCHTOB,

TOJIYYAaBIINX JICUCHUC B KOTOPTC PACIIAPCHU A
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[00656] B xoropty TN/U murs OeHKH 1036 OBUIO BKIFOYCHO A0 18 MaIeHTOB HA OCHOBE CXEMBI CHIDKCHHSA
J03bI 3143, MpeAnoaararome i Hamuyune 3 MOTCHIHAIBHBIX KOTOPT 03Bl C MAKCHMYM 6 MALIHCHTAMH,
TIOJTYYAIOIMMH JICUCHHE B KOKI0H koropre. [t koroptsl pacmuperns TN/U ObL1 IpeaioxKeH
NIEPBOHAYANBHBIN pa3Mep BHIOOPKH 30 MamHEeHTOB, YTOOBI 95% NOBEPHTEIBHBIH HHTEPBAT TPEOYEMOH YaCTOTHI
TOJTHOTO OTBETA 35% MM BBITIIC UCKITFOYAT H3BSCTHYEO YACTOTY IMOHOTO 0TBeTa 17,85% oTAensHO 1
azammtuauHa. Ha ocHoBanuu [lonmpasky 5 v OT36IBOB YIIPABICHUA IO CAHUTAPHOMY HAA30pY 34 KAUECTBOM
MMUMICBHIX MPOAYKTOB 1 McAUKaMEHTOB (FDA) B OTHOIICHIH HCCIICIOBAHUS C OAHOM IPYNIIOH [T OAACPKKH
MOTCHIUMAIBHOTO YCKOPEHHOTO YTBEPKACHHA pa3Mep BHIOOPKH KOTopThI pacmmuperus TN/U mist panee He
MOJTy4aBIINX JicueHHuE narueHToB ¢ MJIC BHICOKOTO pHCKA OBLI JOMOIHUTEIBHO YBEIHYCH, YTOOBI BIJIIOYUTD
o kpatiseit Mepe 91 manuenra ¢ MJIC (BKiIrO4as MaHEHTOB, PAHEE MOTYYaBIIHUX JICUCHUE B KOTOPTAX OLCHKH
u pacumpeHus). Pazmep Bei6opku u3 91 nanuenra obecneunt 80%-Hyro CTaTHCTHYECKYIO MOIITHOCTb
HCCJICAOBAHUSA, YTOOBI OTBEPTHYTh HYJICBYIO THIOTE3Y O TOM, uTo yactota [IP+UP cocrasmiaer 23,5% wiu Himke
MPH ABY CTOPOHHEM 3HA4UMOM ypoBHe 0,05, nmpeanonaras, 4ro uctuHHad yactota [IP+UP cocrasider He McHee
36,5% (1. e. ynyumenue Ha 13%). Hynesas yactora [TP+UP, pasHas 23,5%, OCHOBaHA HA OTIOPHOM
PAHIOMH3HPOBAHHOM HCCIICIOBAHUH, KOTOPOE MPUBEIIO K 0100peHNI0 azauutHauHa npu MJIC, rae BepxXHsia
TPaHULA OJHOCTOPOHHETO 95% MOBEPUTEIHLHOIO HHTEpBAIA A1 ypoBHA [IP+UP a3anurnanHa cocTaBIseT
23,5%, ¢ TOUCHHOM OLUCHKOMH 15,7%.

[00657] B xoroprty mpOJOHTHPOBAHHOTO HCCIICIOBAHUS OBLIO BKIFOUCHO HE O0see 8 MAlUCHTOB, TaK KaK
0’KHJATTOCh, YTO HA MOMCHT HA4aJa 3TOTO HCCICAOBAHUA TOJIBKO 8 COOTBETCTBYFOIUX MALHCHTOB H3

MPEABIAYLIEro uceaeaoBanuu (pa3sl 1 OyayT NpoaoKaTh YHaCTHE.

Ipumep 2: Pe3vabTAThI LIS IPUMEHEHHS Y Ye/I0BeKAa

besonacnocme HuSF9-G4 + azayumuouna

[00658] 43 mamienTa monyuan seucHue HuSF9-G4 + azamuruaus, 18 mammenTos ¢ MJIC u 25 mameHTOB C
OMUJL 1 maumeHt (1/43: 2%) 1OCPOUHO BBIOBLT U3 UCCIICIOBAHMSA H3-3a HEKeIaTCIbHBIX saBicHuil (H) HuSF9-
G4 + azamuuraauHa (1 coowsrrue JJIT: remarrmoruHanus G4). Haubomee 4acThiec HEXKEIATSILHBIC SIBICHU,
cea3anHHbIC ¢ neucHHeM (HSACIT) cocrapum > 15%: anemus (37%), HelirponeHun (26%), TPOMOOIUTOTICHHA
(26%). HACJT: y 1 mammenTa Habmogamm (peOpuibHy 0 HeHTponeHuIo HaO moaamm (2%). MHpekumi,

CBA3AHHBIX C JICUCHHCM, HC HA0IFO1ATIOCh.

Ddhdbexmusnocmo HuSF9-G4 + azayumuoun

[00659] B tabmmme S npencrasiaeHs! mapamerps! d(¢dpexruBHocTH M/JIC 1 YHCIO MAIMEHTOB, OTBETHBIINX HA
JEUCHHE MO KAXKIOMY MapaMeTpy B KOropTe, MOAAroIIeHics oueHKe 3 ()eKTHBHOCTH, H OOILEe KOJIMIECCTBO

TMAUCHTOB, MOy YaBIINX JCUCHHC.

Ta6amma 5
_ Cyowexrnsi ¢ MJC (N=16)
MMapamerp Cybrewrnr ¢ MIC (N=13) Bcero nanmeHToB, MOJIy YABIINX
Onenka >pperTHBHOCTH
JIeveHne
OOBEKTHBHAA CKOPOCTh OTBETA o o

(ORR) 13 (100%) 13 (81%)

Tonnas pemuccus (I1P) 7 (54%) 7 (44%)

Yactuunas pemuccusa (UP) 0 0
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TTP xocTHOTrO MO3ra

5 (39%) 3 c TTP+I'Y kocTHOTO

5 (31%) 3 ¢ TTP+T"Y kOCTHOTO

(13)

MO3ra MO3ra
reMaTOJIOTHICCKOC Y Iy YLICHHC o o
Ty) 1 (9%) 1 (6%)
Crabunbroe 3a6oneBanue (C3) 0 0
IMporpeccupytoree 3a00ICBaAHUS 0 0

[00660]

B Tabamne 6 npeacrasneHsl mapameTpsl 3¢ dekrusroctd mpu OMJI 1 YHCIIO MAIUCHTOB,

OTBETHUBIIMX HA JICYCHHUE IO KAKIOMY HapaMeTpy B KOTOPTE, MOJNAIICHCS OIICHKE Y(P(PCKTUBHOCTH.

Tadomma 6

Cyonextni ¢ OMJI (N=16)

Cyowextni ¢ OMJI (N=19)

IMapametp Ouenka >dppexTuBHOCTH Bcero manmeHToB, MOJIyYABIINX
JIeveHue
OOBeKTHBHAA CKOPOCTH OTBETA o o
(ORR) 11 (69%) 11 (58%)
TNonnas pemuccus (I1P) 6 (38%) 6 (32%)
1P ¢ HeMOTHBIM
BOCCTAHOBJICHHEM COCTaBa KPOBU 2 (13%) 2 (11%)
(ITPx)
Yacruunas pemuccus (UP) 2 (13%) 2 (11%)
Moppoaoruueckoe 6e31eHKo3HOE o o
cocrostaue (MLFS) 1(6%) 1(5%)
Crabunsnoe 3a60aeBanue (C3) 5 (31%) 5 (26%)
[porpeccupyromee 3a601cBaHAA 0 0
dm)
[00661] B Tadjmme 7 nmpeacTaBicHa LTATCILHOCTD 0TBeTa (JIO) Y MAIMCHTOB, MO TAFOIIHXCS OLICHKS
3((PCKTUBHOCTH.
Taomma 7
MMapamerp 1L OMUI, N=16 1L MJC,N=13
OrcyTtcTBHE OTPEOHOCTH B 11/16 (69%) 3
TpaHC(Y3HH HPUTPOIHTOB
TTonHbIH UTOTCHETHUECKU T
OTBCT Y OTBETUBLIUX HA JICUCHUE 4/9 (44%) 4/10 (40%)
TMAIHCHTOB™*
e e 00 s o 213 (17%)
y [Tpu ITP/TIPH ITpu TTP/TIP xocTHOTO MO3Ta
TMAIMCHTOB
MeaunaHHoE BpeMs OTBETA H/P H/P
(MecsIIBI)
CpeaHsaa npoaoKATSTEHOCTD 58 49
TMOCTICAYFOIICTO HAOIFOACHHS (1.9-9.5) (3.1-8.8)

[auanazoH] (Mecspr)

[00662]

IMapamerpsr oTBeTa OBIITH OAMHAKOBBIMH Kak 11 koropT OMIJL, tak u ;ura koropr MJIC. Kpowme Toro,

YacTOTa HETaTUBHBIX pe3ynbraTtoB MO3 npu neucHnn HuSF9-G4 + azamuruams Obrma myyme (50%), yem npu

JICUCHUH A3aIUTHIMHOM/JCIUTAOMHOM B BCHETOKIIAKCOM y manueHToB ¢ OMJL. YpoBeHb OTPHIATEIBHOCTH

MO3 y orBeruBinmx Ha neucHue marmeHTos (I1P/T1PH) st azanmTuaHA/IeuTabnHA U BEHETOKJIAKCA

cocramisiet 29% (Diardo et al., blood 2019).

Omeem v nayuenmos ¢ mymayueii TP53
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[00663]

JanpHeHmuil aHAIU3 OTBETUBLINX HA JCUCHHE MALUEHTOB MOKA3al BBICOKYIO CKOPOCTh OTBETA B

noarpymme namueHToB ¢ OMJI 1 MJIC ¢ myTarueir TP53. B Tadamme 8 mokaszaHsI moKa3arem 0TBETa

manueHTOB ¢ MyTammavu TP53 Ha neuerne HuSF9-G4 n azanuTuanHOM.

[00664] Tab6mmma 8 MyTarOHHBIH aHATH3 H OTBET Y MAHEHTOB ¢ MyTanueh TP53
Ta0/mma 8
_ 1L MAC, O0BbeanHeHABIE A3za/menutadun
Myranus TPS3 1L OMUL, (N=6) (N=2) OMJI/MAC (N=8) | H BEHETOKJIAKC
Koa¢ddumment
HAWTYYIIero o0mero 5/6 (83%) 2/2 (100%) 7/8 (88%) 17 (47%)
0TBETA
AO/obmast H/Jl H/]l H/JI 5.6 Mec/7.2 mec
BBIKHBAEMOCThb
[00665] B Tabmmue 8 mokazaHBI MOKA3aTEIM OTBETA BCEX MaIeHTOB Ha neucHue HuSF9-G4 u azauutuauHOM.
[00666] Tabmma 9 MyTarMOHHBIH aHATH3 U OTBET Y BCEX MALIUCHTOB
Tad mna 9
_ 1L MJIC, O0beuHeHHbIe Asa/menuradun+
ILOMIL(N=16) | " N—13)" | OMUUMAC (N=29) | pemerowaaxe
Koaddunumenr
11/16 (69%) 13/13 (100%) o o
HAILUTYYIIero oomero 8 TIP/TTPx 7 1P 24/29 (83%) 17 (47%)
0TBETA
AO/obmast /] H/Jl H/JI 5.6 Mec/7.2 Mec
BBLKHBAEMOCTh
[00667] Kax manmenTs ¢ OMJI, Tak u manueHTsl ¢ MJIC ¢ myTarueit TPS3 mpoaecMOHCTPHPOBAIH BHICOKUET

YpOBCHB 0TBEeTA HA KoMOMHApoBaHHOE JcucHHC HuSF9-G4 u asanutiauHOM (83% Mt manueHToB ¢ OMJT 1

100% mna mammerToB ¢ MJIC). HanpoTus, mauuenTtsl ¢ OMJI ¢ mytanmsavu TPS53 mimoxo pearupoBajin Ha

JICUCHHC A3aI(UTHIHHOM/ ICIUTA0OMHOM U BCHETOKIAkCoM (0TBET 47%, DiNardo et al., Blood 2019). Kpome

TOTO, TOJBKO 69% Bcex manueHTOB ¢ OMJI TOCTHTITH BRICOKOH CTCIICHH OTBETA HA KOMOHHHPOBAHHOC JICUCHHUC
Hu5F9-G4 u a3auuTHIHHOM.
[00668]

KOCTHOTO MO3ra [0 JeueHus H Ha 57-i neHb jeueHus y nanuenra ¢ DNMT3a 2577DUPA u ¢erorunom TP53

Ha ®HI'. 2A noka3aH rpapyik 4acTOTHI BAPHAHTHOTO AJUIEIS H KOJIMUECTBA OJACTHBIX KICTOK

559+1G>A. Jleucnne xomOuHanmeit HuSF9-G4 u a3anuTianHa 3HAYATCITFHO CHIDKAJIO TPOIICHT KJICTOK C
BAPHAHTHBIMHU MyTaHTHBIMH ajutiesiMd DNMTa u TP53. JleyeHue Taxke 3HAUUTEIBHO YMEHBIIIIIO KOJIHYECTBO
OJIaCTHBIX KJIETOK KOCTHOTO MO3Ta y MAHCHTA.

[00669]

nerHuit marpeHT ¢ MJIC 04YeHB BRICOKOTO PHCKA, CTI0KHBIM KAPHOTHIIOM | ABYyM:A MyTanusiMu TP53 (584 T>C

Ha ®UT'. 2B npeaCcTaBicH AOMOTHATEIBHBIN PEPE3CHTATHBHBIN MAHCHT B HCCICAOBAHUN. 77-

u 672+1G>T) newmnca HuSF9-G4 n azamutiamHOM. KomriecTBo 01aCTOB KOCTHOTO MO3Ta U MyTAHOHHAS
Harpy3ka TP53 mokazaHsl ¢ TEUEHHEM BPEMEHH NOCKE TpeX nukios JeucHus. Ha @UT. 2B mokasaH rpadux
YACTOTHI BAPHAHTHOTO AJUICII H KOJIMUECTBA OJACTHBIX KIETOK B KOCTHOM MO3IE 0 JICUCHHUS U B KOHIIC

mukna 3. Taxske ormeuens! [1P, CyCr u kmupenc mytaruit TPS3.

Bb1600b1
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[00670] Jleuerne Hu5F9-G4 + azarmuTuanH y paHee HE MOIy4aBIINX JicucHue manueHTros ¢ M/JIC ot
CPEIHETO J0 OYCHD BRICOKOTO prcKa cornacHo IPSS-R u y panee He moTyuaBIAX JCUCHIE TAnueHTOB ¢ OMJT
(MHAYKIHOHHAA XUMHOTEPAINA HE IOAXOUT) MPOBOAMIN, KaK OMHCAHO B mpuMepe 1. JIn1 CHIKESHUA
LIEJICBOTO YPOBHA aHEMHH NPHUMCHSIHN CXEMY NIEPBUYHOTO BBEACHMUs/moBbIIeHHA 10361 HuSF9-G4 y oqHoro u
TOTO K¢ mamueHTa (1-30 MI/KT eKEHENEeIbHO). JI03HPOBAHIE a3AMUTHIHHA COCTABIIIIO 75 Mr/M? B muH 1-7 HA
28-nHeBHBIN UK. OTBETH oncHUBATUCH O kputepmsM IWG 2006 u ELN 2017 ama manuenros ¢ MJIC u
OMJI COOTBETCTBCHHO.

[00671] 43 mamienTa (18 ¢ MJIC u 25 ¢ OMJI) co cpexHuM Bo3pacToM 73 roga moay4am jeueHue HuSF9-
G4 + azamuruauH. 19% uMeTH MPOMEKy TOUHBINH IUTOTCHETHUECKUH PHCK, 63% — Huskui puck (19%
HCU3BECTHEI). 28% maruenToB umend MyTamuio TP53. HuSF9-G4 + a3auuTuauH XOpomo NepeHOCHIICS C
npoguieM O0C30MaCHOCTH, CXOAHBIM C MOHOTepamueii AZA. HexxenaTe TbHBIMU SBJICHUAMH, CBI3AHHBIMH C
neucHueM (> 15% namenToB) 111 HuSF9-G4 mmoc azauutuaus, Oputn anemus (37%), Helirponenus (26%) u
TpombouuTonieHus (26%). CBsa3zaHHAas ¢ TeucHHEM (PeOPHIbHAS HEHTPOMICHHUS BOZHHUKIA TOJIBKO y 1 (2%)
nauueHTa. Toxbko 1 mMammeHT TOCPOYHO BRIOBLI H3 HCCIeA0BaHuA H3-3a HAL. 29 nmanueHTOB MoAIe KA OLCHKS
3((pEKTHBHOCTH HA MOMCHT TpeKpamicHus coopa JaHHBIX. Y 13 u3 13 (100%) paHee HEe MOIYUABIIHX JICUCHHE
nauueHToB ¢ MJIC 6611 00BeKTHBHBIH OTBET: Y 7 mauueHToB (54%) Obuta qocturayta [1P, y 5 (39%) — I1P
KocTHOro Mo3ra (3/5 taxke umem remarosoruyeckoe yayumenue (HI)) uy 1 (7%) — toasko I'Y

11 mammenTos ¢ OMJI u3 16 (69%) nam 0ObeKTUBHBIN OTBET;, 8 U3 16 manueHTOB (50%) ¢ ITP wm [1PH, 2
(13%) ¢ UP, 1 (6%) c MLFS u 5 (31%) co crabunpHbIM 3a005eBaHHeM. Bpems 10 oTBeta OpU10 Oosiee OBICTPhIM
(Memuana 1,9 Mec.), yeM 0’KHIAIOCH PU MPHUMECHEHUH TOJIBKO AZA. JIn1 IanUeHTOB ¢ aHOMAIBHOH
IUTOTCHCTHKOM Ha HCXOMHOM YpoBHE 40% 1 44% manuenToB ¢ MJIC 1 OMJI JOCTHUIIH IUTOTCHETHYCCKOTO
MOJTHOTO OTBCTA COOTBETCTBCHHO. Y 4 13 8 (50%) mammenTos ¢ OMJI ¢ TTP/TIPH u 2 u3 12 (17%) mauueHToB ¢
MJC c ITP umm TP kocTHOrO MO3Ta HMEJIH OTpHIATeIbHBIH ypoBeHb MO3 npu nmpoTouHO# uromeTpun. 11 u3
16 marmenToB ¢ OMJI (69%) He Tpe®oBanack TpaHC(y3ust SputporuTos, a 11 u3 13 (85%) mamuentos ¢ MJIC
HMCTH TCMATOIOTHUCCKUC YTy HIICHHA.

[00672] VYumremBas, uro CD47 aemsercsa mapkepom LSC Ha ICHKO3HBIX KICTKAX, MPEATIONAracMas 4actoTa
CD34+CD38-LSC 65l1a m3MepeHa C IOMOIIBI0 MPOTOYHOH UTOMETPHUH B KOCTHOM MO3I€ Y ITALIUCHTOB C
OMJI/MJC, noayuapmux SF9+AZA. CornacHo JaHHBIM, JOCTYIMHBIM 11 aHAmm3a, JICK ObLIH MOTHOCTHEO
ycrpareHsl v 10 u3 16 (63%) mamuenros ¢ OMJI/MJIC, y KOTOPBIX HAOMFOJANCA KIHHAUCCKAN 0TBeT. HakoHet,
TPOIOIKACTCS MY TALIMOHHBIN AHAIH3, YTOOBI COOTHECTH MOATPYIIIBI C peakuuei. Y 7 u3 8 (88%)
TOIAAFOIMIXCS ONCHKE MACHTOB ¢ MyTauuei TP53 (5 u3 6 mammentos ¢ OMIJI [5 TIP/TIPH], 2 u3 2 manmueHTOB
¢ MJIC [1 TIP, 1 ITP xocTHOTO MO3ra]) JOCTUTIIM OOBCKTHBHOTO OTBCTA, UTO MOTICPKUBACT (P (PCKTHBHOCTD B
TOTY JBIMUH C TIOXUM TMPOTHO30M W PE3UCTCHTHON K TCpanmuy nony iauun. MeauaHHas MPOJ0LKATCITEHOCTD
OTBECTA WK 00IAs BEKHBACMOCTH HE OBLTH TOCTUTHYTHI HA 1 manueHToB ¢ MJIC, HU AT MADUCHTOB ¢
OMUJI, npu 3TO0M McarHaHa HAOMFOACHUS cocTaBmia 4,9 mecsama (auana3oH 3,1-8,8 mecsaues) xms MAC u 5,8
MecaneB (auanazoH 1,9-9,5 mecsmes) amss OMIL

[00673] HuS5F9-G4 + a3auuTHIAH — 3TO HOBBIH PSKUM UMMY HOTCPATIHH, KOTOPBIH OJOKHPYET KITFOUCBYIO
KOHTPOJBHYIO TOUKY Makpogaros. KoMOWHIpPOBAHHAS TCPAHSA MO-TIPSKHEMY XOPOIIO ICPSHOCHTCS C
ycroitunBoii akTuBHOCTHIO Y manmeHToB ¢ MJIC 1 OMJI ¢ UOO 100% u 69% cooTtBeTcTBEHHO. BhIcOKTE

HOKA3aTCIIH MpeanoaracMoi spaaukanun LSC CBHACTEIBCTBYIOT O MOTCHIHATIBHO JIHTCIEHOM OTBCTC, IIPH
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3TOM MCAUaHa MPOAOKUTCIIPHOCTH OTBETA €IIC HC JOCTUTHYTA. HepBOHa‘laJIBHBIC JAHHBIC MMOKA3BIBAKOT, YTO

Hu5F9-G4 B coueranny C a3alUTHARHOM MOTYT OBITh OCOOCHHO 3()()eKTHBHBI Y MANUEHTOB C MyTauueii TP53,

MOATPYIIBL, PE3UCTCHTHON K JICUCHHIO.

IIpumep 3: HuSF9-G4 1 azauuriminy CHIDKAIOT OPOsIBJIeHNs 00J1e3HH vV nmamuenTos ¢ OMJI ¢

myrtanueil TPS3
[00674]

Knnrudeckad 3(p(peKTHBHOCTH MMOKA3aHA Y 9 paHee HE MOIYyYABIIUX JICUCHHE ManueHTOB ¢ OMJT n

myTtanueit TP53 mpu neuennn HuSF9-G4 u azanuruauaom. O0muii moka3areas 0TBeTa cocTasmi 78%, mpu

atoM 44% nocturmi I'TP u 33% nocturiu [TPH. Kpome Toro, HaOMOAaIHCh BHIPAKCHHBIC OTBETHI, O YEM

CBHACTCIbCTBYCT YaCTOTA HUTOTCHETHYCCKOTO MOJTHOTO 0TBETA 67%, U 57% ManUCHTOB JOCTUTITH

MHHHMAJIbHOTO HETATHBHOTO OCTATOYHOTO 3a00JICBAHUS 110 JAHHBIM lTpOTO‘-lHOﬁ IUTOMCTPHH. Menunana

MPOACLKUTEIHPHOCTH OTBETA HE OBLIA TOCTUTHYTA PH MEIUAHE HAOMOAeHUA 6,9 Mecanes. brumm

HACHTH(PHIMPOBAHBI HoTmoHUTEIbHBIC 3 mamuenTa ¢ OMIJI ¢ mytaumsaymu TP53 npu neuennun HuSF9-G4 u

azauutuauHOM. KuHnieckas 3(1)(1)6KTI/IBHOCTI> TAKKC MOKA3aHA Y 3THX 12 PaHCC HE JICUCHHBIX MAITUCHTOB C

OMJI ¢ myrarmueit TP53. O0mas yactoTta oteera 411 n=12 manuenToB ¢ OMJI ¢ myrauumeit TP53 cocraBuna

78%, mipu 310M 44% nocturiu ITP u 33% gocturmu [1PH.

[00675]

Kimauueckas s(ppekTHBHOCTD Takoke nokazaHa y 4 mamuentoB ¢ MJIC ¢ myrtauuei TP53 npu

neueHnn HuSF9-G4 u azamuruamsoM. O0mas yactora oteeta At nanueHtoB ¢ MJIC ¢ myrtaumeit TP53, n=4,

cocrasmia 75%, npu 3toM 50% mocturau TP u 25% nocturiu [TPH. BeposTHOCTS BEDKHBAHHA Yepes3
6 mecsmes aua n=12 manuenToB ¢ OMJI u nmarrentos ¢ MJIC coctasiser 91% (OMJI) u 100% MJC).

[00676]

" azauutaanHa v manueHToB ¢ OMJT u MJIC ¢ myTtammamu TP53.

B Tadammne 10 npeacTaBieHb! OTMOJHUTEIBHBIC TaHHEBIE 00 Y pekTuBHOCTH KoMOuHau HuSF9-G4

Taouma 10

ITapamerp

CyobexTni ¢ OMJL n
TPS53 (N=9)

OMJI ¢ myTammeii
TP53 (N=12)

MJC ¢ myranueii TP53
(N=4)

OOBCKTHBHAA CKOPOCTH
oreera (ORR)

7 (78%)

9 (75%)

3 (75%)

Tonnas pemuccus (I1P)

4 (44%)

5 (42%)

2 (50%)

TIP ¢ HemoTHBIM
BOCCTAHOBJICHHEM
coctasa kposu (I1PH)

3 (33%)

4 (33%)

1(25%)

Tlonnerit
IIUTOTCHC THUCCKUH
OTBET y OTBETUBLINX Ha
JICUCHHUC MAIUCHTOB
(CCyR)*

4/6 (67%)

4/8 (50%)

3/3 (100%)

Matpuup!
OTPHLATENBHOTO YPOBHA
MO3

417 (57%)

4/9 (44%)

MeaunasHOE BpeMsA
OTBETA (MECALBI)

H/T (0,03+15,14)

H/JT (0,03£15,1+)

H/TT (0,03+5,2+)

Menuana oo1eit
BBDKHBACMOCTH
(MecspI)

H/TT (3,8+16,9+)

H/T

H/J

Cpemmas
PO JOKUTE TEHOCTD
TOCTICAYIOLICTO

6,9 [1,9-16.9]

8.8 (1,9-16.9)

7 (4.2-12.2)
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HAOMIOICHUSA [ THATIA30H]
(MecspI)

[00677] *CCyR OTHOCHTCA K MAIUCHTAM C AaHOMATBHOW IUTOTCHCTHKON HA HCXOJHOM YPOBHE.

[00678] O6mas knuaUUecKas d3pdekTusHOCTS y marmeHToB ¢ OMJI 1 M/JIC, He3aBHCHMO OT My TalIHOHHOTO
craryca p53, mokazana B Tadsmmne 11. Jleuerne HuSF9-G4 u azamuruausom uaaynuposaio YOO 91% (42%
[10) y manuentos ¢ MJIC u 64% YOO (56% ITO/TIO) y nmauueaToB ¢ OMJL. OTBETHI YTy OJISIHCH C TCUCHHEM
BpeMeHH ¢ yacToToil 56% I1P y mamuenToB ¢ M/IC ¢ mocneayromuM HaOIIOACHHEM HE MEHEE 6 MECSIEB, a

cpeaHee BpeMs 0TBETa COCTaBIIIO 1,9 Mecsma, yTo OpIcTpee, YeM NPH MPHMEHEHUH TOJIbKO a3al[UTHANHA.

Taomma 11
1L MAC, 1L OMLI,
IMapamerp N=33 N=25
(00 30 (91%) 16 (64%)
[P 14 (42%) 10 (40%)
I1Pu H/J 4 (16%)
PR 1 (3%) 1 (4%)
8 (24%) 0
MLFS/TIP xocTHOTO MO3Ta AcTIP+TY 1 (4%)
I'emaronormucckoe yayumcHue (I'Y) 3 (9%) H/J
SD 3 (9%) 8 (32%)
PD 0 1 (4%)
OrcyTcTBHE MOTPEOHOCTH B 11/19 (58%) 9/14 (64%)
TpaHC(hy3HH IPHTPOLUTOB*
TToTHBIH IMTOTCHETHICCKHIA OTBETT 9/26 (35%) 6/12 (50%)
Yposens orpunareasaocta MO3 y 6/30 (20%) 8/16 (50%)
OTBCTHBINHX HA JICUCHHC MALIHCHTOB
MenuaHHOE BpeMsI OTBETA (MECSIIIBI) H/J1(0,03£10,4+) H/J (0,03£15,1+)
CpeaHs MPOa0DKUTCIIEHOCTD
MOCTICAYIOIIECTO HAOTIOACHHAA 5,8 [2,0—15,0] 9.4 [1,9-16,9]
[mmamazoH] (Mecspr)

[00679] Ha FIG. 3A noka3zauno 6pems myTanuii TP53 y 9 manmenTos ¢ OMJL, na FIG. 3B nokasano 6pems
myTauwmii TP53 y AomoTHHTE TBHBIX 3 MANMEHTOB 13 00mero koymyectsa 12 manmenTos ¢ OMJIL. YactoTta
BCTpEUacMOCTH amens Mytauud TP53 mokazaHa 10 JSUCHHS W KAK HAWITY YIIHH OOIIHI OTBET HA TCPAITHIO.
Jleuenne HuS5F9 u a3anuTuARHOM CYIIECTBEHHO CHIKAJIO HIIH YCTPAHAIO MyTallHOHHYIO HArpy3ky TP53 y
TMAIMCHTOB. Y MICCTH MANUCHTOB ObLTA 0JHA My TamsA TP53, u MyTannoHHAS HArpy3Ka ObLIA YCTPAHCHA Y BCEX
IICCTH MANUCHTOB. Y TPEX MANHCHTOB OBLTO ABC MyTanuu TP33, u MyTallHOHHASA HATPY3Ka OBIIA YCTPAHCHA Y
JBYX MALMEHTOB C ABYM:A MyTarmsaMu TP53. AHami3 Tpex AONMOTHATEIbHBIX MANUCHTOB IIOKA3AJ, YTO B OOIIEH
CITO’KHOCTH CEMb MALIMEHTOB HMETH 10 MEHBINCH Mepe OHy 0OHApYKECHHYI0 MyTaumo TP53, u MyTanmoHHas
HArpy3Ka Obl1a YMCHBINCHA WITH YCTPAHEHA ¥ BCEX CEMU MAIUEHTOB; H YTO Y IHITH HALUCHTOB OBLIO 110
KpaifHeil Mepe aBe oOHapyskeHHbIe MyTamuu TP53, n MyTanmoHHAs HArpy3Ka Oblia yCTPaHEHA ¥ TPEX
TIALMEHTOB C IO KpaitHel Mepe apyms MmyTanusmu TP53. Takum o0paszom, HuSF9-G4 w azaumtuaus
XapaKTEPU30BaJIHNCh BEICOKOH YacTOTOH OTBETAa H ypoBHEM oTpurareirbHocTH MO3 y manmentos ¢ OMJI ¢
myTtanueit TP53, a myraumonHas Harpy3ka TP53 6s1a pes3ko cHmkeHa y nmanmueHToB ¢ OMJL, mory4aBmmx
Tepanmro. Kpome ToT0, CpeaHssa MPOA0DKUTEIPHOCTS H BBDKHBACMOCTD HE OBIITH TOCTUTHY THI, ITO BBITOJHO
OTITMYACTCA OT COBPECMCHHBIX MCTOIOB JICUCHHA, TAKUX KaK BCHCTOKIAKC U azanuTuauH (HOO 47%, 10

5,6 mec, OB 7.2 mec).
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[00680] [marpamma reHa TP53, moka3piBaroImas pa3THIHbIC JOMCHBI H MyTanun TP53, HabmoxaeMeie y
ucneITyeMBIX, moka3ana Ha FIG. 4. B Ta0imme 12 Taxke mpeICTaBICHBI CBOJHBIC JAHHBIC O MY TALUAX
HYKJICHHOBBIX KUCJIOT, MyTAIHAX AMHHOKHCIOT, YYACTKAX-MHMICHAX TCHOB H OCITKOBBIX JOMCHAX

HAOMIOAAEMBIX MyTanui p53 y HCIIBITYEMbIX ITAIUECHTOB.

Tadanma 12
IHapamerp | Koropra | Oonek- Ipoxowxkn- | Myranas (eapuanr | Leneeas Myranns Homen Hannune
THBHBI | TEIBLHOCTH Freq) o00.1acTB AA Oenka MYT AN OHHOII
O0TBET BBUKABA- r€HOB «ropsueit
eMOCTH TOUKI» B
(mecsmbI) OMYXOJISIX
OMII TN/U P 12,8 ¢.559+1G>A (86%) Wutpor S | — - -
OMII TN/U SD 82 c.673-1G>T (49%y); Wutpos 6; | Tyr220Cys DBD Ha
C.659A>G (43%) OK30H 6
OMII TN/U [1Pu 16,9+ c.517G>A (90%) OK30H 5 Vall73Met | DBD Ja
OMII TN/U P 13,6+ c.658T>G (40%) OK30H 6 Tyr220Asp | DBD Ja
OMII TN/U P 7,9+ c.405C>G (99%) OK30H 5 Cys135Trp | DBD Ja
OMJI TN/U P 83+ €.298C>T (70%) OK30H 4 GInl100Ter DBD -
OMJI TN/U PD 2,6 c.993+1G>A (85%) Wutpor9 | — - -
MAC TN/U P 10,6+ c.736 A>C (30%), OK30H 7, Met246Leu; | DBD Ha
KOCTHOTO c.824G>A (29%) OK30H 8 Cys275Tyr
Mo3ra
MAC TN/U P 9,8 c.672+1G>T (41%); | Uurpon 6; | Ile195Thr DBD -
.584T>C (40%) OK30H 6
MAC TN/U P 1,0+ c.710T>A (39%); OK30H 7; Met237Lys; | DBD; -
¢.1024delC (40%) Ox30H 10 Arg342Glu | Terpa
fsTer3

IIpumep 4: HuSF9-G4 1 a3anuTijing NCTOIAIOT CTBOJIOBLIE KJICTKIH JICHK03a

[00681] TIpeamonaracmyro yactoty CD34+CD38-LSC oucnmBamm y manueaTros ¢ OMJI/MJIC, moxyyaBimmx
HuS5F9-G4 u a3anmuTuAnH, ¢ TOMOINBIO MPOTOYHOH uToMeTpry. [TokazaHa CPeaHAS YacTOTa U THATIA30H
KJICTOK J0 JICUCHHUA M HAWIYYIIHi OTBET Ha JeucHue. Kak mokazano Ha @I, SA, meuenne Hu5F9-G4 n
azamuruauHOM ueromano CD34+CD38- cTBONIOBBIE KICTKH JICHKO3a B KOCTHOM MO3TC OTBECUAIOIIHX HA
neuernne nanuentos ¢ MJIC/OMIJIL, wezaBucumo ot cratyca mytanuu TP53. CD34+CD38- 6pum
3MuMHHAPOBaHb! Y 40% oTBeTHBIINX HA JieueHHe marmeHToB ¢ MJIC/OMIJL

[00682] Jleuenne Hu5F9-G4 w a3auuTHAWHOM TaKoke MpUBOIUI0 K ueromeHmo CD34+CD38- cTBOTOBBIX
KJICTOK JIeHK03a ¥ OIaCTONUTOB KOCTHOTO MO3Ta B KOCTHOM MO3T€ PENPE3CHTATUBHOTO MAHCHTA C My TaI[HeH
TP53. Perrpe3eHTaTHBHBIH MAIIHCHT B HCCiIe10BaHNH NoKazaH Ha ®UT. SB. 65-neruuii manment ¢ OMJI ¢
BBICOKHM IIHTOTCHETHUECKUM pHCKOM 1 MyTanueit TPS3 neunncs HuSF9-G4 n azanurnauaom. KonmmndecTso
01acTOB KOCTHOTO MO3Ta H MyTaIHOHHAA HArpy3ka TP53 moka3aHBI ¢ TCUCHHCM TCPAMTHH. 5 MECATIICB TOCTIC
JICUCHUA TALMCHT JO0CTUT ToaHOH pemuccuu ([1P) w monHo# muroreHeTmueckoi pemuccuu (CCyR) ¢
HCUC3HOBCHHEM 0JIACTOB KOCTHOTO MO3ra, MyTanuoHHO# Harpy3ku TP53 u LSCs (®HUT'. SB). [TanueHT
ocraercs B rayooxkoii [1P ¢ mpogomkarommMcs KimpeHcoM 01acTos u myTtanuu TP53 B reueHue 280 qHeilt, n

3TO COCTOAHHE COXPAHACTCA.
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Hpumep 5: HuSF9-G4 n a3amumina m3MeHIOT T-KIeToUHYH HHOWIL TP AINIY B KOCTHOM MO3re

[00683] Ocamox KOCTHOTO MO3ra COOMpANH y MAIMEHTOB, BKIIOUCHHBIX B Hecueaopanne SF9005 Ha
ucxoxaoM yposse (BL), mukn 3 mgaa 1 (C3), muka 5 xaa 1 (C5) wouxr 7 gaa 1 (C7). XKusaecnocoOHBIC
SIICPHBIC KIETKH OTACISUIN NEHTPH (DY THPOBAHHEM C TPATHECHTOM H KPHOKOHCEPBHPOBAIN. DKCIPECCH
PETYIATOPHBIX MM MAPKEPHBIX OCIKOB HIMMY HHOH CHCTEMBI OLICHUBACTCS C IIOMOIIBIO MAcC-IIMTOMETPHHA
(BpemsmporneTHaA muToMeTpu, Cy ToF). OucHuBacMBIC pery IATOPHBIC HIIH MAPKEPHBIC OCTKH BKITFOYATH
CD45, CD8a, TIGIT, CD86, CD4, CD163, ICOS, 0X40, PD-L1, CD3, TIM-3, CD86, PD-1, VISTA, FoxP3,
LILRBI1, CTLA-4, PD- L2, HLA-DR, CDllc, CD24, CD117, CD123, CD33, CD38, CD99, BCL2, CD47,
CD206, SIRPa, CD56, MCL1, CD34, CLECI12A, FTL3, SIGLEC u CD14. TToacuutsBanu o01mee KOJIHIECTBO
T-xnerok (CD45+ CD3+), xemepusbix T-kietok (CD45+ CD3+ CD4), murotokcmyeckux T-kiaerok (CD45+
CD3+ CD8+) u peryaaropusix T-kietok (Tregs; CD45+ CD3+ CD4+ FOXP3). 3HauuMOCTh OILICHUBAIIH C
TIOMOIIBIO OJHOCTOPOHHETO JUCTICPCHOHHOTO AHAIN3A BO BCEX CIyYasX.

[00684] 3mauuTenpHOE yBemmUCHHE 001mero komruectsa T-kietok B C3, ¢5 u C7 mo CpaBHCHUIO C HCXOTHBIM
YpOBHEM HAOIOJATH BO BeeX oOpasnax namueHToB ¢ OMJI (PHUT. 6A). Komuvectso CD4+ T-ki1eTok 6110
3HAYHTEIBHO yBeImIcHO Ha ypoBHe C5 u C7 mo cpaBHEHMIO ¢ HCXOAHBIM ypoBHeM (PHI'. 6B). Koxnuectso
CD8+ T-k1eTok ObLIO0 3HAUUTEIHHO YBEJIUUCHO HA ypoBHE C7 IO CPABHEHUIO C HCXOAHBIM YPOBHEM

(®UT. 6C). 3TH N3MCHCHUS B MOMYJIANUAX T-KICTOK CHIBHO MOAACPKUBAOT HHY UPOBAHHBIN JICUCHHEM
MIPOTHBOPAKOBBIN aXaNTHBHBIN HMMYHHBIH OTBET H BO3MOKHOCTh KOMOMHAIIMU C HHTHOUTOPAMHU KOHTPOJIbHBIX
Touck. [Ipu pa3aencHuu Mo KaTerOPHU KIMHUYCCKOTO OTBETA HA MALIUCHTOB C OOBCKTUBHBIM OTBETOM

(®UT. 6D) u manueHTOB cO cTadHILHBIM 3a00cBaHHecM (PHUTI. 6E) y manucHTOB ¢ 00BCKTHBHBIM OTBCTOM HC
HAOTI0AAIOCh 3HAYHTEIBHBIX H3MCHCHHH B momy iInmsaxX Treg. OMHAKO Y MAIMEHTOB CO CTAOMITBHBIM
3a001eBaHHEM HAOMIOAAI0Ch 3HAYUTEIbHOE yBeucHue momy riui Treg Ha yposre C5 u C7 10 CpaBHEHHIO C

HCXOIHBIM YPOBHEM.

Ipumep 6: 3aHATOCTH PENENTOPA AHTUTEIA B pekuMe no3upoanus Q1W no cpasaennio ¢ Q2W
[00685] 3amarocts peuenTopa anTHTena (RO) oncHHBATH B PS:KAME JO3HPOBAHUSA OJHH pa3 B Heaemo (Q1W)

u oguH pa3 B ase Heaemn (Q2W). Tlamuenram oy 103y HuSF9-G4 ogwH pa3 B HCACTO T BCCX ITUKIIOB
(Q1W B TcucHHC BCETO MUKJIA) HITH OJHH Pa3 B HEJCIIO A IUKIIOB 1 W 2, a 3aT¢M OJHH Pa3 KAKABIC IBC
Heaem (Q2W) B nmukie 3 u ganee. 3aHATOCTH peuenTopa anTuteaa k CD47 (RO) oncHuBamm B
nieprQepuIecKOi KPOBH M KOCTHOM MO3T€ H CpaBHHBANH ¢ BBeacHueM Q1W no cpasaeHwmIo ¢ BBeAcHHEM Q2W.
[NepBuyHBIE KISTKH KPOBH MIIM KOCTHOTO MO3ra marueHTa okpammusard HuSF9-peaktusHBM (Di1yopeceHTHBIM
anTuTenoM K 1gG4 ¢ mocne Ay omuM KOJTHIECTBCHHBIM OTPEACICHACM C MOMOIIBIO MPOTOYHOH IUTOMETPHH.
VYPOBHH 3aHATOCTH PACCUUTHIBAIN KAK MPOLICHT OT MAKCHMAIBHOTO CHTHAJIA, ONPEACIACMOTO I
COOTBCTCTBYHOIICTO 00pa3na MANUCHTA ¢ HACHIIAIOIINM KOTHuecTBOM HeMeueHoro HuSF9-G4, no6aBacHHBIM
10 okpammBaHmA anTuTenoM k [gG4. Jlanueie g gosuposanus Q2W ObLTH HOPMATH30BAHBI OTHOCHTCIBHO
yposreit RO Q1W.

[00686] VYpoBHH 3aHATOCTH PEHENTOPOB Y MAIEHTOB OBICTPO TOCTHUIIIH MAKCHMAIBHOTO 3HAYCHUS BO BPEMA
mukaa 1 w mukoa 2 (mo3uposka Q1W, ve mokasana). Cxoxras RO arturena k CD47 Hadmromanace kak B
nepuepracckoit kposu (OUT. 7A), Tak 1 B kocTHOM MOo3re (PHT. 7B) mocie n3MCHCHUS T03BI KAYKIBIC

2 Henenw B uKIie 3 w ganee. Ha 060omx (urypax TOUKH YKa3bIBAalOT YPOBEHB 3aHATOCTH AHTHTCIIAMH B

00pasnax ManueHTOB, B3ATHIX C TEUCHHEM BPEMEHH M3 IIUKJIA 3 H Jaiee, HOPMAIH30BaHHbIH K ypoBHsM RO
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nmammenTa Q1 W, B To BpeMs Kak CpeHSA THHUS YKA3bIBACT HA HAHOOJIEE MOAXO/ISAMIY IO THHCHHY IO PErPECCHIO,
a BCPXHAA U HIDKHAA THHAA YKa3bBaroT Ha I 95%. Takum o6pazom, mosuposanue HuSF9-G4 Q2W (t. ¢.
BBCJICHHE 03Bl OJMH Pa3 B ABE HEACIH) MMPHBOIIIIO K TAKOH ke 3aHATOCTH penentopa CD47, uto u
mosuposanue Q1W (T. €. BBCACHHE JO3HI OAHMH Pa3 B HECTIO).

[00687] Xots u3z00peTeHHE OBIIIO KOHKPETHO MOKA3aHO H ONMCAHO CO CCHIIKOH HA NMPEAIIOYTHTCIBHBIH
BAPHAHT OCYLICCTBICHUA H PA3IHYHBIC ANbTCPHATHBHBIC BAPHAHTHI OCY IICCTBICHHA, CIICIIHATHCTAM B
COOTBETCTBYIOILICH 00JIaCTH TEXHUKH OYyCT MOHATHO, YTO B HETO MOTYT OBITh BHCCCHBI PA3THYHBIC H3MCHECHUS
B ()OpME U ACTANAX, HE OTCTYNAsA OT CYIMHOCTH B 00bEMA HACTOSAIIETO H300PETECHUS.

[00688] Bce cchuiky, BEIIAHHBIC MATCHTHI U MATCHTHBIC 3a4BKH, UTHPYEMBIC B TEKCTE HACTOALICTO

OIMUCAHU, HACTOAIMNUM BKIFOUCHBI MOCPCACTBOM CCBHIJIKH BO BCCH HX MOJTHOTE JJIS BCEX LCTCH.
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TABJHIA A. TIOCJIENOBATEJIBHOCTH

SEQ na TMocneaoBaTeIBHOCTH

ID NO

1 1H9 CDR-H1 SYWIT

2 1H9 CDR-H2 DIYPGSGSTNHIEKFKS

3 1H9 CDR-H3 GYGSSYGYFDY

4 1H9 CDR-L1 RASENIYSYLA

5 1H9 CDR-L2 TAKTLAE

6 1H9 CDR-L3 QHQYGPPFT

7 I'ymanmsuposanroe 1H9 | QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYWITWVKQA

Vu

PGQGLEWIGD IYPGSGSTNH IEKFKSKATL TVDTSISTAY
MELSRLRSDD TAVYYCATGY GSSYGYFDYW GQGTLVTVSS

I'ymanusuposannoe 1H9
A%

DIQMTQSPSS LSASVGDRVT ITCRASENIY SYLAWYQQKP
GKAPKLLIYT AKTLAEGVPS RFSGSGSGTD FTLTISSLQP
EDFATYYCQH QYGPPFTFGQ GTKLEIK

9 3C2 CDR-H1 SYWMH

10 3C2 CDR-H2 NIDPSDSDTHYNQKFKD
11 3C2 CDR-H3 GYSKYYAMDY

12 3C2 CDR-L1 RSSQSIVHSYGNTYLE
13 3C2 CDR-L2 KVSNRFS

14 3C2 CDR-L3 FQGSHVPYT

15

I'ymaruzuposanuoe 3C2
Vi

QVQLVQSGAE VKKPGASVKV SCKASGYTFT
SYWMHWVRQA PGQGLEWMGN IDPSDSDTHY
NQKFKDRVTM TRDTSTSTVY MELSSLRSED TAVYYCARGY
SKYYAMDYWG QGTLVTVSS

16

I'ymarunzuposansoe 3C2
VL

DIVMTQTPLS LSVTPGQPAS ISCRSSQSIV HSYGNTYLEW
YLQKPGQSPQ LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
SRVEAEDVGV YYCFQGSHVP YTFGQGTKLE IK

17

I'ymanusuposannoe 1HO
HC (momHOpasMepHoe)

QVOQLVQSGAEVKKPGASVKVSCKASGYTFTSYWITWVKQAPG
QGLEWIGDIYPGSGSTNHIEKFKSKATLTVDTSISTAYMELSRL
RSDDTAVYYCATGYGSSYGYFDYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYAS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG

18

I'ymanmsuposannoe 1HO
LC (momHOpa3MepHOE)

DIQOMTQSPSSLSASVGDRVTITCRASENIYSYLAWYQQKPGKA
PKLLIYTAKTLAEGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QHQYGPPFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

19

I'ymarnsuposansoe 3C2
HC (momHOpasMepHoOE)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAP
GQGLEWMGNIDPSDSDTHYNQKFKDRVTMTRDTSTSTVYMEL
SSLRSEDTAVYYCARGYSKYYAMDYWGQGTLVTVSSASTKGP
SVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG

VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
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VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQ
YASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

20

I'ymanusuposansoe 3C2
LC (moHOpa3zMepHOE)

DIVMTQTPLSLSVTPGQPASISCRSSQSIVHSYGNTYLEWYLQK

PGQSPQLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDV

GVYYCFQGSHVPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAK VQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG

EC

21 9B11 CDR-H1 DYYIH

22 9B11 CDR-H2 RIDPEDGETKYAPKFQG

23 9B11 CDR-H3 GGFAY

24 9B11 CDR-L1 ASSSVSSSYLY

25 9B11 CDR-L2 STSNLAS

26 9B11 CDR-L3 HQWSSHPYT

27 9B11 Vu EVQLQQSGAELVKPGASVKLSCTASGFNIKDYYIHWVKQRTE
QGLEWIGRIDPEDGETKYAPKFQGKATITADTSSNTAYLQLNSL
TSEDTAVYSCAKGGFAYWGQGTLVTVSA

28 9B11 VL QIVLTQSPAIMSASPGEKVTLTCSASSSVSSSYLYWYQQKPGSS
PKLWIYSTSNLASGVPARFSGSGSGTSYSLTISSMEAEDAASYF
CHQWSSHPYTFGGGTKLEIK

29 7E11 CDR-H1 SYWMH

30 7E11 CDR-H2 NIDPSDSDTHYNQKFKD

31 7E11 CDR-H3 SYGNYGENAMDY

32 7E11 CDR-L1 RSSQSIVHSYGNTYLE

33 7E11 CDR-L2 KVSNRFS

34 7E11 CDR-L3 FQGSHVPFT

35 7E11 Vg QVKLQESGAELVRPGSSVKLSCKASGYTFTSYWMHWVKQRPI
QGLEWIGNIDPSDSDTHYNQKFKDKATLTVDNSSSTAYMOQLSS
LTSEDSAVYYCASYGNYGENAMDYWGQGTSVTVSS

36 7E11 VL DILMTQTPLSLPVSLGDQASISCRSSQSIVHSYGNTYLEWYLQK
PGQSPKLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDL
GVYYCFQGSHVPFTFGSGTKLEIK

37 I'ymaHm3HpOBAaHHAA CAGGTTCAGTTGGTTCAGTCTGGCGCCGAAGTGAAGAAACC

HYKJICHHOBAs KHCIOTa
TspKenon nermu 1H9

TGGCGCCTCTGTGAAGGTGTCCTGCAAGGCTTCCGGCTACA
CCTTTACCAGCTACTGGATCACCTGGGTCAAGCAGGCTCCTG
GACAGGGACTCGAGTGGATCGGCGATATCTATCCTGGCTCC
GGCTCCACCAACCACATCGAGAAGTTCAAGTCCAAGGCTAC
CCTGACCGTGGACACCTCCATCTCCACCGCCTACATGGAACT
GTCCCGGCTGAGATCTGACGACACCGCCGTGTACTATTGCG
CTACCGGCTACGGCTCCTCCTACGGCTACTTTGATTATTGGG
GCCAGGGCACCCTGGTCACCGTGTCCTCTGCTTCTACCAAGG
GACCCAGCGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCT
CTGGCGGAACAGCTGCTCTGGGCTGCCTGGTCAAGGACTAC
TTTCCTGAGCCTGTGACCGTGTCTTGGAACTCTGGCGCTCTG
ACATCTGGCGTGCACACATTCCCTGCTGTGCTGCAGTCCTCC
GGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCCAGC

139




TCTCTGGGAACCCAGACCTACATCTGCAATGTGAACCACAA
GCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGT
CCTGCGACAAGACCCACACCTGTCCTCCATGTCCTGCTCCAG
AACTGCTCGGCGGACCTTCCGTGTTTCTGTTCCCTCCAAAGC
CTAAGGACACCCTGATGATCTCTCGGACCCCTGAAGTGACC
TGCGTGGTGGTGGATGTGTCTCACGAGGACCCAGAAGTGAA
GTTCAATTGGTACGTGGACGGCGTGGAAGTGCACAACGCCA
AGACCAAGCCTAGAGAGGAACAGTACGCCTCCACCTACAGA
GTGGTGTCCGTGCTGACAGTGCTGCACCAGGATTGGCTGAA
CGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGC
CTGCTCCTATCGAAAAGACCATCTCCAAGGCCAAGGGCCAG
CCTAGGGAACCCCAGGTTTACACCCTGCCACCTAGCCGGGA
AGAGATGACCAAGAACCAGGTGTCCCTGACCTGCCTCGTGA
AGGGCTTCTACCCTTCCGATATCGCTGTGGAATGGGAGAGC
AACGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGT
GCTGGACTCCGACGGCTCATTCTTTCTGTACTCCAAGCTGAC
TGTGGACAAGTCCAGATGGCAGCAGGGCAACGTGTTCTCCT
GCAGCGTGATGCACGAGGCCCTGCACAATCACTACACACAG
AAGTCTCTGTCTCTGAGCCCCGGC

38

I'ymaHU3HpOBAaHHAA
HYKJICHHOBAS KUCIIOTA
jerkoi nemu 1H9

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTCT
GTGGGCGACAGAGTGACCATCACCTGTCGGGCCTCCGAGAA
CATCTACTCCTACCTGGCCTGGTATCAGCAGAAGCCTGGCA
AGGCTCCCAAGCTGCTGATCTACACCGCTAAGACACTGGCC
GAGGGCGTGCCCTCTAGATTTTCTGGCTCTGGAAGCGGCAC
CGACTTTACCCTGACAATCTCCAGCCTGCAGCCTGAGGACTT
CGCCACCTACTACTGCCAGCACCAGTACGGCCCTCCATTCAC
CTTTGGCCAGGGCACCAAGCTGGAAATCAAGCGGACAGTGG
CCGCTCCTTCCGTGTTCATCTTCCCACCTTCCGACGAGCAGC
TGAAGTCTGGCACAGCCTCTGTCGTGTGCCTGCTGAACAACT
TCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAAT
GCCCTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCA
GGACTCCAAGGACAGCACCTACAGCCTGTCCTCCACACTGA
CCCTGTCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCC
TGCGAAGTGACCCATCAGGGCCTGTCTAGCCCTGTGACCAA
GTCTTTCAACCGGGGCGAGTGC

39

I'ymanusupoBanHas
HYKJICHHOBAS KACIIOTA
Tsexenoi nenu 3C2

CAGGTTCAGTTGGTTCAGTCTGGCGCCGAAGTGAAGAAACC
TGGCGCCTCTGTGAAGGTGTCCTGCAAGGCTTCCGGCTACA
CCTTTACCAGCTACTGGATGCACTGGGTCCGACAGGCTCCA
GGACAAGGCTTGGAGTGGATGGGCAACATCGACCCCTCTGA
CAGCGACACCCACTACAACCAGAAATTCAAGGACCGCGTGA
CCATGACCAGAGACACCTCCACCAGCACCGTGTACATGGAA
CTGTCCAGCCTGAGATCCGAGGACACCGCCGTGTACTACTG
TGCCAGAGGCTACTCCAAGTACTACGCCATGGACTACTGGG
GCCAGGGCACACTGGTTACCGTGTCCTCTGCTTCCACCAAG
GGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACC
TCTGGCGGAACAGCTGCTCTGGGCTGCCTGGTCAAGGACTA
CTTTCCTGAGCCTGTGACCGTGTCTTGGAACTCTGGCGCTCT
GACATCTGGCGTGCACACATTCCCTGCTGTGCTGCAGTCCTC
CGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCCAG
CTCTCTGGGAACCCAGACCTACATCTGCAATGTGAACCACA
AGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAA
GTCCTGCGACAAGACCCACACCTGTCCTCCATGTCCTGCTCC
AGAACTGCTCGGCGGACCTTCCGTGTTTCTGTTCCCTCCAAA
GCCTAAGGACACCCTGATGATCTCTCGGACCCCTGAAGTGA
CCTGCGTGGTGGTGGATGTGTCCCACGAAGATCCAGAAGTG
AAGTTCAATTGGTACGTGGACGGCGTGGAAGTGCACAACGC
CAAGACCAAGCCTAGAGAGGAACAGTACGCCTCCACCTACA
GAGTGGTGTCCGTGCTGACAGTGCTGCACCAGGATTGGCTG
AACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCC
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TGCCTGCTCCTATCGAAAAGACCATCTCCAAGGCCAAGGGC
CAGCCTAGGGAACCCCAGGTTTACACCCTGCCTCCAAGCCG
GGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGCCTCG
TGAAGGGCTTCTACCCTTCCGATATCGCCGTGGAATGGGAG
AGCAATGGCCAGCCAGAGAACAACTACAAGACAACCCCTCC
TGTGCTGGACTCCGACGGCTCATTCTTTCTGTACTCCAAGCT
GACCGTGGACAAGTCCAGATGGCAGCAGGGCAACGTGTTCT
CCTGCAGCGTGATGCACGAGGCCCTGCACAATCACTATACC
CAGAAGTCCCTGTCTCTGTCCCCTGGC

40

I'ymanmsupoBanHas
HYKJICHHOBAsA KHCI0TA
nerkoit nemu 3C2

GACATCGTGATGACCCAGACACCTCTGAGCCTGAGCGTGAC
ACCTGGACAGCCTGCCTCCATCTCCTGCAGATCCTCTCAGTC
CATCGTGCACTCCTACGGCAACACCTACCTGGAATGGTATCT
GCAGAAGCCCGGCCAGTCTCCTCAGCTGCTGATCTACAAGG
TGTCCAACCGGTTCTCTGGCGTGCCCGACAGATTTTCCGGCT
CTGGCTCTGGCACCGACTTCACCCTGAAGATCTCCAGAGTG
GAAGCCGAGGACGTGGGCGTGTACTACTGCTTCCAAGGCTC
TCACGTGCCCTACACCTTTGGCCAGGGCACCAAGCTGGAAA
TCAAGCGGACAGTGGCCGCTCCTTCCGTGTTCATCTTCCCAC
CTTCCGACGAGCAGCTGAAGTCCGGCACAGCTTCTGTCGTG
TGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCA
GTGGAAGGTGGACAATGCCCTGCAGTCCGGCAACTCCCAAG
AGTCTGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGC
CTGTCCAGCACACTGACCCTGTCCAAGGCCGACTACGAGAA
GCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGCCTGT
CTAGCCCTGTGACCAAGTCTTTCAACCGGGGCGAGTGC

41

HyxsienHOoBas Kucnora
VH 9B11

GAGGTTCAGCTGCAGCAGTCTGGGGCAGAGCTTGTGAAGCC
AGGGGCCTCAGTCAAGTTGTCCTGCACAGCTTCTGGCTTCAA
CATTAAAGACTACTATATACACTGGGTGAAGCAGAGGACTG
AACAGGGCCTGGAGTGGATTGGAAGGATTGATCCTGAGGAT
GGTGAAACTAAATATGCCCCGAAATTCCAGGGCAAGGCCAC
TATAACAGCAGACACATCCTCCAACACAGCCTACCTGCAGC
TCAACAGCCTGACATCTGAGGACACTGCCGTCTATTCCTGTG
CTAAGGGGGGGTTTGCTTACTGGGGCCAAGGGACTCTGGTC
ACTGTCTCTGCA

42

HyxnenHoBas kucnora
VL 9B11

CAAATTGTTCTCACCCAGTCTCCAGCAATCATGTCTGCATCT
CCTGGGGAGAAGGTCACCTTGACCTGCAGTGCCAGTTCAAG
TGTAAGTTCCAGCTACTTGTACTGGTACCAGCAGAAGCCAG
GATCCTCCCCCAAACTCTGGATTTATAGCACATCCAACCTGG
CTTCTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGA
CCTCTTACTCTCTCACAATCAGCAGCATGGAGGCTGAAGAT
GCTGCCTCTTATTTCTGCCATCAGTGGAGTAGTCACCCGTAC
ACGTTCGGAGGGGGGACCAAGCTGGAAATAAAA

43

HyxnenHoBas kxucnora
VH 7E11

CAGGTCAAGCTGCAGGAGTCTGGGGCTGAGCTGGTGAGGCC
TGGGTCTTCAGTGAAGCTGTCCTGCAAGGCTTCTGGCTACAC
CTTCACCAGCTACTGGATGCATTGGGTGAAGCAGAGGCCTA
TACAAGGCCTTGAATGGATTGGTAACATTGACCCTTCTGATA
GTGATACTCACTACAATCAAAAGTTCAAGGACAAGGCCACA
TTGACTGTGGACAACTCCTCCAGCACAGCCTACATGCAGCT
CAGCAGCCTGACCTCTGAGGACTCTGCGGTCTATTACTGTGC
AAGCTATGGTAACTACGGGGAGAATGCTATGGACTACTGGG
GTCAAGGAACCTCAGTCACCGTCTCCTCA

44

HyxnenHoBas Kucnora
VL 7E11

GATATTTTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGT
CTTGGAGATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGC
ATTGTACATAGTTATGGAAACACCTATTTAGAATGGTACCTG
CAGAAACCAGGCCAGTCTCCAAAACTCCTGATCTACAAAGT
TTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCA
GTGGATCAGGTACAGATTTCACACTCAAGATCAGCAGAGTG
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GAGGCTGAGGATCTGGGAGTTTATTACTGCTTTCAAGGTTCA
CATGTTCCATTCACGTTCGGCTCGGGGACAAAGTTGGAAAT
AAAA

45

SIRPa

EEELQVIQPDKSVLVAAGETATLRCTATSLIPVGPIQWFRGAGP
GRELIYNQKEGHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGT
YYCVKFRKGSPDDVEFKSGAGTELSVRA

46

KWar VH

EVQLVQSGAEVKKPGATVKISCKVSGFNIKDYYIHWVQQAPG
KGLEWIGRIDPEDGETKYAPKFQDRATITADTSTDTAYMELSSL
RSEDTAVYYCARWGAYWGQGTLVTVSS

47

Kwar VL

QIVLTQSPPTLSLSPGERVTLTCSASSSVSSSYLYWYQQKPGQA
PKLWIYSTSNLASGVPARFSGSGSGTSYTLTISSLQPEDFAVYFC
HQWSSYPRTFGAGTKLEIK

48

SIRPa V1

EEELQVIQPDKSVLVAAGETATLRCTATSLIPVGPIQWFRGAGP
GRELIYNQKEGHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGT
YYCVKFRKGSPDDVEFKSGAGTELSVRA

49

SIRPa V2

EEELQVIQPDKSVSVAAGESAILHCTVTSLIPVGPIQWFRGAGP
ARELIYNQKEGHFPRVTTVSESTKRENMDEFSISISNITPADAGTY
YCVKFRKGSPDTEFKSGAGTELSVRA

50

Tsoxenas nemp aHTHTENIA
Hu5f9-G4

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAP
GQRLEWMGTIYPGNDDTS YNQKFKDRVTITADTSASTAYME
LSSLRSEDTAVYYCARGGYRAMDYWGQGTLVTVSSASTKGP
SVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK AKGQP
REPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMH
EALHNHYTQKSLSLSLGK

51

Jlerkas nenmp aHTHTENIA
Hu519-G4

DIVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQK
PGQSPQLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDV

GVYYCFQGSHVPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAK VQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVY ACEVTHQGLSSPVTKSFNRG

EC

52 | Hu5M-G4 CDR1 VH NYNMH

53 | Hu5M-G4 CDR2 VH TIYPGNDDTSYNQKFKD

54 | Hu5M-G4 CDR3 VH GGYRAMDY

133 | Hu5f9-G4 CDRI VL RSSQSIVYSNGNTYLG

56 | Hu5f-G4 CDR2 VL KVSNRFS

57 | Hu5f-G4 CDR3 VL FQGSHVPYT

58 5F9 VH QVOLQQPGAEL VKPGASVMMSCKASGY TFTNYNMHWVKQTP
GQGLEWIGTIYPGNDDTSY
NQKFKDKATLTADKSSSAAYMQLSSLTSEDSAVYYCARGGYR
AMDYWGQTSVTVSS

59 5F9 VL DVLMTQTPLSLPVSLGDQASISCRSSQSIVYSNGNTYLGWYLQ
KPGQSPKLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDLGVYHCFQGSHVPYTFG
GGTKVEIK

60 HuB6H12 VH EVQLVESGGGLVQPGGSLRLSCAASGFTFSGYGMSWVRQAPG
KGLEWVATITSGGTYTYY
PDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARSLAG
NAMDYWGQGTLVTVSS

61 HuBGH12 VL EIVLTQSPATLSLSPGERATLSCRASQTISDYLHWYQQKPGQAP

RLLIKFASQSISGIPA
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RFSGSGSGTDFTLTISSLEPEDFAVYY CONGHGFPRTFGQGTKV
EIK

62

8B6 VH

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYWMSWVRQAPG
KGLEWVANIKQDGSEKYY
VDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARWGQ
GTLVTVSS

63

8B6 VL

DIVMTQSPATLSVTPGDRVSLSCRASQNFSDYLHWYQQKSHES
PRLLIKY VSHSISGIPS

RFSGSGSGSDFTLSINSVEPEDVGVYY CONGHSFPPTFGGGTKL
EIK

64

C3 VH

QVQLQQSGAELVKPGASVKLSCKASGYTFTNYYIFWVKERPG
QGLEWIGDINPSNGDTNF
NEKFKIKATLTVDKSSSTTYMQLNSLTSEDSAVYFCTRGGYTM
DYWGQGTSVTVSS

65

C3 VL

DVVMTQTPLSLPVSLGDQASISCRSSQSLVHSNGNTYFHWYVQ
KPGQSPKLLIYKVSYRF
SGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCSQSTHVPRTFG
GGTKLEIK

66

HuC3 VH (A)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYYIFWVRQAPG
QGLEWIGDINPSNGDTNF
NEKFKIKATLTVDKSTSTTYMELSSLRSEDTAVYYCTRGGYTM
DYWGQGTLVTVSS

67

HuC3 VH (B)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYYIFWVRQAPG
QGLEWMGDINPSNGDTNF
NEKFKIRVTMTRDTSTSTVYMELSSLRSEDTAVYYCTRGGYTM
DYWGQGTLVTVSS

68

HuC3 VL (C)

DVVMTQTPLSLSVTPGQPASISCRSSQSLVHSNGNTYFHWYLQ
KPGQPPKLLIYKVSYRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCSQSTHVPRTFG
QGTKVEIK

69

HuC3 VL (D)

DIVMTQTPLSLSVTPGQPASISCRSSQSLVHSNGNTYFHWYLQK
PGQPPQLLIYKVSYRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQSTHVPRTFG
QGTKVEIK

70

Antu-CD47 VH

EVQLQQSGAELVRSGASVKLSCTASGFNIKDYYLHWVKQRPE
QGLEWIGWIDPDNGDTEF
APKFQGKATMTADTSSNTAYLQLSSLTSEDTAVYYCNAAYGS
SSYPMDYWGQGTSVTV

71

Antu-CD47 VH

EVQLVQSGAEVKKPGATVKISCKVSGFNIKDYYLHWVQQAPG
KGLEWMGWIDPDNGDTEY
AEKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCNAAYGSS
SYPMDYWGQGTTVTV

72

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

73

Antu-CD47 VH

EVQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAPG
QALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

74

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQGRVTMTADTSSNTAYMELSSLRSEDTAMYYCNAAYG
SSSYPMDYWGQGTTVTV

75

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQGRVTMTEDTSTDTAYMELSSLRSEDTAMY YCNAAYGS
SSYPMDYWGQGTTVTV
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76

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDQGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

77

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDYGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

78

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDSGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

79

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNADTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

80

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNTDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

81

Antn-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SPYPMDYWGQGTTVTV

82

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYTFTYYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

33

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFTFTYY YLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

84

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYNFTYYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYY CNAAYGS
SSYPMDYWGQGTTVTV

85

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYTITYYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

86

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYTFKYYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

87

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYTFTDY YLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

88

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFTFTDY YLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

89

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFTITDY YLHWVRQAPG
QALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

90

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGYTFKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
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AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

91

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFTFKDYYLHW VRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

92

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYLQLSSLRSEDTAMY YCNAAYGS
SSYPMDYWGQGTTVTV

93

Antu-CD47 VH

QMQLVQSGAEVKKTGSSVKVSCKASGFNIKDYYLHWVRQAP
GQALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLTSEDTAVYYCNAAYGSS
SYPMDYWGQGTTVTV

94

Antu-CD47 VH

EVQLVQSGAEVKKPGATVKISCKVSGFNIKDYYLHWVRQAPG
QALEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

95

Antu-CD47 VH

EVQLVQSGAEVKKPGATVKISCKVSGFNIKDYYLHWVQQAPG
KGLEWMGWIDPDNGDTEY
AQKFQDRVTITRDRSMSTAYMELSSLRSEDTAMYYCNAAYGS
SSYPMDYWGQGTTVTV

96

Antu-CD47 VL

DIKMTQSPSSLY ASLGERVTITCKASQDIHRYLSWFQQKPGKSP
KILIYRANRLVDGVPS
RFSGSGSGQDYSLTISSLEYEDMGIYYCLQYDEFPYTFGGGTKL
EMK

97

Antu-CD47 VL

DIKMTQSPSSLY ASLGERVTITCKASQDIHRYLSWFQQKPGKSP
KILIYRANRLVDGVPS
RFSGSGSGQDYSLTISSLEYEDMGIYYCLQYDEFPYTFGGGTKL
EIK

98

Antu-CD47 VL

DIQOMTQSPSSLSASVGDRVTITCKASQDIHRYLSWYQQKPGKA
PKLLIYRANRLVDGVPS
RFSGSGSGTDFTFTISSLQPEDIATYYCLQYDEFPYTFGGGTKVE
IK

99

Antu-CD47 VL

DIQOMTQSPSSLSASVGDRVTITCKASQDIHRYLSWFQQKPGKAP
KSLIYRANRLVDGVPS
RFSGSGSGTDFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

100

Antu-CD47 VL

NIQMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKHLIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

101

Antu-CD47 VL

DIQOMTQSPSSLSASVGDRVTITCKASQDIHRYLSWYQQKPGKA
PKRLIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

102

Antu-CD47 VL

DIQOMTQSPSSLSASVGDRVTITCRASQDIHRYLAWYQQKPGKV
PKLLIYRANRLQSGVPS
RFSGSGSGTDFTLTISSLQPEDVATYYCLQYDEFPYTFGQGTKV
EIK

103

Antu-CD47 VL

EIVLTQSPATLSLSPGERATLSCRASQDIHRYLAWYQQKPGQAP
RLLIYRANRRATGIPA
RFSGSGSGTDFTLTISSLEPEDFAVYYCLQYDEFPYTGFQGTRL
EIK

104

Antu-CD47 VL

DIQMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKHLIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK
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105

Antu-CD47 VL

NIOMTQSPSAMSASVGDRVTITCRARQGIHRYLSWFQQKPGKV
PKHLIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

106

Antu-CD47 VL

NIOMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKILIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

107

Antu-CD47 VL

NIOMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKHLIYRANRLVSGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

108

Antu-CD47 VL

NIOMTQSPSAMSASVGDRVTITCRARQGIHRYLSWFQQKPGKV
PKILIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

109

Antu-CD47 VL

NIOMTQSPSAMSASVGDRVTITCRARQGIHRYLSWFQQKPGKV
PKHLIYRANRLVSGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

110

Antn-CD47 VL

NIQMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKLLIYRANRLVDGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

111

Antu-CD47 VL

NIQMTQSPSAMSASVGDRVTITCKASQDIHRYLSWFQQKPGKV
PKLLIYRANRLVSGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

112

Antu-CD47 VL

NIQMTQSPSAMSASVGDRVTITCRARQGIHRYLSWFQQKPGKV
PKLLIYRANRLVSGVPS
RFSGSGSGTEFTLTISSLQPEDFATYYCLQYDEFPYTFGGGTKV
EIK

113

Antu-CD47 VH

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAP
GQGLEWIGTIYPGNDDTSY
NQKFKDKATLTADKSTSTAYMELSSLRSEDTAVYYCARGGYR
AMDYWGQGTLVTVSS

114

Antu-CD47 VH

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAP
GQRLEWMGTIYPGNDDTSY
NQKFKDRVTITADTSASTAYMELSSLRSEDTAVYYCARGGYR
AMDYWGQGTLVTVSS

115

Antu-CD47 VH

QVOQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAP
GQRLEWIGTIYPGNDDTSY
NQKFKDRATLTADKSASTAYMELSSLRSEDTAVYYCARGGYR
AMDYWGQGTLVTVSS

116

Antu-CD47 VL

DVVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQK
PGQSPKLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYHCFQGSHVPYTF
GGGTKVEIK

117

Antu-CD47 VL

DIVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQK
PGQSPQLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVPYTF
GQGTKLEIK

118

Antu-CD47 VL

DVVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQK
PGQSPQLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYHCFQGSHVPYTF
GQGTKLEIK

119

Antu-SIRPa VH

QVQLQQPGAELVRPGSSVKLSCKASGYTFTSYWVHWVKQRPI
QGLEWIGNIDPSDSDTHY

146




NQKFKDKASLTVDKSSSTAYMQLSSLTFEDSAVYYCVRGGTG
TMAWFAYWGQGTLVTVSA

120

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYTFTSYWVHWVROQMPG
KGLEWIGNIDPSDSDTHY
NQKFKDHVTLSVDKSISTAYLQLSSLKASDTAMYYCVRGGTG
TMAWFAYWGQGTLVTVSS

121

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYSFTSYWVHWVROQMPG
KGLEWMGNIDPSDSDTHY
NQKFKDHVTLSVDKSISTAYLQLSSLKASDTAMY Y CVRGGTG
TMAWFAYWGQGTLVTVSS

122

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYSFTSYWVHWVRQMPG
KGLEWMGNIDPSDSDTHY
SPSFQGHVTLSVDKSISTAYLQLSSLKASDTAMYY CVRGGTGT
MAWFAYWGQGTLVTVSS

123

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYSFTSYWVHWVRQMPG
KGLEWMGNIDPSDSDTHY
SPSFQGHVTLSVDKSISTAYLQLSSLKASDTAMYY CVRGGTGT
LAWFAYWGQGTLVTVSS

124

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYSFTSYWVHWVRQMPG
KGLEWMGNIDPSDSDTHY
SPSFQGHVTLSVDKSISTAYLQLSSLKASDTAMYY CVRGGTGT
MAYFAYWGQGTLVTVSS

125

Antu-SIRPa VH

EVQLVQSGAEVKKPGESLRISCKASGYSFTSYWVHWVRQMPG
KGLEWMGNIDPSDSDTHY
SPSFQGHVTLSVDKSISTAYLQLSSLKASDTAMYY CVRGGTGT
LAYFAYWGQGTLVTVSS

126

Antu-SIRPa VL

DVVMTQTPLSLPVSLGDQASISCRSSQSLVHSYGNTYLYWYLQ
KPGQSPKLLIYRVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCFQGTHVPYTFG
SGTKLEIK

127

Antu-SIRPa VL

DVVMTQSPLSLPVTLGQPASISCRSSQSLVHSYGNTYLYWYQQ
RPGQSPRLLIYRVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCFQGTHVPYTFG
GGTKVEIK

128

Antu-SIRPa VL

DVVMTQSPLSLPVTLGQPASISCRSSQSLVHSYGNTYLYWFQQ
RPGQSPRLLIYRVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDV
GVYYCFQGTHVPYTFGGGTKVEIK

129

AMHMHOKHCIIOTHAS
MOCJIEA0BATEILHOCTD
P33

MEEPQSDPSVEPPLSQETFSDLWKLLPENNVLSPLPSQAMDDL
MLSPDDIEQWFTEDPGPDEAPRMPEAAPPVAPAPAAPTPAAPA
PAPSWPLSSSVPSQKTYQGSYGFRLGFLHSGTAKSVTCTYSPAL
NKMFCQLAKTCPVQLWVDSTPPPGTRVRAMAIYKQSQHMTE
VVRRCPHHERCSDSDGLAPPQHLIRVEGNLRVEYLDDRNTFRH
SVVVPYEPPEVGSDCTTIHYNYMCNSSCMGGMNRRPILTIITLE
DSSGNLLGRNSFEVRVCACPGRDRRTEEENLRKK GEPHHELPP
GSTKRALPNNTSSSPQPKKKPLDGEYFTLQIRGRERFEMFRELN
EALELKDAQAGKEPGGSRAHSSHLKSKKGQSTSRHKKLMFKT
EGPDSD

130

H3odopma P53,
HOCTICAOBATCIHHOCTD
JHK NM_000546.6

CTCAAAAGTCTAGAGCCACCGTCCAGGGAGCAGGTAGCTGC
TGGGCTCCGGGGACACTTTGCGTTCGGGCTGGGAGCGTGCT
TTCCACGACGGTGACACGCTTCCCTGGATTGGCAGCCAGAC
TGCCTTCCGGGTCACTGCCATGGAGGAGCCGCAGTCAGATC
CTAGCGTCGAGCCCCCTCTGAGTCAGGAAACATTTTCAGAC
CTATGGAAACTACTTCCTGAAAACAACGTTCTGTCCCCCTTG
CCGTCCCAAGCAATGGATGATTTGATGCTGTCCCCGGACGA
TATTGAACAATGGTTCACTGAAGACCCAGGTCCAGATGAAG
CTCCCAGAATGCCAGAGGCTGCTCCCCCCGTGGCCCCTGCA
CCAGCAGCTCCTACACCGGCGGCCCCTGCACCAGCCCCCTC
CTGGCCCCTGTCATCTTCTGTCCCTTCCCAGAAAACCTACCA
GGGCAGCTACGGTTTCCGTCTGGGCTTCTTGCATTCTGGGAC
AGCCAAGTCTGTGACTTGCACGTACTCCCCTGCCCTCAACAA
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GATGTTTTGCCAACTGGCCAAGACCTGCCCTGTGCAGCTGTG
GGTTGATTCCACACCCCCGCCCGGCACCCGCGTCCGCGCCA
TGGCCATCTACAAGCAGTCACAGCACATGACGGAGGTTGTG
AGGCGCTGCCCCCACCATGAGCGCTGCTCAGATAGCGATGG
TCTGGCCCCTCCTCAGCATCTTATCCGAGTGGAAGGAAATTT
GCGTGTGGAGTATTTGGATGACAGAAACACTTTTCGACATA
GTGTGGTGGTGCCCTATGAGCCGCCTGAGGTTGGCTCTGACT
GTACCACCATCCACTACAACTACATGTGTAACAGTTCCTGCA
TGGGCGGCATGAACCGGAGGCCCATCCTCACCATCATCACA
CTGGAAGACTCCAGTGGTAATCTACTGGGACGGAACAGCTT
TGAGGTGCGTGTTTGTGCCTGTCCTGGGAGAGACCGGCGCA
CAGAGGAAGAGAATCTCCGCAAGAAAGGGGAGCCTCACCA
CGAGCTGCCCCCAGGGAGCACTAAGCGAGCACTGCCCAACA
ACACCAGCTCCTCTCCCCAGCCAAAGAAGAAACCACTGGAT
GGAGAATATTTCACCCTTCAGATCCGTGGGCGTGAGCGCTT
CGAGATGTTCCGAGAGCTGAATGAGGCCTITGGAACTCAAGG
ATGCCCAGGCTGGGAAGGAGCCAGGGGGGAGCAGGGCTCA
CTCCAGCCACCTGAAGTCCAAAAAGGGTCAGTCTACCTCCC
GCCATAAAAAACTCATGTTCAAGACAGAAGGGCCTGACTCA
GACTGACATTCTCCACTTCTTGTTCCCCACTGACAGCCTCCC
ACCCCCATCTCTCCCTCCCCTGCCATTTTGGGTTTTGGGTCTT
TGAACCCTTGCTTGCAATAGGTGTGCGTCAGAAGCACCCAG
GACTTCCATTTGCTTTGTCCCGGGGCTCCACTGAACAAGTTG
GCCTGCACTGGTGTTTTGTTGTGGGGAGGAGGATGGGGAGT
AGGACATACCAGCTTAGATTTTAAGGTTTTTACTGTGAGGG
ATGTTTGGGAGATGTAAGAAATGTTCTTGCAGTTAAGGGTT
AGTTTACAATCAGCCACATTCTAGGTAGGGGCCCACTTCAC
CGTACTAACCAGGGAAGCTGTCCCTCACTGTTGAATTTTCTC
TAACTTCAAGGCCCATATCTGTGAAATGCTGGCATTTGCACC
TACCTCACAGAGTGCATTGTGAGGGTTAATGAAATAATGTA
CATCTGGCCTTGAAACCACCTTTTATTACATGGGGTCTAGAA
CTTGACCCCCTTGAGGGTGCTTGTTCCCTCTCCCTGTTGGTC
GGTGGGTTGGTAGTTTCTACAGTTGGGCAGCTGGTTAGGTA
GAGGGAGTTGTCAAGTCTCTGCTGGCCCAGCCAAACCCTGT
CTGACAACCTCTTGGTGAACCTTAGTACCTAAAAGGAAATC
TCACCCCATCCCACACCCTGGAGGATTTCATCTCTTGTATAT
GATGATCTGGATCCACCAAGACTTGTTTITATGCTCAGGGTCA
ATTTCTTTTTTCTTTTTTITTTTTTTTITTITTCTTTTTCTTTGAGAC
TGGGTCTCGCTTTGTTGCCCAGGCTGGAGTGGAGTGGCGTG
ATCTTGGCTTACTGCAGCCTTTGCCTCCCCGGCTCGAGCAGT
CCTGCCTCAGCCTCCGGAGTAGCTGGGACCACAGGTTCATG
CCACCATGGCCAGCCAACTTITTGCATGTTTTGTAGAGATGGG
GTCTCACAGTGTTGCCCAGGCTGGTCTCAAACTCCTGGGCTC
AGGCGATCCACCTGTCTCAGCCTCCCAGAGTGCTGGGATTA
CAATTGTGAGCCACCACGTCCAGCTGGAAGGGTCAACATCT
TTTACATTCTGCAAGCACATCTGCATTTTCACCCCACCCTTC
CCCTCCTTCTCCCTTTTTATATCCCATTTTTATATCGATCTCT
TATTTTACAATAAAACTTTGCTGCCA

131 Hu59-G4 VH QVOQLVQSGAEVKKPGASVKVSCKASGYTFTNYNMHWVRQAP
GQRLEWMGTIYPGNDDTSYNQKFKDRVTITADTSASTAYME
LSSLRSEDTAVYYCARGGYRAMDYWGQGTLVTVSS

132 Hu5f9-G4 VL DIVMTQSPLSLPVTPGEPASISCRSSQSIVYSNGNTYLGWYLQK

PGQSPQLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDV
GVYYCFQGSHVPYTFGQGTKLEIK

133 Hu5f9-G4 CDR1 VL RSSQSIVYSNGNTYLG
134 Hu5f9-G4 CDR1 VH GYTFTNYN

135 Hu5f9-G4 CDR2 VH IYPGNDDT

136 Hu5f9-G4 CDR3 VH ARGGYRAMDY

137 Hu59-G4 CDR1 VL QSIVYSNGNTY

138

Hu5f9-G4 CDR2 VL

KVS
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139 Hu5f9-G4 CDR3 VL FQGSHVPYT

140 Hu5f9-G4 CDR1 VH GYTFTINY

141 Hu5f9-G4 CDR2 VH PGND

142 Hu5f9-G4 CDR3 VH GYRAMD

143 Hu5f9-G4 CDR1 VL SQSIVYSNGNTY
144 Hu5f9-G4 CDR2 VL KVS

145 Hu5f9-G4 CDR3 VL GSHVPY

146 Hu5f9-G4 CDR1 VH ASGYTFTNYN
147 Hu5f9-G4 CDR2 VH IYPGNDDTSYNQKFKDR
148 Hu5f9-G4 CDR3 VH GGYRAMD

149 Hu5f9-G4 CDR1 VL SSQSIVYSNGNTY
150 Hu5f9-G4 CDR2 VL KVSNRFSGVPDR

151

Hu5f9-G4 CDR3 VL

GSHVPY
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OOPMYJIA H3OBPETEHUA

1. Crnoco0 JIeUeHAA TeMATOMO3THYCCKOTO PACCTPONCTBA Y CYOBCKTA, IPHICM CYOBEKT HMECT TI0
MCHBIICH MEPE OHY MYTalHIO P53, BKIIFOYAOIIHIA: (a) BBEACHAC BHIACICHHOTO AaHTHTEIA, KOTOPOC WHTHOHPYCT

ceabBanne Mesxkay CD47 u SIRPa; u (b) BBeACHHE CYOBEKTY THIIOMECTHIHPYFOIIECTO arCHTA.

2, Croco0 I¢UCHHA TEMaTOMOSTHUCCKOTO PACCTPOICTBA Y CYOBEKTA, BKITFOUAOIIUI: (a) BBCICHHC
BBIJICICHHOTO aHTHTEJIA, KOTOPOe HHruOupyeT cesasbiBanue Mexkay CD47 u SIRPo; u (b) BBeacHue
THIIOMETHIIMPYIOIIETO arcHTa CyOBEKTY, IIPH 3TOM Y CyOBEKTa OTMPEICICHO HAIMYUE IO MECHBIICH Mepe 0THOH

MyTamuH p53.
3. Croco0 JAeUCHHA TEMATOMOITHUCCKOTO PACCTPOMCTBA Y CYOBCKTA, BKIFOUAFOIIHI:

a. TOCTCAYOIIee MM MPSABAPSIONICE ONMPEICICHAC HATHYHS IO MCHBIICH Mepe OXHOH My Taluu

p53 y cyOBeKTa; 1

b. mocieayromiee WM MpeABAPSIOIIEE BBEACHHE CYOBEKTY (i) BBIICICHHOTO AaHTHTEA, KOTOPOE

uHrubupyeT ces3biBanne Meskay CD47 u SIRPa, 1 (ii) THIOMETHINPYIOIIETO areHTa.

4. Crioco0 1o 1. 3, OTIMYAOINHIACS TEM, YTO ONMPECACTICHAC HAMYHS MO MCHBIICH Mepe OAHOH MyTauu

p53 srmouaet anam3 JHK, ananu3 PHK wim anamus 6emnxa.

5. Croco6 o o0oMy H3 IPEIIIECCTBYFOIIMX Iy HKTOB, OTIHYAIONIMICA TEM, YTO €CIIH IPUCYTCTBYET IO

MCHBLICH MEpe OJHA MyTaIHA P53, TO CyOBEKTY BBOJAT AHTUTEIIO H THIIOMCTHIIHPYIOIIHIA aTrCHT.

6. Crnoco6 mo moboMy H3 MPSANICCTBY FOIMX Iy HKTOB, B KOTOPOM QHTUTEJIO MPEACTABIIET COOO0M

antureno kK CD47 umu antureno k SIRPa.

7. Croco6 1o TF000MY U3 BBIIICY KA3aHHBIX Iy HKTOB, OTJIHYAIIAICS TCM, UTO aHTHTSIO K CD47

BBOUIT CYOBEKTY B 03¢, MPEBBINAIOINCH WK paBHO# 10 MT aHTHTEIA HA KT MACCHI TEA.

8. Cmoco0 1o Tro00MY U3 MPSIBIAYIINX Iy HKTOB, OTIHYAIOIIHIACS TCM, YTO THIIOMCTHTHPY FOIIHIA aTCHT

TMPSACTABIACT COOOH A3ALNTHINH HITH ICIHTAOWH.

9. Crnoco6 mo mo6oMy U3 BEIIICYKA3aHHBIX Iy HKTOB, OTJIHYAOINUICS TEM, YTO THIIOMETHITHPY O

arCHT MPCACTABIHCT OO0 a3alUTHIHH.

10. Crnoco6 mo moboMy U3 BEIIICYKa3aHHBIX Iy HKTOB, OTIHYAOIIHICS TEM, YTO TEMATOIO3THUCCKOE

PaccCTpORCTBO MPEACTABIIET COOO0M MpepaKk KPOBH.

11. Cmoco0 mo mrodoMy U3 I 1-9, OTIIMHAIONIHEACS TEM, YTO TCMATOMOSTHYCCKOC PACCTPOCTRBO

TIPEICTaBIIET COOOH Pak KPOBH.

12, Crmoco0 mo mrodoMy U3 I 1-9, OTIIMHAIONIHEACS TEM, YTO TCMATOMOSTHYCCKOS PACCTPOCTRO

MpeACTaBIACT CoO0 Muenoauctactaueckuii cuaapom (MJIC).

13. Crmoco0 mo mrodoMy U3 I 1-9, OTIIMHAIONIHEACS TEM, YTO TEMATOMOSTHYCCKOS PACCTPOCTBO

MPSACTABIACT COOOM OCTPBI MUCTOHTHBIH Nciiko3 (OMII).
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14. Cnoco0 no yrobomy 3 I 1-9, OTIHYAFOIIAICS TEM, YTO TCMOMMOITHYCCKOS PACCTPOICTBO
MPSACTABIACT COO0H KIOHANBHBIH reMomno33 (CH), KIoHAMBHBIH TeMOI033 ¢ HCONPEACICHHBIM MOTCHIIHATIOM
(CHIP), Bo3pacTHO# KnoHAIBHBIH reMono33 (ARCH), naponaTHiecKkue MHTONCHAH HEOMTPEACICHHOTO

sHaucHuA (ICUS) win kIoHaTbHBIC MUTONICHAH HeonpeaeacHHoro 3HaucHuA (CCUS).

15. Cnoco6 1o mo0oMy U3 IMPEIIECTBYOIHX Iy HKTOB, OTJIMYAOINHNCS TEM, YTO MyTanus p53
COICPIKUT MHCCECHC-MY TALHIO, HOHCCHC-MYTAI[HIO, My TALUIO CO CABHTOM PAMKH, HHTPOHHYIO MYTALHIO,

YCEUCHHY0 MyTauuo, MyTaiuio B JIHK-CB3bBarOneM JOMEHE WM My TALIMIO B JOMEHE TETPAMEPH3ALIHY.
16. Crnoco0 mo . 15, B koTopoM MyTanus pS3 cOACPKUT MyTAallHIO B CBA3bIBaroneM aomeHe JJHK.

17. Cnoco6 1o moOoMy U3 BBIIICYKA3aHHBIX Iy HKTOB, OTIMYAOINUICA TEM, YTO Y CYyOBCKTa
HAOIFOTACTCS PELUINB WIH PePPaKkTepHOCTH K MO MeHbIIeH mepe 1, 2, 3, 4, 5,6, 7, 8, 9, 10 wru Oonee yem

10 mpeamecTBY FOINMM JIMHHAM MPOTHBOPAKOBOH TEPAIHH.

18. Cnoco6 1o moOoMy H3 IMPeIICCTBYIOIHX Iy HKTOB, B KOTOPOM YKa3aHHbIH aHTHTEN0 K CD47

comepkut HuSF9-G4.
19. Cnoco6 no mobomy u3 . 1-17, orauyaronmumiics TeM, uro antureno k CD47 cocrout u3 Hu5F9-G4.

20. Cnoco6 no modomy u3 min. 1-17, B kKoTOpoM yka3aHHbIH aHTHTEI0 K SIRPo comepskut mo MeHbIIeiH
mepe oxuo u3 HulH9-G1, HulH9-G4, Hu3C2-G1, Hu3C2-G4, 9B11-G1, 9B11-G4, 7E11-G1 u 7E11-G4.

21. Cnoco6 no mobomy u3 m. 1-17, B koropoM arTHTeNI0 K SIRPO cCOCTOUT U3 aHTHTEN1a, BHIOPAHHOTO
u3 rpynmsl, cocrosmei w3 HulH9-G1, HulH9-G4, Hu3C2-G1, Hu3C2-G4, 9B11-Gl, 9B11-G4, 7E11-Gl, n
7E11-G4.

22, Crnoco0 1o JoO0MY H3 BHIIICYKA3aHHBIX Iy HKTOB, OTIHYAROIIHIACS TEM, UTO aHTHTEIO0 K CD47
BBO/UIT B 103¢ N0 MeHbIIeH mepe 10-60, 20-30, 30—40, 40-50, 50-60, 10, 15, 20, 30, 40, 50 wm 60 mr

AHTHTEJA HAa KT MACCHI TEJIA.
23. Cnoco06 no mo0oMy U3 MPeIIECTBYIOINHX Iy HKTOB, B KOTOPOM aHTUTEJIO BBOIT BHY TPHBCHHO.

24, Crnoco0 mo oboMy H3 MPSAMCCTBYIOMINX Iy HKTOB, OTIHYAFOIIHACS TCM, UTO a3allUTHINH BBOIAT B

J03€ O MEHbIIEH Mepe 75 Mr/m?,

25. Cnoco0 mo oboMy U3 MPSAIICCTBY FOMIHX Iy HKTOB, OTTHYAFOIIHIACSA TCM, UTO a3al[UTHIHH BBOIAT

BHYTPHBCHHO, MOAKOKHO HITH NCPOPAIBHO.

26. Crnoco0 mo oboMy W3 MPSAIMICCTBYIOMIHNX My HKTOB, OTIHYAROIIAIACA TeM, UTO aHTHTEI0 Kk CD47
BBOJAT CYOBCKTY B IICPBOM LHKJIC, BKITFOYAIOMICM MPHMHPYOMIYEO T03Y IO MCHBINCH Mepe 1 MT aHTHTEIA HA KT
Macchl Teaa B JHU 1 U 4, C MOCAEAYOIINM BBEICHHUEM 03I IO MEHBIICH Mepe 15 Mr aHTHTEIA HA KT MAcChl
TEla B ICHb 8 U C MOCICAYOLNM BBEICHUEM J03bI IO MEHbIICH Mepe 30 Mr aHTHTENA HA KT MAcChl T€Jia B

neHb 15 u 22.

27. Cnoco0 1o 1. 26, TOMOTHUTEIBHO COACPKAINMNA HArPy304HYIO 103y IO MeHbIIeH Mepe 30 mr

AHTHTEJIA HA KT MACCHI TCJIa B ICHD 11.
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28. Cnoco0 no yrobomy u3 I, 26—27, OTIHYAOIMANCS TEM, YTO MPOA0LKATCIFHOCTD ICPBOTO IHKIIA

COCTABIACT 4 HEOCTH.

29. Crnoco6 no mo0oMy u3 mir. 26—27, OTIMYAOLIHIACS TEM, YTO a3alUTHANH BBOJAT CYOBEKTY B 103€ IO

MEHBIIEH Mepe 75 MI/M? B KasKIBIH U3 AHEH 1—7 MEpPBOTO MHKIIA.

30. Crnoco6 o mo0oMy u3 Iir. 26—27, OTIMYAOLIHHACS TEM, YTO a3aLUTHANH BBOJAT CYOBEKTY B 103€ IO

MEHBIIEH Mepe 75 MI/M? B KOJKIOM H3 IHEH 1-5 mepBoro muka.

31. Crnoco0 no yrobomy u3 o 26-30, OTIHMYAIMHICS TEM, UTO YKa3aHHOE aHTuTeno k CD47 BBomaT
CYOBEKTY BO BTOPOM IHKJIC, COACPIKALIEM 03y MO MEHbIICH Mepe 30 Mr aHTHTENIa HA KT MACCHI TEJIA OUH Pa3

B YUCTBIPC HCACIH.

32. Crnoco0 no yrobomy u3 mm. 26—30, oTIHUArIMUiics TeM, YTo YKazaHHOe aHTuTeno k CD47 BBOIAT
CYOBEKTY BO BTOPOM IHKJIC, COACPIKAIIEM 03y MO MEHbIIEH Mepe 30 Mr aHTHTENIa HA KT MACChI TENIA OUH Pa3

KAOKABIC ABC HCACIH.

33. Cnoco6 no modomy u3 min. 26—30, OTIMYAROLIHIACS TEM, UTO YKazaHHOE aHTuTeno kK CD47 BBOIAT
CYOBEKTY BO BTOPOM IHKJIC, COACPIKAIIEM 103y MO MEHbIIECH Mepe 30 Mr aHTHTENIa Ha KT MAcChI TEJIa OUH Pa3

B HCOCIO.

34. Cnoco6 no mobomy 13 1. 26—30, oTIHYaronHics TeM, YTo yKka3aHHoe aHTuTeno k CD47 BBoaAar

CYOBEKTY BO BTOPOM IMKJIC, COACPKALIEM 03y IO MEHbINCH Mepe 30 Mr aHTHTEIa Ha KT MACCHI TEA [Ba Pasa B

HEJICIIO.
35. Cnoco6 o 1. 33 wmm 34, OTIHYAFOLIMIACS TEM, YTO BTOPOH LUK ATHTCS 4 HE/ICIIH.
36. Cnoco0 no JrobomMy |3 I 26—35, OTIHYAINAICA TCM, YTO YKazaHHOE aHTUTeI0 K CD47 BBOZAT

CYOBEKTY B TPETHEM IHKJIE, COACPIKAIIEM 03y MO MEHbINECH Mepe 30 Mr aHTHTEIAa HA KT MACCHI TEJIA OJUH Pa3 B

YCTBIPC HCACITH.

37. Crnoco0 mo roboMy u3 I, 1-35, OTIHYArOIIIACS TEM, UTO YKa3aHHOE aHTHTEI0 K CD47 BBOIAT
CYOBEKTY B TPETHEM IHKJIC, COACPIKAIIEM 03y MO MEHbIICH Mepe 30 Mr aHTHTEIA HA KT MACCHI TEJIA OJUH Pa3

KAXKIBIC ABC HCACIH.

38. Cnoco0 mo robomy w3 o, 1-35, oTIHJAroImuiAcs TeM, UTO yYKa3aHHOe aHTHTeI0 K CD47 BBOZAT
CYOBCKTY B TPCTBHEM IHMKIIC, COACPKAIMEM 03y 10 MCHBIICH Mepe 30 MT aHTHTEIA HA KT MACCHI TCNA OHH Pa3 B

HCACTIO.

39, Cnoco0 o rodomMy w3 T, 1-35, oTHyaromuiAcs TeM, UTo yka3zaHHoe anTuTea0 kK CD47, BBOIHMOC
CYOBCKTY B TPCTBHEM LIMKIIC, COACPKHAT J03Y IO MEHBIICH Mepe 30 MT aHTHTENIA HAa KT MACCHI T¢Ia BA pasa B

HCACTIO.

40. Cnoco0 no modomy u3 min. 1-25, ornmyaronmmiicst TeMm, uto anTuTeno kK CD47 BBOAAT CyOBEKTY B
MEPBOM LHKJIC, BKIIFOYAOIIEM MPHMHUPYIOMIYIO 03y MO MEHBIIECH Mepe 1 Mr aHTHTENa HA KT MACCHI TENA B
JEHb 1, ¢ mocneayromuM BBEACHHEM JO3BI IO MEHbIICH Mepe 30 Mr aHTHTENA Ha KT MACChI TesIa B AHH 8, 15 1

22.
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41. Crnoco0 no 1. 40, oTmuaromuiics Tem, uyto antuteo k CD47 BBOIAT CyOBEKTY BO BTOPOM IHKIIC,
BKJTIOHAIOIIEM A03Y IO MEHbIIECH Mepe 60 Mr aHTHTENA HA KT MACChI TEJIa OJIWH pa3 KaXKabIe ABE HEACTU B JHU 1

u l5.
42, Crnoco0 o 1. 41, OTIMYAOIIHIACA TEM, YTO BTOPOH IHKJI ITHTCA 4 HEICTH.

43. Crnoco6 no mooomMy u3 mir. 40—43, OTIHMYAONIHICS TEM, YTO a3aLUTHANH BBOJAT CYOBEKTY B 103€ IO

MEHBIIEH Mepe 75 MI/M? B KasKIBIH U3 AHEH 1—7 BTOPOTO MHUKIIA.

44, Cnoco6 no mooomMy u3 mir. 40—43, OTIHMYAONIHICS TEM, YTO A3aLUTHANH BBOJAT CYOBEKTY B 103€ IO

MEHBIICH Mepe 75 Mr/m? B KaKIOM 3 JHEH 1—5 BTOPOro LUKIA.

45. Cnoco0 no yrobomy u3 mm. 40—43, oTimuaromuiics TeM, 4To ykazaHHoe antuteno k CD47 sogar
CYOBEKTY B TPETHEM LHKJIC, COACPIKAIIEM 03y MO MEHBIICH Mepe 60 Mr aHTHTENIa HA KT MACCHI TEJIA OJUH Pa3 B

HCTBIPC HCACITH.

46. Cnoco0 no yrobomy u3 nm. 40—45, oTIHUIArOIMUICS TEM, YTO MPOJOLKUTCIBHOCT TPETHETO IIUKIIA

COCTABIIICT 4 HCACIIH.

47. Cnoco6 no modomy u3 mi. 40—46, OTIHYAOIIHHCS TEM, YTO a3aUUTHAUH BBOAAT CYOBEKTY B 03¢ IO

MEHBLIEH Mepe 75 Mr/M? B KOXKIBIH U3 AHEH 1—7 TPETHErO LHKIIA.

48. Cnoco6 no mobomy u3 mi. 40—46, OTIHYAOIIHHCS TEM, YTO a3aUUTHAUH BBOAAT CYOBEKTY B 03¢ IO

MEHBLIEH Mepe 75 Mr/M? B KAJKIOM 3 JHEH 1-5 TpeThero uukia.

49, Cnoco6 1o mo0oMy H3 MPEIIECCTBYOIHX My HKTOB, OTIHYAOIHIACS TEM, UYTO CYOBEKT SBILICTCS HITH
OBLT OIPEIC/ICH KaK pe(DPAKTEPHBIH K A3aLUTHIHHY, ICHUTAOHHY HJIH UTAPAOHHY MEPe] BBEACHUEM AHTUTE]IA,

H CIOCO0 MPUBOAMT K OOPAIICHUIO PS(hPAKTCPHOCTH K A3AUTHIMHY,, ACHUTAOWHY WJIH ITUTAPAOHHY .

50. Crnoco0 o JroO0oMY H3 MPSAIICCTBYIONIHX Iy HKTOB, OTIHHAROIIHIACS TEM, YTO BBCACHHC AHTUTCIIA H
THIOMETUIMPYIOLIECTO ar€HTA CHIDKAECT My TAIIHOHHY0 HArpy3Ky p33 y cyOBEKTa O CPABHECHUIO C

MYTALMOHHOH HArpy3koi p33, nMeBIICHCS y CyOBEKTA 10 BBEACHHSL

51. Crnoco0 1o JIroO0MY W3 MPSAIMICCTBYIONINX Iy HKTOB, TOTIOTHATCIFHO BKIFOUAOIIHI OLCHKY
MYyTALMOHHOH Harpy3ku p53 y cyOBeKTa mociie Mo MEHbINECH Mepe OTHOTO IHKJIA BBCACHHUS aHTHTEIIA H

THIIOMCTHIHPYFOLICTO ArcHTA.

52. Crnoco0 mo 1. 51, JOMOTHUTEIBHO BKTFOUAOIIHI BBCACHHC IO MCHBIICH MCPS AOTIOTHHTCIEHOTO

LIWKJIA AHTUTENA H THIOMETUIMPYIOIIETO arcHTa, €CJIM My TALIHOHHAS HATPY3Ka p53 YMECHBIINIACK.

53. Cnoco0 o JIroboMY U3 TPSIIICCTBYIONIHX MY HKTOB, OTIHHAFOIIHACS TCM, YTO BBCACHHC AHTUTCNIA H
THIIOMCTHJIMPYIOIICTO Ar€¢HTA CHUYKACT YPOBCHD CTBOJIOBBIX KIICTOK neﬁKoaa, OPUCYTCTBYKOIIHX B KOCTHOM
MO3re CyOBEKTa, 0 CPABHCHHIO C YPOBHEM CTBOJIOBBIX KJICTOK JICHK03a, MPHUCY TCTBYFOIMHX B KOCTHOM MO3TE

CyOBCKTa TICPSA BBCACHHCM.

54. Crnoco0 o IroboMy U3 TPSIIICCTBYIONINX My HKTOB, TOTIOTHUTCIFHO BKIFOYAIOIIHN ONCHKY YPOBHA
CTBOJIOBBIX KJICTOK JICIK03a, MPUCYTCTBYOIIUX B KOCTHOM MO3re CYOBEKTa MOCIE O MCHBIICH MEPE OTHOTO

LUK BBCACHUA AHTUTCIA H THIOMCTHJIMPYIOIICTO arc¢HTa.
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5S. Cnoco0 1o 1. 54, TOOTHUTENBHO BKIIFOYAIOINMI BBEICHHUE IT0 MECHBIICH MEPE TOTIOIHUTEILHOTO

IUKJA AaHTUTCTIA U THIIOMCTHIMPYIOIICTO arc¢HTa, €CJIH KOJTUICCTBO CTBOJIOBBIX KIICTOK JICHKO3a CHUKACTCAL.

56. Crnoco0 o yrobomy w3 o, 1-19 wm 22-55, OTIHYArOIIAIACS TEM, YTO CYOBCKT MPSACTABIACT CO00i
YCIIOBCKA, U CIIOCO0 BKIIFOYACT BBEACHHE CYOBCKTY aHTHTeNa K CD47 1 a3aruTuANHA B TCUCHHAC O MCHBIICH
Mepe ABYX OTACIBHBIX LUKIOB IO YETHIPE HEACTH KaXKAbIH, MPHYEM IEPBBIH UK BKIHOUACT (1) BBEACHHUE
npumupyromneii 703s1 anTutena k CD47 B quanazose ot 1 Mr 1o 10 Mr aHTHTENa Ha KT MacChl Tea B ACHb 1 1 4,
(2) BBemcHHE A036I IO MeHBIICH Mepe 15 mr anTtuTena k CD47 Ha KT Macchl Tena B A¢HB 8 (3) BBEACHHE 03BI
mo meHbei Mepe 30 mr antutena k CD47 Ha kr maccel Tena B auu 11, 15 u 22, u (4) BBeACHHE TO3BI TIO
MeHbLIEH Mepe 75 MIr/M? a3alUTHAMHA B KOKIBIA M3 THEH 1-7; M BTOPOM LMK, coneprkamuii (1) BBencHHE
1036l 0 MeHbIeH Mepe 30 mr arTuTea K CD47 Ha KT MacChI Tela OuH pa3 BHeAC o B Auu 1, 8, 15u 22, u

(2) BBeACHHE JO3BI O MEHBINECH Mepe 75 MI/M? Q3aLUTHINHA B KOKIBI U3 qHEH 1-7.

57. Crnoco0 no 1. 56, B KOTOPOM BTOPO# LMK MOBTOPSIOT KAK OUH UJIH 00JICE TOTOTHUTCIBHBIX
LIUKJIOB 0€3 OTPAHUUCHUH WM A0 TEX TOp, MOKA KIITMHUYCCKAA MOJTb3a HE YMCHBIIUTCSA, HE HCUC3HET HITH

OoJpmie He OyeT HAOMOAAThCA.

58. Cnoco6 1o 1. 56 w57, OTIMYArONIHIACA TeM, YTO TPETHH LUKII H3 YSThIPEeX Henenb BKirouaeT (1)
BBEJICHHE 036l 0 MeHbIICH Mepe 30 Mr antutena k CD47 Ha Xr Macchl Tena OJUH pa3 B ABC HEJCTH B AHU 1 U

15, 1 (2) BBEACHHE JA03BI O MEHBINEH Mepe 75 MI/M? a3aUUTHIMHA B KOKIBIH U3 THEH 1-7.

59. Cnoco6 1o m. 56 wmm 57, OTIMYAOLIMIACS TEM, YTO TPETHH LUK H3 YSThIPEX HeAe b BKIrouaeT (1)
BBEACHHE 1036l M0 MeHbIeH Mepe 30 mr antutena k CD47 Ha Kr Macchl Tesla OMH pa3 B HEACO B AuU 1, 8, 15

1 22 u (2) BBEACHUE O36I IO MEHBIICH Mepe 75 MI/M? a3alUTHANHA B KAKABIL H3 qHCH 1-7.

60. Crnoco0 o 1. 58 wiu 59, B KOTOPOM TPSTHIA IIHKJT MOBTOPSIOT KAK OJHH WM 00JICC JOTMOTHATCTHHBIX
IHKJIOB oe3 OI‘paHI/I‘IeHI/Iﬁ WK O0 TCX MOP, MOKA KIIHHUYICCKAA IMOJIb3a HC YMCHBIIUTCA, HC HCUC3HCT HIIH
Ooxpie He OyaeT HaOmoAaThes, HeoOs3aTenbHO anTuTeIo kK CD47 u a3anutuauH BBOJAT CYOBEKTY 10 TEX IOpP,
MOKA y CyOBCKTA HE HCUC3HET OArOMPUATHBIH KIIMHHICCKHH (P (PEKT; HeoO13aTebHO aHTUTeIo K CD47

mpeacrasmaet codoi HuSF9-G4.

61. Cnoco0 o rodomy w3 o, 1-19 wmm 22—55, OTIHYArOIIHIACS TEM, YTO CYOBCKT MPSACTABIACT CO00i
YCIIOBCKA, U CIIOCO0 BKIIFOYACT BBCACHUC CYOBCKTY aHTHTeNA K CD47 W a3anTHANHA B TCUCHAC IO MCHBIICH
Mepe ABYX OTJACIBHBIX UKIOB IO YETHIPE HEACTH KaXKAbIH, MPUYEM IEPBBIH IIHKII BKIIO4UacT (1) BBeacHUE
mpuMupyroniei 103sl autuTena k CD47 B auamaszone ot 1 mr a0 10 Mr aHTHTEIA HA KT MACCHI TCNA B ICHB | 1 4,
(2) BBeaCHHE A03HI IO MEHBIICH Mepe 15 mr anTtuTena k CD47 Ha KT Macchl Tena B ICHB 8 (3) BBCACHHC TO3BI
mo meHbIIeH Mepe 30 mr antuTena k CD47 Ha xr Macchl Teia B HA 15 22, u (4) BBCACHHC O3Bl IO MCHBIICH
Mepe 75 Mr/m? a3alMTHINHA B KOKABIH U3 MHEH 1-7; 1 BTOPOM UKL, comepskamuii (1) BBEIEHHE 03B 110
MeHbIeH Mepe 30 mr antuTena k CD47 Ha KT MacChl Te1a OWH pa3 B Heaemro B a1HH 1, 8, 15 u 22, u (2)

BBCACHHE JA03bI IO MEHbLICH Mepe 75 MT/M? Q3aIUTHIWHA B KOKIBIH W3 JHEH 1—7.

62. Cnoco0 mo 1. 61, B KOTOPOM BTOPOIT KT MOBTOPSIOT KAK OWH W O0JICC TOTIOTHATCTEHBIX
IIUKJIOB Oe3 OI‘paHI/I‘IeHI/Iﬁ WM 0 TCX MOP, MOKA KITHHUYICCKAA MOJIb3a HC YMCHBIIUTCS, HC HCUC3HET HIH

OombIe HE Oy ICT HAOMOJATHCA.
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63. Cnoco0 1o 1. 61 wmn 62, OTIHYAOMIMICS TEM, YTO TPETHH IWKJ W3 YSTHIPEX Hele b BKIrouaeT (1)
BBEZICHHE 036! M0 MeHbIIeH Mepe 30 mr arTuTena k CD47 Ha Kr Macchl Tenla OHH pa3 B ABE HEACTH B JHU 1 U

15, u (2) BBEACHHE O3Bl O MEHBINCH Mepe 75 MI/M? a3alMTHINHA B KQKIBI 13 qHei 1-7.
p

64. Crnoco0 o 1. 63, B KOTOPOM TPESTHH LUK MOBTOPSIOT KAK OJHH MU O0JICC JOMOTHUTEIHHBIX
IMHKJIOB o¢e3 OI‘paHI/I‘IeHI/Iﬁ WM O0 TCX MOP, MOKA KITHHUYICCKAA MOJIb3a HC YMCHBIIUTCS, HC HCUC3HET HIH
6opire He OyaeT HaOmoaaThes; HeoOsa3aTenbHO anTuTeso k CD47 u a3aruTuauH BBOJAT CYOBEKTY 10 TEX IOp,
MOKA y CyOBCKTA HE HCUC3HET OIArONPUATHBIH KIHHIICCKHH 3PQPEKT; HeoOa3aTebHO anTuTeio k CD47

npeacrasmaet codoit HuSF9-G4.

65. Croco0 no yrobomy u3 . 1-19 wm 22-55, oTIHYArOIIHICS TEM, YTO CYOBEKT MPEACTABIACT o001t
YCIOBEKA, U CIIOCO0 BKIIIOYACT BBEACHUC CYOBEKTY aHTHTeNA K CD47 U a3aITUANHA B TCUCHHE IO MCHBIICH
Mepe ABYX OTACIABHBIX IIHUKJIOB IO YETHIPE HEACTH KAXKABIN, MPUYCM NIEPBBI LUK BKIIOUacT (1) BBeacHUE
mpuMupyomnie 103s1 antutena k CD47 B quanaszone ot 1 mr g0 10 Mr aHTHTENA HA KT MAcCHI T€J1a B ICHS 1, (2)
BBEJCHHC 03Bl MO MeHbICH Mepe 30 mr antutena k CD47 Ha kr maccel Tena B AeHb 8, 15 u 22, u (3) BBeACHUE
J03B1 O MEHBIIEH Mepe 75 MI/M? a3alUTHAMHA B KAKIbIHA U3 qHeH 1-7; 1 BTOpoi muk, comeprkanmii (1)
BBEJICHHE A03bI O MeHbLICH Mepe 60 Mr antutena k CD47 Ha Xr Macchl Tena OJUH pa3 B ABC HEJCTH B AHU 1 U

15, (2) BBeCHHE 03bI IO MEHBINEH MEPE 75 MI/M? a3aUUTHIMHA B KAXKIBIH U3 qHeH 1-7.
Y

66. Cnoco6 1o 1. 62, B KOTOPOM BTOPO# IMKJI MOBTOPSIEOT KaK OJHH WK 00JI¢C TOMOTHUTEIIBHBIX
LUKJIOB 0€3 OTPaHWICHHI WIH 0 TEX MOP, MOKA KIHHAYCCKAS MOJIb3a HE YMCHBIIHUTCS, HE HCUYC3HET HITH

6opmie He OyaeT HAOMOAATHCA.

67. Crnoco0 1o 1. 62 wiu 66, OTIHYAIMUICS TEM, YTO TPCTHH UK H3 YCTHIPSX HEACTb BKIIFOUACT (1)
BBCACHHC 036l M0 MeHbIIEH Mepe 60 mr arTuTesa k CD47 Ha KT Macchl Tesia OJTHH Pa3 B UCTHIPE HECIH B

IcHb 1, 1 (2) BBEACHHE JO3HI IO MEHBIICH Mepe 75 MI/M? a3amUTHANHA B KAKABIM U3 THEH 1-7.
p

68. Crnoco0 1o 1. 66 Wi 67, B KOTOPOM TPSTHIHA MK TOBTOPSIOT KAK OJHH MM 00JICC JOMOTHATCTHHBIX
IHKJIOB oe3 OI‘paHI/I‘IeHI/Iﬁ WK 00 TCX IMOP, MOKA KIIHHUYICCKAA MOJIb3a HC YMCHBIIUTCA, HC HCUC3HCT HIIH
6opmie He OyaeT HaOmoAaThes, HeoOsM3aTenbHO anTuTeo k CD47 u a3anutuauH BBOJAT CYOBEKTY 10 TEX IOp,
MOKA y CyOBCKTA HE HCUC3HET OTArOMPHUATHBIA KITHHHICCKHH (P (PEKT; HeoO3aTebHO anTuTeio k CD47

mpeacrasmaet codoi HuSF9-G4.

69. Cnoco0 mo robomy w3 o, 1-19 wmm 22—55, OTIHYArOIIAIACS TEM, YTO CYOBCKT MPSACTABIACT CO00i
YCIIOBCKA, U CIIOCO0 BKITFOYACT BBCACHUC CYOBCKTY aHTHTeNA K CD47 W a3arTHANHA B TCUCHAC MO MCHBIICH
Mepe TPEX OTACTBHBIX LUKJIOB MO YETHIPE HEACIH KaXKABIH, MPUYCM NEPBBIH LUK BKIHOUAcT (1) BBeACHUE
mpuMupyronieH 103sl antuTena k CD47 B amamaszone ot 1 mr A0 10 Mr aHTHTEIA HA KT MACCHI TCNA B ICHb | 1 4,
(2) BBeaCHHE A036I IO MEHBIICH Mepe 15 mr antuTena k CD47 Ha KT Macchl Tena B IcHB 8 (3) BBCACHHC TO3BI
mo meHbmcH Mepe 30 mr antuTena k CD47 Ha kr macce Tena B auu 11, 15 u 22, u (4) BBEACHHS TO3HI TIO
MEHBIICH Mepe 75 Mr/mM? a3aUUTHAMHA B KAKOBIH B3 AHCH 1-7; BTOpO MUk, coaepykamuii (1) BECICHHE 1035
mo meHbmIcH Mepe 30 mr artuTena k CD47 Ha KT MAcCHI TEa OJWH Pa3 B Heaeoro B oau 1, 8, 15 w22, u (2)
BBCACHHE JA03bI IO MEHbLICH Mepe 75 MI/M? a3alMTHANHA B KOKIBIH 13 qHEH 1-7; 1 TPETHH LUKIL, COACPKAILMM
(1) BBemcHHE 40361 IO MeHBIICH Mepe 30 mT anTHTena kK CD47 Ha KT MacCHl TE1a OJIWH Pa3 B HCACIO B THH 1

15, u (2) BBEACHHE IO3BI IO MEHBINEN Mepe 75 MI/M? a3aLMTHIMHA B KOKIbIA 13 qHel 1-7.
P
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70. Crnoco0 no modomy u3 min. 1-19 wmm 2255, oTIMHaroImuiicst TeM, 4To CyOBEKT MPEACTABISIET COO0H
YEIOBEKa, ¥ CIIOCO0 BKIFOUACT BBEACHHE CyOBbeKTy aHTuTeNa K CD47 M a3aumTHIMHA B TEYCHHE IO MEHBIICH
Mepe TPEX OTACTBHBIX LUKJIOB IO YETHIPE HEACTH KaKABIH, MPUYECM NEPBBIM LUK BKIOUAcT (1) BBeAcHUE
mpuMupyronieh 1o3sl antuTena k CD47 B qmanmaszone ot 1 mr g0 10 Mr aHTHTENA HA KT MACCHI TCNIA B ICHB 1| 1 4,
(3) BBemeHHE A0361 IO MeHBIICH Mepe 30 mr anTuTena k CD47 Ha KT Macchl Tena B AcHb 15 u 22, u (4)
BBCACHHE 03Bl IO MEHbLICH Mepe 75 MI/M’ a3alMTHANHA B KOKIBIH 13 qHEH 1-7; BTOPOM LUK, COACPKAIIUI
(1) BBemeHHe A0361 IO MeHBIICH Mepe 30 mr anTHTena kK CD47 Ha KT MacCHl Te1a OJWH Pa3 B HEACO B IHH 1, 8,
151 22, u (2) BBEACHHE J03BI IO MEHBIIEH MepPe 75 MI/M? a3aLUTHIMHA B KXKIBIH U3 THEH 1-7; M TpeTHii
LUK, cofeprkamuii (1) BBeaeHUE 10361 0 MeHbIIEeH Mepe 30 Mr anTutena k CD47 Ha Kr Maccsl Tena OAuH pa3

B HeIemo B AHM 1 ¥ 15, u (2) BBEACHHE 03Bl MO0 MEHBINEH Mepe 75 Mr/M? a3aUMTHIMHA B KOKIBIA U3 qHed 1-7.

71. Crnoco0 o 1. 69 wru 70, B KOTOPOM TPETHH IIHKJI HOBTOPSIOT KAK OJMH MM 00JICe JOMOTHHTCIBHBIX
LIUKJIOB 0€3 OTPAHUUCHUH WM A0 TEX IOP, MOKA KITMHUYCCKAA MOJIb3a HE YMCHBIIUTCSA, HE HCUC3HET WTH

Oombine He Oy IeT HAOIOJAThCA.

72. Cnoco6 no modoMy u3 min. 69-71, OTIHYAFOINUIACS TEM, YTO YECTBEPTHIHA LUK H3 YCTHIPEX HEICITh
BKrouaeT (1) BBeneHue 10361 Mo MeHbIneH Mepe 30 mr anTuTena k CD47 Ha KT MacChl T€Jla OWH Pa3 B JBC

Henemd B quu 1 1 15, 4 (2) BBEACHHE A03BI IO MEHBINEH Mepe 75 MI/M? a3aUUTHIMHA B KAKIbIH W3 JHEH 1-7.

73. Cnoco0 1o 1. 72, B KOTOPOM YETBEPTHIN LUK MOBTOPSIOT KAK OJUH WK 00JI¢€ TOTMOTHUTEITBHBIX
LUKJIOB 0€3 OTpaHHYCHHI WIH A0 TEX NOP, MMOKA KITHHAYCCKAS MOJIb3a HE YMCHBIIHTCS, HE HCUYC3HET WITH
6opie He OyaeT HaOMOAAThCs, HeoOs3aTenbHO anTuTe1o K CD47 1 a3anuTuanH BBOJAT CYOBEKTY 10 TEX MO,
MOKa y cyOBeKTa HE HCUE3HET OJIarOMpHATHBIA KIHHHICCKAH Y QekT; HeoOs3areapHo anTuTeno k CD47

mpeacrasmaeT codoi Hu5F9-G4.

74. Cnoco0 no modomy u3 min. 1-19 wmm 2268, OTIIMYAOINHIACS TEM, YTO CYOBEKT MPEACTABISIET COO0H
YenoBeKa, HMeroIero Mueaoaucmacraueckuii cuaapom (M/IC), mpuyeM cyOBEKT HMEET IO MEHBIICH Mepe
OJHY MYTaIUEO P53, H CIOCO0 BKITIOYACT BBEACHHC CyOBCKTY aHTHTEeNA K CD47 W a3aIMTHANHA B TCUCHHC TI0
MEHBIICH MEpe ABYX OTACIBHBIX IIUKIOB MO YETHIPE HEACTH KAKIABIH, MpUYeM NEpPBbIi UK BKIrOUYaeT (1)
BBCCHHC PUMHUPYFOIICH 10351 aTHTENA K CD47 B tmanasone ot 1 Mr 70 10 Mr aHTHTENIA HA KT MacChl TElIa B
neHb 1 u 4, (2) BBEACHHE AO3BI O MCHBINCH Mepe 15 mr artutena k CD47 Ha Kr Maccel Tena B ACHS 8 (3)
BBCICHHC 03B MO McHBIICH Mepe 30 mr antutena k CD47 Ha kr macchl Tena B 1 11, 15 u 22, u (4) BBeACHHC
JO3BI IO MEHBIICH Mepe 75 MI/M? a3alUTHINHA B KAXKIBIA 13 QHEH 1-7; H BTOPO UKL, coaepxarmuii (1)
BBCCHHC O3Bl MO MeHBIICH Mepe 30 mr artutena k CD47 Ha KT MacCHI Tella OAWH Pa3 B HEACTIO B auu 1, 8, 15

u 22, u (2) BBEACHUE TO3BI IO MEHBINEN Mepe 75 MI/M? a3alMTHIAMHA B KKIBIH U3 qHei 1-7.

7S. Cnoco0 o 1. 74, B KOTOPOM BTOPOI KT MOBTOPSIOT KAK OWH WJIH O0JICC TOTIOTHATCTEHBIX
IUKJIOB Oe3 OI‘paHI/I‘IeHI/Iﬁ WM O0 TCX MOP, MOKA KIIHHUYICCKAA MOJIb3a HC YMCHBIIUTCA, HC HCUC3HET HIH

Oompie HE Oy ICT HAOMOJATHCA.

76. Cnoco6 1o 1. 74 wmm 75, OTIMYAOMMICS TEM, YTO TPETHH IWKJ W3 YSTHIPEX Hele b BKIrovaeT (1)
BBEZICHHE 103bI 0 MeHbIIeH Mepe 30 mr arTHTena k CD47 Ha KT Macchl Tena OJIHH Pa3 B YETHIPE HEJICHH B

OcHb 1, 1 (2) BBEACHHAE J036I IO MEHBIIEH Mepe 75 MI/M? a3a0UTHANHA B KAKIBIL B3 THEH 1-7.
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77. Cnoco0 1o 1. 74 wmm 75, OTIMYAOMMICS TEM, YTO TPETHH IWKJ W3 YSTHIPEX Heme b BKIroyaeT (1)
BBEZICHHE 036! M0 MeHbIIeH Mepe 30 mr arTuTena k CD47 Ha Kr Macchl Tenla OHH pa3 B ABE HEACTH B JHU 1 U

15, u (2) BBEACHHE O3Bl O MEHBINEH Mepe 75 MI/M? Q3alMTHANHA B KKABIL 13 qHeiH 1-7.
p

78. Cnoco6 o 1. 74 wmn 75, OTIMYAIOMIMICS TEM, YTO TPETHH IWKJI W3 YSTHIPEX Heme b BKIoyaeT (1)
BBCJCHHC 03Bl MO MeHBIICH Mepe 30 mr artuTena k CD47 Ha Kr MacChl Tella OAWH Pa3 B HeACTO B aHu 1, 8, 15

u 22 u (2) BBEACHUE O3BI IO MEHBIIEH Mepe 75 MI/M? a3alUTHANHA B KAXKIBIL 13 THEH 1-7.
p

79. Crnoco0 o 1. 77 wiu 78, B KOTOPOM TPSTHIH IIHKJI HOBTOPSIOT KAK OJHH MM 00JICe OO THUTCIBHBIX
IHKJIOB o¢3 OI‘paHI/I‘IeHI/Iﬁ WM O0 TCX MOP, MOKA KITHHUYICCKAA IMOJIb3a HC YMCHBIIUTCS, HC HCUC3HET HIH
6opmie He OyaeT HaOmoAaThes; HeoOa3aTenbHO anTuTeIo k CD47 1 a3anuTuauH BBOJAT CyOBEKTY 10 TEX IOp,
MoKa y CyOBCKTa HE HCUC3HET OArONMPUATHBIH KIHHHICCKHH 3P QPeKT; HeoOa3aTebHO anTuTeo k CD47

npeacrasmaet codoit HuSF9-G4.

80. Cnoco6 no mooomMy u3 it 1-19 umi 2268, OTIMYArOIIHIAC TeM, YTO CyOBEKT MPEACTABIET COO0H
YeII0BEKA, HMEIOINETO OCTPhIi Muenon bl etiko3 (OMJI), mprueM cyOBEKT HMEET O MEHBIICH Mepe OTHY
MyTaLuio p53, u cnocod BKIIIOUAET BBEACHHE CYOBbeKTy aHTHTeNa K CD47 U a3anuTHINHA B TCUCHHE II0
MCHBIICH MEPe ABYX OTJACIbHBIX IIUKJIOB IO YETHIPE HEACTH KAKABIH, MpUUeM NMEepBbIH MUK BKIFOUaeT (1)
BBEJICHHE IIPHMHPYIOIIEH 103kl anTHTeNa K CD47 B Amana3one ot 1 Mr 1o 10 Mr aHTHTENIa HA KT MacChl Tea B
neHb 1 u 4, (2) BBeneHUE 10361 MO MEHbIIEH Mepe 15 mr arTuTena k CD47 Ha Kr maccel Tena B AeHb 8 (3)
BBEACHHE 10361 MO0 MeHbIIeH Mepe 30 mr antutena k CD47 Ha kr Maccsl Tena B aud 11, 15 1 22, u (4) BBeACHHE
J03BI IO MEHBIIEH Mepe 75 MI/M* a3alMTHIMHA B KKIbIHA U3 qHeH 1-7; 1 BTOpoi mukJ1, comeprkanmii (1)
BBCICHHC JO3BI MO MEHBINCH Mepe 30 mr antutena k CD47 Ha Kr MacChI Tella OQHH Pa3 B HEACTIO B auu 1, 8, 15

U 22, u (2) BBEACHHE JO3BI 0 MEHBINEH Mepe 75 MI/M? a3aluTHINHA B KOKIBIH 13 AHEH 1-7.
p

81. Cnoco0 mo 1. 80, B KOTOPOM BTOPOI KT MOBTOPSIOT KAK OUH HJIH 00JICC TOTIOTHATCTEHBIX
OUKJIOB 0¢3 OTPAHHUCHUH HIH A0 TEX TOP, MMOKA KIIHHAYCCKAA 0132 HC YMCHBIIUTCS, HC HCUC3HET HITH

OombIme HE Oy ICT HAOMIOJATHCA.

82. Cnoco6 no m. 80 wmm 81, oTIHYArOIHICS TEM, YTO TPETHH UK W3 YCThIpEX HeAeab BKIrouaeT (1)
BBEZCHHE 1036l M0 MeHbIIeH Mepe 30 mr arTuTena k CD47 Ha KT Macchl Tea OJTWH Pa3 B UCTHIPE HEJICIH B

JeHb 1, 1 (2) BBEACHHE A036I IO MEHBIICH Mepe 75 MI/M? a3a0UTHANHA B KAKIBIL B3 THCH 1-7.

83. Cnoco6 o 1. 80 wmm 81, oTIHyArOIHICS TEM, YTO TPETHH WK W3 YSThIpEX Heleb BKIrovaeT (1)
BBEZCHHE 10361 M0 MeHbIIeH Mepe 30 mr arTutena k CD47 Ha Kr Macchl Tesla OHH pa3 B ABE HEACTH B JHU 1 1

15, u (2) BBEIEHHE O3Bl IO MEHBINEN Mepe 75 MI/M? a3aLMTHIMHA B KOKIBIA U3 qHei 1-7.
P

84. Cnoco6 o 1. 80 wmm 81, oTIHYArOIHICS TEM, YTO TPETHH UK U3 YSTHIPEX Hele b BKIrouaeT (1)
BBCJCHHC 03Bl MO MeHBIICH Mepe 30 mr antutena k CD47 Ha KT MacCHI TelIa OAWH Pa3 B HEACTIO B aHM 1, 8, 15

u 22 1 (2) BBEIEHHE A03bI II0 MEHBIIEH Mepe 75 MI/M? a3aLUTHIMHA B KKIBIA U3 THEH 1-7.
p

8S. Crnoco0 o 1. 83 wru 84, B KOTOPOM TPSTHIA MK HOBTOPSIOT KAK OJHH MM 00JICC JOTMOTHHTCIHHBIX
[UKJIOB 0€3 OTPaHIYCHHH WM 0 TEX NOP, MMOKA KITMHAYECKAs M0Ib3a HE YMCHBIIHTCS, HE HCUYC3HET HITH
6oxpore He OyaeT HaOmoaaThes; HeoOsa3aTenbHO anTuTeo Kk CD47 u azanuTuanH BBOJAT CYOBEKTY 10 TEX IOp,
MOKA y CYOBCKTA HE HCUC3HET OIArONPHUATHBIH KITHHIICCKHH 3(P(PEKT; HeoO13aTempHO anTuTeio k CD47

mpeacrasmaet codoit HuSF9-G4.
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86. Crnoco0 JICHCHHA TeMATOMOATHYCCKOTO PACCTPOHCTBA Y CYOBCKTA, BRIFOUAFOIIII:

a. MOCICAYIOIIee WX MPeIBapAIOLIee ONMPEACICHHE YPOBHA HHPUIbTpayy T-KICTOK B

KOCTHOM MO3re y CyOBeKTa; U

b. mocnexyrmee WM NpeaBapsrONIce BBEACHUE CYOBEKTY (1) BBIACICHHOTO aHTHTENA, KOTOPOS

uHruoOupyet casaspiBanne Mexny CD47 u SIRPo, 1 (i1) THIOMETHIINPYIOIIETO arcHTA.

87. Cnoco6 mo 1. 86, OTIHYAIOINHUIICA TEM, YTO ONIPEACICHUE YPOBHI HHPHIbTpAlH T-KIeToK

ponrouaet ananu3 JJHK, ananns PHK unn anami3 6enxka.

88. Cmoco0 1o 1. 87, OTIHYAOIUIACA TEM, YTO AaHAIU3 BRIOPAH W3 TPYIIIIBI, COCTOAMICH U3 CIICAYIOIICTO!
CexseHupoBanue T-KICTOYHBIX PELIEHTOPOB, KOJMYCCTBCHHAS MOTMMEPA3HA IICITHAA PEaKIMA C OOpaTHOH
TpaHckpunuueii, cekseHuposanue PHK, rubpumuzamusa PHK, guryopecueHTHAsS IpoTOYHAS IMTOMETPH,

BPEMA-ITPOJICTHASA MACC-IUTOMCTPHA HJIIH UMMY HOOJIOTTHHT.

89. Cmoco0 no modoMy u3 mir. 86—88, OTIIMYAOIUICS TEM, UTO BBCIACHUC AaHTHTEIA H
THIOMETHIHPY FOILETO ATCHTA H3MCHSCT YPOBEHb HH(PHIbTpAau T-KJICTOK B KOCTHOM MO3IE MO CPABHCHHUIO C

ypOBHEM HHPHIBTPALUH T-KJICTOK B KOCTHOM MO3T¢ 10 BBCACHHS.

90. Croco6 mo 1. 89, oTauuaromumiics TeM, YTO BBSICHUE YBESIHUUBACT YPOBCHb HHPHIbTpanyu T-

KkieTok, a T-knerku npeactasroT co6oit CTL CD8 wm knetku CD4 T-xemmeps! (Th).

91. Cnoco6 no modomy u3 min. 86—90, OTIMYAFOLIHIACS TEM, YTO BBCACHHE CHIDKACT YPOBCHB

uHpmbTpamu T-k1eTok, 1 T-kreTku npeactapimot codoit FOXP3™ Treg-kieTku.

92. Croco6 mo mobomy u3 mm. 86—90, OTIMYAOIIHIACS TEM, YTO BBEACHHE YMEHbIACT ypoBeHb FOXP3 *

Treg-kieTok B WHPMIBTPamyH T-KISTOK B KOCTHOM MO3TE.

93. Cnoco6 no modomy u3 mir. 86-90, OTIHYAOINUIACS TEM, YTO BBEACHHCE TI0 TFOOOMY OJHOMY H3

(opmyna uzobpereHud in situ passutue FOXP3+ Treg-k1eTok B KOCTHOM MO3TC.

94, Crnoco6 mo mobomy u3 n. 86-93, TOMOTHHTEIFHO BKITFOYAIOIIHH OIICHKY YPOBHS HH(pHIbTparuu T-
KJICTOK B KOCTHOM MO3r¢ CyOBEKTA MOCIC M0 MCHBIICH MEPE OJJHOTO LIUKJIA BBSACHHUS AHTHTEIIA H

THIIOMCTHIHPYFOLICTO ArcHTA.

9s. Crnoco6 mo 1. 94, TOTOTHUTETPHO BKIIFOYAOINIE BBEICHHE 10 MCHBIICH MEPE TOTIOJHUTEILHOTO
IMKJIA AaHTHTEIA W TUIIOMETHIMPYIOINETO ar¢HTa, €CJIH YPOBEHb HHPHUIbTpAnuH T-KIETOK B KOCTHOM MO3re ObLT

yeemmiucH, 1 T-kiaerku npeactasiarot coboit CTL CD8 wmm CD4 T-xemmeprsie (Th) kieTkw.

96. Croco6 mo 1. 94, TOTOTHUTEIFHO BKIIFOYAOINIE BBEICHHE 10 MEHBIICH MEPE TOTIOTHUTEILHOTO
IMKJIA AaHTHTENIA W TUIIOMETHIMPYIOINETO ar¢HTa, €CJIH YPOBEHb HHOHUIbTpAnUH T-KIETOK B KOCTHOM MO3Te ObLT

yMeHbIIeH, a T-kretku npeactasmoT codoit FOXP3 ™ Treg-kieTku.

97. Cmoco0 mo mrodoMy u3 I 86—96, OTIHYAOIHAICS TEM, UTO YKA3aHHOC AHTHTEIIO MPCACTABIACT

coboit artuTeno k CD47 umu antureno k SIRPo.

98. Cmoco0 mo mrodomMy w3 . 86-97, OTIMHAIOIIMIACS TEM, YTO YKa3aHHOe aHTHTENNO K CD47 BBOIAT

CyOBEKTY B J103€, MPEBBINIAOIICH WM PaBHOI | MT aHTHTEIA HA KT MacCHI TENA.
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99. Crnoco0 no modoMy u3 mir. 86—98, OTIIMYAOIIUICS TEM, YTO THIIOMETIIIMPYIOIIHN areHT

MPSACTABIACT COOOH A3ALNTHINH HITH ICIUTAOWH.

100. Crnoco0 no yrobomy u3 mm. 86—99, OTIHYAOIMUAICS TEM, YTO TEMATOIIO3THICCKOS PACCTPOHCTBO

HpeAcTaBIeT COO0H IMpeaApak KPOBH HITH PaK KPOBH.

101. Crnoco0 no yrobomy u3 mim. 86—100, OTIHHARONIHIACS TEM, YTO TEMATOMOSTHYCCKOS PACCTPOICTBO

MPEACTABIACT COO0M OCTPhIi MueIonHbIH eiiko3 (OMJI) nmm muenoaucactuueckuii cuaapom (M/JC).

102. Crnoco0 no yrobomy u3 mm. 86—101, OTIMHAROIIHIACS TEM, YTO CYOBEKT MPEACTABIACT COO0H
YCJIOBCKA, MPHICM Y CYOBEKTA OMPEACICH YPOBESHb HHPUIbTpauuu T-KICTOK B KOCTHOM MO3IE, U CIIOC00
BKJIFOUACT BBeACHUE CyOBbekTy anTutena k CD47 u azauuTHIHA B TEUCHHE IO MEHBIICH MEpPE IBYX OTACIBHBIX
LUKJIOB IO YETHIPE HEACTH KaXKABIH, IPUYEM IEPBBIN LUK BKIHOUYACT (1) BBCACHHE MPHMHPYIOIIEH T03bI
agTureaa k CD47 B muamaszone ot 1 Mr 1o 10 Mr aHTHTEIA HA KT MACCHI T¢a B ACHD 1 U 4, (2) BBEACHHUE O3B
mo MeHbIeH Mepe 15 mr antutena k CD47 Ha kr Macchl Tena B AeHb 8 (3) BBEACHUE 03Bl IO MCHBIICH MEpe

30 mr anturena k CD47 Ha kr Maccsl Tena B aum 11, 15 1 22, u (4) BBeACHUE J03bI IO MEHBLICH MepE 75 Mr/m?
a3aLUTHIUHA B KOKIBIA U3 qHEH 1-7; u BTopoi UKL, coaepskammui (1) BBEACHHE 03Bl IO MCHBIICH MEpe

30 mr antutena k CD47 Ha KT MacChl TeJ1a OMH pa3 B HeACHto B AU 1, 8, 15 u 22, u (2) BBeaACHHE O3bI TIO

MEHBLIEH Mepe 75 MI/M? a3aLUTHAMHA B KOKIBIH U3 AHEH 1-7.

103. Cnoco6 neuenus cyosekta ¢ MJIC HH3KOTO PHCKA, BKIFOUYAOIIHIA BBSACHHE CYOBEKTY AHTUTEIA K
CD47 BHYTPHBEHHO U aQ3aLMLUTHANHA IT0 MEHBIICH Mepe B TCUCHHE BYX OTACIbHBIX IIUKJIOB II0 YETHIPE

HCJICTH KAXKIbIH,

TPHUYEM MIEPBBIH LMK BKIOYAeT (1) BBeaACHHE MpUMHpPYIOIEH 10361 anTuTeNa K CD47 B quama3oHe oT
1 mr 10 10 Mr aHTHTENIA HA KT MAcChl T€1a B ACHB 1, (2) BBeACHHE A03BI MO MEHbLICH Mepe 30 Mr aHTHUTENA K
CD47 na kr Maccel Tela B AeHb 8, 15 u 22, u (3) BBEACHHE 0351 II0 MEHBIIEH Mepe 75 MI/M? a3aLUTHANHA B

KaKapld U3 qaeH 1-7; u

BTOPOIf UK, coaepkanmii (1) BBEACHHE TO3BI O MCHBIICH Mepe 60 mr anTHTena k CD47 Ha kr
MACCHI TEJIA OJUH Pa3 B YETHIPE HENEIHU B cHD 1, (2) BBEIEHHE T03bI IO MEHBIIEH Mepe 75 MI/M” a3aLUTHINHA

B KasKIbIH W3 qHEi 1-7.

104. Cnoco0 meueHns cyosekta ¢ MJIC HU3KOTO PHCKA, BKIFOUAOIHIA BBCACHAC CYOBCKTY AaHTHTENA K
CD47 BHYTPHBCHHO M 3aLMIUTHANHA IO MECHBINCH MEPE B TCUCHHE ABYX OTJCIBHBIX IIHKJIOB IO YCTHIPE

HCACH KAXKIBIH,

TIPHUYEM TIEPBBIH MK BKIOYaceT (1) BBeACHHE MpUMHpPYIOIEH q036I anTuTeNa k CD47 B quamasoHe ot
80 mr 1o 800 mr B acHb 1, (2) BBEACHHE 103K IO MeHBINCH Mepe 2400 mr arTutena k CD47 B neHs 8, 15 1 22,

u (3) BBEACHHE 03I [0 MEHBLIEH Mepe 75 MI/M? a3aIUTUIMHA B KOKIBIH U3 quel 1-7; u

BTOpPOH K, coaepskamuii (1) BBeneHue 10361 mo MeHbIeH Mepe 4800 mr anTrTena k CD47 oquH pa3
B YETBIPE HEACH B ACHD 1, (2) BBEACHHE 03Bl IO MEHBIICH Mepe 75 Mr/M? a3aIUTHINHA B KOKIBIH W3 THCH 1—

7.
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105. Cnoco0 meueHns cyosekra ¢ MJIC mm OMJI HE3KOTO PHCKA, BKITFOYAROINII BBCACHHE CYOBCKTY
antuTena k CD47 BHyTPHBEHHO W Q3aIMIUTHINHA II0 MEHBIICH MEPE B TECUCHUE TPEX OTACIBHBIX UKJIOB MO

YETBIPE HEACTH KAYKIBIH,

TIPHUYEM NIEPBBIN MK BKIIOYAcET (1) BBeACHHE MpUMHpYOIEH q03bI anTuTeNa K CD47 B quanasoHe ot
1 mr 70 10 Mr anTHTENIA HA KT Macchl Teaa B AU 1 u 4, (2) BBeACHHE A03BI IO MEHBLICH Mepe 15 Mr anTHTENA K
CD47 na xr Maccsl T¢a B A¢HS 8, (3) BBeACHHE 1036 O MeHbIICH Mepe 30 mr antutena k CD47 Ha KT MacCh

Tena B AHM 15 1 22, u (4) BBEAECHHE T03bI IO MEHBINEH Mepe 75 MI/M? a3aUUTHAMHA B KAXKIbIA U3 THEH 1-7;

BTOPO# MK, coaepskarmuii (1) BBeacHHE 10351 MO MeHbIICH Mepe 30 mr arTHTena kK CD47 Ha kr
MACCHI TEJIA OJUH pa3 B HeAE 0 B qHH 1, 8, 15 u 22, 1 (2) BBEAECHHE 03Bl IO MEHBINEH Mepe 75 Mr/m?

A3aUUTUAWHA B KOKIBIN U3 gue 1-7; u

TpeTui MUK, coaepskamuii (1) BBeaeHue 10361 o MeHbIIeH Mepe 30 Mr anTutena k CD47 Ha kr
MACCHI TENIA OTHH Pa3 B HEACTIO B IHH 1 1 15, 1 (2) BBEACHHE D03bI IO MEHBINEH MEpe 75 MI/M” a3alUTHIHHA B

KaKapIi U3 aHe 1-7.

106. Cnoco6 neuenns cyosexra ¢ MJIC mmu OMJI HH3KOTO PHCKA, BKIIIOYAONIHI BBEACHUE CYOBEKTY
antutena k CD47 BHYTPHUBCHHO U a3alUIIUTHAWHA ITO MCHBIICH MCPEC B TCUCHUC TPCX OTACIBHBIX LIUKJIOB IO

YETBIPE HEACTH KAYKIBIH,

IpHYeM MEpBbIi UK BKIoYaeT (1) BBeACHHE NPHUMHUPYIOIIEH 103kl anTuTena kK CD47 B quanaszoHe ot
80 mr 10 800 mr B neHb 1 1 4, (2) BBeAeHHe 1036 O MeHbIneH Mepe 1200 mr antutena k CD47 B aeHs 8, (3)
BBEACHHE 1036l IO MeHbIIEH Mepe 2400 mr arTuTena k CD47 B nau 15 u 22, u (4) BBEACHHE TO3BI IO MCHBLICH

Mepe 75 Mr/M? a3alUTHIHHEA B KAKIBIL 13 qHCH 1-7;

BTOPOIf MK, coaeprkanmmii (1) BBeACHHE T03BI O MeHbIICH Mepe 2400 mr anTHTe1a K CD47 Ha KT
MACCHI TEJIA OJUH Pa3 B HeAEIO B quH 1, 8, 15 u 22, u (2) BBEACHHE 0351 10 MEHBINEH Mepe 75 Mr/m?

A3aUUTHAWHA B KXKIbIH W3 JHCH 1-7; 1

TPETHi UK, coaeprkamuii (1) BBeACHHE J036I M0 MCHbIICH Mepe 2400 mr anTrHTena K CD47 01uH pa3
B JIBE HeeIM B 1HH 1 1 15, u (2) BBEACHHE MO3BI IO MEHBIIEH Mepe 75 MI/M? a3alMTHIUHA B KAKIBIH U3

nHeH 1-7.

107. Cnoco6 mo mobomy u3 . 103—-106, B KOTOPOM a3a0UTHANH BBOIAT BHY TPHBCHHO.
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