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KOMBHUHAIIUA MAJIOMOJIEKYJIAPHBIX HHTUBUTOPOB CD-47 C IPYTUMHU
IMPOTUBOPAKOBBIMU ATEHTAMUA

POACTBEHHBIE 3AABKH

Hacrosas 3asiBka HCIIpaImuBaeT NPHOPUTET Ha OCHOBAHWH IIPEBAPUTEILHON 3asiBKU Ha mateHT WMHann
No201841042108, nonannoii 8 HosiOpst 2018 roja, copepkaHue KOTOPOH BKIIOYEHO B HACTOSIIYIO 3asBKY BO BCceH

IIOJTHOTE IIOCPEACTBOM CCBUIKH.
OBJIACTh TEXHHUKH

Hacrosiee nzo6pereHre 0THOCHTCS K (hapMarieBTHIecKo i KOMIIO3UITAH, COJIepXKaITelt MaToMOIEKY ISIPHbLIE
uHruduTops nytu CD-47-SIRPa 1 ogun win Gosiee areHTOB, CIIOCOOHBIX CTHMYJIHMPOBATH PELENTOPHI, TAKUE KaK

axTuBHpyomue perentopr Fe (FcR) mwin npyrue mpodaromurapHble pelenTophL
YPOBEHb TEXHUKH

YeranopieHo, uTo ock CD47/SIRPa siBisiercs: KIIIOUEBBIM PETYJISTOPOM aKTUBATIMN MUETOWTHBIX KIETOK U
CIYXUT MMMYHHOM KOHTPOIBHON TOUKO# /U1 daromurosa, omocpenoBanHoro Makpodaramu. [lo mpudmbe ero
YyacToll MOBBIMAIOIMEH PEryIsIuu IpH HEKOTOPHIX THHAx paka, CD47 cBs3aH ¢ YKIOHEHHEM OT HUMMYHHUTETa H
nporpeccupoBanueM paka. CD47 perympyer daromuros, mIaBHEIM 00pa3oM, IOCPEICTBOM B3auMOJCHCTBHM
SIRP1la, skcnpeccupyeMbiM Makpodaramu. beuio moxasano, uro OnokupoBanue SIRP1o/CD47 3HauuTenbHO
yemiuBaer $aronuros ONyXoJNeBHIX KIETOK U CO3PEBaHUE JCHAPHTHBIX KIETOK /UL YIIYUIICHHOTO IpeCTaBIeHHs
AHTUTCHA, YTO IIPUBOJUT K CYIIECTBCHHOMY YJIyHIIECHHIO IPOTUBOOIY XOJIEBBIX OTBETOB B JOKJIMHUIESCKUX MOJCIIIX
paka (M. P. Chao et al. Curr Opin Immunol. 2012 (2): 225-232). Hapymenue B3aumoetictBuss CD47-SIRPa B
HACTOSIINEEe BpeMsI paccMaTpPHBAIOT B KadeCTBE TEpPAIlEBTHUYECKOM cTparerud juisi OGOpLOBI ¢ PakoOM COBMECTHO C
[IPUMEHEHUEM MOHOKJIOHANBHBIX aHTuTel, HareleHHbIX Ha CD47 winu SIRPa, ¥ CKOHCTPYUPOBAHHBIX PEIENTOPOB -

JIJOBYHICK.

CDA47 skerpeccupyeTcst IPaKTUIECKH BCEMH HE3JIOKAUECTBEHHBIMHU KIeTKaM U, U OnoxupoBanue CD47 win
cHIkeHue skenpeccun CD47, uim u3MeHeHHs pacpe/IelieHus] B MeMOpaHe MOTYT CIIY KUTh MapKepaMHy CTaphIX WK
MIOBPEXJICHHBIX KIETOK, B YaCTHOCTH, KpacHBIX KpoBsHBIX Tenell (RBC). B kauecTBe anbrepHATUBHL, OJIOKUPOBAHUE
SIRPa Tax)xe MO3BONSET MOMIIOMATH MUINCHH, (aronuTo3 KOTOPHIX OOLIMHO HE IPOUCXOJWT, B Clydae KIETOK, B
KOTOPBIX TakXe INPHUCYTCTBYIOT npedarorurapuble curHainsl. CD47 mpencraBiser co6oit SKclpeccHpyeMEblil B
OOTBIMX KOJIMYECTBAX TPAHCMEMOpaHHBIM ITTHKONPOTEHH, cojaepkammii ojuH [g-mojoGHEI JIOMEH W IIITH
TpaHcMeMOpaHHBIX oOnacTelf, KOTOpHI JIeHCTBYeT B KadecTBe KietouHoro mmrasia Jist SIRPa, cBs3pBanme ¢
KOTOPBLIM IIPOUCXOJIUT ontocpeioBanHo uepe3 NHo-koH1eBo# V-no100H51# JlomeH B SIRPa. SIRPa skcnpeccupyeres,
IJIaBHBIM 00pa3oM, Ha IMOBEPXHOCTH MUEIOWIHBIX KIETOK, BKIIOYas Makpodarw, IpaHyJIOIUTHl, MHCIOHTIHBIC

JACHAPUTHLIC KIICTKA (DC), TYYHBIC KJICTKH U UX IIPCANMICCTBCHHUKH, BKJIITOYasi FEMONIOSTUICCKUC CTBOJIOBLIC KIICTKH.

KoncrurytusHas nosreimarommast peryieinust CD47 taxxe HaOmo[aeTes IPU PsYIE PaKOBHIX 3a00JI€BaHUM,
TaKWX Kak HexXo kkmHcKas mumdoma (HXJIT), octphiif Muenonaasi eiiko3 (OMJD), pak MOJTOTHOM jKele3hl, TOICTOU
KUTIIKH, TITHOOIAcTOMA, TIUOMA, PaK SMYHAKA, MOYECBOTO MY3HIPS M Mpe/ICTaTeNbHOMN Kene3nl, U T.1. [ loBrIeHHas
skcmpeccust CD47 B omyXoJeBHIX KIETKaX CIIOCOOCTBYET UX A (hheKTHBHOMY VKIOHEHUIO OT IMMYHHOTO HA[30pa U
VHUYTOXKCHHSI KICTKaMU BPOXJICHHOTO WMMYHHTETa. 1eM He MeHee, NpH OONBIMMHCTBE THUIIOB OIyXouieit

6nokuporanne Biammoaeiicteus CD47-SIRPa B kadecTBe equHCTBEeHHOTO »(dexTa MOXKET W HE WHAYITMPOBATH
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3HAYUTEIBHBIM (aronnuTo3 W HMPOTHBOOIYXOICBHI MMMYHHTET, UTO JIENaeT HEOOXOAMMBIM KOMOWHMPOBAaHHE C
JIPYTHMH TepaleBTHYCCKUMHI areHTamMu. COIyTCTBYIOIEE BOBJICUCHHE aKTHBHUPYIONMX PENENTOPOB, TaKUX Kak
penieniropst Fe (FeR), win apyrux npodarormTapHEIX PENenTOPoB (KOTOPHIE, B IIETIOM, Ha3BIBAIOT CHTHATAMH (CHETIh
MEH ) MOXKET OBITh HEOOXOIUMO TSI 00ECIIEICHI S MAKCHMAILHOTO ITOTEHITHAILHOTO 3 exTa GIOKUpOBaHUS Iy TH

CD-47-SIPRo.

Ponp BoBieueHHs npodarolurapHbIX PENeNTOpOB MOATBEpkIacTcesl HedPHEKTUBHBIM HHIYIUPOBAHUEM
¢aronuroza mpu OnokmpoBanuu B3ammojeiictBua CD47-SIRPo xax ¢parmentamu F(ab) x CD47, Tak u
OJTHOIETIOUEYHBIMU BaprabenbHEIME PparmMenTamMu CD-47, mubo Genxamu SIRPo, He cogepxkamumu obnacts Fe.
[Ipu BOBJICUEHHM aKTHBHUPYIOIHUX NPOQarolUrapHbIX pPErenTOpoB, KOTOpoe 0e3yCIOBHO IPOHCXOAUT B CIyUac
IpuMeHeHHs Onoxupyromux anturen k CD47, cogepxamux Fe-obimacts, Onokupoanue CD47-SIRPa Moxer Coliee
s¢pdextuBHO MHAYIHpoBaTH (arommro3. KomOmHmpoBanme areHtoB, Onokupyronmx CD47-SIRPa, ¢
TepaleBTUYECKUMH aHTUTENaMHu (copepkaluMu Fc), HaneJeHHBIMH Ha OIYXOJIEBblE AHTUICHBI, CTUMYJIHPYET
axTuBHupylomue perentopsl Fc (FcR), uto obecneunpaet a3 dexruHEt paronutos. Fc-o6macTs TepaneBTHIECKOro
aHTUTeNa, HAIEJICHHOTO Ha OIYXOJIEBHIX AaHTHIEH, TaKkke MHIYLIUPYET AaHTHUTEI03aBUCUMYIO KIETOIHYIO
murorokcmaHOCTh (A3KL), 4T0 Takke MOBHIMAET TepaneBTHIECKYIO () GekTUBHOCTD. Takum 00pa3oM, aHTHTEINA,
BBIOpaHHBIE M3 IPYIILL, COCTOsINEN M3 pUTykcHMaba, TepIeNTHHA, TpacTy3yMala, ateMrysyMala, OeBarmsyMada,
nerykcuMaba U HaHUTyMyMala, fapaTyMyMaba, Onarogaps HaneJIeHHOMY Bo3zelicTBuio Ha onyxoib 1 A3KL], moryT

6oxnee 3¢ (PeKTUBHO MHIYIIUPOBATE (PATOITUTO3.

B 6onee panHux nmojxonax Al HapyieHus BzauMoeiicteus CD47-SIRPa npuMeHsiIn MOHOKIOHATIBHEIE
anTurelna, HanesneHusle Ha CD47 wiu SIRPa, 1 CKOHCTpYHPOBaHHBIE PENENTOPHI-IIOBY KK, TMOPUAU3HPOBAHHEIE C
¢dparmentom Fc. Tem He MeHee, mpobiiema 5TOTO MOJAXOJa 3akirodaercss B ToM, uTo CD47 skcupeccupyercs: B
GOTBITIX KOIMIECTBAX KaK B TEMOIIODTHIECKHX, TaK M B HETEMOIIOATHIECCKIX HOPMATBHBIX KiIeTKax. Takum o6pasom,
arentrl, Onoxupytormue CD47-SIRPa, cogepxamue Fc-o0macTh, MOMHMO OIYXOJIEBBIX KIETOK TaKXe MOTYT
BO3/ICHCTBOBATH U HA MHOXECTBO HOPMATBHBIX KIIETOK, UTO B PE3YJILTATE MOXKET IIPUBOJUTE U K UX YHUUTOXKCHHUIO
Makpodaramu. BzanmMoielicTBre GIOKHPYIOMUX aHTUTEN ¢ HOPMAaJLHBIMA KIETKAMH PAacCMATPHUBAIOT B KAYECTBE
OCHOBHOM TIpOOIEMBI, CBSA3aHHOM ¢ 0E30MacHOCTHIO, KOTOpasi MOXET BEHI3BIBAThH aHEMHIO, TPOMOOIUTOIICHHIO U
JTeHKOTICHHIO. YKa3aHHEBIE areHThl TAKXKE MOTYT BO3/IefiCTBOBATh Ha CONMIHBIC TKAHHU, OOTaThle MakpodaraMu, Takue
Kak IIeUCHb, JIETKUE W TOJIOBHOU MO3r. Takum 06paszoM, B WICaTHHOM CIIyIae MOXHO OIOKHPOBATH B3alMO,ICHCTBHE
CD47-SIRPa arenTaMu, He coJiepKalmuMu Fc-o61acTh, TAKUME KaK Mallble MOJEKYJIBL, TMeNTHAb, $hparMeHTH Fab
U T.J., ¥ aKTUBUPOBaTh NPH STOM IpodaronuTapHBIC PENENTOPHl B OMYXOJIEBBIX KIETKAaX COOTBETCTBYIOIUMHA

KOMOWHAUSIMH J171s1 9(pHEKTHBHOTO HH/Y ITUPOBaHUS (aronmuTo3a OMyXOIEBHIX KIECTOK.

Coo0rmaercs, 1T0 TOMAMO PENenTOpoB Fe psyt 1pyTux npodaronurapHbIX pEleTOPOB TAKKe COCOOCTBY €T
TIOTJIOTTICHHIO Oy XOJIEBEIX KIETOK B OTBET Ha 6nokupoBanne CD47-SIRPa myTem naaynupoBanus dparonurosza. OHA
BKITIogaroT perientopel SLAME7, Mac-1, kanbpeTHKyIHUHA U, BEPOSTHO, eIle He WICHTUGUITMPOBAHHBIC PETIEITOPEL.
Jluann B-knerounwlx omyxone#, Takume xak Raji m gpyrue nuamn quddysHOM KpynHOKIETOUHONH B-KiierownoH
M boMBL, akctpeccupyioT SLAME7 1 3a/1eicTBOBaHbI IIPH WH/YITMPOBAHUH PO aronuTapHBIX CHTHATOB BO BPEMS

onoxupoBanus CD47-SIRPa.

TepaHeBTI/I‘IeCKI/Ie arceHThl, O KOTOPBIX HU3BECTHO, YTO OHHU aKTUBUPYIOT HpO(I)aFOL[I/ITapHI)Ie PCOCUTOPEL,
TaKuM o6pa30M, TaK¥XKe SBJLIOTCA HWJ/ICAJIbHBIMH IapTHEpaMu JUIA IIPUMCHCHUS B KOM6I/IHaI_[I/II/I C AarcHTaMy,

6noxkupyrormmumMu CD47-SIRPa, mra obecneuenust >¢ddextuBHOrO (haronmrosa. YKa3aHHBIE areHTH BKIFOYAIOT
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HHTUOUTOPEL  TpoTeacoMHl  (OopTe3oMud, wmrcazoMubd u  Kaphui3oMud), aHTPANUKIMHEL  (JIOKCOpPYOMITHH,
SUUPYOUITMH, JayHOPYOWIMH, W/apyOWITMH, MHTOKCAHTPOH), OKCAIWIUIATHH, IwKIodochamMmy, OICOMMUITHH,
BOPHHOCTAT, NAaKJIUTakceld, S-propypamwin, ImTapaOWH, JEKapcTBEHHBIE cpejicTBa, wuHTHOMpyromue BRAF
(nabpadennd, Bemypadennd), marudmroper PI3K, momeraxcen, mmrommmma C, copadenud, TamMokcudeH u

OHKOJIUTHUICCKUC BUPYCHI.

[ToMHUMO KOHKPETHBIX areHTOB, O KOTOPHIX U3BECTHO, UTO OHH BO3/JICHCTBYIOT Ha CHTHAIBL «CHEITb MEHSD), U
JIpyTHE areHTHl, BKJIo4Yas abuparepoHa arerar, adaruaub, alaecieKiH, alJlecIeHKIH, aleMTy3yMal, aHacTpo3oll,
aKcUTHHUO, OenmHOCTaT, OCHIAMYCTHH, OMKaTyTaMmia, OnmHaTtymMoMmad, GocyTWHHO, OpeHTykcmMad, Oycyiabdaw,
kabazuTakcels, KamenuTaObWH, KapOOITaTHH, Kap(miI3oMud, KapMyCTHH, NEPUTHHHUO, KiIodapabuH, KpU3OTHHHUO,
JlakapOasuH, JaKTHHOMHITMH, Ja3aTHHMO, Jerapeiukc, ACHWICHKHH, JeHOocyMal, SH3aIyTaMuj, SpuUOYIIHH,
OPIOTHHHUO, HBEPOIIUMYC, ODKCEeMecTaH, oKceMecTaH, ¢uyapaCuH, ¢yiBecTpaHT, TedUTHHUO, TOCEpeINH,
ubpurymomMad, HUMaTHHUO, HUNWINMyMald, HPUHOTEKAH, HKCAOCIWIOH, JalaTHMHHUO, JIEHAIMJOMHJ, JETPO30I,
JEHKOBOPHUH, JICYIIPOINJ, JIOMYCTHH, MEXJIOPATAMHUH, METECTPOII, HeTapaOuH, HIIOTHHUO, HUBOIYyMal, olanapuo,
OMalleTaKCHH, NaI0ONMKING, NDaMUApPOHAT, NaHUTYyMyMal, IaHOOMHOCTaT, Ia30maHuMO, IPracuaprasy,
neMOpoIn3yMal, neMeTpeKce]] AUHATPHSL, LIepTy3yMal, miepuxcadop, IOMATHIOMH, TOHATHHHUG, IpalaTpeKcar,
npokapGasuH, paguit 223, pamymupymad, peropadenud, rlFNa-2b, poMHJICICHH, CYHUTHHHO, TEMO30JIOMU,
TEMCUPOJMMYC, THOTEIa, TO3UTYMOMal, TpaMeTHHMO, BHHOPEIOHH, METOoTpekcar, MOpyTuHHO, aduubeplient,
TopeMu(eH, BHHOJNACTHH, BHHKPUCTHH, HIENATHCHO, MEPKANTONYPUH M TAIUJOMHJ, IOTCHIMAIBHO MOIYT

BO3/JelficTBOBATH Ha CHIHAIBHBIN Iy Th «CHEIIb MEHs» 1IPH KOMOMHHPOBAHHHU C areHTaMH, OioxupyromuMu CD-47-
SIRPa.

[loMuMO TepaleBTHIECKUX areHTOB, YIOMSHYTHIX BHIIIE, JPYTHE METOABI JICYCHHs], KOTOPHIE IPUMEHSIOT
JUISL TEpallii paKka M TaKKe aKTHBHPYIOT MpodaronuTapHble PErenTOphl, TAKUM 00pa3oM, MOXHO KOMOHHUPOBATEH C
arearamu, Onokupyromumu CD47-SIRPo, mma obGecmedenust s>ddexktuBHOro darormurosa. OHH  BKIIOYAIOT
doToauHAMIHIECKY IO Tepanuio Ha ocHoBe runepunaa (Hyp-®/1T), nydeByro Tepamuio, BEICOKOE THIPOCTaTHIECKOE

nmasnerue, ®JIT va ocHoBe hoTtodpuna n @[T Ha OCHOBE areTaTa GEHTATBCKOTO PO30OBOTO.

TeMm He MeHee, CyIIecTBYET HEYJIOBICTBOPEHHASI MOTPEOHOCTh B KOMOMHMUPOBAHMH MAaTOMOJICKYJISPHBIX
uaruouTopoB myTu CD-47-SIRPa ¢ areHTaMu, KOTOPBIE MOTYT CTUMYJIHPOBATh aKTUBUPYIOIIUE PENEIITOPHI, TAKUE
kax perienitops! Fe (FeR) mm apyrue npodaronurapHble penenTophl, Wik B KOMOWHUPOBAHUY C JIPYTHEMH METO/IaMH
JEUCHUS, KOTOPhIE IPUMEHSIOT B TEPAllMH paka Julsl aKTUBAIMU IPOQaromuTapHEIX PENENTOPOB Ul 00eCcIIeIeHHS

MaKCUMaJIbHOTO MoTeHIHana GiokupoBanus myTa CD-47-SIRPa.
KPATKOE OIIMCAHUE U3OBPETEHUA

B Hacrosmem m300peTeHHH NpeUIoKeHa KOMIIO3HITHS, COJEpKaInas MaJOMOJIEKYJLIPHBIE HHIHOUTOPHI
nytu CD-47-SIRPa COBMECTHO ¢ areHTaMH, KOTOpBHIE CTUMYJIHPYIOT aKTHBUPYIOIIME PENEHTOPLL, TaKhe Kak
peneniropsl Fe (FeR) mnum npyrue npodaronurapHele perenTopsl, WIH OpUMEHseMas B KOMOWHAUN C JIPYTHMH
METOJIaMHU JICICHHUS, KOTOPHIC IPUMEHSIOT B TEpallMM paka JUIsl aKTHBAI[MH HpodaroluTapHBIX PEIENTOpOB Ui

obecrieueHns MaKCUMAIILHOTO NoTeHMata onokupoanus nytu CD-47-SIRPa.

CoracHo OJHOMY U3 aclICKTOB I/1306peT€HI/I$I B HAaCTOAIMCM JIOKYMCHTC IIPC/UJIOKCHA KOMIO3UINA,

cozepxarnasi arent, Omokupyionmit CD47-SIRPo, u ojun win Oojiee MPOTHBOPAKOBLIX areHTOB, IJIE AarcHT,
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6noxupyrommuit CD-47-SIRPa, mpeacraBnseT coboit MaIyio MOJEKYIY, MPEICTaBICHHYIO COSTUHEHNUEM (BOPMYITHI

@:

R4

R, o) R,
Ra\H \ N\v)\HJI\IJ\COOH

N—0O
m

i €ro (l)apMaHCBTI/I‘IeCKI/I HpHeMHeMOI;'I COJIBIO, HWJIH aMHJIOM, HJIH CJIOXHBIM 3(1)I/IpOM, 501858

CTCPCOU3BOMEPOM, TJIC

Ra npencrasisier coboit Bogopon;, u Ri npeacrasisier coboit Bogopon, -(CH2)>CONHo, - (CH2).COOH, -
(CH2)sNHC(=NH)NH, -(CH2)sNH,, -CH>CONH,, -CHz-apun win -CH»-rerepoapui;, wid R, u Ri coBMecTHO ¢

aToMaMH, K KOTOPEIM OHHU IIPUCOCTMHECHEI, O6paSYIOT IMAPPOIUTUHOBOE KOJIBIIO,

R mpeacrasnster coboit Bogopoa, -(CH2):NHC(=NH)NH-,, -(CH»),CONHa,, - (CH2).COOH, -CH»-apun unu

-CHo-rerepoapur,

Ry, mpeacraniser coboit Bogopox; 1 R3 npencrasiser coboit Bogopos, -CHa-apui, - (CHz)sNHC(=NH)NH,,
-(CH2),CONHay, -(CH»)>COOH, -(CH2)4sNH, mnu -CH»-rerepoapui, win R, 1 R3 coBMecTHO ¢ aToMaM#, K KOTOPBIM

OHHU IIPUCOCINHCHEL, o6pa3y}0T TIAPPOIIUTUHOBOE KOJBIIO.

CorytacHO ApyToMy acleKTy HacTosIee H300peTeHne OTHOCUTCS K clIocoby JIedeHus CyObeKTa, Y KOTOPOro
HapymreHa peryJanus nyta CD47, BriodaromeMy BBeJICHHE ¢y ObeKTY, HYKIAIOIEMYCS B 9TOM, TepalleBTHIECKH
s dexTuBHOTO KOTmIecTBa coetnHeHust hopmy sl (1) wiu ero gpapManeBTHICCKY IPHEMIEMO COTH, WU aMU/1a U

CJIO XKHOTO sq)npa, WIN CTCpeOn30OMEpa, B KOMGI/IHB.L[I/II/I C O/THUM HJIH Ooitee IIPOTUBOPAKOBLIMHU arCHTaMH.

CornacHo eIme OJJHOMY aCHEKTy HACTOSITEro M300peTeHHUs IPEUIOKEH CIIOco0 JIeUeHHUs 3a00I€BaHn HITH
HapyIneHui, onocpeoBanuex CD47, prmrouarormuit BBeeHue coetuaeHus hopmy sl (1) miu ero papManeBTHICCKA
IpHeMIIEMOt COJIH, WM aMB/ia, WM CIOXHOTO d(Hpa, WIN CTepeon3oMepa, B KOMOWHAITMH ¢ OJHUM WiIH Oolee

IIPOTUBOPAKOBLIMHA aICHTaMU.

ComnracHO JIONOTHATETLHOMY aCIeKTY M300pETeHNU B HACTOSINEM JIOKYMEHTE IPEIIOKeHa KOMOMHAITHS,
cojepxarrasi aredT, Ouoxupyiomuit CD47-SIRPa, uw ojuH wim Oojiee NPOTUBOPAKOBBIX AareHTOB, IJE

MAaJIOMOIEKYIIpHEIH areHT, 6nokupyromuit CD-47-SIRPa, npencrapier coeuaeareM Gopmyis (1):

R, R, O Rs

R, N /JL\ //L\

\\H AN N N COOH

\ H l

N—O .
(1

uin Cro (l)apMaL[eBTI/I‘IeCKI/I HpHeMJ’IeMOfI COJIBIO WM aMHuAOM, HWIH CJIIOXHBIM B(I)I/IpOM, 501058

CTCPCOU3OMEPOM; I'JIC
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Ra npencrapisier coboit Bogopoa;, u Ry npeacrasisier coboit Bogopoa, -(CH2)>CONHo, - (CH2).COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH, -CH>CONHo,, -CHz-apun win -CHo-rerepoapuin, wind R, u Ri coBMmecTHO ¢

aToMaMH, K KOTOPLIM OHHM IIPHUCOC/IUHCHEL, O6p3.3yIOT IIUPPOIINANHOBOC KOJIBLIO,

R» mpeacrasisier coboit Bojgopo, -(CH2):NHC(=NH)NH, -(CH2)>CONHa, - (CH2).COOH, -CHz-apui uiu

-CHa-rerepoapui,

Ry mpescrasusier coboit Bopopoa; u R npesicranisier coboit Bojtopo, -CHa-apui, - (CH2)sNHC(=NH)NHo-,
-(CH2),CONHo, -(CH2),COOH, -(CH2)sNH> mnu -CH>-rerepoapuir;, win Ry u R3 cOBMECTHO ¢ aToMaMH, K KOTOPBIM

OHH IIPHUCOEIUHEHE], 00pa3yIoT IUPPOIAANHOBOE KOJIBIIO.
KPATKOE OIIMCAHUE ®UI'YP:

OUT'. 1: YcwieHHHH (aroruros KICTOK TUM(POMEL IPH IPUMEHEHUH COSMHEHN 3 ¥ COSIUHEHUS 6 B KOMOUHAIIUH

¢ agtutenoM k CD20

®UT'. 2: YeuneHHEH (aronuros KIETOK MHOKECTBCHHOM MUEIOMBI IIPH IPUMEHEHIH COSTUHEHHUS 3 ¥ COS/IMHEHNS

6 B xoMOuHaIMu ¢ 6opTe3oMudOM

®UT. 3: [IporuBoomnyxoseBas >GHEKTUBHOCTL COCAUHEHUSI 6 TP OTJACILHOM IPUMEHEHHHM M B KOMOWHAITHH C

agTuresoM K PD-L 1 meimmum y Meimmelt ¢ omyxonsio A20
IHOAPOBHOE OINIMCAHUE U3OBPETEHHA

Ka)KZ[I)Ii/'I BapuaHT peajnsaiuid HOpeIJIOXEH I OOBSICHCHU S I/I306p€T€HI/ISI, HO HCE OIPaHUYCHUS
I/I306pCTCHI/I§I. I[CﬁCTBHTCHLHO, CIICIAATUCTAaM B JITaHHOM 00IIacTH TEXHUKHU 6yl[€T IIOHATHO, 9YTO MOXHO IIPOBOAUTLH
paSHOO6p3.3HI>Ie MOL[I/I(l)I/IKaL[I/II/I 1 U3MCHCHUA COGHHHGHHﬁ, KOMITO3UITUY U CHOCOGOB, OITUCAHHBIX B HACTOAINICM
JOKYMCHTEC, HC BBIXO/IS 3a paMKH o0neMa u CYIITHOCTHU I/IBOGpG’I‘CHI/Iﬂ. HaHpHMep, OTIIUIUTCIILHBIC IIPU3HAKH,
IIPONUJUIIOCTPUPOBAHHEBIC WA OIIMCAHHBIC KaK YacTh OJHOI'O BapHaHTa peaiu3alid, MOIYT OBITh IIPpUMCHCHEI B
JAPYTOM BapuaHTe peajusanuu ¢ O6p3.30BaHI/IeM CIIe OAHOTO AONOIHHUTCIHLHOI'O BapHaHTa peaJIu3alliu. Taxum
o6pa30M, IIpeATIodaracTcs, YTO HaCcTOAIICC H306peTeHI/IG BKIIIOYAaCT YKa3aHHBIC MO,HI/I(I)I/IKaL[I/II/I U U3MCHCHUA U UX
OKBHBAJICHTHI. I[pyrI/Ie 3adaqu, OTIHUIUTCIILHBIC IPU3HAKH KW acClCKThl HACTOAMICTO I/1306p6TeHI/I$I OIIUCaHbI B
TIOCTICIY IOITICM HOZ[pO6HOM OIIMCAaHUUN HWJIM CTAaHyT OYCBUJAHBLIMHU IIOCIIC €TI0 H3YYCHU:. CHGL[I/IaJII/ICTy B JaHHOM
o0IacTu TeXHUKH CJICAyCT NOHUMAThL, YTO HAaCTOMAIICC O6CY’)K,Z[CHI/IC HPUBC/ICHO UL ONHUCAHUA UCKIIOTUTCIIBHO
IIpUMCPOB BaApUAHTOB peain3aliy, U €ro He CIIS/[yCeT pacCMaTpuBaThL KaK OIpaHUINBaroIIee Ooiree IMUPOKUC aClICKThI

HaCTOAIICTO I/1306peTeHI/I$I.

B ompenencHHBIX BapmaHTaxX pealw3allid B HACTOSINEM W300pETCHUN TIPEUIOKEHA KOMITO3HUITHS,
cojepxainasi arent, Omokupyionmit CD47-SIRPa, u oauH win 6ojiee IPOTHBOPAKOBBIX AarcHTOB, IJIE arcHT,

6noxupyrommuit CD47-SIRPa, npencrapien coequaenneM Gopmy st (I):

R, R, O Rs
RaS "X N)]\N)\COOH
H \ H lL
N—O .

U]
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uin Cro (l)apMaL[eBTI/I‘IeCKI/I HpI/IeMHGMOﬁ COJIBIO WM aMHuJOM, HIH CJIOXHBIM B(I)I/IpOM, 58851

CTCPCOU3BOMEPOM; TJIC

Ra npencrapisier coboit Bogopon;, u Ry npeacrasisier codoit Bogopoa, -(CH2)>CONHo, - (CH2).COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH,, -CH>CONH,, -CHz-apun win -CHa-rerepoapuin; wind R, u Ri coBMecTHO ¢

aroMaMH, K KOTOPBIM OHHM IIPHUCOC/IUHCHEL, O6paSyIOT IIUPPOIINANHOBOC KOJIBLIO,

R» mpeacrasusier coboit Bogopo, -(CH2):NHC(=NH)NH, -(CH2)>CONH>, - (CH2).COOH, -CHz-apui uiu

-CHaz-rerepoapui,

Ry npesacrasusier coboit Bopopoa; u R npezcranisier coboit Bojtopo, -CHa-apui, - (CH2)sNHC(=NH)NHo-,
-(CH2),CONHo, -(CH2),COOH, -(CH2)sNH> mnu -CHz-rerepoapui;, win Ry u R3 cOBMECTHO ¢ aToMaM#, K KOTOPBIM

OHH IIPUCOCINHCHEL, o6pa3y10T IIAPPOINANHOBOC KOJILIO.

B OIIPCACIICHHBIX BapuaHTax peamzanumn IIPOTUBOPAKO BBIM arcHT IIPEACTABIIACT coboit

XUMHUOTEPaNleBTHICCKIH areHT WIX HIMMYHOMO/IY IUPYIOIHH areHT.

B ompeseneHHBIX BapuaHTax pealu3allid KOHKPETHBIE NapTHEPH 10 KOMOMHAIIMHU, HPEACTABISIOINUC
HHTEpeC, /U1 IPUMEHEHHs] COBMECTHO ¢ areHTamu, Onokupyromumu CD47-SIRPa, BiIowaoT TepaneBTHUSCKHE
aHTHUTEJIa, HalleJICHHBIC Ha OIYXOJIEBBIC aHTHUIE€HBI, KOTOPHIE CTUMYJIHPYIOT akTHBHpYylomue penentopsl Fe (FcR),
yro obecrednBaeT >hGekTUBHBIN daronuros. B olpeielleHHLIX BapUaHTaX peal3alliid KOHKPETHHIE ITapTHEPH! 110
KOMOWHAIIUH, IIPEICTAaBIIONME HMHTEPEC, BKIIOYAIOT TEPAlCBTHYECKHE AHTUTENA, KOTOPHIE CTUMYJIHPYIOT
daromuros, onocpenoBaHHbI perienropoM Fe. Takum oGpaszoM, aHTUTENa, BEIOPaHHEIE W3 IPYIIILL, cOocTosIeH 13
areHToB, KOTOpHIE MOIYT HMHJAYIHPOBaTh >GdekTHBHBI (arormros, BrIoyaloT aHtuTena k CD20, Hampumep,
puTyKcuMal, THyKceTaH, TO3UTyMoMal | T.J., H yKa3aHHas KOMOHHAIHs IMeeT KOHKPETHOE IIPHMEHEHNE B JICUCHUN
HEXOJUKKMHCKHX B-KieTodHpIX auM(oM U XpoHmYeckoro JuMdbonurapHoro ieiikosza (XJIJI). KomOumamus c
agTurenoM k CD22, HanpuMep, d1pary3ymMadoM U T.J., IMEeT KOHKPETHOE IIPUMEHEHUE B JICUEHUH B-KIeTOTHOro
nefiko3a ¥ BoJOcaTOKIETOUHOTO JNelikoza. KomOunamus ¢ antutenom k CDS2, nanpumep, aneMty3ymMadboM U T. 1.,
MUMeeT KOHKpPETHOE NPHMEHEHHE B JIeUeHNH B-kierounoro u T-KIeTOYHOTO Jelko3a, BKIIOYas 0e3 OorpaHHdcHHMi
xpoHmdeckui JmMmbonuTapubii seikos. KomOumarmsa ¢ amtutenom k CD33, HampuMmep, reMTy3yMaboM
O30TaMHUIIMHOM H T.JI., AIMEET KOHKpPETHOE NPVMEHEHWE B JICUCHUH MHEIOWIHOTO JIEHKO3a, TAKOTO KaK OCTPHIi
MUEIOTCHHBIH Jieliko3. KoMOnHamus ¢ Tpacty3ymMaboM MMeeT KOHKPETHOE IPIMEHEHHE B JICUCHUH PaKa MOJIOTHOM
xenespl. KomOunanms ¢ 6eBann3yMaboM MMeeT KOHKPETHOE IPIMEHEHNE B JICUESHIH OIPE/ICICHHOTO TUITA OITY XOIH
TOJIOBHOTO MO3Ta ¥ OTIPE/ICICHHBIX THIIOB PAKOBBIX 3a00JI€BaHIH ITOYKH, JIETKOTO, TOJICTOM KHUINKH, IPSMO#t KHITKH,
meiiky MaTKy, STHAKa Win atonneBoit TpyOsl. KomOuHaIus ¢ ety kcuMaboM MMeeT KOHKPETHOE IPIMEHEHUE B
JEICHUN paka TOJCTOM KWINKM M paka TOJIOBH W ImeW. KoMOWHamus ¢ HaHUTyMyMaboM HMeeT KOHKPETHOE
IIPIMEHEHNE B JICICHUN KOJIOpEKTaNbHOTO paka. KoMOHHamsI ¢ JjapaTty MyMaboM MMeeT KOHKPETHOE IPUMEHEHNUE B
JEICHAN MHOKECTBEHHOH MHUENOMEL Jlpyrast KOMOMHAITNS, [IPE/ICTABRISIIONTast HHTEPEC IS JICICHHSI MACITOTCHHbIX

neliko30B, BIIoYaeT 0e3 orpanndeHni antureno k CD96, antureno k CD44 u antureno k CD123.

B ompeeneHHbIX IPEANOYTHTENLHBIX BapHanTax peanusaun perentops! Fe (FeR) BkmogaroT penenToph

Fe-ramma (FeyR).

Jlpyrue TepaleBTHMECKHE AaHTHTENa, HIPECTABISIOIAE HHTEpeC Ui KOMOWHHPOBAHUS C arcHTaMH,
onoxkupyromumMu  CD47-SIRPo, BKIOYarOT, HO HE OTPaHWYMBAIOTCS VKa3aHHBIMH, OdarymMymad B ciydae

XPOHIYECKOTO JMM(OIUTapHOTO JIelKko3a, 0OuHyTy3yMad B ciydae QoIUHKYIIpHOH IMMQOMBL, aneMry3ymad B

6



10

15

20

25

30

35

cirydae B-KJI€TOTHOrO XpOHHIECKOTo JnMponurapHoro jefikosa, nOpuTyMoMab THYKCETaH B ciIydae B-KIeTOYHBIX

HEXO/DKKUHCKIX TUMPOM, IUHY TYKCHMal B cirydae HeHpoOIacTOMBI 1 HEITUTYMyMad B cllydae paka JerkKoro.

B ompejieiieHHBIX BapraHTax peaan3aliii IPOTUBOPAKOBLIM areHT npejicrapisier coboi antureso k CD20,

TaKoe KaKk pUTYKCHMab, THyKCEeTaH, TO3UTyMoMad.

B omnpenenenHBbIX BapmaHTax pealM3alldid TEPAEBTHYECKUAE areHTHl, O KOTOPHIX M3BECTHO, YTO OHH
aKTUBUPYIOT IpodaronuTapHble pPENEnTOphl, TaKUM 00pa3oM, TaKKe SBILIOTCS HJCATLHBIMU IIapTHEPAMH I
IpUMEHeHNsI B KoMOwHarmmm c¢ areHtamy, Omokupyroomumu CD47-SIRPo, mma obecnedenus >¢¢dexTHBHOTO
(paronuToza. YKa3aHHBIE ar€HTH BKIIOYAIOT HHTUOUTOPHL IPOTeacoMHl (0opTe3oMus, ukca3oMud U Kappua3oMud),
AHTPAIMKIMHEL (JIOKCOPYOUITMH, DSIUPYOHIUH, JayHOPYOUIMH, HJapyOuIMH, MHMTOKCAHTPOH), OKCAIHIUIATHH,
mukiIodochaMui, GICOMUITMH, BOPUHOCTAT, MaKIUTaKcel, S-gropypanul, IurapabuH, JeKapcTBEHHEIE CPEJICTBA,
uarubupyromue BRAF (mabpadenud, semypadenud), uarubutopst PI3K, moneraxcen, muromunut C, copadenud u

TaMOKCI/I(beH', WA UX KOM6I/IHaIII/IIO.

B ompeneneHHBIX BapHaHTaX pEAIM3alldd IIPOTHBOPAKOBHIA areHT IpeAcTaBiIsieT coGoM HMHrHGHTOp

TIPpOTCaCOMEIL.

B onpejeleHHBIX BapHaHTaxX peald3allid IIPOTUBOPAKOBBEIA areHT IpejcTaBIsgeT coboit Gopre3zoMus,

HUKCa30MHU0 WIH Kap(l)I/IJ'ISOMI/I6 WA UX a”HaJor, WK IIPOU3BOTHOC.

B ompeneneHHBIX BapHaHTaX pealn3allid, HIOMHMO KOHKPETHBIX arcHTOB, O KOTOPBIX H3BECTHO, 9TO OHH
BO3JCHCTBYIOT Ha CHIHAIBL «CHEIIb MEHS», M JpPyTHe areHThl, BKIodyas abuparepoHa amerar, adaTHHHO,
anpecielkuH, anjeciefikil, agemTy3yMal, aHacTpo30J, aKCUTHHHO, GelMHOCTaT, OeHIaMyCTHH, OHKalIyTaMuJ,
6muHAaTYMOMA0, 6ocy THHHO, OpeHTyKenMab, Oycyabdan, kabazuTakcel, KalelUTaOuH, KapOoIIaTuH, Kaphmi3oMuo,
KapMyCTHH, IIepUTHHHO, KWiodapaOuH, KpuU3oTHHUO, JakapOaswH, JJaKTHHOMHIMH, Ja3aTHHHO, JeTapelukc,
JICHWICHKIH, IeHocyMao, SH3aIIy TaMAJL, SpUOYIJINH, SPIOTHHUO, DBEPOIUMYC, DKCEMECTaH, dKceMecTaH, Iy 1apaduH,
dbynBecTpaHT, TehUTHHHUO, TOCEpENHWH, HOpUTYyMOMald, WMAaTHHUO, WIWIMMyMad, HMPUHOTEKAH, WKCAOCIHIOH,
JTanaTuHUO, TEHATWIOMHI, IETPO30I, JICHKOBOPHH, JIEYIPOIIU, IOMYCTHH, MEXJIOPITAMUH, METECTPOI, HeIapaOuH,
HWIOTHMHUO, HUBOIyMaO, ojanapud, OMareTakchH, HalOOMUKINO, MaMUJIPOHAT, NMAaHUTYyMyMal, IMaHOOHMHOCTAT,
a30IaHuod, maracraprasy, neMoponmusymMad, meMeTpeKce/l AUHATPUs, IepTy3yMad, miepukcadop, HOMaIHIOMU/,
MOHATHHUO, TpamaTpekcar, mpokapbaswH, pammit 223, pamynupymad, peropadenmnd, rlFNa-2b, pomwmgencu,
CYHUTHHHO, TEMO30JIOMHJ, TEMCHPOIMMYC, THOTEINa, TO3UTYMOMal, TpaMeTWHHO, BHHOPEIOWH, METOTpEKcar,
ubpyTHHuO, admubeprent, TopeMueH, BUHOTACTHH, BHHKPHCTHH, UACTAIUCHO, MEPKANTONYPHH M TATHIOMHE,
MOTEHITHAILHO MOTYT BO3/CHCTBOBATh HAa CHTHAILHBIM IYTh «CHENIb MEHS» IIPH KOMOWHHPOBAHUM C arcHTaMH,

onoxupyronmmu CD-47-SIRPa.

B npyrux BapuanTax pealu3aniy, IOMIMO TEPAIEBTHUCCKIX ar€HTOB, YIOMSHY THIX BBIITIE, IPYTHE METO/IbI
JEUCHUS, KOTOPHIE IPUMEHSIOT JUISI TEpalliil paka W TakXe aKTHBHPYIOT IpodaroruTapHBIE PENENTOpPhl, TaKuM
00pa3oM, MOKXHO KOMOWHHUpOBATEL ¢ areHTamu, Oxokupyrommmu CD47-SIRPa, mia obecnieuenus 3¢dhekTHBHOTO
¢paronurosa. OHM BKITIOTAOT (POTOIMHAMUICCKYIO Tepauio Ha ocHoBe runepuraa (Hyp-®/J1T), myueByio Tepamnuro,
BhICOKOEe THpocTaTudeckoe aapienme, O®J[T Ha ocHoBe dotodpmra m OJIT Ha ocHOBe arerata OCHTAILCKOTO

PO30OBOTO.

B OIIpCACIICHHLIX BapuanTax peajlnusalun XI/IMI/IOTepaHeBTI/I‘{CCKI/Ii/'I areHT IpeJICTaBIsICT coboit a6apeJH/H<c,

aJ'IZ[eCJ'Ief/'IKI/IH, AIUTPCTUHONH, AaJUIOIIYPUHOI, aJITpCeTaMWUH, TPUOKCHUJ MBIIIBAKA, aclaparuHasy, asalluTuJinH,
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6excapoTeH, SapuruTuHEO, SopTe3oMud, OycyabhaH s BHYTPUBEHHOTO BBECHNUS, Oy CcyIbdaH AT IepopaIbHOTOo
BBEJICHUSI, KaIyCTEPOH, IETyKCcHMald, XJIOpaMOyImil, IUCIIIATHH, KIaJpHOWH, JalTelapHH HATPHs, JCTHTaOWH,
TUPTHTOKC, AUCYILGHUpaM, JEKCPa3oKCcaH, JAPOMOCTAHONIOHA IPOIMOHAT, DKYJHU3yMal, SCTPaMyCTHH, 3TONO3H/A
docdar, sTomosua, PpeHTaHmIA IATPAT, GUIrpacTuM, GIOKCYPUIMH, TeMIIUTa0NH, TUCTPEINHA anerat, ¢pochamu,
unTepdepon anbda 2a, smanatmHMOa JUTO3MIAT, JIEBAMH30J, MapH3oMHO, MEXJIOPITAMHUH, MeldaiaH,
MEPKaNTOIYPUH, METOTpeKcaT, METOKCaJCH, MUTOTAaH, HaHAPOJIOHA (EHIPOIHOHAT, HOo(eTyMOMald, OIpo30oMuo,
mruIrpacTuM, NIEHTOCTaTHH, TUIOOpOMaH, INTMKAMUITIH, IpoKapOa3uH, XHHAKPHH, pacOypuKasy, PyKCOJUTHHEO,
pykanapus, CTPEITO30IMH, TEHUIIO3UT, TECTOIAKTOH, TATHIOMEJL, THOTY aHUH, TOIOTEKaH, TOpeMU(EH, TPETHHONH,
VpalWIoBLIft WIpHUT, BaIpyOMITMH, BHHONACTHH, BHUHKDHCTHH, HHpamapuO, Benumapud, Tajazonapub HiIn

30JICApoHar.

B ompeneneHHLIX  BapuHaHTaxX — pealM3allid  IPOTHBOPAKOBRI  areHT  IpejacTaBisieT  coOoit
HMMYHOMOJIYJIUPYIOIMUi areHT. B JOMOMHMUTENBHBEIX BapHaHTax peald3allid MMMYHOMOJYIUPYIOMHU areHT
mpecTaBIsieT co0o¥ KOCTUMYJIATOPHYIO MM KOMHTMOHTOpHYIO Mosekyny, Takyio kak CTLA-4 (mampumep,
unmuMymad), 4-1BB (mampumep, ypenrymad u yrommiryma0), anturena k PD-1 u PD-L1 (manpumep, HuUBoIyMAo,
nemOponusymal, aresonnzymald, AypBaryMad W kaMmpenusymal), anturena k rmurokuHam (IL-10, TGF-Gera),
agrurena k TIM-3, amrturena x LAG3, anaturena x B7H3, amtutena x B7H4 u amrmrena x B7H6, miam mx

KOMOMHAIIHIO.

B HexoTOphIX BapHaHTax pealms3allui H300peTeHUs BBOJAT JiBa WIH Ooslee areHToB, Onokupyromux CD47-
SIRPa, npencraBieHHBIX coequaeHIIME GopMy sl (1). B HEeKOTOPEIX BapHaHTaX pealu3alliy areHThl, GIOKUPYIOIIHAE

CD47-SIRPa, BBOJAT O0JI€E OJTHOTO pasa.

B onpeneneHnpIX BapraHTax peaqnsanuu areHr, oimoxkupytomuit CD47-SIRPa, mpeacrasiser co6oit areHr,
KOTOpLI  OnoxupyeT B3aumojehicteue mexay CD47 um SIRPa. B omnpeneneHHBIX BapuaHTax pealu3aliuu
6nokupoBanre B3amMojelcTBua Mexay CD47 u SIRPa  wHaymupyer (Garormuro3 OIYXONIEBHIX KIETOK,

skcmpeccupyromux CD47, makpodaramu.

B omnpefeneHHBIX BapWaHTaX pealW3allid B HACTOSINEM HW300pETEHHH MPEUIOKEHA KOMIIO3MITHS,
coJiepalriasi OJIHOBPEMEHHO MaJIOMOJIEKYJSIpHBIH areHt, Onmokupytomuit CD47-SIRPa, Takoif kak ommcanHoe
coenmaenne Qopmynsl (), W HHrHOUTOP HpOTEacOMBL. B oOIpeieneHHBIX BapHaHTaX pealu3allid HHTHOHTOP

IIPOTEacOMBI TIPECTABISET coOoi GopTe3oMud, nkcazoMud Win KapHmI3o0MuO, WIH X aHATOTH, HIIN IPOU3BO/IHEIE.

B onpesienieHHRIX BapuaHTaX pealu3aliiy Ipe/UIoKeHHAs KOMIIO3UITHS BKITFOYaeT coeiuHeHne Ghopmy st (1),
rie Ry mpeacrasnser coboit Bojtopo, -(CH2)>CONHa, - (CH2)>COOH, -(CH2):NHC(=NH)NHo, -(CH2)sNHo, -CH»-

¢dermn wm -CH,-mMunazonm.

B OIIPC/CIICHHLIX BapuaHTax pealindaliuy IpeUIOKCHHasA KOMIIO3UITUA BKIIFOYACT COC/INHCHUC (I)OpMyJ'H)I (I),

rie Ry npesacrapisieT co6oit -(CH2)2CONHo, -(CH2)2COOH, - (CH2):NHC(=NH)NH miu -(CH2)4NHo.

B OIIPC/ICIICHHLIX BapuaHTax pealin3dalinuu IIpe/UIOKEHHAA KOMITO3UIIU S BKITOYACT COCAUHCHUC (I)OpMyJ'H)I (I),

rie Ri npexacrasisieT coboit -(CH2)CONH, miu -(CH2),COOH.

B onpesienieHHEIX BapuaHTaxX pealu3aliy Ipe/UIoKeHHAs KOMIIO3HITHS BKITFOUaeT coeiuHeHne hopMy s (1),
rre R, mpeacrarnser coboit Bogopon, -(CH2)sNHC(=NH)NH,, - (CH2),CONH,, -(CH»),COOH, -CH»-dernnx win -

CH>-umumazonmi.
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B OIIPC/ICIICHHLIX BapuaHTax peain3dalnuu IpeUIOKCHHasA KOMIIO3UITUA BKIIFOTACT COC/INHCHUC (I)OpMyJ'H)I (I),

rzie Re mpescrasisieT coboit Bojopo, -(CH2)sNHC(=NH)NH:> miu -(CH2)>COOH.

B OIIPC/ICIICHHLIX BapuanTax peaJin3aluu IIpe/UIOKCHHAA KOMIIO3UTIUA BKIITOTACT COC/INHCHUC (I)OpMyJ'H)I (I),

rie Ry mpexacrasisieT coboit Bojopo, -(CH2)CONH; mu - (CH2),COOH.

B omnpesnenieHHEIX BapuaHTaX pealu3aliiy Ipe/UIoKeHHAsI KOMIIO3HITHS BKITIOUaeT coeiuHeHne hopmy st (1),
rae Rs mpencrapnsier coboit Bogopoa, -CHa-dermn, - (CH>)sNHC(=NH)NH,, -(CH2)CONH>, -(CH»),COOH, -
(CH2)4NH> ninu -CHo-umMuma30ml.

B onpeneneHHEIX BapraHTaX pealn3aliy Ipe/UIoKeHHAsI KOMIIO3UITHS BKIIOUaeT coeiuHeHue popmy sl (1),
rrne Rs mpeacrarnser coboit Bogopon, -CHa-dennn, - (CH2)sNHC(=NH)NH,, -(CH»),CONH,, -(CH»),COOH unu -
(CH2)4NHo.

B OIIPCACIICHHBIX BapUaHTaXx peajm3alliuu IIPEUIOKCHHAA KOMIIO3U NS BKIIOYACT COCTAUHCHUC (I)OpMyJ'II)I (I), Tae

R. mpencraiser coboit Bogopon; u Ry mpeacrasister codoit Bomopo, -(CH»)CONH,, - (CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)4sNH,, -CH,CONH>, -CH>-benmn wnu -CHs-umuaazonmt, win R, u Ry coBmecTHO ©

aToMaMH, K KOTOPEIM OHHU IIPUCOCTMHECHEL, O6p33y}OT IMAPPOIIUTUHOBOEC KOJIBIIO,

R» mpexncrasisier coGoit Bosgopoa, -(CH2)sNHC(=NH)NH,, -(CH2),CONH,, - (CH,).COOH, -CH»-dennn

nin -CH,-uMua3onm,

Ry mpencrapisier coGoit  Bomopox; uW Rs  mpeacramusier  coGoit  Bojopos,  -CHo-denm,
- (CH2)sNHC(=NH)NH,, -(CH2);CONH,, -(CH»).COOH, -(CH2)4sNH, wmmu -CH:-ummpazomwr, wm R, u Rj

COBMCCTHO € aTOMaMHU, K KOTOPBIM OHU IPUCOCTUHCHEL, O6p3.3yIOT M PPOJIHUTUHOBOC KOJIBITO.

B OIIPCACIICHHBIX BapuaHTax peain3aluu IpeIOKCHHAaA KOMIIO3UITUA BKJIIFOYACT COC/ITHHCHUC (I)OpMyJII)I (I),

KOTOpOE IpecTaBnsteT coboil coequaeHne GopMysl ([A):

o
R, R, o) OH
R N )J\
a\H AN N N
\ H
N—O

(1A)

uiy ero dapMareBTHIeCKH IPUEMIIEMYTO COTb, HIIA aMU/JI, WA CIOXHLIN 2 (Hp, WK CTepeon3oMep; I7e Ry,

R. u R, Takme, xak onpeneneno 11 coequHeHNI popMys (1).

B ompeseneHHEIX BapHaHTaX pealw3alliil TPETIOoKeHHAS KOMIIO3UIHS BKIFOYACT COCMHECHIE (POPMYIIEI
(IA), tne R1 mpeacrasiser coboit Bogopo, -(CH2)2CONHo, - (CH2)>COOH, -(CH2):NHC(=NH)NH,, -(CH2)4sNHo,, -

CHa-pernn nimm -CHo-uMuia3o1m.

B ompeseeHHEIX BapHaHTaX pealw3alluil IPETIOKeHHAs KOMIIO3UIHS BKIFOYACT COCMHEHIE (POPMYIIEI
(IA), tne R, mpeacrarnser coboif Bogopoa, -(CH2)sNHC(=NH)NHo,, - (CH»)CONH,, -(CH»),COOH, -CH»-¢ernxn

i -CH>-uMuIa30I .
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B ompeseneHHEIX BapHaHTaX pealw3alliil IPETIOKeHHAs KOMIIOZUIS BKIFOUACT COSMHEHIE (POPMYIIEI
(IA), e Ra mpezncrasisier coOoit Bogopo;, u R1 npescrasisier coboit Bogopos, -(CH2).CONHa,, -(CH2).COOH, -
(CH»2)sNHC(=NH)NH,, -(CH2)sNH>, -CH»-¢ermn mmm -CH-mmumasommn, R, mpesacraBmseT coOolf BoJopo, -
(CH»)sNHC(=NH)NH>, - (CH)>CONH>, -(CH»),COOH, -CH»-bernn nimu -CH,-nMu1a301mI.

B npyrom BapmanTe peanu3anuy npe/uioxkeHHass KOMIIO3HITHS BKItodaeT coeauaenne Gopmys (IA): rae R
npeJcrasisieT co6oit Bojopo, 1 Ri npeacrasiser coboit - (CH2)CONHa, -(CH2).COOH, -(CH2);NHC(=NH)NH,
i -(CH2)4NHa. R, mpeacrarnset coboit Bogopon, -(CH2)sNHC(=NH)NHo,, -(CH,),COOH, -CH-¢ernn uiu -CHs-

HUMHUAA30JIAJI.

B OIIPCACIICHHBIX BapuaHTax pealn3ainuu IIPpEUIOKCHHaA KOMIIO3UITUA BKIIFOTACT COC/IUHCHUC q)OpMyJ'ILI (D,

BEIOpaHHOE U3

NH, HN NH,
W\/\HZ OH
JL T >
H2N 2
HN Hy HN<__NH,
o) OHHN HN Ox_NH,
I fo} 0 OH
Nn—o M :
HN Hz Os_NH,
o} NH2HN
o) 0 OH
N JU
H->N N N N
o) O OH o
N )J\ fo) OH
HoNT Y \7/\” N N \NY\NJ\N
N—0 : N—o N -
NH
Os__OH 2
o)
: N—O

10



N o) NH
¢ | o o
N N AL
HaN v N* N HaoN S N™ °N
( , \Y\H
N—O . AN

OgNH; Oy OH
j\; o O\-OH

HNT Y S NN

WA UX (l)apMaHCBTI/I‘IeCKI/I TIIPUEMIICMBIX COHef’I, HJIA aMHUJIOB, MJIHA CJIOXHBIX B(I)I/IpOB, HJIHA CTCPCOU3OMCPOB.

B OIIPCACIICHHBIX BapuaHTax pealu3alnuy IIPEUIOKCHHaA KOMIIO3UITUA BKIITOTACT COCIUHCHUC (I)OpMyJ'ILI (I),

BEIOpaHHOE U3

HN<_ NH,
Osx_-OH HN HN OgOH

LOOOH o O\-oH

HNT N S NN HNT N S NN
N_o H ) N_O B
HN<__NH

2 Os__NH,
Os_NHzHN
L Oy-OH
/o) 0]
: JOJ\ o N JU
N - H,N XN N

HNT N S NN 2 Iil—g/\H

Nn—o H : ;
Os_OH

N N J

N

HaNT NN H,N \\7/\” N
N=0 ; N—O :

NH,

Os_NH, Oy OH
0
OH
e v AL
N HNT N S NN

H,N \\7/\” N N4 H ;

N—O 810

WA UX (l)apMaL[eBTI/I‘IeCKI/I IIpUEMIIEMbBIX COJ'IGI‘/'I, I aMHAJ0B, HIIX CIIOXHBIX B(I)I/IpOB, WIA CTEPCOU30MCPOB.

B OIIpCJICICHHLIX BapuaHTax pealin3anii [IpC/UIOKCHHAasA KOMIIO3UIIUAS BKIIOYACT COC/IMHCHUC (I)OpMyJ'H)I

(IA), xoTopoe Takke MOXKET OBITh H300paKEHO ¢ YKa3aHUEM aOCOJIOTHOM CTEPEOXUMUH KaK

11
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o OH

A L

(1A)

il
N

B OIIPC/ICIICHHBIX BapuaHTax pealin3dalnuu IpeUIOKCHHAaA KOMIIO3UITUA BKIITOTACT COC/IUHCHUC (I)OpMyJ'H)I (I),

KOTOpOE Mpe/cTaBisieT coboit coequuaeHne popmyisl (IB):

HN.__NH,
.
R, 0O R,
R"N)\( NS NJ\N)\COOH
N—O

(1B)

WIH ero (hapMalleBTHISCKH IPUEMIIEMYIO COJIb, MIIM aMH/I, HIIX CIIOKHELM 3dup, wim crepeonszomep; rie R,

Ra Ry 1 R3 Takue, xak onpesaeneno juist coeuaeHust hopmyst (1).

B onpejeneHHBIX BapmaHTaxX pealu3aldé IPEUIOKCHHAS KOMIIO3HMIUS BKIIOYACT COCJMHEHHE, Tie R
npeacTaBisier coboit Bomopos, -(CH2)2CONH,, -(CH2)COOH, - (CH2);NHC(=NH)NH,, -(CH2)4NH, umu -CH,-

dbeHn.

B OIIPCACIICHHLIX BapHUaHTaxX pcalid3aliluy INPC/JIOKCHHAs KOMIIO3UIUA BKIIOYIACT COCIUHCHHUC, TJC Ry

npejcrasiser codoit -(CH2)>CONH, unu -(CH,)COOH.

B OIIPCACIICHHLIX BapUaHTaX pcalid3aliluy NPC/JIOKCHHAsT KOMIIO3UIUS BKIIOYACT COCAUHCHHUE, TJIC Rs

mpeacTaBiIseT coboif Bogopoa, -CHa-dbernn, -(CH2),CONH, wm - (CH,),COOH.

B OIIPCACIICHHLIX BapHhaHTaX pcalid3aliluy NPC/UJIOKCHHAT KOMIIO3HUIUA BKIIOYACT COCIUHCHUC, THC Rs

mpejcTaBiIseT codoif Bogopos win -CHa-dhern.

B OIIPCJICICHHLIX BapuaHTax pealn3allii NPCUIOKCHHAsT KOMIIO3UINUS BKIIIOYACcT COCAUHCHHUC (I)OpMyJ'H)I

(IB), rze Ry mpenicrarisier coGoit BOAOPO/L.

B ompenenennrx BapuanTtax peanusanuu B Gopmyre (IB) Ry, u R3 coBMecTHO ¢ aToMaMu, K KOTOPEIM OHA

IIPUCOC/INHCHEI, O6p3.3yIOT TIMPPOIUIAHOBOC KOJIBIIO.

B ompeseeHHEIX BapHaHTax pealn3alliy MPeIoKeHHAS KOMIIO3UINS BKIIOYAeT cOeUHEHHE (HOPMYITEI
(IB), e R mpenacrapuster coboit -(CH2).CONH. mnmu -(CH2):COOH; Ry npejacrasiser coboit Bojopox; u Rs
mpejcTaBiIsieT coboit Bogopoa nwin -CHa-dermr; nimm Ry, 1 R3 coBMecTHO ¢ aToMaMu, K KOTOPEIM OHH IIPUCOSTHHCHEL,

00pa3yIoT MUPPOIITHHOBOE KOIBITO.

B OIIPC/ICIICHHLIX BapruaHTax pealin3aluu IpeJUIOKCHHasA KOMIIO3UITUA BKIIFOYACT COC/INHCHUC (I)OpMyJ'H)I (I),

IS¢ COCITMHCHUC BI)I6paHO us3

12



10

15

HN<_NH, HNﬁ/NHz
Os_OH HN o) NHZHN

j\: 0 ON—OH
N A J\
H,N \ N” N H,N
2 \Y\H 2
HN NH, HN Ha
o NH2HN NHZHNL H,
HoN \N /';E HoN \7/:\N N OH
N— |31—o H H

>

WA UX q)apMaHeBTI/I‘IeCKI/I IIpPUEMIICMBIX COHGP’I, I aMHAJO0B, HJIIX CIIOXKHBIX 3(pI/IpOB, WIA CTECPCOU3B0MCPOB.

B ompesieneHHBIX BapuaHTaX peali3aliiy IpeIokKeHHast KOMIO3HIMS BKIIOYaeT coequHeHne hopMysl (1),

KOTOpOe IpecTaBiseT coboit coenunenue dpopmyis (IC):

R, O R
N—O H ﬁb
(ic)

iy ero dapMareBTHIeCKH IPUEMIIEMYIO COJTb, HIIA aMU/JI, WX CIOXHBIHM adup, mwin crepeonsomep; riae Ry,

Ra, R3 1 Ry Taxume, kax onpeeneno A coeuaeHust GopMy st (1).

B OIIPCACIICHHBIX BapuaHTax pealin3allui NPEIOKCHHAas KOMIIO3UIUAA BKIOYACT COCAUHCHUC, T'JIC Ry

npegcrasiser codoi -(CH2)>CONH,, -(CH2)sNHC(=NH)NH, nm - (CH2)4NHo.

B OIIPCACIICHHLIX BaphaHTaX pcalid3aliluy IPC/JIOKCHHA KOMIIO3HUIUA BKIIOYACT COCIUHCHUC, TIC Ry

npegcrasiser codoi -(CH2)>CONH; mnu -(CH2):sNHC(=NH)NH>.

B ompeneneHHBIX BapmaHTax pealw3allii IPEUIOKCHHAS KOMIIOZHINS BKIIOTACT COCJUHEHHE (GOpPMY LI
(IC), tme Ra mpeacrapiser coboit Bojmopo. B ompenenennbx BapuanTax peammsarmu B hopmyre (IC) R, u Ry

COBMCCTHO € aTOMaMU, K KOTOPLIM OHU IIPUCOCTNHCHEL, o6pa3y10T HMHUPPOINIUHOBOC KOJILIO.

B OIIPpCACIICHHLIX BaphaHTaxX pcalld3alilui IPCUJIOKCHHAsT KOMIIO3UINUA BKIIOYACT COCJIUHCHUC, THC Rs

mpejcTaBIseT codoif Bogopo, -CHa-dernn, -(CH>)sNHC(=NH)NH, wnn -CH,-nmuia3onu.

B OIIpCJICICHHLIX BapHaHTax peain3daluy NPCUJIOKCHHAA KOMIIO3UIINAA BKIIOYAaCT COC/IMHCHUC (I)OpMyJ'H)I

(IC), rze Ry npencrarisier codoit BOJOPOI.

B ompenenennrx BapuanTtax peanusanuu B Gopmyre (IC) Ry, m R3 coBMecTHO ¢ aToMaMu, K KOTOPEIM OHA

IIpUCOC/INHCHEI, O6p3.3yIOT TIMPPOINIAHOBOC KOJILIIO.

13



B npyroMm BapmaHTe peannsaIiud IpeIIoKeHHas KOMIIO3UIH BKIIoIaeT coeauaenue popmyisl (IC); rae R,
npeJicraBiseT coboit Bojiopo i, u R npeacrapiseT coboit - (CH2)>CONHa, -(CH2)sNHC(=NH)NH, mnu -(CH2)sNHz;
wm R, 1 Ry cOBMECTHO ¢ aToMaMu, K KOTOPHIM OHHM IPUCOCAWHEHEI, 00pasyioT MAPPOIWINHOBOE KONEBIO;, U Ry
mpejicTaBIsieT cobo¥t Bogopom; m Rs mpencrapiser coboit -CHa-denmn, -(CH>)sNHC(=NH)NH. wmmm -CH»-

5 uMua3omt, Wi Ry 1 R3 coBMecTHO ¢ aToMaMu, K KOTOPHIM OHH IPUCOSIMHEHEBI, 00pa3yIOT MHPPOIHIUHOBOS

KOJIBIIO.

B OIIPC/CIICHHBIX BapuaHTax peain3dalnuu IIpeUIOKCHHaA KOMIIO3UITUA BKIIFOTACT COC/INHCHUC (I)OpMyJ'H)I (I),

¢ COCIMHCHUC BI)I6paHO us3

HN NH

2 HN NH,
OH HN OH
T o T
HoN HoN \\ N N o
N—o H H :
Hz NH,
Os_OH

OHHN N
¥ BW
SBe:

N ~ H

O\(%N HaN '}l_; H ” T

NH; Os_NH, Os__OH
j\/\ j\; o O\-OH

N Ay AN
OH

70)01 ’

I ux (l)apMaL[eBTI/I‘ICCKI/I IIpUEMIIEMBIX COHGﬁ, I aMUJ0B, HIIX CIIOXHBIX B(bl/IpOB, WIA CTEPCOU3OMCPOB.

10 B onpeieneHHBIX BapHaHTax peali3aniy IpeIoKeHHast KOMITO3UI BKIFoYaeT coepunenue Gopmyisr (1),

KOTOpOe IpecTarnsgeT cobolt coequaeane GopMysl (ID):

Ra \Njh\( j/j\ COOH

(ID)

uiy ero dapMareBTHIeCKH IPUEMIIEMYTO COJTb, HIIA aMH/JI, WA CIOXHBIHM adup, mwin crepeonsomep; rie Ry,

Ra, R3 1 Ry Taxme, kax onpeseneno A coeuaeHUs GopMy s (1).

15 B OIIPpCACIICHHLIX BaphaHTaxX pcalld3alilui IPC/UJIOKCHHAsT KOMIIO3UIUS BKIIIOYACT COCJIUHCHUC, THC Ry

npegcrasiser codoit -(CH2)sNHC(=NH)NH-,, -(CH2)sNH> miu - CH.CONHa.

B OIIPpCACIICHHLIX BaphaHTaxX pcalld3alilui IPC/UJIOKCHHAsT KOMIIO3UIUS BKIIOYaCT COCJAUHCHUC, TJIC Rs

npeJicrabisieT codoit Bojiopoa, -(CH2)sNHC(=NH)NH, nim -(CH2)4NH,.

14



B OIIpCJICJICHHLIX BapuaHTax pealin3anii IIpC/UIOKCHHAaA KOMIIO3UIUAS BKIIOYACT COC/IMHCHUC (I)OpMyJ'H)I

(ID), rne Ry npejicraBisieT co00# BOJIOPOI.

B ompenenennrx BapuanTtax peanusaryu B popmyie (ID) Ry  R3 coBMecTHO ¢ aToMaMu, K KOTOPHIM OHA

IIPUCOCINHCHEIL, O6p3.3yIOT TIMPPOINIAHOBOC KOJIBIIO.

5 B npyrowm BapmanTe peanmsanuy mpe/uioxkeHHasE KOMIIO3HITHS BKIodaeT coequaenne hopmyrs (ID), rae Ry
npeacrasiser coboi -(CH2):NHC(=NH)NH,, -(CH2)sNH> mwin - CHCONH»; Ry, npescrapisier co6oif Bojiopoa; 1
R3 mpencrasisger coboit Bojopos, - (CH2)sNHC(=NH)NH, wimn -(CH2)4NH»; uinu Ry, 1 R3 coBMecTHO ¢ aromamu, K

KOTOPBIM OHHM IIPHUCOCTUHCHEIL, O6p3.3yIOT IIUPPOINIUHOBOC KOJBIO.

B OIIPCACIICHHBIX BapuaHTax pealu3daluu IIpe/UIOKCHHAA KOMIIO3UITU S BKITOYACT COCAUHCHUC (I)OpMyJ'ILI (I),

10 IJie COeANHECHUE BEIOPAHO U3

NH, NN
THZ T
_ N—O
ﬁ/ H, N e
SR i
B OH
NS NN O /ﬁ(
n~o TR o o
NH,

N ?)J\ OH

>

Ui ux (l)apMaL[eBTI/I‘IeCKI/I IIPUCMIICMBIX COHeﬁ, WA aMHAJ0B, HJIH CIIOXHBIX B(I)I/IpOB, U CTCPCOU3B0MCPOB.
B OIIPE/CIICHHBIX BapHuaHTax pealn3allud IIPES/UIOKCHHAsT KOMIIO3UIUS BKIITOYACT COCAUHCHUC (l)OpMyJ'H)I (I), KOTOpOC

mpejcTaBisgeT coboif coenunaenue dhopmyist (IE):

0.__OH
H,N 7/\ COOH
(IE)
15 uiu ero (hapMareBTHISCKU MPUEMIIEMY IO COIb, WITH aMUJI, WITH CIOXKHEIM 3Qup, WK cTepeousoMep, rie Ro,

Rs 1 Ry, Taxwme, kax onpeseneHo g coennHeHns popmy s (1).
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B OIIPpCACIICHHLIX BaphaHTaxX pcalld3alilui IPCUIOKCHHAsT KOMIO3UIUS BKIIOYACT COCIUHCHHUC, THC R»

npeJicrabisieT codoit Bogopoa win -(CH2):sNHC(=NH)NH>.

B OIIpCJICJICHHLIX BapuaHTax pealin3anii IpC/UIOKCHHAaA KOMIIO3UIIUAS BKIIOYACT COC/IMHCHUC (I)OpMyJ'H)I

(IE), rne Ry, 1 R3 coBMECTHO ¢ aroMaMy, K KOTOPHIM OHH IPUCOEIUHEHHB, 00pa3yIOT HUPPOIMIUHOBOE KOJIBIIO.

B npyrom BapuanTe peanuzaliiiy Ipe/IoKeHHa s KOMIIO3UIM BKItodaeT coequaenne Gopmyisl (IE), e R»
npezcrasisier coboit Bojopon mwin -(CH2)sNHC(=NH)NH; R, 1 R3; coBmecTHO ¢ aTOMaMu, K KOTOPbIM OHH
[IPHCOEAUHEHEI, 00pa3yIloT HUPPOIHANHOBOE KOJIBIO. B oIpe/esieHHBIX BapHaHTaX pealu3allid IPeIIoXKeHHAas

KOMITO3UITHS BKIIoUaeT coeauHenue hopmysl (I), kotopoe npencrapiser codoit coequnenne Gopmyrsl (IF):

0.__NH,

R, O R
H,N \N\Z)\NJ\N)\COOH
N_ H ﬁb
(IF)

WK ero (papMaleBTHIeCKH IPUEMIIEMYIO COJIb, WIM aMUJl, WIH CIOXHBIN 3hup, WIK cTepeonsomep; rie Ro,

Rs u Ry, Taxue, xax onpeeneHo i coeuHenust hopmyst (1).

B OIIPCACIICHHBIX BapHaHTaX peaiu3aliy IIPEAJIOKCHHASA KOMIIO3UIUA BKIIIOYAaCT COCIUHCHUEC, TIC R>

pesicTaBisieT co6oi Bogopo, -CHs-dern, -(CH2)sNHC(=NH)NH, miu -(CH,),COOH.

B OIIPCACIICHHBIX BapHaHTaX peaiu3alii IIPCUIOKCHHAA KOMIIO3UINA BKIIIOYACT COCJIUHCHUE, TJIC Rs

npeacraBaseT coboit -CHa-bernn, -(CH2)>CONH, unu -(CH,),COOH.

B OIIPCJICICHHLIX BapuaHTax pealin3aliui NPC/UIOKCHHAaA KOMIIO3UIIUAS BKIIOYACT COC/IMHCHUC (1)OpMyJII)I

(IF), rne Ry mpejcrasisier coOoit BOAOPO.

B ompenenennrrx Bapuantax peanmsanuu B popmyite (IF) Ry 1 R3 coBMecTHO ¢ aToOMaMy, K KOTOPBIM OHH

IIPUCOC/INHCHEI, O6p3.3yIOT TIMPPOIUIAHOBOC KOJIBIIO.

B ompesenreHHEIX BapuaHTaX pealu3allii IPETIOKCHHAS KOMIIO3UINS BKIFOYACT COCTUMHECHUE (POPMYIIEI
(IF), tne R, mpeacraBmsger coboif Bojopon, -CHs-demmn, - (CH2)sNHC(=NH)NH, mwm -(CH»2),COOH; Ry
mpejcTaBIsieT coboit Bojopom; u Rs npencrapusger codoit -CHa-dermn, -(CH»)CONH; mmn -(CH»2)>COOH; mmm Ry

" R3 coBMecTHO ¢ aToMaMH, K KOTOPBIM OHH IPUCOC/IUHCHEI, 06pa3y10T NMUPPOIUANHOBOC KOJIBIIO.

B OIIPC/CIICHHLIX BapHaHTax pCcalu3alliu IPC/UIOKCHHAA KOMIIO3UIUS BKIIIOTaCT COCAUHCHUC (I)OpMyJ'H)I (I),

TJC COCITMHCHUC BI)I6paHO us3

HN<__NH,
O _NH,
Os_NHgHN
o
OH
W\= o Ay-on N j\
N Al HNT N S NN
CaSaR g

>
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JU OH N AL OH

o ON-oH . OH
N A~ AL
N HoN N N N
N7 7/\H
. N—O .
Ox_NH, O«__OH
i hiy
)J\N OH S o
H H H
o . 0 0
Os_NH,
N/E;OH

o]
\ N\7/\ )J\
N—O

WIN UX Q)apMaL[eBTI/I‘IeCKI/I IIpUEMIIEMBIX coselt, WiIn aMHJIOB, WIIH CIIOKHBIX 3¢)I/IpOB, WA CTEPECONU3OMEPOB.

IR
0O

N A L

YN
N
H
N
H

NH;
N
H}Y Y
N—O
iji

B OIIPEICIICHHBIX BapuaHTaX peau3alliy I[IPC/UIOKCHHAasA KOMIIO3UIUSA BKIIOYACT COCAUHCHHUEC, THAC

COCAUHCHUC BBI 6p aHO U3

CoequHeHue ICprKTypa
NH
NH,
1 T
2 5
HN NH2
OH
2 \5\( i OH
HN NH2
Os_OH HN
3
HoN J\ 5
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CoeqnHeHIe

CTpykrypa

HN NH2
f\lHZ

H2N

H

OH

OH

OH

10

OH
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CoeqnHenue CTpykrypa
HN NH,
NH,
11 i
OH
HNﬁ/NHz
O NH-HN O NH>
12 L o
N A OH
HaN v NJJ\N
N— H H
NH,
Oy OH
13 > 0 N
N A H
HoN v NJLN ©
N— H H

14

R A A OH

15

N—0O H H
0 O OH
16 N J\
H-N N N N
2 \ Y\H
N—O
fe) 0, OH
7 Ne ~y A
N 5 |
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CoeqnHenue CTpykrypa
NH,
19 o O\-OH
N N
HoN N N~ N
TRNO

20

21

22

-

23

D4

25

26

O~_NH, O<_NH,
g Ji:
N OH
H,oN N N N
2 { Y\H N |

20




10

15

20

25

CoeqnHenue CTpykrypa

NH,

NH, OiNHZ
27 (o) > 0
N _~ OH
HoN S NJ\N
n—o H H g

Ui ux (l)apMaL[eBTI/I‘IeCKI/I IIPUCMIICMBIX COHeﬁ, WA aMHUJIOB, WA CJIOXHBIX B(I)I/IpOB, HJIN CTCPCOU3OMCPOB.

B

B onpenenenHbIX BapuaHTax pealn3aliii HacTosImee H300peTeHIe OTHOCUTCSI K KOMIIO3UITHH, co/iepiKareit
arent, Osoxupytoumit CD47-SIRPa, 1 oauH win Gosee NPOTUBOPAKOBLIX arcHTOB, JUISI IPUMEHEHHUS B KaueCcTBE
JIEKapCTBEHHOTO CPEJICTBA, IJie areHt, omokupyromuit CD47-SIRPa, mpeacrasister coboit coequuenue gopmyirt (1)
WA €0 (papMaleBTHIECKH IPUEMIIEMYIO COJIb, MIIA aMUJl, HUIH CIIOKHBIHM »¢up, mwin crepeonszomMep, Takoe(-oit) kak
OIIICaHO B HACTOSIIEM JIOKYMEHTE, I IPOTHBOPAKOBEIM areHT Ipe/IcTaBIsieT co00d XUMHUOTEpaleBTHIECKuit areHT

Jinjese I/IMMYHOMOZ[YJII/IPYIOHII/Iﬁ arcHT, TaKol KakK OIMCAHO B HACTOSAIIEM JTOKYMCHTE.

B omnpesieneHHBIX BapraHTax pealn3aliy HacTosIee H300peTeHie OTHOCUTCS K KOMIIO3HIMH, cojiepKarneit
arenr, Ooxupytomuii CD47-SIRPa, u ouH wiu Gosiee TPOTHBOPAKOBBIX ar€HTOB U (hapMaIieBTHIEeCKH IPHEeMIIEMBIi
HOcHUTENb, Iyie areHt, Omokupyromuit CD47-SIRPa, npexncraBisier coGoit coequuenme dopmynsl (I) wim ero
dbapManeBTHIeCKH IPHEMIEMY IO COJIb, WIH aMUJL, WM CIOXKHBIM 3QHp, WK cTepeor3oMep, Takoe(-0i) Kak OIICcaHo
B HACTOSAIIEM JOKYMEHTE, M IIPOTHBOPAKOBHIA areHT IpejcTaBisieT co0olf XMMHOTEparneBTHIECKUM areHT WiH

I/IMMYHOMOZ[YJ'II/IPYIOH.[I/IIL/'I arcHT, TaKo¥ KaKk OIMCAHO B HACTOSIIEM JIOKYMCHTE.

B ompeneneHHBIX BapHaHTax pealw3allid B HACTOSINEM M300peTeHHH IIpeUIoXKeHa KOMOMHAIUS,
cojepxarrasi arent, Osoxupytonuit CD47-SIRPa, u oauH wiu 0ojee IPOTUBOPAKOBBIX AreHTOB, IJIE arcHT,

6noxupyrormmuiit CD47-SIRPa, npencrapieH coeaquaenueM Gopmyst (I):

R, R, 0 R,
Ra\N N\v)\u)j\n)\comq
\ S|

N—O
U]

Wi €ro (l)apMaL[eBTI/I‘IeCKI/I HpHCMHeMOﬁ COJIBIO HWJIH aMHuAO0OM, HWIH CJIIOXHBIM B(I)I/IpOM, HJIn

CTCPCOUBOMEPOM; TJIC

Ra mpejcraBnser codoit Bojopo; u Ry mpesacrasisier co6oit Bogopo, -(CH2)CONH,, -(CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH,, -CH>CONHo,, -CHz-apun uwimn -CHs-rerepoapui; wind R, u R; coBMecTHO ¢

arToMaMH, K KOTOPLIM OHHM IIPUCOC/IMHCHEL, O6p3.3yIOT IIUPPOIINITHOBOC KOJIBIO,

R» mpescrasisier coboit Bojtopo, -(CH2):NHC(=NH)NH-, -(CH2)>CONHs, - (CH2).COOH, -CHz-apui wiu

-CHa-rerepoapmui,

Ry npescrasnsier coboit Bonopo; u Rs npejicraniisier coboit Bojiopol, -CHa-apui, - (CH2)sNHC(=NH)NHo,,
-(CH2),CONHa, -(CH2).COOH, -(CH2)sNH> mnu -CH,-rerepoapuir;, win Ry u R3 cOBMECTHO ¢ aTOMaMH, K KOTOPBIM

OHU IIPUCOCINHCHEL, O6p3.3yIOT TIAPPOIINANHOBOC KOJILIO.
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B OIIPC/ICIICHHLIX BapHaHTax pealn3aliin KOM6I/IHaIII/I$I COINIaCHO HACTOMAICMY H306p€TeHI/IIO COJZICPIKUT

arent, onoxupyromuit CD47-SIRPa, npeacTaBneHHbIi coeaeHeM GopMyIH (1), I HHTUOUTOP MPOTEaCOMEL

B OIIPC/ICIICHHLIX BapHaHTax pealn3aliin KOM6I/IHaHI/I$[ COINIaCHO HACTOMAICMY H306p€TeHI/IIO COJICPIKUT

arent, onoxupytomuit CD47-SIRPa, npencrapnernsiii coenuaerneM dopmy sl (1), u arruteno xk CD-20.

B OIIPC/ICIICHHLIX BapHaHTaxX pcalru3aliun KOM6I/IHaHI/IH CONNIaCHO HAaCTOAIECMY I/1306pCT€HI/IIO COICPIKUT

areHt, onoxupytomuit CD47-SIRPa, npeacrapnerssiii coequaenneM dpopmyisl (I1A), (IB), (IC), (D), (IE) umu (IF).

B onpeneneHHBIX BapraHTaxX pealn3allii HACTOsINEEe H300pETeHHE OTHOCUTCS K CIIoco0y Jede IS paka y
cyOvekra ¢ HapymeHHoM peryismueli nytu CD47, BKIIOYAIOIEMY BBEJICHUE CYObEKTY TEpaleBTHYCCKH
3¢ PEeKTHBHOTO KOMUIECTBa areHToB, Onoxupyronmx CD47-SIRPa, B koMOHHAITUY ¢ TepaneBTHIESCKU 3P HEKTHBHEIM
KOJIMIECTBOM OJIHOTO MM OojJee IPOTHBOPAKOBLIX areHTOB; TIje areHTe, Onokupyiomue CD47-SIRPa,

pejcTaBleHk coeuHeHneM GopMy sl (I):

Ry R, o] R;
Ra\lil N\W)\N)kn)\coou
\ S|

N—-O
U

Wi €ro cbapMaueBTmecxn HpHeMHeMOﬁ COJIBIO, MM aMHJIOM, HIH CJIIOXKXHBIM SCbI/IpOM, I

CTEPEOU30MEPOM;
rie

R mpencrapnser codoit Bojopo; u Ry mpesacrapisier coboit Bogopo, -(CH2).CONH,, -(CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH,, -CH>,CONH,, -CHz-apun wiu -CHs-rerepoapui; wind R, u Ry coBMecTHO ¢
aTOMaMH, K KOTOPBIM OHHU IPHCOCSUHEHEI, 00pasyIoT THPPOIHAMHOBOE KOJIBIO; R, mpeacTapisger cooit BoAOpOI, -
(CH2)sNHC(=NH)NH>, - (CH2),CONH>, -(CH»2)>COOH, -CHz-apun wmu -CH»-rerepoapui; Ry npescrasisier coboit
BoJIopo; ¥ Rs mpejicrarisier co6oit Bojopo, -CHa-apuit, -(CH2)sNHC(=NH)NH,, - (CH2),CONH,, -(CH2),COOH,
-(CH2)sNH> nnu -CHo-rerepoapmit; uii Ry 1 R3 coBMECTHO ¢ aTOMaMH, K KOTOPLIM OHU IIPUCOEIUHEHBL, 00pa3yIoT

TTUPPOIUTUHOBOC KOJIBIIO.

B onpeneneHHbIX BapHaHTax pealu3aluu cyObeKT ¢ HapyleHHOU peryisiiuei nytu CD47 npejcrapuser
coboit cyObekra, y koToporo umetores xietku CD47+, cszanHble ¢ 3a00i1eBaHieM. B olpe/ieieHHBIX BapUaHTaxX

peanuzanuu wietkn CD47+, ceszanable ¢ 3a00JI€BaHUEM, TIPEICTABILIIOT co00# pakoBrle kieTku CD47+.

B OIIPCJICIICHHBIX BapuaHTax peain3allui HacTOMIIeC I/I306pCTCHI/IC OTHOCHUTCA K CHOCO6Y, TJC JICUCHHUC
OJTHUM HJIHA Ooiee IIPOTUBOPAKOBLIMHU areHTaMU IIPOBO/JIAT JIO, BO BPEMsI WIH ITOCIIC JICUCHUA COCIUHCHUCM (I)OpMyJ'H)I

(I) mm ero dhapMareBTHIECKH TPHUEMIIEMO# COEIO.

B ompeneneHHBIX BapHaHTaX pead3alliyl HACTOSINEE M300pETCHHE OTHOCHTCS K CIIOCOOY JIEUECHHUS WM
3aJIEPKKHA  IPOTpECCUpOBaHrs 3a00J€BaHUI WM HapylleHuH, omnocpefoBaHHBIX myreM CDA47, y cyObekra,
BKJITIOYAIOIIEMY BBEJICHHE CYOBEKTY, HYKIAIOIMEMYCs B 3TOM, TepaleBTHICCKH d(PPEKTHBHOTO KOIMIECTBA arcHTa,

6nokupyommero nyte CD47-SIRPa, B koMOMHANWU ¢ TepaneBTHICCKH 3(PHEeKTHBHEIM KOJIMIECTBOM OJIHOTO YUIIH
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0ollee IPOTHBOPAKOBLIX AareHTOB; IJie areHT, Onokupyromuit myts CD47-SIRPa, mpejcraBieH cOEIUHEHHEM

dopmy et (1):

R, R, O R,
AN "X N)kN)\COOH
H \ H 'L
N—O ]

m

uin €ro (l)apMaHCBTI/I‘IeCKI/I HpHeMJ’IeMOﬁ COJIBIO, HJIH aMHJIOM, HWIH CJIOXHBIM 3(1)I/IpOM, HIn

CTEPEOM30MEPOM;
rae

Ra mpencrasiser coboit Bojgopox; u Ry mpeacrasisier coboit Bojopos, -(CH2)CONH,, -(CH2),COOH, -
(CH»2)sNHC(=NH)NH3, -(CH»)sNH>, -CH,CONH>, -CH»-apmt unu -CHs-retepoapui;, wiu R, u Ri coBmectro ¢
aTOMaMH, K KOTOPBIM OHU NIPHCOESTUHEHH, 00pasyioT THPPOIHANHOBOE KOJIbI0; R, mpeacrapisger coboit Bogopos, -
(CH»)sNHC(=NH)NH3, - (CH»)>CONHD>, -(CH2),COOH, -CHz-apun umu -CH-rerepoapun; Ry npeacrariser coboit
BOJIOpO[; U R3 mpencrapriser codoit Bojopoa, -CHz-apui, -(CH2)sNHC(=NH)NH,, - (CH2)>CONH>, -(CH»),COOH,
-(CH2)4NH; mmn -CHs-rerepoapmt;, uinu Ry 1 R3 coBMeCTHO ¢ aToMaMH, K KOTOPBIM OHH IIPUCOEIUHEHEL, 00pasyoT

TIUPPOIUANHOBOEC KOJIBIO.

B OIIPEACIICHHLIX BapuaHnTax pealin3alliil HaCTOMAIICC H306pereﬂme OTHOCHTCA K CHOCO6y, rje 3a00JeBaHne

WIN HapyIeHue, onocpegoBannoe myteM CD47-SIRPa, npeacrasisier coboif pak.

B OIIPCACIICHHBIX BapuaHTaxX pcalru3alliil HaCTOIICC I/ISOGpC’I‘CHI/Ie OTHOCHUTCA K CHOCO6y, e 3a00JIeBaHHe

WM HapyIIeHue, onocpeaoBannoe myreM CD47, npescrapiisger coOoi aTepoCKIepos.

B OIIPE/CIICHHBIX BapuaHTax peajln3allii HaCTOMAIICC I/ISOGpC’I‘CHI/Ie OTHOCHUTCA K CHOCOGy, TJac 3a00JICBaHHE

WIK HapyIIeHue, onocpesioBannoe nyreM CD47, npejcraBisier coOolt paccessHHBIHM CKIEpO3.

B OIIPCACIICHHLIX BapuaHTax pealin3allid B HaCTOAICM I/1306peTCHI/II/I IIPEJUIOKCHA @apMaHeBTI/I‘IGCKaH
KOMIIO3UIK:A, coJICpiKalasd COCUHCHIA, TaAKNC KaK OIIMCAHO B HACTOMIECM JOKYMCHTEC, HeoOs3aTEeIbHO B CMECH C

(l)apMaL[eBTI/I‘IeCKI/I IIPUEMIICMBIM HOCHUTECIICM WA p3.36aBI/IT€JIeM.

B ompenmencHHBIX BapmaHTaX pealM3alliil B HACTOSIMEM W300pETCHUH TIPEUIOKEHO NPHUMCHEHUE
KOMIIO3UITUH, cojiepxkarteii arenT, onoxupytommuit CD47-SIRPa, u oguH wiu 0ojiee TpOTHBOPAKOBBLIX aT€HTOB, TAKUX
KaK ONMCAHO B HACTOAIIEM JIOKYMEHTE, JUIS MOJTYICHU S JICKapCTBEHHOTO CPEJICTBA JUIS JCUCHHUS paka V cyOheKTa ¢

HapyIeHHo# peryisiueit mytu CD47.

B OIIPCJICIICHHBIX BapuaHTax pealn3alliil B HAaCTOSIICM H306pCTCHHI/I TIPEJIJIOKCH Ha6op, coz[epmamm‘/i
KOMIIO3UINIO, TaKyIO KaK OIIMCAaHO B HACTOMICM JIOKYMCHTC, U BKJIAJIBIIIL, COZ[Cp)KaH_[I/If/'I HWHCTPYKIUH 11O BBCACHUIO

JIEKapCTBEHHOTO CPEJICTBA JUIs1 JIEUEHUsI ¢y ObeKTa ¢ HapyIIeHHOU peryiismueii mytu CD47.

B HaCcTOAIECM I/1306p€T€HI/II/I TaK¥XKe IPCHIIOKCHBL CIIOCOORI TIOJIYYCHMA COCTAaBOB OIIMCAaHHBIX COCIUHCHUU

JILA (I)apMaL[eBTI/I‘IeCKOFO BBCJ/ICHH .
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Kommosuiur u crocoObl  COTTIACHO HACTOSINEMY H300pPETCHHIO MOXXKHO IPUMEHSTH IS JICUCHHUS
UHMBHAYYMa, HY KJIAIOIIErocs B TOM. B onpeieleHHbIX BapHaHTax pealn3anui HHIUBHA/YYM IPEICTaBIsIeT co0oi
MJICKOTIITAOINEE, TaKOe KaK YENOBEK, WIIM MICKONHMTAIOINEe, HE SBILIOINEECs] 9YeNOBEKOM. llpm BBeneHHH
’KABOTHOMY, TAKOMY KaK 9€JIOBEK, KOMIIO3HITHIO IIPE/IIIOYTHTEIHHO BBOJT B BH/IE apMaIleBTHICCKOI KOMITO3HITHH,
coJiepkarel, HallpuMep, COSJMHEHNE COITIacHO M300peTeHHIo W (hapManeBTHYIECKH IpHEMIIEMbIH HocHTenb. B
IIPEIIOYTUTEILHOM BapHaHTe peai3alliil, eClii yYKa3aHHbe (hapMaIleBTHIECKIE KOMIIO3UINY IIpe/THA3HAUCHBI JUIs
BBEJICHUSI YENIOBEKY, B YaCTHOCTH, JUISI HHBA3HBHBIX CIIOCOOOB BBEJICHUS (T.€. CIIOCOOOB, TaKUX KaK MHHEKIIUS HIIH
UMIUTaHTaIMs], IPU KOTOPBIX TpeOyeTcsl MPeoI0IeHIE SIUTENHAILHOTO Gapbepa /Ul TpaHcopTa Wik Auddysun),
BOJIHBIH PacTBOP SABISETCS AlIMPOTEHHBIM MM 10 CYINECTBY allMpOreHHBIM. BeromorareibHEIE BENeCTBa MOTYT OBIThH
BBIOpaHbl, HAIIPUMED, IS 33/IEP’KKH BLICBOOOXK/ICHHUS areHTa WIH CEJICKTUBHOTO HAIPABICHHOTO JICUCTBUS Ha OJTHY
wn Gojee KIETOK, TkaHel win opranos. @apmarieBriuyeckasi KOMIO3HIUS MOXKET IPUCYTCTBOBAThH B CTaHAapTHOM
JekapcTBeHHOH popMe, Tako# kak TableTka, Kancyira (BKII0o9asl BCKPLIBAEMYIO KallCyJIy U JKeJIaTHHOBYIO KallCyIy),
rpanyia, JHOQUIN3aT U1 IEepepacTBOPEHHs], IIOPOINOK, pPacTBOP, CHPOI, CYIIO3UTOPHI, HHBEKIUSI H T.J.
KoMmo3uiust MOKeT TakkKe IMPUCYTCTBOBAThH B CHCTEME YPECKOKHOM JJOCTAaBKH, HAPUMEP, B KOKHOM INIACTHIPE.
KomMrno3uius Takke MOKET IIPUCY TCTBOBAThH B PACTBOPE, ITOIXOJISIIEM JUIsl MECTHOTO BBEJICHNUS, TAKOM KaK IJIa3HBIC

KaIiu.

dapmareBTHICCKA [IPHEMIIEMBI HOCHTENL MOXET COJEpKaTh (PU3MONOTMYECKH IpHEeMIEMBIC areHTHL,
JICUCTBHE KOTOPHIX, HAlPAMEp, 3aKIIOYacTCsl B CTaOWIM3AIlM, NOBBINCHUH PACTBOPUMOCTH WM IIOBBHIINCHUH
BCACBHIBAHUSI COCAMHEHMS. YKa3aHHBIE (U3HOIOTMYECKH IIPUEMIIEMble areHTH BKIIOYAIOT, HAIPUMEp, YIVICBOJHL,
TaKHe KaK IVII0KO03a, caxapo3a WM JeKCTpaHbl, aHTHOKCH/IaHTHL, TaKHe KaK aCKOpOMHOBAs KUCJIOTa MJIH IIyTaTHOH,
XeIaToo0pa3yIoe areHTHl, HU3KOMOJEKYJIIPHBIE OCIKH MWIM JpYyTHe CTaOWIN3aTOpPBHl HIH BCIIOMOTATEIBHEIC
BerecTBa. BrIGop dapMareBTHUECKH MPUEMIIEMOTO HOCHTENsS, BKIIOUas (PU3HOIOTHUIECKH MPUEMIIEMBIH arcHr,
3aBHCUT, HANpUMEp, OT clocoba BBeAeHHs KoMmIo3uIuu. [lpemapar dapMmaneBTHIECKOM KOMIIO3HIIUH MOXET
IpPEJICTABISITE  cOOOM  CaMOPMYJILTUPYIONIYIOCST ~ CHCTEMY  JIOCTaBKH  JIGKAPCTBEHHOTO  CpeJicTBA WM
CaMOMMKPOSMYJIBIHPYIOIYIOCS CUCTEMY JIOCTaBKU JIEKaPCTBEHHOTO cpejicTBa. PapmarieBTudeckast KOMIIO3UITHS
(pemapaT) TakXe MOXET IIPEACTAaBIATH cOOON JHIOCOMY WIH JPYIVIO HOIAMEPHYIO MATpPHIy, B KOTOPYIO
BKIIOUCHO, HAIpUMEp, COCJAMHCHHE COTJAacHO M300peTeHmo. JIMIMOCOMEI, KOTOpHIE, HAIpUMEp, coJiepKar
dochomununel WIM APYTHE ITUNAALL, IPEICTABISIOT cOO0H HETOKCHIHBIE (PU3HMONOTHYCCKH IPHEMIIEMBIE H

MeTa6OHI/ISI/IpyeMLIe HOCHUTCIIN, KOTOPBIC OTHOCUTCIBLHO IIPOCTO MOJIYIaTh U BBOJAUTD.

ATCHTEI B KOMITO3UITAN BBOJIIT OJJHOBPEMEHHO, T.€. KaXBIH areHT BBOJAT C WHTEPBAIOM MPUMEPHO 45
quet, 30 queit, 15 nuelt, 7 nuelt, 3 nueH, 2 aus, 1 J€Hb WIK 1O CYIECTBY OJHOBPEMEHHO OTHOCUTEILHO BBEJICHHUS
JIpyroro(-ux) areura(-oB) B KOMOMHAIIUN. ATEHTHI MOYKHO PacCMaTpPUBaTh B KAUECTBE IPUMEHSIEMBIX B KOMOMHAITUH,

€CJIM CXEMA BBCACHMUA ABIACTCA TaKOfI, YTO B CHIBOPOTKE IIPUCYTCTBYET TCpaHeBTI/I‘IeCKI/Iﬁ YPOBCHL 000HX areHTOB.

B omnpeneneHHBIX BapuMaHTaxX pealu3allid IIPH BBEJCHMH Kaxjlas Jl03a areHra, Omoxupytomero CD47-
SIRPa, # mpoTHBOpaKoBOTO(-EIX) areHTa(-0B) B KOMOMHAIHH cocTaBisgeT oT mpuMepHo 0,0001 o 100 mr/kr, a warre
ot 0,01 1o 50 MI/KT MaccH Tena manueHTa. HampusMep, T03ApOBKH MOTYT COCTABIIATH | MI/KT MaccH Tena, 10 Mr/kr
Macchl Tena uian 30 MI/KT Macchl Tella WM HaXOJUThHCs B inanazone 1-50 MI/kr. JIo3HpOBKY MOXHO PETyIHpOBATh C
YYETOM MOJIEKYJISIpHOH Macchl areHta, Omoxupytomero CD47-SIRPo, WM IpOTHBOPAKOBOTO arcHTa COTJIIACHO
OTIMCAHMIO W MOXHO HOHM’KaTh OTHOCHTEIBHO JIO3UPOBKH, TPEOY MOt TSI MOHOTEPAINH ¢ IIPUMEHEHHEM KaX [0TO
areHra 13 KOMOWHAITMH 110 OTJIETHHOCTH. | IpuMep pexxnMa JeIeHrs BKIIOYacT BBEICHIE KaX/IBIi /ICHb, JBa pas3a B

HCJICIIO, pa3 B HEJICIIO pa3 B JIBC HCJICJIN, pa3 B MCCAIl U T. .
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(DpaSy <<(1)apMaL[€BTI/I‘IeCKI/I HpHeMJ’IeMHfI» HCIIOJIL3YIOT B HACTOMIEM JOKYMCHTC JUIS ONUCaHUs
COGZ[HHGHPIfI, MaTepualios, KOMIIO3HUITHHA W/ Win JICKApCTBCHHLIX (I)OpM, KOTOpPLIC B paMKax 000CHOBAHHOTO
MEJUIUHCKOTO CYIKICHUA ITOJAXOIAT I IPUMCHCHHNA B KOHTAKTC ¢ TKaHAMUA YCJIOBCKA U JKUBOTHBIX, HC BLI3LIBasL
UPE3MCPHYIO TOKCUTHOCTD, pa3/Ipa)keHue, aHHepFI/I‘IeCKI/Iﬁ OTBET UJIKA JIPYIVIO HpO6JIeMy HJIH OCJIOXKHCHHUC, 1 UMCIOT

IIpUEMJIICMOC OTHOMIICHUEC HOJ'H)Sa/pI/ICK.

®paza «bpapMareBTHUECKH IPUEMJIEMBIH HOCHTENb» B  HACTOAINEM JIOKYMEHTEe OO0O3HadaeT
dapMarieBTHIECKH IpUEMIIEMBIH (-yI0) MaTepHal, KOMIO3HITHIO MM HALIOTHUTEINb, TaKOH KaK KUJKUH WITH TBEP/IbIH
HaNOJNHUTEb, Pa30aBHUTENb, BCHOMOIATEIBHOE BEIECTBO, PACTBOPHUTENbL MIM HHKAICYJIUPYIOIIEE BEIIECTBO.
Kaxapiit HocuTeNnb JTOIKEH OBITH «IIPHEMIIEMBIMY» € TOYKU 3PEHUSI COBMECTHMOCTH C JIPYTHMH HMHIPEAMECHTAMU
cocTaBa M Oe3BpETHOCTH /IS anueHTa. HekoTophle IpUMepH MaTepHaIOB, KOTOPHIE MOTYT BBHICTYIIaTh B Ka4eCTBE
dapMarieBTHIECKH IpUEMIIEMBIX HocHTelel, BiitodatoT: (1) caxapa, Takue Kak JIakTo3a, IJIIOKO3a U caxaposa; (2)
KpaxMallbl, TaKKMe Kak KyKypy3HBIM kpaxMmal U KapToelbHBIM kpaxMal, (3) IeUIoNo3y U €€ IPOU3BOJIHbIE, TaKHe
KaK KapOOKCHMETHIILEIUIION03a HATPHs, STHIICILIION03a U aleTaT NEIUIIONo3k,; (4) MOPOIIKOBEIM Tparakant; (5)
coson;, (6) xematus, (7) Tanbk, (8) BCHOMOTaTeNbHBIE BEINECTBAa, TAKWME KaK MAcCIo Kakao W BOCKH JUIS
CYIIIOZUTOPHUEB; (9) MaciIa, Takue Kak apaXHCOBOE MaclIo, XJIOIKOBOE MaciIo, cadhIopoBoe Macio, KYH)Ky THOE Macllo,
OIIMBKOBOE Maclio, KyKypy3HOEe Macio M coeBoe Macio;, (10) mmkonu, Takue Kak HPONMICHIIHKONB, (11)
MHOTOATOMHEIE CIIUPTHL, TaKue KaK MIMIEPHH, COPOUT, MAHHHUT U HOIMITWICHITIMKOI; (12) cI0KHBIE 3 UPEL, TaKue
Kaxk stuinonear W srwniaypar; (13) arap; (14) GydepHBle areHTHI, Takue KaK THAPOKCHJ MArHUs W THJIPOKCHI
amoMuHus, (15) anbrusHoByro kucinoty; (16) amuporennyio Boxy; (17) msoronmueckuit coneBoif pactBop; (18)
pactBop Pumrepa, (19) stunoswrit ciupr; (20) docdarurie OydepHble pacTBOphl, U (21) ApyrHe HETOKCHIHBIC

COBMECTHUMEIC BCIIECTBA, IIPUMCHIACMEIC B Q)apMaLIeBTI/I‘IeCKI/IX COCTaBax.

GapmarneBTHIECKas] KOMIIO3UIUA (IIperiapar) MOXeT OBITh BBeJIEHA CYOBEKTY JIIOOBIM U3 psiia clocoboB
BBEJICHUSI, BKIIIOUAsI, HAIIPHMEP, IEPOPATBHBIA (HAIpUMeEp, B XKUJKUX JEKAPCTBEHHBIX (OpMax, TAKMX KaK BOJHBIC
WUTH HEBO/THBIC PACTBOPHI WM CYCIICH3MH, TablIeTKaX, Karcyrax (BKIoYasi BCKpHIBAEMBIC KAICYJIBl U KEIaTHHOBEIC
Kalcyasl), Gomrocax, IOpOINKax, I'paHylax, IacTaxX /sl HAHECCHHS Ha SI3BIK), BCACHIBAHME HUepe3 CIH3UCTYIO
000JIOUKY MOJOCTH pTa (HaIpUMEp, HOABSI3LITHO), aHAILHBIA, PEKTaTBHBIN WM BHYTPUBATMHANLHEI (HalIpuMep, B
BHJIE TIeccapsi, KpeMa WM IIEHKH);, IapeHTepaTbHbIH (BKIIOYasi BHY TPUMBIIICYHEIH, BHY TPUBEHHBIH, TTOIKOKHEIH
WIN WHTpAaTeKalIbHLIA, HamphUMep, B BHJC CTCPWILHOTO pAacTBOpa WIM CYCHCH3WH), WHTPaHa3aIbHBIN,
HUHTPAEpUTOHCANLHEIN, MOJAKOXKHBIN, IPECKOXHBIM (HApUMeEp, B BHJE IUIACTHIPS, HAHECCHHOTO Ha KOXY), H
MECTHHIM (HanpuMep, B BAJIC KpeMa, Ma3! WIH PacTblIsIEMOrO COCTaBa, HAHECEHHOTO Ha KOXKY, WM B BUJE TIIa3HBIX
karrenb). CoeMHEHNE TakXe MOXET OBITH BKIIOYCHO B COCTaB, HMOAXOJSINHN JUTsl MHTASIINHA. B OIpe/IelIeHHBIX

BapuanTax peajn3aiiuu cOC/IMHCHNC MOKCT OLITE IIPOCTO pacTBOPCHO UJIA CYCIICHIUPOBAHO B CTepHHLHOfI BOJC.

CocraBsl st y1oOcTBa MOTYT OBITH IPE/ICTABICHB! B BH/IC CTaH/IAPTHOHN JIEKapCTBEHHOM (HOPMBEI I MOTYT
OBITH TOJYICHB! MOOBIMH cIIOCOOaMHM, XOPOITO HM3BECTHBIMH B oOnmacTé ¢apmareBTHKH. KoImiecTBO KakI0To
AKTUBHOTO MHIPETACHTA B KOMIIO3UITHH, KOTOPHIA MOET OBITH OOLE/TMHEH C BEIECTBOM-HOCHTENEM JITS TIOYICHHUS
JIEeKapcTBEHHON OPMBI JUIST OTHOKPATHOTO BBE/ICHHS, MOXKET OBITH Pa3HLIM B 3aBHCHMOCTH OT ITaIlEHTa, KOTOPOTO
Jevar, KOHKPETHOTO crocoba BReieHHs.. KOIMIecTBO Kaxk/[0T0 aKTHBHOTO HHIPEIMCHTA B KOMIIO3HITHH, KOTOPHIi
MOXET OBITh OOBEWHEH ¢ BENECTBOM-HOCHTENEM /UL IOIYYCHHUS JICKapPCTBEHHON (OPMBI IS OJHOKPATHOTO
BBEJICHUSI, B IIENOM, INPEACTABISIET cOOOH KONIMYECTBO COSAMHEHHS, KOTOpPOEe OOCCICUMBACT TEPAICBTHICCKHI
a¢dexT. B nemomM, B mepecuere Ha CTO IPOIEHTOB YKa3aHHOE KOIMIECTBO COCTABISET OT IPUMEpHO | IIporeHTa 1o

IIPUMCPHO JCBAHOCTA JICBATHU IPOICHTOB KaXJOI'0 aKTUBHOI'O HHIDCIUCHTA, IPESIOYTUTCILHO OT HPUMCPHO 5
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IIPOIEHTOB JI0 IIpUMepHO 70 IPOIEHTOB, HaMOOJIEe IPEAIIOUTUTENRHO OT IpuMepHO 10 mpoIeHToB Jo npuMepHo 30

IIPOTICHTOB.

Crocoln TIIOJYYCHHNA VKa3aHHBIX COCTABOB HWIIHN KOMITO3UIIAA BKJFOYAIOT CTaIHUIO O6T>€Z[I/IHGHI/I$I
Hpel[ﬂO)KeHHOf/'I KOMIIO3MIIUK € HOCHTCICM H, HeO6${3aTeJ'[I>HO, C OJHHM HJIHA 0ojiee BCHOMOTATCILHLEIMU
WHI'pCANCHT aMU. B IICJIOM, COCTABhI IIOJYYAIOT IIYTEM PAaBHOMCPDHOI'O U TIMATCIILHOIO OGLGZ[I/IHCHI/IH COC/TUHCHUA
COITIaCHO HACTOMAIEMY I/1306peTeHI/IIO C KUAKUMHA HOCUTCIIMHA WIIN MEJIKOJIUCIICPCHBIMU TBECPJABIMYA HOCUTCIISIMU WA

¢ 000MMH yKa3aHHBIMU BHJIAMH HOCHTEIEH U, IPH HEOOXOAUMOCTH, HOCIIEAYIONIEr0 IPUAaHus GOPMBI IPOYKTY .

CocTaBHI COIIACHO 1/1306peTeHm0, TMIOJXO /LA e I NEPOPAITBLHOTO BBEACHUA, MOTYT UMCTh (1)OpMy KaleyJx
(BKJ'IIO‘IaFI BCKPBIBACMBIC KalICYJIBI 1 KCIIATHUHOBLIC KanchILI), KpaxXMaJIbHBIX KalICyJI, ITWIIOJIb, Ta6J’I€TOK, JICACHIIOB
(B KOTOPBIX HCIIOJIB3YCTCA apOMaTHU3MpPOBaHHAA OCHOBA, KaK IIPpaBHJIO, caxapos3a H apaBPIﬁCKaSI KaMC/Ib HIIN
TpaFaKaHT), J'II/IO(bI/IJ'IOB, IIOPOHIKOB, T'PpaHyJI WK pacTBOpa WIN CYCIICH3UU B BOJIHOM WJIM HEBOJHOM XUJKOCTH WIH
KU KON OMYJILCHHU THUIIAa MACJIO-B-BOAC WJIN BOJAa-B-MacJie, WK dSJIMKCUpa, WIKA CUPOlla, WIN ITaCTUIIOK (B KOTOPBIX
HCIIONB3YETCs MHEPTHAaA OCHOBA, TaKas KaK JKEJIAaTHH WU INIMICPHUH WK caxaposa Hu apaBHﬁCKaﬂ KaMeZ[b) 150058107
pacTBOpPOB JIA IIOJIOCKaHUA pTa U T.[1A., Ka)KZ[bIﬁ(-aH) 13 KOTOPBIX COACPKUT IIPEABApPUTEIBHO OIIPCACICHHOC
KOJIUICCTBO KOMIIO3UITUHN COINIACHO HaCTOSIEMY 1/13o6pereHmo B Ka4e€CTBE aKTHMBHOMU KOM6I/IH3.L[I/II/I. KOMHOSI/IHI/II/I

TaKX e MOTYT OBITH BBEJICHEI B BHJIC 60J'II-OC&, KaIllKy UIH I1aCThI.

JUIsL [OTy4YeHUsI TBEpABIX JIEKApCTBEHHBIX (OpM JUIS IEepOpalbHOrO BBeJCHHS (Kalcys (BKIOYas
BCKPBIBACMBIE KaIICYJBl M JKEIATHHOBBIC KAaIlCyJIBI), TaOJIETOK, IHIIONb, JApaxe, IIOPOIIKOB, I'paHyl U T.J.)
KOMIIO3UITHIO, TAKYIO KaK OIIMCAHO, CMEIIUBAIOT ¢ OJJHAM WK Goliee hapMalieBTHIeCKH IPUEMIEMBIME HOCHTEILIMH,
TaKUMH Kak IUTpar HaTpus Wi docdaT JUKAIBINS, WK ¢ JIOOBM U3 cieayiomero: (1) HaNoJIHUTENAMH WIX
00beMOOOPA3YIOIIMHA areHTaMI, TAKUME KaK KpaxXMaibl, JaKTo3a, caxaposa, TIII0K03a, MaHHUT W/WIN KpEeMHHCBAs
KUCIOTa; (2) CBSA3HIBAIOIIMME BEIECTBAMH, TAKMMH KakK, HaIpUMep, KapOOKCHMETHIIIEIUIION03a, ATbTHHATHL,
KeNaTHH, MOTUBUHIIIIUPPOIHIOH, caXapo3a W/WiIN apaBuiickas KaMesb; (3) cMauuBaIONUMY BEIECTBAMHU, TAKUMHU
Kak ITHNEpUH; (4) pasphIXIUTEIsIME, TaKUMH Kak arap-arap, kKapOoHaT KalIbIusl, KapTOQEIbHBIN WIN TATMOKOBLIH
KpaxMajl, aJbI'MHOBAasl KHCIIOTa, OIpPE/CICHHBIC CIJINKATHl M KapOOHAT HATpus, (5) areHTaMU, 3aMe/IIONUME
pacTBOpeHme, TaKUMHU Kak mapaduH; (6) YCKOPHTEISMH BCACHIBAHUS, TAKMMH KaK YETBEPTHYHBIC aMMOHHUITHEIC
coeuHeHus, (7) YBIaXHUTENSIMH, TaKUMU Kak, HalpUMeEp, INETWIOBHIM CHUPT W INHIEpHIMOHOcTeaparT, (8)
abcopOeHTaMH, TaKIMH KaK KAOJIWH U OCHTOHHUTOBAS TIHMHA, (9) cMa3bIBAIONMME BEIECTBAMH, TAKAUME KaK TajbK,
cTeapaT KaJbIWs, cTeapaT MarHds, TBEpAble MONMATIIICHIIMKONHN, Jaypuiacyiabdar Hatpusi u ux cmecw; (10)
KOMIIIEKCOOOPa3yIONTUMH areHTaMHt, TAKMMH KaK MOTU(UITIPOBAHHBIE U HEMOIU(PUITIPOBAHHBIE TTUKIOACKCTPHHEL,
u (11) xpacurensimu. B citydae karcys1 (BKIIO4asi BCKPHIBAEMBIE KAIICYJIBI U JKEIATUHOBBIE KAIICYJIb), TaOJIETOK U
MIDTIONG  (hapMareBTHIECKUE KOMIIO3HMITHE TakXXe MOTYT coJiepXaTh Oy(epHBIE areHTHL. TBepAble KOMIIO3HITUH
CXO’KETO THIIA TAK)XE MOKHO HNPUMEHAThH B KAUECTBE HAIIOTHHUTEICH B MATKAX U TBEP/BIX KEITaTHHOBBIX Kallcylax ¢
IPUMEHEHNEM BCIOMOTATENBHBIX BEIECTB, TaKWX Kak JIaKkTo3a WJIH MOJOYHBIE caxapa, a Takxke

BBLICOKOMOJICKYJIAIPHBIC TIOJTUDTUIICHIVIMKOJN U T. .

Tabaerka MoXeT OBITH TIoJIydeHa IIy TeM IIpeCCOBaHN I NI q)OpMOBaHI/IfI HeoOs13aTeIHLHO COBMECTHO C OJHUM
it 6ojJee  BCIOMOTATCILHBIMA HUHIpC/IUCHTaMHA. HpeCCOBaHHI)Ie TaOlleTKH MOIYT OBITH IIOJYYCHBL €
HUCIIOJB30BAHUCM CBA3BIBAIOIICTO BCIICCTBA (HaHpI/IMep, JKCJIaThHa HIH I‘I/IﬂpOKCI/IHpOHI/IHMeTI/I.]'II_IGJ'IJHOJ'IOSI)I),
CMAasbIBaIOMICIo BEIeCTBa, WHEPTHOTO paS6aBI/ITeJI$I, KOHCCpBaHTa, pa3phbIXIIUTEIIA (HaHpI/IMep, HaTpus Kpaxmaa

TIINKOJsITa  HWJIW  [IOIICPCYHO CIIUTOMR Kap6OKCI/IM€TI/IHH€JIJHOJIOSLI HanI/ISI), NIOBCPXHOCTHO-aKTUBHOTI'O WU
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JUCHECPTIUPVIONICIO arcura. q)OpMOBaHHI)Ie TabIeTKH MOIYT OBITE TOJIYYCHBL (I)OpMOBaHI/IeM B IIOJIXO/AIICM alllapare

CMECH TTIOPOIIMKOBOTO COCANHCHN A, CMOYCHHOT'O HHCPTHBIM KU IKUM pa36aBI/ITeHeM.

Tabnerkn u pyrue TBEpABIE IEKAPCTBEHHBIE (GOPMBI (hapMaIieBTHIECKUX KOMIIO3UIIAH, TaKue KaK Jpaxe,
KaIcyJsl (BKIIOYasi BCKpEIBaEMbIE KaIICYJIbl U JKEJIaTHHOBBIC KaIICYJIbl), IHIIONN U IPaHyJIbl, MOTYT HEOOS3aTEIHHO
coJiepKaTh HACEUKHM M MOTYT OBITh IIONYYEHHI COBMECTHO C IOKPHITHSIMH WM OOONOYKAaMH, TaKUMH Kak
KAINEYHOPACTBOPUMBIE  IIOKPHITHSI M JIPyIHE HOKPHITHS, XOPOINO H3BECTHHIE B OOTACTH  IIONYICHUS
dapMarieBTHIecKuX CcOCTaBOB. OHH TakXe MOIYT OBITH IOJYYEHHI € BO3MOKHOCTBIO MEUICHHOTO WIH
KOHTPOJIMPYEMOTO BHICBOOOXK/ICHIS OOBbEIMHEHHEIX B HUX aKTUBHBIX MHTPEMEHTOB C HCIOIB30BaHUEM, HAIPUMED,
THIPOKCUIPOIMIMETHIINEIUIIONO3H! B Pa3HbIX HPOIOPIUSX /UL 00eCIeISHHUS )KEeIAeMOTO IPOGUIISI BRICBOOOKACHHUS,
JPyTUX TOJMMEPHBIX MAarpHll, JHUIOCOM W/WIH MHKpocdep. OHH MOIyT OBITH CTEPWIN30BAHBI, HAIpUMED,
dunsrpoBaHueM depe3 QIIILTP, YACPKUBAIOIMUI GakTepuy, WIK BKIIOYCHHEM CTEPMIIM3YIOIIUX arcHTOB B BHJC
CTEPWILHBEIX TBEP/IBIX KOMIIO3UITUH, KOTOPEIE MOTYT OBITH PACTBOPEHHI B CTEPMIILHOI BOJIE MIIH KaKoit-Tu6o rpyroit
CTEpWILHON MHBEKIIMOHHOM cpejie HElOCPEICTBEHHO Iepe/] IPUMEHEHHEM. Y Ka3aHHbIE KOMIIO3UIIUHN TaKXKe MOTYT
HeoOs3aTeNNBHO COAEpKaTh 3aMyTHHTENIM M MOTYT IPEJCTABIATH cOOOH KOMIIOZHITMH, KOTOpPBIE BEICBOGOXKIAIOT
aKTUBHBIH(-bIe) HHIPETUCHTHI(-bI) TOIBKO WX NIPENOUTUTEILHO B ONPEJETICHHOM YUaCTKE JKEITYT0UHO -KUIEYHOTO
TpaKTa HeoOs3aTeNIbHO ¢ 3a7ep kKo, [IpuMepH! 3aIMBOYHBIX KOMIIO3UIIUH, KOTOPBIE MOKHO IIPUMEHSTD, BKJIFOUAIOT
IOJIUMEPHBIC  BelllecTBAa M BOCKH.  AKTHBHBIE  HMHIPEJUEHTHl Takk€ MOIYT  IPHCYTCTBOBaTh B
MHKPOHMHKAIICYJINPOBaHHON (hopMe, IpH HEOOXOIMMOCTH, COBMECTHO C OJHHMM HIHM 0oliee ONHCAHHBIMH BEIIIE

BCIIOMOT'aTCJIbHBIMHA BCINCCTBaAMH.

XKunxue nexapcTBeHHBIE (GOPMBIL, HOAXOAINHIE JUISI HEPOPATHHOTO BBEICHHUS, BKIIOYAIOT (GapMarieBTHIeCKH
[IpHEMIIEMBIE DMYJILCUH, JTHOGWILL VISl HePEpacTBOPEHHS], MUKPOIMYJILCHH, PACTBOPHI, CYCIICH3HH, CHPOIBI U
SIUKCUPEL. [[OMHMO aKTHBHBIX HHTPEIVCHTOB XHUJIKHE JIEKapCTBEHHBIE (OPMBI MOTYT COJEpKaTh HHEPTHHIC
pasbaBuTeny, OOBMHO IpPUMEHSIEMBIC B JIAHHOW OOITAcCTH TEXHWKH, TaKWe Kak, HAIpuMep, BOJa WIH JIpyTHUE
PacTBOPUTEIH, ITUKIOICKCTPUHEI U X IPOU3BO/IHEIC, arCHTHI, IOBHINAIOINIHAE PACTBOPHMOCTD, M OMYJILIaTOPHL, TaKue
KaK STWIOBBIM CIMPT, M30HPONWIOBLI CHHPT, STHIIKApOOHAT, STHIIANETaT, OCH3WIOBHI cnupT, OGCH3WIOCH30aT,
IPOIICHTIUKOMNb, 1,3-6y THICHNINKOIB, Macia (B YaCTHOCTH, XJIOIKOBOE, apaXxUCcOBOE, KYKYPY3HOE, 3apOABIIIEBOE,
ONIMBKOBOE, KACTOPOBOE M KYHXXYTHOE Macia), TIUIEPHH, TETParuApoQypHUIOBEIl CIHUPT, MOTUITHICHITHKOIN 1

CJIO KHEBIC B(I)I/IpI)I KUPHBIX KHUCIIOT N COp6I/ITaHa, U UX CMCCH.

TTomumo WHEPTHBIX paS6aBI/ITeHef/'I IIEepOpalIbHBIC KOMIIO3UIIUHU TAKXKE MOI'YT BKIIOYAaTh albIOBAHTEL, TAKUC
KaK VBJIaXHUTCIHN, SMYJIBIaTOPhl U CYCIHCHAUPYIONUC arcHThl, IMOACIAaCTHUTCIIN, BKYCOaApOMATUICCKUC Z[O6aBKI/I,

KpacuTeJn, apoMaTru3aTophbl U KOHCCPBAHTEIL.

CYCHGHSI/II/I, IIOMHUMO aKTHUBHBIX UHI'PESIUCHTOB, MOIYT COACPKATL CYCIICHJIUPYIOMUC arcHThl, TAKUC Kak,
HalpuMEp, STOKCHMIINPOBAHHBIC U30CTCAPUIIOBLIC CIIUPTEIL, HOJII/IOKCI/IBTI/IJICHCOPGI/IT U CIIOXKHEIC B(I)I/IpI)I COp6I/ITaHa,

MUKPpOKpHUCTAJNINICCKasd IMEJUIT0I03a, MCTaruJ[pOKCHU/[ aJltOMAHU, 6eHTOHI/IT, arap-arap 4 TparakauT U UX CMCCH.

CocraBn (l)apMaL[eBTI/I‘IeCKI/IX KOMITO3HITUN i1 PCKTAJILHOIO, BHYTPUBAaIrMnHAJILHOTO WIHN YPETPAJIBHOTO
BBCACHUS MOTYT OBRITH IIpEACTAaBJICHLL B BHJIC CYIIIO3UTOPHUS, KOTOpI)Ii/'I MOXET OBITH TIOJIYYCH CMCIICHUCM OJIHOT'O
i Oollee  aKTHUBHLIX WHTPEIUCHTOB Hpel[ﬂO)KeHHOf/'I KOMIIO3MIIMKA C OJHHM HIHA Oolee IIOAXOAITUM A
Hepa3pakaromruMU BCIIOMOTaTCILHBIMUA BCIICCTBAMU WM HOCUTCIAIMU, COJCPIKAIIIUMHU, HAIIpUMEP, MAcJIO Kakao,

TIOJUBTHIICHTIINKOJ L, BOCK JUIA CYIIIIO3UTOPUCB WX CAJUIWIAT, U KOTOPLIC ABJIAIOTCS TBCPALIMU IIPU KOMHATHO
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TeMIIEpaType, HO KUJAKUMU IIpU TEMIIEpaType Tejla U, TaKUM 06pa30M, IIJIaBATCA B HpHMOfI KHUIIIKC WM IIOJOCTH

BlIarajivmia u BI)ICBO60>KZ[3.IOT AKTHUBHLIC MHI'PCJINCHTEL.

CocraBh (l)apMaL[eBTI/I‘IeCKI/IX KOMIIO3HITAH /IS BBEJICHUA B IIOJOCTh pTa MOIYT OBITh IIpEJICTaBJICHLL B BUJIC

KUAKOCT U JUJI TIOJIOCKAaHU:A ITOJIOCTH PTa WK IIEPpOPAJILHOTO paclbUIICMOI'0 cOCTaBa, Wil HepOpaJ'H)HOf/'I Masu.

B xauecTse aimbTepHATHBH WIKM B JIONOJTHEHHE, KOMIIO3UIMHA MOTYT OBITH IOJIYYEHB ¢ BO3MOXKHOCTHIO
JIOCTaBKH depe3 KaTeTep, CTEHT, IIPOBOJIOYHBIM HMHTPOABIOCEp HIH JPYroe BHYTPHIIPOCBETHOE YCTPOMCTBO.
[IpuMeneHne yKa3aHHBIX YCTPOMCTB MOXeT OBITH 0cOOEHHO 5((EKTHBHBIM JUIS JOCTABKH B MOYEBOIl IIy3BIPD,

MO‘IGI/ICHYCKaTeJ'H)HLIf/'I KaHaJl, MOYCTOYHHUK, IIPAMYIO KUINKY WIA KUIICYHUK.

COCTaBLI, TIOJAXO/IIHC JUISI BHYTPUBAIrMHAJILHOT'O BBCJICHM A, TAKKEC BKIITOTAIOT IICCCaApUH, TAMIIOHBL, KPDEMEL,
T'elin, HacThl, IICHKU WJIN PacIlbUIAACMBIC COCTABLL, COJCPIKAIUC U3BCCTHLIC HOCUTCIIN, CHUTAIOIMUECCSI IPUTO/ITHBIMUA B

JaHHO# 00JaCTH TEXHUKH.

.HeKapCTBeHHLIe (1)OpMI>I JUIT MECTHOTO WJIHN IPECKOKHOI'O BBEJACHUS BKIIOTAIOT IMOPOMIKH, PaCIIbUIsICMEIC
COCTaBbI, Ma3u, IACThI, KPEMEIL, JJOCLOHBI, I'€JIM, PACTBOPEI, IJIACTBIPU U WHIAJIAIHUOHHEBIC IIpElapaThl. AXTHBHEIC
COCIUHCHUSI MOTIYT OBITH CMCIIAHLI B CTEPUIILHBIX YCJIOBUIAX C (bapMaueBTI/mecm IPUCMJIEMBIM HOCHUTCJIEM H

TIO0BIME KOHCepBaHTaMH, Oy hepaMyl IIH BHITCCHUTEILSIMU, KOTOPBIE MOTYT IOTPEGOBATHCSL.

Masn, IIacThl, KPEMBI U TCJIM ITOMHMO AKTUBHOT'O COCJUHCHUSA MOIYT COACPKAThL BCIIOMOTATCJILHEIC
BEIIIECTBa, TaKHE KaK JXHUBOTHBIC W PAaCTUTCIBHBIC JMXWUPBI, Maciia, BOCKH, Hapa(bI/IHbI, KpaxMaJl, Tparakafr,
TIPOU3BOAHBIC IEJUIIOJIO3EI, ITOJUSTUIICHIVINKOIN, CUINKOHBL, 6CHTOHI/ITI>I, KPEMHHUCBYIO KUCJIOTY, TaJlbK U OKCHJ{

IIMHKa WJIHA UX CMCCH.

HOpOH_IKI/I 1 pacliblIsICMBIC COCTABBI MOTYT COJICPIKATH HIOMUMO aKTUBHOTO COCAUHCHUA BCIIOMOTI'aTCIILHBIC
BCHICCTBA, TaKMC KaK JIAKTO3a, TalbK, KPCMHHCBasA KHCIOTa, THUAPOKCHA QJIIOMHUHUS, CHIIMKATHEI KaJbIUA U
MMOJIHAMUTHEI TIOPOHIOK UJIN CMECH YKa3aHHBIX BCHICCTB. PacnnuisgseMBIe cOCTaBEL MOTYT AOIIOJHUTCIILHO COJICPIKATh
CTaHAapTHBIC BHITCCHUTCIIN, TAKUC KaK X.HOp(l)TOpyI‘.HGBOL[OpOI[BI 1 JICTYIHUC HC3AMCHICHHLBIC YITICBOAOPOALI, TAKHUEC

Kak OyTaH ¥ IIPOIIaH.

UpeckoXKHBIE IUIACTHIPH O0I/IAI0T JOTOTHUTEIHHBIM IIPEUMYIIECTBOM, OOeCTIeUnBas KOHTPOIAPYEMYIO
JIOCTABKY COC/IMHEHHMSI COTIIACHO HACTOSINEMY H300PETEHHIO B OPraHU3M. YKa3aHHBIE JIEKapCTBEHHBIE (JOPMBL MOTYT
OBITH TOMYYEHHE PACTBOPCHUEM WIIM JHCIEPIHPOBAHHUEM aKTHBHOTO COCIMHEHUS B Hojxojsmed cpere. Takxe
MOJKHO IPUMEHSTH YCHWJIMTEIH BCACHIBAHUS JUISl TOBBHIICHUS IPOXOXKICHHS COSTMHEHHS depe3 Koxy. CKopocTh
STOTO MPOXOKICHHUS MOXHO KOHTPOIHPOBAThH, JIMOO 00ECHETNBasi KOHTPOIUPYIOMYIO CKOPOCTh MeMOpaHy, JIubo

JUCHEPTIUPY A COCANHCHNC B HOHHMepHOfI MaTpuIe Uin reiie.

®passl «apeHTepanbHOE BBEJICHAEC) U «BBOJIUMEIM ITapeHTEPAILHOY B HACTOSINEM JIOKY MEHTE
0003Ha49aI0T CIIOCOOH! BBEACHSL, OTIMIHEIE OT KUITIETHOTO M MECTHOTO BBEJICHUS, KOTOPHIE IPOBOJIAT, KaK
IIPaBHIIO, IYTEM HHBEKITUH, W BKIIOYAIOT O€3 OrpaHNUCHH} BHY TPHBECHHYIO, BHY TPHMBIITICTHYIO,
BHYy TpHapTEpHaNbHY IO, HHTPaTeKaIbHYI0, BHY TPHKAIICY JSIPHYIO, BHY TPHOPOUTATHHYIO, BHYTPHCEP/ICTHYIO,
BHY TPHKOXHYIO, HHTPAIIEpUTOHCATHHYIO, TPAHCTpaxealbHYIO, TOIKOXKHYIO, CYOKY THKYJISIPHYIO, BHYTPHCYCTaBHYIO,

CyOKaICyIIApHYIO, ¢y 0apaxHOUIAIBHY IO, HHTPACIHHAILHYIO W BHYTPUTPYMHHYIO HHBEKITHIO ¥ HH]Y 3HIO.

q)apMaL[eBTI/I‘IeCKI/Ie KOMIIO3UINHA, IOJAXOJIMAC JUIA HapCHTCPAJIBLHOIO BBCJICHUS, COJACpKAT OJAHO WIIH

Ooliee aKTUBHBIX COCIMHCHUU B KOM6I/IHaI_[I/II/I C OZTHUM HJIH Ooiee (bapMaHeBTI/I‘IeCKI/I IIPUEMIJICMBIMUA CTCPUIILHBIM A
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N30TOHNYCCKMMHU BOJHLIMU WM HEBOJ/HLIMH pacTBOpaMH, JUCIHCPCUAMHU, CYCIICH3UAMU HWIIN SMYJIBLCUAMU HIIN
CTCPUWILHBIMY HHOPOMIKAMHU, KOTOPLIC HCHTOCPCACTBECHHO IIEPE IPUMCHCHUCM MOKHO IICPCPaCTBOPATE € HOJIYICHUCM
CTCPUWILHLIX MHBCKITUOHHLIX pPacTBOPOB HWIIN I[I/ICHepCIfli'I, KOTOpPBIC MOIYT COJICPKATL aHTUOKCHUJAHTEI, 6y(1)epI>I,
6aKTepI/IOCTaTI>I, PacTBOPCHHLIC BCHIECTBA, KOTOPLIC JICIAIOT COCTaB HM30TOHUYHBIM € KPOBLIO IIPEAIIOIAracMoro

HOTpe6I/ITeHH, WIN CYCICHANPYIONNC areHThI NJIX 3al'y CTUTCIIN.

HpI/IMepI)I TOJAXOJAINNUX BOJAHBIX U HCBOJHBIX HOCI/ITe.lIef/'I, KOTOPBIC MOXHO IPUMCHITE B @apMaHeBTI/I‘IeCKI/IX
KOMITIOZHUIMAX COINTaCHO H306peT€HI/HO, BKIIIOTarOT BOJY, 5TAHOJI, IIOJIUOJIBI (TaKI/Ie KaK INIMICPUH, IIPOITAJICHTIIUKOJIb,
IOJIHUSTHIICHTITIUKOJb B T.Z[.) 1 UX HOAXO/AIUEC CMECH, PACTUTCIILHBIC Macja, TaKUEC KaK OJIMBKOBOC Macjlo, U
MOJIXOJAIIUE JUII UHBCKITAKU OpPraHnvIeCcKuc CJIOKHBIC 9(1)I/IPI>I, TaKBuC KakK STHIIOJICAT. HCO6XOZ[I/IMY}O TCKYYCCTh
MOKHO NIOAACPXKUBATL, HAIIpUMEP, € HCIOJIB30BAaHUCM MAaTCPpUAIOB HOKprTI/II‘/i, TaKuX KakK JICOUTHUH, COXpaH:Iid

Tpe6yeMHﬁ pa3Mep HacTuIll B crydac HHCHepCHﬁ, a4 TaKXKE ¢ UCIIOJIL30BAHUCM ITIOBECPXHOCTHO -aKTUBHBIX BCHICCTB.

VKa3aHHBIE KOMIIO3UIIUH TakXkKe MOTYT COJepKaTh aJbIOBAHTHl, TaKHE KaK KOHCEPBAHTHI, YBIAXKHHUTEIH,
SMYJIBraToPhL U JUCHIEPTUPYIONTE areHTHL. [ [pesioTBpalnenue feicTBIS MEKPOOPTaHU3MOB MOKET OBITH 00eCIIeUeHO
IyTeM BIJIIOUCHUS PasHBIX aHTHOAKTEPHAIBHBIX M IIPOTHBOIPHOKOBBEIX areHTOB, HalpuMep, IapabeHa,
xnopOyTanoia, $eHoJICOpOUHOBOM KHCIOTH M T.J. Takke OBUIO ObI JKEJNATEIBHBIM BKIIOYECHHE B KOMIIO3HIIHU
M30TOHMYECKUX areHTOB, TAKMX KaK caxapa, XJIOpHJ HaTpus U T.1. KpoMe TOro, IpoJOHTHpOBaHHE BCACHIBAHHUE
UHBbEKITMOHHOM (apMmarieBTHIeCKOH (GOpMBI MOXET OHITH OOECIeYeHO IIyTeM BKIIOYEHHS areHTOB, KOTOPHIS

3aJCPIKUBAIOT BCACBIBAHUEC, TAKUX KaK MOHOCTEapaT aJITOMUHUA 1 KEJIaTHH.

B HekoTOpBIX cioydasx I NPOJUICHHs JEHCTBHs JIEKapCTBEHHOIO CPEJCTBA HKEIATEIBHO CIEIYET
3aMeJUTTh BCAChIBaHKE JIEKaPCTBEHHOTO CPE/ICTBA MOCIIE OAKOKHOM HITM BHY TPUMBIIICY HOX HHBEKITUA. DTO MOXKET
OBITH JIOCTUTHYTO € HUCIOJIL30BAHMEM KHIIKOHM CYCIIEH3MH KPUCTATHIECKOTO HIM aMOP(HOTO BEIIECTBA, UMEIOIETO
HIB3KYIO PacTBOPHMOCTEH B Bojie. CKOpPOCTH BCACHIBAHHS JICKAPCTBEHHOTO CPEJICTBA B OTOM CIIydYae 3aBHCUT OT
CKOPOCTH €T'0 PaCTBOPEHHS, KOTOPAsi, B CBOIO OUEPE/ib, MOXKET 3aBHCETh OT pa3Mepa KPUCTAIIOB M KPUCTAITHICCKOM
¢dopMmBL. B xadecTBe anbTepHATHBH, BCACHIBAHME BBOJAMMOM IMapeHTEpalIbHO JIEKAPCTBEHHOU (GOPMEI 3aepKUBAIOT

IIyTEeM pacTBOPCHU:A WJIN CYCHICHIUPOBAHU S JICKAPCTBCHHOT'O CPC/ICTBA B MAaCJXIHOM HAIIOJHUTEIIC.

HHT;GKL[I/IOHHI)IG (I)OpMI)I JICTIO MIOJIYYIaroT Iy TEM O6pa30BaHI/I$I MaTpuIy 61/IOp3.3JIaFaeMI)IX MIOJIMMCPOB, TaKNUX
KaK ITOJHWIIAKTUA-IIOJIUTIINKOIINA, MUKPOUHKAIICYJIINPOBAHHLIX NPEUJIOKCHHBIMU COC/IMHCHUSIMU. B zaBucumocTn
OTHOINCHMS JICKAPCTBCHHOTO CPEACTBA K HOJIIUMEPY U HNPUPOALI KOHKPETHOI'O NPUMCHACMOIO IIOJIUMEpa MOKHO
KOHTPOJIHUPOBATL BLICBO60>KZ[€HI/IG JICKApCTBCHHOI'O CPCJICTBA. HpI/IMCpI:.I JApyrux GI/IOpaSJIaFaeMI)IX NIOJINMEPOB
BKJIIOYAKOT CJIOKHEIC HOHI/I(OpTOB(I)I/IpLI) u HOJ'II/I(aHI‘I/IL[pI/ILU)I). I/IH’I)CKI_[I/IOHHI)IC COCTAaBBI ICNIO TAKKE IOJYYIAIOT IIYTEM

SaKJIIOYCHUS JICKAPCTBCHHOT'O CPEACTBA B JIUITOCOMBI WJIN MAUKPOSMYJIILCHUA, COBMCCTUMEBIC ¢ TKaHsAMU OpTraHnu3Ma.

CnocoObl BBeJIGHUSI Takke MOIYT OBITh OOECIIEUEeHBl C NPHMEHEHHEM Iepe3apsiKaeMBIX —HIH
OnopasraraeMbIX yeTpolcTB. B mocieaane rojpl OBUIH pa3paboTaHBl W UCIILITAHBL IN VIVO pasHBIE IOJIHMEPHLIC
VCTpOMCTBA ¢ 3aMe/UIEHHBIM BHICBOOOXK/ICHIEM JITISI KOHTPOJIAPY €MO#i TOCTaBKH JIEKaPCTBEHHBIX CPE/ICTB, BKIIOTAs
6enkoBBle GnodapMareBTHIECKHE Ipenaparsl. Psyi 6HOCOBMECTIMBIX OIIMMEPOB (BKIIIOYAsI TH/IPOTEIN), BKIIOTAs
Kak OmMopasznaracMble, TaK M HepaslaracMble HMOJUMEPH], MOXHO NPHMEHSTH /Ul HOJNYYICHUS MMIUIaHTaTa JUIs

3aMCIJICHHOTO BI)ICBO60>KZ[6HI/I$I COCIMHCHUM U3 Hpel[.]'[O)KeHHOﬁ KOMIIO3UITUHA B KOHKPCTHOM IICJICBOM Y41acTKeE.

q)aKTI/I‘IeCKyIO JIO3BUPOBKY aKTUBHBIX MHI'PC/IUCHTOB B (I)apMa]_ICBTI/I‘ICCKI/IX KOMITO3HUIIHAX MOXHO U3MCHATH

TaKuM o6pa30M, 9TOOH IOJY4YaTh KOJMYCCTBO AaKTHUBHOI'O HHIPCHUCHTA, KOTOPOC B(I)q)GKTI/IBHO obecreuuBaeT
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KeaTelbHbII TepaHeBTI/I‘IeCKI/IfI OTBET JUISI KOHKPETHOT'O IalTUCHT 4, KOMITO3UIIUA U crnocoba BBCACHUA U HC ABJIACTCA

TOKCHUYHBIM JUJIA IIAITUCHTA.

BribpanHas J03MpoOBKa 3aBHCHT OT psfa (PakTOpoB, BKIOYAsS aKTHBHOCTH KOHKPETHON MpHMEHSIeMOH
KOMOWHAIINY COCIMHECHMN WM WX CIOXHBIX >(PHUPOB, cONell MM aMHJIOB, CIOCOO BBEICHUS, BPEMs BBEJCHUA,
CKOPOCTh BBIBEJICHHSI KOHKPETHOTO(-BIX) HMPHAMEHSIEMOTO(-bIX) COSIMHEHUS(-Hif), MPOJTOIKUTENLHOCTE JICUCHHS,
IIpUMEHEHNE JIPYTUX JIGKAPCTBEHHBIX CPEJICTB, COSANHCHUN W/ITH MaTepHaloB B KOMOWHAIINN ¢ KOHKPETHBIM( -1)
IpUMEHSIEMBIM(-1) COEMHEHUEM(-SIMH), BO3pAcT, MOJ, Maccy Tela, COCTOSHHE, OOINee COCTOSHHUE 3/0POBbI H

aHaMHeE3 HHalTueHTa, KOTOPOro JieuaT, 1 CXOKUC (1)aI(TOpI>I, XOpOIIO U3BCCTHLIC B obmactu MCIUITUHEI.

B nesom, moixosImas cyToIHas 1033 aKTHBHOTO COS/IMHEH S, IPUMEHAEMOT0 B KOMIIO3HINMSIX U CIIOco0aX
COIVIACHO M300PETEHHIO, MIPeJICTaBILACT COO0H Takoe KOIMIECTBO COSAUHEHHS, KOTOPOEe COOTBETCTBYET HanMEeHbIIelt
no3e, addexTrrHO ObecneunBarolne TepaneBTHueckuit s dext. Yrazannas 3¢ pexkruBHas 1032, B 00IMEM ciydae,

3aBHCHUT OT q)aKTOpOB, OIIMCAaHHBIX BBIIIC.

HaLII/ICHT, HOJIY‘IaIOHII/Iﬁ YKa3zaHHOC JICUCHHUEC, IIPEACTaBILICT coboii modoe KUBOTHOC, HY KJAIOICECS B OTOM,
BKJIIOYas IPUMAaTOB, B TaCTHOCTH, YCJIOBEKA, U JAPYIUX MIICKOIUTAIOIIUX, TaKNUX Kak JIOIIaJau, prr[HbIﬁ pOFaTbIﬁ

CKOT, CBUHBU U OBIBL, 1 JOMAIIHIOIO NITUITY U JOMAaITHUX JXKUBOTHBIX, B IIEJIOM.

B xoMIo3umumsx Takxe MOTYT IIPUCYTCTBOBATH YBIQXHUTEIIN, OMYJLIAaTOPEl 1 CMAa3bIBAIOIUE BEIIICCTBA,
TaKHAC KakK naypnncynbcbaT HaTpus U cTeapaT Marnusi, a TakKXE KpacHUTCIIM, aHTHaJATI'C3MOHHBIC arc¢HTHI, ar¢HTHL

TIOKPBITUA, TOACIACTUTEIIN, BKY COAPOMaTUICCKUE JIOOaBKH 1 apoMaTu3aTOPLI, KOHCEPBAHTHI U aHTUOKCHUIAHTEIL.

Ilpumepsl  (apmarieBTHUECKH IPHEMIIEMBIX AaHTHOKCHJAHTOB BKIowaloT: (1) BomopacTBOpHMEIE
AHTHOKCHJIAHTHI, TaKKe KaK acKOpOHMHOBas KUCJIOTa, MUCTEHHA THIPOXIOPH], OHCyIbdar HATpUs, MeTabucyIb(ur
Hatpus, CyIbpuT HaTpuWsI W T.J.; (2) pacTBOpPHUMEIC B MaciaX aHTHOKCHJAHTHI, TaKWEe KaK acKOpOWIIAIbMHTAT,
OyTwiupoBaHHbM Tupokcuanuzon (BI'A), OyrtunupoBanHbl rujgpoxcuronyod (BI'T), denmurun, mpomwiramiar,
anbda-Tokodepor U T.A.; U (3) areHTH, OOpa3yIOMUe XeNaThl ¢ METaIaMH, Takhe Kak JMMOHHAs KUCIOTa,

STHICHIHAMUHTETpaykcy cHas kucinoTa (DITA), copdut, BuHHASA KUCIO0Ta, hochopHas KHCIOTa U T.J.

B ompeneneHHBIX BapuaHTaX pealw3aIlliil KOMIIO3UITHS, OIIMCAHHAsI B HACTOSINEM JOKYMEHTE, YCHUINBACT
darormTapHyI0 aKTUBHOCTH MakpogaroB B OTHOINCHHWH pPakOBOM KiIeTkH, Hampumep, kietku OMJL B apyrmx
BapHWaHTAaxX pean3alun GaroruTapHas akTHBHOCTE Y CHIIHUBAETCs, HampuMmep, Ha 1%, 5%, 10%, 20%, 30%, 40%, 50%,
60%, 70%, 80% wmm 90%, 1o cpaBHEHHIO ¢ MaKkpodaraMu B OTCYTCTBHE KOMITO3UIIAH, OIMCAHHON B HACTOSITIEM

JOKYMCHTE.

B OIIPCJICIICHHLIX BaphaHTax pcealru3aliliid B HAaCTOAIECM I/I306pCTCHI/II/I NIPESUIOKCHEL TTPUMCHCHUA

KOMIIO3UINN COTIIACHO HACTOMAICMY I/1306peTeHI/IIO JULA TIOJIYICHUS JICKAPCTBCHHOT'O CPLJICTBA.

B OIIPCJICIICHHLIX BapHaHTax pcealu3aliliid B HAaCTOAIECM I/I306pCTCHI/II/I IIPEJUIOKCHBI HIPUMCHCHUS
KOMIIO3UIINN COTJIaCHO HAacCTOMMCMY I/1306peTeHI/IIO JULL TIOJYUCHUA JICKAPCTBECHHOI'O CPCJICTBA, HAIIpUMED, JUIA

JICUCHUS paka.

B OIIPCJICIICHHLIX BapradTax pealin3allii B HACTOAIIEM I/1306peTeHI/II/I IIPEJUJIO KCHEI CIIOCOOHI JICUCHUST paka,
rJac CII0co0 BKIIOYACT BBCJCHUC KOMIIO3UIIAUN COTJIACHO HACTOAICMY I/ISOGPC’I‘GHI/I}O> HaIllpuMeEp, B TCpallCBTUYCCKU

5 dEKTHBHOM KOIIMIECTBE, CYOBEKTY, HY K/AIOMEMYCS B 9TOM.
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B OIIPCACICHHLIX BapruaHTax pealli3alliid B HAaCTOSIICM I/1306peTeHI/II/I IIPEJUIO KCHBL CIIOCOOEI IO 1aBJICHUA
POCTa OILIY XOJICBLIX KICTOK /WA METAcTa30B IIYTEM BBCJICHUA KOMIIO3UIIUA COTTIACHO HACTOANICMY H306peTeHI/IIO,

HarpuMep, B TEpaneBTHIECKH 2 (HPEKTUBHOM KOIMIECTBE, CYy OBEKTY, HY KIAIOIEMYCSI B OTOM.

TumoBsle OIyXoJeBble KIETKH BKIIOYAIOT KIETKHM paka, BKIIOYas, HO HE OIPaHMYMBAsICh YKa3aHHLIMH,
METaHOMY, paK IIOUKH, PaK IIPEJCTaTeNbHOM KeNe3bl, pak MOJIOTHON JKEIE3Hl, paK TOJICTOH KHUINKH U Pak JIETKOTO,
paK KOCTH, paKk HOJKEIyJIOYHOI JKENe3Bl, pak KOH, pak TOJOBHL WIH INEHW, KOKHYIO HIH BHYTPHUIJIA3HYIO
370KavYeCTBEHHYIO MENIAaHOMY, paKk MaTKH, pak sIMYHIUKA, pak IpsIMON KUIKHU, pak 0OIacTH aHATBHOTO OTBEPCTHS, PAK
KENyJIKa, pak sIMuKa, KapIUHOMY (aUIOMHEBLIX TPyO, KapIMHOMY SHIOMETPHsS, KapIHHOMY IMefiKH MarTKH,
KapITMHOMY BJarajlding, KapIiuHOMY Hapy KHBIX KEHCKUX IOJIOBLIX OPraHOB, 00JIe3HL XO/KKHHA, HEXOKKUHCKYIO
auM(OMy, pak NHIIEBOJIA, pak TOHKOTO KHITIEYHHKA, PAaK DHAOKPUHHONM CHCTEMBI, pak IMUTOBUIHOU KeJIe3bl, pak
HapaIuTOBIIHO KeIe3bl, pak HaAIOYEUHNKa, CapkoMy MsIKHUX TKaHel, pak MOYEHCITyCKaTelIbHOTO KaHala, pak
IICHUCa, XPOHMYECKUE WIM OCTPHIE JIEHKO3bI, BKIIOYAs OCTPHI MUETOUIHBIM Jeiko3, ocTpHIt IuMboIuTapHbIi
NeHKo3, XpOHUIeCKAN MUCTOMTHEIM J1elko3, ocTphIit 1uMpoOIacTHRIM Jeitko3, XpOHHYECKUH JIuMpOnUTapHEIi
aefiko3, JeTCKUe COJHIHBIE OIyXONIHW, JUMQOIHUTapHYIO JIUM(OMY, pak MOYEBOrO Iy3BHIpS, paK IHOYKH HIH
MOYETOYHHKA, KapIMHOMY IIOYEYHOM JIOXaHKH, HOBOOOpa3oBaHMS B IeHTpanbHON HepBHOM cucreme (I[HC),
HeMenKokineTounbi pax Jerkoro (HMPJI), mepsuunyio maumpomy I[HC, aHrmoreHes omyxoiu, OIIyXOJb
HIO3BOHOYHHMKA, [VIOMY CTBOJA TOJOBHOTO MO3Ta, ajeHOMy rumodmusa, capkoMy Kamommw, snuepMOUIHBIM pak,
IVIOCKOKIETOUHEIM  pak, T-wirerounyro mmmdomy, B-wierounsle JuMGOMEL,  MHeEIONpoIHpepaTHBHOE
HapyIeHHe/HoBooOpasoBanue (MPDS); Mueno ucInIacTHIeckuit CHHAPOM; THI'AHTOKJIETOYHYIO MUEJIOMY , MESIIOMY
TSDKEIIBIX [eTlel, MIeIoMy JIETKHX Ieniel u MuenoMy Benc-JxoHca, pakoBble 3a00JI€BaHys, BEI3BaHHBIE (haKTOpaMy
OKpYKaloIlleH cpe/bl, BKIIOYasl PaK, BBI3BAHHBIM acOecTO30M (HallpAMep, ME30TEINOMY ) M KOMOHHAIINH Y Ka3aHHEIX

PaKOBEIX 3a00JIeBaHMil.

TepMI/IH WICUCHUC»  BKJIOYACT HpO(i)I/I.HaKTI/I‘ICCKOC u/ Wi TCPAIICBTUICCKOC  JICUCHHUC. TepMI/IH
<<HpO(I)I/IJ'IaKTI/I‘IeCKO€ WIHA TEPAIICBTUICCKOC) JICUHCHUC ABJIACTCS 06H_ICHpI/13HaHHI>IM B JaHHOM 00JJaCTH TeXHUKH U
BKJIIOYACT BBCJACHUC XO3SAUHY OJIHOM Wi Oomee TIIPEJIO KCHHBIX KOMIIO3UITHIHA. HC‘IGHI/IG, CCJIA €ro IMIpoBOJAT JIO
KIIMHUYCCKHUX HpOHBHeHI/If/'I HCXKCIIATCIIBHOI'O COCTOAHUA (HaHpI/IMCp, 3a00JICBaHUST WIH JAPYTroro HexXeIaTeIbHOTO
COCTOAHUA )KI/IBOTHOFO-XOSHI/IHa), SABIACTCA HpO(l)I/IIIaKTI/I‘IGCKI/IM (T.C. OHO 3almumiacT XoO3sjuHa OT pa3sBUTUA
HCXKCIIATCIIBPHOTO COCTOHHI/IH), IIpA 5TOM JICHCHHC, CCJIA CI0 IPOBOJAT IIOCJIC MNPOSABICHUS HCEKCIATCIBLHOTO
COCTOSHM, SABJLICTCS TCPAICBTUICCKUM (T.e. OHO IIpE/IHAa3Ha4YCHO JUJIAI CHUXKCHU, ocnabIeHAS WIN CT3.6I/IJ'II/ISaL[I/II/I

CYHMICCTBYIOMICTO HCXKCIATCIBLHOTO COCTOAHNUS WIH €TI0 MO OOTHEIX 3(1)(1)CKTOB).

B Hacrosmem ToKyMeHTe TepMUH «coemHeHue(-51)» BKIouaeT coequaenns popmyisl (1), (IA), (IB), (IC),

(D), (IE), (IF) n ux dhapMareBTHIecKH IpHEMIIEMBIC COIH WA CTEPEON3OMEPHL.

TepMI/IH «apuj» B HACTOAIMCM JIOKYMCHTC BKIIIOYACT 3aMCIICHHLIC WJINM HE3aMCHICHHLIC apOMAaTUYICCKUC
TPYHIILI U3 OJIHOTO KOJbIA, B KOTOPLIX KaXXJIBIM aTOM B KOJIBIIC HIPEJICTaBIISACT coboif YIIICPOJL. HpeZ[HO‘ITI/ITeJ'H)HO,
KOJBIO IIPCACTaBIACT coboii 5-7-umeHHOE KOJBIIO, Oomee IIPpSANOYTUTCILHO 6-qIIeHHOE KOJIBIIO. TepMI/IH «apuin»
TaKKC BKIIOYACT HMOJINTTUKINICCKNEC CUCTEMEI KOJICT], COJICpIKalllue JIBa WIA Oolee TMUKIIUICCKUX KOJICI, B KOTOPLIX
JABa UJIN 0oJree aTOMOB yriepoJa sABJEIOTCA O6H_[I/IMI/I JUISL ABYX COCCJIHUX KOJICIT, IIpUYICM 11O MEHBIICH McEpe OJTHO U3
KOJCI ABJACTCA apOMaTHYCCKUM, a, HallpuMep, ApPYrue MNUKINYCCKUC KOJIbIla MOIYT IPEACTaBIEATH coloit
TTAKJIOATKWIIBL, ITAKITOAITKCHUJIBL, ITAKIO ATKNHWILL, apUJILL, I'ETCPOapUJibl W/UIn TCTCPONUKIIAIILL. ApI/IJ'H)HI)Ie TPYHIILL

BKIIOYAOT GeH30I1, Hadranny, peHanTpeH u T.1. [[peAnoITHTenhHO, TEPMIH «apHil» BKIIOYAET (EHII.
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TepMuH «TeTepoapminy BKIFOYAST 3aMEICHHEIC WA He3aMeTeHHBIE apOMaTHISCKUE CTPYKTY P U3 OTHOTO
KOIBIIA, TPEANOYTHTENLHO S5-7-WICHHBIE KONBIa, Ooliee MPEANOYTHTENRHO S-O-WeHHBIE KOJNBIIA, KOJBIICBEHIC
CTPYKTYPHI KOTOPHIX BKIFOYAIOT MO MEHBINEH Mepe OJMH TeTepoaroM, MPEIOYTUTEIHHO OT OJHOTO JIO YETHIPEX
reTepoaToMoB, Oojiee MPEANOUTHTENLHO OJIMH WITH JBa TeTepoaTtoMa. TepMUHEBI «TeTepOapli»y U «TeTapiil» TakKe
BKITIOYAIOT MOMUIMUKINISCKIE CUCTEMEI KOJIETT, CO/IepIKaIie IBa WK OoJee IMKITMISCKIX KOJIEI, B KOTOPHIX JBa WITH
6omee aTOMOB VIVIEpOJa SIBISIOTCS OOIMMMH JUIS JABYX COCEMHUX KOJEIl, IJie IO MEHBIeH Mepe OJHO M3 KOJIeIl
SBIACTCA TeTepOapOMATHICCKUM, HAmpuMep, JAPYIHe NUKIMIeCKHe KONbIla MOTYT MpPEACTaBIATH coOoit
ITUKIOATKAIEL, ITUKIOATKSHIITE, IIUKIOANKAHIIEL, apUIbL, TeTepOapMIbl W/WIN TeTePONUKINIHL. [ eTepoapuibHEe
TPYIIIBL BKIIOYAIOT, HAIIPUMEP, TUPPOI, pypaH, THODEH, HMHUIA30I, OKCa30J], THA30MI, THPA30l, MUPUINH, THPAa3HH,
nupujazud, uHnox, 1,2.4-oxcammason, 1,3,4-okcagumazon, 1,3,4-tmaguazon, OCH3UMHUAA30J, NUPUMHUAMH H T.J.
I'etepoapunbHas rpymnma MoOXeT OBITH 3aMellieHa IO OJHOMY WIH 0ojee IOJIOXCHHSIM, €CIH ATO JOIYCKaeTCs
BAJICHTHOCTHIO, JIOOBIMH  HEOOsB3aTeNBLHBIME — 3aMECTHUTEISIMK, OIMCAHHBIME B HACTOSINEM JOKYMEHTE.

HpeHHO‘ITI/ITeJH)HO, TCPMHUH «T'CTCPOAPUID» BKITOIACT UMUAAA30J A U HHIAOIAIL.

B macrosmem JOKYMEHTEC TEPallCeBTUICCKOE CPEJACTBO, KOTOPOE «IIPECAOTBpaIacT» HAPYIICHUC WA
COCTOSIHUE, OTHOCUTCS K COCAUHCHUIO, KOTOPOE B CTaTHUCTUIECKOU BbIGOpKe CHMKACT YHUCJIO CIYyTIacB HAPYIICHUI
WK COCTOAHUA B BLI60pKe TIOCJIC JICUCHN I 110 CPAaBHCHHUIO C KOHTpOJ'[bHOﬁ BI:-IGOpKOﬁ 0e3 JICUCHHS WIH 3a/ICPXKUBACT
TIPOSBIICHUE NI CHUKACT TAXKCCTH OJTHOTO HIIHA 0oJIce CHMIITOMOB HapyHmIEeHusI WIW COCTOSHUS II0 CPaAaBHCHUIO C

KOHTPOJIBLHOH BEIGOpKOit 63 edeHns.

TepMI/IH WICYCHHUEC»  BKIIOYaACT npocblzmaxmqecxoe H/AITH TCPAIICBTUICCKOC JICUCHUEC. TepMI/IH
<<Hp0(l)I/IJ'IaKTI/I‘IeCKOG WIN TEPalCBTUICCKOC)» JICUCHUC SIBJISICTCI O6IJ.[CHpI/I3HaHH]>IM B JAHHOU 00JIACTH TEXHUKHU U
BKJIIOYACT BBCJACHUC XO3SUHY oaHOM miam Goiee TIIPEIOKCHHBIX KOMITO3UITHH. HC'{el{I/Ie, €CJIn €ro IMIpoBOJAT IO
KIIMHUYCCKHUX HpOSIBJIeHI/Iﬁ HCXKCIIATCIIBHOI'O COCTOAHUA (Haan/IMep, 3a00JIcBaHUs WIN JAPYTroro HEexXCIaTCIbHOTO
COCTOAHUA )KI/IBOTHOI‘O-XOSSII/IH&), SABIACTCA HpO(l)I/I.HaKTI/I‘ICCKI/IM (T.C. OHO 3alluIIacT XO3dAWHa OT pa3BUTHUA
HCXKCIIATCIIBHOT'O COCTOHHHH), IIpA 5TOM JICUCHHUEC, CCJIA €TI0 MIPOBOAT IIOCIC MNPOJABICHUS HEXKCITATCIILHOTO
COCTOSHMA, SABJLICTCS TCPAIICBTUICCKUM (T.e. OHO IIPpE/IHA3HAYCHO JUJIAA CHUXKCHU, ocnabJIeHns WIN CTaOuIn3aIiin

CYHMICCTBYIOMICTO HCKCIATCIBHOTO COCTOAHUS WIH €TI0 MO OOTHEIX 3(1)(1)CKTOB).

B macrosmem gokyMmente ¢pasza «3ajiepXKa IMIPOTPECCHPOBAHMS» OTHOCHUTCS K IPOIEAypaMH MK
IPUMEHEHMSIM, KOTOpBIE HpeHA3HAUCHLI JUIsI BPEMEHHOM 3aJIepKKH pa3BUTHS 3a00JEBaHUS WM CHMITOMOB
3aboneBanus (BKIIOYasi BPEMEHHYIO 3a/I€PKKY HOSBICHUSI UM BO3SHUKHOBEHIS 10 MEHBIIEH Mepe OJTHOTO CHMIITOMA

KOHKPETHOTO 3a00JICBaHuUs).

[Ipenmonaraercs, 9TO TEPMHH «IIPOJIEKAPCTBO» BKIIOYAECT COCMHEHHUS, KOTOPHIE B (PH3HOIOTHYECKHX
VCIOBHSX MPEBPAINAloTCs B TEPANEBTHYCCKH aKTHBHBIE ar€HTHI COTVIACHO HACTOSINEMY H300peTeHuIo (HalpuMep, B
coequaenue Gopmyisl (1)). O6muM cmocodboM TOTYUIECHHS MPOJIEKapCTBa SBISACTCS BKIFOUCHHE OJTHOTO WU Oolee
BBIOpaHHBLIX (PParMEHTOB, KOTOPHIE THAPONH3YIOTCS B (PHU3HOIOTHUECKAX YCIOBHSIX M BBICBOOOX/IAIOT IEIEBYIO
MOJIEKYy. B ApyTrux BapmaHTax pealm3aliiil IpoJICKapcTBO MIPEBPAINAETCs B pe3yabTaTe (EpMEHTHOM aKTHBHOCTH
’KHBOTHOTO-X03s5tHa. Hanpumep, ciioxuble >guphl Wi KapOoHATH (HaIpUMEp, CIOXHBIC d(QUPHl HIH KapOOHATH
CIUPTOB WM KapOOHOBBIX KHCIOT) SIBISTOTCSI IPEAIOYTHTEIBHBIMH IIPOJIEKAPCTBAMH COIJIACHO HACTOSITEMY
n300peTeHHIO. B olpe/ieleHHbIX BapHaHTaX pealn3alliiil HEKOTOPHIE WK Bee coenuHeHust popmynsl (I) B cocrase,

IIpeJICTaBIICHHOM BLIIIC, MOTYT OLITH 3aMCHEHEI Ha COOTBCTCTBYIOIIEC MOAXO/IAINCE IPOJICKAPCTBO, HAIIPUMED, TIC
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TUAPOKCHUT B HCXOJHOM COC/IMHCHUHN IIPUCYTCTBYCT B BHJIC CIIOXKHOTO 3(1)1/1pa NN Kap60HaTa, Win rpylmna

Kap6OHOBOf/'I KHCJIOTEI B HCXOJHOM COCAMHCHUN IIPUCYTCTBYECT B BUJIC CIIOKHOTO B(I)I/Ipa.

B HaCTOAIIEM JJOKYMCHTE TCPMUHLBL «COJICPKATL») UIIN «co,uepxcamm‘i», B O6HI€M ¢liyqac, UCHOJIL3YIOTCA BO
BKJIIOTUTCIILHOM 3HAYCHUHU, TO €CTh, AOIIYCKAIOT HaJIMYHUC OJHOIOC HUIN Ooiee JOIIOJIHUTCIBHBIX (HeyKaSaHHI)IX)

OTIIMIUTCIILHBIX IIPU3HAKOB NI KOMIIOHCHTOB.

B HacTosMMEM JJOKYMCHTC TCPMUH ((BKJ'IIO‘IaIOHII/Ii/'I», a Takxe JApyruc fI)OpMLI, TaKUC KaK «BKIIOYAaTh»,

«BKJIOYACT» U «BKJIOYAA», ABJIAIOTCA HCOTPpaHNIUBarOIITAMUA.

B HaCTOAIECM JTOKYMCHTC TCPpMUH «3a00JIeBaHue» WIU «HApyHICHUC» OTHOCUTCI K HATOJOTUICCKOMY
COCTOSIHHIO B OPraHn3Me, BLI3BBAHHOMY IIPUIUHAMU WK COCTOAHUSAMUA, BKIIIOTas1, HO HC OIpaHUYIUBAsICh YKa3aHHBIMHU,
I/IH(I)GKL[I/II/I, HpI/IO6peTeHHI>Ie COCTOAHUS, TI'CHCTUYCCKUC COCTOSHUS, W XapaKTCPUBYVIOMICMYCA CHUMIITOMaMu,

TTO3BOJIAO ITAMA I/II[eHTI/Iq) nnupoBarsh €ro.

B macrosmmem JOKYMEHTE «IIAITUCHT» HIIU <<C}’6T>€KT)), WIn «UHAUBUIYYM», KOTOPOTO JiedaT, BKIIOTacT
YCIOBCKA M KHUBOTHBIX, HC ABJIAIOIMUXCA YCIOBCKOM, BKIIOYasA MJICKOIIUTArOIUX. MIIEKOIIUTAIOIIUE BKJIIOYAIOT
IIpUMAaToB, TaKUX KaK YCJIOBEK, MUMIIaH3€, TOPUIIBI 1 O6€3]>$IHI>I', JOMAITHUX JKUBOTHBIX, TAKUX KaK co6a1<1/1, Jiomaau,

KOIIIKY, CBUHLU, KO3LI, KOPOBEI, U I'PEI3YHOB, TaAKUX KaK MBIIIA, KPBLICHL, XOMAKHN U IICCYAHKH.

Tepmun «xnerku CD47+, cBsizanHBIe ¢ 3a60JIeBaHeM» 0003HaYaeT KIeTkH, nMerornue penorun CD47+ u
CBsI3aHHBIC ¢ 3a0oneBaHmeM. B ofHOM U3 BapmaHTOB peanmsanuu wietku CD47+, cBssaHHBIE ¢ 3a00JIe€BaHUEM,

IIPpEACTaBISIIOT coboit PaKOBLIC KICTKH.

Tepmun «CD47+» HCHONB3YIOT B OTHOIICHUH (EHOTHUIIA KIETOK, KOTOPbIE SBILIOTCS MHIICHSIMH I
CBA3BIBAHUS NPEIIOKEHHBIM areHToM, Onokupytomum CD47-SIRPa. Knerku, nmeromue cratyc CD47+, MOTYT OBITh
WICHTUUITUPOBAHEI ITyTEM IPOTOYHON ITUTOMETPHH C MCHOIBE30BaHNeM anturena k CD47 B kauectBe adduHHOTO
muragia. Aurutena k CD47, MedeHHBIE COOTBETCTBYIONMM O0pa3oM, KOMMEPUIECKH JIOCTYIHBI JUI1 YKa3aHHOTO
TMpUMEHEHUS (HAIpUMeEp, aHTUTEIBHEIM MpoaykT kioHa B6H12 mocrymen B Santa Cruz Biotechnology). Kierku,
KOTOpHIE HecneAyoT Ha Hanmarne Genotuna CD47, MOTyT BKIIIOUATH CTaHapTHBIC 00Pa3IThI /I GHOTICHH OITy XOJEH,
BKJIIOUAsl, B YaCTHOCTH, 0Opasllbl KPOBH, B3SITHIC Y CYObEKTa, Y KOTOPOTO IIOJI03PEBACTCS] HAIMIHE SHJIOTCHHBIX
pakoBuIX KieTok CD47+. Kaerxu CD47, cBsi3aHHBIE ¢ 3a00JI€BaHUEM, TIPEJICTABISIONTIE OCOOBI HHTEPEC B KATECTBE
MUIIEHEH JUIsI Tepariy PeTIOKEHHRIMI KOMOWHAITMSIMHA JIEKapPCTBEHHBIX CPEJICTB, IPE/ICTABISIIOT cOO0M KIETKH C
«IOBBINIEHHOM skcnpeccueity CD47. VYkazanuwle kinerku CD47+, xak mpaBmiio, MpeicTaBIsHOT coOOH KIETKH,
CBsI3aHHBIC ¢ 3aboieBaHueM, U HpenocTaBsioT CD47 Ha MOBEPXHOCTH ¢ INIOTHOCTBHIO, IPEBHIIAIONIEH OOLITHYIO
mwioTHocThL CD47 jitst kiietTok lanHoro Tuna. [ loBrimennas sxenpeccust CD47 MoxeT ObITh pa3HOU JUIS pa3HBIX THIIOB
KJIETOK, HO B HACTOSITIEM JIOKYMEHTE TIO/[pa3y MEBaeTCsI, ITO OHA OTHOCHTCS K JIto6oMy ypoBHIO CD47, KoTopHIit pH
OTIPE/ICNICHUH, HAIPEMEpP, MyTeM NPOTOYHON ITUTOMETPHH WM HMMYHOOKpAITHBAHUS, WIM aHalIN3a DKCIPECCHH
T'€HOB U T.JI., IIPEBLIIAET YPOBEHB, KOTOPHI MOXKET OBITH H3MEPEH B 3/[0pPOBO COOTBETCTBYIONIEH KIIETKE, HMEIOTE i

¢derotun CD47, KoTOpEIH SBIISIeTCS] HOPMO# JUTS TAHHOTO THIA KIETOK.

HaCTOHH_[ee I/1306peTeHI/Ie BRJIIOYACT KOMIIO3UIINHA, COJIECpxKaIline Q)apMaHGBTH‘IeCKI/I IIpUCMIICMBIC COJIA
COGZ[I/IHGHI/Iﬁ, OIIMCAaHHBIX B HACTOMAICM JIOKYMCHTC, U HUX IPUMCHCHHUC B KOMIIO3UIUAX U crocodax COrIacHO
HacTOAICMY I/1306peTeHI/IIO. B OIIPE/ICIICHHBIX BapHaHTax pealin3allui MNPESJUIOKCHHBIC COJIM BKIIOYAIOT, HO HE
OTpaHNYINBAIOTCs YKa3aHHLIMHA, COJIM aJIKWII-, JIUAJIKWI-, TPHUAIKWUII- WIN TETpaaJKUJIaMMOHUSL. B OIIPCACICHHBIX

BapuanTax pealinzaniuid IHIpe/UUIOKCHHBIC COJH COITIaCHO I/I306peTGHI/IIO BKIIIOYAIOT, HO HE OI'paHUYIUuBaAIOTCA
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VKa3aHHBIMU, colM L-apruHWHA, OcHPTaMmHa, OeH3aTWHA, OeTaWHA, THWAPOKCHAA KANBIHA, XOJIWHA, JCaHONa,
JUATaHOJNIaAMUHA, JUATHIAMHHA, 2-(MATHIAMHHO)STaHOIa, STAaHOJIAMHHA, STHWICHIHaMUHA, N-MeTWITIIOKaMUHA,
rugpadaMuHa, |H-nmmaaszona, marus, L-mmsuna, Marans, 4-(2-rapokcuyTiil)MophoIiHa, MHIlepa3nHa, Kams, | -
(2-THAPOKCHATII )-IUPPOIHU/INHA, HATPUS, TPUITAHOTAMUHA, TPOMETAMUHA W ITMHKA. B ONpe/IeeHHbIX BapuaHTax
peaTu3anuy IpenoiaracMble COMH COTTIaCHO M300PETEHMIO BKIIIOYAIOT, HO HE OTPAHNIMBAIOTCS UMH, conr Na, Ca,

K, Mg, Zn wiu ApyTux METaJlIoB.

q)apMaL[eBTI/I‘IeCKI/I IIpPUCMIICMBIC COJIH IIPUCOCIMHCHMA KHUCJIIOTBI TAKXEC MOIYT CYIIESCTBOBATL B BHIC
Pa3HBIX COJBLBATOB, HAIIpUMEp, € BOI[OI>'I, MCTaHOJIOM, 3TaHOJIOM, Z[I/IMCTI/IJI(I)OpMaMI/IZ[OM u T.J. Taxxe MOXHO
IIOJYy4IaTh CMCECH YKa3aHHBIX COJILBATOB. Hcrounukom O6pa3OBaHI/I$I VKasaHHOI'O coOJIbBaTa MOXKCT ABJIATHCIA
HCHOJIB30BaHNC KPUCTAJIN3AIUOHHOTO PACTBOPUTECIIA, HCIIOJIL30BAHUC JUISL IIOJYYUYCHUA WIH KpUCTAJIA3allun

PaCcTBOPUTEIIS, UMCIOIICTO XapaKTCPHLIC CBOﬁCTBa, WJIK BHCCCHUC 3aTPaBKU B yKaSaHHHﬁ PacTBOPUTCIIb.

[peanonaraercs, 9TO B HACTOSAIIEM JIOKYMEHTE TEPMUH «papMaIieBTHIECKH IpHeMIeMast COJIb» BKIFOYAET
BCE COJIH, M3BECTHBIC M IIPAMEHIEMEIE B 00JIaCTH (apMaIieBTUIECKIX IpenaparoB. @apManeBTHIeCKH IpHeMIeMELe
COJIM BKJIFOYAIOT, HO HEe OTPaHHYMBAIOTCS YKa3aHHBIMH, COJIM aMUHOB, BKIIIOUAasI, HO HE OIPAaHUYUBASCH YKA3aHHLIMY,
xJjoprpokand, XoiauH, N,N'-TuCeH3HITIICHINAMUH, aMMHAaK, JU3TAHOJAMUH M JPYTHE T'HAPOKCHAIKWIAMUHEL
STWICHANAMAH, N-METWITIIIOKAMUH, NpoKawH, N-OeH3WIpeHdTIIaMuH, |-nmapa-XiopGeH3uiI-2-muppotu/uH-1'-
WIMETIIGCH3 UMHIA30I, AUSTHIIAMEH U JAPYTHE alKIIAMHHEL, TANEPa3HH U TPUC(THAPOKCHMETHI )JaM HHOMETAH;, COJIH
IIENOYHEIX METAIOB, BKIIOYAsd, HO He OlpaHMYHMBAsCh VKAa3aHHBIMH, JUTHH, kamuit u Harpuif, coum
IIEIOYHO3EMEIBHBIX METAIOB, BKIIOYASA, HO HE OIPAaHMYMBAsICh YKa3aHHBIMH, Gapuif, KalbIuii ¥ MarHuif, coinu
HEepPEeXOAHBIX METaJUIOB, BKIIOYAs, HO HE OIPAaHMYIHMBAsICh YKa3aHHBIM, IIUHK, U COJIM JPYTUX METAJUIOB, BIIOYAsl, HO
He OIpaHIMHBAasCh YKa3aHHBIMY, rupodocdar Hatpus ¥ Gocdar AUHATPUS, U TAKOKE BIIIOYAs, HO HE OlPAHHIHBAsICh
VKA3aHHBIMH, COJHM MUHEPATBHBIX KHCIOT, BKIIOYAS, HO HE OTPAHMYMBASCH YKA3aHHBIMH, THAPOXJIOPHIBI U
CYIB(ATEL, ¥ COJIM OPTAHMIECKUX KHCIOT, BKIIOUAsI, HO HE OTPAHNYMBASICEH YKA3aHHBIMH, al[CTAThL, IAKTAThI, MATATHL,
TapTPAaTHL, IUTPATH, acKOpOaTHI, CYKIMHATEL, OyTHpATHl, BajepaThl W (yMmapaTel [IpumMeprl dapMarieBTHIeCKU
IpHEMIIEMBIX cOJiell BKIIOHAIOT aleTar, JAKTOOMOHAT, OeH30NICYIbGOHAT, aypar, OeH30aT, Maiar, OHKapOOHAT,
Mayxear, OHCyibdar, Manjaenar, OUTApTpaT, Me3WIar, 0opar, METWIOPOMHJ, METWIHUTPAT, 3JeTaT KalbITusi,
METIICYJIL(AT, KaM3WIAT, MyKaT, KapOoHar, Habswiat, OpOMEJ, XJODWJ, HHUTpAT, KIAByJaHAaT, coilb N-
METIITIIFOKAMHUHA, ITUTPAT, COXh AMMOHUSL, JTUTH/POXIIOPH/I, OJICAT, HJIETAT, OKCANAT, 3IU3MWIAT, ITamMoar (SMOOHAT),
SCTOJAT, TABMUTAT, S3WIAT, IAHTOTEHAT, hyMapar, dochar/mudocdar, IFOIICHTAT, OIUTATAKTY POHAT, [IIOKOHAT,
CANMITIIIAT, [y TAMAT, CTeapar, IIIHKOUIHIAPCaHIIAT, CYIb(aT, TeKCHIPE30PITHHAT, CyballeTaT, Colb TuipabaMuHa,
CYKIIMHAT, THIPOOPOMHUJL, TAHHAT, THAPOXJIOPHJL, TAPTPAT, THAPOKCHHA(TOAT, TCOKIIAT, HOJHJI, TO3MIAT, H30THOHAT,
TPUSTHOWJ, JTaKTaT, IIAHOAT U BallepaT, KOTOPHIE MOYKHO NMPUMEHSTH B JISKAPCTBEHHOU (opMe T MO KA
PACTBOPHMOCTH HJIM XAapakTEPUCTHK THAPOJIU3a WIA MOXHO IPHUMEHATH B COCTaBaxX C 3aMe/[ICHHBIM
BEICBOOOXK/ICHIEM WM COCTaBaX HposiekapcTB. [lomyueHne (apMaleBTHYECKH MPUEMIIEMBIX COJICH, ONMCAHHBIX
BHINIE, W JIPYTHE THUIOBBIX (GapMaleBTHYeCKH NpHeMIEMBIX colell Goliee mojapoOHO ommcano B Berg et al.,

«Pharmaceutical Salts», J. Pharm. Sci. 66: 1-19 (1977).

TepMI/IH «CTEPCON3OMCPLI» OTHOCUTCA K TIOOBIM SHaHTHOMEPpaM, JHacTCpCON30MEpaM HIIU ITCOMCTPUICCKUM
n3oMepaM, HallpUMED, COGZ[I/IHGHI/II‘/'I, OIIMCAaHHBIX B HACTOAICM JOKYMCHTC. Ecim YKasaHHbIC COCUHCHUS ABJIAIOTCA
XUpAJIBHBIMHA, TO OHHM MOIYVT CYIIECTBOBAaTL B paHeMH‘IeCKOﬁ WIM ONTHYECKHA aKTHBHOM (’popMe. Tak xax
(l)apMaL[eBTI/I‘IeCKaH AKTUBHOCTL parieMaToB WIN CTEPEOU30MCPOB COCIUHECHUM COIIACHO I/1306peTeHI/IIO MOXeET OLITh

paSHOI‘/'I, TO IIpUMCHCHUC COGﬂHHeHHﬁ, O6OFaH_[eHHI>IX OJTHUM W3 SHAaHTHOMEPOB, MOXKET OBITH XKeNTaTSIbHBIM. B aTux
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CIIydasx KOHEYHBIX MPOAYKT HIIH JIaXe IIPOMEXYTOUHBIE BEIECTBA MOIYT OBITH pa3/elICHbl Ha DHAHTHOMEPHBIC
COCMHEHUS XUMUIECKUMH HITH PU3AICCKIMHI CPE/ICTBAMHE, H3BECTHRIMH CIEITHATHCTAM B JJAHHOH 00JIacTH TEXHHUKH,
TUTH K€ MOTYT IIPAMEHSITECSI KaK TAKOBEIE B CHHTE3€E. B cilydae pareMIIecKnX aMIHOB JUACTEPEOMEPHI TOTYIAIOT U3
CMECH IIyTEM IPHBE/CHISI BO B3alMOJICHCTBHE € ONTHYECKH aKTHBHLIM pa3JelsIONUM areHToM. llpmMmepamu
HOAXOJISITIAX Pa3/IesIONIIX areHTOB SIBISTOTCS. ONTUYECKH aKTUBHBIE KHCIOTHL, Takie Kak R- i S-opMbl BUHHO#
KHCJIOTHI, JTUAICTWIBHHHON KHCIOTHI, JUOCH30MIBUHHON KHUCIOTHl, MHHAILHON KHUCIOTHL, SIONIOYHONH KHCIOTHI,
MOJIOUHOH KHCIOTHI, TOJXO/IUX N-3alUINEHHLIX aMHUHOKHCIOT (HampuMmep, N-OeH30WINpoiduHa WM N-
OeH30nCyNbQOHWINPONINHA) WIH pa3sHBIX ONTHYECKM AaKTHBHBIX Kamdopceyibpokucior. Kpome Toro,
IIPE/IIOYTUTENLHBIM SIBISIETCST XpoMaTorpaduueckoe pas3jielieHiue YHaHTHOMEPOB C HCIIONBL30BAHUEM ONTHYECKH
aKTUBHOTO pa3/IeIISIIOIETO areHTa (HalpuMep, AMHATPOOCH30 I EHIIIMITIHA, TPHAIleTaTa IEJLIIOI03b] HITH JIPYTUX
IIPOU3BOJHBIX  YIVIEBOJOB MIM IIPEBpAIlEHHLIX B XHPAIbHBIE BEIIECTBA METAKPWIATHLIX IOJIHUMEpPOB,

UMMOOMIM30BAHHLIX Ha CI/IJ'II/IKaI‘eJ'Ie).

Tepmun «cnoxubIf 5dup» B HacTOSIIEM JIOKyMeHTe oTHOCHTCS K rpyie -C(O)ORu1, rae Rii npesicrasiser

co6ol ruapoKapOHIBHYIO TPYIIIY.
TepMuH «amMu1y B HaCTOSAIEM JOKyMeHTE OTHOCHTCS K rpyme -C(O)NHa.

B onpeneneHHBIX BapuaHTax peald3allill COCTUHEHHUS, ONMCAHHBIE B HACTOSINEM H300pETeHHUHU, MOTYT
IpeCTaBIsITE coboi pareMaThl. B olpeieeHHBIX BapHaHTaX pealM3allii COCUHEHNUS, ONIUCAHHBIE B HACTOAINEM
1300peTeHHnH, MOTYT OBITH 00OTAINEHb! OJTHUM U3 SYHAHTHOMEPOB. HanpumMep, coeiuHeHre, OUCAaHHOE B HACTOSIIEM
1300peTeHNH, MOXKET UMETh 3.1. Oonee 30%, ».1. 40%, ».1. 50%, ».1. 60%, 3.1. 70%, 5.1. 80%, ».1. 90% Wi Kaxe
5.1 95% miu Gozee. B onpeesieHHBIX BapHaHTaX pealu3alliii COSIUHEHNUS, ONIMCAaHHBIE B HACTOSINEM H300PETEHUH,
MOTYT UMETh 00JIee OJHOTO CTEpPEOIleHTpPa. B OIpe/eeHHBIX BapHaHTax PEaTH3allHi COCIMHCHUS, ONICAHHBIC B
HACTOSINEM H300pETEHUH, MOTYT OBITH OOOTAINEHE! OJJHAM WIH Ooliee AuacTepeoMepamu. Hampumep, coeTuHeHIE,
OIMCAaHHOE B HACTOSAINEM U300pETEHUH, MOXKET UMETh . 1. Ooaee 30%, a.u. 40%, x.u. 50%, 1.1 60%, x.u. 70%, 1.1

80%, m.u. 90% wmwm gaxe a.1. 95% wim Goiee.

TepMI/IH <<Cy6T>eKT>> BKIIOYACT MJICKOIIUTAIOINMHUX (B JacTHOCTH, '-IeJ'IOBCKa) U ApYIUX JKUBOTHEIX, TAKUX KaK
JOMaImHuC ) KUBOTHEBIC (HaHpI/IMep, KOMHAaTHBIC JKUBOTHBIC, BKIIIOYada KOIIICK U CO6aK) 1 HCOAOMAaNTHCHHBIC )KUBOTHEIC

(Takue KaK JJUKUE KUBOTHEIE).

B omnpeneneHHBIX BapmaHTax pealHM3allid B HACTOSINEM W300PETEHHM IPE/UIOKECHA KOMIIO3HITHS,
coJiepKalriasi MaJoMOJIEKYJIsipHble HHTuOUTOpH myTH CD-47-SIRPa coBMECTHO ¢ areHTaMu, KOTOpPBIE MOTYT
aKTHBUPOBATH PEIEHTOPHL, Takue Kak penenTtopsl Fe (FcR) minm npodaronurapHble perenTopsl, WK IPyTHe METO/bI
JEUCHNUS, KOTOPhIE IPUMEHSIOT B TEPAllMK paka Julsl akTUBaIMU IPO¢aromuTapHEIX PENENTOPOB [UIsl 00eCcIIeIeHHS

MaKCUMaJIbHOTO NoTeHIHana GiiokupoBanus myTa CD-47-SIRPa.

Mpumep-1: CriocoOwI cuHTE3a U TMOTYICHAS COSINHEHNH, OMMMCAHHBIX B HACTOSINEM H300PETCHNH, OMMCAHHI B
HaxoJsImelHcs TakkKe Ha pacCMOTPEHHUH IIpeJBapUTEIbHOU 3asBke Ha naTeHT Mumum 201841001438, nojannoi 12
suBaps 2018 roma, xotopas Obia m3MeHeHa Ha 3asBKy PCT/IB2019/050219, comepkanme KOTOPHIX BKIIOUCHO B

HaCTOAIIMI JOKYMCHT BO BCEH MOJIHOTE TIOCPEACTBOM CCLUIOK.

Buonornyeckuii npumep:
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Pearentnr DPBS (Gibco), RPMI 1640 C HEPES U L-GLN-500 ML (Lonza), pexomounanTHEI# M-KC® uenoBexa
( R&D Systems), moHOKITOHaNBEHOe aHTHTeNo k CD47 (BOH12), ¢yaxmmonansroe antuteno (Ebioscience),
HM30THIHEI KOHTpob, [gG1 xanma meimw, Gy HKMoHaNBHEH ( Ebioscience), Vacutainer (amanrep Jlyep ams B3srus
Heckonbkux o0pastor) (BD), Vacutainer (remapun Hatpust (NH) 158 equaun USP, npo6upxu 1 coopa kposu (BD),
Histopaque (tmotHOCTB-1,077 /™M) (SIGMA 1077), pactBop TpumanoBoro cuaero (SIGMA-T8154), remormuroMerp
(Bright line-SIGMA 7359629), mabop m1a wHY3HH B BEHY BOJIOCHCTOM dacTm roioBl (JIMS), Oydep amnsa
Jucconuanuu kinetok (Gibeo), 48 -myHoUHBIE CTEpWIBHBIE ITAHITIETH ¢ IIIOCKUAM JHOM IYHOK (Corning), kineTku Raji,
SKCIPECCUPYIONHUE Jonudepasy (co3anbl B 1aGOpaTOPHBIX YCIOBHAX IyTEM TpaHC(EKIHH I'eHa JTonudepassl B
wietku Raji) momuHoMerp, rurpomunud B (Invitrogen), cuctema mis mccnefoBaHus mromudepassl Bright Glo
(Promega), 96-1yHOYHBII IUIAHIIET, TOTUCTUPOILHBIM, BEICOKOIPOM3BOAUTENLHBIH, ¢ OCJILIMHU JIYHKAMHU C IIOCKUM

qHOM (Sigma CLS3912), antuteno x CD20 wenoreka (Invivogen hed20-mabl), 6opresomud (Selleckchem, S1013)
ITpumep — 2: UcciiegoBanne ¢paronurosa Ha oCHOBe JolU(epasbl

[IpoBomunu wuccienoBaHue (aronuTosa in Vitro Uil ONEHKH CIOCOOHOCTH HCCIEAYEMBIX COSAUHEHUH
VCHIIUBATH (ParONUTApHYIO aKTHBHOCTH MakpodaroB. BBUIENsUIM MOHOIMUTHL M3 KPOBH 3[0POBBIX JIOHOPOB H
BLIpAINABAIHU B TeueHHe 6-8 faHeit ¢ ucnonk3oanueM 10% cpeart RPMI (memopuanbubiit uncturyT Posyami-Ilapk)
" pekoMOMHaHTHOTO uenoBeueckoro M-KC® juis muddepennupoBku B Makpodaru. 3aMeHsUIH cpely depes JICHb.
Iocne quddepeHpoBkr cobupany HaTHIINAE Makpodaru IyTeM OCTOPOKHOTO cOCKAaOINBaHUSI M BEIPAIUBAIH B
10% RPMI B Teuenne Houu IpH iI0THOCTH 0,1 MIJIITHOHA KJIETOK Ha JIYHKY B 48-TyHOUYHOM IIAHINETE JUI TKAHEBBIX
KyIs1yp. OZHOBPEMEHHO ¢ STHM BhIpamuBaiu KieTku Raji (xierodHas JIMHHSA JUM(OMEI), SKCIPECCHPYIONIHe
monudepasy, B 10% cpeae RPMI ¢ 100 mMxr/mit rurpomunuia B B koi6e U1 TKAHEBHIX KYILTYp. B eHs daromurosa
BBIJICPKUBAIH Makpodarn B OecCHIBOPOTOUHOM cpejie B TeueHue 2 qacoB. Muky 6upopanm 0,4 MuwninoHa KieTok Raji,
HKCIPECCUPYIOMUX JIFoH hepaszy, Ha JIyHKY COBMECTHO ¢ aHTHTenoM k CD47 genoBeka mwin H30THITHBIM KOHTPOJIEM,
MBITUIHBIM anTurenroM [gG1 K, uim ¢ BEIOpaHHBEIMU COSMHEHUSIME COTIIACHO HACTOSIIEMY H300pPETECHHIO B PA3HBIX
KOHIICHTpAIUSX 110 OTJCIHHOCTH WM B KoMOMHanmu ¢ antureioM k CD20 genoBeka B OecCHIBOPOTOUHOH cpejie B
tedenue 30 munyT npu 37°C 1 100aBISUIM B COOTBETCTBYIOIUE JIYHKU 48-TYHOUHOTO ILIAHITIETA C BHICESIHHBIMHU
Makpodaramu. Yepes 2 dwaca aaxawl mpoMbBanu kieTku OBP u B kaxayio ayHKY AoGapmsum mo 100 MKI
6eccriBopotouHoit RPMI. Kpowme Toro, B kaxayro IVHKY Jo0apmsmm S0 Mka peareHTa Bright Glow, mocie wero
HIepEeMETITHBAIN KJICTKH U WHKY OMPOBAIIM B TEUCHUE 5 MHHYT 0€3 JOCTyIa cBeTa. AHATM3UPOBATH JTOMIHECTICHITHIO
Ha aHaJM3arope INIAHIIETOB IIOCIE IEPEHOCA COAEPKUMOTO KaXkIoW JYHKH B Oeiblif IutaHmmeT. MHTEHCHBHOCTH
JTIOMHHECIICHITA YKa3bIBalla Ha YPOBEHD (aronurosa. Kaxaoe SKCIepUMEHTAIBLHOE YCIOBHE UCCICAOBAIN B JBYX

MIOBTOPHOCTSIX. PesynsraThl puBejeHb Ha OUT. 1.

Pesyaprarel Ha ®HUI'.1 noka3bBaioT, 4To 00paboTKa ONMYXOJEBBHIX KIETOK aHTUTENoM K CD20 denoBeka
IPUBOINAT K 3HAYUTCABLHOMY VCHICHHIO (aronurosa IO CPaBHEHWIO C IPHMEHEHHEM TOJBKO COCIMHEHHUS,

onoxupytotero CD47-SIRPa.

MMpumep — 3: Uccaenosanne gparominrosa MakpodaraMn JejioBeKa JUIA OIeHKH COeHHEHII B KOMOHHAIIMH ¢

GopTesomMuboM

[TpoBoamnu wmcenenoBanme Garomuros3a in Vitro /Uil ONEHKH CIIOCOOHOCTH HCCIETAYEMBIX COCTMHEHUH
VCHIHMBAThH (HaroIuTapHyI0 aKTHBHOCTH MakpoQaroB. BBLIemsmm MOHOIUTHL W3 KPOBH 3/0POBHIX JIOHOPOB H
BEIDAIMUBAIXA B T€UeHHE 6-8 JiHEH ¢ Hcnonb3oBaHueM MOIHOH cpejisl RPMI (MeMopuanbHb HHCTUTYT Po3yaiin-

[MTapx), nomomaerno# 20 Hr/™Mn pexoMOMHAHTHEIX M-KC® gemoreka, st auddepeHITMPOBKA UX B Makpodary.
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3aMeHsu cpejly depe3 JeHb. OJHOBPEMEHHO ¢ STHUM BHIpaluBaiud kieTkd H929 B monnol cpere RPMI u
obpabareBan 10 HM GopresomuboM B Teuenwme 48 waco. [Ipexpamanu gocTyn MakpodaroB K HMHTATEIHHBIM
BEITlECTBAM, BBLIEpXKUBasg UX B TeueHHe 2 4acoB B OeccriBoporouHoif RPMI. BricenBamu okpamenurie CFSE,
obpaboTanuble/HEOOpaboTanHEle SopTesoMudoM kiIeTku H929 (kinerodnas TWHHS MHOXXECTBECHHOM MHEIOMEI) C
wiotHocThIo  0,2x10° wieroxk/yHka B 96-IYHOUYHBIM IUIAHINET ¢ HU3KAM YPOBHEM CBSBBIBAHMS KIETOK U
obpabarbBanu ounineHHsIM anTuTeoM BOH12 x CD47 wenoBeka (5 MKI/MIT)/M30THIHBEIM KOHTPOJIEM, MBITHHBIM
agturenoM [gGl K (5 MKI/MI)/BHIOpaHHBIMH COCIMHEHISIMH COTVIACHO HACTOSINEMY H300pPETEHHIO B PAa3HBIX
KOHIIEHTpanusx B OeccrlBopoTouHO#t cpene B TedeHme 30 muuyT mpu 37°C. JloGapmsnmun Maxpodard, KOTOPHIM
TIpeKpaIaii 10CTY I K CEIBOPOTKE, K kiietkam H929 npu otHomenun 1:4 (Makpodaru:kwierku H929) u mHky OnpoBaiu
B Teuenue 2 vacop npu 37°C. OxparmmmBanu kieTku B kaxao# myake APC k CD11b uenoeka B Teuenue 30 MUHYT
mpu 4°C 6e3 pocTyna cBeTa, mocie 4ero GuKCUpoBaIu ux u npopoamid aHanms FACS. KieTku ¢ moIoXKUTEILHBIM
crarycoM FITC u APC paccmaTpupanu kak wietku H929, paromurupoBannsie Mmakpodaramu. JlaHHBIE, TOTyUCHHEIS
Ha FACSVerse, aHanusupoBaiy Ipu MOMOIMM IporpaMMHoro obecneuenus Flow Jo. PesynnraTel mpuBesieHB Ha

OUTI. 2.

Pesynsrarel Ha @UI.2 moxa3biBaioT, 4To 0O0padOTKa OMYXOJEBHIX KIETOK MHIMOHTOpAMH IIPOTEacOMBI
(GoprezoMHGOM) MPUBOAUT K 3HAYUTEIBHOMY YCHICHHMIO (aronurosa IO CPaBHCHHIO C IIPUMEHEHHEM TOIBKO

coequHenus, onoxupyromero CD47-SIRPa.

Ipumep — 4: Ucciaenosanne 3¢ peKTHBHOCTH coeJMHeHNs 6 B KOMOHHAINN ¢ aHTHTe10M K PD-L1 B cunrennoii

Mopae JuMpombr A20

B nmamHOM wmccnenoBammu >(h(GEKTHBHOCTH B CHHICHHOM Mojend JUMPoMBI A20 HCHONB30BATH CAMOK
Mmeimelt Balb/c (BALB/cAnNTac) (Bo3pactom 6-8 Helelb), BHIBEJCHHEIX B JabopaTopuu. JKUBOTHBIX MapKHPOBATH
HHIUBUIY ATEHEIME IIOMETKaMH Ha XBOCTE U BBIJICPKUBAIH B KJICTKAX ¢ MPUKPEILUICHHBIMY HACHTAGUKAITMOHHBIMA
KapTaMy, Ha KOTOPBIX OBUT yKa3aH KOJ MCCICIOBAHUS, HaThl IPOBEJACHUS SKCIICPUMEHTA, TIOT U THCIO KABOTHBIX.
Bo Bpemsi skcnepuMeHTa XMBOTHBIX B3BemuBaIM exeHeBHO. Kierounyio nunmio A20 (uHusa B-xierounoit
TuM(OMEI, MOMYICHHAS U3 CIIOHTAHHBIX HOBOOOPA30BAHWM W3 PETHKYISPHBIX KICTOK, OOHAPYKCHHBIX V CTapoit

Meitm BALB/cAnN) npuobperanu B ATCC.

Korna cpeauuii o0beM OIYXOJIM JOCTHIAl NPUMEPHO 75 MM?, ClyualHBLIM OOPa3soM pacHpeIesuiy
KHUBOTHBLIX ¢ yueToM oObeMa onyXxoiu 1o derkipeM rpynnaM (ot G1 jgo G4) no aBeHaanats kuBoTHEIX (N = 12) B
KaXJIOM U BBOJWIN HOCUTEID, coeauHenne 6, anTurelio k PD-L 1 MbIn 1 kOMOHHAITAIO COeAUHECHUS 6 ¥ aHTHATEIA K

PD-L1 MmbImy, kKaK yKa3aHO HUXE:

I'pymma | Coeannenne Hosza Yacrtora Croco0 00BeM 10351
Hocurens, )

Gl 0 mr/kT JlBa pasa B gens (bid) | IlepopanbHbrif 10 M/t
KOHTPOJE

G2 Coemunenue 6 30 Mr/xr JlBa pasa B gens (bid) | IlepopanbHbrif 10 M/t

Antureno x PD-
B 1 ngewn, 3 pmenn, 6
G3 L1 Meprmm 200 MKI/’KHBOTHOE H.IL 100 MKJI/MBIIIB

JIeHL U 9 JIeHb
(xmon 10F.9G2)
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I'pymna | Coeannenne Hosza Yacrtora Croco06 00BeM 10351

Coenunenne 6 + )
Jlra pasa B aens (bid) +
agtuteno k PD- | 30 mr/kr + 200 Ilepopanermrit, | 10 mu/kr, 100
G4 B 1 menn, 3 neHn, 6 1¢HL
L1 Meprmm MKTI/5KABOTHOE H.IL MKJI/MBIIIb

u 9 neHn
(xron 10F.9G2)

[Iponomxanu nedenne B TedeHue 21 JHs, oleHHBaIH OOMyI0 >(P(EeKTUBHOCTH M IIEPEHOCHMOCTH 3a

yKaSaHHI)If/'I IICpuoJa Ha OCHOBaHUN H3MeHeHuM o0beMa OIIYXOJIA U MaccChI TCJIa, HaGJHO,Z[aeMLIX B IICPUO JICUCHUSI.

OrMeuanyu Maccy Tella OTAEIBHBEIX )KUBOTHBIX IIEpe]] BBEJICHUEM COCTUHEHMsI 6 B TEUEHHUE BCETO IIEpUO/ia
sKcepuMenTa. OTCISKUBAIN CMEPTHOCTL/TSDKECTD 3a00JI€BaHKs KUBOTHBIX pa3 B JICHb B TEUEHHUE BCETo IIepHojia
SKCIIEPUMEHTA, a TakKe IMPOBEPsUIM KIMHUYECKUE IPU3HAKU pa3 B JIEHb B TEUEHHUE BCETO NEPHO/Ia DKCIEPUMEHTA.
Wsmepsum o0beM OLYXOJIH Y KUBOTHBEIX BO BCEX IPyIIIAX JICUEHU TPU pa3a B HEJENMIO (pa3 B 2-3 JIHA) IIPU IIOMOINH
mudpoBLIX MTaHTeHIMPKYJIeit Vernier. B kauecTBe mokazarens »¢GQEeKTHUBHOCTH BHUUCILIM 3HaueHUI % T
(meuenme)/C(xontpois) u % TGI (% nojgasnenus pocra omyxonn). [Toctpoerne rpagukoB U CTATHCTHYECKUN aHAIN3
npoBo e pu oMoty GraphPad Prism®, Bepeumst 7.0. JIins aHanm3a JaHHBIX 00 00beME OMYXOJIH MPOBOIMIN
CTAaTUCTUYECKOE CpaBHEHHUE Ha 18 IeHb BO BCeX TPYIIIAX IpU HoMoIH oiHodakropaoro ANOVA ¢ ucrnons3oBaHIEM
KpUTEpHsI MHOKECTBEHHBIX cpaBHeHHH JlaHHEeTTa. ONICHKY pE3yJIbTaTOB BCEX aHATU30B U CPaBHEHUM IIPOBOJWIN Ha
ypoBHE 5% (p<0,05). 3nauenme «p» MeHee 0,05 paccMaTpuBaly Kak 3HaUMMoOE. Pe3yibraThl M CTaTUCTUUECKUE

JaHHBIC ITPUBE/ICHBI HUKE B TabIIHIE.

I'pymna | Coeaunenne Ho3za % TGI
Gl Hocwurens, KOHTPOIH 0 mr/kr (bid) -
G2 Coeaunenue 6 30 mr/kr (bid) 72%
G3 Antureno x PD-L 1 MuImm 200 mxr/xuBotHoe | 41
30 mr/kr (bid) +
G4 Coenunenne 6 + agrureno k PD-L 1 Mpimm Qs
200 MKI/’)KHBOTHOE

Onuodakropueit ANOVA, xputepuit MHOXECTBEHHBIX cpaBHeHmM JlamuHerta: *-p<0,05, ***.p<0,001;, TGI —

TIOJaBJICHUEC pOCTa OLIYXOJIH,

Coemunaenne 6 B mo3e 30 Mr/kr bid mpu mpuMEeHCHWH Kak B KAa4ecTBE CAMHCTBCHHOIO arcHTa, TaKk W B
koMOuHanuu ¢ aururesnoM Kk PD-L1, xopoIno nepeHoCHIOch B OTCYTCTBUE KaKUX-THOO KIMHUIECKUX IPU3HAKOB,
CBSI3aHHBIX C JICUCHHUEM, M CMEPTHOCTH, UTO YKa3HIBAJIO Ha TIPEBOCXOIHYIO IEPEHOCHMOCTE HCCIIEyEMEIX ar€HTOB BO
BBOJIMMEBIX JIO3UPOBKaX. B KOHIlE mepuwoja JICUSHUS ISl COCTUHEHU 6, BBOJMMOTO OTJACTLHO B 03¢ 30 MI/KT,
agTtuTrena k PD-1L 1 MBI, BBOAUMOTO OTACILHO, M COSANHCHASA 6 B KOMOUMHAINH ¢ aHTATeI0M K PD-L 1 M1, OpLmm
[IoKa3aHbl 3HaueHust nojapiaeHus pocra omyxonu (TGI) 72%, 41% u 90%, cooTBeTcTBeHHO. BiusiHue jgeueHus: Ha

KHHETHKY POCTa OIyXOoIu rpaduaecku npescrapieHo Ha ®UT. 3.

Kpome Toro, ObUI0 3aMeUEHO, YTO COEIMHEHNE 6 B KOMOMHAIIMK ¢ aHTUTENIOM K PD-L 1 MBIITu IpUBOMIO K
3HAYATEIHHO YCUICHHOMY TIOIaBICHUIO POCTA OIYXOIH, a TaKXke K OoJee MPOJI0KATEIHFHOMY OTBETY IO CPaBHCHHIO
€O croco0aMy JEUYECHHs areHTaMU 110 OTJAENBHOCTH. Y S5 u3 11 JKHMBOTHBIX, KOTOPBLIX JIEUWIH KOMOWHAIuei

coeinHeHus1 6 u anTurena k PD-1L1 Mpimy, HaOmo/aiu NOJIHYIO PETPECCHIO OITy X0uIH. [o/laBienne pocra oIy X0y,
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Ha0II0/JaeMOE TP JICUEHUH TOJIBLKO COEJMHEHUEM 6 U KOMOMHAIueEH coeiuHenns 6 ¢ auturesioM K PD-L1 mpmmm,

OBLIIO CTAaTHCTUICCKH 3HATUMEBIM.

[TPEAITIOYTUTEJIbHBIE BAPMAHTHI PEAJIM3ALNU:

1. Kommozunusi, copepxamas arenr, Onoxupyoonmid CD47-SIRPa, u ojuH uiu Oolee MPOTHBOPAKOBBLIX

areHToB, rjae areHT, omokupyromuit CD47-SIRPa, npeacrasien coemmaeHneM Gopmy st (1):

R, R, O R,
R "X N)]\N)\COOH
N \ H lL
N—O .

U

nin €ro @apMaLICBTI/I‘ICCKI/I HpHCMHCMOP’I COJIBIO MM aMHJIOM, HIH CJIOXHBIM S(I)I/IpOM, I

CTEPCOU30MEPOM; TIC

Ra mpencrapisier codoit Bomopo, R mpencrapisier codoit Bogopos, -(CH2)>CONH,, -(CH2),COOH, -
(CH»2)sNHC(=NH)NH, -(CH2)sNH>, -CH,CONH,, -CH»-apmn miu -CHs-retepoapui;, wiu R, u R; coBmectHo ¢

aToMaMH, K KOTOPBEIM OHHU IIPUCOCTMHECHEI, O6p33y}OT IMAPPOIUTAHOBOC KOJBIIO,

R mpeacrasister coboit Bogopoa, -(CH2):NHC(=NH)NH,, -(CH»),CONHo,, - (CH2)>COOH, -CH»-apun unu

-CHo-rerepoapur,

Ry mpencrapnsier coboit Bogopoa; u Rz npescranisietr codo Bojiopo, -CHa-apui, - (CH2)sNHC(=NH)NHo,
-(CH2),CONHo,, -(CH2)>COOH, -(CH2)sNH> mnu -CHz-rerepoapui;, win Ry u R3 coBMECTHO ¢ aToMaMu, K KOTOPBIM

OHH IPUCOCANHCHEL, O6p3.3yIOT IIAPPOINANHOBOC KOJILIO.

2. KOMHOSI/IHI/IFI 10 H.l, oTJIMHaromashacsa TEM, UTO yKa3aHHI>II7'I HpOTI/IBOpaKOBHﬁ ArcHT NpeACTaBJACT coboit

XI/IMI/IOTepaHeBTI/I‘IeCKI/If/'I arc¢HT Win I/IMMYHOMOL[Y.HI/IpyIOH_[I/Iﬁ arcHT.

3. KOMHOSI/IHI/IFI 10 H.l, OoTJIHHaroImaAca TEM, 4TO yKa3aHHBII7[ HpOTI/IBOpaKOBHﬁ areHT NpeacTaBlACT coboif
TCPallCBTUICCKOC aHTUTCIIO, HAIICJICHHOC Ha OIIYXOJIEBBIC AHTUI'CHBI, KOTOPLIC CTHUMYJIMPYIOT aKTHUBUPYIOIUC

penenropsl Fe (FcR).

4. KOMHOSI/IHI/IFI 110 H.3, OTJIMHaromasicss TeM, YTO YKazaHHOC AaHTUTCIIO BBIGpaHO W3 I'pylIlbl aHTUTCIL,

CHOCOOHBIX AP PEKTUBHO HHAYIIUPOBATH (HarOIUTO3.

5. Kommosumust mo 1.4, oTimdaromasicss TeM, ITO yKa3aHHasl TpyIIla aHTHTEN, CIOCOOHBIX 3(PQPEKTHBHO
HHIYIIUPOBATh (aronuTos, BKIodaeT antuTe’o k CD20 (purykcuMal, THYKCETaH, TOZUTYMOMAad), KOMOMHAIIHS ©
KOTOPBIM HMEET KOHKPETHOE NMPUMEHECHHE B JICICHHH HEXO/KKMHCKHX B-KICTOTHBIX TMMPOM H XPOHHIECKOTO
muMdorrapHoTo Jeitkosza (XJIJI); aatuteno x CD22 (smpary3ymad), KOMOMHAIHS ¢ KOTOPHIM MMeeT KOHKPETHOE
[IpUMEHEHHE B JICUCHUH B-KieTouHOro JIefiKo3a U BOJIOCAaTOKIETOUHOTO JIeHKko3a; antureno k CD52 (anemrysymadl),
KOMOWHAN|sI ¢ KOTOPHIM HMMEET KOHKPETHOE IPHUMEHEHHE B JedeHWH B-xieroqHoro m T-kiIeTOYHOTO neikosza
(xpormIeckoro TMMGOTHTApHOTO Jeiiko3a); anTuTteno kK CD33 (reMTy3yMad 030TaMUITIH), KOMOMHAITHS ¢ KOTOPEIM
MMeeT KOHKPETHOE IPIMEHEHNUE B JIEICHUH MUETIOH/THOTO JIeHKo3a (OCTPOro MHEIOTEHHOTO JIEHK03a); TpacTy3yMao,

KOM6I/IHaI_[I/I$I ¢ KOTOPLIM HMMCCT KOHKPETHOC IIPUMCHCHHC B JICUCHHUM paka MOJIOYHOHU JKCIIC3HI, 66BaL[I/13yMa6,
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KOMOWHAINA ¢ KOTOPHIM MMeeT KOHKPETHOE NMPUMCHEHHUE B JICUCHUH OIpECICHHBIX THUIIOB OMYXOJeH TOJOBHOTO
MO3Ta W OIPE/ICIICHHBIX THIOB PaKOBHIX 3a00JEeBaHUM IMOYKH, JIETKOTO, TOJCTOM KUINKH, MPSMON KHITIKH, IMeHKH
MATKH, IMIHAKA WK $auIONreBoH TPy ORI, TIeTYKerMab, KOMOMHAITHS ¢ KOTOPBIM IMeeT KOHKPETHOE IPUMECHEHHE B
JCYCHNH pakKa TOJCTOM KHUINKKM W TOJOBH W ITEH; MaHUTYMyMad, KOMOWHAIIHSA C KOTOPHIM HMMEeT KOHKpPETHOE
IIPUMEHEHHE B JIEUCHUH KOJOPEKTAIBHOIO paka;, antureao k CD38 (maparymymad), KOMOUHAIIMS ¢ KOTOPBIM UMEET
KOHKPETHOE IIPUMEHEHNE B JICICHUH MHOKECTBEHHOM MHUeIOMBL, anTuTeno k CDY6, antureno k CD44, anrureno k
CDI123, xoMOuHanuss ¢ KOTOPHLIMH HMMEET KOHKPETHOE IIPUMEHEHHE B JICUCHHM MHEIOTCHHBIX JIEUKO30B,
odarymymal, KOMOMHAITHS ¢ KOTOPEIM IMeeT KOHKPETHOE IPUMEHEHHUE B JICUCHIUH XPOHUIECKOTO TUM(POITUTAPHOTO
neitko3a; oOMHYTY3yMal, KOMOMHAINSA ¢ KOTOPHIM HMMeeT KOHKPETHOE NMpPHUMEHEHHE B JIeUeHUM (POJIIHKYIISAPHO
TuMQOMEL, alteMTy3yMab, koMOMHANKA ¢ KOTOPHIM HMeeT KOHKPETHOE IPUMEHEHHE B JeUeHWH DB-KIeToYHOro
XPOHHYIECKOTO JUMQPOIUTAPHOTO JeHko3a, HOpUTyMOMad TUYKCETaH, KOMOHHAINS ¢ KOTOPHIM MMEET KOHKPETHOE
IpUMCHEHNE B JICICHUN B-KICTOTHHIX HEXO/[KKMHCKUX JUMGPOM; AUHYTYKCUMaO, KOMOUHAIIUS C KOTOPHIM HMEET
KOHKpETHOE IIPUMEHEHHE B JICUCHUN HeUpoOIacTOMBL, M HEIUTYMYMad, KOMOMHAITHS ¢ KOTOPHIM UMEET KOHKPETHOE

IIPUMCEHCHUE B JICUCHUHU paka JICTKOTO.

6. Komnosumust no moGoMmy u3 mi. 1-5, omimgarommasicss TeM, 9YTO VKa3aHHBIH NIPOTHMBOPAKOBLIM areHT

npezacTaBisieT codoit antuteno k CD20, BEIOpaHHOE U3 pUTYKcuMada, THyKceTaHa U TO3UTyMoMaba.

7. Komnosunust 1o 1.2, oTIHYaIoIascss TeM, YTO YKa3aHHBIM XUMUOTEepalleBTHISCKU areHT IIpecTaBisieT
coboit mHruGurop mporeacoMsl (GoprezoMud, mKcazoMuO W KappuiIzoMul), aHTPAIUKIUHBL (JIOKCOPYOHUITHH,
SIUPYOHINH, JayHOPYOHIMH, HIapyCHIMH, MHTOKCAHTPOH), OKCATHMIUIATHH, ImkiIodocdhamuj, OGISOMUIHH,
BOPHHOCTAT, MaKJIUTaKCeN, S-(Qropypamwin, nuTapaOuH, JIEeKapCcTBEHHBIE CpeJcTBa, uHruOupyromme BRAF
(mabpadenud, Bemypadenuo), nuarudurops! P13K, nonerakcen, mutomunuH C, copadeHud mwim TaMoKcHEH, W UX

KOMOHHAITHIO.

8. Kommosumust no moGomy w3 i 1-2, omIMHaromasicsi TeM, 4TO YKa3aHHBIH IPOTHBOPAKOBBIA areHt

IpeJicTaBIsieT co00M MHIMOUTOP HIPOTEacOMBL

9. KOMHOSI/IHI/IFI 10 H.S, OoTIIMJaromasiaca TEM, YTO yKa3aHHBII71 HpOTI/IBOpaKOBI)Iﬁ ArcHT NpeACTaBJIACT coboit

6opTe3oMud, nKkca3oMud uiu kaphun3oMub WITH WX MPOU3BOTHOE.

10. Kommosumust 1o 1.2, omimyaromasicsl TeM, 9TO YKa3aHHBIM XMMHOTEpaleBTHICCKUN arcHT Mpe/ICTaBIseT
cobolf abmpaTepoHa areTar, adaTWHUO, amfccICHKWH, aleMTy3yMad, aHACTpPO30J, aKCUTHUHHO, OCIMHOCTAT,
OGeHaMy CTHH, OUKaIy TaMuJl, OIrHATYMOMAa0, 6ocy THHHO, OpeHTYKcuMad, 6y cyIbdan, kabazuTakcel, KameluTaduH,
KapOoIIaTHH, KaphmisoMud, KapMyCTHH, TEpUTHHUO, KiIodapaOWH, KpU3OTHHUO, AakapOaswH, JAKTHHOMHITUH,
Jla3aTHHAO, AETapenKe, ICHWICHKIH, IeHOCYMal, SH3aIyTaMu/l, SPUOYIINH, SpIOTHHHD, SBEPOIUMYC, SKCEMECTaH,
sKceMecTaH, (uyaapabuH, ¢GyiaBecTpanT, TedUTHHHO, TOCepeNHH, HOPUTYMOMad, WMATHHUO, WIUIAMyMad,
UPUHOTEKAH, WKCAOCTIHIOH, JAmaTHHUO, JECHATWJIOMHJ], JIETPO30I, JCHKOBOPHH, JICYIPOIWA, JOMYCTHH,
MEXJIOpPATAMHUH, MErecTpold, HelapaOWuH, HWIOTHHUO, HUBOAYyMal, oJamapul, OMaleTakcuH, HalOoIuKIno,
[IaMHAJIPOHAT, MAaHATYMyMab, TaHOOWHOCTAT, a30Ianud, meracuaprasy, neMoponnsymad, neMeTpeKce]l ANHATPH,
nepTy3ymad, miepukcadop, TOMATHIOMHA, TOHATHHUO, IpanaTpekcaT, mpokapOasuH, paauit 223, paMynupyma,
peropadennd, rlFNa-2b, poMHUIENCHH, CYHHTHHHO, TEMO3OJIOMHJ, TEMCHPOJIMMYC, THOTENa, TO3UTYMOMao,
TPaMETHHHUO, BHWHOPENIOWH, abapeiuKke, alJIeCICHKNH, aTUTPETHHOWH, AaUIONypPUHON, ITPETaMHUH, TPHOKCH]
MHIITBSIKA, acllaparnHasy, a3alluTHANH, OeKcapoTeH, GapuIuTHHEO, GopTe3oMuO, OycynbdaH /Uil BHYTPHBEHHOTO

BBe/icHHsSI, OycynbhaH I NEpOPATLHOTO BBEACHUS, KaTyCTEPOH, NETyKcuMad, XJIopaMOyIuil, NHCIDIaTHH,
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KIaApuOWH, JalITCIapWH HATpHs, ACIUTaOWH, JTUQPTHUTOKC, UCYIb(pUpaM, JEKCPa30KCaH, JIPOMOCTAHOJIOHA
IIPOIIMOHAT, DKyJIN3yMal, OCTpaMyCcTHH, sTomo3uaa ¢ocdar, sromosm, ¢GeHTaHmna IUTpar, (QUIrpacTHM,
dnoxcypumH, remiurabuH, THCTpennHa anerar, ¢ocdamma, uHTepdepoH anbpa 2a, nanatuHUOA JUTO3MIIAT,
JEBaMH30J, MapH30MHO, MEXJIOpITaMHUH, MendanaH, MEpPKaNTOIyPHH, METOTpPEKCaT, METOKCAICH, MHTOTaH,
HaHApoJIoHa QeHnpormoHaT, HodeTymMoMald, OIpo30MHO, IPTQIITPAcTHM, IEHTOCTATHH, IHIOOpPOMaH,
IUIIKaMUNAH, TpoKapOa3uH, XWHAKpHH, pacOypHKasy, PYKCOJIUTHHHO, pyKamapuO, CTPEHTO30IMH, TEHHUIIO3M/I,
TECTOJAKTOH, TalMJIOMHJI, THOTYaHWH, TOIOTEKAaH, TOPEMH(EH, TPETHHOUH, YPAIlMIOBHI HIPHUT, BaIpyOUITHH,
BUHOJNACTUH, BHHKPUCTHH, HHpamapuO, BeIWIapuO, Tarasomapud, 30JeApoHAT, HOpYTHHUO, adaubeprient u

UAeTATUCHO.

11. Kommosumust mo 1.2, omipdaiomasicst TeM, 4TO YKa3aHHBIH MMMYHOMOAYJIMPYIOIUM areHT Ipe/cTaBiIsIeT
€000l KOCTUMYIISATOPHYIO MM KOMHIHMOUTOPHYIO MOJeKy1y, Bodass CTLA-4 (manpumep, unmnumymad), 4-1BB
(manpumep, ypeaymab u yrommiymad), anrurena k PD-1 w PD-L1 (manpumep, HuBoJIyMal, nmeMOponusyMao,
aresonmsymadb, aypBanryMmad u kaMmpenusymad), anturena k nutokuHam (IL-10, TGF-Gera), antutena x TIM-3,

agturena k LAG3, anrurena xk B7H3, anturena xk B7H4 nnu anrurena x B7H6; nin nx KoMOHHAIIHIO.

12. KoMnosumusa mo m.l, omimuaromasicss TeM, UTO VyKa3zaHHBIM areHt, Onokupyromuit CD47-SIRPa,

mpecTaBisieT cobolt areHT, KoTophlit 6okupyer B3aumozaekictere mexay CD47 u SIRPa.

13. KoMmnosumusa mo 1.1, ornmuaromasicss TeMm, 4To OiiokupoBaHue B3auMojeictusa Mexay CD47 u SIRPa

UHAYIUpYeT (aroIuros oIy XoleBhX KIETOK, skcnpeccupyromux CD47, Makpodaramu.

14. KoMmnosumusa mo m.l, ommmuaromasicss teM, 4to Ri mpencrapisier coboit Bogopon, - (CH2)>CONH,,
(CH2).COOH, -(CH»2);sNHC(=NH)NH,, -(CH2)4sNH,, -CH>CONH>, -CH»-dpennn unu -CH,-umu1azomnm.

15. Kommozunus no 1.1, omnudarormasicst TeM, 4to Ry npejicrasiser co6oit Boiopo, - (CH2)sNHC(=NH)NHo,, -

(CH»)>.CONHa, -(CH),COOH, -CH>-perun umu -CH,-mMuIa3omm.

16. KoMnosumusa mo 1.1, oTiamuaromascs TeM, 9To Rz mpejcraBiseT coGoit Bomopon, -CHa-denmr,

(CH,)sNHC/(=NH)NH,, -(CH,),CONH,, ~(CH2),COOH, ~(CH,)4NHs mitt -CHa-HMuas01mL.

17. Komnosumusa mo m.16, oTmmuaromasicss TeM, 9To Rz mpejcraBiser coGoit Bogopon, - CHr-denmn,

(CH»2):NHC(=NH)NH>, -(CH»)>CONH>, -(CH2)COOH mnu -(CH>)sNH>.

18. Kommozunust no mobomy u3 ni. 1-17, oTnndaromascst Tem, 4To

Ra mpejscraBnser codoit Bojiopo; u Ry mpescrapisier co6oit Bogopo, -(CH2)CONH,, -(CH2),COOH, -
(CH»)sNHC(=NH)NH>, -(CH»)4sNH>, -CH,CONHa, -CH»-dperun mwiu -CH>-mmunazommr, wim R, u R1 coBMecTHO ¢

aToMaMH, K KOTOPLIM OHU IIPUCOC/IUHCHEL, O6p3.3yIOT IIUPPOIINANHOBOC KOJIBIO,

R> mpenacrasister coboit Bogopos, -(CH2)sNHC(=NH)NH», -(CH2)>CONHa, - (CH2)COOH, -CH»-dpennn

i -CH-IMIIa30mmi;

Ry mpencraBmser coboit Bomopom;, ®  Rs  mpencraBmser  coboit  Bomopon,  -CHa-demmi,
- (CH2)sNHC(=NH)NH,, -(CH3);CONH», -(CH»)COOH, -(CH2)4sNH> wmm -CHs-umunazomwr, wim Ry, u Rj

COBMCCTHO € aTOMaMU, K KOTOPLIM OHU IIPUCOCTNHCHEL, o6pa3y10T TAPPOIAINHOBOC KOJIBIIO.

19. Komnosumus mo 1.1, mpeacrapiennas coenquaerneM Gopmyst (1A)
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OH

(1A)

Wi €ro (l)apMaL[eBTI/I‘IGCKI/I HpHeMJ’IeMOﬁ COJIBIO, HWJIH aMHuJIOM, HIH CJIIOXHBIM 3(1)I/IpOM, HIn

crepeonsomepoM; rie Ry, R, u Ry Takue, xak onpeseneno B 1.1.

20. Kommozunust mo 119, ommrgaromasicst TeM, duro R; mpezcrapisier coboit Bogopos, - (CH2)CONH,, -

5 (CH»)>.COOH, -(CH»);sNHC(=NH)NH>, -(CH2)4sNHo>, -CH»-dpenmn uiu - CH-uMmuaa3onm.

21. Kommozunus no 11.19, otanuyaromasics TeM, 4to Ro npejcraisier codoit Bogopos, - (CH2):NHC(=NH)NHo,,

-(CH2),CONHa,, -(CH»)>COOH, -CH»-¢pennn unu -CH>-uMunazonu.
22. Kommosunug no 1. 19, 20 uinu 21, oTiimgaronasicst TeM, 9TO

R. mpencrapmsger co®oit Bojopox, u Ri mpexacrariaser coboit Bomopox, - (CH2)>CONH,, -

10 (CH2).COOH, -(CH»2);sNHC(=NH)NH>, -(CH2)4NH,, -CH>-denun uinu -CH,-umunazonuir,

R mpencrasisier coboit Bogopos, -(CH2)sNHC(=NH)NH,, -(CH»).COOH, - CH»-¢enwmt nim -CHo-

HIMUJIa301IHII.
23. Kommosunust no 1. 1, npejcrasinennas coeuaenneM Gopmyist (1B)
HN NH2
*’\u& }L coon
(1B)
15 Wi ero (apManeBTHMUECKH IPUEMICMON CONBIO, WM aMWJIOM, WIH CIOXHBIM 3(QUpoM, WA

crepeousomepoM; rie R, Rq, Ry 1 R3 Takue, xak onpezeneno B 1. 1.

24. Kommosunust mo 1m.23, ommmyarommasicst TeM, 4ro Ri mpescrapisier coboit Bogopos, - (CH2)CONH,, -

(CH,).COOH, -(CH,)sNHC(=NH)NH,, -(CH)iNH, wu -CH,-¢erm.

25. Komnosumus mo m.23, oTimmuarormasicss TeM, 9To Rz mpejcraBiser coboit Bomopon, - CHa-denmn, -

20 (CH,)>CONH, wn -(CH,),COOIL

26. Kommozunust mo 1m.23, ormnmdarommasicss TeM, 4To Ry B Rz coBMecTHO ¢ aromMamy, K KOTOPBIM OHH

MPUCOSTMHEHE], 00pa3yIOT MHPPOIHITHOBOE KOIBIIO.
27. Kommozunust no mobomy 13 0. 23-26, OTIIMYAIoIasicst TEM, 4TO

Ry mpeacraister coboit -(CH2).CONH; minu -(CH2).COOH;
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Ry mpencrapnser coboif Bomopoa, u Rs mpencrapnsger codoi Bogopon wimm -CHa-dbenmn, wim Ry # R

COBMCCTHO € aTOMaMU, K KOTOPLIM OHU IIPUCOCTNHCHEL, o6pa3y10T TAPPOIUINHOBOC KOJIBIIO.

28. Komnosumus mo 1.1, mpencrapiennas coequaeHneM dhopmyis (1C)

O.__OH
R, O R;
Ra‘u)\( AN NJ\N)\COOH
N—o H

Ry
(Ic)

5 i €ro q)apMaHeBTI/I‘IeCKI/I HpHeMJ’IeMOﬁ COJIBIO, HWJIH aMHuJIOM, HIH CIIOXHBIM 3(1)I/IpOM, I

crepeonsomepoM; rae Ri, Rq, R3 1 Ry, Takue, xak onpezneneno B 1. 1.

29. KoMnosumusa mo 1m.28, ommmuaromasics TeMm, drto R; mpexacrariaser coboit -(CH2)sNH, -

(CH2)sNHC(=NH)NH: nnu -(CH2)2CONH-.

30. KoMnosumus no .28, oTrmdaroinasics TeM, 4To Ry, mpejcraBinsgeT co6oit Bojgopo;, R3 npeacrapiser codoit
10 Bostopoa, -CHa-denmn wiu -CHa-retepoapmit;, wiu Ry, 1 R3 coBMecTHO ¢ aroMaMu, K KOTOPBIM OHU IPUCOSTUHEHE,

00pasyIoT MUPPOIMTMHOBOE KOIBITO.
31. KoMmnosuius no mobomy u3 . 28-30, oTudaromasicst TeEM, 4To:
Ry mpencrasuser codoit -(CH2)sNH», -(CH2)sNHC(=NH)NH, nmn -(CH2),CONHo;

Ry mpencraBnser coboit Bojopoa;, Ri mpeacrasinser co6oit Bogopon, -CHo-dermun wmn -CHz-rerepoapmr,

15 nia Ry 1 R3 coBMecTHO ¢ aTOMaMHU, K KOTOPLIM OHHU IIPUCOCTUHCHEL, 06p33yIOT IMAPPOIUTUHOBOC KOJIBITO.

32. KoMmnosurus mo 1.1, npeacrapiennas coenuaenneM Gopmysr (ID)
o NH,
R, )OL R;
R N
’\N)\« 7 ON N)\COOH
N—o H R,
(ID)

uin c€ro (l)apMaL[eBTI/I‘IeCKI/I HpHeMJ'IeMOfI COJIBIO, HJIH aMHJIOM, HIH CJIOXHBIM B(I)I/IpOM, 501058

crepeonsomepoM; rie Ry, Rq, R3 u Ry, Takue, kak onpezieneno B 1. 1.

20 33. Kommozunust no 1.32, otimdaromasicss TeM, 410 Ry npejcrasiser coboit -CH,CONH,, -(CH2)sNH; wiu

(CH2)sNHC(=NH)NHo>.
34. Kommozunust no mo6oMy u3 ni. 32-33, oTIuyaromasicst TeM, 4To:
Ry mpeacrapister coboit -(CH2)aNH, i (CH2)sNHC(=NH)NH>;

Ry mpencrasusier coboit Bogopon; Rz mpesncrabisier coboit BogopoJ, - (CH2):NHC(=NH)NH, wiu -
25 (CH2)4NH»; mmu Ry 1 R3 coBMecTHO ¢ aroMaMi, K KOTOPBLIM OHH IIPHCOEIUMHEHBI, 00pa3yioT HUPPOIHIMHOBOES

KOJIBIIO.
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35. Komnosumus mo 1.1, mpeacrapiennas coenquaeaneM Gopmyns (IE)

O._OH

uin €ro (l)apMaLleBTI/I‘IeCKI/I HpHeMJ’IeMOﬁ COJIBIO, HWJIH aMuJIOM, HIH CIIOXHBIM 3(1)I/IpOM, HIn

crepeonsomepoM; rae Ro, R3 u Ry, Takue, xak onpesieneno B 1. 1.

5 36. Kommosunuss no 135, ommgaomasicss TeM, dYro Ro mpezacrabiasier coGoff  BOJOpOJ WIH -

(CH2)sNHC(=NH)NH>.
37. KoMmnosurus mo mobomy u3 mi. 34-35, oTnudaromasicst TeM, 4To:

Rj mpeacrasnser coboit Bogopos mwiu -(CH2)sNHC(=NH)NH>; 1 Ry, 1 R3 coBMecTHO ¢ aTOMaMH, K KOTOPBIM

OHHU TIPUCOCIUHCHEL, o6pa3y}0T TIPPOIUTUHOBOE KOJBIIO.

10 38. Kommosunust no 1.1, npejicrainennas coepquaenueM Gopmyst (1IF)

O.__NH,

R, O R;
HaN \N\z/\NJ\N)\COOH
N_ H ﬁb
(IF)

nin c€ro (bapMaL[eBTI/I‘{eCKI/I HpHeMHeMOﬁ COJIBIO, HWJIH aMHuJIOM, HJIH CIOXHBIM B(I)I/IpOM, NN

crepeonsomepoM; rie Ro, Rs u Ry, Takue, xax onpeneneno B 1. 1.

39. KoMnosumusa mo 1m.38, oTmmuarormasicss TeM, 9To R mpescraBisger cobGoit Bogopona, - CHr-penmn, -

15 (CH2)2COOH mu -(CH»2)sNHC(=NH)NHo>.
40. Kommozunust no moboMy u3 . 38-39, oTauyaroiasicst TEM, 4TO:
R mpencrapnser coboit Bogopon, -CHs-pern, -(CH2)>COOH mm - (CH2)sNHC(=NH)NH>;

Ry mpeacraBisget codoif Bogopo; u R3 mpencrapnser codoit -CHs-denn, - (CH2)>CONH,, -(CH2)4sNH» nin

-(CH2).COOH; Ry, 1 R3 coBMeCTHO ¢ aTOMaMu, K KOTOPBIM OHU IIPUCOETUHEHBL, 00pa3yIOT NUPPOTHIMHOBOE KOJIBITO.

20 41. Kommozunust no mobomy 13 1. 1-40, oTaudaromascst TeM, 4T0 YKa3aHHOE COSJIMHEHUE BHIOPAHO U3
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Coequnenne/CTpyKTypa
(@) NH, O OH
j\/\_ 0 Oy-OH
22 =
N A AL
NS NN
Os_NH;
(0]
23
N M L ;OH
HoN \_VH N
N—O (0] :
0] NH, Os_OH
(0]
24
N J gOH
WOV N
NH,
o) NH,
25 fo}
N OH
ey
o) NH» (0] NH,
- 5
N OH
HNT N S NN
NH»
(@) NH
NH, %[ 2
27 o) . fo)
N A OH
sy
n~~o PR oo
win (hapMareBTHICCKH IPUEMIEMbIX COJeH, WM aMH/IOB, WIH CIOXHBEIX 3(QHUPOB, WIH CTEPEON3OMEPOB YKa3aHHBIX
coeqUHCHIHN.
42. Kommozunusi, coxepxarras arenr, Onoxupyoonmid CD47-SIRPa, u ojuH uinu Oolee MPOTHBOPAKOBBLIX

arc¢HTOB 11O J'IIO6OMy U3 IIII. 1-41, JULSI IDUMCHCHU B Ka9CCTBC JICKaAPCTBCHHOI'O CPEJCTBA.

43. Croco0 neueHus paka y cyObekra ¢ HapyleHHO# peryisiiued myta CD47, Brinoyaronwil BBeJICHUE
CYOBEKTY TepalieBTHUecKH 3(dekTuBHOrO KoimdecTBa areHTta, Omokupyromero CD47-SIRPa, B xoMOmHAumM ¢
TepareBTHICCKH H(PPEKTHBHLEIM KOJIWYECTBOM OJIHOTO WM OojJiee IPOTHBOPAKOBHIX AarcHTOB; T/ arcHr,

6noxupyrommuit CD47-SIRPa, npencrapien coequaenneM Gopmy st (I):
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iy Cro (l)apMaL[eBTI/I‘IeCKI/I HpHeMJ’IeMOﬁ COJIBIO WM aMHuAOM, HIH CJIOXHBIM 3(1)I/IpOM, 501858

CTCPCOU3BOMECPOM; T/IC

Ra mpencrasnser coboit Bojopox; u R mpexacrasisier coboit Bogopos, -(CH2)CONH,, -(CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH, -CH>CONH,, -CHz-apun win -CH»-rerepoapui;, wind R, u Ri coBMecTHO ¢

aToMaMH, K KOTOPBIM OHH IIPHUCOCIUHCHEL, O6paSyIOT IIUPPOIUANHOBOC KOJIBIO,

R> mpeacrasisier coboit Bogopoa, -(CH2)sNHC(=NH)NHo, -(CH2)>CONH,, - (CH2).COOH, -CH»-apui uinu

-CHaz-rerepoapui,

Ry mpencraiser coboit Bogopox; 1 R3 npencrapiser coboit Bogopon, -CHs-apui, - (CHz)sNHC(=NH)NH,,
-(CH2),CONHa>, -(CH»)>COOH, -(CH2)4sNH, unu -CH»-rerepoapui, win R, 1 R3 coBMecTHO ¢ aToMaM#, K KOTOPBIM

OHHU TIPUCOCIUHCHEL, o6pa3y}0T TIPPOIIUTUHOBOE KOJBIIO.

44, Croco6 no .43, oTmidaromuiicst TeM, 9TO YKa3aHHBIH CyObeKT ¢ HapylneHHOU peryimueit mytu CD47

npejcTaisieT cooit cyObekTa, y KoToporo uMerotes kierku CD47+, cBsazanHBIe ¢ 3a00I€BaHUEM.

45. Croco6 mno m.44, orauuaromuifcss TeM, 4TO yKa3zaHHBIE KiIeTku CDA47+, cBs3aHHBIE ¢ 3a00J€BaHUEM,

IIpeCTaBIsIOT coboit pakoBble KieTku CD47+.

46. Croco0 mo m43, ommHaromuicss TeM, 4TO JICUCHHE OJHUM MU Ooliee IPOTUBOPAKOBHIMU arcHTaMu
MIPOBOJIAT 0, BO BpeMs WIH MOCKe JIeUeHus coequaeHneM GopMyasl (1) uiam ero gapManeBTHISCKH TpUEMIICMON

COJIBIO.

47. Croco0 mno m.43, oTnudaromuicss TeM, 4TO YKa3aHHBIA MPOTHBOPAKOBBIM areHT IpejcraBisier coboit

agTtureno k CD20.

48. Croco0 mno 1m.43, oTIuYalomuicss TeM, 4TO YKa3aHHBIA INIPOTHBOPAKOBLIM areHT IpescTaBiIseT cobGoit

I/IHFI/I6I/ITOp IIpOTCaCOMEIL.

49. Croco0 1o 1m.43, oTIUYaloMmuicss TeM, 4TO YKa3aHHBIA IMIPOTHBOPAKOBLIM areHT IpescTaBiIseT cobGoit

0opre3oMud WK TH000€ €ro MPOU3BOIHOE.

50. Croco06 JTeTeHIS WA 38/1ep KU IPOTPECCUPOBaH 3a00JICBaHU WX Hapy IICHAH, OIIOCPEOBAHHBIX Iy TEM
CD47-SIRPa, y cyObekTa, BKIIOUAIOIMMU BBEJEHHE CYOBEKTY, HYXJAIOMEMYCSI B OTOM, TEPANCBTHUCCKU
s¢ddexTHBHOTO KoNMIecTBa areHTa, Onokmpyromero myTe CD47-SIRPa, B KOMOWHAIMHM C TepaleBTHICCKA
3} (HEeKTUBHEIM KOTHUIECTBOM OJTHOTO YUK Oojiee MPOTHBOPAKOBHIX aTreHTOB; TJle areHT, Onokupyromuit myts CD47-

SIRPa, mpeacrapien coequaerreM Gopmy s (1):
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R, R, O Rs
R "X N)J\N)\COOH
N \ H IL
N—O .

U

iy Cro (l)apMaL[eBTI/I‘IeCKI/I HpHeMJ’IeMOﬁ COJIBIO HJIHM aMHuAOM, HIH CJIIOXHBIM 3(1)I/IpOM, 58851

CTCPCOUBOMEPOM; T/IC

Ra mpencrasnser coboit Bojopox; u R mpexacrasisier coboit Bogopos, -(CH2)CONH,, -(CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH, -CH>CONH,, -CHz-apun win -CH»-rerepoapui;, wind R, u Ri coBMecTHO ¢

aToMaMH, K KOTOPBIM OHH IIPHUCOCIUHCHEL, O6paSyIOT IIUPPOIUANHOBOC KOJIBIO,

R> mpeacrasisier coboit Bogopoa, -(CH2)sNHC(=NH)NHo, -(CH2)>CONH,, - (CH2).COOH, -CH»-apui uinu

-CHaz-rerepoapui,

Ry mpencraiser coboit Bogopox; 1 R3 npencrapiser coboit Bogopon, -CHs-apui, - (CHz)sNHC(=NH)NH,,
-(CH2),CONHa>, -(CH»)>COOH, -(CH2)4sNH, unu -CH»-rerepoapui, win R, 1 R3 coBMecTHO ¢ aToMaM#, K KOTOPBIM

OHHU TIPUCOCIUHCHEL, o6pa3y}0T TIPPOIIUTUHOBOE KOJBIIO.

51 Crmoco6 no 1.50, omiuuaromuiicss TeM, UTO yKasaHHOE 3a00JIeBaHME MM HApyIIEHHE, OIOCPEIOBAHHOE

nytem CD47-SIRPa, npencrapnser codoit pax.

52. Crmoco6 no 1m.51, oTnuuaromuifcss TeM, 4TO yKa3aHHBIM pak BHIOpaH M3 MEJIAHOMBI, paka IIOYKH, paka
IIpE/ICTaTEIBHON JKENe3bl, paka MOJOYHON JKeJle3bl, paka TOJCTOH KHINIKM M paka JIETKOTO, paka KOCTH, paka
IIOJKEITY IOUHON JKeJle3bl, paka KOXKH, paka TOJIOBBI WM INEW, KOXXHOM WM BHYTPHIVIA3HOW 3JI0KadecTBEHHOU
MENIaHOMEL, paka MaTKH, paka sSIMIHUKa, paka IpsSMOli KUINKH, paka oOJIaCTH aHAJILHOTO OTBEPCTHS, paKa JKeIyaKa,
paka simuKa, KapIMHOMBI (GauIONMEBEIX TPYO, KapIMHOMBI SHAOMETPHS, KapIMHOMBI IMEHKH MAaTKH, KapIHHOMEI
BIIAraJIMINa, KapIIMHOMBI HaPY KHBIX KCHCKIX IOJIOBBIX OPTAaHOB, OOJTE3HH XO/IKKIHA, HEXO/DKKUHCKOM TMM(pOMEL,
paka IMINEBOJA, paka TOHKOTO KHUINEYHHKA, paka HSHJOKPHHHOM CHCTEMBI, paka IMUTOBHIHON J>XEIE3bl, paka
HapaIiuTOBHIHOM jKeJle3hl, paka HaJllOUeUHIKa, CApKOMBI MSATKHX TKaHeH, paka MOYEHCITY CKaTeILHOTO KaHalla, paKka
IIEHNCa, XPOHMICCKUX WIH OCTPHIX JEWKO30B, BKIIOUAs] OCTPHIM MHEIOUIHBIHN JIeiiKo3, OCTpHI JTUMQOIUTAPHELH
neliko3, XpOHWIeCKAN MUCTOWTHBIM JeHKo3, OCTpHIf JTUMQpOOIACTHRIA Neifko3, XpoHWdeckui JuMOoIUTapHEIH
TeHKO3, JIETCKUX CONHMJIHBIX ONMyXoneH, muMmdormrapHoil TUM(OMEL, paka MOYEBOTO Iy3BIps, paka IMOYKH HIIN
MOYETOYHHKA, KApIUHOMEBI IIOYEYHOH JIOXaHKH, HOBOOOpa3oBaHHH B IeHTpanbHOM HepBHOH cucreme (IL[HC),
HEMeJKOKIeTodHoro paka Jyerkoro (HMPJI), mepeuunoit mumdomer [[HC, anrmoreHesa OMyXOdW, OITYXOIH
[IO3BOHOTHHMKA, [JIHOMBI CTBOJIA TOJIOBHOTO MO3Ta, 8/ICHOMEBI THIIO(I3a, capkoMbl Kamormy, sIuiepMOHTHOTO paka,
IUIOCKOKIIETOYHOTO ~ paka, [-wieroqHod smMmdomp, B-wierounplx naumdom, MHEIONpoIndepaTHBHOIO
HapyImeHns1/HoBooOpasopanusa (MPDS), MHeToIuCcIIacTHIECKOTO CHHAPOMA, THTAHTOKICTOYHOM MUEIOMEL,
MHEIOMBI TSDKEIBIX [ellel, MUEIOMBI JIETKUX Ielell 1 MueloMel beHc-/[)koHca, pakoBBIX 3a00J1€BaHUH, BEI3BAHHBIX
daxTopaMu OKpYXKaroImeH cpe/ibl, BKIIOYast paK, BEI3BAHHEIN acOecTo30M (HaIlpUMEp, ME30TEITHOMY ), I KOMOUHAITHIH

VKasaHHbIX PAKOBLIX 3a00JICBaHHIA.

53. [IpuMeHeHHEe KOMIO3MIMHK, cojiepxarieif arent, Onokupyromuit CD47-SIRPo, u omun wim Gosee
MIPOTUBOPAKOBEIX areHTOB, 10 JFoOboMy w3 mil. 1-41 i monydeHns IeKapCTBEHHOTO CPE/ICTBA JIIS JISICHHUS paKa y

cyObeKTa ¢ HapyIeHHoi perysinuei nytu CD47.
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54. [TIpumMenenue no 1.53, oIMYaIONEecs TEM, UTO YKa3aHHBIM pak BHIOpaH M3 MEIAHOMBL, paka IOUYKH, paka
IpeJICTaTeIFHON JKelle3kl, paka MOJIOUHOH JKeNe3bl, paka TOJICTON KHUINKM M paka JIETKOro, paka KOCTH, paka
IIOJKEITY TIOUYHON JKelle3Bl, paKka KOKH, paKka TOJIOBBl WM INEH, KOXXHOM WM BHYTPHIVIA3HOW 3JI0Ka4eCTBEHHOU
MEIIaHOMEL, paka MaTKH, paka SIMYHUKa, paka IpsAMOI KUIIKH, paka 0OJIACTH aHAIILHOTO OTBEPCTHS, paKa JKeIyaKa,
paka siaKa, KapIIMHOMBI (QaIOIHUEBEIX TPYO, KapIMHOMBI DHIOMETPHS, KapIIMHOMBI IMEHKH MaTKH, KapITHHOMEI
BIIArQJIMITA, KapIIMHOMBL Hapy KHBIX KEHCKIX IIOJOBBEIX OPTaHOB, OOTE3HU XO/KKIHA, HEXO/UKKUHCKOM TUM(pOMEL,
paka IWINEBOJA, paka TOHKOIO KHUINEYHHWKA, paka SHJOKPHHHOM CHCTEMBI, paka IMWTOBHJIHON d>KEIE3bl, paka
HapaIluTOBUIHON JKeJIe3bl, paKa Ha[lI0YeUHIKA, CADKOMBI MATKHX TKaHEH, paka MOYEHCITY CKaTeIbHOTO KaHalla, paKka
IIEHNCa, XPOHUIECKUX WIH OCTPHIX JEHKO30B, BKIIOYAsl OCTPHIM MHEIOUIHBIH JIeiiko3, OCTphIii ITUMQOIUTApHBIH
NeHKo3, XPOHUISCKAN MUCTOWTHEIM JTeko3, OCcTpHIit 1uMpoOIacTHEIM Neiiko3, XpoHWUECKUit ITuMdonuTapHHIit
JIeiKo3, JETCKUX CONMJIHBIX OIyXoneH, mumdormrapHoit TUM(OMEIL, paka MOYEBOTO Iy3bIPs, paka IMOYKH HIIN
MOYETOYHHKA, KApIUHOMEBI IIOYEYHOU JIOXaHKH, HOBOOOpa3oBaHUHM B IeHTpalbHOM HepBHOH cucreme (L[HC),
HeMeNKokIeTouHoro paka Jjerkoro (HMPJI), meppuuno#t mumdomer I[HC, aHrmorenesa oOIyXonu, OIYXOJIH
II03BOHOYHHMKA, IJIHOMEL CTBOJIA TOJIOBHOTO MO3Ta, aJICHOMBI THodu3a, capkoMbl Karnommu, sIuIepMOUTHOTO paka,
INIOCKOKIIETOYHOTo paka, T-kierouHoit suMpoMbl, B-KieTOYHEIX THM(OM, pakoBBHIX 3a00JCBaHUM, BBHI3BAHHBIX
dbaxTopaMu oKpyKaroIe# cpebl, BIIIOYas pak, BEI3BaHHLIN acOecTo30M (HallpIMep, ME30TEIHOMY ), B KOMOUHAITH

VKa3aHHBIX PAKOBHIX 3a00JI€BaHHUH.

55. HaGop, conepxaimuif KOMIO3UNKIO 1O J0OOMY U3 II. 1-41 M BKIAJBIN, coJEpKalliif MHCTPYKIMU IO

BBEJICHUIO JIKAPCTBEHHOTO CpeJICTBA I JIeUeHNUs ¢y ObekTa ¢ HapyleHHo# peryiinueit mytu CD47.

56. GapmaneBTHIecKas KOMIIO3UIMS, cojepkamas areHT, OGinokupytomuit CD47-SIRPa, u oqun mnu Goxee

TIPOTUBOPAKOBLIX ar€HTOB, 110 .HIO6OMY mm 1-41u @apMaHeBTI/I'-ICCKI/I HpI/ICMHCMHﬁ HOCHUTCIIb.

57. KomOunanus, cojepxammast arent, Onokupyromuit CD47-SIRPa, u oxun winu Goliee MPOTUBOPAKOBLIX

areHTOB, TJe areHT, onoxupyromuit CD47-SIRPa, npeacrasieH coemuaeHneM Gopmy s (1):

R, R, O Rs
Raxs " N)J\N)\COOH
H \ H lL
N—O .

U]

Wi Cro (l)apMaL[eBTI/I‘IeCKI/I HpHeMHeMOﬁ COJIBIO HWJIHM aMHuAOM, HWIH CJIIOXHBIM B(I)I/IpOM, 501978

CTCPCOUBOMEPOM; TJIC

Ra mpejicraBnser codoit Bojopo; u Ry mpescrapisier co6oit Bogopo, -(CH2)CONH,, -(CH2),COOH, -
(CH2)sNHC(=NH)NH>, -(CH2)sNH,, -CH>CONHo,, -CHz-apun win -CHs-rerepoapui; wind R, u R; coBMecTHO ¢

aToMaMH, K KOTOPLIM OHHM IIPUCOC/IUHCHEL, O6p3.3yIOT IIUPPOIINANHOBOC KOJIBIO,

R» mpeacrasisier coboit Bojtopo, -(CH2):NHC(=NH)NH, -(CH2)>CONH>, - (CH2).COOH, -CHz-apui wiu

-CHaz-rerepoapui,

Ry npescrasusier coboit Bonopo; u R npejicranisier coboit Bojiopol, -CHa-apui, - (CH2)sNHC(=NH)NHo-,
-(CH2),CONHa, -(CH2).COOH, -(CH2)sNH> mnu -CH,-rerepoapuir;, win Ry u R3 cOBMECTHO ¢ aTOMaMH, K KOTOPBIM

OHM IIPUCOCINHCHEL, O6p3.3yIOT TIUPPOIINANHOBOC KOJILIO.
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N3MEHEHHASA ®OPMYJIA H30BPETEHUA

1. Kombunaims, copepxxamas arent, Onokupyrommuii CD47-SIRPo, w ogun unmu Goiee

MPOTUBOPAKOBBIX areHToB; rae areHT, Omokupyroomuii CD47-SIRPa, npencrasnen coequHeHueM

dopmyasl (I):

N—O
)

R, R, (o} R;
Ral\H \ N\v)\u)]\r‘)\coo“
b,

win ero GapMaleBTHYECKH MMPHEMJIEMOM COJIBIO HITM aMHIOM, HIIA CJIOKHBIM 3()HPOM, MK

CTEPEOU30MEPOM; T/IE

R. mpencrasnser coboit Bomopox; u Ry mpencrasisier coboit Bomopon, -(CH2)2CONHo, -
(CHz)zCOOH, —(CHz)sNHC(=NH)NH2, -(CH2)4NH2, -CHZCONH2, -CHz-apI/IJI wm  -CHo-
rerepoapwi, wid R. u Ri coBMecTHO ¢ aromMamu, K KOTOPBIM OHHM IPHCOEIMHEHBI, 00pasyroT

MUPPOIUINHOBOE KOJIBLIO,

R mpencrasnsier co6oit Bogopon, -(CH2):NHC(=NH)NH,, -(CH2).CONH,, - (CH2).COOH,
-CHz-apun unu -CHaz-retepoapu,
Ry mpencraensier cobGoii Bomopoa; W Rs mpencraenser coGoii Bomopon, -CHz-apwui,

- (CH2)3NHC(=NH)NH2, -(CHz)zCONHz, -(CHz)zCOOH, -(CH2)4NH2 Ui -CHz-reTepoame; Wi

Ry 1 R3 coBMecTHO ¢ aTOMaMu, K KOTOPBIM OHH MPHUCOEAHUHEHBI, 00Pa3yIOT MAPPOJIUIUHOBOE KOJIBIIO.

2. Kom6unaimiss mo mn.l, ommnMyaromasicss TeM, YTO YKA3aHHBIM MPOTUBOPAKOBBIM areHT

MPenCcTaBisieT COOONM XUMHOTEPAIeBTHYSCKHH areHT WM UMMYHOMOTYJIUPYIOIIUH areHT.

3. Kombunaimss mo mn.l, ommmyaromasicss TeM, YTO YKAa3aHHBIM IPOTUBOPAKOBBIH AareHT
MPECTaBIIsIeT COOOM TepaneBTHUYECKOe aHTUTENIO, HALIEJICHHOE Ha OIyXOJIEBbIE AaHTUT€HBI, KOTOPBIE

CTUMYJIMPYIOT akTuBHpytommue peuentopsl Fc (FcR).

4. Kom6unarms mo 1.3, ommyaronascs TeMm, 4TO YKa3aHHOE aHTHUTENO BBIOPAHO W3 TPYIIITBI

AHTHUTEJN, CIIOCOOHBIX 3P PEKTHBHO HHAYIIHPOBATEH (PArouTos.

JJ1 PACCMOTPEHUA
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S. KomOunarmss mo m.4, oTnmyaromasics TeM, 4TO yKaszaHHas TPYIIa aHTHUTEN, CIOCOOHBIX
3¢ $eKTHBHO MHAYLUPOBaTh (arouyros, BKIOUaeT aHTHTea0 Kk CD20 (putykcumald, TUyKCeTaH,
TO3UTYMOMA0 ), KOMOMHALIMS ¢ KOTOPBIM UMEET KOHKPETHOE MPUMEHEHHE B JICYEHUH HEXOIKKHUHCKUX
B-xnetounsix uMdpoM u XpoHudeckoro sumdbormurapHoro seiikosa (XJIUI); antureno x CD22
(ampaty3ymal), KOMOHHALIMS ¢ KOTOPBIM UMeeT KOHKPETHOE MPUMEHEHHUE B JIedeHHH B-kjieTouHOoro
JIEIK03a ¥ BOJIOCATOKJIETOYHOTO Jietko3a; antuteso k CDS2 (anemty3ymad), koMOMHAITHS C KOTOPBIM
UMeeT KOHKPETHOE NMPUMEHEHHUe B JieueHHH B-ki1eTouHoro u T-KJIeTOUHOro JIeiko3a (XpOHHYECKOTO
muMmonrTapHOro Jieiko3a); antureno k CD33 (remty3ymabd 030raMuriyiH), KOMOUHALMS ¢ KOTOPBIM
UMeeT KOHKPETHOE INPHUMEHEHHEe B JICYeHHH MHUEJIOUAHOTO JIeHKo3a (OCTPOro MHEJIOTeHHOTO
NeiKo3a); Tpacty3ymad, KOMOMHAIMS ¢ KOTOPBIM UMEeT KOHKPETHOE MPUMEHEHHE B JICUSHHH paka
MOJIOUHOM KeJye3bl, OeBaru3ymad, KOMOMWHAILMS C KOTOPBIM HMeeT KOHKPETHOE IPHMEHEHHE B
JIEYEHUM OIPeNeSIeHHBIX THUIIOB OITyXOJIeM T'OJIOBHOIO MO3ra U ONPEIEJIeHHBIX THIIOB PaKOBBIX
3a007eBaHUH TTOYKH, JIETKOTO, TOJICTOM KHIIKH, NMPSMON KHWIIKH, LDIEHMKH MATKH, SUYHHKA WJIH
daytonueBolt TpyObI; LIETYKCUMA0, KOMOWHAIMS ¢ KOTOPBIM HMMEeT KOHKPETHOE IMPHUMEHEHHE B
JIYEHNUH PakKa TOJICTOW KHIIKU U TOJOBBI M IIeH;, MaHUTyMyMmal, KOMOMHALUS C KOTOPHIM HMeEeT
KOHKPETHOE MPUMEHEHHE B JIEUEHHH KOJIOpeKTaIbHOro paka; antutesno k CD38 (maparymymal),
KOMOWHALIMS C KOTOPBIM MMEET KOHKPETHOE MPUMEHEHHE B JICYeHHH MHOXXECTBEHHOW MUEJIOMBI,
autureno k CD96, antuteno k CD44, antuteno x CD123, xoMOuHaLys ¢ KOTOPBIMH HMEET
KOHKPETHOE PUMEHEHUE B JISUEHHH MUEJIOTEHHBIX JIEHKO30B; 0()aTyMyMad, KOMOUHALIHSI ¢ KOTOPBIM
UMEeT KOHKPETHOe TMpPHUMEHEHHe B JIEYeHHH XPOHHYECKOrO JIMM(QOLMTAPHOTO JIEHKO3a,
obuHyTy3yMald, KOMOMHALMS C KOTOPBIM HMeEeT KOHKPETHOEe TIPUMEHEeHHe B JICYSHHH
boHUKYISIPHO TUM(OMBI;, aeMTy3yMal, KOMOUHALIHS C KOTOPBIM UMEET KOHKPETHOE MPUMEHEHHE
B JIeUeHHWH B-KJIETOYHOrO XPOHHUYECKOTrO JMM(OLIMTAPHOTO Jieiiko3a, uOpuTymMomMad THYKCETaH,
KOMOHWHALMS ¢ KOTOPBIM UMEET KOHKPETHOE NMTPUMEHEHHE B JISYEHUH B-KJIIeTOYHBIX HEXODKKHHCKUX
auMdom; AUHYTyKCUMaO, KOMOMHALIMS C KOTOPBIM HMEeT KOHKPETHOE MPUMEHEHHE B JICUSHHUH
HelpobsacToMer, U HeIUTYMymMad, KOMOWHALMS C KOTOPBIM HMMEET KOHKPETHOE NMPUMEHEHHE B

JICUCHHU paKa JICTKOTI'O.

6. Kom6unarms mo modomy u3 nm. 1-5, oTiingaromascst TeM, 94T0 YKa3aHHBIH TPOTHBOPAKOBBIN
aredHt mnpexnctarisier coboit antuTeno k CD20, BeiOpaHHOe W3 purtykcuMaba, THyKCeTaHa H

TO3UTyMOMaba.

7. Kom6unarms no 1.2, oTinyaromascsi TeM, 4TO yYKa3aHHBIM XUMHUOTEPAIleBTUYECKUN areHT

npeacTaBisieT coOOW WHrHOMTOp mpoteacoMbl (OopTe3omMub, ukcazomMud u  Kapduizomuob),



AHTPALUKJIMHBI  (IOKCOPYOHMLIMH, STHUPYOUIMH, NayHOPYOWLIMH, HWOApyOHLIMH, MHUTOKCAHTPOH),
oKcaJuIuiaTuH, 1ukiIodochamun, OJEOMUILIMH, BOPHUHOCTAT, IMaKJIUTaKCed, S-pTopypaiiu,
uuTapabuH, JiekapcTBeHHBbIe cpenctBa, uHruOupywomme BRAF (mabpadenund, semypadenuos),

unrubutopsl PI3K, nouerakcen, mutomunnu C, copadennd mimm raMokCudpeH; Wik uX KOMOHHALIUIO.

8. Kom6unarms mo modomy u3 nm. 1-2, oTiingaromascst TeM, 9YTO YKa3aHHbIH TPOTHBOPAKOBBIN

areHT MPENCTaBIgET COO0H MHIHOUTOP MPOTEACOMBI.

9. Kombunaimss mo mn.8, ommmyaromasicss TeM, YTO YKa3aHHBIM ITPOTUBOPAKOBBIA areHT

npencraeiser co0oit 00pTe30MUO, MKCA30MHUO MM KapPHI30MUO HITH UX MMPOU3BOIHOE.

10. KomOunaims o m.2, OTIMYAromascss TeM, UYTO yYKa3aHHbIM XMUMUOTEPareBTUYECKUN areHT
npeacTaBisieT coO0oi abuparepoHa arerat, adaTuHHO, almeciIelKHuH, ajJeMTy3yMal, aHacTpO3Oll,
akcUTHHUO, OenmuHOocTaT, OeHIaMyCcTUH, OukamyTamun, onmHarymomal, 60Cy THHUO, OpeHTyKCHUMaO,
Oycynbdan, xabazurtakces, karmenutabuH, kapOoruiaTiH, KapduisomMud, KapMyCTHUH, LEPUTUHHO,
kyodapabuH, KpU3OTUHHO, nakapOasuH, MaKTUHOMHIIMH, NA3aTUHUO, MErapeiiukc, AeHUJIEHKHH,
IeHOCyMald, »dH3aIyTaMuz, JSpUOYJIHMH, OJPJIOTHHHO, 3BEPOJIMMYC, DSKCEeMeCTaH, JKCEMECTaH,
bnynapabun, ¢yasectpaHT, reuTHHHO, TOCEpPENUH, HOPUTYMOMAO, HUMATHHUO, HITHIMMYMao,
HUPUHOTEKAH, WKCAOENWIOH, JIaMaTUHUO, JIEHAMIOMHI, JIETPO30JI, JIEHKOBOPHH, JIEYMPOJIHI,
JIOMYCTHH, MEXJIOPITAMHH, MErecTpoJ, HeJlapaOuH, HWIOTHHHO, HUBOIyMad, oJjanapuo,
OMAlIETaKCHH, MaJOOIMKING, MaMHAPOHAT, ITaHUTyMyMal, MMaHOOWHOCTAT, I1a30MaHHo,
raracriaprasy, rneMopoausyma0, rmeMeTpekcen AMHATPUS, IEPTy3yMal, iepukcadop, moMaIuaoMuI,
MOHATUHKO, TpajaTpekcar, mpokapOasuH, pamuii 223, pamyuupymad, peropadenud, rIFNa-2b,
POMUIETICHH, CYHHUTHHHO, TEMO30JOMHI, TEMCHPOJIUMYC, THOTEMA, TO3UTYMOMAaO, TpameTHHHO,
BUHOPEJIOWH, abapenuiKc, ajaeciiedkuH, aJTUTPETHHOWH, aJUIOMyPUHOJ, AJITPETAMHH, TPHOKCHUI
MBIIIbSKA, aclapardHasy, asalUTHINH, OekcapoTeH, OapuiUTUHHUO, Oopre3omud, Oycynbdan mis
BHYTPUBEHHOT'O BBeleHus, Oycyib(aH Mg MepopabHOrO BBENSHHS, KaJyCTEPOH, LETYKCHMAaO,
XJIOpaMOY LT, IUCIUTATHH, KJIAAPUOWH, JaTerapiuH HaTpusl, NeuTa0uH, Tu(TUTOKC, AUCYIbdUpam,
JNEKCPa30KCaH, OPOMOCTAHOJOHA MPOMHMOHAT, JKYJIH3yMad, 3CTpamMycThH, 3Tomosuaa docdar,
3TONO3uA, (peHTaHHIa HUTpaT, (uiarpactuMm, QIOKCYpUAHH, TeMUUTAOHH, THCTpENIMHA aleTar,
dbochamun, uarepdepon ansda 2a, manaTnHUOA TUTO3UIIAT, IEBAMH30JI, MAPH30MHUO, MEXJIOPITAMHH,
Mmesdanad, MepKanTOMypUH, METOTPEKCAT, METOKCAJIeH, MHUTOTAH, HAaHAPOJIOHA (PEeHIPOIMHOHAT,
HoeTymMoMald, oOMpo30oMUO, MArQUIrpacTUM, IEHTOCTATHH, MHUIOOPOMaH, IUIMKAMHIIHH,

npokap6as3uH, XUHAKPHH, pacOypukasy, PyKCOJUTHHUO, pykamapud, CTPENTO30LMH, TEHUITO3W,



4

TECTOJIAKTOH, TAJTUIOMHI, THOTYAHHH, TOTMOTEKAaH, TOpeMHU(eH, TPETUHOWH, YPAaLUMIOBBIH HIIPUT,
BaJIpyOULIMH, BHUHONACTUH, BUHKPUCTHH, HHUpamapud, Benumapu0d, Tamasomapubd, 30JeIpoHar,

nbpyTHHUO, adnnubepLent U UAeIATUCHO.

11. KomOunarms mo 1.2, omiMyaromascs TeM, YTO YKa3aHHBI UMMYHOMOIYJIMPYIOIUI areHT
MpencTaBisieT COOOM KOCTUMYJISITOPHYIO WM KOMHIMOMTOpHYIO MoJiekysy, Bkimouas CTLA-4
(manpumep, unmnmumymab ), 4-1BB (manpumep, ypenymab u yromunymab), antutena k PD-1 u PD-L1
(manpumep, HEUBOIYMAO, nemOposu3ymal, are3oau3ymad, qypeatymad u kampennsymad), aHTUTEA
k uutokuHam (IL-10, TGF-6era), anturena k TIM-3, antutena k LAG3, anturena k B7H3, anturtena

k B7H4 wnu anturena k B7H6; nin nx xoMOMHALIKIO.

12. Kombunaimst o 1.1, ommuaromasicss TeM, 4TO yKa3aHHbIH areHt, Onokupyromwuii CD47-

SIRPa, npeacrasisier coboit areHT, KOTOphIH Onokupyet B3anmoaeticteue mexay CD47 u SIRPa.

13. Kombunarws no 1.1, omngaroniasicst Tem, 410 OJI0KHpOBaHUe B3anMoaencTeus Mexay CD47

u SIRPa nHaynmpyet (Harouutos omyxoJeBbiX KIeTOK, skcnpeccupyomux CD47, makpodaramu.
14. Kombunarms o obomy u3 . 1-13, ominyaromasicst Tem, uTo

Ra mpencrasnsier co6oit Bomopox;, u Ri mpencraensier coboit Bomopon, -(CH2)CONHo, -
(CH2)COOH, -(CH2):NHC(=NH)NH, -(CH2)sNH,, -CH>CONH,, -CH:-¢penun wm -CHa-
umunasonwt;, wim R, u Ry coBMecTHO ¢ aromamu, K KOTOPBIM OHU TPUCOEAMHEHBI, OOPA3yIOT

MUPPOIUAUHOBOE KOJIBIIO;

R mpencrasnsiet coboit Bogopon, -(CH2):NHC(=NH)NH, -(CH2):CONH>, - (CH2).COOH,

-CHz-bennn wnu -CHz-uMunasonui;

Ry mpencraenser coGoii Bomopoxm; u Rz mpencraenser coboii Bomopox, -CHa-denmn,
- (CH2);NHC(=NH)NH2, -(CH2)CONH2, -(CH2)2COOH, -(CH2)4sNH2 wnu -CH2-umunazonui;, win

Ry 1 R3 coBMecTHO ¢ aToMaMu, K KOTOPBIM OHH MPUCOEANHEHBI, 00pa3yIOT MAPPOJIUIUHOBOE KOJIBIIO.

15. Kombunaiws o . 1, mpeacraenennas coequHenneM Gopmyisl (IA)

o
R, R, O OH
R N )]\
a\H N N N
\ H
N—O

(1A)



WM ero (papMareBTUYECKU TIPUEMIIEMOM COJIBIO, HIIH aMHUIOM, MJIH CJIOKHBIM 3(QHPOM, HITH

crepeonsomepoM; rae Ri, R u Ry takue, xak onpenenero B 1. 1.
16. Kombunaiws no . 1, npencrasnenHas coequHenneM gopmyiisl (IB)

HN.__NH,
HN

(1B)

win ero GpapMareBTHYECKH TPUEMIIEMOH COJIBIO, WITH aMHIOM, HITH CJIIOXHBIM d(DHPOM, HIIH

crepeousomepom, rae Ri, Ra, Ry, 1 R3 Takue, xak onpeneneno B m. 1.
17. Kombunarws mo . 1, npencraenerHas coequHenreM Gpopmyisl (IC)

O._OH

R, 0 R,

N—O Ry
(IC)

WM ero (papMareBTUYECKU MPUEMIIEMOM COJIBIO, HJIH aMUIIOM, HIIH CIIOXKHBIM 3(PHPOM, HUJITH

crepeonsomepoM; rae Ry, Ra, Rz u Ry, Takue, kak onpeneneHo B 1. 1.
18. Kombunaiws o 1. 1, mpeacraenenHas coequHenueM Gopmyiisl (ID)
0.__NH,

R4 0 R,

Ra \N)\ﬁ N\ HJ\E COOH

N—O
(ID)

WM ero (papMareBTUYECKU MPUEMIIEMON COJIBIO, HIIH aMUIOM, HJIH CJIOXKHBIM 3(DHUpOM, HIIH

crepeonsomepom; rae Ri, Ra, Rs u Ry Takue, xak onpeneneno s m. 1.

19. Kombunaiws o . 1, nmpeacraenenHas coequHenueM Gopmyisl (IE)



O0._OH

R;

R, O
HN™ N\j)\NJ\N)\coorl
N—O H éb

(IE)

WK ero (papMaleBTUYECKU MPUEMIIEMON COJIBIO, HJIH aMUIOM, HJIA CIIOXKHBIM d(QHPOM, WK

crepeonsomepoM; rae Ro, Rz u Ry, Takue, kak onpeneneno B . 1.
20. Kombunaiws no n. 1, mpencraenennas coeguHenueM ¢gopmyusl (IF)

O._NH,

HNT S N7 N7 COOH
R
b
(IF)
WK ero (papMaLeBTHUECKH PUEMIIEMOU COJIBIO, WIIM aMHIOM, WIH CJIOXKHBIM 3()UPOM, HIIH

crepeonsomepoM; rae Ro, Rz u Ry, Takue, kak onpeseneHo B . 1.

21. KomOunarms, codepskamas arent, Onokupyrommuii CD47-SIRPo, u omun uimu Gosee
MPOTHBOPAKOBBLIX areHTOB I10 J0oMy M3 mmi. 1-20, mis mpUMeHEHHUs B KaueCTBe JIEKapCTBEHHOTO

cpencraa.

22. Crocob nevenus paka y cyObekTa ¢ HapylieHHOH perynsiueii myta CD47, Bkiovarommi
BBelleHHE CyOBeKTy TepareBTHUecKH 3(PpPeKTHBHOTO KOJIMUYeCTBa areHrta, omokupyromero CD47-
SIRPo, B koMOMHAammMu C TepaneBTH4YeCKH S((EKTUBHBIM KOJHMYECTBOM OJHOTO WJH OoJjiee

MPOTUBOPAKOBBIX areHTOB; rae areHT, Onokupyromuii CD47-SIRPa, npencrasnen coeguHeHHuEM

R, R, (o} R;
Rﬂ'\|:1 \ N\W)\HJJ\N)\COOH
!

N—O

dopmyast (I):

)

WM ero (hapMareBTHUYECKH MPUEMIIEMO COJIBIO HJIM aMUIOM, HJIH CIIOKHBIM 3(Upom, uiu

CTEPEOH30MEPOM; Iie
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Ra mpencraensier co6oit Bogopon;, u Ri mpencraensier codoit Bomopon, -(CH2)CONHo, -
(CHz)zCOOH, -(CH2)3NHC(=NH)NH2, -(CH2)4NH2, -CH2CONHa, -CHz-apI/IJ'I wm  -CHo-
rerepoapwi, wid R. u Ri cCOBMeCTHO ¢ aromMamu, K KOTOPBIM OHH TPHCOEIMHEHEBI, 00pasyroT

MAPPOJIUANHOBOE KOJIBIIO;

R mpencrasnsiet coboit Bomopon, -(CH2):NHC(=NH)NHo, -(CH2):CONH,, - (CH2)COOH,

-CHz-apun wim -CHaz-retepoapui;

Ry mpencraenser coboii Bomopoxm;, u Rs mpencraenmser coboit Bomopon, -CHz-apwun,
- (CH2);NHC(=NH)NH>, -(CH2)2CONH2, -(CH2).COOH, -(CH2)4sNH2 wnu -CHz-retepoapmi; wiu

Ry 1 R3 coBMecTHO ¢ aTOMaMu, K KOTOPBIM OHH MPUCOEANHEHBI, 00pa3yIOT MAPPOJIMIUHOBOE KOJIBIIO.

23. Crioco6 o 1m.22, OTIIMYAIUNCS TEM, YTO YKa3aHHBIH CyObEeKT C HAPYLUISHHOW peryJisiueH
nyta CD47 mpencraenser coboii cyObekTa, y koToporo umerorcs kietku CD47+, cBs3aHHBIE C

3a00JIEBAaHUEM.

24. Cnoco6 mo 1m.23, oTnuuaromuiics TeM, 4To ykasaHHble kieTku CD47+, cBs3zaHHBIE C

3a00JeBaHneM, PENCTaBIIOT co00M pakoble kietku CD47+.

25. Croco® mo .22, OTIUYAIOUIUANCS TEM, YTO JICUSHHe OOHUM WM Oojiee MPOTHBOPAKOBLIMHU
areHTaMHu TPOBOIAT 10, BO BpEMsl WJIH TOCje JiedeHust coeauHeHueMm ¢opmynbl (I) wmun ero

(dapMareBTHYECKH PUEMIIEMON COJIBIO.

26. Crioco0 1o 1m.22, OTINYAIOIUNCS TeM, YTO YKa3aHHBIM MPOTHBOPAKOBHIN areHT MPEICTABISIET

co6oit aututesio k CD20.

27. Crioco® 1o .22, OTINYAIOIMUNCS TeM, YTO YKa3aHHBINA MPOTHBOPAKOBHIN areHT MPeICTaBIISET

co00l HHTHOUTOP MPOTEACOMBI.

28. Crioco0 1o .22, OTINYAIIUNCS TeM, YTO YKa3aHHBIM MPOTHBOPAKOBHIN areHT MPEICTABISIET

coboit bopTe3oMud WK JT0O0E ero MPOU3BOTHOE.

29, Cnocob neueHus WM 3a7epKKU TPOTPECCHPOBAHUS 3a00JIEBaHUN WK HapyIIEHUH,
onocpenoBanHbix myTeM (CD47-SIRPa, y cyObekrta, BKIIOUAIONINII BBEOEHHE CYOBEKTY,
HY KIAIOIIEMYCSI B 3TOM, TepareBTHYECKH d(P(HEKTHBHOTO KOJHYECTBA areHTa, OJIOKHUPYIOIIEro MyTh
CDA47-SIRPa, B kOMOMHAIIMHK C TepaneBTUYeCKU 3PPEeKTHBHBIM KOJIMUYECTBOM OJHOTO WK OoJjiee
MPOTHBOPAKOBLIX areHTOB, TnAe areHT, Onokupyromui nyte CD47-SIRPa, mnpencraenen

coenuHenreM Gopmysl (I):



N—O

R4 R, (o} R;
R*’\|:1 N\W)\N)J\N)\COOH
\ S|

U]

WiH ero (hapMareBTHUYECKH MPUEMIIEMO COJIBIO HJIH aMUIOM, WJIH CIIOKHBIM d(pupom, uiu

CTePEOH30MEPOM; Iie

Ra mpencrasnsier coboit Bogopon;, u Ri mpencraensier codoit Bomopon, -(CH2)CONHo, -
(CH2)2.COOH, -(CH2);NHC(=NH)NH2, -(CH2)sNH2, -CH.CONH:, -CHz-apun wm -CHa-
rerepoapui; Wik R, u Ri cOBMECTHO ¢ atoMamu, K KOTOPBIM OHU MPHCOEOHHEHBI, 00pasyoT

MIAPPOJIMAUHOBOE KOJIBLIO;

R mpencrasnsier co6oit Bomopon, -(CH2:NHC(=NH)NHo, -(CH2)CONH, - (CH2)COOH,

-CHz-apun wnu -CHz-rerepoapmun;

Ro mpencraBnser coboii Bomopox; u Ri mpencraBnser coboit Bomopoxn, -CHz-apwi,
- (CH2)3NHC(=NH)NH2, -(CH2)2CONH2, -(CHz)zCOOH, -(CH2)4NH2 15051 -CHz-reTepoappm; WU

Ry 1 R3 coBMeECTHO ¢ aTOMaMu, K KOTOPBIM OHH IMPHUCOEAHUHEHBI, 00Pa3yIOT MAPPOJIUIUHOBOE KOJIBIIO.

30. Cnoco® mo 1m.29, oTnMUaKOmUiCs TeM, 4YTO yKa3aHHOe 3a0oJieBaHHWe WM HapyLIEHUE,

onocpenoBanHoe mytem CD47-SIRPa, npencrasisiet coboi pak.

31. Croco6 mo .30, oTMYaromuiics TeM, YTO YKa3aHHBIA pak BBIOpAH M3 MEJIAaHOMBI, paka
MOYKY, paKa MPEACTATEILHOM JKeJie3bl, paka MOJIOUHON J>KeJIe3bl, paKa TOJICTOM KHUIIKA U paka
JIETKOTO, Paka KOCTH, paKa MOIKeTyTOYHOM KeJIe3bl, PaKa KOXKH, PaKa rOJIOBEI HUTH IIeH, KOKHOM WITH
BHYTPUIJIA3HOH 37I0KAYECTBEHHON MEJIAaHOMBI, PaKka MaTKH, PaKa SUYHHUKA, PaKa MPsIMOI KUIIKU, paKka
00JacTH aHAIILHOTO OTBEPCTHS, paka KeNy[Ka, paka sMYKa, KapUUHOMBI (PaJUIOMHEBBIX TPYO,
KapLUUHOMBI 3HIOMETPHS, KAPLUHOMBI I[IEWKA MATKH, KapLUMHOMBI BJIATAJIHING, KapLHUHOMEI
HApPYXKHBIX JKEHCKUX TMOJIOBBIX OPraHoB, OoJyie3HM XOKKHHA, HEXOMKKUHCKOH JmMQoMbI, paka
MUIIEBO/A, PAKa TOHKOTO KMIIEUHHKA, paKa SHAOKPHHHON CUCTEMBI, PaKa MU TOBUAHON KeJie3bl, paKka
MapalMTOBUAHON  KeJle3bl, paka HaANOYEeYHHUKA, CapPKOMBI  MSTKAX  TKaHed, paka
MOUYEHCITYCKATeJIbHOTO KaHaja, PaKka MeHNCa, XPOHUYECKUX WM OCTPBIX JISMKO30B, BKJIFOYasi OCTPhIH
MUEIOUIHBIH JIEHKO03, OCTPBIH JTUM(OLMTAPHBIH JIEHKO3, XPOHUUECKHUH MUETOUIHBIN JISHKO3, OCTPBIH
nuM(oOIacTHBIN JIEHKO3, XPOHHUECKUH JTUM(OLUTAPHBIN JICHKO3, AETCKUX COJUAHBIX OIMyXOJei,

JII/IM(i)OL[HTapHOfI .]'II/IM(bOMI:I, paka MOYCBOI0 Iy3bIps, paKa IMOYKH WM MOYCTOUYHUKA, KapLHUHOMBI



MOYEYHOW  JIOXAaHKH, HOBOOOpa3oBaHW B  LeHTpaibHOW HepBHOW cuctreme (LIHC),
HeMeJIKOKieTouHoro paka Jyierkoro (HMPJI), nepeuunoii mumdomsr [THC, anruoreHesa omyxouw,
OTyXOJIM TIO3BOHOYHHKA, TIMOMBI CTBOJIA TOJIOBHOTO MO3ra, afeHOMbI runodusa, capkomel Kamorm,
SMUISPMOUIHOTO PakKa, MIOCKOKJIETOYHOTO paka, T-kieTouHou auMdomsl, B-kieTouHbIX muMpom,
muenonponudeparuBHOr0  HapymeHusi/HoBooOpasoeanuss (MPDS), mMwuenogucmiacTuyeckoro
CHUHIPOMA, TMTAaHTOKJIETOYHOW MHEJIOMbI, MUEJIOMBI TSDKEJIBIX LIeTIeH, MHEJIOMBI JIETKHX Lene U
muenomel beHc-J[)koHca, pakoBBIX 3a00JIEBAHMI, BBI3BAHHBIX (DAKTOPAMH OKPYXKAIOLIEH Cpensl,
BKJIIOYAsl PakK, BBI3BAHHBIM acOecTo30M (HampuMmep, Me30TeJIMOMY), U KOMOHWHALMN yKa3aHHBIX

pakoBBIX 3a00J1eBaHUN.

32. Cnoco6 mo nrobomy u3 m.22-31, OTIMYAIOLMIUICS TeM, UYTO areHt, Onokupyromuii myte CD47-

SIRPa, npencrasinsier coboit:

HN.<_NH,
U, oo
e
o H

Wi ero (papMaleBTHYECKH MPUEMIIEMYIO COJIb MJIA aMHT WIIH CIIOKHBIN 3(HUD I CTEPEOU3OMED.

Os_OH HN

N
HoN

\
N—

33. [IpumMeHeHnne KOMIO3ULMH, coaepkamen areHT, Omokupyrouuii CD47-SIRPa, n oquH v
6oJ1ee MPOTUBOPAKOBBIX areHTOB, IO JII0OOoMyY U3 T, 1-20 1y1st moJTy4eHHs JISKapCTBEHHOTO CPEICTBa

IUTS JISYeHUsI paka y cyObekTa ¢ HapylmeHHOU peryssinueit myta CD47.

34. IIpumenenue o 11.33, OTIMYAOIEECS TEM, YTO YKA3aHHBIN pakK BEIOpPAH U3 MEJIaHOMBI, paKa
MOYKY, pakKa MPEACTATEILHOM JKeJie3bl, paka MOJIOUHOHN J>KeJie3bl, paKa TOJICTOM KHIIKA W pakKa
JIETKOTO, paka KOCTH, paKa ITOJKEeITy IOTHOM KeJIEe3bl, paKa KOKH, paKa rOJIOBBI HJIH IIeH, KOKHOU WJTH
BHYTPUTJIA3HOM 3JI0KAYECTBEHHOU MEJIAHOMEI, paKa MaTKH, paKka SsMYHUKA, paKka NpsiMOT KUIIIKU, paKa
00/IacTH aHANBHOTO OTBEPCTHS, pakKa JKEIyOKa, paKka suuYka, KaplUHOMBI (DaJuToNmueBbIX TPYO,
KapUWHOMBI JHAOMETPHUS, KapLUMHOMBI IIEHKH MATK{A, KaplUWHOMBI BJIArajiving, KapIMmHOMEI
HAPYXXHBIX JKEHCKHX TOJIOBBIX OPTaHOB, 0OJie3HW XOJKKHHA, HEXOMKKHHCKOW JTHUM(pOMBI, paka
MUIIEBOA, paka TOHKOTO KUIIIEUHHUKA, PaKa SHIOKPUHHON CUCTEMBI, paKa MU TOBUIHOM JKeJIe3kl, paka
MApalUTOBUAHON  JKEeJe3bl, paka HaAMOYEeYHWKA, CApPKOMBI  MSTKUX  TKAHEW, paka

MOYCHUCITYCKAaTCJIbHOI'O KaHalla, paKa IeHHuca, XpOHUYCCKUX WU OCTPBIX .]'IGIZKOSOB, BKJIKOYast OCTpLIfI
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MU EIOUIHBIN JIEHKO3, OCTPBIN JTUM(POLIU TAPHBIN JISHKO3, XPOHHUECKUH MUEJIOUTHBIN JISHKO3, OCTPBIN
muMGoOIaCTHBIN JIEHKO3, XPOHHUECKUH JTUM(OLUTAPHBIN JICHKO3, AETCKUX COJUAHBIX OIMyXOJei,
auMdonrTapHOi JTUM(POMBI, paka MOUYEBOTO My3bIPs, paKa MOYKH WM MOYETOYHHKA, KAPLIMHOMBI
MOYEYHOW  JIOXaHKW, HOBOOOpa3oBaHMU B  LeHTpanbHOM HepBHOW cucteme (LHC),
HeMeJIKoKieTouHoro paka Jyierkoro (HMPJI), nepsuunoii mumdomsr [THC, anruoreHesa omyxouny,
OTyXOJIM TIO3BOHOYHHUKA, IIMOMBI CTBOJIA TOJIOBHOTO MO3Ta, afileHOMBI rHno¢u3a, capkomel Kamomm,
SMUAEPMOHUIHOTO pakKa, TIIOCKOKJIETOUHOTO paka, T-kieTodHoi uMdomel, B-kimeTounsix mumdom,
PaKoBBIX 3a00JIeBAaHUM, BBI3BAHHBIX (DAKTOPAMH OKPYKAMOWIEH Cpenpl, BKIIOYAs PaK, BBI3BAHHBIM

acOecTo30M (HampuMep, ME30TEJIMOMY ), 1 KOMOMHALIMI YKa3aHHBIX PAKOBBIX 3200JIEBAHH.

35. HabGop, comepskammii KOMITO3ULIUIO 110 JitoOoMy U3 mml. 1-20 U BKIAAbBII, COAEpIKai(ui
WHCTPYKLIMHA TI0 BBENEHUIO JIEKAPCTBEHHOTO CPEACTBA Ui JiedeHUs CyObeKTa € HapylIIeHHOH

peryisiuei mytu CD47.
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