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Gonee MPOTUBOPAKOBBIX areHTOB, rje areHt, omokupytomuit CD47-SIRPa, npeacraBieH coeanHeHNEM
tdopmymer (I). M3o0peTeHne Takke OTHOCHTCS K CIIOCOOY JIEUEHHUS paka y cyObeKTa ITyTeM BBEICHUS
TepareBTHYecKn 3(PEKTUBHOTO KoiM4yecTBa areHra, omokupyromiero CD47-SIRPa, mpeacraBieHHOTo
dhopmymnoii (1), B KOMOMHAIMY C OTHUM HJIH 00JI€e POTHBOPAKOBBIMU arcHTaMHU.

Ry Re O Ry
Ra "\Yk )J\N)\C
N OOH
\ L
b
U

N—©OC

IV 9LL061T0T



10

15

20

25

30

KOMBHUHAIIUA MAJTIOMOJIEKYJIAPHBIX HTHI'HBUTOPOB CD-47 C IPYTUMH
MMPOTUBOPAKOBBIMH ATEHTAMH

POACTBEHHBIE 3A5IBKH

Hacrosmasn 3asBka uCnpamuBacT NPHOPUTET HA OCHOBAHUYU NPEABAPUTCIBHON 3ai4BKHM HA mateHT MHauu
No201841042108, momarHOH 8 HOsA0pa 2018 roga, coaepKaHNUE KOTOPOH BKIIFOYUCHO B HACTOSMIYIO 3a4BKY BO BCCH

HOJHOTE MOCPEACTBOM CCBUIKH.
OBJIACTh TEXHUKH

Hacrosimee n3o00peTeHne 0OTHOCHTCA K (JapMaLCBTHYCCKOH KOMITO3HIUH, COACPKAIIECH MaJIOMOJICKY JIIPHBIC
unrudutops! nmytd CD-47-SIRPo, u oauH uin 6071¢e areHTOB, CIIOCOOHBIX CTHMY THPOBATH PELECTITOPHI, TAKHE KAK

axkrusupyromue peuentops! Fc (FCR) wmmn apyrue npodaromurapHeic peuenTophl.
YPOBEHb TEXHUKH

VYeranoBieHo, uTo 0ch CD47/SIRPo ABIACTCSA KIIFOUSBBIM PETYIATOPOM AKTHBALIHH MHUCJIOHIHBIX KICTOK U
CIIY’KHT MMMYHHOH KOHTPOJBHOH TOUKOH I (paronuro3a, OmOCPeIOBAaHHOrO Makpogaramu. Ilo mpuumue ero
YACTOH IMOBBIMIAOINGH PETYJILUHM IPH HEKOTOPHIX THHax paka, CD47 cBA3aH ¢ YKIOHCHHEM OT UMMYHHTETAa H
mporpeccupoBanueM paka. CD47 perymmpyer (parounto3, TaBHBIM 00pa3oM, MOCPSACTBOM B3aUMOACHCTBHIT C
SIRPla, skcmpeccupyembiM Makpoaramu. Beiio mokazano, urto OmoxupoBanme SIRP10/CD47 3HaumMTEeTBHO
ycmiuBaeT (parouuTo3 OIMyXOJICBBIX KICTOK H CO3PEBAHHE ACHAPUTHBIX KJICTOK A YJIYULIICHHOTO IPEACTABICHHUS
AQHTHTEHA, YTO IPHBOIMUT K CYLICCTBCHHOMY YJIYUIICHHIO IIPOTHBOOIY XOJIEBBIX OTBETOB B JOKIHHHYCCKHX MOJCIIAX
paka (M. P. Chao et al. Curr Opin Immunol. 2012 (2): 225-232). Hapymenne B3aumonciicteus CD47-SIRPo B
HACTOSIICE BPEMS PACCMATPUBAIOT B KAYCCTBE TCPANCBTHYCCKOM CTpATCrWH Aas GOPHOBI C PAKOM COBMECTHO C
TMPUMECHCHHEM MOHOKJIOHATBHBIX aHTHTEN, HaneaeHHbIX Ha CD47 wm SIRPo, u CKOHCTPYHPOBAHHBIX PELENITOPOB-

JIOBYLICK.

CD47 skcnpeccupyeTcs MPaKTHYCCKH BCCMH HE3JIOKAYCCTBCHHBIMHE KJICTKAaMu, U Ookuposanne CD47 wim
cHmKeHHUe dkenpeccnu CD47, unn u3MEHECHHAS pachpeieicHus B MEMOPAaHE MOTYT CITy>KHTh MAaPKEPAMH CTAPBIX HITH
TIOBPEKICHHBIX KJICTOK, B YACTHOCTH, KpacHbBIX KpoBsHbIX Teen (RBC). B kauecTBe anbTepHATHBBI, OJOKHPOBAHHC
SIRPo Takke MO3BOJET MOTJIOMATh MHUIICHH, (ParOMUTO3 KOTOPHIX OOBIMHO HE NMPOMCXOIUT, B CIOy4ac KICTOK, B
KOTOPBIX TAKKC MPHUCYTCTBYIOT mpedaroumrtapHbic curHamel. CD47 mpenctaBmser coO0il SKCIPECCHPYCMBIA B
OONBIINX KOJIMYCCTBAX TPAHCMEMOPAHHBIH TIHKONPOTCHH, COACPKAIMHME OJuH [g-mOmOOHBIH JOMECH W IIITH
TPAHCMCMOPAHHBIX OOJACTCH, KOTOPBIA NCHCTBYCT B KAueCTBE KiIeTOwHOTO JmraHaa mii SIRPo, cea3siBaHHWC ¢
KOTOPBIM MPOHCXOJUT OTocpeaoBanHO yepe3 NH,-konnesoit V-nono0nsti nomeH B SIRPo. SIRPo skcnpeccupyercs,
[JIABHBIM 00pa3oM, Ha TOBCPXHOCTH MHEJIOHIHBIX KJIETOK, BKIIOYAs Makpo(daru, rpaHyTOIHTHL, MHCIOHIHbIC

ACHAPHUTHBIC KICTKHA (DC), TYYHBIC KIICTKH H UX MPCAIICCTBCHHUKH, BKITFOYAA TEMOIIOITHICCKHAC CTBOJIOBBIC KIICTKH.

KoncturyTnsHas mossimaromas perymimusa CD47 taxke HaOMOZaeTCs NpH Psiac PaKOBBIX 3a00JICBAHUIM,
TaKHX KaK HeXOKKHHCKAA maMpoma (HXJIT), octperit muenouansnii ieiiko3 (OMUJI), pak MOJIOWYHOI KEIIC3BI, TOJICTOM
KHIIKH, TTHO0IACTOMA, TITHOMA, PAK SHYHHKA, MOUCBOTO MY3BIPA M MPCIACTATCIBHON HKCIC3bL, U T.1. [I0BBIICHHAS
skcnpeccus CD47 B OmMyXoieBBIX KJIETKAX COCOOCTBYET UX 3(P(PEKTHBHOMY YKIOHEHHIO OT HMMYHHOTO HA/130pa U
YHHYTOKCHHUA KICTKAMH BPOXKICHHOTO HMMYHHTCTA. Tem HE MCHCC, IIpH OOJBIIMHCTBC THIIOB OHyXOHCﬁ

6mokuposarne B3ammoaciicteuss CD47-SIRPa B kauecTBe eIWHCTBEHHOTO 3((ekTa MOXKET W HE HWHIYLHPOBAThH
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3HAYATEIBbHBIH (DATONUTO3 W IPOTHBOONYXOJEBBIH HMMYHHTET, YTO JENACT HEOOXOJMMBIM KOMOWHHPOBAHHUC C
JPYTUMH TepamneBTHUCCKHMH arcHTamu. COIyTCTBYIOINEE BOBJICUCHHE AKTHBHUPYIONIMX PEIENTOPOB, TAKHX KAk
peuenropst Fe (FcR), mmm apyrux npo(aroruTapHeIX peUenTOPOB (KOTOPHIC, B IICJIOM, HA3BIBAKOT CHTHAJIAMH «CHCIIb
MEHS») MOKET OBITh HEOOX0IUMO JUT 00CCTICUCHHS MAKCHMATbHOTO OTCHIHATIBHOTO (h(heKTa OIOKMPOBAHUSA Iy TH
CD-47-SIPRo.

Ponp BOBICUEHUS MPO(aroIMTapHBIX PELENTOPOB MOATBEP)KAacTCA HEI(D(HEKTHBHBIM HHIY IHPOBAHHEM
(paroumro3a mpu Omoxuposanuu B3ammoxachcTeusa CD47-SIRPa kak (parmenramu F(ab) x CD47, tak u
OJHOIICTIOYCYHbIMU BapHabenbHbIMU (pparmeHTamMu CD-47, mmbo 6enxamu SIRPo, He comepxamumu odmacts Fe.
Ilpu BOBNCUCHNH AKTHBHPYIOINHX MPO(ArONHUTAPHEIX PELENTOPOB, KOTOpOe OE3yCIOBHO MPOMCXOTHUT B CIIy4dae
npuMeHEeHM: Otokupyronmx auturex k CD47, coneprkamux Fe-o6macTs, 6nokuposanue CD47-SIRPo MoskeT Gostee
spdpextuBH0 HHAYLHpoBaTh (parommro3. KomOmHmposaHme areHTOB, Onokupyromux CD47-SIRPo, ¢
TCPATICBTHUCCKUMH AHTHUTCIAMH (coz[epmaanH FC), HAICJICHHBIMHU HA OITYXOJICBBIC AHTHUICHBI, CTHMYJHPYCT
axkrusupyromue perenrops! Fc (FcR), uro obecneunBaet 3(p(pexruBHbIi (parommro3. Fc-001acTs TepaneBTHUSCKOTO
AQHTHTEJIA, HAUCICHHOIO HA OIYXOJICBBIX AQHTHICH, TAKOKC HHAYILHPYET AHTHTEIO3aBUCHMYIO KICTOUYHYIO
muToTOKCHYHOCTH (A3KLI), uTO Takke MOBBINACT TCPANCBTHUCCKYIO d(PPEeKTHBHOCTh. TakuM 00pa3oM, aHTHTENA,
BBIOPAHHBIC W3 TPYIIBI, COCTOAMICH W3 PUTYKCHMa0a, TePUENTHHA, TPAacTy3yMaba, agemMTy3ymMada, Oesanu3ymada,
nerykcumada U maHuTy Mymaoa, rapatymymada, 61arogaps HaleJACHHOMY BO3ACHCTBHEO Ha omyxouib i A3KL], moryT

6onice >(pPSKTUBHO HHIY IMPOBATH (DATOLHUTOS.

B 6Gonee panHnx moaxoxax Ayl HapymeHus B3aumoaeicTsus CD47-SIRPo mpuMEHSH MOHOKTOHATEHBIC
anrutena, HaueneHHble Ha CD47 mm SIRPo, 1 CKOHCTPYHPOBAHHBIC PELENTOPHI-TOBY IIKH, THOPHAN3HPOBAHHBIC C
(parmenrom Fc. Tem He MeHee, mpoOiema 3TOro moaxonaa 3akmouactcs B ToM, uro CD47 skcmpeccupyercs B
OOJIBIIKX KOJTHYCCTBAX KaK B TEMOIOITHYCCKHUX, TAK U B HCTCMOIIOOTHYCCKHUX HOPMAJIBHBIX KIICTKAX. Taxum 06p330M,
arcHThl, Onokumpyromme CD47-SIRPo, coaepxamue Fc-00macTh, MOMHMO OMyXOJCBBIX KICTOK TAKKE MOTYT
BOSE[G?ICTBOB&TB " HAa MHOKCCTBO HOPMAJIBHBIX KJICTOK, YUTO B PE3YJIBTATC MOKCT NMPUBOAUTE U K HX YHHUTOKCHHUIO
Makpodaramu. B3anmozaeicTere OJOKUPYIOMMX AaHTHTE] C HOPMAJBHBIMH KICTKAMH PACCMATPHBAKOT B KAYECCTBC
OCHOBHOH MPOOJICMBI, CBA3AaHHOW C OE30MACHOCTBIO, KOTOPAs MOXKET BBI3BIBATH AHCMHIO, TPOMOOIHTOIICHHIO U
JTCHKOTICHHIO. YKA3aHHBIC arCHTHI TAK)KE MOTYT BO3ACHCTBOBATH HA COJTHIHbIC TKAHHU, O0OraThle Makpo(daramu, Takue
Kak TICYCHb, JICTKUC W TOJOBHOH MO3r. TakuM 00pazoM, B HACATEHOM CIy4ac MOKHO OJJOKHPOBATh B3aHMOICHCTBHE
CD47-SIRPo areHTamu, He coxepxammmu Fc-001acTh, TAKAMH KaK MaJTble MOJICKYJIbI, IENTHABL, (parMeHTs! Fab
HTA, U aKTHBHPOBATH NPH 3TOM r[poq)aroumapnme pPeUCnTOPsl B OIyXOJICBBIX KIICTKAX COOTBCTCTBYHOIIUMH

KOMOHMHAIIAME U1 3()(PEKTHBHOTO HHAYIHPOBAHUS (DAarOMHUTO3a OITy XOJICBIX KICTOK.

Coobmactcs, 4To mMOMUMO penenTopoB FC pax Apyrux mpo(harouuTapHbIX PEOCHTOPOB TAKKE CIOCOOCTBYCT
TIOTJIOIICHHIO OTTy XOJICBBIX KIICTOK B OTBET Ha Onokuposanne CD47-SIRPa mytem mHay uposanms (aronuro3a. OHI
BKIOUaroT penentopsl SLAMF7, Mac-1, kaabpeTHKY THHA H, BCPOATHO, CIIC HC HACHTH()HIUPOBAHHEBIC PCICITOPEL.
Jlurnu B-kneTouHBIX omyxoieH, Takwe kak Raji m apyrue mwmHEE 1ud@y3HOH KpyNHOKICTOYHOH B-xietouHoi
mmQomsl, sxcipeccupyioT SLAMF7 u 3anelcTBOBaHBI TPH WH/Y IMPOBAHIH PO (aroIHTapHBIX CHTHAIOB BO BPEM:
6mokuposarns CD47-SIRPa.

TepameBTHIECKHE ar¢HTHI, O KOTOPBIX H3BECTHO, YTO OHH AKTHBHPYIOT IPO(aronmTapHbIc PEHCITOPSHI,
TakuM 00pa3oM, TaKKEe SBISIOTCS WACANPHBIMH IAPTHEPAMH /UISI NPUMCHCHHS B KOMOHWHAIIMM C ArcHTAMH,

omoxupyrommmu  CD47-SIRPo, mna obecneucHUs 3(PQPEKTHBHOTO (ParoumTosa. YKA3aHHBIC ArcHTHI BKITFOYAIOT
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HHTHOMTOPBI TpoTeacombl  (Oopre3oMmO, wWKCa3oMuHO ©  Kappua3oMuO), AHTPAUMKIHHBI (TOKCOPYOHWIMH,
SMUPYOUIMH, JAYHOPYOWIMH, HIAPYOWIMH, MHTOKCAHTPOH), OKCAMHIUIATHH, LHUKjIo(pochamun, OICOMHUIIHH,
BOPHWHOCTAT, MAKIHTAKCCNT, S-(OTOpypaunmi, UUTapadWH, JCKApCTBCHHBIC CpeacTsa, HHruoOmpyromue BRAF
(mabpadernd, Bemypaderud), warudbmtopsr PI3K, momerakcenm, mmromummH C, copadeHnO, tamokcu(eH H

OHKOJTUTHICCKHC BUPYCHI.

TTommmo KOHKPCTHBIX ar€HTOB, O KOTOPBIX U3BCCTHO, YTO OHH BOSZ[GﬁCTByiOT HAa CHTHAJIbI «CBHCIIb MCHS), H
JIPyTHC arcHTHI, BKIFOYAsd a0HpaTepoHa anerar, ap)aTHHHO, aIaeCICHKHH, alICCACHKHH, aIeMTy3yMa0, aHACTPO30JL,
aKCHTHHHO, OcMHHOCTAT, OCHOAMYCTHH, OMKamyTamMua, OJuHaTymMomad, 60ocyTHHHO, OpeHTYKcmMab, Oycyib(aH,
kaba3uTakcen, KaneuuTaOwWH, KapOOIUIATHH, KappMiI3oMHO, KAPMYCTHH, LCPUTHHHO, KIO(apaduH, KpH30THHHO,
JakapOa3wH, JAKTHHOMHLWH, [JA3aTHHUO, [JCTAPCIHMKC, ACHUWICHKHH, ACHOCYMAad, »SH3aIyTaMuna, 3pHOYIIUH,
SPIOTHHUO, SBEPOTHMYC, OSKCEMECTaH, »SKCeMecTaH, (uymapabuH, (yiBeCTpaHT, Te(UTHHHO, TOCCPEIUH,
uObpurymMoMad, HMATHHHO, HOUIUMyMad, HPHHOTCKAH, HKCAOCTUJIOH, JANATHHHO, JICHAMMIOMHI, JICTPO30JL,
JICHKOBOPUH, JCYNPOIUI, JOMYCTHH, MEXJIOPITAMUH, METCCTPOJ, HEJIAPAOWH, HUJIOTUHHO, HUBOJIYMal, oramapuo,
OMALICTAKCHH, NAJOOLMKIHO, MAMHIPOHAT, MAHUTYMyMad, MAHOOWHOCTAT, MAa30MaHuMO, IPracmaprasy,
neMOpoH3yMad, MeMETPEKCEeX AUMHATPHUS, MEpTy3ymMad, miepukcadop, NOMATHIOMHI, MOHATHHHO, MPaIaTPeKcar,
mpokapbasuH, pammii 223, pamymupymad, peropapenud, rIFNa-2b, poMHICTICHH, CYHHTHHHO, TEMO30JOMHI,
TEeMCHPOJIMMYC, THOTENA, TO3HTYMOMad, TpaMETHHHO, BHHOPEIOHH, METOTpeKcar, HOpyTHHHO, adiubepuent,
TOpeMu()CH, BHHOJACTHH, BHHKPUCTHH, HJICIATACHO, MCPKANTONYPHH H TATHAOMH[, NOTCHIUAIBHO MOTYT
BO3JCHCTBOBATh HA CUTHAJBHBIH MyTh «CHEIIb MCH) IIPH KOMOWHUPOBAHHH C areHTamH, Ookupyrommmu CD-47-
SIRPa.

[MoMHMO TEpaNEeBTUUCCKUX ar¢HTOB, YIOMSHYTHIX BBIIIC, TPYTHE MECTOIBI JICUCHHUS, KOTOPBIC MPUMCHSIOT
LU TCPaNiiH PaKa | Taloke aKTUBHPYIOT MPO(haronUTapHbIC PELECNTOPBI, TAKHM 00pa30M, MOKHO KOMOWHHPOBATH C
arcHtamu, Omoxupyromumu CD47-SIRPa, ams obecneuenmst 3(dekruBroro (¢aronuro3a. OHH  BKIFOYAIOT
(hOTOIMHAMIICCKYIO Tepammko Ha ocHoBe runepunuHa (Hyp-®/1T), ny4eBYrO Tepamuro, BHICOKOS THAPOCTATHUCCKOS

nmasicHue, ©JIT Ha ocHOBE (poToppuHa U /T HA OCHOBE aneTara OCHraILCKOTO PO30BOTO.

Tem HE MEHee, CYINCCTBYET HCYIOBICTBOPCHHAS MOTPEOHOCTh B KOMOWHHPOBAHHU MAJIOMOJICKY JBIPHBIX
wHrHOHTOPOB IyTH CD-47-SIRPO ¢ arcHTaMH, KOTOPBIC MOTYT CTHMYJIHPOBATh AKTHBHPYIOIIAC PCUCTITOPHI, TAKHC
kak peuenropsl Fc (FcR) mmm apyrue npogaronurapHsie peuenTopsl, Wi B KOMOMHHPOBAHHUH C JPYTUMH METOAAMH
JCUCHUS, KOTOPbIC MPHMEHSIIOT B TEPAIlHH PaKa ISl aKTHBAMH IPO(aronUTapHBIX PEHENTOPOB I 0OCCICUCHUS

MAaKCHMAJTFHOTO MOTCHIHANA OmokupoBanusd mytu CD-47-SIRPa.
KPATKOE OIIMCAHUE U3OBPETEHUA

B HactosmmeM m300peTCHUH TPEIIOKCHA KOMIO3HIHSA, COACPKAINAS MAJOMOJICKYJIIPHBIC HHTHOHTOPHI
nyta CD-47-SIRPo COBMGCTHO C arcHTaMHW, KOTOPBIC CTHMYJIHPYIOT AKTHBHPYIONINC PCICTITOPBL, TAKHC KaK
peuenropst Fc (FcR) mmm npyrue mpodaronmrapHbie penenTopsl, Wid MPHMEHAEMas B KOMOWHAIMU C APYTHMH
METOJAMH JICUCHHS, KOTOPHIC NPUMEHSIOT B TEPANlMH Paka Il aKTHBAIMH IPO(arouuTapHEIX PEHEHTOPOB IS

obecTieueHHsT MAKCHMAJIBHOTO TIOTeHImANa Ookuposanus mytu CD-47-SIRPa.

CormacHo OJHOMY H3 ACICKTOB I/1306peTCHI/I}I B HACTOAMCM OOKYMCHTC MNPCIIOKCHA KOMIIO3HIHUA,

cogepkamas arcHT, Omoxupyrommii CD47-SIRPo, w oauH nmiam Oosiee MPOTHBOPAKOBBIX ArcHTOB, IJC AarcHT,
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omoxupyrommii CD-47-SIRPa, mpeacTaBageT co00H My MOJCKYY, MPSACTABICHHYI COCOMHCHHEM (DOPMYITBI
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wm ero (papMaUCBTHYCCKH TNPHEMICMOH COJIBIO, WM aMHIOM, WM CIOXHBIM 3(HPOM, HIH

CTCPEOH3OMEPOM; TIC

R, mpencrasmser coboii Bomopox; u Ry mpeacrasmster coboit Bogopon, -(CH2)»CONHa,, - (CH,),COOH, -
(CH»);sNHC(=NH)NH,, -(CH2)sNH,, -CH,CONH,, -CH;-apun uwmu -CH,-rerepoapun;, um R, u R; coBmecTHO ¢

aToOMaMu, K KOTOPBIM OHH MMPUCOCAUHCHBI, 00PA3YIOT MUPPOTHINHOBOS KOJIBIO;

R, mpeacrasmseT coboit Bomopoa, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-apun1 wiu

-CH,-rerepoapur;

Ry, mpeacrasmster coboii Bomopox; u Rs mpeacrasisiet codoii Bogopoa, -CHa-apu, - (CH»)sNHC(=NH)NH,,
-(CH»);CONH3,, -(CH,),COOH, -(CH)sNH> nmm -CH»-rerepoapur, wim Ry, u R3 COBMECTHO C aTOMaMH, K KOTOPhIM

OHH IPUCOCTHHCHBI, 00PA3yIOT MHPPOJIHIHHOBOC KOJIBLO.

CoriacHO APYroMy acmeKTy HACTOSINEE H300PETCHHE OTHOCHTCS K CHOCOOY JICHCHHS CYOBEKTa, Y KOTOPOTO
HapymieHa peryminus myta CD47, BIIOYArOImeMy BBEACHHE CYOBECKTY, HYKIAOIIEMYCS B 3TOM, TCPANCBTHUYCCKH
3(p(PCKTHBHOTO KOTHUCCTBA COCTHHCHHUA (popMy.asl (1) wmw ero (papMaALCBTHUCCKH MPUECMIICMOM COJTH, WJTH AMHUIA HITH

CJIOKHOTO 3(pupa, WITH CTEPSOH30MEPA, B KOMOHHALMH C OTHHM HJIH 00JIce MPOTHBOPAKOBBIMH ATCHTAMH.

CornacHoO emie OJHOMY ACHECKTY HACTOSAIICTO H300PETCHUS MPEIIOKCH CIIOC00 JICUCHUS 3a00ICBaHUH HITH
HapyLICHAUMH, omocpeaosanHbix CD47, Bkiarouaromumii BBeAcHHE coeauHeHMS (popmy sl (1) wmm ero (hapManeBTHICCKH
TMPUEMIIEMON COMM, WJIM aMHJA, WA CJIOKHOTO 3(hupa, HWIH CTEpeon30Mepa, B KOMOWHAIMA C OJHHM HIH OoJiee

MPOTHBOPAKOBBIMHA arCHTAMH.

CornacHO JOMOTHATEIEHOMY ACTICKTY H300PCTCHHS B HACTOAINCM TOKYMCHTE MPSIIOKCHA KOMOWHALIHSA,
comepxkamass arcHt, Omoxupyrommii CD47-SIRPo, w oxmH wimm 00j¢C NPOTHBOPAKOBBIX AarcHTOB, TAC

MAaJIOMOJICKY JEIPHBIH areHT, onokupyromuii CD-47-SIRPa, npeacrasien coexuaeHUEM (opmy sl (I):

R, R, o} R,
R, N )J\ )\
\H R N N COOH
\ H .L
N—O b

)]

wm cro (hpapMaICBTHUYCCKH MPHCMJICMONW CONIBI0 WM aMHIOM, WIH CIOKHBIM 3(UPOM, WIH

CTCPEOH3OMEPOM; TIC
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R, mpeacrasmer coboii Bomopox; u Ry mpeacrasmaer coboit sogopon, -(CH2)»CONHa,, - (CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH;-apun wm -CH,-rerepoapun;, i R, u R; coBMecTHO ¢

aToOMaMHU, K KOTOPBIM OHH MPUCOCAMHCHBI, 00PA3YIOT MHPPOTHIHHOBOS KOJIBIO;

R, mpeacrasmeT coboit Bogopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-apun win

-CH,-rerepoapumr,

Ry, mpeacrasmeT coboit Bogopox; u Rs mpeacrasmaer coboit Bomopoa, -CHa-apun, - (CH,)sNHC(=NH)NH,,
-(CH,),CONH,, -(CH,),COOH, -(CH2)sNH, um -CH>-rerepoapur;, wi Ry, 1 R3 COBMECTHO ¢ aToMamMu, K KOTOPBIM

OHH TIPHCOSIMHEHBI, 00PA3YIOT MUPPOTHANHOBOS KOJBLO.
KPATKOE OIIUCAHUE ®UT'YP:

O®UTI'. 1: YcuneHHsli (parouutos KICTOK TUMQPOMBI IIPH MTPUMCHECHHH COCTUHCHUS 3 U COCAMHCHHUS 6 B KOMOUHAIIUH

¢ arrureaom k CD20

@®UT'. 2: YcUneHHBIH (I)aroumos KJICTOK MHOKECTBCHHOM MHEIOMBI Ipu TPUMCHCHUH COCAUHCHU A 3 ¥ COCAUHCHUS

6 B KoMOHHAIMHU ¢ HOPTE30MUOOM

®UI'. 3: IIporusoomyxonesas >PPEKTHBHOCTh COCTUHCHUS 6 IPU OTACIBHOM NPUMCHCHHH U B KOMOHHAIHH C

antutenoM K PD-L1 M y Mpimeii ¢ omyxousio A20
HNOJAPOBHOE OIIMCAHUE U3OBPETEHUA

Kaxgpri BapmaHT peanu3anud OPEAIOKCH 1 OOBACHCHHA H300pPCTCHHA, HO HE OTPAHHYCHHA
u3o0pereHus. J[cHCTBUTCIFHO, CIICIHATHCTAM B JAHHOH 00JACTH TCXHUKH OYACT MOHATHO, YTO MOYKHO IPOBOIHTH
pa3zHOOOpa3Hblc MOAH(HKAIMH H H3MCHCHHSA COCHHHCHHMA, KOMIIO3HIHA H CIIOCOOOB, ONMHUCAHHBIX B HACTOSIICM
JOKYMCHTE, HC BBIXOJI 3a paMKH 00BeMa M CYLIHOCTH H300peTeHus. Hampumep, OTIHYHTCIHHBIC HPHU3HAKH,
TMPOWITIOCTPUPOBAHHBIC WJIH OMHCAHHBIC KAK YaCTh OJHOTO BAPHAHTA PCATHU3ALHH, MOTYT OBITh IPUMCHCHEI B
JPYTOM BapHaHTE peanu3auud C 00Opa30BAHHEM CIIEC OJHOTO JOMOJHHTCIPHOTO BAPHAHTA PEATH3almd. Takum
00pa30oM, IPCAMOIATACTCA, YTO HACTOAMICC H300PCTCHHC BKIIOYACT YKA3AHHBIC MOJAH(DHKAIWH W W3MCHCHHA U UX
OKBHUBAJICHTHI. I[pyrne 3a4a9d, OTJHYHATCIBHBIC NMPU3HAKH H ACHCKTBI HACTOAICTO I/I306peTeHI/I$I OITUCAHBI B
TIOCIIEAYIOMEM MOAPOOHOM ONHMCAHWM HIH CTAHYT OUYCBHIHBIMH HOCNEC ero m3yucHmsA. CrIenuaancTy B AaHHOH
00JacTH TEXHHWKH CIEAyeT IOHHMATh, YTO HACTOAMEe OOCYKACHHE MPUBEACHO A OMHCAHHSA HCKIFOUHTEIHHO
TPUMEPOB BAPHAHTOB PEATH3aLlUH, H €TO HE CIICAYCT PACCMATPHBATh KaK OTPAHHYHBAIOIICE 00JIee IMHPOKAE ACTICKTHI

HACTOSIETO H300PETCHHSL.

B omnpeneicHHBIX BapHAHTAX PEAH3AIMH B HACTOAINCM H300PCTCHHH MPSIIOKCHA KOMITO3ZHIIHS,
comepxkamas arcHT, Onokupyrommmii CD47-SIRPo, w oawH wim 007¢¢ NMPOTHBOPAKOBBIX ArCHTOB, TAC AarcHT,

omoxupyrommii CD47-SIRPa, mpeactasiacH coeauacHueM (hopmyst (1):

R, R, O R,
" N M
a\N \v)\N N COOH
\ H .L
b

N—O
(1)
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wm cro (papMaAICBTHUYCCKH MPHCMJICMONW COJIBI0 WM aMHIOM, WIH CIOKHBIM 3(UPOM, WIH

CTCPCOH3OMEPOM; TIC

R, mpeacrasmser coboii Bomopox; u Ry mpeacrasmsaer coboit sogopon, -(CH2)CONH,, - (CH,),COOH, -
(CH»)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH;-apun wm -CH,-rerepoapun;, i R, u R; coBmecTHO ¢

aToOMaMu, K KOTOPBIM OHH MPUCOCAUHCHBI, 00PA3YIOT MHPPOTHINHOBOS KOJIBIO;

R, mpeacrasmeT coboit Bogopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-apu win

-CH,-rerepoapumr,

Ry, mpeacrasmseT coboit Bogopox; u Rs mpeacrasmaer coboit Bomopoa, -CHa-apun, - (CH,)sNHC(=NH)NH,,
-(CH,),CONH,, -(CH»),COOH, -(CH2)sNH, um -CH»-rerepoapur;, wi Ry, 1 R3 COBMECTHO ¢ aToMamMu, K KOTOPBIM

OHH IPHCOSIMHEHBI, 00PA3YIOT MUPPOTHANHOBOE KOJBIO.

B onpeneneHHBIX  BapHAHTAX — pEANM3allid  NPOTHBOPAKOBBIA  areHT  NPEACTaBIseT  CoOOH

XI/IMI/IOTepaHeBTI/I‘IeCKI/Iﬁ Ar¢HT UJIH UMMYHOMOOY J'II/Ipy}OIIII/Iﬁ ArcCHT.

B ompencncHHBIX BapHAHTAX peaTH3alH KOHKPETHBIC NMAPTHEPHI MO KOMOWHAIMH, NPEIACTABILIOIIHC
HHTEPEC, A1 MPUMCHEHHS COBMECTHO C areHTamu, Osoxupyromumu CD47-SIRPo, BKIHOUAOT TepaneBTHYESCKUE
AQHTUTEIA, HAIICJICHHBIC HA OIyXOJICBBIC AHTUICHBI, KOTOPBIC CTHMYJIHPYIOT akTuBHpylomue peuentopsl Fc (FcR),
uyro obecneunBacT (pQhekTuBHbIHA (arormTo3. B onpeneaeHHBIX BapHaHTaX peaaH3alii KOHKPETHbIC MAPTHEPHI 1O
KOMOHWHAIINH, INPEACTABILIOINIE HHTEPEC, BKIIOYAIOT TEPANCBTHUCCKUE AHTUTENA, KOTOPBIE CTHMYJIHPYIOT
(paroumro3, onocpenaosaHHbIi penentopoM Fc. Takum 00pa3oM, aHTHTENA, BRIOPAHHbIE H3 IPYIIIBL, COCTOSIICH U3
areHTOB, KOTOpPhle MOTYT HHAyLHpOBaTh 3((exTuBHbIH (paroumuros, BmodaroT aHTturena k CD20, mampumep,
pUTYKCHMA0, THYKCETaH, TO3UTYMOMAO0 H T.1., W YKA3aHHAS KOMOWHAIHS HMEET KOHKPETHOC MPUMCHCHHUE B JICUCHHHT
HEXODKKUHCKAX B-knetounsix muM(poM u XpoHHYEecKoro mmMdormrtapHOoTo neiikoza (XJUT). KomOwnamusa c
anrurenoMm k CD22, Hanpumep, >mpaTy3ymMadboM U T.J., HMEET KOHKPETHOS MPHMCHEHHUE B JICUCHUH B-KJICTOUHOTO
JICHKO3a M BOJIOCATOKJICTOYHOTO Jiciiko3a. KomOuHamsa ¢ antuteiom k CD52, HampuMep, axeMTy3yMadoM | T.1.,
HMECT KOHKPETHOC NMPUMCHCHHE B JICUCHHH B-kineTouHoro m T-KIETOYHOTO NEiKk03a, BKIOUYAs O€3 OTpaHHYCHHI
XpoHHUCCKHH muM(poumTapHB Jneiiko3. KomOmHamusa ¢ anturenomM k CD33, Hampumep, TeMTy3ymMaOoM
030TaMHULIHHOM H T.J., IMCCT KOHKPETHOC NPHUMCHCHHC B JICUCHHH MHCJIOHIHOTO JICHKO3a, TAKOTO KaK OCTPBIH
MHEJIOTCHHBIH Neiiko3. KomOnHarms ¢ Tpacty3ymMmadoM HMeeT KOHKPETHOE NMPHMCHEHHE B JICUCHHH Paka MOJIOYHOH
skene3bl. KomOunanms ¢ 6epamm3yMaboM HMEeT KOHKPETHOE MPUMECHEHHE B JICUCHUH OTIPEACICHHOTO THIIA Oy XOJTH
TOJIOBHOTO MO3Ta M OMPCACICHHBIX THIIOB PAKOBHIX 3a00ICBAHUIT MOYKH, JICTKOTO, TOJCTON KHIIKH, TPAMON KHIITKH,
IICHKH MATKH, SAYHUKA WM (payronueBoii TpyOsl. KoMOMHAIMS ¢ IIeTyKCHMaboM HMEET KOHKPETHOE MMPUMCHCHHE B
JCUCHUH PaKa TOJCTOH KUINOKH W Paka roioBbl W mien. KoMOWMHAUMSA C MAaHATYMyMaOOM HMeEET KOHKPETHOC
TPUMCHEHHE B JICUCHHH KOJIOPEKTATbHOTO paka. KomOuHamms ¢ qapatyMyMaOoM HMEET KOHKPETHOE MPUMCHEHHE B
JeUCHUH MHO>KCCTBCHHOH MHUEIOMBIL JIpyras KOMOMHAIWS, MPEACTABIIIOMAT HHTEPEC IS JICUCHHS MHUCIOTCHHBIX

JICHKO30B, BKIFOUACT O3 orpaHuucHUi aHTHTe 10 K CD96, antuTeno k CD44 u artuteno k CD123.

B onmpeaencHHBIX NPEANOYTUTEIBHBIX BAPHAHTAX peanu3anuu penentopsl Fe (FCR) BKIFOUArOT penenTophl

Fc-ramma (FcyR).

Jpyrue TepameBTHUYCCKHE AHTHTENA, NPEACTABIIIOIUC HHTEPEC 11 KOMOHMHHPOBAHUS C ATrCHTAMH,
omokupyrommumu  CD47-SIRPo, BKTOYAarOT, HO HE OTPAHMYHBAIOTCA YKA3aHHBIMH, ogarymymad B ciydac

XPOHHYECKOTO THM(OIMTAPHOTO JIcHko3a, 0OMHYTy3yMad B ciayuac (DOJUTMKYISIPHOH THMQOMBI, aremMTy3ymMald B
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ciy4ae B-KIeToyHOro XpOHMUYECKOTO JIMM(POIUTAPHOTO JeHK03a, HOPUTYMOMAa0 THYKCETaH B Clydac B-KIeToUHBIX

HEXOUKKAHCKAX THM(POM, TUHYTYKCHMA0 B CIyuae HEHPOOIACTOMBI H HSUTYMyMal B CIIy4ae paKa JISTKOTO.

B ompeaencHEBIX BapHAHTAX PEaTH3aliy MPOTHBOPAKOBBIN arcHT MPEACTABILICT c000it anTtuTemo k CD20,

TaKoe KaK PUTYKCHMA0, THYKCETaH, TO3UTyMOMAO.

B onpenencHHBIX BapHAHTAX pEAM3ALMH TEPANCBTHYCCKUE ArcHTHI, O KOTOPBIX H3BECTHO, UYTO OHH
AKTHBHPYIOT IPO(arouuTapHbic PELENTOPHL, TAaKUM OOpa3oM, TAKXKE SBIIIOTCA HMIACATBHBIMH IIAPTHEPAMH IS
NMpUMEHEHH B KoMOMHamuu c arcHTamu, Onoxmpyromumu CD47-SIRPa, s obecneucHusa 3(QQeKTHBHOTO
(paroumTo3a. YKa3aHHBIC arCHTHI BKIIOYAIOT HHTHOUTOPHI MPOTEACOMBI (00pTEe30MuU0, HKCA30MHO U KapPra3oMuo),
AQHTPALMKIWHG] (AOKCOPYOHUIMH, SMHPYOHIMH, JAyHOPYOHIHH, HIAPYOWIHH, MHTOKCAHTPOH), OKCAJMIIJIATUH,
mukropochamun, 0ICOMHIMH, BOPUHOCTAT, MAKIHTAKCEN, S-PpTOpypanui, nutapaOuH, JCKAPCTBCHHBIC CPEACTBA,
unruoupyromue BRAF (mabpadenud, semypapenuod), uarudourops: PI3K, noueraxcen, muromunus C, copadeHud u

TaMOKCH(DCH; MU UX KOMOHHAIIHIO.

B ONPCACIICHHBIX BAPHAHTAX PCATHU3AIUA HpOTHBOpaKOBBIﬁ arCHT MNpCACTaBILCT coboi I/IHFI/IGI/ITOP

TPOTEACOMBI.

B onpencencHHBIX BapHAHTAX pealM3allid IPOTHBOPAKOBBIH arcHT NMPEACTABICT co0oM OGopre3omuo,

HKCa30MHuO Wi Kap(hHaI3oMuO WM MX aHAJIOT, WIH IPOH3BOIHOC.

B ompenencHHBIX BapUaHTAX pealU3allii, TOMHMO KOHKPETHBIX ar€HTOB, 0 KOTOPBIX H3BECTHO, YTO OHH
BO3ACHCTBYIOT HA CHTHANBI «CBCIIb MCHS», W JPYTHE AarcHTHl, BKIOYAs a0uparepoHa amerar, apaTuHuo,
QIICCICHKUH, aNACCACHKUH, aJeMTy3yMald, aHACTPO30J, AKCHTHHHO, OCTHHOCTAT, OCHAAMYCTHH, OHWKAJIyTaMHT,
OmHaTyMOMAa0, 60CYyTHHHO, OpeHTYKCHMA0, OyCyab(aH, kadasuTakcel, KaneuTaOuH, KApOOILIATHH, Kap(PHI30oMuo,
KApMyCTHH, LCPHTHHHUO, Kio(apaOuH, KPH3O0THHHO, dakapOa3WH, MAKTHHOMHLHUH, AAa3aTHHHO, JCTApCITHKC,
JCHHJICHKIH, ACHOCYMA0, SH3aTy TaMU I, SpHOY IHH, 3PIOTHHHO, YBSPOIAMY C, IKCEMECTAH, IKCEMECTaH, (pyaapaduH,
(ynsecTpaHT, Te(UTHHUO, TOCCPCITHH, HOPHTYMOMAO, WMATHHHO, WIHIAMyMad, HPHHOTCKAH, HWKCAOCIIHIIOH,
JANATHHHO, ICHATUIOMHUL, JICTPO30JI, JICHKOBOPHH, JICY IPOJTA/, JTOMYCTHH, MCXJIOP3TAMIH, MCTCCTPOJT, HCJIApaOuH,
HUJIOTHHUO, HUBOIyMAO, oianmapu®, OMALCTAKCHH, MATOOIHUKIHO, MAMHAPOHAT, MAHATYMyMal, MAaHOOWHOCTAT,
MA30MAHUO, MATacmaprasy, meMOpomM3yMad, MEMETPEKCE JUHATPHA, TMEPTY3yMad, miepukcadop, MOMATHIOMHUL,
TMOHATHHHO, TpajaTpekcar, mpokapOaswH, pamwii 223, pamynupymad, peropadpenud, rIFNa-2b, pommaencus,
CYHHTHHHO, TCMO30JOMHI, TCMCHPOJIUMYC, THOTCHA, TO3HTYMOMA0, TPAMCTHHHO, BHHOPCIOWH, MCTOTPCKCAT,
uopyTHHUO, admudepuent, TopeMU(pCH, BUHOTACTHH, BHHKPHCTHH, HWACTATACHO, MCPKATITONYPHH W TATHIOMUZ,
TMOTCHIMMAJIBHO MOTYT BO3ACHCTBOBATH HA CHTHANBHBIA MyTh «CHCIIb MCHS» NMPH KOMOWHHPOBAHWH C ATCHTAMH,

omoxupyrommmu CD-47-SIRPa.

B apyrux BapraHTax peayu3anii, IOMHMO TEPANCBTHUCCKIX aTCHTOB, YIOMAHY THIX BBIIIC, APYTUE METOIBI
JEUCHUS, KOTOPBIC NMPUMEHAIOT U TEPAllMH Paka W TAKKE AaKTHBHPYIOT MPO(arouuTapHbIC PELENTOPHI, TAKHM
00pa30M, MOKHO KOMOWHHPOBATH ¢ arcHTamu, Onokupyrommmu CD47-SIRPo, mma obecnieucHuA 3 (PEeKTHBHOTO
(paroumTo3a. OHU BKITFOUAOT (DOTOAMHAMHUYCCKYEO Tepamuro Ha ocHOBE runcpunuHa (Hyp-®/T), ayuesyro Tepanuto,
BBICOKOC ruapocTtarmucckoe napiacame, ®JIT Ha ocHOoBe (potoppwra m ®/IT Ha OCHOBE ameTara OCHrAIBCKOTO

po30BOTO.

B ompeaeneHHBIX BApHAHTAX PEATH3AHA XAMAOTCPANICBTHYCCKHI arcHT MPSACTABIACT co00i abapevkce,

aﬂﬂeCHeﬁKHH, AIATPCTUHOWH, AQUIOIMYPHHOJ, alTPECTAMHWH, TPHOKCHA MBINIbAKA, aClaparuHasy, a3aluTHIWH,
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OckcapoTeH, OapuIuTHHUO, GopTe3oMuD, OYCYTB(paH 11 BHYTPHBCHHOTO BBCACHHA, OYCYIb(DaH 1A ICPOPATbHOTO
BBCACHHA, KANYCTCPOH, LETYKCHMAO0, XJIOpamMOyIMII, NHCIUIATHH, KIAAPHOWH, JANTCIAPHH HATPHUSA, ACUHTAOWH,
TU(QTUTOKC, AUCYIb(pUpaM, ACKCPA30KCaH, APOMOCTAHOIOHA MPONMHOHAT, 3KYIH3yMad, 3CTPaMYCTHH, 3TONO3HIA
(ocar, sronosua, PpeHTaHWIA TUTPAT, PUATpPACcTUM, (DIOKCYPHINH, TCMIMTAOWH, THCTPEINHA aneTar, (ochamua,
wHTep(epoH ambdpa 2a, NTanATHHHOA [OUTO3WIAT, JICBAMH30J, MApPH30MHO, MEXJIOP3TaMuH, MeEI(paiaH,
MCPKANTONMYPUH, MECTOTPEKCAT, MCTOKCAJICH, MHTOTAH, HAHAPOJIOHA (PCHIPOMHOHAT, HO(PEeTyMOMAad, Ompo30MmuoO,
MTUArpacTiM, ICHTOCTATHH, TUITOOPOMAH, IUTHKAMULIMH, TPOKapOa3HH, XHHAKPHH, pacOypHKa3y, PYKCOTHTHHHO,
pykamapuo, CTPSNTO301HH, TCHUIIO3HA, TECTOIAKTOH, TATHAOMHU, THOTYAHHH, TOMOTCKAH, TOPSMU()CH, TPCTUHONH,
VPALIOBBIH HIIPUT, BAJPyOWIMH, BHHOJACTHH, BHHKDPHCTHH, HHpamapuO, BEIMMApuO, Tanazomapud HiIx

30JICIPOHAT.

B ompencncHHBIX — BapHAaHTaX ~— peadH3alMM  MPOTHBOPAKOBBIM  areHT  INpEACTaBIsieT  coOoi
HMMYHOMOJYJIMPYIOIUMH arcHT. B JOMOMHHTEIBHBIX BAPHAHTAX PEATH3ALMH HMMYHOMOAYIHPYIOLIHH AarcHT
MPEACTABISIET COOOH KOCTHMYJIATOPHYIO MM KOMHTHOHTOPHYIO MOJEKydy, Takylo kak CTLA-4 (mampumep,
unuaumyMad), 4-1BB (Hanpumep, ypeaymad u yromuiaymal), antutena k PD-1 u PD-L1 (manpumep, HuBoIyMad,
neMOpoym3yMal, are3oiam3ymMad, aypBaiymMa0d W kampenm3ymad), anturena k murokmHam (IL-10, TGF-6era),
antureaa k TIM-3, anturena k LAG3, anturena x B7H3, anturena x B7H4 w amtwrena x B7H6, wnm ux

KOMOMHAIIHIO.

B HEKOTOPBIX BAPHAHTAX PEATH3ALMH H300PSTCHHUS BBOIAT ABA WK 00JI€e arcHTOB, Ookupyromux CD47-
SIRPo, mpeacTaBiIeHHBIX coeUHECHIAMH (popmy bl (I). B HEKOTOPBIX BapHAHTaX PeaTH3alMH ar€HThI, OJOKHPYIOLIHE

CD47-SIRPo, BBOAT G0JICE OTHOTO Pasa.

B ompeaencHHBIX BAPHAHTAX peaTu3auy arcHT, onoxupyromuii CD47-SIRPa, mpeacraBaseT coOoi arcHr,
KOTOpBIi Onokupyer B3ammoacucTeue Mmexay CD47 u SIRPo. B ompenciacHHBIX BapHAHTAX PCATH3AINH
Omokuposanne Baumoneiicteus Mexay CD47 u SIRPo wHaymupyer (haromuTo3 OMyXOJEBBIX KICTOK,

skcupeccupyromux CD47, Mmakpodaramu.

B omnpcaenacHHBIX BapHAHTAX PCATU3AMH B HACTOAMICM H300PCTCHHH TPCIUTOKCHA KOMIIO3HIUA,
COJCPXKAIAsA OJHOBPCMCHHO MAJIOMOJICKYJIPHBIA arcHT, Omoxupyromuii CD47-SIRPo, Takoif Kak ONMHCAHHOC
cocauacHue (opmynsl (), © HHTHOWTOP MPOTCACOMBI. B ONMpPEACICHHBIX BAapHAHTAX PCATH3ALHH HWHTHOHTOP

MPOTECACOMBI MMPEACTABIIACT COO0H OOPTS30MHO, HKCA30MHO WM KAP(PHI30MHO, HIH UX AHAJIOTH, WITH IIPOU3BOTHEIC.

B onpeeieHHBIX BAPHAHTAX PEATH3ALKH TIPS/ TOKCHHAS KOMITIO3UIHS BKIFOUACT coeauHeHUE (hopmy bl (1),
rae Ry mpeacrasmget coboit Bogopoa, -(CH»),CONH,, - (CH»),COOH, -(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,-

(ernn nm -CH,-umumazonm.

B onpeaeneHHBIX BapHAHTAX PCATH3AMHHA MPETOKCHHAS KOMITO3HIHSA BKITIOUAeT coeauaeHue (hopmy sl (1),

rae R, mpeacrasmsaer codott -(CH,),CONH,, -(CH,),COOH, - (CH»);sNHC(=NH)NH, wm -(CH2)sNHa.

B ompeaeneHHBIX BapHAaHTAX PEATH3AMIHA MPETOKSHHASA KOMITO3HIHSA BKITIOUAeT coequaeHUe (hopmy sl (1),

rae R mpeacrasmsaer codoit -(CH,),CONH, wm -(CH,),COOH.

B onpeacieHHBIX BAPHAHTAX PCATA3AIHH ITPEII0KCHHAS KOMITO3HINA BKIFOUACT coeauHeHNS (popmy et (1),
rae R, mpeacrasnsaer codoit Bogopoa, -(CH,)sNHC(=NH)NH,, - (CH,),CONH,, -(CH,),COOH, -CH,-¢perum wmm -

CH;-uMHIa30 THIL.
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B onmpeaeneHHBIX BapHAaHTAX PCATH3ALHHA MPETOKSHHASA KOMITO3HIHA BKTIOUAeT coexuaeHue (popmy sl (1),

rae R, mpeacrasmaer codoit sogopon, -(CH,)sNHC(=NH)NH, nm -(CH,),COOH.

B onpeneneHHBIX BAPHAHTAX PEATH3ALKH MPE/TOKCHHAS KOMITO3UIIHS BKIFOUACT cCoeAuHCHUE (hopmy bl (1),

rae Ry mpeacrasnsaer codoit Bogopoa, -(CH2)»CONH, um - (CH,),COOH.

B onpeneieHHBIX BAPHAHTAX PCATH3AIIH ITPEII0KCHHAS KOMITO3HINA BKITFOUACT coeauHeHNE (popmy et (1),
rae Rs mpeacrasmser codoit Bogopon, -CHa-¢penmn, - (CH,);sNHC(=NH)NH,, -(CH,),CONH,, -(CH,),COOH, -
(CH»)4NH; uma -CHz-uMuaa30.1mI.

B onpeneneHHBIX BAPHAHTAX PCATH3AIIH ITPEITI0KCHHAS KOMITO3HINA BKIFOUACT coeauHeHNE (popmy sl (1),
rae Rs mpeacrasnsger codoii Bogopon, -CH,-erurn, - (CH2)sNHC(=NH)NH,, -(CH,),CONH,, -(CH;),COOH wmu -
(CH»)4sNHa.

B omnpenencHHBIX BApHAHTAX PCATH3ALMH MPCII0KCHHAS KOMITO3UIMA BKIIFOYACT coeauHeHue (popmysl (1), rae

R mpencrasmser coboit Bomopox; u R mpeacrasmster coboit Bogopon, -(CH2)»CONHa,, - (CH,),COOH, -
(CH,);NHC(=NH)NH,, -(CH,)4NH,, -CH,CONH,, -CH,-permn wm -CH,-umuaazomur;, win R, u R coBMecTHO ¢

aTOMaMH, K KOTOPBIM OHH TPHCOCAHHCHBI, 00PA3yIOT MHPPOTHINHOBOES KOJIBIIO;

R, mpencrasaser coboii Bogopon, -(CH»)sNHC(=NH)NH,, -(CH»),CONHa,, - (CH2)COOH, -CH,-(perun

um -CH,-uMumazomu,

Ry, mpencraBmier coGoit  Bomopox;, u Rs  mpencraBmser coboit  Bomopon, -CHi-(penmn,
-(CHz)sNHC(:NH)NHz, '(CHQ)QCONHQ, -(CHQ)QCOOH, -(CH2)4NH2 W -CHQ-I/IMI/I,Z[aSO.TII/IJI; wm Ry, u Rj

COBMCCTHO C aTOMaMH, K KOTOPBIM OHH ITPUCOCOAUHCHBI, 06p33y10T IMHAPPOTUIHHOBOC KOJBIIO.

B onpeneieHHBIX BAPHAHTAX PEATH3ALUH IIPETOKESHHAS KOMITIO3UIMSA BKIFOUAET coeauHeHUE (hopmy bl (1),

KOTOPOC MPEACTABICT CO00M coeauacHUe (popmy sl (IA):

o
R R, o) OH
R W L
a\N AN N N
\ H
N—O

(1A)

M eT0 (PapMaIeBTHUCCKH IPHEMIICMY IO COJTb, YT aMUJ, HUTH CIIOXHBIH 3(up, wim crepeonzomep; rae Ry,

R, u R, Takwme, kak onpeacncHo s coeauHeHAA (popmy s (1).

B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHAHA MPEIIOKCHHASA KOMIIO3HIUA BKIIFOYACT COCOAUHCHUC (l)OpMyJ'II)I
(IA), toe R1 mpeacrasmsaer codoit Bogopoa, -(CH2),CONHa,, - (CH,),COOH, -(CH,);sNHC(=NH)NHa, -(CH,)4NH,, -

CH»-¢pernn nmn -CH,-umumas3omm.

B onpenencHHBIX BAPHAHTAX PCATH3AMUH MPCTOKCHHAS KOMITO3ZHIUS BKJIOYACT COCIUHCHHE (POPMY.JIbI
(TA), tae R, mpeacrasmaer coboit sogopoa, -(CH»)sNHC(=NH)NH,, - (CH,),CONH,, -(CH,),COOH, -CH-(cHun

wm -CH;-uMunazomuL
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B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHHA MPEIIOKCHHASA KOMIO3HIUA BKIIHOYACT COCOAUHCHUC (l)OpMyJ'II)I
(IA), rme R, mpeacrasmaer codoii Bogopom; u Ri mpeacrasmaer coboit Bomopon, -(CH,),CONH,, -(CH,),COOH, -
(CH»)sNHC(=NH)NH,, -(CH)sNH,, -CH,-¢perun wm -CH,-mmumazommn, R, mpeacrasmger coboit Bomopon, -
(CH2);sNHC(=NH)NH,, - (CH,),CONH,, -(CH»),COOH, -CH,-(pernn niu -CH,-uMuaa30 it

B apyrom BapmaHTe peaTH3aluy MPSII0KCHHAS KOMITO3UIH BKIFOUAcT coeauaeHUe (popmy sl (IA): rae R,
mpeacTaBiaeT coboii Bomopox; u Ry mpeacrasmger codoii - (CH,),CONH,, -(CH»2)COOH, -(CH,);sNHC(=NH)NH,
wm -(CH,)4NH,. R, mpeacrassaer codoit Bogopoz, -(CH,)sNHC(=NH)NH,, -(CH,),COOH, -CH,-¢perun nmm -CH,-

HUMHOA30 JTATT.

B ompeaeneHHBIX BapHAaHTAX PEATH3AMHHA MPEI0KCHHASA KOMITO3HIMA BKIIOUaeT coequaeHue Gopmy s (1),

BBIOpaHHOC H3

NH, HN<__NH,
QT:\HZ HN OH
T o

HoN \ )J\g HoN \ \ N)J\N
N—o :

HN H, HN<_NH,

0 OHHN HN OsNH,
. o O-oH
H,oN J\ HoN \N\ NJ\N
N—o :
HN
Hz O NH,
0 NH2HN
o)

0O OH
N PR
*5 et

N
H,N N~ N N PN
) /\g_\g/\H HoN \7/\” N

\
NH
Ox _OH 2
o ON-OH 0
N~ e
HNT S NN N
\_J H ; H,N I}l\g/\u N

10



\
8 N—O ; KA

Os NH, Oy _OH
j\; 0 0 OH

HaNT N S NN

i uX (papMaICBTHUCCKH MPUEMIICMBIX COJICH, MJTH AMH/IOB, HITH CIIOXKHBIX 3(PHPOB, WIH CTCPCOU30MEPOB.

B ompexneneHHBIX BapHaHTAX PEeATM3aLHHA MPeI0KCHHAS KOMITO3HIHA BKIIOUaeT coequaeHue Gopmy s (1),

BBIOpAHHOC H3

HNYNHZ HN NH>
©) OH HN HN @) OH
OH o) Oy—OH
" JL ANy
: n—o M ;
HN
H, O NH,
o) NHZHN o
L 0 OH
OH
N M
)L HNT N \7/\N N
HoN N
2 7/\ 5 | N—O H :
(@] OH
N N )J\
N—O ; N—O :
NH,
Os_NH, Os_OH
o)
OH
N A HN” S NN
H,N NN H
2 N _

i uX (HapMATCBTHUCCKH MPHCMIICMBIX COJICH, WJTH AMH/IOB, WITH CIIOXKHBIX 3(PHPOB, WIH CTCPCOU30MCPOB.

B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHAHA MPEIIOKCHHASA KOMIO3HINUA BKIIFOYACT COCOAUHCHUC (l)OpMyJ'IBI

(TIA), KOTOPOC TAKKE MOKCT OBITH H300PAKCHO C YKA3aHHCM a0COTFOTHOH CTCPCOXHUMHAHN KaK

11
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||III m

oy )k

N—O
(1A)

B onpeneieHHBIX BAPHAHTAX PEATH3ALUH MPETOKCHHAS KOMITIO3UIIMS BKIFOUACT coeAuHCHUE (popmy bl (1),

KOTOPOC NMPEACTABIICT Co00M coemuuacHue (popmy s (IB):

HNﬁ/NHz
HN
Ry O R
Ra‘u)\(N\ N)J\ )\COOH
N—O

(IB)

WM ero (hapMaLCBTHUCCKH MPHEMICMYEO COJIb, HIIH aMHUJ, HIIH CIOKHBIH 3(Hp, WK cTepeon3oMep; rae Ry,

Ra, Ry 1 R3 Takume, xak onpeneneHo qis coequaeHuUs (popmy st (1),

B ONPCACIICHHBIX BAPHAHTAX PCATM3AIMH NMPCAIOKCHHAA KOMIO3HIHUA BKIIHOYACT COCAUHCHHC, TAC R:
nPCaACTaBIACT coboit BOAOPOX, ‘(CHQ)QCONHQ, ‘(CHQ)QCOOH, -(CHz)g.NHC(:NH)NHQ, -(CH2)4NH2 um -CH,-

(peHmT.

B onpeneieHHBIX BAPHAHTAX PEANH3ALMH IPEII0KCHHAS KOMIO3HMIHS BKJIIOYMACT COCIUHCHHE, rae R
mpeacrasaet codoit -(CH,),CONH; wm -(CH,),COOH.

B ompeacneHHBIX BapHAHTAX PCATH3ALMH IPSUTIOKCHHAS KOMIO3HIMSA BKJIIOUACT COCOUHCHHE, rac Rj

mpeacTasaeT codoit Bogopon, -CHy-¢penmn, -(CH2),CONH, wm - (CH,),COOH.

B ompeacneHHBIX BapHAHTAX PEATH3ALMH IPSIUTOKCHHAS KOMIO3HIMSA BKIIOUACT COCOUHCHHE, rac Rj

mpeacTasaeT codolt Bogopoa wm -CHa-(heHn

B ONMPCACTICHHBIX BAPHAHTAX PCATH3AIHAHA MPEIIOKCHHAA KOMIO3HINA BKIIFOYACT COCOUHCHUC (l)OpMyJ'IBI

(IB), rae Ry, mpeacrasmiet co0oif BOIOPOT.

B onpeaencHEBIX BapuaHTaxX peammsanun B popmyie (IB) Ry u R3 coBMeCTHO ¢ aToMamMu, K KOTOPBIM OHH

HPHCOCANHCHEL, 00Pa3yIOT MUPPOTHIMHOBOC KOJIBIIO.

B onpenencHHBIX BAPHAHTAX PCATH3AMUH MPCTOKCHHAS KOMITO3ZUIUS BKJIIOYACT COCIUHCHHE (POPMY.JIBI
(IB), tme Ry mpeacrasmier coboit -(CH,)CONH, wma -(CH»),COOH; Ry, mpeacraBmsaeT co0oii Bomopox; u Rs
mpeacTaBaeT coboit Bomopox wim -CH,-(permn; wmm Ry, 1 R3s COBMECTHO ¢ aTOMaMu, K KOTOPBIM OHH NPHCOCIHHCHEI,

00pa3yoT MUPPOTHIHHOBOS KOJIBLO.

B onmpeaeneHHBIX BapHaHTAX PCATH3ALHHA MPETOKSHHASA KOMITO3HIHA BKITIOUAeT coexuaeHue (hopmy sl (1),

IIC COCMHCHIC BEIOPAHO U3

12
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15

HN<__NH, HN NH2

Os__OH HN 0 NH2HN
OH
. JL . )k
HN NH, HN H,
o NH2HN NHzHN

OH
H,N \ H,N Y\N
0

W uX (papMaICBTHUCCKH MPUEMIICMBIX COJICH, MJTH AMHIOB, HITH CIIOXKHBIX 3(PHPOB, WIH CTCPCOU30MEPOB.

>

B ompeeneHHbIX BAPHAHTAX PCATH3AIME PEUIOKCHHAS KOMIIO3HIHS BKIIFOUYACT coeauHeHUE (hopmy sl (1),

KOTOpOE mpeacTaBisieT coboii coeaunenue (popmy sl (1C):

Ry O Rs
H
N—O Ry
(IC)

W eTO0 (PapMaIeBTHYCCKH MPHEMIICMY IO COJIb, YUTH AMU, WJTH CJIOXKHBIH 3(up, win crepeonzomep; rae Ry,

Ra, R3 u Ry, Takme, xak ompeaencHo 1 coeauHeHuA (hopmy st (I).

B ompeacneHHBIX BapHAHTAX PCATH3ALMH IPSUTIOKCHHAS KOMIO3HIMS BKJIIOUACT COCOUHCHHE, rac Ri

mpeacrasaet codoit -(CH,),CONH,, -(CH2)sNHC(=NH)NH, wm - (CH,)4sNH,.

B ompeacncHHBIX BapHAHTAX PEATH3ALMH IPSIUTOKCHHAS KOMIO3HIMA BKIIOUACT COCOUHCHHE, rac Ri

mpeacrasaet codoit -(CH,),CONH, wm -(CH»)sNHC(=NH)NH,.

B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHAH MPEIIOKCHHAA KOMIO3HINA BKIIFOYACT COCOAUHCHUC (l)OpMyJ'II)I
(IC), rae R, mpeacrasaeT coboii Bomopon. B ompenencHAbIx BapuaHTax peammanun B (opmyiae (IC) R, u Ry

COBMECTHO C aTOMaMH, K KOTOPBIM OHH MPUCOCTUHCHBI, 00Pa3yIOT MHPPOIHAHHOBOE KOJIBIIO.

B ompeaencHHBIX BapHAHTAX PEANH3alMH IPEIUTOKCHHAS KOMIO3HIMA BKITOUACT COCOUHCHHE, rac Ri

mpeacTasaeT codolt Bogopoa, -CHy-¢perm, -(CH»)sNHC(=NH)NH, wm -CH,-uMuma30mm.

B ONMPCACTICHHBIX BAPHAHTAX PCATH3AIHAH MPEIIOKCHHASA KOMIO3HINA BKIIFOYACT COCOAUHCHUC (l)OpMyJ'IBI

(IC), rae Ry, mpeacTasmieT co0oif BOIOPOI.

B ompenencHubIX BapuanTax peammsannd B popmyie (IC) Ry u R3 coBMeCTHO ¢ aToMamu, K KOTOPBIM OHH

HOPHCOCANHCHEL, 00Pa3yIOT MHPPOTHIIMHOBOC KOJIBIIO.

13



B apyrom BapmaHTe peanm3aiiy MPEaIOKESHHAI KOMIIO3UIHs BRIrouaeT coequaeHue (hopmy sl (IC); rae Ry
mpeacTaBIaeT coboit Bomopox; u Ry mpeacrasmaer coboii - (CH2)2CONHa,, -(CH2)sNHC(=NH)NH, um -(CH)sNH>;
nm R, u R; coBMECTHO C aroMamy, K KOTOPHIM OHH NPHCOCIWHCHBI, 00pa3yIOT MUPPOIHAMHOBOE KONBLO; H Ry
mpeacTaBIaeT codoi Bomopox, w Rs mpencrasmser coboit -CH-¢penmn, -(CH,)sNHC(=NH)NH, wm -CH,-

5 HAMHATA30TAT, Wi Ry, B R3 cOBMECTHO ¢ aToMamH, K KOTOPBHIM OHH IPHCOCIWHCHBI, 00Pa3yHT MHPPOTUIUHOBOS

KOJIBIIO.

B onpeneeHHBIX BAPHAHTAX PEATH3ALUH MPEIOKCHHAS KOMITO3UIIMS BKIFOUACT coeauHCHUE (popmy bl (1),

II¢ COCAUHCHIC BRIOPAHO U3

HN - NH
M

HN NH;

2
HN j/\OH \I\;OH
OH
HyN )]\5 jj\(
o
Y 2 NH2
Os__OH HN OH N
T [
N
SN
() ro Ko RV uu S
H Nn~o P H o . N— ;

NH;

N—O 0] , WA 5

W uX (papMAICBTHYCCKH MPHUCMIICMBIX COJICH, WJTH AMH/IOB, HITH CIIOXKHBIX A(DHPOB, WIH CTCPCOU3OMEPOB.

10 B onpeacieHHBIX BAPHAHTAX PCATA3AIHH TPEII0KCHHAS KOMITO3HIHA BKITFOUACT coeauHCHIS (popmy el (1),

KOTOPOC MPEACTABIHCT CO00M coeaunaeHuE (hopmy s (ID):

Os__NH,
R4 0 R;
Ra \N)\( AN N)J\N)\COOH
N—o H &

(ID)

A eT0 (PapManeBTHUCCKH IMPHEMIICMY IO COJIb, YT AMUJ, HUTH CIIOXHBIH 3(up, wim crepeonzomep; rae Ry,

R., R3 u Ry, Takwme, xak ompeaencHO At coeauHeHuA (hopmy st (I).

15 B ompeaencHHBIX BapHaHTaX PCANM3alMH IPEUTOKCHHAS KOMIO3HIMA BKIIOUACT COCOUHCHHE, rae Ry

mpeacrasiaet codoit -(CH,)sNHC(=NH)NH,, -(CH)sNH, wm - CH,CONH..

B ompeaeneHHBIX BapHaHTAX PEANM3alHH IPEIUTOKCHHAS KOMIO3HIMA BKIIOUACT COCOUHCHHE, rac Ri

mpeacrasiaet codoli Bogopoa, -(CH2)sNHC(=NH)NH, wmu -(CH,)sNHa.

14



B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHAHA MPEIIOKCHHASA KOMIO3HIUA BKIIHOYACT COCOAUHCHUC (l)OpMyJ'IBI

(D), rme Ry, mpeacrasmaeT coboii BOAOPOI.

B ompenencHubIX BapuanTax peanm3aumn B popmyiie (ID) Ry  R3 coBMecTHO ¢ aToMamMu, K KOTOPBIM OHH

HPHCOCANHCHEL, 00Pa3yIOT MHPPOIHIMHOBOC KOJIBIIO.

5 B apyrom BapmaHTe peanu3aliiy NpeaIosKEHHAsA KOMITO3HIUS BKIFOUYaeT coequHeHue Gopmy sl (ID), rae Ry
mpeacrasiget cobolt -(CH,)sNHC(=NH)NH,, -(CH,)sNH, wm - CHCONH,; Ry, mpeacrasiseT coboii BOIOpOI; U
R3 mpencrasmaer co6oit Bogopon, - (CH2)sNHC(=NH)NH, wm -(CH»)sNH>; wimu Ry, u R3 coBMecTHO ¢ aromamu, K

KOTOPBIM OHH MPHCOCAHHCHBI, 00Pa3yIOT MUPPOTHIHNHOBOE KOJIBLO.

B ompeaeneHHBIX BapHaHTAX PEeATM3aLHHA MPeI0KCHHASA KOMITO3HIMA BKIIOUaeT coequaeHue Gopmy s (1),

10 IIC COCAMHCHIC BRIOPAHO U3

NH, HN<__NH,
i NH; HN i NH

H,N J\ 5 HoN J\ 5

HN_NH
Y

Y 2
NH, OiNHzHN HN\S\(OﬁHz
o) > O r O
N S H Ne A~y AN OH
H,N NS N)J\N o) H,N 1 \7/\H N/\n/

; WUTH >

NH,

N - JJ\ OH
;

i uxX (PapManeBTHYCCKA MPUEMIICMBIX COJICH, HITH AMHIOB, HIIH CI0KHBIX 3(DPHPOB, HIIH CTCPEOH30MEPOB.
B onpeneneHHBIX BAPHAHTAX PEANTU3AIMY MPEUTOKCHHAS KOMIIO3HIHSA BKIIFOUAeT coequaeHIE (popmyns (1), koTopoe

mpeAcTaBIAeT coOol coenuHeHNE (popmy sl (IE):

O._OH

H,N 7/k COOH

(IE)

15 WM eT0 (PAPMALICBTHYUCCKHU MPUCMIICMYEO COJTb, HITH aMHI, HJTH CIIOKHBIH (Hp, WiH cTepeon3oMep, Tae Ro,

Rs u Ry, Takme, xak ompeaeieHO it coenuHCHAS (popmy st (1).

15



10

15

20

25

B ompeaeneHHBIX BapHaHTAX PCANM3alHH MPEUTOKCHHAS KOMIO3HIMA BKIIOYACT COCOUHCHHE, Iac Ro

mpeacrasaet codoli sogopon wm -(CH»)sNHC(=NH)NH,.

B ONMPCACTICHHBIX BAPHAHTAX PCATH3ANHHA MPEIIOKCHHASA KOMIO3HIUA BKIHOYACT COCOAUHCHUC (l)OpMyJ'IBI

(IE), roe Ry, u R3 coBMecTHO ¢ aToMamu, K KOTOPHIM OHH MPHCOCAHHCHBI, 00Pa3yIOT MHPPOTHAWHOBOS KOJIBIIO.

B npyrom BapmaHTe peanm3aliiy MpeUI0KCHHAsE KOMIIO3HIMSA BKIFO4aeT coequaeHue Gopmy sl (IE), rae R,
mpeacrasaget coboit Bomopox mmm -(CH»)sNHC(=NH)NH,; R, u R3; coBmMecTHO C aromMamMu, K KOTOPHIM OHH
MIPUCOCIUHEHBI, 00pa3yIOT HMHPPOJHAHHOBOS KOJBLO. B ONpenc/iCHHBIX BApHAHTAX pPEANH3ALUH IIPETOKCHHASL

KOMIO3UIHA BKIFOUYACT coeanacHue (popmy sl (1), koTopoe mpeacrasiieT codoit coeauneuue popmy sl (IF):

Os__NH,

R, O R;
HzN \N\g/kN)J\N/]\COOH
N_ H ﬁb
(IF)

WM ero (hapMaLeBTHUCCKH MPHEMICMYEO COJIb, HITH aMHUJ, HIIH CIOKHBIH 3(Hp, WK cTepeon3oMep; rae Ry,

Rs3 u Ry, Takue, kak ompeaencHo s coeauHeHus (popmy s ().

B ompeacieHHBIX BapHAHTAX PCANH3ALMHH TPCIUTOKCHHAS KOMIO3HIHSA BKIIOYACT COCOUHCHHE, rac Ro
mpeacraeisiet codoit Bogopon, -CH,-¢penmn, -(CH2)sNHC(=NH)NH; wmu -(CH,),COOH.

B ONPCACIICHHBIX BAPHAHTAX PCATH3AIMH NMPEIAIOKCHHAA KOMIO3HIHA BKIIKOYACT COCAUHCHHC, TAC R;

mpeacrasaet codoit -CH,-¢penun, -(CH,2)CONH; wmm -(CH,),COOH.

B ONPCACTICHHBIX BAPHAHTAX PCATH3AIUH IMPCIIOKCHHAA KOMIIO3HINA BKIIFOYACT COCOUHCHUC (I)OpMyJIBI

(IF), rae Ry mpeacraBmsaeT coO0i BOIOPO.T.

B ompeneneHubIx BapuanTax peammsaun B popmyiae (IF) Ry, u R3 coBMEcTHO ¢ aToMaMu, K KOTOPBIM OHH

HPHUCOCAUHCHBI, 00Pa3yIOT MUPPOIHIMHOBOS KOIBIO.

B onpeneneHHBIX BAPHAHTAX PEATH3AMUH MPSITOKCHHAS KOMITO3HIUS BKJIIOYACT COCIUHCHHE (POPMYJIbI
dF), rme R, mpencrasmaer coboit Bomopoa, -CHr-penmn, - (CH»)sNHC(=NH)NH, wm -(CH,),COOH; Ry,
mpeacTaBIaeT codoit Bogopox; u Rs mpeacrasmsiet coboit -CH,-(penmn, -(CH,),CONH, wmm -(CH»)COOH;, wm Ry,

u R3 COBMECTHO ¢ aTOMaMH, K KOTOPHIM OHH MPHCOCTHHCHBI, 00Pa3yIOT MUPPOIHAHHOBOES KOJIBIIO.

B onmpeaeneHHBIX BapHAHTAX PCATH3AMIHA TPETOKCHHAS KOMITO3HIHA BKITIOUACT coeauHeHUE (hopmy sl (1),

IIC COCTHHCHNC BEIOPAHO U3

HNYNHZ
OsNHzHN

1 0
> 0 OH PY
= N

N Ao JL H,N X NN

\
N—
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HN<__NH, HN NH2

o) NH2HNL NHZHNL
P
N A OH OH
HNT S NN HoN 7/\N
N—0O o 0

. o O\~OH H(j; OH

\
N—O :
OsNH, OsNH, Os_OH
i E ig(
N OH N OH
H,N S ONTON H,N NN
N—O o N—O 0
OsNH, OsNH,
X
N OH
0

;
W uX (PapMALCBTHYCCKH MPUEMIICMBIX COJICH, HITH AMHI0B, WK CI0KHBIX Y (DHPOB, WK CTCPCOU30MEPOB.

B ONPCACIICHHBIX BapHAHTAX pCaau3aliil NPCIIOKCHHASA KOMITO3ULHA BKIHOYACT COCAUHCHHE, TAC

COCIMHCHHUE BHIOPAHO U3

CoemuHenue CtTpykTypa

NH>

17



Coennnenne CTpykTypa
HN NH2
NH,
4 H\( i o
HN 2

N AL OH

N ;J\ OH

10

N ;J]\ OH

18




Coexqunnenme

CTpykTypa

11

HN<_ NH

HN OiNHz
r 0

¢4 H H
HNYNHZ
o) NHZHNL OsNH,
” 1
N A H
H,N (S N™ N ©
H H
—0
NH,
Oy OH
13 0 H
HN NS WA N OH
N— H H

14

LA OH

15

i H H
0 O OH
16 N J\
HoN N N N
, \ Y\H
N—O
O,
0 OH
17
-0 H .
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Coexqunnenme

CTpykTypa

NH,

19 0 OH
N JU
H,N NN
2 \_%H
N—O :
N
¢ | o
N ~ 0 OH
D0 H N i L
HNT N S NN
. H
o :
(0}
b1 > ji OH
N
H,N & N~ N
Os_NH, o\]\;OH
o)
by . 0 OH
N A~ AL
HNT Y S NN
O<_NH,
o)
D3
N JU OH
H,N NN
? \_Q/\H H
o
O<__NH, O~_OH
o)
D4
N L gOH
H,N NN
MR
o
NH,
OxNH,
D5 0
N J OH
H,N \_\7/\” N
N—O (0] :
Os_NH, Os__NH,
0O
D6
N~ L Ji:OH
H,N X NN
2 \ 7/\H H
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CoemuHeHne CtpykTypa

NH,

NH,
27 i
N OH
H

0

>

i uX (hapMaICBTHUCCKH MPHUEMIICMBIX COJICH, MJTH AMH/IOB, HITH CIIOXKHBIX 3(PHPOB, WIH CTCPCOU30MEPOB.

B onpeaeneHHBIX BAPHAHTAX PEATH3ALNH HACTOAINEE H300PSTCHHE OTHOCUTCS K KOMIIOZHIIUH, COACPKAIICH
arcHT, Oonokupyroummit CD47-SIRPo, u oxuH umm 00Jice MPOTHBOPAKOBBIX ar¢HTOB, IS MPHMCHCHHUSI B KAYCCTBC
JICKAPCTBEHHOTO CPEACTBA, Ia¢ areHT, onokupyronmit CD47-SIRPa, mpeactasisseT coboii coenunenue Gpopmys (1)
W ero (papMaLEBTHICCKH IPHEMIIEMYIO COJIb, HIIH aMHJ, HIIH CJIOKHBIH 3P, WM CTEPEOH30MED, TaKkoe(-0H) Kak
OIMCAHO B HACTOSAIIEM AOKYMCHTE, M MPOTHBOPAKOBBIH arcHT MPEACTABIACT COOOH XHMHOTCPANICBTHUCCKUI areHT

HIH ©IMMYHOMOIY THPYIOINMIT areHT, TAKOH KaK OIMMCAHO B HACTOSIIEM JOKYMEHTE.

B ompeneneHHBIX BAPHAHTAX PEATH3ALHHA HACTOSIICE H300PETCHHE OTHOCHTCS K KOMITO3HIIUH, COACPIKAIICH
areHT, ooxupytomuit CD47-SIRPo, 1 oauH 1 601ee MPOTHBOPAKOBBIX areHTOB U (papMaLeBTHYECCKH IIPHEMIICMBII
HOCHTENb, rac arcHr, Omokxupyroummii CD47-SIRPo, mpeacrasmsier coboii coeauneHue (opmyast (I) wm ero
(papMaLECBTHYCCKU MMPUEMIICMYEO COJTb, HJTH AMU, WM CIOKHBIH (PP, WM CTEPEOU30MED, TAKOES(-0i) KaK OMMUCAHO
B HACTOAIIECM AOKYMCHTC, M IPOTHBOPAKOBBIN Ar¢HT NMPEACTABIACT COOOH XHMHOTCPANCBTHUYCCKHI arcHT WM

HMMYHOMOIY TUPYIOILHI ar¢HT, TAKOH KAK OMHCAHO B HACTOSINEM JOKYMCHTE.

B onpeneneHHBIX BapHMaHTAX peaNW3alMHd B HACTOSAIEM HW300PCTCHHH TPEAJIOKCHA KOMOHMHALWS,
comepxkamas arcHT, Onokupyrommuii CD47-SIRPo, w omauH wWinm 00jcC NMPOTHBOPAKOBBIX ATCHTOB, TAC ArcHT,

onoxupyrommii CD47-SIRPa, mpeactasicH coeauaecHueM (hopmyst (1):

Ra\H W)\ )k )\COOH
N—O

U

wm cro (hpapMaICBTHUYCCKH MPHCMJICMONW CONBI0 WM aMHIOM, WIH CIOKHBIM 3(UPOM, WIH

CTEPEOH3OMEPOM; TIE

R, mpencrasnger coboit Bogopoa; u Ry mpeacrasmier coboit Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH»-apun wm -CH,-rerepoapun;, i R, u R; coBMecTHO ¢

aToMaMU, K KOTOPBIM OHH MPUCOCAMHCHBI, 00Pa3YIOT MHPPOTHIHHOBOS KOJIBIIO;

R, mpeacrasmeT codoit Bogopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-apux win

-CH,-retepoapmr,

Ry, mpeacrasmieT codoit Bogopox; u Rs mpeacrasmiet coboit Bomopoa, -CHa-apun, - (CH,)sNHC(=NH)NH,,
-(CH,),CONH,, -(CH,),COOH, -(CH2)sNH, umu -CH,-rerepoapmr;, wim Ry, m R3 COBMECTHO ¢ aToMaMu, K KOTOPBIM

OHH TIPHCOCIMHCHBI, 00PA3YOT MAPPOTHARHOBOS KOTBLO.
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B onpenencHHBIX BapHAHTAX PEaTH3aNUH KOMOHHALAA COTJIACHO HACTOSINEMY H300PETCHHIO COIACPIKHT

arenr, ooxupyromuii CD47-SIRPa, npeacrasnennsiil coequaeHneM (Gopmynst (1), 1 HHTHOHTOP IMPOTEACOMBI.

B ompenencHHBIX BAPHAHTAX PCATH3AUHH KOMOWHAIMA COTJIACHO HACTOSIICMY H300PCTCHHIO COICPKHT

arcHT, 6moxupyromuii CD47-SIRPa, npeacrasiacHABIH coeauaeHIEM (hopmys! (1), m arTureno k CD-20.

B ompenencHHBIX BAPHAHTAX PCATH3AIHMH KOMOHHAIHA COTJIACHO HACTOSMICMY H300PCTCHHIO COICPKHT

arcHT, Omoxupyromuii CD47-SIRPa, npeacrasiaeHHbIH coeauaeHIeM (popmysl (1A), (IB), (IC), (ID), (IE) um (IF).

B ompeneneHHbIX BapHAHTAX peaH3al[HH HACTOSIIECE H300PETCHHE OTHOCHTCS K CIOCOOY JICUCHUS paka y
cyOpekTa ¢ HapymeHHOH perymamueit mytn CD47, BmovaromeMmMy BBEACHHC CYOBCKTY TCPANCBTHUCCKH
3(p(PEKTHBHOTO KOTHYECCTBA arcHTOB, OMokupyommx CD47-SIRPa, B koMOHHAINE C TCPaNeBTUUYCCKH (D (PCKTHUBHBIM
KOJIHMYECCTBOM OJHOTO MM ©OoNee IPOTHBOPAKOBBIX AarcHTOB;, Ijc arcHThl, Onokupyroomme CD47-SIRPo,

MPeACTaBICHBI coeauHeHuEM (popmy st (1):

R, R, O Rs
R N )J\ )\
a\N \W)\N N COOH
\ H i
b

N—O
U]

wm ero (hapMaUCBTHUCCKH NPHEMICMOM CONBIO, HIM aAMHIOM, HIH CIOKHBIM 3(PHPOM, WIH

CTEPEOH30MEPOM;
rac

R, mpenacrasiger coboit Bogopoa; u Ry mpeacrasmeTr codoit Bogopoa, -(CH,),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH,)sNH,, -CH,CONH,, -CH;-apun wma -CH,-rerepoapun, wm R, u R; coBMecTHO ¢
aTOMaMHu, K KOTOPBIM OHH NPHCOCIHHCHBI, 00pa3yIT MUPPOIHANHOBOE KOIbLO; Ry mpeacrasister coboit Boxopo, -
(CH,)sNHC(=NH)NH,, - (CH,),CONH,, -(CH,),COOH, -CH,-apux wmm -CH,-rerepoapmr, Ry, mpeacraBmsaet coooi
Bogopox; u Rs mpeacrasmiaer codoit Bomopox, -CH,-apui, -(CH»)sNHC(=NH)NH,, - (CH,)CONH,, -(CH,),COOH,
-(CH»)4sNH; nm -CHa-retepoapur; nmn Ry, 1 R3 coBMECTHO ¢ atToMaMu, K KOTOPBIM OHH NPHUCOCTHHEHBI, 00Pa3yIoT

HMUPPOJHIMHOBOC KONBIIO.

B ompexeneHHBIX BapHaHTaX peamw3aliuyl CyOBCKT C HapymieHHOH perypiueii mytn CD47 npencrasiser
co00# CyOBeKTa, Y KOTOPOro UMEroTeA Kietku CD47+, cBa3aHHEIC ¢ 3a00/cBaHHCM. B ONpPEICTICHHBIX BAPHAHTAX

peanmzarn kietkun CD47+, cBsa3aHHBIE ¢ 3a007€BaHAEM, MPEIACTABIIIIOT CO00I pakoBsie kieTku CD47+.

B onpenencHHBIX BApHAHTAX PEATH3ALHH HACTOALICS W300PESTCHHE OTHOCHTCA K CIOCOOY, TAC JICUCHHE
OJHUM HJTH 00JIce MPOTHBOPAKOBBIMH ATCHTAMHM TPOBOIAT 10, BO BPEMSI HJTH MOCJIC JICUCHHUS COSTHHCHUEM (hOPMY JIbI

(I) wm ero (papMarCBTHUCCKH MPHACMIICMOI COJIBIO.

B ompenencHHBIX BapHaHTaX pealu3ally HACTOAIICE M300PETCHHE OTHOCHTCS K CIOCOOY JICHCHHS HITH
33ACPKKH TPOTPCCCHPOBAHHUA 3a00JCBAHHN WIM HAPYIICHHWH, omocpeaoBaHHBIX myteM (D47, y cyObekTa,
BKITIOYAIOIICMY BBCACHHC CYOBCKTY, HYKIAFOIIEMYCS B 3TOM, TCPANCBTHUCCKA (P()CKTHBHOTO KOTHUCCTBA ArCHTA,

6mokupyromero nmyte CD47-SIRPo, B kOMOWHAIWH C TEpaneBTHYECCKA Y(PPEKTHBHBIM KOJHYCCTBOM OHOTO HITH
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00Jice TPOTHBOPAKOBBIX ATrCHTOB, TAC arcHT, Omokwpyrommii myTs CD47-SIRPo, mpeacTaBicH COCAHHCHHCM

(popmyasl (I):
R, R, o R;
Ra N )J\ /kc
\H N N N OOH
\ oo
N—O b
U)
WM ero (papMAUCBTHUCCKH IMPUEMICMONM CONBIO, HIH aAMHAOM, HIH CIOKHBIM 3(HPOM, HIH
CTCPCOH3OMEPOM;
rac

R, mpexacrasser coboit Bogopoa; u Ry mpeacrasmser coboit Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,):sNHC(=NH)NH,, -(CH2)sNH,, -CH>,CONH,, -CH;-apun wmu -CH,-rerepoapun;, um R, u Ri coBmecTHO ¢
aToMaMy, K KOTOPBIM OHHU MPHCOCIUHCHBI, 00Pa3yIOT MUPPOIHANHOBOC KOIBIIO; Ry mpeacTaset coOoi BOXOPOL, -
(CH,)sNHC(=NH)NH,, - (CH1),CONHa, -(CH1)»COOH, -CH;-apun wiu -CH,-rerepoapur; Ry, mpeacrasmsiet coboi
BoJopox; u Rs mpeacrasmser coboit Bogopos, -CH,-apun, -(CH»)sNHC(=NH)NH,, - (CH»),CONH,, -(CH,),COOH,
-(CH2)sNH; nmu -CH,-rerepoapmr, win Ry u R3 COBMECTHO ¢ aroMaMu, K KOTOPBIM OHH NPHCOSIUHEHBI, 00pa3yIoT

HMHPPOTHANHOBOE KOJIBIIO.

B ompenencHHBIX BAPHAHTAX PEATH3ALNH HACTOALICE H300PETCHHE OTHOCHTCS K CIIOCOOY, Iae 3200 1eBaHNe

WM HapymeHue, onocpenosanHoe myteM CD47-SIRPa, mpeacrasisier coboii pak.

B onpenencHHBIX BApHAHTAX PEaTH3AIMH HACTOSAIICE H300PETCHIE OTHOCHTCS K croco0y, Tae 3a00eBaHue

WK HapyIICHUE, onocpeaopanHoe myteM CD47, mpenctaBisieT coboit aTepoCKICpos.

B ompeaeneHHBIX BAPHAHTAX PEATH3ALHN HACTOSIICE H300PETCHAE OTHOCUTCS K CIIOCO0Y, Tae 3a00JIcBaHHC

WK HapyIICHUE, onocpeaoBanHoe myTeM CD47, mpencTaBiaeT co0oi pacCeTHHBIH CKICPO3.

B ompenencHHBIX BAPHAHTAX PCANTH3ALMH B HACTOSINCM HW300PCTCHHH MPSIJIOKCHA (hapMALCBTHUCCKAS
KOMIIO3HLHS, COACPIKAMIAS COCAWHCHHS, TAKHE KAK OMHCAHO B HACTOSALICM JOKYMCHTC, HCOOA3ATCIBHO B CMECH C

(papMaLCBTHYECKH MPUEMIICMbIM HOCHTEJICM HITH Pa30aBHTEIICM.

B onpemcncHHBIX BapHAHTAX PCATH3AIMH B HACTOANICM W300PCTCHHH TMPCIIOKCHO TPHMCHCHHUC
KOMIIO3HIINH, COCKAIICit areHT, Onokupyrommit CD47-SIRPo, u oauH wii 60J1¢C MPOTHBOPAKOBBIX aTCHTOB, TAKAX
KaK OIMMCAHO B HACTOSIIEM JOKYMEHTE, /UL HOJyUCHHS JICKAPCTBCHHOTO CPEICTBA UL JICUCHHUS Paka y CyOBeKTa C

HapymIeHHOH perymanuei mytu CD47.

B ompencncHHBIX BapHAHTAX PCATH3ANNH B HACTOAIICM H300PCTCHHH NPCUIOKCH HAOOP, COACPKATIIA
KOMIO3HLHKO, TAKYK) KaK OMHCAHO B HACTOALICM JOKYMCHTE, W BKJIABIIN, COACPKAIIMI HHCTPYKLIHH O BBCACHHIO

JIEKapPCTBEHHOTO CPEACTBA I JICUCHHS CYOBCKTA C HAPYIIECHHOW peryriuei mytu CD47.

B HacTosmIeM HW300PCTCHHH TAKKE MPCIIOKCHBI CIOCOOBI MOMYYCHHUA COCTABOB OIMHCAHHBIX COCTHHCHUM

1A (PapMALCBTHYCCKOTO BBCICHUSL.

23



10

15

20

25

30

35

40

KoMmo3umum ® CmocoObl COTJIACHO HACTOSINEMY H300PETCHHIO MOKHO NPHMEHATH U JICUCHHA
HHIUBHAYYMA, Hy KIAIOMIETOCs B 3TOM. B ompeencHHBIX BApHAHTAX PEATH3AIMH HHANBHIYYM IIPEICTABIACT COO0H
MJICKOITUTAIONICE, TAaKOE KAaK YEIOBCK, HIH MICKONHTAIOINEE, HE sBILIOmeecs denoBekoM. [Ipm BBeAcHHH
>KHBOTHOMY, TAKOMY KaK YEJIOBEK, KOMIIOZHUIIMIO IPEAIIOYTHTEILHO BBOIIT B BUE (papMalieBTHUCCKOH KOMIIO3UIIHH,
COZeprKaIlCH, HAPEMEP, COCIUHCHHE COTJIACHO HM300PETCHHIO M (papMALECBTHYCCKH IMPHEMIEMBIH HOCHTEIb. B
MPEANOYTHTEIHHOM BAPHAHTE PEANH3ALMH, €CITH YKA3aHHBIC (JapMaLCBTHYCCKUE KOMITOZUIUH IPEIHAZHAYCHBI IS
BBC/ICHHS YCJIOBEKY, B YaCTHOCTH, /UL HHBA3UBHBIX CIIOCOOOB BBEACHHA (T.€. COCOOOB, TAKUX KaK MHBEKIHS MU
HMILTAHTAUS, TPH KOTOPBIX TpeOyeTcs MPeoA0JICHHE SIMHUTEIHAIBHOTO Oapbepa Uil TpaHcnopra wim xuddysum),
BOJIHBIH pacTBOP SBIACTCS AIMPOTCHHBIM HIIH 110 CYIIECTBY aTUPOTeHHBIM. BeriomorareipHbIe BEIECTBAa MOTYT OBITh
BBIOPAHBI, HANPUMEP, I 3aACP>KKH BRICBOOOYKICHHUS arcHTA WK CCICKTHBHOTO HANPABJICHHOTO ICHCTBHUSA HA OJTHY
nm Hosiee KICTOK, TKaHEH Wi opraHos. dapMaieBTHUECKAsA KOMIIO3HIHSA MOXKET MPUCYTCTBOBATh B CTAHAAPTHOH
JIeKapCTBEHHOH opMme, Takol Kak TabJeTKa, Kamcya (BKIFOUYas BCKPBIBACMYIO KaICyJly U JKEJIATHHOBYIO KaICyy),
rpaHy1a, JHO(GHUIM3aT MUl TEPEepacTBOPEHMA, IMOPOIIOK, PAcTBOP, CHPOIN, CYNIO3UTOPHH, HHBCKIMA H T.J.
KoMmo3uist MOKeT Taloke MPUCYTCTBOBATh B CHCTEME YPECKOKHOH JOCTABKH, HANPHMEP, B KOJKHOM ILIACTBIPE.
KoMmo3suius Taxoke MOKET IPUCYTCTBOBATh B PACTBOPE, MOAXOIAIIEM JJI1 MECTHOTO BBEACHMSA, TAKOM KAK IJIA3HbIC

Karuid.

DapManeBTHYECKH NMPHEMICMBIH HOCHTETIb MOXKET COACPATh (PU3HOJIOTHYCCKH IPUEMJICMbIC AreHTHI,
JCHCTBHE KOTOPBIX, HANPHMEP, 3aKTIOYACTCA B CTAOMIM3AIHH, TOBBIICHHH PACTBOPHMOCTH WM TOBBIICHHU
BCACBIBAHUSA COCAMHCHUA. YKA3aHHbIC (DH3HOIOTHYECKH IPHEMIICMBIC arcHTHl BKIFOYAIOT, HANPHMEP, YIJICBOIbL,
TaKUC KaK ITIOK03a, CaXapo3a MM JCKCTPAHBL, AHTHOKCHIAHTBI, TAKHE KAK ACKOPOMHOBAs KUCIIOTA HJIH INIyTATHOH,
XEIaTO00PA3yIOIUE arcHThl, HU3KOMOJCKYJSIPHBIC OCIKH WM JPYTHE CTAOWIN3aTOPBI WM BCIIOMOTATCIIBHBIC
BCINECTBA. BBIOOpP (papManEeBTHUCCKH NMPHEMIICMOTO HOCHTEIS, BKJIFOUAs (PH3HOTOTHUCCKH IMPHEMIICMBIA arcHT,
3aBHCHT, HAaNpUMEP, OT Cmoco0a BBeACHHS KoMmmosummu. [IpemapaTt (papManEBTHUCCKOH KOMITO3HIUH MOXKET
MPEACTAaBIATE  COOOH  CAMOSMYJNBIHPYIOIMYIOCS  CHCTEMY  JOCTaBKH  JICKAPCTBEHHOTO  CPEACTBA UM
CaAMOMHKPOAMYJIBTUPYIOMIYIOCS CHCTEMY JOCTABKH JICKAPCTBECHHOTO CpeAacTBa. DapManeBTHYECKAs KOMITO3HIUS
(rpemapar) TakKe MOXET NPEACTABIATh COOOW JMIOCOMY WM APYIVIO NOJHMEPHYIO MATPHIy, B KOTOPYIO
BKIIFOUCHO, HANPHUMEP, COCAMHCHHEC COTJIACHO W300peTeHUI0. JIWMOCOMBI, KOTOpBIC, HANpHMEp, COACPKAT
(¢ochomumUIEl WM OPYTHC JTUIMHABL, HPCACTABIAIOT CO00H HCTOKCHYHBIC (DPH3HOJOTHUCCKH MPHCMICMBIC H

MeTa60J'II/ISI/IpyeMI>IC HOCHUTCIHA, KOTOPBIC OTHOCHTCIBHO MPOCTO IMOJIYyYaTh H BBOAUTE.

ATCHTBI B KOMITO3UIIMU BBOAAT OJHOBPEMCHHO, T.C. KAKIBIH arcHT BBOIAT C HHTECPBAJIOM NPHMEPHO 45
auel, 30 muedt, 15 nueit, 7 nuel, 3 aHE, 2 aHA, 1| ACHD WK MO CYIIECTBY OJHOBPEMCHHO OTHOCHTEIIBHO BBEACHUS
JIpYyToro(-ux) arcHra(-0B) B KOMOHHAIMH. ATEHTHI MO>KHO PACCMATPHBATh B KAYCCTBE MPHMEHICMBIX B KOMOHHAIHH,

€CITH CXEMAa BBEICHHS SBJHICTCS TAKOH, YTO B CHIBOPOTKE MPHUCYTCTBYET TEPANICBTHICCKAH YPOBEHh 00OHX arCHTOB.

B ompeacncHHBIX BapHAHTAX PCANW3AIMH TPH BBCACHUHM KaKAad 103a arcHTa, Omoxumpyromero CD47-
SIRPa, 1 mpoTHBOPAKOBOTO(-bIX) arc¢HTA(-0B) B KOMOWHAIMH COCTAaBIACT OT mpumepHO 0,0001 mo 100 Mr/kr, a yame
ot 0,01 mo 50 Mr/kr mMaccsl Tena nanueHTa. Hampumep, J03HPOBKH MOTYT COCTAaBIATH | MI/Kr Maccsl Tena, 10 mr/kr
MAacchl Te1a Wim 30 MI/KT MacChl TCIa WIH HAXOAUTECA B quana3one 1-50 mr/kr. J03HpoBKY MOKHO PETYIHPOBATH C
YYETOM MOJICKYJUIPHOHW Macchl areHTa, Omokupyromero CD47-SIRPo, miom mpoTHBOpPakoBOTO arcHTa COTJIACHO
OTIMCAHHUIO W MOKHO IOHIDKATh OTHOCHTEIBHO TO3HPOBKH, TPeOyEeMOH UII MOHOTEPAITHH C IPHMECHEHHEM KA>KI0TO
arcHTa u3 KOMOMHAIMHA MO OTACTbHOCTH. [IpuMep peXxuMa JIeHeHHS BKIFOYACT BBCACHHC KKIBIH ICHD, ABA Pa3a B

HCACIIO, Pa3 B HEACTIO pa3 B ABC HCACTH, Pa3 B MCCALl U T.A.
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Opazy «(papMaIeBTHUCCKH NPHCMIICMbIil» HCHONB3YIOT B HACTOAINCM JOKYMCHTE Uil ONMHCAHHSA
COCOUHCHHI, MATCPHANOB, KOMIOSHIMI W/HIH JCKAPCTBCHHBIX (DOPM, KOTOPBIC B PaMKaX OOOCHOBAHHOTO
MEIHIHHCKOTO CY/KICHHSA MOIXOAT U MPUMCHCHHA B KOHTAKTE C TKAHAMH YCJIOBCKA M KUBOTHBIX, HC BBI3BIBAS
YPE3MEPHYH) TOKCHYHOCTD, PA3APAKCHUE, AJUICPTHYCCKAN OTBET WITH APYTYIO MPOOICMY HIIH OCIIOKHCHHUCS, H HMCIOT

IPpHEMIICMOC OTHOIICHHUC nonbsa/pncx.

Opaza «(papMALCBTHYCCKH TNPHECMJICMBI  HOCHTCIF» B  HACTOAIMIEM JOKYMCHTE OOO3HAYACT
(hapMaLICBTHYICCKH MTPUEMIICMBIH(-YI0) MaTCpHAII, KOMIO3HIIHIO WITH HATIOTHUTCITh, TAKOW KAK YKUIKHUH HITH TBEPABIH
HAMOJHUTEIb, Pa30aBUTEIb, BCIOMOTATEIBHOC BEIICCTBO, PACTBOPHTEIb MM HHKAICYJIUPYIOIIECE BEIICCTBO.
K.':DKZ[I)Iﬁ HOCHTCJIb JOJDKCH OBITH KOPHEMIIEMBIM»? C TOYKH 3PCHHA COBMCCTHUMOCTH C APYTHMH HHIPCAUCHTAMHA
cocTasa U OC3BPEIHOCTH A MaIueHTa. HEKOTOPBIC MPpUMEPHI MAaTCPHATIOB, KOTOPBIC MOTYT BBICTYIIATh B KAYCCTBE
(hpapMaLICBTHYCCKN MPUEMIICMBIX HOCHTCJICH, BKIOYAKOT: (1) caxapa, Takue KAk JIAKTO3a, TJIFOKO3a H caxaposa; (2)
KpaxMaJibl, TaKHe KaK KyKypy3HBIH Kpaxmasa u KapToQeabHbIi kpaxmar, (3) LE/UIEOIO3y U ¢ MPOU3BOIHBIC, TAKUE
KaK KapOOKCHMETUIIICILIION03A HATPHUS, STHIICIUOI03a U aleTaT LCJUTONI03bL, (4) MOPOMIKOBBIH Tparakast, (5)
comox; (6) »kenmaruH, (7) Tanpk; (8) BCIOMOTaTreIbHBIC BCIHICCTBA, TAKHE KAK MACIO Kaka0 M BOCKH I
CYIIIO3HTOPHEB; (9) Maciia, Takue Kak apaXHCOBOE MACIIO, XJIONKOBOE MAclIo, cahIopoBOE MAco, KyH)KyTHOE MaciIo,
OJIMBKOBOC MACIO, KYKYPY3HOE€ Macio u coesoe Macio; (10) ramkonm, Takue Kak NPONMHJICHIINKONb, (11)
MHOTOATOMHBIC CITHPTHI, TAKUE KAK TTHICPHH, COPOUT, MAHHUT U MOJHITHICHITTHKOB; (12) CO)KHBIC 3(DHpBI, TAKHE
Kak srwioneatr w stwmiaypar; (13) arap; (14) Oy(epHble arcHTHI, TaKHE KAK THIPOKCHI MATHHS H THIPOKCHI
amomunus, (15) ampruHOBYIO KHCIOTY; (16) amuporennyro Boxy; (17) m3oToHmueckuii coneBod pactsop; (18)
pactBop Pumrepa; (19) stunossni cnupt; (20) ¢ocdarssie OydepHsie pacTBopsl, H (21) Apyrue HETOKCHYHBIC

COBMCCTHUMBIC BEUICCTBA, MPHMCHACMEBIC B (I)apMaI.leBTI/I‘-IeCKI/IX COCTaBax.

dapMaICBTHUCCKAT KOMIOZHIHA (TIPEIapar) MOKET OBITh BBCACHA CYOBCKTY JTHOOBIM H3 PsIa CIIOCOOOB
BBC/ICHHS, BKIIFOUAs, HAPUMEP, MCPOPATbHBIH (HAPHMED, B JKHIKHX JICKAPCTBEHHBIX (POpPMAX, TAKHX KAK BOJHBIC
WM HEBOHBIC PACTBOPHI WM CYCIICH3HMH, TA0ICTKAX, KANCydax (BKIHOYAs BCKPBIBACMBIC KAICYJIbI H YKCIATHHOBbIC
KarcyJisl), OONMIOCaX, MOPOIIKAX, IpaHyJaX, MacTaXx [UIl HAHCCCHUS HA S3bIK); BCACBIBAHHC HYCPE3 CIHM3HCTYIO
000T0YKY TOJIOCTH PTa (HANPUMEP, MOXBA3BIYHO ), AHATBHBIH, PCKTATPHBINA WA BHY TPHBATHHAJIBHBIN (HATTPHMED, B
BHAC NECCapHs, KpeMa WM NECHKH), MApPCHTEPANIbHBIA (BKIIOUAS BHY TPHMBIIICUHBIN, BHY TPUBCHHBIHN, MOJKOKHBIN
WIH HHTPATCKAJbHBIN, HANpHMEP, B BHAC CTCPHIBHOIO pACTBOpPA HIM CYCICH3WH), HHTPAHA3ATBHBIH,
HHTPAIICPUTOHCATIBHBIHN, MOAKO)KHBIHN, YPECKOKHBIH (HAPHMEP, B BHAC IUIACTBIPA, HAHCCEHHOTO HA KOXKY), H
MECTHBIH (HAIPHMED, B BHAC KPeMa, Ma3H WM PACIBULIEMOTO COCTABA, HAHECEHHOTO HA KOXKY, HIU B BHAC IJIa3HBIX
Kanenb). CoeMHCHHUE TAKKe MOKET OBITh BKIFOUYCHO B COCTaB, MOAXOMALINH I WHTAIIMH. B ompenencHHBIX

BAPHAHTAX PCATH3ALHH COCIUHCHUS MOKET OBITh MPOCTO PACTBOPCHO HITH CYCIICHAWPOBAHO B CTCPHIIBHON BOJC.

CocraBbl 1711 yA00CTBA MOTYT OBITH IPEACTABJICHB! B BHIC CTAHIAPTHOH JICKAPCTBEHHOH (DOPMBI H MOTYT
OBITH TOJY4CHBI TEOOBIMH CHOCOOAMH, XOpPOINO HM3BECTHBIMH B oOjactu (papmaneBTHkH. KoimuecTBo Kakaoro
AKTHBHOTO HHIPCIUCHTA B KOMIOZHIAH, KOTOPBIH MOKET OBITh OOBCIHHCH C BEIICCTBOM-HOCHTEICM JUTS Oy ICHUS
JCKAPCTBCHHOM (POPMBI 11 OTHOKPATHOTO BBCICHHSA, MOKET OBITh PA3HBIM B 3aBUCHMOCTH OT MALMCHTA, KOTOPOTO
JeHaT, KOHKPETHOTO crioco0a BBeACHUA. KOMMYEeCTBO KAKIOTO AKTHBHOTO WHIPCIHCHTA B KOMIO3HLMH, KOTOPBIH
MOJKET OBITh OOBCAWHCH C BELICCTBOM-HOCHTEIECM IS MOJYUCHHS JICKAPCTBCHHOW (DOPMBI I OJHOKPATHOTO
BBCACHHSA, B ICIOM, IPCACTABICT COOOH KONMHYCCTBO COCTMHCHHA, KOTOPOC OOCCIICUMBACT TCPANCBTHUCCKHIT
3} dexr. B nenom, B nmepecuere HA CTO NPOLECHTOB YKA3aHHOE KOJIHYECTBO COCTABILIET OT MPUMEPHO 1 mpoleHTa 10

OPpUMCPHO ACBAHOCTA ACBATH NMPOLCHTOB KAXKAOIO AKTHBHOTO HHIPEAUCHTA, NMPCANOYUTHTCIPHO OT IMPHUMCPHO 5
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MIPOLICHTOB J0 MPHUMEPHO 70 MPOLEHTOB, HANOOJIEE MPEAIOYTHTEIRHO OT MpuMepHO 10 mponeHToB A0 mpuMepHO 30

MPOICHTOB.

CnocoObl TONYyYCHUSA YKA3aHHBIX COCTABOB WJIH KOMIO3HIHH BKIFOYAKOT CTAOUI0 OOBCIMHCHHA
MPEIIOKEHHOH KOMIO3HIMH C HOCHTEJIEM M, HEOOs3aTelIbHO, C OJHHM MM Oo0Jiee BCIIOMOTATCIbHBIMHU
HHTpeaucHTaMU. B memoM, coCTaBbI MOIYYAKOT IMyTEM PABHOMCPHOTO M TIIATCIBPHOTO OOBCAWHCHHA COCIHHCHHA
COTJIACHO HACTOAMICMY W300PETCHHIO C YKHUIKAMHU HOCHTCIIIMHE HITH MEJIKOHCIICPCHBIMHA TBEPABIMU HOCHTCIIMH HJTH

¢ 000MMH YKa3aHHBIMH BUIAMH HOCHTENCH U, TP HEOOXOAHMMOCTH, ITOCJICYIOMIECTO MPHAAHHS (DOPMBI TPOIYKTY.

CocraBbl COIIACHO H300PETCHUIO, MOAXOISIINE A1 NEPOPATHHOTO BBEIACHUSA, MOTYT HMETh (DOPMY KaIcy 1
(BKJTFOYAS BCKPHIBACMBIC KATICYJTBI M KCTIATHHOBBIC KAICYJIBI), KPAXMATbHBIX KATICYJI, MUTOIb, TAOICTOK, JICACHIIOB
(B KOTOPBIX HCIOJIB3YETCS ApOMATH3HPOBAHHAS OCHOBA, KAK IPABHJIO, Caxapo3a H apaBHHCKad KaMeab HIH
TParakaHr), Tuo(pUIOB, MOPOINKOB, IPAHYJI WM PACTBOPA MM CYCIICH3UU B BOJHOH HIM HEBOJHOH KUIKOCTH HIH
>KI/I,Z[KOI71 OMYJbCHH THIIA MAacCJIO-B-BOAC HJIM BOAA-B-MACJIC, WIH 3JIMKCHPA, WIH CHPOIIA, U IMACTHIIOK (B KOTOPBIX
HCTIONB3YCTCS MHEPTHAs OCHOBA, TaKas KaK JKCJIATHH W TIMICPHH WM Caxapo3a W apaBHMiCKas KaMeab) W/UITH
pacTBOpOB I HOJIOCKAHUA PTa M T.J., KaKAbIH(-asd) M3 KOTOPBIX COACPKUT HNPEIBAPHUTEIBHO ONPEACICHHOC
KOJIMYECTBO KOMIO3HIUU COTJIACHO HACTOAIECMY H300PETCHHIO B KAUCCTBEC aKTHBHOM koMOuHanuu. Kommosuipm

TAKIKC MOTYT OBITH BBCICHBI B BUIC 6OJ'[I-003, KAIIKH WA IMACTBIL

JU11 monydyeHWs TBEPABIX JCKAPCTBEHHBIX (JOPM UI1 NEPOPAIBHOTO BBEJCHHUA (Kamcyn (BKJIEOYAS
BCKPBIBACMBIC KAIICYJTbl M JKCIATHHOBBIC KAICYyJbI), TAONCTOK, NWIOIb, APAaXKS, MOPOIIKOB, TPAaHYJ U T.X.)
KOMIIO3HIUIO, TAKYEO KaK OITHCAHO, CMEIIUBAIOT C OHUM MU Oojiee (papMaleBTHUECKH PHEMIIEMBIMH HOCHTEILIMHU,
TAKUMH KaK OUTPAT HATpusi Wik (ochar AUKATBLUS, W/WIH C JEOOBIM U3 CleAyromero: (1) HAMOJHUTETIMH WITH
00BEMOOOPA3YIOLIMMY Ar¢HTAMH, TAKHMH KaK KPaxMaJbl, JaKT03a, CaXapo3a, [NIFOK03a, MAHHHUT H/WIH KPEMHHCBAS
KHCJIOTA;, (2) CBA3BIBAIOIIMMH BCIICCTBAMH, TAKUMH KaK, HampuMEp, KapOOKCHMETHUIILCIUTION03a, ATbIUHATHI,
JKCTATHH, MOJTHBHHUIITHPPOJIAIOH, CAXap0o3a W/HWIH apaBHHCKAA KaMeab, (3) CMAYHBAIONIMMHA BEIICCTBAMHE, TAKHMH
Kak TuiepuH; (4) pa3phIXIHTEISIMY, TAKAMH KaK arap-arap, KapOOHAT KaIbIws, KapTo(eIbHbIN WM TAITHOKOBBIH
KpaxMmaJi, aJbTHHOBAs KHUCIIOTA, ONMPCICICHHBIC CHJIMKATHI W KapOoHAT HATpHA, (5) arcHTaMH, 3aMCITAIOLIIMHE
PACTBOPCHHUE, TAKAMH Kak mapa@uH, (6) YCKOPHUTCIAMH BCACBIBAHHA, TAKHMH KAK UYCTBCPTHYHBIC AMMOHHITHBIC
coequHeHud, (7) YBIOKHUTCIIMH, TAaKHMMH KAK, HANPHMEP, LETHIOBBIH CHHPT U INIHMUEPUIMOHOCTeapar; (8)
abcopOcHTaMHu, TAKHMH KaK KAOJIWH H OCHTOHHTOBAS ITHHA;, (9) CMA3hIBAIOIIMMH BEIICCTBAMH, TAKAMH KAaK TAIIbK,
cTeapaTr KambLuWsA, CTEapaT MAarHWs, TBEPAbIC MOJMITHICHITHMKONM, Jaypuicyibpar Hatpusa W ux cmecH; (10)
KOMIDIEKCOOOPA3yFOIMH are HTaMH, TAKAMH KaK MOAU()HIMPOBAHHBIC H HEMOIH(DHIIHPOBAHHbIC ITHKIOACKCTPHHBI,
u (11) xpacuremsvu. B ciayuae kancyn (BKITFOUAS BCKPBIBACMBIC KATICYJIBI H YKCIATHHOBBIC KATICYJIbI), TAOJICTOK H
TIATIONE  (PapMaTleBTHYCCKHE KOMIIO3UIUU TAKKe MOTYT COACpKarth Oy(epHble areHTHL. TBepaplec KOMIO3ZHIHA
CXOJKET0 THIIA TAKKEC MOKHO NMPHMEHATh B KAUECTBE HANIOTHUTENICH B MATKHX H TBEPABIX JKCTATHHOBBIX KATCYIAX C
NMPUMCHCHUEM  BCIOMOTATEIBHBIX BEIICCTB, TAKHX KAK JIAKTO3a HJIH MOJIOYHBIC C€axapa, a Takke

BBICOKOMOJICKY JLIPHBIC MMOJTUITHIICHIJTHKOJIH U T.O.

TabmeTka MOKST OBITh TOJTYUCHA MyTEM MPSCCOBAHUSA WTH (DOPMOBAHHUS HCOOA3aTCIPHO COBMCCTHO C OTHHM
mm  Oojee BCIOMOTATCIBHBIMH HHIPEAWCHTAMH. [IpeccOBaHHBIC TAONETKH MOTYT OBITh IIOJNYYCHBI C
HCTIOJB30BAHMEM CBSI3BIBAIOIICTO BCINCCTBA (HAMPUMEP, JKCIATHHA WM THIPOKCHIPOMHIMETHILELTIOI03bI),
CMAa3BIBAKOIICTO BCINECTBA, HHECPTHOTO Pa30aBUTEIA, KOHCEPBAHTA, PA3pBIXJTHTEIA (HANPUMEP, HATPHA Kpaxmama

[JMKOISATA WM TIOMEPEYHO CINUTOW KapOOKCHMCTH/ILC/UIONO3bI HATPHS), MOBCPXHOCTHO-AKTHBHOTO HITH
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JUCTIEPTHPYIOIIETO areHTa. PopMOoBaHHbIE TA0IETKH MOTYT OBITH IOJTy 4eHBI (JOPMOBAHHEM B ITOIXO/AIIEM amiapare

CMECH MOPOIIKOBOTO COCAUHCHUA, CMOUCHHOI'O HHCPTHBIM YKHAKHM p336.':]BI/ITeJICM.

TabneTku u Apyrue TBEpAbIC JEKapCTBEHHBIC (DOPMBI (hPapMaIIEBTHUCCKUX KOMIIOZUIINH, TAKHE KaK JIPAaXKe,
Karcyisl (BKJIIOYAst BCKPBHIBAEMBIC KaIICyJIbI M YKSJIATHHOBBIC KAICYJIbI), MIJIFOJIH M TPAHYJIbL, MOTYT HE0OA3aTEIbHO
COZCPKaTh HACCUKU HJIM MOTYT OBITH IIOJIyYCHBI COBMECTHO C IIOKDBITHAMH HJIH OOONOYKAMH, TAKHMH Kak
KHIICYHOPACTBOPUMBIC IOKPHITHA M JAPYTHE IOKPHITHA, XOPOIIO H3BECTHBIC B OOJACTH  NOJYUCHUS
(papmaneBTHUECKUX cOoCcTaBoB. OHH Talke MOTYT OBITh IOJYYCHBI C BO3MOYKHOCTBIO MEIJICHHOTO HIIH
KOHTPOJIUPYEMOTO BBICBOOOXKICHHA OOBCINHCHHBIX B HUX AKTHBHBIX HHTPEIUCHTOB C HCMOJIb30BAHUEM, HAIIPUMED,
THAPOKCHIPONMHIMETHIIIICIUIFOJIO3H B PA3HBIX MPOMOPIHAX UL 00ECIICYEHUS SKENAEMOTO PO (HII BBICBOOOKICHUS,
JPYTUX MOJMMEPHBIX MATPHL, JUIOcoM Wi Mukpocep. OHH MOryT OBITh CTCPHIM30BAHBL, HAIPHMED,
(uIbTpOBAaHMEM uepe3 (DHIBTP, YACPKUBAIOLIMH OAKTEPHH, MM BKIFOUCHHEM CTCPHIM3YIOINMX arcHTOB B BHJC
CTCPHJIbHBIX TBEPABIX KOMIO3HUIMH, KOTOPBIC MOTYT OBITh PACTBOPCHBI B CTEPUIIBHOM BOJIE MM KAaKOH-THOO Apyroi
CTCPHIbHONH MHBECKIHOHHOM CpeJe HEMOCPEACTBCHHO NEpe MPHMEHCHHEM. YKA3aHHBIC KOMIIO3HIIUM TAKKE MOTYT
HEOOA3aTECIPHO COACPKATh 3AMYTHHTCIH M MOIYT IPEACTABIATh COOOH KOMIO3HIMM, KOTOPBIC BBICBOOOYKIAIOT
AKTHBHBIN(-bIC) HHTPEAUCHTHI(-bI) TOJIBKO MJIH MPEANOYTUTEIBHO B ONPEACICHHOM YUACTKE HKEITy JOUHO-KUIICYHOTO
TpakTa HeOOA3aTEIbHO C 3aAeP/KKOH. [IpruMepsI 3aTHBOYHBIX KOMIIOZHIHI, KOTOPBIC MOXKHO IPHMEHATh, BKIIOYAOT
NMOJMMMEPHBIC  BCINGCTBA M BOCKH.  AKTHBHBIC  HMHTPESOHCHTBI  TAakKEe  MOTYT  IIPHCYTCTBOBAaTh B
MHKPOHHKAICY TUPOBAHHOH (opMe, IMPH HEOOXOJMMOCTH, COBMECTHO C OJHHM WM OOJee OIHCAHHBIMH BBIIIC

BCTIOMOTATCIIBHBIMH BCINCCTBAMH.

Kuzakue ekapCcTBEHHBIC (DOPMBI, TIOIXOAIIME TS ICPOPATBHOTO BBSACHHUS, BKIIOUAIOT (PApMALICBTHICCKH
MPUEMJIEMBIC MY JIbCHH, JHO(UIBI IS MEPSPACTBOPSHUA, MHKPOIMYJIBCHH, PACTBOPHI, CYCICH3HH, CHPOIBI H
muKCHpbl. [IOMHMO AKTHBHBIX HHTPEIUCHTOB JKHIKHE JICKAPCTBEHHBIC (POPMBI MOTYT COJACP)KATh HHEPTHBIC
pa3baBuTen, OOBIYHO TPHMCHACMBIC B JAHHOH OOJACTH TEXHHWKH, TAKHE KaK, HANPUMEp, BOAA WU JPYTHC
paCTBOpI/ITCJ'II/I, I.[I/IKJ'IOZ[GKCTpI/IHI:I H HUX IIpOI/ISBOHHLIe, AT'CHTBHI, IIOBBIIIAKOIIHC paCTBOpI/IMOCTB, u 3Mym>ra'ropm, TAKHUC
KaK STHJIOBBIH CIHPT, W30MPOMUIOBBIH CIHPT, STHIKAPOOHAT, STHIANCTAT, OCH3MIOBBIH CIUPT, OCH3WUIOCH30AaT,
MPOTHJICHIIAKOIb, 1,3-0Y THICHTIIHKOIb, MACIIA (B YACTHOCTH, XJIOMIKOBOE, APAXHCOBOE, KyKYPY3HOE, 3apO/IBIIICBOC,
OJIMBKOBOE, KACTOPOBOE H KYH)KYTHOC MACia), TIIHMIECPUH, TETPArHAPOPYPUIOBBIH CIHPT, HOTHITHICHIIHKOIH H

CJIO’KHBIC (PUPBI YKUPHBIX KUCJIOT U COPOUTAHA, H UX CMCCH.

TMoMuMO HHEPTHBIX pa30aBUTEICH TIEPOPATBHBIC KOMIIO3HI[HH TAK)KE MOTYT BKJIFOYATH ABIOBAHTHI, TAKHC
KAK YBIQKHHTCIH, 3MYJIbraropsl W CYCICHIMPYIOIHE ATCHTHI, MOJCIACTHTEIIH, BKYCOAPOMATHUCCKHE T00ABKH,

KpacuTeCim, apoMaTHu3aToOpPbl H KOHCCPBAHTEL

CycneH3nu, IOMHMO aKTUBHBIX HHIPEIHCHTOB, MOTYT COJCPKATh CYCINCHAUPYIOIIHE arcHTHI, TAKHE Kak,
HAPUMEP, STOKCHINPOBAHHBIC H30CTCAPHIOBbIC CITUPTHI, MOJTHOKCHITHICHCOPOHUT W CIOXKHBIC 3(UPBI COPONUTAHA,

MUKPOKPUCTATITHICCKAA NCIUTIONI03a, MCTATHAPOKCHI A JFOMAHH A, 6CHTOHI/IT, arap-arap 1 TPAarakaHT u HX CMCCH.

CocraBbl (papManECBTHUCCKIX KOMIIOZHIMMH I PEKTAIBHOTO, BHYTPHBATHHAJIHGHOTO WM YPETPAJIHEHOTO
BBC/ICHHA MOTYT OBITh NPEACTABJICHBI B BUJC CYNIO3HTOPHS, KOTOPBIH MOKET OBITh IMOJYYEH CMEIICHHEM OJHOTO
mwm OoJlce AKTHBHBIX WHTPEANCHTOB TPEAJIOKCHHOH KOMIIOZHIMH C OJHHM WM OoJee MOAXOMANIHMHA
HEPA3APAKAIOIUMHI BCIIOMOTATEIbHBIMA BEINECTBAMH WJIH HOCHTCIAMH, COACP KALIMMHE, HAMMPHMED, MACIO KaKao,

TOJTU3TUICHI TUKOJIb, BOCK I CYIITO3UTOPHEB WM CATHIWIAT, H KOTOPBIC ABJIKOTCS TBCPABIMH ITPH KOMHATHOH
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TEMITEPAType, HO JKUAKHMH IPH TEMIICPAType Tela W, TAKHM 00pa3oM, IUIaBATCS B NMPSAMOW KHIIKE WM MOJOCTH

Blarajauina u BI)ICBO60)K£[.':IIOT AKTUBHBIC HHIPCAUCHTBI.

CocraBsl (I)apMaI.[eBTI/I‘ICCKI/IX KOMTIO3HIUH /11 BBEACHHS B MOJIOCTh pTra MOTyT OBITH OPEACTABJICHBI B BUAC

SKHAKOCTH A MOJIOCKAHUS MOJOCTH PTA WA MEPOPATBEHOTO PACHBUIAEMOT0 COCTABA, HITH NIEPOPATBHON MA3H.

B kauecTBe anbTEpHATHBHI WM B JOMOJTHEHHE, KOMIIOZHIIMH MOTYT OBITh IOJIYYEHBI C BO3MOXKHOCTBIO
JIOCTaBKH Yepe3 KaTeTep, CTCHT, IPOBOJOYHBIH HHTPOJBIOCED HIH JPYroe BHYTPHIIPOCBETHOE YCTPOWCTBO.
[IpumeHeHHE YKa3aHHBIX YCTPOMCTB MOXKET OBITh OCOOCHHO S()()EKTHBHBIM [JI1 JOCTaBKH B MOYCBOH ITy3BIpb,

MO‘IeHCHyCKaTCHBHBIﬁ KaHAJI, MOUCTOYHHUK, MPAMY IO KHIIKY WA KHIICTHHK.

COCTaBBI, TOAXO0 JAHE AJIA BHY TDHBATHHAJTBHOTO BBCACHUSA, TAKIKE BKIIHOYAKOT NECCAPHUU, TAMIIOHBI, KPEMBI,
TSIk, NACThI, ICHKU WA PACTIBLIICMBIC COCTABBI, COACPIKAIUEC U3BCCTHBIC HOCUTCIIH, CUYUTAOIIUCC MMPUTOAHBIMH B

JAHHOM 00JIACTH TEXHHKH.

HeKapCTBeHHBIe (l)OpMBI AT MCCTHOTO HITH YPCCKOKHOTO BBCACHHUS BKIIIOYAKOT IMOPOMIKH, PACHIBLIACMBIC
COCTABBI, MA3H, MACTBI, KPEMBI, JIOCBOHBI, I'CJIH, PACTBOPHI, IJIACTBIPH W HHTAJALHOHHBIC IMPCIIAPATHI. AKTHBHBIC
COCOUHCHHA MOTYT OBITh CMCIIAHBI B CTCPUIIBHBIX YCJIOBHAX C Q)apMaI_leBTI/['{eCKI/I NPUECMIICMBIM HOCHTCJIICM H

MOOBIMH KOHCEPBAaHTaMH, Oy ()epaMH MU BBITECHUTEISIMH, KOTOPBIC MOTYT IOTPeOOBAThCAL.

Ma3su, macTel, KpeMBI H TCIH MOMHMO AKTHBHOTO COCIAWHCHHUS MOTYT COJCPIKATh BCIOMOTATCIIBHBIC
BCINCCTBA, TAKHE KAK JKWBOTHBIC H PACTHUTCIBHBIC JKHPbBI, MAacla, BOCKH, Hapa(uHBIL, Kpaxmal, TPArakaHT,
TMPOM3BOIHBIC LEILTIOI03bI, MOJUITHICHTTHKOIH, CHIIMKOHBI, OCHTOHHTHI, KPCMHUCBYIO KHCJIOTY, TaJbK U OKCHI

IMIMHKA HJIH HX CMCCH.

HOpOIJ.IKI/I " pacnblTACMBIC COCTABBI MOTYT COACPKATHh IIOMHUMO AKTHBHOI'O COCOAWHCHHA BCIIOMOTATCIBHEBIC
BCIICCTBA, TAKHC KaK JIAKTO34, TaJbK, KPCMHHCBAA KHCJIOTA, THAPOKCHA ATIOMHHHA, CHJIHKATBI KAJbLUUA H
IO THAM W THBIH TIOPOLIOK HJIH CMCCH YKA3aHHBIX BCIICCTB. Pacmpuisiemsie cocTaBbl MOTYT AOTIOJTHUTCIBHO COACPKATH
CTAHOAPTHBIC BRITCCHUTCIIH, TAKHC KaK XIIOp(l)TOpyI‘IIGBOHOpOHLI U JICTYYHC HC3AMCIICHHBIC YITICBOOOPOABI, TAKHUEC

Kak OyTaH W MPOTaH.

UpecKOKHBIC TIACTBIPH OOIATAIOT JOTOJHATCIBHBIM MPECHMYLICCTBOM, O00CCICUHBAS KOHTPOIHPYCMYIO
JOCTABKY COCIHHCHUA COTTIACHO HACTOALICMY H300PETCHHUIO B OPTAHH3M. Y KA3aHHBIC JICKAPCTBCHHBIC (DOPMBI MOTYT
OBITH TOJYYCHBI PACTBOPCHHUEM HJIH JUCIICPTHPOBAHHCM AKTHBHOTO COCAHHCHHS B MOAXOIICH cpexe. Taxke
MOKHO IPHUMCHATH YCHIMTCIH BCACBIBAHWA OJI1I MOBBIICHHA MPOXOXKACHHA COCAHHCHHSA YCPC3 KOXKY. CKOpOCTB
3TOTO MPOXOKIACHHUA MOYKHO KOHTPOIHPOBATH, IHO0 00CCICUNBAS KOHTPOIHPYIOMYIO CKOPOCTh MEMOpaHy, THOO

JUCTICPTHPY S COCAMHCHUS B MOJUMEPHON MATPHIIC HITH Telic.

Dpasbl «IMapeHTEPATbHOE BBCICHHUE» H «BBOJAUMBIH MAPCHTEPAILHO» B HACTOSINECM JTOKYMCHTE
0003HAYAIOT CIIOCOOBI BBEICHUS, OTJIMUHBIC OT KAIICYHOTO H MECTHOTO BBCACHHUS, KOTOPBIC MPOBOAT, KaK
TIPABHJIO, Iy TEM HHBCKIHH, H BKITFOYAIOT O€3 OTPAaHMYCHAH BHYTPHBCHHYIO, BHY TPHMBILICUHY O,

BHY TPHAPTEPHATBHY 0, HHTPATEKAIBHY 0, BHY TPHKAIICY ISIPHY 10, BHY TPHOPOUTAIBHYIO, BHY TPHCCPACYHYIO,
BHY TPUKOXXHYFO, HHTPAINICPHTOHCATBHY O, TPAHCTPAXCATBHY O, IIOIKOKHY 10, CYOKY THKY JLIPHYIO, BHY TPHCYCTaBHYO,

CyOKanCyJApHYyI0, Cy0apaXHOUTATBHY 0, HHTPACIHHANBHYIO H BHY TPHTPYAUHHYEO HHBCKIUIO H HH}Y3HIO.

(DapMaueBTI/mecme KOMIIO3HUIUH, MOAXOIAINHC I MAPCHTCPAIBHOTO BBCACHHA, COACPIKAT OOHO HIIH

OoJice aKTHBHBIX COCAMHCHAH B KOMOMHALINK C OJTHAM WM OoJiee (papMarieBTHYECKH MPHEMIICMBIMH CTCPHIIbHBIMHI
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H30TOHHYCCKUMH BOJHBIMH HJIH HEBOJHBIMH DPACTBOPAMH, AHCHCPCHAMH, CYCHCH3HAMH HWIH 3MYJIbCHAMH HIH
CTCPUIbHBIMU MOPOIIKAMHE, KOTOPBIC HEMOCPEACTBEHHO MEPE 1 MPHMEHEHHEM MOKHO IIEPEPACTBOPATH C MOy YCHHEM
CTCPHJIbHBIX MHBEKI[MOHHBIX PACTBOPOB HJIM AMCICPCHH, KOTOPHIC MOTYT COACPKaTh AHTHOKCHAAHTHI, Oy(Qepsl,
OaKTepHOCTAThl, PACTBOPCHHBIC BEINECTBA, KOTOPBIC ACTAIOT COCTAaB M30TOHHYHBIM C KPOBBIO IPEIIOJIATacMOTIO

HOTpe6I/ITeJI}I, WM CYCTICHAUPYOIHUC arCHTHI HJIH 3ary CTUTCIIH.

[Tpumepsl MOAXOASIMIMX BOAHBIX H HEBOAHBIX HOCHTEIICH, KOTOPBIC MOKHO MPUMCHSTH B (DAPMALICBTHUCCKHUX
KOMITO3HIUSX COTJIACHO H300PCTCHHUIO, BKIFOUAOT BOAY, STAHOI, OHOIBI (TAKHE KAK TJHLCPUH, MPOMHICHTTHKOTh,
MOJTUATHJICHTTHKOJIb U T.J.) M HX IOJXOMIINHC CMECH, PACTHTCIBHBIC MACIa, TAKHEC KAK OJMBKOBOC MAcCio, U
MOAXOISIIHUE I WHBCKIMH OPTAaHHYCCKUE CI0KHBIC 3(DHpPBI, TaKkHe Kak 3THiojeaT. HeoOXOauMYH0 TEKyUeCTh
MOYKHO TOAACPKHUBATH, HANPHMEP, C HCIHOJIB30BAHHECM MATCPHATIOB MOKPHITHH, TAKHX KAK JCHUTHH, COXPAHSI

TpeOYEMBIil pa3Mep HaCTHIl B CAy4AC JUCTICPCHIA, 4 TAKIKS C HCIIOJIb30BAHHECM MMOBSPXHOCTHO-AKTHBHBIX BCILICCTB.

VYkazanHbIC KOMIIO3UIHH TAKXKC MOTYT COACPKATh AABHOBAHTBI, TAKUC KAK KOHCCPBAHTBI, YBIAXKHUTCIIH,
OMYJIbIraTOpPhl H AUCTICPTUPYHOIIHE ATCHTHIL. Hpez{onspameﬂne ACHUCTBUS MHKPOOPraHUu3MOB MOKCT OBITH 00CCTICUCHO
MyTeM BKIIOYCHHA Pa3HBIX aHTHOAKTCPHAIBHBIX M INPOTHBOTPHOKOBBIX AarcHTOB, HAaNpHMEp, TNapadeHa,
xja0pOyTaHona, (peHOICOPOMHOBOH KHUCIOTHI W T.O. Takke ObUIO OBI JKCIATCIBHBIM BKJIFOUCHHEC B KOMITO3ZHIIHH
H30TOHHYCCKUX arcHTOB, TAKUX KAK caxapa, XJOpPHI HaTpusd u T.0. KpoMe TOro, mpOJIOHTHPOBAHUE BCACHIBAHNC
HHBECKIHOHHOH (hapMarieBTHUECCKOH (POpPMBI MOXKET OBITH OOCCHIECUEHO IyTEM BKJIIOUCHHSI ArCHTOB, KOTOPHIC

3aACPIKUBAIOT BCACBIBAHHUC, TAKHUX KAK MOHOCTCAPAT AJTFIOMUHUA H )KCIIATHH.

B HEKkoTOpBIX Ciy4asx Il NPOUICHHA MACHCTBHA JEKAPCTBCHHOTO CPEACTBA JKENATENBHO CIEAyeT
3aMEAIHTh BCAChIBAHHE JIEKAPCTBCHHOTO CPEACTBA MOCIIC ITOIKO)KHOH HIIH BHY TPHMBIIICYHOH HHBEKIUH. JTO MOXKET
OBITH JOCTHTHYTO C HCIIOJIb30BAHNEM SKUIKOH CYyCTICH3HH KPHUCTAILTHYCCKOTO HIH aMOP(PHOTO BEINECTBA, HMCIOILECTO
HI3KYI0 PacTBOPHUMOCTHh B BoAC. CKOPOCTh BCACBHIBAHHS JCKAPCTBCHHOTO CPEACTBA B 3TOM CJIy4Yac 3aBHCUT OT
CKOPOCTH €0 PaCTBOPCHHSA, KOTOPAs, B CBOIO OUYEPE/b, MOYKET 3aBHCETh OT Pa3Mepa KPHCTAINIOB U KPHCTAILTHUCCKOM
(popMmblL. B KauecTBE aTbTCPHATHBBI, BCACHIBAHHE BBOAMMON MAPCHTCPAIBHO JICKAPCTBCHHOM (POPMBI 3aICPIKHBAKOT

Iy TEM PACTBOPCHUA HIIH CYCIICHAUPOBAHUA JCKAPCTBCHHOTO CPCACTBA B MACILIHOM HAIIOTHUTCIIC.

HabeknuonHbe (POPMBI ACTIO MOIYHAOT Iy TEM 00Pa30BAHMS MATPUL OHOPA3TAracMBbIX MOJHMEPOB, TAKHX
KaK IHOTHJIAKTHI-TOIHUINIMKOIUA, MHKPOHHKAIICY THPOBAHHBIX NPEAJIOKCHHBIMH COCAHHCHHAMH. B 3aBUCHMOCTH
OTHOIICHHA JCKAPCTBEHHOTO CPEACTBA K MOJHMEPY H NPHPOABI KOHKPETHOTO NMPHMEHAEMOTO MOJHMEPA MOKHO
KOHTPOJINPOBATh BBICBOOOKACHUE JICKAPCTBEHHOTO CPEACTBA. [IpMMephl ApYyTrHX OHOpPA3IaracMbIX NOJHMEPOB
BKITIOYAIOT CJI0YKHBIC O TH(OPTOI(PHUPHI) ¥ TOTH(AHTHAPHIBT). THBCKIIHOHHBIC COCTABBI CTIO TAK/KS TTOTYYAFOT My TEM

3aKJIFOUCHUS JICKAPCTBCHHOT'O CPEACTBA B JIMIIOCOMBI HJTH MHKPO3MYJIBCHH, COBMCCTHUMBIC C TKAHAMH OpPraHu3Ma.

CnocoObl  BBCIACHUSA TAKKEC MOTYT OBITh OOCCICUCHBI C TNPHMCHCHHCM IICPC3apPsDKACMBIX WA
OmopaszmaracMbIX yCTpoWcTB. B mocnemHue roap! ObLm pa3padOTaHBI M HCIBITAHBI IN VIVO Pa3HBIC MOJHMEPHBIC
YCTPOHCTBA C 3aMEJICHHBIM BBICBOOOKIACHHEM U1 KOHTPOJIHPYEMOH JOCTABKH JICKAPCTBCHHBIX CPEACTB, BKIIFOYAS
OcTkoBBIC OMO(apMALCBTHYCCKAC MpenapaThl. Paa OHOCOBMECTUMBIX MOTHMEPOB (BKIIFOYAS THAPOTCTH), BKITIOUAT
Kak OWopasnaraeMmple, TaK W HEPA3IaracMelc IOJUMEPBL, MOXKHO NPHMCHATH [UIA TOJYYCHHUS HMIUIAHTATa IS

3aMCIJICHHOTO BI)ICBO60>K£[€HI/I}I COCOUHCHHH H3 Hp@l[.]'[O)I(GHHOf[ KOMIIO3HIIWUHA B KOHKPCTHOM LICJICBOM Y1ACTKE.

q)aKTI/I‘ICCKyIO JO3BUPOBKY AKTHBHBIX HHIPCAUCHTOB B (l)apMaI.ICBTI/I‘IeCKI/IX KOMIIO3HIIHAX MOYKHO H3MCHATH

TakuM 00pa30M, YTOOBI TONYYaTh KOJHYCCTBO AKTHBHOTO HHTPCIHCHTA, KOTOPoC 3(P(PEKTHBHO 0OCCICUHBACT
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JKETIATC T HBIH TepaHeBTI/I‘IeCKI/Iﬁ OTBCT AJI1 KOHKPETHOTO MAUCHTA, KOMIIO3SHIIUA U cmocoba BBCIACHHA U HC ABJACTCA

TOKCHYHBIM 171 MAITHCHTA.

Bribpannast m03WpOBKA 3aBHCHT OT pAAa (PaKTOPOB, BKIFOYAS AKTHBHOCTh KOHKPCTHOH MPHMCHACMOI
KOMOWHAIIMHA COCAWHCHHI WM WX CIOXKHBIX 3()HPOB, CONCH HIM aMHIOB, CIOCOO BBCACHHA, BPCMS BBCICHUA,
CKOPOCTh BBIBECACHHS KOHKPETHOTO(-bIX) NPHUMEHACMOIO(-bIX) COCAUHCHUA(-Hi), MPOAOKUTCIBHOCT JICUCHU,
MPUMCHCHHC APYTHX JICKAPCTBCHHBIX CPEACTB, COCAMHCHUN H/HIH MATCPHAJIOB B KOMOWHAIINMH C KOHKPCTHBIM(-H)
MPUMCHACMBIM(-H) COCIHMHCHUECM(-IMH), BO3PACT, MOJ, MAacCCy TEla, COCTOSHHE, OOIEe COCTOSHHC 3A0POBBA H

AHAMHE3 MAIUCHTA, KOTOPOTO JICUAT, U CXOKHUC (l)aKTopBI, XOPpOoUIO U3BCCTHBIC B obnactu MCIOUIIUHEIL

B nenom, noaxoAsIast Cy TOUHAs 10332 AKTHBHOTO COCTHHCHHS, MPUMCHSICMOTO B KOMIO3HIIMAX U CIOCO0axX
COTJIACHO H300PETCHHIO, IPEACTABIACT COOOH TAKOE KOTHYESCTBO COSHHCHHSA, KOTOPOE COOTBETCTBYCT HANMCHBIICH
o3¢, 3pPexTUBHO 0OCCTICUNBAOIICH TepaneBTHUeckuil 3(p(PekT. YrazaHHad d3Q(PeKkTHBHAA 1032, B 00MEM CiIyyac,

3aBUCHT OT (PAKTOPOB, ONMUCAHHBIX BBIIIC.

Tarwe HT, TOJTY YAOINHI YKA3aHHOE JICUCHHUE, MPSACTABIICT CO00I T0O0C SKHBOTHOE, HYKIAFOILEECS B 3TOM,
BKJIFOYAS MPUMATOB, B YACTHOCTH, YCIOBCKA, M APYTHX MJICKONMHMTAOIIMX, TAKUX KAK JIOIIATH, KPYIHbIA POTaThIif

CKOT, CBUHBH H OBLbI, H JOMAIIIHIOK NITHIY H JOMAIIHHUX YKHBOTHBIX, B LICJIOM.

B KOMIO3HIHUSX TaK)Ke MOTYT NMPHCYTCTBOBATH YBIAKHUTCIIH, 3MYJIbIraTOPsl M CMA3BIBAOIIIC BCINECTBA,
TAKUE KaK JAypuiCyab(aT HATPUS M CTEApaT MArHHs, a TAKKE KPACHTCIH, AHTHAATC3HOHHBIC ArCHTHI, arCHTHI

TOKPBITHA, TOACTACTUTCIIA, BKYCOAPOMATHICCKHUC JI00aBKH H apoMaTH3aTOPbI, KOHCCPBAHTHI H AHTHOKCHIAHTBL

[Tpumepsr  (papMaLCBTHYCCKH NPHEMIICMBIX AHTHOKCHIAHTOB BKMOYAOT: (1) BOZOpacTBOpHMBIC
AQHTHOKCHIAHTHI, TAKAC KaK aCKOPOMHOBAs KHCJIOTA, MUCTCHHA THAPOXJIOPHA, OHCYyIb(aT HATPHs, MCTaOUCYIb(QUT
HATpHsA, CyTb(UT HATPHA H T.A.; (2) PAaCTBOPHUMBIC B MACIaX AHTHOKCHAAHTHI, TAKUC KAK ACKOPOMINAIBMHTAT,
OyTHHpOoBaHHBIH ruApokcHaHu301 (BI'A), OyTummpoBaHHBIH THAPOKCHTONYON (BI'T), MCUHTHH, MPOMHITAJIIAT,
anp(a-tokodepor u T.4.; u (3) arcHTH, OOPA3YIOIIHC XCNATHI C MCTAUIAMH, TAKHC KAaK JTAMOHHAA KHCIIOTA,

STHICHIHAMUHTCTPAYKCyCcHASA kuciora (3TA), copOut, BUHHAS KUCIOTA, (poC(OPHAT KHCIOTA U T.1.

B onpeneneHHBIX BapHAHTAX PEaM3alUU KOMITO3ULHS, OTIMCAHHAS B HACTOSIIEM JOKYMCHTE, YCHIIMBACT
(paronUTApHYI0 AKTUBHOCTH MAakpo(aroB B OTHOIICHWH PAKOBOW KICTKH, Hampumep, kiaetkdu OMJL B apyrmx
BapPHAHTAX pPeaan3auy (ParouTapHas aKTHBHOCTE YCHIHBACTCA, HampuMep, Ha 1%, 5%, 10%, 20%, 30%, 40%, 50%,
60%, 70%, 80% umu 90%, Mo cpaBHEHHIO C Makpo(araMu B OTCYTCTBHE KOMITO3HIMH, ONHCAHHONW B HACTOSIIEM

JIOKyMCHTE.

B ONMPCACIICHHBIX BAapHAHTAX pPCalIHu3allid B HACTOAICM IrI306pCT€HI/II/I OPCATOKCHBI MPUMCHCHUA

KOMITO3HUIUH COTTIACHO HACTOAILCMY I/1306peTeHI/IIO A1 MOy YCHUA JICKAPCTBCHHOTO CPEACTBA.

B ompeacicHHBIX BapHAHTAX PEATH3AUHH B HACTOSINCM H300PECTCHHH TMPCIUIOKCHBI MPHMCHCHHUS
KOMIO3HLUH COTTACHO HACTOAIIEMY H300PECTCHHIO IS MOJTYYCHHS JICKAPCTBCHHOTO CPEACTBA, HANPHMEDP, AT

JICUCHHS PAKa.

B onpenencHHBIX BAPHAHTAX PEATH3AIHA B HACTOAIIECM H300PESTCHIH MPEITIOKSHBI CIIOCOOBI JICUCHHS PAKa,
IJc Crocod BKIFOUACT BBCACHUC KOMITO3HIHN COTJIACHO HACTOAIIECMY H300PCTCHHIO, HAPUMED, B TCPANICBTHUCCKH

3(PEeKTHUBHOM KOJIMUYECTBE, CYOBEKTY, HYKIAOIIEMYCS B 3TOM.
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B ompeaeieHHBIX BapHAHTAX PEATH3AIHH B HACTOSMINCM H300PCTCHHH MPEAJIOKCHBI COCOOBI MOXABICHUS
pOCTa OMYXOJCBBIX KICTOK HW/HIA METACTA30B MyTEM BBSACHHA KOMITIO3HIMH COTJIACHO HACTOAICMY H300PCTCHHIO,

HAIpHUMEP, B TEPaneBTHICCKH 3(P(PCKTHBHOM KOJIHYECTBE, CYOBEKTY, HYKIAIOMEMYCSI B 3TOM.

Tunoseie OITyXOJICBBIC KJICTKH BKIIHOYAIOT KJICTKH PAaKa, BKIKOYAA, HO HC OTPAHHYIHBAACH YKAa3aHHBIMH,
MEJAHOMY, PaK MOYKH, PaK NPEACTATCIBHOM KEJIC3bL, PaK MOJOYHOM JKEIE3bl, PAK TOJICTOH KHMIIKU U PAK JETKOTO,
paK KOCTH, PaK IOUKCIYXOYHOH >KENE3bl, PaK KOXKH, PaK TOJOBBI WM HICH, KOXKHYIO HJIH BHYTPHIJIA3HYIO
3JI0KAQYECTBEHHYIO MEJIAHOMY, PaK MATKH, PAK SIMIHUKA, PaK MPSAMON KHIIKH, Pak 00JACTH aHATBHOTO OTBEPCTHSA, PaK
JKeNIyIKa, pak SAWYKa, KApHIuHOMY (DaJUIOMUCBBIX TPYO, KAPIUHOMY JHAOMCTPHSA, KAPIMHOMY INCHKH MATKH,
KapILMHOMY BJIAraIHINg, KAPIIHHOMY HAPY>KHBIX KCHCKUX MOJOBBIX OPTaHOB, 00IC3Hb X0 HKKIHHA, HEXOHKKHHCKY IO
mM(poMy, pak MHUIIECBOJA, PAK TOHKOTO KHINCYHHKA, PaK SHIOKPHHHOH CHCTEMBI, paK IMHUTOBHIHOM JKEJE3bI, PaK
MAPAIUTOBUAHON JKEJIe3bl, PaK HANIIOYCYHUKA, CAPKOMY MATKHX TKaHEH, pak MOYEHCITyCKATEIPHOTO KAaHAIA, PaK
MICHUCA, XPOHUYECKUE MM OCTPBIC JICHKO3BI, BKJIFOUASA OCTPBIH MHCIOUIHBIN JEHKO3, OCTPBIH JHM(OIHUTAPHBIH
JMEeHKO3, XPOHHYCCKHH MHCIOMIHBIN JTeHKO3, OCTpBIN JUM(OOIACTHBIN JIEHKO3, XpOHHUECCKUH TuMQpOImTapHBIH
JMEeHKO3, ACTCKHE COJIMIHBIC OIMYXOJH, JHM(MOLHUTAPHYIO THM(POMY, PaK MOYCBOTO My3bIps, paKk IOYKH HIH
MOYCTOYHHKA, KAPIHHOMY MOYCYHOW JIOXAaHKH, HOBOOOpPA30BaHHWsS B LCHTpanbHOW HepBHO# cucteme (LIHC),
HEMEIKOKICTOuHbIH pak nerxkoro (HMPJI), mepeuunyro yuMpomy IIHC, aHrmoreHe3 OIyXojH, OIyXOJb
MO3BOHOYHHKA, TTHOMY CTBOJA TOJOBHOTO MO3ra, aacHOMy rumodmsa, capkoMy Kamomm, snuaepMOHIHBINA pak,
IUIOCKOKJICTOYHbIH  pak, T-kierouHyr smM@poMmy, B-xinetounsle muMQpombl, MueaonposmpepaTuBHOS
HapyleHue/HoBooOpaszosanue (MPDS); MuenomucniacTHYeCKui CHHAPOM; THTAHTOKJICTOYHYIO MHEJIOMY, MHEIOMY
TSDKCJIBIX LETCH, MHETIOMY JIeTKHX Hencii u muenoMy beHce-/[koHca, pakoBbIe 3a00/1CBaHUS, BBI3BAHHBIC (DAKTOpaMHU
OKpY>KaroIIeH cpebl, BKIFOYAs PAK, BHI3BAHHBIN acOECTO30M (HApUMEp, ME30TEIHOMY ) H KOMOHHAIUH YKA3aHHBIX

PakoBbIX 3a00JICBAHUI.

TepMuH «ICUCHHC)» BKIIOYACT TNPO(PHIAKTHUCCKOC W/HIIH TCPANICBTHUYCCKOC JICUCHHC. TepMuH
«IPO(PUIAKTHICCKOS WM TCPANICBTHUCCKOCY JICUCHHC SABIACTCA OOIICTIPU3HAHHBIM B JAHHOH 0OJIACTH TCXHHKH H
BKITFOYACT BBCIACHHC XO3SHHY OJHOH MM OoJice MPEIIOKCHHBIX KOMIO3HIMi. JIeUeHHe, ecii ero MpoBOAAT 10
KIMHAYCCKUX TPOSBICHAH HE)KEIATEIFHOTO COCTOSHHA (HAmpuMmep, 3a00JICBAHHSA HIH APYTOrO HEKEIATCIBHOTO
COCTOSHHA >KABOTHOTO-XO3IWHA), ABIACTCA NPOQYUIAKTHYCCKHM (T.€. OHO 3allWINACT XO3IHHA OT PA3BHUTHA
HE)KEJIATCTIBHOTO COCTOSIHHUS), MPH 3TOM JICUCHHE, CCIH C€r0 INPOBOAAT IIOCIC IPOSBICHHSI HEXEIATCIHHOTO
COCTOSIHHS, ABIIICTCS TCPANICBTHYCCKUM (T.C. OHO NPEAHA3HAYCHO U CHWKCHHS, OCTA0NCHHS W CTAOMIH3AMHI

CYIICCTBYIOIICTO HEXKEIATCIFHOTO COCTOSHIA HIH €T0 MOOOYHBIX 3(P(PCKTOB).

B HacTOAIEM JOKYMCHTE TCPMHH «coeauHeHNES(-4)» BKIoUaeT coeauaeHus popmyis (1), (1A), (IB), (1C),

(D), (IE), (IF) u ux (papMaCBTHYCCKH MPHCMIICMBIC COTH HJIH CTCPCOU30MCPBL

TepMuH «apuia» B HACTOSINEM JOKYMCHTC BKIIFIOYACT 3aMCINCHHBIC MM HE3AMCIICHHBIC ApPOMATHYCCKHC
TPYIIBEI U3 OTHOTO KONBLA, B KOTOPHIX KAKABIH aTOM B KOJIBIC MPCACTABILICT CO00i yriepoa. [IpeamouTuTe bHO,
KOIIBIIO IPEACTABIIET COOOH 5-7-4JIeHHOE KOJBLO, OoJice MPEAIOUTHTENPHO O-4JICHHOES KOJBIO. TepMHH «apuiD
TaKOKE BKIIOYACT MONTHIMKIHYCCKHE CHCTEMBI KOJIELl, COACPIKAIUE JBA WIH 00Jice HUKIMIECCKUX KOJICIl, B KOTOPBIX
JBa HIH O0Jee aTOMOB YIJIEPOAA ABILAOTCA OOIMUMH JJIA ABYX COCEIHHX KOJEL, IIPHYEM IO MEHBIICH Mepe OJHO H3
KOJeL ABJIETCA apOMAaTHYCCKHMM, a, HApHMEp, APYIHE IMKIMYECKHE KOJIbI[A MOIYT MpPEACTABIATh CcOOOi
IUKJIOATIKHIIBI, ITHKI0ATKEHIIIBI, IUKIOATKHHHIIIBL, APUJIIbI, TETEPOAPHIIBI H/HITH TCTEPOIMKIHIbL. APHIbHBIC TPYIIITHI

BKITFOUArOT O¢H301, HadrammH, eHAHTPEH U T.4. [IpenouTHTEIbHO, TEPMHH «apHiD» BKIFOYACT (DCHUIL.
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TepMuH «reTepoapuy BKIIOYACT 3aMELICHHBIC HIIH HE3AMEIICHHBIC ApOMATHUYCCKHE CTPYKTYPBI U3 OTHOTO
KOJIbI]A, TPCAMOYTHTCIEHO S5-7-4ICHHBIC KOJBIA, OO0JICC NMPCAMOYTHTCIBHO S5-O-WICHHBIC KOJBIA, KONBICBBIC
CTPYKTYPBI KOTOPBIX BKIIOYAOT IO MEHBIICH MEpPE OAHMH IETEPOATOM, NMPEANOUTHTEIBHO OT OJHOTO A0 UYETBIPEX
TCTCPOATOMOB, 00JICC MPSATIOYTHTCIIFHO OJMH HITH ABA TCTCPOATOMA. TCPMIHBI «TSTCPOAPHD H KTCTAPUID) TAKKE
BKITIOYAFOT IOTHIIHKIHICCKAC CHCTEMBI KOJICTI, COACPIKAIIKC JBA HITH 00J16C MUKITHICCKUX KOJICI, B KOTOPBIX /1Ba HIIH
0ojice aTOMOB YITICPOJa ABIAIOTCA OOIMUMH I ABYX COCCIHHX KOJICH, TAC IO MCHBIICH MEpe OJHO U3 KOJCI
ABIICTCA TCTCPOAPOMATHYCCKAM, HANPHMEP, APYTHC IMKJIHYCCKHE KOIbLA MOTYT TPEACTABIATH COOO0H
IUKIOATKUIIBI, IHKIOATKCHUIIBI, IIUKJIOATKHHIIIBI, APHIIBL, TCTCPOAPUIBI H/HTH TCTCPOILHIIIHIEL [ eTepoapuiIbHbIC
TPYIITBI BKIIIOYAKOT, HAPHMEP, THPPOJ, PypaH, THO(PEH, IMHIA30]1, OKCA30JI, THA30JI, MHPA30J, MUPUIANH, ITHPA3UH,
mupuaasuH, wHAo , 1,2.4-okcammason, 1,3.4-okcammason, 1,3.4-tmammazon, OCH3MMHAA30J], MHPHMHIWH H T.J.
letepoapunbHas rpymma MOKET OBITH 3aMCIICHA MO OTHOMY HJIM OO0JICE IOJIOKCHHAM, €CIH 3TO JOMYCKAcTCs
BAJICHTHOCTBIO, JIFOOBIMH  HCOOS3ATCIBPHBIMH  3aAMCCTUTCIIMH, ONMCAHHBIMH B  HACTOSIIEM JIOKYMCHTC.

HPGI[HO‘ITI/ITGJ'IBHO, TCPMHUH «TCTCPOAPUTD» BKIIHOYACT HMHAA30IUT 1 HHAOJTUIL.

B HacTosmeM JOKYMCHTC TEPAINCBTHUYCCKOES CPEACTBO, KOTOPOC «IPEIOTBPAINACTY) HAPYIUCHHC MIIH
COCTOSIHHC, OTHOCHTCSI K COCIMHCHUIO, KOTOPOC B CTATHCTHYCCKOH BBIOOPKE CHHKACT UHCJIO CIIy4YacB HAPYLICHUS
WM COCTOSIHHS B BHIOOPKE ITOCIIC JICUCHIS IO CPABHCHHIO C KOHTPOJIBHON BBIOOPKOH O€3 JICUCHIS UITH 3 ICPIKUBACT
TPOSIBIICHAC WJIH CHIDKACT TSKECTh OJHOTO HIIH 0O0JICC CHMIITOMOB HAPYLICHHS HJIH COCTOSHHS MO CPABHCHHIO C

KOHTPOJIBHOH BHIOOPKOIT O€3 ICHEHHS.

TepMHH «JIeUCHHE» BKIIOYACT NPOPHIAKTHYCCKOS W/HIM TEPaleBTHYECKOE JIeUCHHE. TepMHH
«TpO(PUIAKTHYECKOS WIIH TCPANICBTHYCCKOS» JICUCHHUS ABISICTCS OOLICTPH3HAHHBIM B JAHHOW OOJIACTH TCXHHKH H
BKJTIOYACT BBCACHHC XO3SAHHY OJHOW WM GOJCe MPEIIOKCHHBIX KOMIO3HLHIA. JICUCHHE, ¢CITH €ro MpOBOIAT 10
KIHHHYCCKUX TPOSABICHUH HE)KEIATCIBHOTO COCTOSHHS (HANPHMEP, 3a00JICBAHUS WITH JPYTOT0 HEKEJIATCIBHOTO
COCTOSIHHS IKHBOTHOTO-XO3SIMHA), SBISCTCA NPOPHIAKTHYCCKHM (T.C. OHO 3AIMINACT XO3MHHA OT PA3BHTHA
HEKCTATCTILHOTO COCTOSIHIESL), TPH 3TOM JICUCHHE, CCTH Cro MPOBOMAT IOCIC MPOSBICHHA HEKEIATCIBHOTO
COCTOSIHHS, SIBJICTCS TCPANCBTUYCCKUM (T.C. OHO MPEAHAZHAYCHO TS CHIDKCHHSA, OCTAONICHUA WIH CTaOMIH3ALUH

CYIICCTBYIOIICTO HEXKEIATCIFHOTO COCTOSHUA HIH €T0 MOOOYHBIX A(P(PCKTOB).

B HacTtosameMm mOKyMCHTE (hpa3a «3aacpKKa TPOTPSCCHPOBAHUA» OTHOCHTCA K TMPOUCAYPAMH HITH
MPUMCHCHHAM, KOTOPBIC TNPCIHA3HAYCHBI UIA BPCMCHHOHM 3aCPKKH PAa3BHTHA 3a00JICBAHHA WA CHMITOMOB
3200J1CBaHAA (BKIIFOUAA BPCMCHHYEO 3aICPIKKY IOSABJICHHUS HIH BOSHHKHOBCHHA M0 MCHBINICH MCPE OTHOTO CHMITTOMA

KOHKPETHOTO 3a00JICBaHIS).

[Ipeamonaraercs, YTO TEPMHUH «HPOJCKAPCTBO» BKIFOUACT COCAMHCHHSA, KOTOPBIC B (DPH3HOIOTHYCCKHUX
VCIIOBHAX NMPEBPAIIAIOTCSA B TCPANICBTHYCCKH AKTHBHBIC are¢HTHI COTJIACHO HACTOSINEMY H300PETCHHUIO (HAPUMED, B
coeauacHUe (popmy sl (I)). OOmuM cocoOoM MOMYUCHHS MPOJCKAPCTBA ABIACTCA BKITFOUCHHC OTHOTO HITH 007ce
BBIOPaHHBIX (PParMEeHTOB, KOTOPHIC THAPOIM3YIOTCA B (DPH3HOJIOTHUCCKHX YCIOBHAX H BBICBOOOKAAIOT IICTICBYIO
MOJIEKYJIy. B Ipyrux BapHaHTax peann3alyy MPOJICKAPCTBO MPEBPAIACTCS B Pe3yibTate (JePMEHTHOH aKTHBHOCTH
>KHBOTHOTO-X03WHA. Hampumep, cioskHble 3(HpBI HiIH KapOOHATH (HApHUMEp, CIIOKHBIC S(UPBI MM KapOOHATHI
CHHPTOB HWIH KAapOOHOBHIX KHCIJIOT) SBILIFOTCS HPEANOYTHTECIBHBIMA IPOJICKAPCTBAMH COTJIACHO HACTOSIIEMY
m300PCTCHUIO. B ompeaeneHABIX BapHAHTAX PeaTH3allii HCKOTOPBIC WM Bee coeauHeHUA (hopmy st (I) B cocTtase,

OpEACTABJICHHOM BBINIC, MOTYT OBITh 3AMCHCHBI HA COOTBCTCTBYHOIICC MOAXOAAIICC MPOJICKAPCTBO, HAIIPUMEDP, TAC
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THAPOKCHJI B HCXOJHOM COCIMHCHUHM TIPHCYTCTBYET B BHJAC CIOKHOTO 3(pHpa WM KapOOHATa, WIH TpyIIa

KapOOHOBOH KHCIIOTHI B ICXOAHOM COCIHHCHUH IPUCYTCTBYET B BH/C CIOKHOTO 3(Hpa.

B Hactosmem JAOKYMCHTC TCPMHUHBI «COACPKATH» HIIH «co;[epmamnﬁ», B 06HICM ciyvac, HCIOJIb3YKTCA BO
BKIIIOYATCIIBHOM 3HAQYCHHUH, TO €CTh, AOMYCKAKOT HAJAIHC OJHOTO HIH Oouree JOIOJIHUTCIIBHBIX (HeyKa?)aHH])IX)

OTIMIUTCIIBHBIX MPHU3HAKOB HJIH KOMIIOHCHTOB.

B HacTosmeM IOKYMEHTE TCPMHMH «BKIFOYAIOMUID, a Talke APYTHE (OpPMBI, TaKHe KaK «BKIOUYAThH,

KBKIIHYACT» H «BKIIHOYAT», ABJIAIOTCA HCOIPAHUYIHBAKOIIUMHA.

B nacrosmem JAOKYMCHTC TCPMHUH «3a0071CBAHUEY HWJIH CHAPYWCHHUEC» OTHOCUTCA K MATOJOTHYCCKOMY
COCTOAHHIO B OPraHUu3MC, BRI3BAHHOMY NPHUYIHHAMH HJTA COCTOAHUAMH, BKIIFOUASI, HO HC OIPaHHYIHUBASICH YKA3AHHBIMH,
I/IH(I)GKI.[I/II/I, HpI/I06peTeHHI>Ie COCTOAHMA, TCHCTHUCCKHC COCTOAHHS, M XAPAKTCPUZYHOIIEMYCA CHMITOMAMH,

TO3BO IO IIUMHI I/IﬂeHTI/I(I)I/IIII/IPOBaTB €ro.

B nHacrosmem JAOKYMCHTC «HMALOHUCHT» HJIH ((Cy6’beKT>>, WM «HHAUBHAYYM», KOTOPOIO JiCHaT, BKIKOUIACT
YCIOBCKA H XHBOTHBIX, HC ABJLIIOIMUAXCA YCIOBCKOM, BKIFOYASA MICKOITHTAFOIIHX. MIIEKOMHUTAIOIHE BKIFOYAIOT
MPUMATOB, TAKUX KAK YCTIOBCK, HIMMITAH3C, TOPUJLUIBI H 06631>}IHI>I; JAOMAITHHUX YKHUBOTHBIX, TAKHX KAK c06a1<n, JIOmaau,

KOIIKH, CBUHBH, KO3bI, KOPOBBI, H T'PBI3YHOB, TAKUX KAK MBIIIH, KPBICHI, XOMAKH H IICCYAHKH.

Tepmun «xiaeTku CD47+, cBa3aHHbIE C 3a00eBaHHEM» 0003HAYaeT KIeTKH, uMeromue GpeHorun CD47+ u
CBA3AHHBIC ¢ 3aboyieBaHHeM. B ogHOM W3 BapuwaHTOB peanu3auud kietku CD47+, cBs3aHHBIC C 3a00JCBaHHEM,

HPEACTABILIOT COO0 PAKOBBIC KICTKH.

Tepmur «CD47+» HCHONB3YIOT B OTHOWICHWH (DEHOTHINA KICTOK, KOTOPBIC SBISIFOTCS MHIICHSIMH U
CBS3BIBAHHA IMPSII0KCHHBIM arcHTOM, OokupyromuM CD47-SIRPo. Knetku, nmeromue craryc CD47+, MoryT OBITH
HACHTH()HIHPOBAHBI My TEM MPOTOYHOW OUTOMETPHH C HCHOIb30BaHHEM aHTHTEeNAa kK CD47 B kauecte aQ(puHHOTO
murasna. Auturena k CD47, McueHHBIE COOTBETCTBYIOIIMM OOpa3oM, KOMMEPYECKH AOCTYIHBI I YKA3aHHOTO
MPUMCHCHHA (HATIPHUMCP, AHTUTCIBHBIN MpoaykT kioHa B6H12 moctymen B Santa Cruz Biotechnology). Knetkw,
KOTOPBIC HCCICAYIOT HA HAaHune (peHoTHNA CD47, MOTYT BKJTFOUATh CTAHJAPTHBIC 00PA3IB 11 OHOTICHH OITy XOJICH,
BKJIIOYAs, B YACTHOCTH, OOpPa3[bl KPOBH, B3ATHIC ¥ CYOBEKTa, Y KOTOPOTO NOAO3PEBACTCS HAJIHYHC SHIOTCHHBIX
paxoBbIx k1eTok CD47+. Knetku CD47, cBa3aHHBIC C 3200ICBAHHEM, TIPCICTABILIIONINC 0COOBIH HHTCPESC B KAUCCTREC
MUIICHEH U1 Tepaliy MPeIJI0KEHHBIMH KOMOHHAIMAMHE JICKAPCTBEHHBIX CPEICTB, MPEACTABILIFOT COOO0H KICTKH C
«TMOBBIIICHHOW 3Kcmpeccueiny CD47. Ykazanreie kietkn CD47+, kak mpaBHIO, MPSACTABIAIOT COOOH KICTKH,
CBA3AHHBIC C 3a00JcBaHKuEM, W MpeaoCcTaBsFoT CD47 Ha MOBEPXHOCTH C INTOTHOCTHIO, NMPEBBIIAOIICH OOBIMHYIO
miotHOCTh CD47 st knetok AaHHOTO THHA. [loBRImIeHHAs SKcpeccuss CD47 moxxeT OBITh pa3HOH IS pA3HBIX THIIOB
KJIETOK, HO B HACTOAMIEM JOKYMEHTE ITOIPAa3yMEBACTCS, YTO OHA OTHOCHTCS K JTF00oMy yposHIO CD47, xoTOpSIi IpH
OTIPECTICHUH, HANPUMEpP, MyTeM MPOTOYHOW IMTOMECTPHH HJIM HMMYHOOKPAIIWBAHWSA, WJIM AHATH3A SKCIPECCHU
TCHOB U T.J., IPEBbIIACT YPOBEHB, KOTOPBIH MOKET OBITh H3MEPEH B 3/I0POBOH COOTBETCTBYIONICH KIICTKE, HMEIOIIECH

(erotun CD47, KOTOPBII ABIACTCS HOPMOH /UL TAHHOTO THIA KJICTOK.

Hacrosmee u300peTcHAC BKIFOYACT KOMIO3HLAH, COACPIKAINMC (PapMALCBTUUCSCKA MPUESMIICMBIC COJH
COCOUHCHHI, OMACAHHBIX B HACTOALICM AOKYMCHTC, H WX NPHMCHCHHC B KOMIO3WLMAX H CIOCO0AX COrJACHO
HACTOAILICMY H300PCTCHHIO. B OmpelencHHBIX BApHAHTAX PEATH3ALMH NMPSAJOKCHHBIC COMH BKIHOYAIOT, HO HE
OTPAHUYHBAIOTCA YKA3AHHBIMH, COMH ANKAJI-, THAJKHI-, TPHAJKHI- HIH TCTPAATKHIAMMOHHA. B ompeaeieHHBIX

BAPpHAHTAX pCamM3alud NPCAIOKCHHBIC COJIM COTJIACHO H306perenmo BKIIFOYAKOT, HO HC OIPAHUIHBAOTCA
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VKa3aHHBIMHU, coiu L-apruamHa, OcHdTamMmHa, OcH3aTWHA, O€TawWHA, THAPOKCHIA KANBIHA, XOJHHA, JCAHOIA,
JUATAHONAMHUHA, JUATHIAMHHA, 2-(IH3THJIAMHHO)3TAHOJA, 3TAHOJAMHHA, 3THJICHIUAMHHA, N-MCTHITTIOKAMHUHA,
ruapadamuHa, 1H-umunazona, murus, L-mu3uHa, Maraus, 4-(2-ruapoxcuyTin)MopdomHa, mumepasnHa, Kams, 1-
(2-TUAPOKCHATHIT)-MHPPOIHANHA, HATPHA, TPHITAHOIAMHHA, TPOMETAMHHA H OUHKA. B ONpeneIcHHBIX BAPHAHTAX
peanm3aliy NpeanoIaracMble COJIM COTIIACHO H300PETCHUIO BKIIFOYAIOT, HO HE OTPAaHHYHBAIOTCA MMH, conH Na, Ca,

K, Mg, Zn unu Apyrux METAJLIOB.

DapManeBTHYECKA MPUEMIIEMbIC COJIH HMPHCOCIWHCHHSA KHCIOTHI TAKKe MOTYT CYIICCTBOBATh B BHJC
PasHBIX COJBBATOB, HANPHMEP, C BOAOH, METAHOJIOM, ITAHOJIOM, IUMETHI(DOPMAMHAOM H T.J. TarKe MOXKHO
MOJIY4aTh CMECH YKA3aHHBIX COJBBATOB. VICTOUHHKOM OOpa30BAaHHA YKA3aHHOTO COJBBATA MOJKET ABJATHCA
HCTOJTb30BAHHUE KPHCTAUTH3AIMOHHOTO PACTBOPHTEI, HCIOJB30BAHHE I IOJYYCHHS Y KPHCTAUTH3ALUH

PaCTBOPHTENS, HMCIOLIETO XapaKTEPHbIC CBOWCTBA, I BHCCCHHUE 3aTPABKH B YKA3aHHBIH PAaCTBOPHUTEIb.

INpenmnomaraercs, YTo0 B HACTOAIIEM JOKYMEHTE TEPMUH «(DapMaleBTHUCCKH MPHEMIEMAs COJIbY BKIIOYACT
BCE COJIM, H3BECTHBIC U MPUMEHACMbIC B 00JIaCTH (hapMaLCBTHUCCKHUX NpenapaToB. ®apManeBTHUCCKH PHEMIIEMbIC
COJIH BKJIFOUAIOT, HO HE OTPAHHYHBAIOTCA YKA3aHHBIMH, COJTH AMHHOB, BKIIFOYAS, HO HE OTPAHUYHBAACH YKA3aHHBIMU,
XJopHpokanH, XouuH, N,N'-TuOCH3WITHICHANAMIH, aMMHAK, AUITAHOJAMHH U JPYIHE THAPOKCHATIKHUIAMUHBL,
STHJICHAWAMHAH, N-METHWIITIOKaMHH, IpokamH, N-OeH3mwi(eHsTHIaMuH, 1-mapa-XiopOeH3ui-2-muppoauaus-1'-
WIMETHIOCH3UMHUIA30.T, IUSTHIAMEH H APYTHE ATKHIAMUHBL, MHICPA3HH H TPHC(THAPOKCHMETHIT)aMHHOMETAH;, COJIH
INECIOYHBIX METAJUIOB, BKIIOYAsd, HO HE OIPAHHYMBAACH YKA3aHHBIMH, JMTHH, KaaMi M HATPHH; COJIH
MICTOYHO3EMETIBHBIX MECTALIOB, BKIIOYAd, HO HC OTPAHHYMBAACH YKA3AHHBIMH, Oapui, KaJbLMi H MArHUH; COJIH
MEPEXOIHBIX METAJUIOB, BKIFOYAS, HO HE OTPAHHYHBASICH YKA3AHHBIM, IIUHK;, H COJIH APYTHX METAJLIOB, BKJIFOUAs, HO
HC OTPAHUYHBAACH YKA3AHHBIMHE, THAPO(oCc(haT HAaTpuA H (poc(haT TUHATPHS, H TAKKES BKIFOYAS, HO HC OTPAHHYHBAACH
YKa3aHHBIMH, COJH MHHCPAJIBHBIX KHCJIOT, BKIIOUYAsA, HO HC OIPAHHYHUBASICH YKA3AHHBIMH, THAPOXJTOPHUABI H
CyB(ATHI;, U COJTH OPraHMYCCKHX KHCIIOT, BKITFOUAS, HO HC OTPAHHYHBASCH YKA3AHHBIMH, ALCTATHI, TAKTATHI, MAJIATHI,
TapTPaThl, LHUTPATHI, acCKOPOATHI, CYKIMHATHL, OyTHpAThl, BajepaTsl W (pymaparsl. [Ipumepsl (hapManeBTHUCCKH
MPUCMIICMBIX COJICH BKJTFOUAIOT ALICTAT, JAKTOOHWOHAT, OCH30JCYIb(OHAT, Jaypar, OCH30aT, MajaTr, OMKapOOHAT,
Majear, Oucynb(ar, MaHaenar, OWTApTpaT, ME3WJIAT, OOpaT, MCTHIOPOMHA, MCTHIHHTPAT, 3ACTAT KaTbIHUA,
MCTHICYIb(AT, KaM3WIaT, MyKar, KapOOHAT, Ha(3umaT, OpOMHI, XIOPHI, HHUTPAT, KIABYJIAHAT, COdb N-
MCTHITTIOKAMUHA, LIATPAT, COJb AMMOHHS, TUTHAPOXJIOPHI, OJICaT, 3ACTAT, OKCANAT, SAH3HJIAT, TaMoaT (3MOOHAT),
3CTOJIAT, MATBMHATAT, 33UJIAT, MAHTOTCHAT, (hyMapar, ¢ocdat/mudochaT, TIONCITAT, IOTHTATAKTY POHAT, TTFOKOHAT,
CATMIMIIAT, TyTAMAT, CTCaPaT, TIHKOTHIAPCAHUIIAT, CYIb(aT, TCKCHIPES30PLMHAT, CYOALCTAT, COJIb THAPAOAMUHA,
CYKIMHAT, THAPOOPOMHL, TAHHAT, THAPOXJIOPHI, TAPTPAT, THAPOKCHHA(TOAT, TCOKIAT, HOAUN, TOSUIIAT, H30THOHAT,
TPUITHOOUI, JIAKTAT, MAHOAT U BAJCPAT, KOTOPBIC MOKHO NMPUMCHATH B JICKapCTBCHHOfI (I)OpMe A MOI[I/I(I)I/IK.':II.[I/II/I
PaACTBOPHMOCTH HJIH XAPAKTCPUCTHK THAPOJIH3a HWIA MOXXHO MNPHMCHATH B COCTABAX C 3aMCAJICHHBIM
BBICBOOOKICHHCM HJIH COCTaBaX Hposiekapcts. [lonyueHune (papMalCBTHUCCKH MPHEMIICMBIX COJCH, OMACAHHBIX
BBIIIIC, W JPYTHC THIOBBIX (papMalleBTHUYCCKH INPHEMICMBIX cosieli Oonee moapoOHO ommcano B Berg et al,
«Pharmaceutical Salts», J. Pharm. Sci. 66: 1-19 (1977).

TepMIH «CTEPEOH30MEPBD OTHOCHTCS K TFOOBIM SHAHTHOME PaM, JHACTSPCOU30MEPAM HITH FTCOMETPHUCCKAM
H30MEpaM, HAMPAMEP, COCAWHCHHH, OMMMCAHHBIX B HACTOALICM JOKYMEHTS. ECITH yKa3aHHBIC COCIUHCHHS ABIAIOTCS
XHAPATBHBIMH, TO OHH MOTYT CYINGCTBOBATH B PALCMHYCCKOW HIM ONTHYCCKH akTHBHOHW (opme. Tak Kak
(papMaLICBTHYCCKAA AKTHBHOCTD PALICMATOB WITH CTCPCOM30MEPOB COCTMHCHH COTJIACHO H300PCTCHHIO MOKET OBITh

pasnoﬁ, TO TPUMCHCHHC COGI[I/IHGHI/I?I, 060I‘aH.[eHHI>IX OJHHUM H3 SJHAHTHOMCPOB, MOKET OBITH JKCIATCIBHBIM. B 3THX
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CIIy4aAX KOHCYHBIX NMPOAYKT MM JAKE IMPOMEKYTOUHBIC BEHICCTBA MOTYT OBITh PA3JCICHBI HA HAHTHOMCEPHBIC
COCTMHCHUS XHMHYICCKUMH HTH (PH3HUCCKIMH CPEICTBAMH, H3BECTHBIMH CIICIHAIICTAaM B JAHHOH 00JIACTH TEXHUKH,
HJIH 7K€ MOTYT IPUMEHATHCS KaK TAKOBBIC B CHHTE3E. B Clydae paneMHUIECKHX aMHHOB THACTEPEOMEPHI MOTYyYAOT H3
CMECH IyTEM IIPUBCACHHUSA BO B3AHMMOJCHCTBHE C ONTHYCCKH AKTHBHBIM PA3ICILIOIMM arcHToM. llpmMepamu
TIOAXOSIIHNX PA3AC/IOIIX areHTOB SBILTIOTCS ONTHUCCKH AKTHBHBIC KHCIOTHI, Takue Kak R- u S-Gopmsl BHHHOH
KHCJIOTHI, AHALCTHIBHHHON KHCIOTHI, JUOCH3OMIBHUHHONW KHCIIOTBI, MHHAATHHOH KHCIOTHI, SIOJIOYHOH KHCIIOTHI,
MOJIOYHOH KHCJIOTHI, TOAXOAAIUX N-3aIUINCHHBIX AMUHOKHCIOT (Hampumep, N-OCH30mImpoiwHAa Wi N-
OcH30CYy Th()OHIITIPOTIMHA) HJIM  Pa3HBIX ONTHYECKH AaKTHBHBIX Kampopcymb(okucaor. Kpome ToroO,
MPEANOYTUTEIBHBIM SBIISIETCS XPOMATOrpaQuIeCKOe pa3ieiICHHE SHAHTHOMEPOB C MCIOJIB30BAHHEM ONTHYCCKU
AKTHBHOTO Pa3/ICIIIOIIETIO arcHTa (HampuMep, TUHATPOOCH30 WIS HUITIHIHHA, TPHALETATA LEJUTFOI03bI HIIH APYTHX
MPOM3BOJHBIX YIJCBOJOB MM IPEBPALICHHBIX B XHPAJbHbIC BCHICCTBA METAKPHJIATHBIX  IIOJIHMEPOB,

HMMOOHTH30BAHHBIX HA CHITHKATEIIC).

TepmuH «c10kHBIH 3pup» B HACTOAIEM AOKYMEHTE OTHOCHTCA K rpymmie -C(O)OR1 1, rae Ry nmpeacrasmser

co00H rHAPOKAPOIBHY IO TPYIILY .
TepMuH «aMuI» B HACTOSIIEM JOKYMEHTE OTHOCHUTCA K rpyme -C(O)NHo.

B onpenencHHBIX BapHAHTAX peaiH3alliH COCIWHCHUS, ONUCAHHBIC B HACTOSINEGM W300PCTCHHH, MOTYT
MPEACTABIATh cOOO0H pamemMartsl. B onmpeaencHHBIX BAPHAHTAX PEATH3ALHH COCIUHCHHS, OMMHCAHHBIC B HACTOSIIECM
H300PETCHUH, MOTYT OBITh OOOTAINCHBI OTHUM H3 YJHAHTHOMEPOB. Hanmpumep, cCoeTMHEHIE, ONMHCAHHOE B HACTOSIIEM
H300pETCHUH, MOKET HMETH 3.H. 6onee 30%, 3.1u. 40%, 3.1. 50%, 3.1. 60%, 3.1. 70%, 3.1. 80%, 3.1. 90% wau gaxe
3.1. 95% nmm Gosiee. B onmpeeIeHHBIX BApHAHTAX PEATH3ALHH COCTUHCHHS, OMTHCAHHBIC B HACTOSINEM H300PECTCHHUH,
MOTYT HMETh 0O0JIeC OJHOTO CTEPCOLCHTPA. B ONpenc/ICHHBIX BAPHAHTAX PCATH3AMUH COCIUHCHHS, ONMHUCAHHBIC B
HACTOAMIEM W300peTEHHH, MOTYT OBITh 0OOTAINCHBI OTHAM WM OoJiee quacTepeomMepamu. Hanmpumvep, coeauHeHHE,
OTHCAHHOC B HACTOAIICM H300PCTCHIH, MOKCT HMETH 1. 1. 6omee 30%, n.u. 40%, n.u. 50%, n.u. 60%, n.u. 70%, x.u.

80%, n.u. 90% wmm gaxxe O.1. 95% umu 6onee.

TepMuH «CYyOBEKT» BKIIFOUACT MJIICKOMTUTAIOIIMX (B YACTHOCTH, YCIOBCKA) U APYTUX KABOTHBIX, TAKAX KAK
JIOMATITHHC KHBOTHBIC (HAMPHMEP, KOMHATHBIC JKHBOTHBIC, BKITFOUAS KOIICK H CO0AK) W HCOJOMAITHCHHBIC 'KHBOTHBIC

(Takue KaKk TUKUE >KUBOTHBIC).

B onpeneneHHBIX BapWaHTAX pEANH3AIMH B HACTOAINECM H300PECTCHHH NPEUIOKCHA KOMITO3ZHIIHA,
COCPKAIASA MAJOMOJCKYIApHbIC WHIHOUTOPH myTH CD-47-SIRPo COBMECTHO ¢ arcHTaMu, KOTOPBIC MOTYT
AKTHBHPOBATH PELICHTOPSI, Takue Kak penentops! Fe (FCR) mmm mpodaronurapHsie penenTopsl, Wil APYTHE METOIbI
JECUCHUS, KOTOPbIC MPHMEHSIIOT B TEPAIlHH PaKa ISl aKTHBAMH IPO(aronUTapHBIX PEHENTOPOB I 0OCCICUCHUS

MAaKCHMAJTFHOTO MOTCHIHANNA Omokuposanus mytu CD-47-SIRPa.

Mpumep-1: CrocoOb! cHHTE3a U1 MOJTYYCHHS COCAWHCHAH, OMMHCAHHBIX B HACTOANIEM H300PCTCHHUH, ONHCAHbI B
HAXOJAIICHCS TAKKEe HA PACCMOTPEHUH MPEABApUTENbHON 3asiBKe HAa mateHT Muanu 201841001438, noganuHo# 12
staBaps 2018 roxa, kotopas Obia m3MeHeHa Ha 3aiBKy PCT/IB2019/050219, coaepskaHne KOTOPHIX BKIFOUCHO B

HACTOAIIUN JOKYMEHT BO BCEH MOJHOTE MOCPEACTBOM CCBHLIOK.

Buosiornueckuii npumep:
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Pearents1 DPBS (Gibco), RPMI 1640 C HEPES U L-GLN-500 ML (Lonza), pekomOuHanTHEH M-KC® uyemoseka
( R&D Systems), monokinoHampHOe aHTHTEI0 K CD47 (B6H12), (ymxumonampHoe amtuteno (Ebioscience),
H30THIHBIH KOHTPOb, [gG1 xamma memmm, (yHknroHameHbI ( Ebioscience), Vacutainer (azamrep Jlyep o B3saTus
HeckoapKuX 00pasmos) (BD), Vacutainer (remapus Hatpust (NH) 158 exurun U SP, npoOupku 1714 coopa kposu (BD),
Histopaque (mmotHOCTS-1,077 /M) (SIGMA 1077), pactBop Tpunmanosoro cuaero (SIGMA-T8154), remonuroMeTp
(Bright line-SIGMA Z359629), maGop mnst mH(QY3HH B BEHy BOJOCHCTOH uactu rosoebl (JMS), Oydep ma
quccormanuy Ki1eTok (Gibco), 48-TyHOUHBIC CTCPIIBHBIC IUIAHIICTHI C IIIOCKUM JHOM JIyHOK (Corning), kietku Raji,
SKCHPECCHPYOMHE IoIm(pepasy (Co31aHbl B Ta00PATOPHBIX YCIOBHAX MyTEM TPAaHC(PCKIMH T'¢HA JTIOUH(pepass B
xrerku Raji) mommHOMeTp, rurpomunme B (Invitrogen), cucrema ama uccnemosanusa mommpepassr Bright Glo
(Promega), 96-1yHOYHBII MIAHIICT, TOTHCTUPOJIbHBIN, BRICOKOMMPOU3BOIUTCIBHBIH, C OCIBIMH TyHKAMH C IIOCKHM

mHOM (Sigma CLS3912), anrureno k CD20 yenoseka (Invivogen hcd20-mab1), 6opre3omud (Selleckchem, S1013)
Ipumep — 2: Uccnenopanue paronurosa Ha 0CHOBE o pepasnl

IIpoBoaunu mcciaenoBaHue (parommrosa in Vitro A1 OUECHKH CIHOCOOHOCTH HCCICHYEMBIX COCIMHECHUH
ycuiuBaTh (DarOLUTAPHYI0 AKTHBHOCTh Makpo(aroB. Bwimemsanmn MOHODUTHI W3 KPOBH 3JO0POBBIX JOHOPOB H
BBIPAIIMBAJTH B TCUCHHUE 6-8 mHel ¢ ucnonbzoBanueM 10% cpeast RPMI (Memopuambabiii vHCTHTYT Po3ysmi-Tlapk)
H peKOMOUHAHTHOTO uenoBeyeckoro M-KC® mis auppepeHunpoBkr B Makpo(paru. 3aMCHSUTH CpPeay 4epe3 ACHB.
TMocne auppepeHIMPOBKHE COOHPATH HATUIIIHE MAKPO(paru myTeM OCTOPOKHOTO COCKAOIMBAHKS W BBIPAIIUBAIN B
10% RPMI B TeueHue HOUH TPH IIOTHOCTH 0,1 MIJUTHOHA KJICTOK HA JTYHKY B 48-7Iy HOUHOM IUIAHIICTE AJI1 TKAHEBBIX
KyabTyp. OZHOBPEMEHHO C STHM BBIpalIUBaIH KICTKH Raji (ki1eTouHas JuHUS JHM(OMSBI), SKCIPECCHPYIOIIHE
mormpepasy, B 10% cpene RPMI ¢ 100 mkr/mi rurpomuniHa B B kon0e 111 TKaHeBBIX Ky IbTyp. B AeHb (aronurosa
BBIICPYKUBAIH MAKPo (paru B OCCCHIBOPOTOUHOM cpeae B TCucHHS 2 HacoB. MukyOuposamu 0,4 MIJITHOHA KICTOK Raji,
AKCIPCCCHPYHOIIUX JEomU(pepasy, Ha IyHKY COBMECTHO ¢ aHTHTEIIOM kK CD47 ueioBeKa HIH H30THITHBIM KOHTPOJICM,
MbIEHBIM aHTHTea0M 1gG1 K, nim ¢ BEIOpaHHBEIMH COCTHHCHHSMH COTJIACHO HACTOSAIIEMY H300PSTCHHIO B PA3HBIX
KOHIICHTPALUAX IO OTACTPHOCTH WM B KoMOWHAmH ¢ anTATeIoM K CD20 yenoBeka B OCCCHIBOPOTOYHOM CPEaC B
teuerue 30 muHyT mpu 37°C u 106aBIUTH B COOTBETCTBYIOIIME JIYHKH 48-TyHOYHOTO IUIAHIICTA C BBICCSTHHBIMHU
Makpo(paramu. Yepes 2 uaca maBaxapl mpombiBamd KiIeTkd OBP w B kaxkayro nyHKy modasmamu mo 100 Mk
occcpiBopoTounoit RPMI. Kpome Toro, B kakayro OyHKY mobGasmsimm 50 Mka pearcHTa Bright Glow, mocie uero
TIEPEMEIINBAIN KJICTKA ¥ HHKYOHPOBAIM B TCUCHHE 5 MUHYT O€3 JOCTyTA CBETA. AHATH3HPOBAIH JEOMUHECIICHITHIO
HA AHAJTH3aTOPE IUIAHIICTOB IOCIC NMEPEHOCA CONCPKHMOTO KAKIOH JYHKH B Ocnblii miaHmer. HTEHCHBHOCTD
TMIOMUHECIICHIMY YKAa3bIBAJIA HA YPOBCHb (paronurosa. Kaxkmoe 3KCHepHMEHTAIbHOE YCIOBHE HCCIICAOBAIH B JBYX

MOBTOPHOCTAX. Pesymsrarsl npuseacHsl Ha OUT. 1.

Pesymprarsl Ha ®HT'.1 mOKa3eIBArOT, YTO 0O0PAdOTKA OMyXOJIEBBIX KJIETOK aHTHTENOM K CD20 wenoseka
TMPUBOANT K 3HAYHTCIBPHOMY YCIJICHHIO (Daronuro3a MO CPAaBHCHHIO C NPHMCHCHHEM TOJBKO COCAWHCHHA,

omoxupyromero CD47-SIRPao.

Mpumep — 3: Hceaenosanne garonuroza MakpodaraMn 4e10BeKa 17151 OIEHKN COeNHEHNIT B KOMOMHAININ C

oopTe3oMudoM

IMpoBoamnu wccaeaoBaHWE (paromurosa in Vitro Jis ONCHKH CHOCOOHOCTH HCCIICAYCMBIX COCHHHCHHIT
ycuianBaTh (DarONUTApPHYI0 AKTHBHOCTh Makpo(aroB. BIIemsim MOHOIMTHI W3 KPOBH 3A0POBBIX JOHOPOB H
BBIPAIIIUBANIH B TCUCHHUE 6-8 THEH ¢ HCHONB30BaHUEM MOMHOH cpeasl RPMI (MeMopHanbHbI HHCTHTYT Po3yami-

INapk), aomomHenno# 20 Hr/mMa pexoMOnHaHTHEIX M-KC® uenoseka, mmst auddepeHnmposkr ux B Makpodarn.
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3ameHamH cpexay uepe3 AcHb. ONHOBPESMCHHO ¢ 3THM BhIpammBamn kKietkn H929 B momvoit cpeae RPMI m
obpabarsiBa 10 HM GopTe3ommubOoM B TeueHme 48 wacos. Ilpekpamany moctyn Makpo(aroB K HMHTATEIbHBIM
BCINCCTBAM, BBIICPKHBAS HX B TeucHHE 2 yacoB B OcccriBopoTounoii RPMI. BricemBamu okpamenusie CFSE,
o0OpaboTaHHbIc/HCOOpaOOTaHHBIE OopTe3oMHOOM KieTki H929 (kieTouHas NHHHSA MHOKCCTBCHHOHW MHCIIOMBI) C
WIOTHOCTEE  0,2x10° KIETOK/TyHKA B 96-IyHOYHBIA IUIAHIIET C HH3KHM YPOBHEM CBA3BIBAHHA KJIETOK H
obpadarsBanu ounimeHHEIM aHTHTeIoM B6H12 ¥ CD47 yenoseka (5 MKI/MIT)/H30THITHBIM KOHTPOJICM, MBIIITHHBIM
aarurenoM IgGl K (5 MKr/Mi)/BBHIOpaHHBIMH COCTUHCHHSMH COTJIACHO HACTOALIEMY H300PETCHHIO B Pa3HBIX
KOHLCHTpaMIX B OecchBOpOTOUHON cpene B TeueHHe 30 muHyT mpu 37°C. JoGapmsuin MakpoQard, KOTOPBIM
MpeKpaIna Iy JO0CTYI K CBIBOPOTKE, K KiieTkam H929 npu otHOmeHun 1:4 (Makpodaru:kietku H929) un nakyOuposamm
B TeucHue 2 yacos npu 37°C. Okpamuamm kieTkH B kaxaoil myHke APC x CD11b yenoseka B TeucHue 30 MUHYT
mpu 4°C 6e3 JocTyma CBeTa, mocie uero (pukcuposamm ux u nmposoguwmm aHamu3 FACS. KieTku ¢ moinokute 1bHbIM
crarycoM FITC u APC paccmarpusanu kak kietku H929, parouuruposannsic Makpodaramu. JJaHHbIC, TOTYUCHHBIC
Ha FACSVerse, aHATH3HPOBAIH IIPH IMIOMOIIH NMPOorpaMMHOro odecmneucHusa Flow Jo. Pe3ynbraTsl mpuBEICHBI HA
OUTI'. 2.

Pesymprarsl Ha ®@HI'.2 moKa3bIBAIOT, YTO 0OPAOOTKA OIMYXOJCBBIX KJICTOK MHTHOHTOPAMH MPOTEACOMBI
(6opTe30MHOOM) TMPHBOJUT K 3HAYHTCIHHOMY YCHJICHHIO (DaroIWTo3a IO CPABHCHHIO C MPHMCHCHHEM TOJBKO

coenuHeHus, 6nokupyromero CD47-SIRPo.

Ipumep — 4: Uccaenoanne 3pPeKTUBHOCTH COHHEHNSI 6 B KOMOMHAINH ¢ aHTUTEI0M K PD-L1 B cunrennoii

Mojes JuMpombl A20

B manHOM wcciaenoBaHuu S()(PCKTHBHOCTH B CHHICHHOH Mozaenu auM(pombl A20 HCIOIB30BATIH CaMOK
meimei Balb/c (BALB/cAnNTac) (Bo3pacToMm 6-8 HECITb), BRIBSACHHBIX B TabopaTopuu. JKHBOTHBIX MAPKHPOBAIH
HHIMBHIAYAJIbHBIMH MMOMETKAMH HA XBOCTE U BBIICP/KUBAIH B KJICTKAX C MPHKPCILICHHBIMH HACHTH(UKALIMOHHBIMH
KapTaMH, Ha KOTOPBIX OBLT YKa3aH KOJ MCCIICIOBAHHSA, JAThl MPOBCACHHUS SKCICPHUMCHTA, MO H YUCIIO >KHBOTHBIX.
Bo BpeMs 3KcHepHMEHTa >KHBOTHBIX B3BCIIMBAIH CXKeIHEBHO. Kierounyro muHmio A20 (nmuHEHA B-xmetouHoit
muM(pOMBI, TOTYyYCHHAS W3 CHOHTAHHBIX HOBOOOPA30BAaHHH W3 PETHKYJUIPHBIX KJICTOK, OOHAPYKECHHBIX y CTApOi

Mmei BALB/cAnN) npuobperanu B ATCC.

Korma cpemnuii 00BEM OIYXOJNH OCTHIAN HPHMEPHO 75 MM>, ClOy4aiiHBIM 00pa3oM pacHpec/suin
JKABOTHBIX C YYETOM 00BeMa OmyXom 1o yeThipeM rpymmaM (0T G1 mo G4) mo aseHaanmaTs kuBOTHBIX (N = 12) B
KOKIOHW W BBOIHIIH HOCHTCIIb, COSTUHCHHE 6, aHTUTENO K PD-L1 MbIH 0 KOMOWHATIAIO COCTUHCHHS 6 M AaHTHUTEIA K

PD-L1 mpImu, Kak YKa3aHO HHIKE:

I'pymma | Coennnenne Joza Yacrora Cnocod O6neM 10361
Hocurens,

Gl 0 mr/kr JlBa pa3a B nens (bid) | IlepopanbHsrit 10 Mur/kr
KOHTPOJIb

G2 CoenuHeHue 6 30 mr/xr JlBa pa3a B nens (bid) | IlepopanbHsrit 10 Mur/kr

AnTureno x PD-
B 1 ncwp, 3 ngcHb, 6
G3 L1 mpmmm 200 MKI/>KHBOTHOE H.IL 100 MKJI/MBINIB

JICHb H 9 ICHB
(xmon 10F.9G2)
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I'pymnna | Coennnenne Jo3za Yacrora Cnocod O6nem 10361

Coenunenne 6 +

JBa pasa B aeub (bid) +
aatureno k PD- | 30 wmr/kr + 200 Ilepopanensii, | 10 mur/kr, 100
G4 B 1 acHb, 3 AcHD, 6 ICHD
L1 mpmm MKT/’)KHBOTHOC H.II MKJI/MBITITb
H 9 IcHb

(xmon 10F.9G2)

IIpoxgomwkanu neucHue B TeucHHE 21 AHA, OLCHHBAIH OOMYHO 3(P(CKTHBHOCTH W NECPCHOCHMOCTH 3a

YKa3aHHBIH MICPHO,] HA OCHOBAHUH H3MCHCHH I 00EMa OTTY XOJTH U MACCHI T¢I, HAOIFOAACMbIX B ICPHO JICHCHHS.

OrMeuanu MacCy TCjIa OTACJIbHBIX JKUBOTHBIX NCPEA BBCACHUCM COCIUHC HUA 6 B TCUCHHE BCETO nepuoga
JKcTiepuMeHTa. OTCIEKUBATH CMEPTHOCTH/TSDKECTh 3a00JICBaHUS )KUBOTHBIX Pa3 B JCHb B TCUCHHE BCETO IEPHOAA
OKCIICPUMCHTA, a TAKIKC MPOBCPATH KIIMHUYCCKUC NMPHU3HAKUA Pa3 B ACHb B TCUCHHC BCCIO NMCpHOAA SKCHICPUMCHTA.
Wzmepsmm 06beM ONMyXO0JH Y )KHBOTHBIX BO BCEX I'PYIIAX JICUCHUS TPH pasa B HeACTO (pa3 B 2-3 JHA) MPH MOMOIIHU
nu(pOBBIX INTAHICHIMPKYJeH Vernier. B kaudectBe mokaszatens >((EKTHBHOCTH BBMUCIAIH 3HaueHHA % T
(neuenue)/C(xouTpoas) u % TGI (% nogasneHus pocta omyxou). [TocTpoeHue rpa(p)KkOB U CTATHCTHYCCKUH aHATIH3
npoeoauan npu nomomu GraphPad Prism®, sepcus 7.0. [l aHanu3a JaHHBIX 00 00BEME OIYXOJIH IIPOBOIUIIH
CTATHCTHYECKOE CpPaBHEHHE HA 18 IeHb BO BCEX IPyMIIax mpu noMony oaHo(paxkropHoro ANOVA ¢ uenonb3oBaHuEM
KPUTEPHA MHO’KECTBCHHBIX cpaBHeHHH JlaHHeTTa. OLUEHKY PE3yIbTaTOB BCEX AHAIM30B M CPABHCHHI IPOBOIIIIH HA
ypoBHE 5% (p<0,05). 3naueHue «p» MeHee 0,05 paccMarpuBaiH Kak 3HAYHMOE. Pe3ynbTaThl H CTATHCTHUECCKHE

JAHHBIC MMPUBCACHBI HIHKC B TabIHIE.

I'pynna | Coexqunenne Ho3a % TGI
Gl Hocwutenp, KOHTPOJIb 0 mr/xr (bid) -
G2 CocmuHeHue 6 30 mr/kr (bid) 72%
G3 Awnrureno x PD-L1 Mpimm 200 Mxr/xuBoTHOE | 41
30 mr/kr (bid) +
G4 Cocaunenue 6 + antureo K PD-L1 Mpimm 9k
200 MKT/5KMBOTHOE

Onnroakropueiii ANOVA, kpuTepuii MHOXKSCTBCHHBIX cpaBHeHHH Jlammerra: *-p<0,05, ***-p<0,001; TGI —

TIOJABJICHUC POCTA OIYXOJIH,

Coenmnenne 6 B go3e 30 Mr/kr bid mpu mpuMEHEHNH Kak B KayeCTBE CAWHCTBCHHOTO arcHTA, Tak H B
KOMOHMHAIMH ¢ aHTHTEenoM K PD-L1, Xopomo mepeHOCHI0Ch B OTCYTCTBHE KAKHX-THOO KIMHHYCCKUX IPH3HAKOB,
CBA3aHHBIX C JICUCHUEM, H CMEPTHOCTH, YTO YKa3bIBAJO HA MPEBOCXOIHYIO IEPCHOCHMOCTD HCCIIEYyEMBIX ATCHTOB BO
BBOJWMBIX TO3HPOBKAX. B KOHIE meproaa JedeHHs A COCAMHCHUS 6, BBOJMMOTO OTACNBHO B 03¢ 30 MI/KT,
aaTutena Kk PD-L1 MbImu, BBOAUMOTO OTACIBHO, H COCTHHCHUA 6 B KOMOHHAIWH C AaHTHTSIOM K PD-L 1 MbImmm, ObLr
TOKa3aHbl 3HAUYCHUA nonxasieHus pocra onyxomn (TGI) 72%, 41% u 90%, cootBercTBeHHO. BimsiHue neueHUs Ha

KHHETUKY POCTa ommyXoim rpaduiecku npeacrasicao Ha ®UT. 3.

Kpome Toro, 6BLT0 3aMCUCHO, UTO COCIMHCHAC 6 B KOMOWHAIMH ¢ aHTHTSIOM K PD-L 1 MBIy mpuBoAHIIO K
3HAYHTCIHHO YCHIICHHOMY TIO/IABIICHHIO POCTA OTYXOJIH, a TAKKE K O0JICC PO J0KATCIFHOMY OTBETY IO CPABHCHUIO
CO crocobamMH IICUCHHS ArcHTAMH IO OTACHBHOCTH. Y 5 m3 11 >KHBOTHBIX, KOTOPBIX JEYHIH KOMOHWHAIWCH

coenmHEHUS 6 u anTuTena K PD-L1 Mbimm, Habmromamm MOJTHY IO pErpeccHro omyxod. [1ogaBneHne pocTa omy X0y,
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HAOTFOIaCMOC TPH JICUCHHUH TOJIBKO COCIMHCHACM 6 W KOMOWHAIMCH COeTUHCHHA 6 ¢ anTtuTenoM K PD-L1 Mbrmm,

OBLIIO CTATUCTHYCCKH 3HAYAMBIM.
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DOOPMVYIJIA N30BPETEHUSA

1. Kommoszumus, coaepskamas areHT, Omokupyrommit CD47-SIRPo, w omuH wim 0071¢¢ MPOTHBOPAKOBBIX

arcHTOB, Tae arcHt, Onokupyrommit CD47-SIRPa, mpeactasieH coenuaeHIEM (popmy sl (I):

R, R, O R,
R N )J\ )\
a\N \v)\N N COOH
\ H .L
b

N—O
U]

wm ero (hpapMaICBTHYCCKH MPHEMICMON COJIBI0 HJIH aMHIOM, HWIH CIOHBIM 3(UPOM, HIH

CTCPEOH3OMEPOM; TIC

R, mpexacrasser coboit Bogopoa; u Ry mpeacrasmser coboit Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,):NHC(=NH)NH,, -(CH2)sNH,, -CH,CONH,, -CH»-apun wmu -CH,-rerepoapun;, um R, u Ri coBmecTHO ¢

aToOMaMu, K KOTOPBIM OHH MMPUCOCAUHCHBI, 00PA3YIOT MUPPOTHINHOBOE KOJIBIO;

R, mpeacrasmster coboit Bogopoa, -(CH,)sNHC(=NH)NHa,, -(CH,),CONHa, - (CH»),COOH, -CH;-apwi uiu

-CH,-rerepoapu;

Ry, mpeacrasmster coboii Bomopox; u Rs mpeacrassiet coboii Bogopoa, -CHa-apu, - (CH»)sNHC(=NH)NH,,
-(CH»);CONHa,, -(CH,),COOH, -(CH)sNH> nm -CHs-rerepoapur, wim Ry, u R3 COBMECTHO C aTOMaMH, K KOTOPhIM

OHH IIPHCOSIUHEHBI, 00PA3YIOT MUPPOTHAUHOBOE KOJIBIO.

2. Kommozuius mo m.1, OTIHYAOIIAACA TCM, YTO YKA3aHHBIH MPOTHBOPAKOBBINH arCHT MPSACTABIIACT COOOM

XHUMHOTEPANICBTHYCCKUN arcHT WJIH HMMY HOMO/TY THPYIOIIUN arcHT.

3. Kommozuiusa mo m.1, OTIHYAOMIAACA TCM, YTO YKA3aHHBIH MPOTHBOPAKOBBINH arcHT MPSACTABIIACT COOOM
TEPANICBTHUCCKOE AHTHUTEJIO0, HALCJICHHOC HA OIMYXOJCBBIC AHTHUICHBI, KOTOPBIC CTUMYJMPYIOT AKTUBUPYIOLIUE

peuentopsl Fe (FcR).

4, Kommozumuss mo 1.3, OTIHYAIA’ACS TCM, YTO YKA3aHHOC AHTHTCIO BHIOPAHO W3 TPYIIBI AHTHTCIH,

CcocoOHBIX A(H(PCKTHBHO HHIYLHPOBATH (DATOIHTO3.

5. Kommosumust mo m.4, oTiMyaromasicss TeM, YTO YKa3aHHAs TPYIIa aHTHTEN, CHOCOOHBIX 3((EKTHBHO
HHIYOHPOBaTh (harouwntos, BKimodaetT aHTuTeno kK CD20 (putykcmmal, THYKCETaH, TO3HTYMOMAO0), KOMOHHAIHS C
KOTOPBIM HMEET KOHKPETHOC NMPHUMCHCHHE B JICUCHHU HEXO/UKKHHCKHX B-KI€TOWHBIX THM(OM H XPOHHYESCKOTO
mmdonurapHoro jaeikosza (XJUI); antuteno k CD22 (3mpary3ymal), KoOMOMHAIMSA C KOTOPHIM HMEET KOHKPETHOC
MPUMCHCHHC B JICUCHUH B-KIICTOYHOTO JICHK03a M BOJIOCATOKIICTOYHOTO Jiciiko3a; anTHTea0 K CD52 (amemty3ymad),
KOMOHMHAIIMA C KOTOPBHIM HMEET KOHKPETHOE IPHMCHCHHE B JIeUeHHH B-knerounoro m T-KieTodHOTO Jeiko3a
(xpoHmUCCKOTO THM()OLUTAPHOTO JICHK03a);, aHTHTea0 K CD33 (reMTy3yMal 030TaMHUIAH), KOMOWHAIHSA C KOTOPBIM
HMCCT KOHKPCTHOC MPUMCHCHHC B JICUCHHH MHCIONIHOTO JICHK03a (OCTPOTO MHCIOTCHHOTO JICK03a); TPacTy3yMa,
KOMOHMHAIIMA C KOTOPHIM HMEET KOHKPCTHOC NPHMCHCHHC B JICUCHHH PaKa MOJOYHOH »Kele3bl, Oeparmsymao,
KOMOHMHAITHA C KOTOPBIM HMCEET KOHKPETHOE NMPUMCHCHHE B JICUCHHH OMPCICICHHBIX THIIOB OITYXOJICH TOJOBHOTO
MO3Ta W ONPCACICHHBIX THIOB PAKOBBIX 3a00JCBAHHUN MOYKH, JICTKOTO, TOJCTONW KWINKH, MPAMOM KUINKH, MICHKH

MATKH, SHYHAKA W (paTIonueBoi TpyObl; IeTyKCHMad, KOMOWHAIHS C KOTOPHIM HMEET KOHKPETHOEC MPUMCHCHHC B
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JECUCHUH Paka TOJICTOH KHIOKM W TOJOBHI WM IICH; MAHHTYMyMa0, KOMOWHAIHA C KOTOPBIM HMEET KOHKPETHOC
MPUMCHCHHC B JICUCHHH KOJIOPCKTAIBHOTO paka; antuteno k CD38 (maparymymad), KOMOHMHALHA C KOTOPBIM HMCCT
KOHKPETHOE IIPUMCHCHHUCE B JICUCHHH MHOKECTBCHHOH MHEIOMBI, anTHTEN0 K CD96, anTHTeno k CD44, anTHTEN0 K
CD123, xoMOHMHAIMA C KOTOPHIMH HMEET KOHKPETHOC IIPUMCHCHHWE B JICUCHHH MHCJIOTCHHBIX JICHKO30B;
odarymymad, KOMOHHAIHA C KOTOPBIM HMEET KOHKPETHOE MPHMECHEHHE B JICUCHUH XPOHHUCCKOTO THM(OIUTAPHOTO
neliko3a; oOMHYTy3yMa0, KOMOWHAIMA C KOTOPBIM HMEET KOHKPETHOC NMPUMCHCHHE B JICUCHHH (DOLTHKYILIPHOH
muMQOMBI;, areMTy3ymMad, KOMOHHAIMA C KOTOPHIM HMEET KOHKPETHOC NPHMCHECHHE B JICUCHHHM B-KIeTOUHOTO
XPOHHYCCKOTO JTUM(POLUTAPHOTO JICHK03a, HOpUTYMOMA0 THYKCETaH, KOMOMHALIUA C KOTOPBIM HMECT KOHKPETHOC
MPUMCHECHHE B JCUCHUH B-KJICTOYHBIX HEXOKKUHCKHX TUM(OM; TUHYTYKCHMAO, KOMOWHALHS C KOTOPBIM HMECT
KOHKPETHOE TPHMCHEHHE B JICUCHHH HEHPOOIACTOMBI, H HEIUTYMyMa0, KOMOHHAIUS C KOTOPBIM HMEET KOHKPETHOE

NPUMCHCHHUC B JICUCHUH PAKa JICTKOTO.

6. KoMmosumust mo moOoMy u3 mm. 1-5, OTIHYAOIAAcsA TEM, YTO YKA3aHHBIH NPOTHBOPAKOBBIM arcHT

npeacrasiaeT cooolt aututeno k CD20, BeiOpaHHOE U3 pUTYKCHMada, THYKCETaHA H TO3UTYMOMAaoba.

7. Kommoszuius nmo m.2, OTIMYAOIAACA TEM, YTO YKA3aHHBIH XHMHOTEPAIICBTHUCCKUN arcHT MpPEACTABICT
coboif MHruOMTOp mMpoTeacoMbl (OGopTe3oMuO, HMKcazoMud H Kappma3oMuO), AHTPALUKIHHB (IOKCOPYOHILHH,
SMUPYyOUIMH, JAyHOPYOWIMH, WAAPYOWIMH, MHTOKCAHTPOH), OKCAJIHMIUIATHH, IHKIo(pochamun, OICOMUILIMH,
BOPHHOCTAT, NAKIHMTAKCced, S-(Topypaunmni, LHMTapaOWH, JCKAPCTBEHHbIC CpEACTBA, WHruOmpyromue BRAF
(mabpagenud, semypapenud), uaruduropsr PI3K, nonerakcen, muromunus C, copadeHHO HiIH TAMOKCU(CH; HITH HX

KOMOMHAIIHIO.

8. Komnosunusa no ymoGomy u3 mm. 1-2, OTIMYAKOINAACSH TEM, YTO YKA3aHHBIH IPOTHBOPAKOBBIH arcHT

MPEACTABIACT COOOH HHTHOUTOP MPOTECACOMBI.

9. Kommosumust mo 1.8, oTIHYaromasics TeM, YTO YKa3aHHBIH MPOTHBOPAKOBBIH arcHT MPEICTABISCT COOOM

00pTe30MHO, HKCA30MHO MK Kap(QHI30MUO HIH HX MPOH3BOTHOC.

10. Kommosuiusa mo m.2, OTIHYAromascs TeM, YTO YKA3aHHBIM XUMHOTEPANICBTHUCCKUN Aarc¢HT MPEACTABISCT
coboii abmparcpoHa arerar, aQaTHHHO, ANACCICHKUH, aneMTy3ymad, aHACTPO30J, AKCHTHHHO, OCIHHOCTAT,
OCHIAMYCTHH, OHKATyTaMuI, OTHHATYMOMAO, 00CyTHHHO, OpeHTYKCHMA0, Oycy ab(aH, Kaba3UTaKCeI, KANCUUTa0WH,
kapOomIaTuH, KappumoMuO, KAPMYCTHH, LCPUTHHHO, KIO(apaOWH, KpH30THHHO, makapOaswWH, JAKTHHOMHWIIUH,
JMA3aTHHHO, ACTAPCITHKC, ICHIICHKIH, JCHOCYMA0, SH3AIyTaAMH, SPHOYIHH, SPJIOTHHHO, 3BCPOTHUMYC, SKCCMCCTAH,
sKkceMecTaH, (pnymapabuH, (ynBecTpaHT, reuTHHHO, TOocepelwH, HOPHTYMOMA0, HMATHHHUO, HWIHIAMYyMao,
HPHHOTCKAH, WKCAOCTIHIOH, JANaTHHHO, JCHATHIOMHEZ, JICTPO30J, JCHKOBOPHWH, JCYNPOJNHA, JOMYCTHH,
MCXJIOP3TAMHH, MCTCCTPOJ, HENApaOWH, HWIOTHHHO, HHBOIYMAa0, oOjamapud, OMALCTAKCHH, MATOOIHKIHO,
MAMAAPOHAT, MAHUTYMyMa0, MaHOOMHOCTAT, MA30MaHUO, IMIracmaprasy, neMOpoIn3yMad, meMeTpeKcel THHATPHUS,
mepTy3yMa0, miepukcadpop, MOMATHIOMHI, TOHATHHHO, MpaNaTpeKcaT, mpokapOasuH, paxuii 223, paMmynupyMao,
peropagernd, rlFNa-2b, poMunencuH, CYHHUTHHHO, TEMO30JOMHJ, TEMCHPOJUMYC, THOTENA, TO3HTYMOMAOo,
TPAMCTHHHUO, BHHOPCIOWH, a0apeiuKC, ATACCICHKHUH, ANMTPCTHHOWH, AJUIONYPHHOJ, ANTPCTAMHH, TPHOKCHI
MBIIIBAKA, ACAPATHHA3Y, A3aUUTHINH, OCKCAPOTCH, OapHIHUTHHHO, OopTe30MuO, Oycymb(aH 11 BHYTPHBCHHOTO
BBeOCHHUA, Oycymp(paH Uil TEPOPANBHOTO BBCACHHSA, KANyCTCPOH, ICTYKCHMAaO, XJIOPaMOYIWI, LHCIUIATHH,
KIAapuOWH, JaTTCIAPHH HATPHA, ACHWTAOWH, AH(PTHTOKC, IUCYIb(upaM, ACKCPA30KCAH, APOMOCTAHOTIOHA
MPOTHOHAT, JKyIH3yMad, 3CTPaMyCTHWH, 3Tomo3mza (ocar, >Tomo3mn, (PCHTAHWIA LHTPAT, (PUATPACTHM,

(pmoxCypunuH, reMumTaOWH, TUCTpenWHA anetar, (ocamuna, wHTCPPepoH ambda 2a, manmaTHHUOA AWTO3HIIAT,
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JEBAMH30JI, MapH30MHO, MEXJIOp3TaMHH, Mel(anaH, MEpKaNTONYpPHH, METOTPEKCAT, METOKCAJCH, MHTOTaH,
HAHAPOJOHA (DCHNPOMUOHAT, HOPeTyMOMa0d, OmMpPO30MHO, TATQHUITPACTHM, TICHTOCTATHH, NHIOOPOMAH,
IUTHKAMUAINH, TPOKApPOAsWH, XWHAKPHH, PacOypHKasy, PYKCOHTHHHO, pyKamapuO, CTPCNTO30LHWH, TCHHUIIO3HA,
TCCTOJNIAKTOH, TATHAOMHUA, THOTYAHWH, TONMOTCKAH, TOPSMHU()CH, TPCTHHOWH, YPALWJIOBBI HIPHT, BAIPYOHIMH,
BUHOJIACTHH, BHWHKPHCTHH, HHpamapuO, Beaumapu0, TamazomapuO, 30Je¢ApoHAT, HOpYyTHHHO, aduaubepuent u

HICTATHCHO.

11. Kommosuius o m.2, OTIMYAIAALCA TEM, YTO YKA3aHHBIM HMMYHOMOZYJHPYIOIIUI arcHT NpeACTaBIACT
CO00H KOCTUMYJIATOPHYIO HIH KOWHTHOUTOPHYIO MOJICKyay, Bkimouyas CTLA-4 (mampumep, ummmumymad), 4-1BB
(mampumep, ypenyma® u yrommiaymad), anturena k PD-1 u PD-L1 (manmpumep, HuBOIyMad, memOpom3ymMad,
are3omam3yMab, aypsanyMad u kampenusymad), anturena k murokmHam (IL-10, TGF-6era), antutrema x TIM-3,

antutena k LAG3, anturena k B7H3, anturena k B7H4 uma antutena k B7H6; wim uX KOMOWHAIHIO.

12. Kommosuruss mo m.l, oT/muaromascs TeM, 4YTO YKazaHHbIH arcHT, Omoxupyromuii CD47-SIRPa,

MPEACTaBIACT COOOH areHT, KOTOPbIif OokupyeT B3aumoaciicTeue Mexxay CD47 u SIRPa.

13. Komnosunusa mo 1.1, oramuaromasics TeM, 4To OJokupoBanue Bzammoneiicteua Mexay CD47 u SIRPa

HHAYLHPYET (haromuTo3 OIyX0ICBBIX KICTOK, SKkcnpeccupyromux CD47, makpogaramu.

14. Kommosumust mo m.1, orTimuaromascss tem, uto R; mpeacrasmier co6oit Bomopox, - (CH2):CONH,,
(CH2)2COOH, -(CHz)sNHC(=NH)NH2, -(CH2)4NH2, -CHQCONHQ, -CHQ-(I)GHI/IJI un -CH-uMumas3ommn.

15. Kommosums no 1.1, orimyaromasics e, uto R, mpeacrasisier co6oit Bogopoa, - (CH2)sNHC(=NH)NH,,
(CH,),CONHa, -(CH,),COOH, -CH»-pennt win -CH,-uMuza301mI.

16. Kommozuiuss mo m.1, oTimuaromascs TeM, 4rto Rj; mpeactasmsger coboit Bomopoxn, -CHi-(enmn,
(CH2)3NHC(:NH)NH2, '(CHQ)QCONHQ, -(CHQ)QCOOH, -(CH2)4NH2 umn -CH,-umumaso .

17. Kommozuiuss mo 1m.16, oTimuaromasca TeM, uto Ri; mpeacraBmier coOoii Bomopond, - CHa-deHum,
(CH;);sNHC(=NH)NH,, -(CH;),CONHa, -(CH;),COOH nm -(CH;)sNHs.

18. Kommoszutst mo modoMy u3 mm. 1-17, OTIHYAINASLCA TEM, UTO

R, mpeacrasnger coboit Bogopoa; U Ry mpeacrasmieTr coboit Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH2)sNH,, -CH,CONH,, -CH,-¢pecumn wm -CH,-umunazomm, wim Ry u Ry coBMecTHO ¢

aToMaMH, K KOTOPBIM OHH MPHCOCAMHCHBI, 00Pa3yIOT MHPPOTHIHHOBOS KOJIBIO;

R, mpencraenser coboi Bogopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-}pecHun

wmi -CH;-uMuIa30101T,

R, mpeacraemger coboit  Bomopoa; um Rs mpeacrasmaer coboit  Bomopoxm, -CHs-(enmn,
-(CH2)3NHC(:NH)NH2, '(CHQ)QCONHQ, '(CHQ)QCOOH, -(CH2)4NH2 WA -CHz-HMH;[aSOHHH; um Ry, u Rj

COBMECTHO C aTOMaMH, K KOTOPBIM OHH MPUCOCTUHCHBI, 00PA3yIOT THPPOIHAHHOBOS KOJIBIIO.

19. Kommosumust o 1.1, mpeacrasieHHnas coeauaeHueM (Gopmy st (1A)
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(1A)

um c€ro (l)apMaI.[eBTI/I‘IeCKI/I HpPIeMJ'IeMOfI COJIBKO, HWJIH aMHOOM, HIH CJOKHBIM S(I)I/IPOM, W

crepeounsomepoM; rae Ri, R, u Ry Takue, xak onpeaeneso B m. 1.

20. Kommozumusa no m.19, ommuaromasca teMm, uro Ri mpeacrasmier coboii Bomopox, - (CH»)CONH,, -
(CH»),COOH, -(CH2);NHC(=NH)NH,, -(CH»)sNH>, -CH,-(permn wiu - CH,-uMuaa30 i1

21. Kommoszurus mo 119, ormgaromasics tem, uro Ry npeacrasager co6oit Bomxopon, - (CH2)sNHC(=NH)NHa,
-(CH,),CONH,, -(CH»),COOH, -CH;-¢penun win -CH>-uMuIa3omuL.

22. Kommosutus mo . 19, 20 umm 21, oTIMYAOIAACS TEM, UTO

R, mpeacrasnser coboit Bogopox; u R; mpeacrasmier coGoit Bomopox, - (CH,),CONH,, -
(CH,),COOH, -(CH»);NHC(=NH)NH, -(CH,)4NH,, -CH,-(permn wmu -CH,-umumazonur,

R, mpencrasnser codoii Bomopoa, -(CH,)sNHC(=NH)NH,, -(CH»),COOH, - CH»-(penunn umu -CH,-

HMHJIA30 UL
23. Komnosunus o 1.1, mpeacTrasieHHas coequaeHueM (Gopmy st (1B)

HN NH2

a\N)\( j)\ COOH

(IB)

wm ero (apMAUCBTHYCCKH TNPHCMIICMOW COJBIO, WM aAMHIOM, WM CJIOXKHBIM 3(QHPOM, WIH

crepeousomepoM; rae Ri, Ry, Ry u R3 Takue, kak onpeneneHo B . 1.

24. Kommozumusa mo m.23, oTymuaromascsa TeM, uto R; mpeacraeisier coOoit Bomopoxn, - (CH»):CONH,, -
(CHQ)QCOOH, -(CH2)3NHC(:NH)NH2, -(CH2)4NH2 Him -CHz-(l)eHI/IJI.

25. Kommosumusas mo 1m.23, oTimuaromascsa TeM, uto Rs; mpeacraBmier coOoit Bomopond, - CHa-dermn, -
(CH3),CONH, umn -(CH»),COOH.

26. Kommosuimsa mo m.23, ormmuaromasics tem, uro Ry, u R; COBMECTHO C aromamu, K KOTOPbIM OHH

MPHUCOCIUHCHBI, 00PA3yIOT MHPPOTHINHOBOC KOJIBIIO.
27. Kommoszutis mo modomy u3 mi. 23-26, OTIHYAIOMAACA TEM, UTO

R mpencrasaser coboit -(CH2),CONH, wmn -(CH,»),COOH;
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Ry, mpencrasasger coboli Bogopox; m Rs mpencrasmier coboit somopox mwmm -CHr-(ermm, wmn Ry w R

COBMECTHO C aTOMaMH, K KOTOPBIM OHH MPUCOCTUHCHBI, 00Pa3yIOT THPPOIHAHHOBOS KOJIBIIO.

28. Kommoszums mo 1.1, mpeacrasieHHas coeauaeHueM (popmy et (1C)
0) OH
I I X
R N
a \N)\( 7NN )\COOH
N__() H Iib
(IC)

wm ero (papMaUCBTHYCCKH NPHEMICMONW COJBIO, WIH aMHIOM, MM CJIOXKHBIM 3(HpOM, HIH

crepeonsomepoM; rae Ri, Ry, Rs u Ry, Takue, xkak onpeaencHo B 1. 1.

29. KoMmosumuss mo 1m.28, ommmuaromascs T1eMm, uro R; mpexacrasmser co6oit  -(CHz)aNH), -
(CH»);sNHC(=NH)NH; nmu -(CH,),CONHa.

30. Kommoszurus mo m.28, otymuaroniaics Tem, uto Ry, npeacrasister coboit Boxopox; Rs mpeacrasmster coboi
Bogopox, -CH,-(perun umn -CHs-retepoapur, win Ry, u R3 COBMECTHO ¢ aTOMamMH, K KOTOPBIM OHH MPUCOCHHCHBI,

00pasyOT MHPPOTHANHOBOES KOJBLO.
31. Kommozwumst o mo6omy w3 1. 28-30, OTIHYArOIIAsCS TEM, UTO:
Ry mpeacrasmsier co6oii -(CH2)4NH», -(CH2)sNHC(=NH)NH, wm -(CH,),CONHa;

Ry, mpencrasger coboit Bogopom; Rs mpeacrasiser coboit Bogopoa, -CH-¢permn wm -CH;-rerepoapur,

w Ry, 1 R3 COBMECTHO ¢ aTOMaMH, K KOTOPBIM OHH MPHCOCAMHCHBI, 00Pa3YIOT MHPPOTHIHHOBOE KOJIBIIO.

32. Kommosunus no 1.1, mpeacrasieHHas coeauaeHueM (popmy sl (ID)
o NH,
R4 j)J\ R;
R N
a‘u)\( 7 ON N)\COOH
N—o T R
b
(ID)

wm cro (PapMANCBTHYCCKH TPHCMICMONW COJBIO, WM aAMHIOM, WM CJIOXKHBIM 3(QHPOM, WIH

crepeousomepoM; rae Ri, Ry, Rs u Ry, Takue, kak onpenenero B . 1.

33. Kommoszumus mo m.32, oTymyaromasncsa teM, urto R; mpeacrasmser cob6oit -CH,CONH,, -(CH»)sNH, wim
(CH;);sNHC(=NH)NH,.

34, Kommoszumus mo modomy u3 mn. 32-33, OTIHYAromasics TCM, UTO:
R mpencrasaser coboit -(CH2)4NH, wmm (CH2)sNHC(=NH)NH,;

Ry, mpencrasmier coboit Bomopoxa; Rs mpeacrasmaer coboit Bomopox, - (CH:):sNHC(=NH)NH, wmm -
CH2)sNH;; uma Ry 1 R3 cOBMeCTHO ¢ aroMamu, K KOTOPBIM OHH IPHCOCIHHCHBI, 00pa3yIOT HMHPPOHIHHOBOC
P np pasy Hupp

KOJIBIIO.
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35. Kommozumust nio 1.1, mpeacrasneHHnas coeauaeHueM (Gopmy st (IE)

O~_OH

R, O R,
H,N \NYKN)J\N)\COOH
N—O H &b
(IE)

wm ero (papMaunCBTHYCCKH TNPHEMICMOW COJBIO, WIH aMHIOM, WM CJIOXKHBIM 3(HPOM, HWIH

crepeounsomepoM; rae Ro, Rs u Ry Takue, kak onpenencHo B m.1.

36. Kommosumusas mo m.35, ommuaromasics TteM, uto R, mpexacrasmier co0oif Bomopox wWiIH -
(CH2);sNHC(=NH)NH,.

37. Kommoszurus mo mo6omy u3 mir. 34-35, OTIHJaromasics TeM, 4To:

Ry mpeacrasmster coboii Bomopoa wiu -(CH2)sNHC(=NH)NH-; u R, u R3 cOBMECTHO ¢ aTOMaMH, K KOTOPBIM

OHH MPUCOCTHHCHBI, 00PA3yIOT MHPPOJIHIHHOBOC KOJIBLO.

38. Komnosunus mo 1.1, mpeactasieHHas coequaeHueM (Gopmy st (IF)

wm ero (apMALCBTHYCCKH TNPHCMJICMOW COJBIO, HJIM AMHIOM, WM CJIOXKHBIM 3(QHPOM, WIH

crepeousomepoM; rae Ro, R u Ry, Takue, kak onpeneneHo B m.1.

39. Kommozumusas mo 1.38, oTimuaromascs Tem, uto R, mpeacraBmier coOoii Bomopond, - CHa-deHunm, -

(CH»),COOH wnnm -(CH»)sNHC(=NH)NH,.
40. Kommoszutus mo modomy u3 mn. 38-39, 0TIH4Aaromascs TeM, UTo:
R, mpencrasaser coboit sogopon, -CH-¢pernn, -(CH2)»COOH wmm - (CH,)sNHC(=NH)NH;

Ry, mpeacrasieT coboii Bomopo; u Rs mpeacrasmer coboit -CHa-¢perm, - (CH,),CONH,, -(CH,)4sNH, wn

-(CH,),COOH; Ry, u R3 coBMecTHO ¢ aToMaMu, K KOTOPBIM OHH MPHUCOCIUHCHEL, 00PA3yIOT MAPPOTHINHOBOC KOJIBIIO.

41. Kommozummust o mobomy w3 min. 1-40, oTimaromascs TeM, 4To YKa3aHHOE COCTHHCHHE BHIOPAHO H3
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Coexqunnenie]

CtpykTypa

HNYNHZ
HN OH
: i
H,N J\ 5
HN H,
Os_OHHN

N—O :
HN=__NH,
HN O _NH,
4 . o O9N-OH
HoN \N\ ”J\N
N—O :
HN<__NH,

HN OiOH
Pt
N~ OH
HNT Y S NN
o H H §
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Coexqunnenie]

CtpykTypa

O\(N\ NJ\N OH
N \ NN
H N— .
HN<__NH,
Os_ _NH.HN
NH, 2
9
° Pt
N _~ OH
N— ;
HNYNHZ
Os_NHHN
10 j\ o
gty o
N— :
HN<__NH,
HN Os_NH,
11 i o
N A H
H,N \\ ”JI\H/\H/O
HNYNHZ
O NHHN Os_NH,
12 L o
HoN \N\ HJ\H OH
NH,
Os _OH
N
HoN \N\ NJLN OH
N— H H
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Coexqunnenie]

14

CtpykTypa
N
¢

Ny Ay Lo
N—o H H

15

_ H H
o) Oy-OH
16 N M
HoN N N N
2 \ 7/\H
0 Ox—-0H
v N PN
HN \_\7/\” N
N—O :
O~ OH
0
18 JO]\ OH
HN NS NN
A H
N—O
NH,
19 o ON-OH
N N
H,N SONTON
AN 5 |

20

21
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Coemuaenne|CTpykTypa
Os_NH, Os_OH
t o O\-OH
22 = )]\
N,
HNT Y S N7 N
N_O H .
OsNH,
0
23
N M OH
HoN X7 N7 N
N W i
o
Os_NH, O<_OH
O
24
N~ AL J:TOH
S
o
NH.
OsNH,
25 o)
N )j\ OH
SRS E
N—O (0] .
Ox _NH, Os _NH,
0]
26
N~ A gm
H,N N N N
2 \_7/\H H
N—O O :
NH»
NH, Of\‘HZ
27 9 . fe)
N A AL OH
LW
N—O0 o

mm (h)apMaLCBTHYCCKH MPUEMIICMBIX COJICH, MM aMHI0B, MM CI0KHBIX 3(DHPOB, HIIH CTEPECON30MEPOB YKA3AHHBIX

COCTHHCHHIA.

42.

arcHTOoB MO MoboMy u3 . 1-41, 111 MpHMEHEHNS B KQUYECTBE JICKAPCTBEHHOTO CPEICTBA.

43.

CYOBCKTY TepameBTHUCCKH 3(PPCKTHBHOTO KOMMUeCTBAa arcHra, Omokmpyromero CD47-SIRPo, B xomOwHAImm ¢

TCPANICBTHUCCKHA 3(1)(1)6KTI/IBHI>IM KOITHMYCCTBOM OOHOTO HIIH ooiee MIPOTHBOPAKOBBIX ArCHTOB, TIrAC AarcHr,

Kommosumus, coaepskamas arcHT, Omokupyrommit CD47-SIRPo, w omuH wim 0071¢¢ MPOTHBOPAKOBBIX

Crnoco0 yeucHHUA paka vy CyOBeKTa ¢ HapymeHHOH perymaueit myta CD47, BKIFOHAROIMMI BBCIACHHC

omoxupyrommii CD47-SIRPa, mpeactasiacH coeauaecHueM (hopmyst (1):
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R, R, O Rs
" " L
a\N \W)\N N COOH
\ H ;L
b

N—O
U

wm ero (papMaAICBTHYCCKH MPHEMJICMONW COJIBI0 HWJIH aMHIOM, WIH CIOKHBIM 3(UPOM, HIH

CTCPSOH3OMEPOM; TIC

R, mpencrasiger coboit Bogopoa; u R; mpeacrasmaer coboii Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH;-apun wmu -CH,-rerepoapun;, uwm R, u Ri coBmecTHO ¢

aTOMaMH, K KOTOPBIM OHH MMPUCOCAUHCHBI, 00PA3YIOT MHPPOTHINHOBOS KOJIBIO;

R, mpeacrasmaeT coboit Bomopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH;-apun1 wiu

-CH,-rerepoapur,

Ry, mpeacrasseT coboit Bogopox; u Rs mpeacrasmaer coboit Bomopoa, -CHa-apun, - (CH2)sNHC(=NH)NH,,
-(CH»);CONH3,, -(CH,),COOH, -(CH»)sNH> nm -CH»-rerepoapur, wim Ry, u R3 COBMECTHO C aTOMaMH, K KOTOPbIM

OHH IPUCOCTHHCHBI, 00Pa3yIOT MHPPOJIHIHHOBOC KOJIBLO.

44. Cnoco6 mo 1m.43, oTaHyaromuica TeM, YTO YKa3aHHbIH CyOBEKT ¢ HapyIeHHOH perymuuei mytu CD47

mpeacTaBisieT co0o0i cyOBeKTa, y KOTOPOro UMEroTCs kiietku CD47+, cBsi3aHHBIC C 3a00ICBaHHEM.

45. Cnoco0® mo m.44, oTiHYAOIUiica TeM, 4TO yKazaHHbIC KieTku CD47+, CBA3aHHBIC C 3a00JICBAHHCM,

MPEACTABIIIOT 0001 pakosbie kKiaeTku CD47+.

46. Cnoco6 mo m.43, oTIMYANOLIMICS TEM, YTO JCUCHHE OJHUM MM O0Jice MPOTHBOPAKOBBIMH ATrCHTAMH
TMPOBOAT 0, BO BPEMs WM MOCKE JICUCHUsI coeauHeHNeM (popmys! (I) wmm ero (papManeBTHUSCKH MPHEMIICMO

COJBIO.

47. Crnoco0® mo 1m.43, OTIHYAINUICA TEM, YTO YKA3aHHBIA MPOTHBOPAKOBBIH ArcHT MPCACTABIACT COOOM

arrureno k CD20.

48. Crnoco0 mo 1m.43, OTIHYAOIMUICA TCM, YTO VKA3aHHBIH MPOTHBOPAKOBBIH ArcHT MPCACTABIACT COOOH

HHTHONTOP MPOTECACOMBI.

49. Crnoco0 mo 1m.43, OTIHYAIMUICA TCM, YTO YKA3aHHBIH MPOTHBOPAKOBBIH AarcHT MPCACTABIACT COOOM

OopTe30MHuO MK IOO0C STO MPOM3BOTHOC.

50. Croco6 neueHns HiTH 3a1¢P>KKH MPOTPECCHPOBAHNS 3a00ICBAHIH MM HAPYIICHAL, OTIOCPECIOBAHHBIX Iy TEM
CD47-SIRPo, y cyObekra, BKIIOYAOINUHA BBEACHHE CYOBEKTY, HYXJAOIMEMYCS B 3TOM, TEPANCBTUYCCKH
3(pQCKTHBHOTO KOMUYCCTBA arcHTa, Omokmpyromero myTs CD47-SIRPo, B koMOWHAIIMH ¢ TCPANCBTHUCCKH
3(peKTUBHBIM KOJIHYECTBOM OJHOTO WM O0Jice MPOTHBOPAKOBBIX arcHTOB, I/IC arcHT, OJokupyrommi myts CD47-

SIRPa, mpeactasicH coeauHeHueM (popmy s (1):
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R, R, O Rs
" " L
a\N \W)\N N COOH
\ H ;L
b

N—O
U

wm ero (papMaAICBTHYCCKH MPHEMJICMONW COJIBI0 HWJIH aMHIOM, WIH CIOKHBIM 3(UPOM, HIH

CTCPEOH3OMEPOM; TIC

R, mpencrasiger coboit Bogopoa; u R; mpeacrasmaer coboii Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH;-apun wmu -CH,-rerepoapun;, uwm R, u Ri coBmecTHO ¢

aTOMaMH, K KOTOPBIM OHH MMPUCOCAUHCHBI, 00PA3YIOT MHPPOTHINHOBOS KOJIBIO;

R, mpeacrasmaeT coboit Bomopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH;-apun1 wiu

-CH,-rerepoapur,

Ry, mpeacrasseT coboit Bogopox; u Rs mpeacrasmaer coboit Bomopoa, -CHa-apun, - (CH2)sNHC(=NH)NH,,
-(CH»);CONH3,, -(CH,),COOH, -(CH»)sNH> nm -CH»-rerepoapur, wim Ry, u R3 COBMECTHO C aTOMaMH, K KOTOPbIM

OHH IPUCOCTHHCHBI, 00Pa3yIOT MHPPOJIHIHHOBOC KOJIBLO.

51. Cnoco6 mo m.50, OTIHYArOINMICS TEM, YTO YKA3aHHOE 3a00JCBAHHC WM HAPYLICHHE, OMOCPEIOBAHHOC

nytem CD47-SIRPo, npencrasnsier cooii pax.

52. Cnoco6 mo m.51, oTauuarommicA TeM, YTO YKA3aHHBIH pak BBIOPAH M3 MEIAHOMBI, Paka IOYKH, paxa
MPEACTATCIHON JKENEe3bl, paka MOJOYHOH JKENEC3bl, paka TOJCTOH KUINKH W paka JICTKOTO, paka KOCTH, paka
TIOKEJTY JOUHOH JKENe3bl, paka KOXKH, paKka TOJOBBI HJIHM INCH, KOKHOH WIIM BHYTPHUITIA3HOH 3JI0KAYCCTBEHHOM
MEJIAHOMBI, paKa MATKH, paKa SMYHHKA, paka MPsAMON KHIIKH, Paka 00JAaCTH aHAIBHOTO OTBEPCTHS, paKa >KEIIy/IKa,
paka siuKa, KapUWHOMBI (DaJJIONMHUEBBIX TPYO, KAPIHMHOMBI 3HAOMETPHS, KAPIHHOMBI IMCHKH MATKH, KAPIHHOMBI
BJIArajIiIa, KapIUHOMBI HAPy KHBIX KCHCKUX IOJIOBBIX OPTaHOB, O0IC3HN XOHKKHHA, HEXOHKKHHCKOH THM(OMBI,
paka THINEBOAA, Paka TOHKOTO KHIICYHUKA, PaKa SHAOKPHHHOW CHCTEMBI, paka IMUTOBHIHOW S>KCNIC3BI, pPaka
TIAPAIUTOBUIHON YKEJIE3bl, PAKa HAIIOUYCHHHKA, CAPKOMBI MATKHX TKAHCH, paka MOYCHCITYCKAaTEIbHOTO KAHAIA, paka
TICHACA, XPOHUYCCKUX HJIH OCTPBIX JICHKO30B, BKJIFOYAS OCTPHIH MHCIOHWIHBIA JCHKO3, OCTPBIH JTHM(POIHUTAPHBIH
JMEeHKO3, XPOHHYCCKHH MHCIOWIHBIH JTEHKO3, OCTPBIH JTUM(POOIACTHBIA JCHKO3, XPOHHUCCKUH THM(DOLMTAPHBIH
JMEeHKO3, NETCKUX COJIMTHBIX OMyXOJeH, TuM(pONUTApHOH THM(pOMBI, paka MOYEBOTO Iy3bIPS, PaKa IOUKH HITH
MOYCTOYHHKA, KAPIMHOMBI MOYCYHON JOXAHKHW, HOBOOOPA30BaHHWH B ICHTpambHON HepBHOW cucteme (LIHC),
HCMCITKOKJICTOUHOTO paka Jjerkoro (HMPJI), mepsuunoii mumpomsr [THC, aHrHOTCHE3a OMyXOJH, OMYXOJH
TIO3BOHOYHHKA, TITHOMBI CTBOJIA TOJIOBHOTO MO3ra, acHOMBI THno(m3a, capkoMbl Kamomy, SnHaepMOUIHOTO paka,
IUTOCKOKJICTOYHOTO  paka, T-kinerounoidl mmMm@omsl, B-knerounbix muM@om, MueronmponQeparuBHOTO
HapymeHUs/HoBooOpa3oparusas (MPDS), MHCTOAHCTIIACTHYCCKOTO CHHAPOMA, THIAHTOKJICTOYHOH MHUCIIOMBL,
MHEJIOMBI TSDKETBIX IIETICH, MUCIIOMBI JICTKUX Iienieil u Mue oMbl beHc-/KoHca, pakoBbIX 3a00JI¢BaHHH, BRI3BAHHBIX
(haxTOpaMHu OKPYKAFOIICH CPSIBI, BKIFOUAS PAK, BEI3BAHHBIN aCOCCTO30M (HAPHMEP, MC30TCIIHOMY ), i KOMOWHALIHI

YKa3aHHBIX PAKOBBIX 3a00ICBaHHI.

53. [IpumeHeHHE KOMIO3HIMH, coaepxamieli areHT, Onoxumpyrommii CD47-SIRPo, mw ommn wmm Oosee
MPOTHBOPAKOBBIX arCHTOB, N0 JIE0OOMY w3 mir. 1-41 a1 MOy 4CHHS JICKAPCTBCHHOTO CPCACTBA I JICUCHHSA PaKa y

cyOBeKTa C HAPYIIECHHOH peryisinuei mytu CD47.
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54. [MpuveHeHHE O .53, OTIMYAOIICESCS TCM, YTO YKA3aHHBIA PaK BEIOPAH W3 MCIAHOMBI, PaKa MOYKH, paKa
MPEACTATCIBHON JKEIE3bl, PAaKka MOJOYHOM JKEJE3bl, Paka TOJCTOM KHIIKH M PAaKa JICTKOTO, paka KOCTH, paka
MO/KEIY AOHUHOM KENEe3bl, paka KOKH, Paka TOJNOBBI MM IICH, KOXKHOH WM BHYTPHUIIA3HOM 3JIOKAYECTBCHHOM
MEJIAHOMBI, PaKa MATKH, paKka SMYHHKA, Paka MPAMON KHIIKH, Paka 00JAaCTH aHAIBHOTO OTBEPCTHS, paKa >KENy/IKa,
paka suKa, KapIUHOMBI (DaIONHEBBIX TPYO, KAPIIHMHOMBI 3HIOMETPHS, KAPIUHOMBI IMEHKH MATKH, KapIHHOMBI
BJIarajyia, KApIUHOMBI Hapy KHBIX KCHCKUX IOJIOBBIX OPTaHOB, O0NE3HH XOHKKHHA, HEXOLKKHHCKOH THM(OMBI,
paka MUINEBOJA, Paka TOHKOTO KHINICYHHKA, PAaKa JHAOKPHHHOH CHCTEMBI, Paka IIMTOBHIHON JKEIC3BL paka
MAPAIIUTOBHIHOM KEIC3bL, PAKA HAAMOYCHHUKA, CAPKOMBI MATKHX TKAHCH, paka MOUCHCITYCKATEIBHOTO KaHANA, PaKka
MICHUCA, XPOHUUYCCKUX WJIM OCTPBIX JICHKO30B, BKJIFOYAsA OCTPHIH MHCIOWIHBIH JEHKO3, OCTPBIN JTHM(pOIHUTAPHBIH
JMEeHKO3, XPOHHYCCKHH MHCIOWIHBIH JeHKO3, OCTPBIH JUM(OOIACTHBIN JEHKO3, XPOHHUCCKUH JTHM(OIMTAPHbIH
JMeHKO3, JETCKUX COJIMIHBIX OIMyXOJeH, TuM(pOIHUTapHOH TMMQpOMBI, paka MOYEBOTO Iy3BIPs, PaKka NOYKU HIIH
MOYCTOYHHKA, KAPIMHOMBI MOYCYHOH JOXAHKH, HOBOOOpa30BaHHi B ICHTpaibHOH HepBHOU cucteme (LIHC),
HEMETKOKICTOUHOTO paka Jjerkoro (HMPJI), mepsuunoii mumpomsr ITHC, aHruoreHesa OIMyXOJH, OIYXOJH
MO3BOHOYHHKA, TJTHOMBI CTBOJIA TOJIOBHOTO MO3ra, aACHOMBI THNO(HU3a, capkoMbl Kamomy, SnHaAepMOUIHOTO paka,
IUIOCKOKJICTOYHOIO paka, T-kiaeTouHoi iuM(pombl, B-ki1eTouHbIX muM(pOM, PakoBbIX 3a007ICBAHHI, BHI3BAHHBIX
(paxTOpaMu OKPY>KAFOIICH CPEIbI, BKIFOUAS PAK, BBI3BAHHBIN aCOCCTO30M (HAPHMED, ME30TCIHOMY ), H KOMOWHAIUI

VKA3aHHBIX PAKOBBIX 3a00JICBAHUIA.

55. Habop, comepkainuii KOMIOO3HIHUIO 1O JIFOOOMY U3 NI 1-41 W BKJIAABINI, COACP)KAINUHA HHCTPYKIHH IIO

BBEJCHUIO JICKAPCTBCHHOTO CPEACTBA A1 JICUCHHS CyObeKTa C HapyIUeHHOMH peryinueii mytu CD47.

56. DapmanesTUyeckas KOMIIO3HIIA, coaepkamas areHt, omoxupyromuii CD47-SIRPo, u oqus wm Gojee

MPOTHBOPAKOBBIX ArCHTOB, IO JTF0O0OMY H3 mi. 1-41 U (hpapMaALCBTHUCCKH MPUCMIICMBINH HOCHTC]Tb.

57. KomOuHanmsa, comepkamas arcHt, Onoxupyromuii CD47-SIRPa, u oguH wid 00je¢ MPOTHBOPAKOBBIX

arcHTOB, Tac arcHT, Onokupyromuit CD47-SIRPa, mpeactasicH coexuHeHEEM (popmy bl (I):

R, R, O R,
R N )‘J\ /k
a\N \v)\N N COOH
\ H .L
b

N—O
(1)

wm cro (hpapMaICBTHUYCCKH MPHCMJICMONW CONBI0 WM aMHIOM, WIH CIOKHBIM 3(UPOM, WIH

CTEPCON3OMEPOM; TIC

R, mpencrasnger coboit Bogopoa; u Ry mpeacrasmier coboit Bogopoa, -(CH»),CONH,, -(CH,),COOH, -
(CH,)sNHC(=NH)NH,, -(CH»)sNH,, -CH,CONH,, -CH;-apun wm -CH,-rerepoapun;, i R, u R; coBMecTHO ¢

aToMaMH, K KOTOPBIM OHH MPUCOCAMHCHBI, 00Pa3YIOT MHPPOTHIHHOBOS KOJIBIIO;

R, mpeacTasmeT codoit Bogopon, -(CH»)sNHC(=NH)NH,, -(CH,),CONH,, - (CH,),COOH, -CH,-apux win

-CH,-retepoapumr,

Ry, mpeacrasmieT codoit Bogopox; u Rs mpeacrasmiet coboit Bomopoa, -CHa-apun, - (CH,)sNHC(=NH)NH,,
-(CH,),CONH,, -(CH,),COOH, -(CH2)sNH, umu -CH>-rerepoapmr;, wim Ry, 1 R3 COBMECTHO ¢ aToMaMu, K KOTOPBIM

OHH TIPHCOCIMHCHBI, 00PA3YOT MAPPOTHANHOBOS KOTBLO.
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