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(57) Hacrosmee uzo6perenne OTHOCUTCS K NpUMEHEHHUIO 1-[4-OGpom-5-[1-o1ni-7-(MeTnnamuno)-2-okco-1,2-

nurunpo- 1,6-aadprupuann-3-un]-2-groppernn-3-pennnmoueBuabl  win - 1-(5-(7-amuHO-1-3THIT-2-
okco-1,2-murunpo-1,6-aadtupuana-3-mn)-4-6pom-2-pTopPeHnn)-3-peHIIMOUECBUHBL  TIPH  JICUCHUU
BUJIOB paka. B wacTHOcTH, Hacrosmiee W300peTEHHE HaNpaBlIeHO Ha CHOCOOBI HMHTHOWPOBAHUS
knHa3 PDGFR u nedeHme BWAOB paka W HapyUICHWH, CBS3aHHBIX C HWHTHOMPOBAaHMEM KHHA3
PDGFR, Bkito4ass ajieHOKapIIMHOMY JIETKOTO, IJIOCKOKJIETOUHBIH paK JIETKOTO, TIIHO0IacTOMY, TIIHOMY,
CBOWCTBEHHYIO JETCKOMY BO3DPAacCTy, ACTPOLMTOMBI, CAapKOMBI, CTPOMAaJbHBIC OIYXOJHU >KEIyJO4HO-
KHIIEYHOTO TPAaKTa, 3JIOKAYECTBEHHYIO capkoMy 000Jo04eK mnepuepudecKux HEpBOB, MHTHMAIIbHBIC
CapKOMBI, THIEPIO3MHODWIGHBIA CHHAPOM, HIUOMATHICCKHA THIIEPIO3UHOQMIBHBIA  CHHIPOM,
XPOHHYCCKUI S03MHOPIITHLHBIHN JICHKO3, OCTPhIH MUCIIOUIHBIH JICHKO3, CBA3aHHBIN ¢ 203UHO(MINEH, HITH
mnMdobaactHyo T-KiIeTouHyo TuMpomy.
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INPUMEHEHHE 1-[4-BPOM-5-[1-DTUI-7-(METHJIAMHHO)-2-OKCO-1,2-IUTUIPO-
1,6-HA®TUPU/IUH-3-NJI]-2-OTOPO®EHWJI|-3-OPEHUJIMOYEBUHbBI U AHAJIOT'OB

JUIsL IEYEHUS BUOB PAKA, CBA3AHHBIX C TEHETHYECKUMHA

HAPYHIEHUSAMMU B PEILEIITOPE AJIb @A TPOMBOIUTAPHOI'O ®AKTOPA
POCTA

Onucanue TeKcTOBOrO (paiijia, MOJAHHOIO B YJIEKTPOHHOM BH/IE

[1] Conmep:xumoe TekcTOBOro (haiiia, MOAAHHOIO B 3JIEKTPOHHOM BHIE, HACTOSIIUM
BKJIFOYEHO B JIAHHBI JOKYMEHT IMOCPEICTBOM CCBUIKM BO BCEH CBOEW IMOJHOTE. DK3EMILISp
MepeyHs  MOCJEeNOBATEeNIbHOCTe B MamuHOouMTaeMoMm  ¢opmare  (umsi  aiina;
DECP_073 00US SeqList ST25.txt, nara co3manus: 30 mas 2017 r., pasmep daitna 24
Kujio0anTa).

00J1aCTh TEXHUHKH, K KOTOPOH OTHOCHTCH H300peTeHHe

[2] Hacrosimee wu3oOpeTeHre OTHOCUTCS K TNpuMeHeHuro 1-[4-Opom-5-[1-aTun-7-
(MeTunaMuHoO)-2-0kco-1,2-muruapo-1,6-sadpTupunns-3-munl-2-propdennn|-3-peHnIMoIeBUHBI
wi 1-(5-(7-amuno-1-3TUn-2-okco-1,2-nurunpo-1,6-sadrupunun-3-un)-4-6pom-2-propdernn)-
3-(eHnIMOUEBHHBI B JICYEHUU BUAOB paka. B wacTHOCTH, HacTosee N300peTeHNne HANPABJICHO
Ha criocoObl nHrnOuposanus kuHa3 PDGFR u cnocoObl jeueHust BUIOB paka W HAPYLICHUH,
CBS3aHHBIX ¢ wuHruOupoanmem kuHa3 PDGFR, Bkimouass aJaeHOKapPIUHOMY JIETKOTO,
IUIOCKOKJIETOYHBIH paK JIETKOTo, ININO0JaCTOMY, TJIHOMY, CBOWCTBEHHYIO JE€TCKOMY BO3pacTy,
aCTPOLIUTOMBI, CapKOMBI, CTPOMAJIbHBIE OIYXOJHU >KeayaodHo-kumedHoro tpakra (GIST),
3JI0OKQUEeCTBEHHYI0 CapkoMy o0osouek mnepudpepudeckux HEpPBOB, HHTUMAJbHbIE CApKOMBI,
TUNEP303MHOPUIIBHBIA CHHAPOM, OCTPBII MUENIOUIHBIN JIEHKO3, CBA3aHHBIA C 503MHOGUINEH,
UTUOTIATUYECKUI TUMepI03MHOQUIbHBIN CHHAPOM, XPOHUYECKUH 303MHOMMIbHBIN JIEHKO3 Min
mumpobnactayro T-kneTouHyIO TUMPOMY.

TlpeanochblaIKu CO30AHUS H300pPeTeHUus

[3] Bbuto moka3aHO, YTO OHKOreHHbIE TeHOMHble W3MeHeHus1 kuHasbl PDGFRo wmm
ceepxakcrnpeccuss kuHasbl PDGFRo sBisiroTcss mpuymHONM BO3HHUKHOBEHHUS BUIOB paka y
YeJoBeKa.

[4] brulo mokaszaHo, uro mucceHc-myTtauuu kuHasel PDGFRo sBisroTcss mpuumHOi
BO3HUKHOBeHus1 omyxoeil moxarpynmnel GIST. Myrtamuun PDGFRa sBiSIFOTCS OHKOT€HHBIMU
dakropamu B mpumepHo 8-10% cayuaeB GIST (Corless, Modern Pathology 2014; 27:S1-16).
IIpeobnanaromeii myranueit PDGFRa siBnsiercs D842V B sk30He 18, X0Ts Takke coo0Imanocs o
apyrux myrtanusx B 3k30He 18, Bkmouas D846Y, N848K u Y849K, m myrauusx B BUIe
BcTaBok-nenenuii (INDEL) B sk30nHe 18, Brimtouass RD841-842K1, DI842-843-IM u HDSN845-
848P. Kpome Toro, takxke coobmanoch O penkux Mytauusix B 3k30Hax 12 um 14 PDGFRa
(Corless et al, J Clinical Oncology 2005;23:5357-64).

[5] Henermonnbie mytanuu B 3k30He 18 PDGFRa AD842-H845 u Al843-D846 Obutu
onucansl B ciydae GIST (Lasota et al, Laboratory Investigation 2004;84:874-83).

[6] AmMmmmpuxanums i mytauuu PDGRFo Obutn onvicaHbl B TKaHAX 3J10Ka4€CTBEHHBIX



omyxoneit obojouek mnepudepudeckux HepoB uenoBeka (MPNST) (Holtkamp et al,
Carcinogenesis 2006,27:664-71).

[7] Ammmpuxanus PDGFRo Obla onucana npu MHOKECTBEHHBIX IMOPAXKEHUAX KOXKU B
cnydae HemuddeperHnupoBanHol mueomopduoit capkombl (Osio et al, J Cutan Pathol
2017;44:477-79) n npu uaTEMaNbHOU capkome (Zhao et al, Genes Chromosomes and Cancer,
2002; 34: 48-57, Dewaele et al, Cancer Res 2010; 70: 7304-14).

Avmmdukanyst PDGFRo Opiia conpspkeHa ¢ MOATPYIION MalMEeHTOB, CTPaJArOIIuX
pakom Jjerkoro. 4ql2, comepskammii reHsbiii jokyc PDGFRo, ammmuduumpoamn B 3-7%
CJIy4aeB a/IeHOKAPLIMHOMBI JIETKOTo U B 8-10% ciy4aeB MIIOCKOKJIETOYHON KapLIMHOMBI JIETKOTO
(Ramos et al, Cancer Biol Ther. 2009; 8: 2042---50; Heist et al, J Thorac Oncol. 2012; 7: 924-
33).

[8] Myrtauuu B 6enke IDH naroT HOBbII OHKOMETaOOIUT 2-THAPOKCHIITYTAPAT, KOTOPBIH
B3aUMOJICHCTBYET C JKEJIEe30COAEpKAllMMUA THAPOKCUIa3amu, BKIodas cemelictBo TET
5’merunuurosuHruapokcunas. @epmentsl TET kaTaiusupyroT KIIOUEBYHO CTaIUI0 yAalleHUs
metmuposanust JJHK. Flavahan et al mpogeMoHCTpUpOBaU, YTO MIMOMBI YEJIOBEKA C Y4aCTHEM
myTtanTHOro IDH XapakTepusyroTcsi MOBBILIEHHBIM YPOBHEM MeTwinpoBaHus B cairax JIHK,
cesipBatomux koresmH u cBsbBaomuil CCCTC dakrop (CTCF), mapymasi cBsi3bIBaHHE
JAHHOTO YyBCTBHUTEJIBHOTO K METWIMPOBaHUIO MHCyJsiTopHOro Oenka (Flavahan et al., Nature
2016;529:110). Cumxennas crenenb csizbiBaHusi CTCF cBsizaHa ¢ moTepedl M30JSIUN MEXKITY
TOTOJIOTHYECKMMH JJOMEHAMU U aKTHBaluel adeppantHoro reHa. B wacraoctu, norepst CTCF
Ha rPaHUIle JOMEHA IO3BOJIIET KOHCTUTYTUBHOMY SHXaHCepy adeppaHTHO B3aUMOIEHCTBOBATD C
T'€HOM perentopa TUpo3uHKUHa3bl PDGFRA, KOTOPBI SBISETCA TITaBHBIM OHKOT'€HOM TJIHOMBIL.
Takum oOpazom, Buabl paka ¢ ydactueM MyTupoBaHHOH IDH MoryT ObITB CKJIOHHBI K
OTOCPENOBAHUIO OHKOTEHHBIX SIBJICHUH IMOCPEACTBOM akTuBaluu U ceepxskcrnpeccun PDGFRa
JUKOTO THIA.

[9] Ammumndukauus PDGFRa pacnipocTpaHeHa MpH IETCKUX M B3POCIIBIX aCTPOLIUTOMAX
TSDKEJION CTENEeHW U JaeT BO3MOKHOCTh BBISBJICHHS TPYMIbI C TUIOXUMH MPOTHOCTUYECKUMHU
NpU3HAKaMHU TIpU Trobiacrome ¢ y4dactueM mytantHoro [/DHI. Ammmaduxanus PDGFRa
4yacTo HaOmonanack mpu omyxonsix y aeteit (29,3%) u B3pocibix (20,9%). Coobmanu, 49To
ammmdukanuss PDGFRo MOBBIIAETCST C MOBBIIIEHUEM CTENMEHU U, B YaCTHOCTH, CBSI3aHA C
MeHee OJaronpusaTHbIM nporHo3oM npu de novo GBM ¢ yuyactuem mytantHoro /DH [ (Phillips
et al, Brain Pathology, 2013;23:565-73).

[10] Bbeuto mokasaHo, uto B Jokyce PDGIRa B 00yCNOBIEHHBIX aMIUTH(ULHPOBAHHBIM
PDGFRo rinomax BBISIBIEHO MPHUCYTCTBHE BHYTPHUICHHOH NEIELIMOHHOW MEPEeCTPOHKH 3K30HA
8,9 PDGFRa. JlanHasi BHyTpUTeHHAsI IEJISIUs pacIpoCTpaHeHa u nmpucyTcTsyer B 40% ciay4yaen
mysbTudOpMHOI Timodmactomel (GBM), mpeacraBnenHbix ¢ ammmudukaunein PDGEFRa.
Onyxonu C  [aHHON  MEpPecTpOMKONl  JEMOHCTPUPYIOT  TUCTOJIOTUYECKHE  MPU3HAKU
OJIUTOJICHIPOTJIOMBI, & BHYTPUTeHHAs Aeyienust 5k30Ha 8,9 PDGFRa mokas3blBaeT MOCTOSIHHO
NOBBIIIEHHYIO AaKTUBHOCTh THUpo3uHKWHa3bl (Ozawa et al, Genes and Development 2010,
24:2205-18).



[11] Caurerit 6enok FIP1L1-PDGFRA sBiisieTcsi OHKOT€HHBIM B TIOATPYIIIE MAIEHTOB,
cTpagaromux runepso3uHodmibHbM cuHapomoM (Elling et al, Blood 2011;117;2935). Cnusiaue
FIPILI-PDGFRa. Taxxe ObUlO UIEHTU(QHUUUPOBAHO TNPH OCTPOM MHUEJIOHIHOM JIEHKO3E,
CBsI3aHHOM ¢ so03uHOpmmuedi, u numdobdnactHoit T-knerounoi nmumpome (Metzgeroth et al,
Leukemia 2007;21: 1183-88).

[12] Takum oOpa3zom, MyTauuy, Aesenny, nepectpoiiku u ammmdukamys rena PDGFRa
CBSI3aHbI C PSIIOM COJIMAHBIX U T€MATOJIOIMYECKUX BUJIOB pPaka. YUUTBIBAs CIOKHYIO (DYyHKIIHIO
renka PDGRFo u mnorteHuumanpHyro mnpuMeHuMocts uHruOuropoB PDGFRa B neuenun
Pa3IUYHBIX COJIMAHBIX M TE€MATOJIOIMYECKHX BHIOB pakKa, CYIIECTBYET HEOOXOAMMOCTb B
UHTUOUTOpaX ¢ XOPOLIUMH TePANIeBTHYECKIMH CBOMCTBAMH.

Kparkoe onucanue u3oopereHus

[13] OouH acmekT HACTOSMIEro H300pPETeHHs] OTHOCHTCS K CHocoOy JIedeHUs WIIH
NPEAYNPEKIEHUs] POCTa OMYXOJIU MU MPOrPECCUPOBAHUS OMYXOJIH, ONOCPEIOBAHHBIX KHHA30M
PDGFR, npenycmatpuBaroiieMy BBeIeHUE TAIUSHTY, HYKIAOIEMYCs B 3TOM, 3P PEeKTHUBHOTO
komvectBa 1-[4-Opom-5-[1-aTun-7-(merunamMuno)-2-okco-1,2-nurunpo-1,6-sadrupunns-3-mi] -
2-¢propdenun]-3-heHnIMoueBUHBI MK €€ (hapMaLeBTHUECKH PHUEMIIEMOI COJH.

[14] dpyroii acmeKkT HACTOSINEro M300PETEeHHs] OTHOCHTCS K CIIOCOOY MHTHOWPOBAHHUS
kuHazel PDGFR, npenycMmarpuBaroliieMy BBeJEHHE MALMEHTy, HYXKIAIOLIEMyCs B 3TOM,
s¢pextuBHOro  kommuectsa  1-[4-0pom-5-[1-3THn-7-(MeTHnIaMIHO)-2-0KC0- 1,2-auruapo-1,6-
HaTupunuH-3-uinl-2-¢propdpermn]-3-peHnnmMoueBuHbl UIN ee (HapMaLeBTUUYECKU MPUEMIIEMON
COJIH.

[15] Hdpyroii acmekT HACTOSIIEro M300peTeHHss OTHOCHUTCS K CIOCOOYy MHIHOWpPOBAHUS
kuHasbl PDGFR  wnu  neyeHuss pocra OmyXxoid WIM NPOrPECCUPOBAHUS  OIMyXOJH,
ormocpenoBanHbix kuHasoi PDGFR. Cnoco® mnpenycmarpuBaeT BBeNEHHE ITALUEHTY,
Hy)kpaoomemycss B 3ToM,  1-[4-Opom-5-[ 1-aTui-7-(MeTunamMuHo)-2-0kco-1,2-aurunpo-1,6-
HaTupunuH-3-mi)-2-¢propdeHmn]-3-heHnImMoueBuHbl WiIH ee (HapMaLEeBTUUYECKU MPUEMIIEMOMN
COJM B Ka4yeCTBE OTAEJIBHOIO CPEACTBA WJIM B KOMOWHALMK C JOPYTUMH MPOTHBOPAKOBBIMH
TEPANeBTHUECKUMH  CPEICTBAMH,  IPOTUBOPAKOBBIMH  OWOJIOTUYMECKUMH  CPEINCTBAMH,
UHTUOUTOPAMH UMMYHHBIX KOHTPOJIbHBIX TOUEK MJIM XUMHOTEPANIEBTHUECKUMH CPEICTBAMH.

[16] Eme onwH acmeKkT HACTOSINEro H300peTeHHsT NPEACTABIAET CIOCO0 JIeYeHHs
rJTHOONACTOMBL, MPENYCMATPUBAIOIINN  BBEIEHHE MALMEHTy, HYXTAIOIIEMyCs B 3TOM,
s¢pextuBHOrO  KonmuectBa  1-[4-0pom-5-[1-3THn-7-(MeTHIAMHIHO)-2-0KCO- 1,2-auruapo-1,6-
HaTupunuH-3-ui]-2-¢propdermn]-3-peHnIMoueBUHbl HIH ee (HapMaLeBTUIECKH MPUEMIIEMON
COJIH.

[17] Apyroii acmekT HacTOSIIEero H300peTeHus OTHOCUTCS K criocoly neuenuss PDGFRa-
OTIOCPETOBAHHBIX CTPOMAJIbHBIX OIyXOJIeH eIy JOUHO-KULIEIHOTO TPAaKTa,
NpeAyCMaTPUBAIOIIEMY BBEICHHE MAIMEHTy, HyXXJgaromeMycs B 3ToM, 3(dexTuBHOrO
kommaecta 1-[4-Opom-5-[1-aTun-7-(merunamMuno)-2-oxco-1,2-nurunpo-1,6-sadprupunns-3-mi] -
2-¢propdpenun]-3-peHnnmMoueBUHBI MK €€ (hapMaleBTHUECKH IPHUEMIIEMOI COH.

[18] Jlpyroit acmekT HACTOSIIEro H300pEeTEeHHs] OTHOCUTCS K CHOCOOY JIeUeHHs WIIH



NpPeAynpexIeHUs] POCTa OIMYXOJIH HIH MTPOrPECCUPOBAHUS OMYXOJIH, ONOCPENOBAHHBIX KHHA30M
PDGFR, npenycmarpuBaroiieMy BBeeHHE MAIUSHTY, HYXKIAOIEMYCsl B 3TOM, 3P PeKTHBHOTO
KOJIMY€eCTBa 1-(5-(7-amuno-1-3THN-2-0KCO-1,2-nUrNIpO-1,6-Had THPUIUH-3-111)-4-OpOoM-2-
dTopdernn)-3-peHnIMoueBUHbBI UK €€ (papMalieBTUYECKH TPUEMIIEMOI COTH.

[19] [dpyroii acrekT HacTOSIIEro M300PETeHUs] OTHOCUTCA K Croco0y MHTHOMpPOBAHUS
kuHazel PDGFR, mnpenycmarpuBaroiieMy BBEA€HHME IaLIUEHTy, HYXXAAIOLIEMYCS B 3TOM,
s¢dexruBHoro konmuecrsa 1-(5-(7-amuno-1-3TH1-2-0KCO-1,2-AUTHAPO-1,6-Hap THPHAMH-3-11T)-
4-6pom-2-¢prophennn)-3-heHrnTmMoueBUHBI UTH ee (hapMalleBTHUECKH MPUEMIIEMOM COJIH.

[20] Hdpyroii acmekT HACTOSINEro M300PETEeHHs] OTHOCHTCS K CIOCOOY MHTHOMpPOBAHHUS
knHazbl PDGFR  wnm  jmeyeHuss pocta ONyXodM WM MPOTPECCUPOBAHMS  OMYXOJIH,
ornocpenoBanHbix kuHazo PDGFR. Cnoco® mnpeaycmarpuBaeT BBEIEGHHE TALUEHTY,
Hynaromemycst B 3toM, 1-(5-(7-amuuo-1-3THn-2-okco-1,2-nurunpo-1,6-sadrupunus-3-mn)-4-
opom-2-propdenmn)-3-heHnIMOYeBUHBI WK ee (apMalleBTHUECKH MPUEMJIEMOW COJNH B
Ka4eCcTBE OTIENbHOTO CPEACTBA WJIM B KOMOWHAIMM C JPYTUMH TMPOTHBOPAKOBBIMH
TEPaNeBTHUECKUMH  CPEICTBAMM,  IPOTUBOPAKOBBIMH  OWOJIOTHYECKUMH  CPEINCTBAMH,
UHTUOUTOPaAMH UMMYHHBIX KOHTPOJIBHBIX TOUEK HIIH XUMHOTEPANIEBTHUECKIMH CPEACTBAMHU.

[21] Eme onwH acmeKT HACTOSINEro W300pETeHHs MPENCTaBjsieT CHOCo0 JeueHus
ITHOONACTOMBI, MPEAYCMATPUBAIOIINN  BBEAEHHE IALMEHTy, HYXIAIOIIEMyCs B 3TOM,
s¢pextuBHOro Kommuecrsa 1-(5-(7-amuHo-1-3THN-2-0KC0-1,2-mUrnapo-1,6-nadTupuann-3-mn)-
4-6pom-2-propdhennn)-3-permmmoueBUHbI UiTH ee (hapMaleBTHUSCKH MPUEMIIEMOI COJIH.

[22] Apyroii acmekT HacTOSIEero H300peTeHust OTHOCUTCS K criocoOy neuenuss PDGFRa-
OTIOCPEIOBAHHBIX CTPOMAJIbHBIX OIyXxoJieH eIy JOUHO-KUIIEYHOTO TPAaKTa,
NpeAyCMaTPUBAIOIIEMY BBEIEHHE MAlMeHTy, HyXJamomeMycs B 3ToM, 3(dexTuBHOrO
KOJIMYEeCTBA 1-(5-(7-amuno-1-3THN-2-0KC0- 1,2-nuruapo- 1,6-Hadrupuans-3-ni)-4-6pom-2-
dropdenmn)-3-peHnnModeBUHbI W ee (apMaleBTHYeCKH TPHEMIIEMOH COJIH.

[23] Jpyroit acmekT HACTOSIIEro H300pPETEHHs] OTHOCUTCS K OWOCHHTETHYECKOMY
nojyuenuto in vivo 1-(5-(7-amuno-1-3tun-2-okco-1,2-nurunpo-1,6-sadrupunun-3-mun)-4-6pom-
2-¢propdennn)-3-pennnmoueBuHb! (coequHerne B) mocne nepopanbHOro BBeneHus 1-[4-Opom-
5-[1-3Tun-7-(MmetunamMuHo)-2-okco-1,2-muruapo-1,6-sadprupunun-3-nui|-2-propdenrnn]-3-
(eHnTmMoueBUHBI (COeqMHEHNE A).

[24] Hacrosimee n3o0peTeHrne NOMOJHUTEBHO MPENCTaBIISIET CIIOCOObI HHTMONPOBAHUS
kuHa3 PDGFR u jeuenuss BUAOB paka M HApyIICHWH, CBA3aHHBIX C MHTHOMPOBAHUEM KHHA3
PDGFR, Bxirouasi aieHOKapIHOMY JIETKOTO, MJIOCKOKJIETOYHBIA PaK JIETKOTro, TIIHO0IacTOMY,
TJIHOMY, CBOMCTBEHHYIO JE€TCKOMY BO3PACTy, aCTPOLIMTOMBI, CAPKOMBI, CTPOMAJIbHBIE OIyXOJIH
KENyJOYHO-KUIIEYHOTO TPAKTa, 3JIOKAYECTBEHHYIO CapkoMy o0onouek mnepudepudecKux
HEPBOB, HMHTHUMAJIbHBIE CapKOMBI, THIEPI03UHO(DUIBHBIN  CHHAPOM, HIUOMATHYECKHUI
TUNEP303MHOPMIIbHBIA CHHIPOM, XPOHUYECKUH 303WHO(UIBHBIN JIEHKO3, OCTPBIA MHEJIOUTHBIH
JIEWKO3, CBSI3aHHbIN ¢ 303uHO(HINeH, mn tumdodnacTayro T-kieTouHy0 TUMpoMy.

[25] B HacrosmeM H300pETEHHH TaKKe NPEACTaBIEHbI CIIOCOOBI HHTHOWPOBAHHS

kuHa3bl PDGFRa, onkorenneix wmucceHc-mytaunii PDGFRo, OHKOTeHHBIX J€IeIMOHHBIX



mytaimii PDGFRo, onkoreHHbIx mnepectpoek reHoB PDGIRa, NpUBOASIIUX K CIUTBIM C
PDGFRo 6enxam, nnu oHkoreHHou amrutndukaimu resa PDGFRo.

[26] B Hacrosimem H300peTEeHHM TakXe IPeNCTaBIeHbl CHOCOObI MpUMeHeHus 1-[4-
Oopom-5-[1-3Tun-7-(mernnamuHo)-2-okco-1,2-nurunpo-1,6-sadrupunun-3-un]-2-propdperun]-
3-¢penmnmoueBunsl wian  1-(5-(7-amuno-1-3THn-2-0KC0-1,2-mUurnnpo-1,6-sadpTupunun-3-mmn)-4-
O6pom-2-¢pTopdennn)-3- GeHUIMOUEBHHBL

Kpartkoe onucanue rpadgpuueckux MaTepuaion

[27] Ha ¢urypax 1A-1C mokaszaHbl H300paxkeHHs, MOJy4eHHble ¢ momompio MRI,
TOJIOBHOT'O MO3Ta MALMEHTa C OMyXOJbI MIHOOJACTOMOMH, HAa KOTOPBIX BUJIHA aMIUTM(HKALINS
PDGFRo. Ha ¢urype 1A nokaszano mzoOpaxkeHue, nojaydeHHoe ¢ nomouibio MRI, ronxosHoOro
MO3ra MalueHTa B Ha4aibHbI MOMEHT ucciienoBanus. Ha gurype 1B nmoka3aHbl qoka3aTenbCTBa
yMeHblleHus: onyxonu nociie nukiaa 9. Ha ¢urype 1C nokazano usobpaskeHue, MOJyYEeHHOE C
noMorbio MRI, TOro ke roloBHOro Mo3ra mnocie 1ukmia 12.

TloapoOHOe onHcaHue H300peTeHus

[28] beumo obOnapyxeno, uro 1-[4-Opom-5-[1-3Tun-7-(merunamuno)-2-okco-1,2-
nuruapo-1,6-naprupuans-3-mn|-2-propdenmn|-3-pennnmouesnna (coenunenue A) u 1-(5-(7-
amMuHo-1-3TIi-2-okco-1,2-nuruapo-1,6-nadTupunui-3-mn)-4-6pom-2-propdennn)-3-
¢denmnmoueBmnHa (coenunenune B) meoxkunanno nHrnOupyrot kuaassl PDGFR aukoro tiuna n nx
OHKOT€HHbIe OenkoBble GopMbL. B HacTosimeM n300peTeHnn NpeacTaBiIeH crnocod JeUeHHs paka
NyTeM HMHTHOWPOBAHMS POCTA OMYXOJH WJIHM TMPOrPECCHPOBAHUS OIYXOJH, ONOCPENOBAHHBIX
onkoreHHol kuHazoii PDGFRo, npeaycMaTpuBaromuil BBeieHNE NALMEHTY, HYKIAKOLIeMycsl B
sToM, 3ddexTruBHOrO Konuvectsa 1-[4-Opom-5-[1-aTuin-7-(MmerunamMuHo)-2-okco-1,2-quruapo-
1,6-nadTupuaun-3-unl-2-proppenun]-3-pennnmoueBunsel, 1-(5-(7-ammuno-1-3Tmn-2-oxco-1,2-
aurunapo-1,6-nagrupuaus-3-un)-4-6pom-2-propdhenmn)-3 - eHnIMOUEBUHbI WIn ee
(bapMaLeBTHUYECKH MPUEMJIEMOM COJTH.

Onpenenenue

[29] Coenunenust A u B, ucnonb3yemble B JTaHHOM AOKYMEHTE, OTHOCSTCS K 1-[4-Opom-
5-[1-3Tun-7-(MmetunamMuHo)-2-okco-1,2-muruapo-1,6-sadprupunun-3-ui|-2-propdenrnn]-3-
¢denmnmoueBune u 1-(5-(7-amuuo-1-3THn-2-0kco-1,2-nurunpo-1,6-sadrupunun-3-mun)-4-6pom-
2-¢propdpenun)-3-pennnmoueBuHe. B HacTosAmeM UW300pETEHHHM TaKKe TPEANONAraTCs
(apManeBTHYECKH TPUEMIIEMBIE COJIH, TAYTOMEPBI, TUAPATHI U COJbBAThl COeqUHEHNUH A u B.

CtpykTypsl coequHeHunil A u B npencrasieHbl HIKe:

1-[4-6pom-5-[ 1-3Tun-7-(MeTunamuHo)-2-okco-1,2-muruapo-1,6-vadprupunus-3-mn|-2-



dropdpennn]-3-pennnmoueBuna (coenuneHune A),

1-(5-(7-amuno-1-3THI-2-0KCO-1,2-MTUTHAPO-1,6-HadTHPUPANUH-3-11T)-4-OpOoM-2-
dropdennn)-3-penmnmoueBuna (coenunenme B).

[30] CriocobOs! monyuenust coenuHennss A u coenunenust B packpeitel B US8461179B1,
CoZiepKaHue KOTOPOro BKJOYEHO B JAHHBIA JOKYMEHT IMOCPencTBOM cchUiku. [logpoOHocTH
HACTOSIIEr0 HM300PETeHHsT M3JIOKEHBl HIDKE B IPHJIATA€MOM OINMUCAHUH. XOTS CIIOCOOBI H
MaTepHuabl, MOJOOHBIE MJIM SKBHUBAJEHTHbIE TEM, KOTOpPbIC OINWCAHBI B JAHHOM JOKYMEHTE,
MOXKHO TPHMEHSTh TNPH TPAKTUYECKOM OCYILIECTBICHUHM WM TECTHPOBAHUH HACTOSIIETO
n300peTeHns], B JTAHHOM JJOKYMEHTE OMHMCaHbI WJLTFOCTPATUBHBIE CIIOCOOBI M MaTepuansl. [lpyrue
NPU3HAKH, OOBEKTHI U MPEUMYIIECTBA HACTOALIETO N300peTeHUs1 OyyT OYEBUIAHBI M3 ONMHUCAHUS
u ¢opmynbl u3odOperenus. B omucanmm um mnpunaraemor ¢Gopmyse wuzoOpereHuss (Gopma
€IMHCTBEHHOTO YHCJIa TAaKXXe BKIIOYAOT MHO)KECTBEHHOE YHCIIO, €CJIM KOHTEKCT $IBHO He
npeaycMaTtpuBaeT nHoe. Ecnn He yka3aHO WHOE, TO BCe TEXHHYECKHE M HAy4YHbIE TEPMHHBI,
UCTIONb3YEMbIE B JAHHOM JOKYMEHTE, UMEIOT TaKOe K€ 3HAa4eHHEe, KaK OObIMHO NMOHMMAETCs
CTHELUATMCTOM B IaHHON 00JIaCTH, K KOTOPOH NMPUHAIEKHUT HACTOSIIIEE U300peTeHHE.

[31] ITo Bcemy naHHOMY PpACKPBITHIO TPHUBENEHBl PA3JIMUYHBbIE IATEHTHI, IATEHTHbIE
3asBKM U MyOJMKauuu. PacKpeITHs 3THX MAaTEHTOB, MATEHTHBIX 3asBOK M MyONMKaIMH BO BCEH
UX TIOJIHOTE BKJIFOYEHO B JIAHHOE PACKPBITHE IOCPEICTBOM CCBUIKH C IIEJbI0 OOJiee IMOJHOrO
OTMHUCAHMSI YPOBHSI TEXHUKH, U3BECTHOTO CIIEIMAIICTAM B TAaHHOH 00JIaCTH Ha ATy HACTOSLIETO
packpbiTusi. JlaHHOe u300pereHue OyneT ONMpenessIFoIMM B Cllydae, €ClId MMEeTCsl JIo0oe
HECOOTBETCTBHE MEXKJy IATEHTaMM, MATCHTHBIMH 3asBKaAMM M NyOJHKALUMAMU W JTaHHBIM
n300peTeHneM.

[32] Ans ynoOcTBa ornpenefieHHbIE TEPMHUHBI, UCTIOJb3yeMble B OMHCAHHUH, MPUMEpPaxX U
dbopmyie n3odbpereHus, codpanbl 31ech. Eciin He yKka3aHO WHOE, TO BCE TEXHUYECKHE U HAyYHbIE
TEPMHHBI, UCTIONB3YEMbIE B HACTOSINEM H300PETEHHH, UMEIOT T€ K€ 3HAYEHHsI, YTO OOBIYHO
NOHHUMAET CIENMATHICT B JAHHOH OOJNAcTH, K KOTOPOH MPUHAMJIEKUT HACTOALIEe M300pEeTeHNUE.
[lepBoHauaIbHOE ONpENENeHUe, IPEAYCMOTPEHHOE ISl TPYIIIBI MM TEPMUHA, IPUBEAEHHOTO B
HACTOSIIEM PACKPBITHH, NMPUMEHUMO K 3TOH TPyIIe MIH TEPMHHY IO BCEMY HACTOSIIEMY
PACKPBITHIO OTAEIBHO MJIM B KAUECTBE YaCTH JPYrOd IPYIIIbL, €CIH HE YKA3aHO HHOE.

[33] «@apmaneBTHUECKH TPUEMIIEMble HOCUTENb, pa30aBUTENb I BCIIOMOTATENIbHOE
BEIIECTBO» BKJIIOYaeT Oe3 OrpaHWYeHus: JrOOble BCIOMOTaTeNbHOE CPEACTBO, HOCHUTEIb,
BCIIOMOTATEJIbHOE BEIIECTBO, BELIECTBO, CIIOCOOCTBYIOIEE CKOJBXKEHHUIO, ITOACIACTUTEND,

paz0aBuTeNb, KOHCEPBAHT, KPAaCUTENb/Kpacsllee BEIeCTBO, HHTEHCU(UKATOP BKyCa U apoOMaTa,



MOBEPXHOCTHO-aKTUBHOE BEILECTBO, CMA4yMBAIOLIEEe CPEACTBO, MUCHEPrUpYOLlee CPeNCTBO,
CYCHEHIUPYIOIee CPEeNCTBO, CTA0MIN3ATOP, W30TOHHYECKOE CPENCTBO, PACTBOPUTENb WU
SMYJIBraTop, KOTOpbIe ObUTH Of0OpeHb! YIpaBlieHHEM 0 CAHUTAPHOMY HaJI30py 3a KaueCTBOM
MUIIEBbIX NPOAYKTOB U MenukameHToB CIIA u sABISAIOTCSA NpUEMIIEMBbIMU AJi PUMEHEHUs B
OTHOLICHUU JIIOJEH WIM [OMAIlHUX >KUBOTHBIX. «PapmaueBTHUECKU NpuUeMieMasl COJb»
BKJIFOYAET KaK COJIM IMPUCOEIUHEHUs KUCJIOT, TaK U COJIU MPUCOENUHEHUsI OCHOBAHUI.

[34] «PapmaueBTHYECKH IpHEeMIIeMas COJb NPHCOEIUHEHHs] KUCIOTBI» OTHOCUTCS K
TAKUM COJISIM, KOTOpPbIE COXPAHSIOT OMONOrHYecKyro 3()(PEeKTHBHOCTb U CBOWCTBA CBOOOIHBIX
OCHOBAHUH, KOTOPbIE HE SIBJIIIOTCS OMOJOrMYECKH WJIM MHBIM OOpa3oM HEKeNaTeJbHbIMH, U
KOTOpbIE TOJYYEHbl C IOMOINBI0 HEOPraHMYECKUX KHUCIIOT, TaKuX Kak Oe3 OrpaHuYeHus
XJIOPUCTOBOJIOPONIHAST KHUCJIOTa, OpPOMHCTOBOJOPOIHAsT KHUCIOTA, CEpHAs KHUCJIOTa, a30THAas
KHCJIOTa, PochopHast KHCIOTa U T. 1., © OPTaHUYECKUX KUCIIOT, TAKMX KaK Oe3 OrpaHuveHuUs
YKCyCHasl KUCJIOTa, 2,2-IUXJIOPYKCYCHasl KUCIIOTa, aJluIIUHOBAas KHUCIOTa, aJbIMHOBAsl KUCJIOTA,
aCKOpOWHOBAsl KHCJIOTA, aclaparvHOBas KHUCJIOTa, OEH30JCYJb(OHOBAS KHUCIOTA, OeH30MHas
KHCJIOTa, 4-aneraMuoO€H30iHass KHCJIOTa, KamdopHas kuciora, kamdop-10-cynbhoHOoBas
KHCJIOTA, KalpUHOBAsl KMCJIOTA, KAIIPOHOBAs KUCJIOTA, KAallpUIOBask KUCJIOTA, YIOJbHas KUCIOTA,
KOpPUYHAsl KUCIOTa, JUMOHHAs KHUCJIOTA, LUKJIaMOBasl KUCJOTA, JOAeLUJICepHas KUCIO0Ta, 3TaH-
1,2-nucynboHOBas KUCJIOTA, 3TAHCYJIb(POHOBAs KHCIOTA, 2-THUAPOKCHITAHCYJIb(POHOBAS
KHCJIOTa, MypaBbHMHAsl KHCJIOTA, (ymMapoBas KHUCJIOTA, rajaKTapoBas KHCIOTA, TE€HTU3MHOBAS
KHMCJIOTA, [IJIFOKOTENTOHOBAas KHUCJIOTA, TJIIOKOHOBAas KMCJOTA, TIUJIIOKYPOHOBAas KHUCIOTA,
IJIyTAMHHOBAsI KUCJIOTA, TIIyTapoBasi KUCIIOTA, 2-OKCO-TIyTapoBast KUCJIOTa, riuuepodochopHas
KHMCJIOTA, TJUKOJIEeBas KHCIOTa, TUINIYpOBas KHUCIOTA, H30MACAsAHAs KUCJIOTA, MOJOYHAs
KHCJIOTA, JIAKTOOMOHOBAsI KHUCIJIOTA, JAypHUHOBAsl KHCJIOTAa, MAJEMHOBAs KHUCIOTA, S0JOYHAsS
KHCJIOTA, MAJIOHOBAsi KUCJIOTA, MUHJAIbHASI KHCJIOTA, METAHCYIb(OHOBAsT KHCIOTA, MyLIMHOBAS
Kucyiora, HadrammH-1,5-mucynpdpoHoBas Kucnora, HadTaaMH-2-CyabpOHOBas KHCIOTa, -
THIPOKCU-2-HA()TOWHAST KHUCJIOTA, HUKOTHHOBAsS KHCJIOTA, OJIEMHOBAs KHUCJIOTA, OPOTOBAs
KHCJIOTa, IIaBeJieBasl KUCJIOTAa, MaJbMUTHHOBAsS KUCIOTA, MaMoeBas KUCJIOTA, MPOMMOHOBAs
KHCJIOTA, MUPOTIyTaMHHOBAsl KUCJIOTA, MUPOBUHOIPAAHAsl KUCJIOTA, CAJULIMIOBAs KUCIOTa, 4-
AMHHOCAJTIIMIIOBAsT KUCJIOTA, Ce0alMHOBAst KUCJIOTA, CTEAPUHOBAsT KUCJIOTA, THTAPHAS KUCIIOTA,
BUHHAs KHCJIOTA, THOLIMAHOBAS KHUCJIOTA, A-TOJYOJICYJIb(OHOBAs KHUCIOTA, TPUPTOPYKCyCHAs
KHCJIOTa, YHAELIEHOBask KUCI0Ta U T. 11

[35] «DapmaneBTHUYECKAasT KOMIIO3ULIUA» OTHOCUTCS K COCTaBY COEOUHEHUS IO
HACTOSIIEMY H300pPETeHHI0 U cpene, OOLIENPUHATON B YpPOBHE TEXHUKH MJISI JOCTABKH
OMONOrNYeCKH AKTUBHOTO COEAMHEHUS MIIEKONHTAIOIINM, Hanpumep monasMm. Takas cpena
BKJIFOYAET BCE (hapMaLleBTHUECKH MPHEMIIEMbIE HOCUTENH, Pa30aBUTENN WIH BCIIOMOTATENIbHBIE
BELIECTBA /ISl HUX.

[36] CyObekThl WM MALMEHThl, «HYKAAOIIUECS B JICUEHHUM» COEAUHEHHEM IIO
HACTOSIIEMY H300PETEeHUIO, WJIM TMAalMeHThl, «Hyxparoumecs B uHruouposannun PDGFRoy,
BKJIFOYAIOT TMAI[MEHTOB C 3a00JI€BaHUSIMH H/MIM COCTOSHUSIMH, KOTOpPBIE€ MOXKHO JIEYUTh

COCIUMHCHUAMU no HaCTOALEMY I/1306peTeHI/II-O AJIA JAOCTHXKCHUA 6J'IaFOl'IpI/I$[THOFO



TEPaNeBTHUECKOrO pe3yjIbTaTa. bIaronpusTHBI HMCXON BKJIIOYAeT OOBEKTHBHBIA OTBET,
NOBBIIIEHNE BBKMBAEMOCTH O€3 mporpeccupoBaHust 3a001eBaHus, OBBIIIEHHE BBDKUBAEMOCTH,
npoxsieHne CTaOuinbHOM (pas3el 3a0oJeBaHMs W/WJIM CHUJKEHHE TSDKECTH CHMITOMOB HUIH
3a/ieprKKa MPOSIBJIEHUS] CUMIITOMOB. Hanpumep, mauueHT, Hy>KAAOLUUICA B JEUEeHUH, CTPAAAET
OT POCTa OMYXOJIU WJIM MPOrPECCUPOBAHUS OMYXOJH; MALUEHT CTPajaeT OT 0e3 OrpaHuuYeHHs
aIeHOKAPLIMHOMBI JIETKOTO, TUIOCKOKJIETOYHOTO pakKa JIErKOro, TIJIMOONACTOMBI, TJIMOMBI,
CBOMCTBEHHOH J€TCKOMY BO3PAaCTy, aCTPOLIUTOM, CAPKOM, CTPOMAJIbHBIX OMyXOJeH JKelyJ04HO-
KHUIIEYHOTO TPAKTa, 3JIOKAYECTBEHHOH CapKOMbl 000NOYeK Tepudpepuvdeckux HEpPBOB,
UHTHUMAJIbHBIX CapKoM, THITEeP303UHOPUITBHOTO CHUHIIpOMA, UJTHOMATUYECKOTO
THIEPIO3MHOPMIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(DHMIBHOrO JIEHKO3a, OCTPOro
MUEJIONTHOTO JIEMKO3a, CBSA3aHHOTO C 303uHOGunel, wim jgumdobnactaoit T-kieTouHon
TUM(OMBL

[37] Ucnonp3yemoe B JTaHHOM JTOKYMEHTE BbIpakeHHe «3(PPEKTUBHOE KOJINIECTBOY (MU
«(papmanertnyecku 3(G(GEKTHBHOE KOJHUYECTBO») COENUHEHUsS, PACKPBITOTO B JaHHOM
IOKYMEHTE, TMpPEACTaBIsAET COOOM KOJWYECTBO, KOTOpPOE MPHUBOAUT K OJaronpusTHOMY
KJIMHUYECKOMY HCXOIY COCTOSTHHS, TOAJIEKAIIErO JICUEHUIO COCOUHEHHEM, 10 CPaBHEHHUIO C
OTCYTCTBHEM JieueHus1. Konn4ecTBO BBOAUMBIX COCIMHEHHUS MM COSAMHEHHH OyIeT 3aBHUCEThH
OT CTENeHHU, TSHKECTH U THUMa 3a00JIeBaHUS WM COCTOSIHUSA, KOJIMYECTBA HEOOXOAMMOro Kypca
TEparuu M XapaKTEePUCTHK BBICBOOOXKAEeHUs (apmaneBTHUeckoro cocraBa. OHO Takke Oynmer
3aBHCETh OT 3[I0POBbs, pa3Mepa, Beca, BO3pacTa, MOJa M MEPEHOCUMOCTH JIEKapCTBEHHBIX
cpeacts cyobekra. Kak mnpaBuio, coenuHeHHE BBOIAT B TEUYEHHE OCTATOYHOIO IEepUOAa
BPEMEHH IS JOCTIKEHHST HEOOXOAMMOTro TepaneBTudeckoro sgdexra.

[38] TepMmuHBI «IeueHHUE», JICUUTb» MU IOABEPraTh JICUCHUIO» INpPEAHA3HAYEHBI JJIs
BKJIFOUEHHUS TOJIHOTO CIIEKTPa BMELIATEIbCTBA B OTHOLIEHUU MALEHTA C «PAKOM» C LEJbIO
HpenynpexXaeHnss pocTa OINMYXOJH, OT KOTOPOH CTpajaeT MALMeHT, W/WIN MpenynpekIeHus
NPOTPECCUPOBAHMS OIMYXOJNM TMpPHU JAHHOM JICYEHMH, TAaKOTO KakK BBEICHHE AaKTUBHOTO
COEAMHEHUs] Ui OOJIerdeHHs, 3aMeUICHUs WM OOpalleHUsT OJHOTO WM HECKOJbKHX
CHUMIITOMOB M OTCPOYKH IMPOTPECCUPOBAHUS paka, Jake €C pak (PakTHYEeCKH HE YCTpaHEH.
JleyeHne MOXeT CrIOCOOCTBOBATh BBI3IOPOBJICHHUIO, YJIYYIIEHHUIO COCTOSHHS WJIM 10 MEHBIIEH
Mepe YaCTUYHOMY OOJIET4eHUI0 HapyLICHUS.

[39] «Pak», xak ompeneieHO B JaHHOM JOKYMEHTE, OTHOCHTCS K HOBOOOPA30BAHHMIO,
KOTOpoe o0JjiamaeT CHOCOOHOCTBIO TMOpakaThb OKPY’KAIOIIWE TKAaHW, MeTacTa3upoBaTh
(pacpocTpaHATBCSI B IPyrHe OPraHbl) U KOTOPOE MOXKET, B KOHEUHOM HTOTe, NMPUBECTH K
CMEpPTH TMalMeHTa NMPU OTCYTCTBHM JiedeHus. «Pak» MoxkeT mpencTaBiATh cOOOH CONHIHYIO
OIyXOJIb FJTU reMo0JIacTo3.

[40] TepMuH «Omyxoib», NPUMEHSEMbIII B JaHHOM JOKYMEHTE, OTHOCHUTCA K
OIyXOJIEBOMY OOpa3oBaHUIO. J[aHHBI TEPMHH MOXKET OTHOCHUTBHCS K JOOPOKAuYeCTBEHHBIM (B
1eJioM Oe3BPeIHBIM) MJTH 3JIOKAYeCTBEHHBIM (PAKOBBIM) HOBOOOPA30BAHUSIM. 3JI0KA4€CTBEHHBIH
POCT MOXKET NPOHMCXOAUTH W3 TBEPAOrO OpraHa WIM KOCTHOro mosra. Ilocinemnuit uacro

YIIOMHHAETCs KaK TeMo0JI1acTo3.



[41] «Poct omyxonuy», Kak OINPEAENICHO B JAHHOM JOKYMEHTE, OTHOCUTCS K POCTY
oryXxo0JieBoro odpa3oBaHusi, 00yCIOBJIEHHOMY T€HOMHBIMU U3MeHeHus MU kKuHasel PDGFRa.

[42] «IIporpeccupoBaHue OMyxonuu», Kak ONPENesIeHO B JAHHOM JOKYMEHTE, OTHOCUTCS
K POCTy CylLIecTByoIIel omyxounu, 3asucumoil o PDGFRa, rae Takoil pocT CyLIeCTBYIOLIErO
OIyXOJIEBOrO 00pa30BaHMs OOYCIIOBJIEH AOMOJHUTEIbHBIMA TEHOMHBIMU N3MEHEHUSIMUA KHHA3BI
PDGFRo, yCTONYMBBIMU K JIEUEHHIO.

[43] OnmuH acmekT HacTOsIIEro H300peTeHUs OTHOCUTCS K CIOCOOY JICYSHHs WIIH
NpenynpexaeHnsl pocTa OMyXOJH WU MPOTrPECCUPOBAHMS OMYXOJIH, ONOCPEIOBAHHBIX KHHA30M
PDGFR, npenycmaTpuBaroiieMy BBeIEeHUE MALMEHTY, HYKAAOIIEMYCsl B 3TOM, 3((dEKTUBHOTO
konudecta 1-[4-Opom-5-[1-aTun-7-(merunamuno)-2-okco-1,2-nurunpo-1,6-nadrupunus-3-m] -
2-¢propdenun]-3-pennnmoueBuHbl (coennHeHne A) miau ee (papMareBTHYECKH NPUEMIIEMON
COJIH.

[44] B omHOM BapuaHTe OCYIIECTBIIEHUS COEAMHEHHEe A wid ero (apMaleBTUYeCKU
NPUEMJIEMYIO COJIb BBOJSAT MALMEHTy, CTpajarollleMy pPakoM, MPU 3TOM POCT OIyXOJU WIH
MPOrPeCcCUpPOBaHUE OMyXOJu 0OYCIIOBIEHO cBepXakcnpeccueii kuHasel PDGFRo, OHKOTeHHBIMU
mucceHc-mytanusimu  PDGFRa, OHKOTEHHBIMU — NeNeluOHHbiMU  MyTaumsmu  PDGERa,
OHKOT€HHBIMHU TiepecTpoiikamu reHoB PDGFRa, npusonsammvu Kk ciuteiM ¢ PDGFRa Genkam,
BHYTPUT€HHbIMH JniesteusiMu PDGFRo. BHYTPH paMKH  CUUTBIBAHUSI W/MIM OHKOTE€HHOHN
ammumpukanueit rena PDGFRa. B omHOM BapWaHTe OCYIIECTBIICHHS POCT OMYXOJU WJIH
MPOrpecCUpoBaHUe OMyxoiau OOyCioBIeHbl cBepxdkcnpeccueir kuHa3el PDGFRa. B npyrom
BapUAHTE OCYILIECTBIEHHUS POCT OINYXOJH WJIM TPOrPECCHPOBAHUE OMYyXOJU OOYCIIOBJIEHBI
OHKOT€HHbIMU MHUCCeHC-MyTaumsiMu PDGFRoa. B npyroM BapuaHTe OCYINECTBJIEHHS POCT
ONMyXOJU WM TPOrPECCUPOBAHUE OMYXONH OOYCJIOBJIEHBI OHKOTE€HHBIMHU JIEJIELIMOHHBIMU
mytauusimu  PDGFRa. B npyrom  BapuaHTe OCYIUECTBJICHHS POCT  OINyXOJNU  WJIH
NPOTrPECCUPOBAHKE OMyXOJH OOYCIIOBJIEHbI OHKOT€HHBIMH mepecTpoiikamu reHoB PDGFRa,
npuBogsimuMu K ciutbiM ¢ PDGFRo Oenkam. B nmpyrom BapuaHTe OCYIIECTBIEHHS POCT
OIMYXOJIH WJTH TIPOrPECCUPOBAHHUE OMYX0JIM 00YCIIOBJIEHbI BHYTPUT€HHbIME nestenusimu PDGEFRa
BHYTPU paMKH CYHUTBIBAHUSA. B JApyrom BapuaHTe OCYIIECTBJIEHUS POCT OINyXOJHU WU
MPOrPECCUPOBAHUE OMyXO0JIU 00YCIIOBJIEHbI OHKOreHHON amiutndukanueit rena PDGFRa.

[45] B nopyroMm BapuaHTe OCYIIECTBJIEHHs] COSAMHEHHE A WIH ero (apMaleBTHYECKH
NPUEMJIEMYIO COJIb BBOJSAT MAlLMEHTy, CTpajarollleMy pakoM, MPU 3TOM POCT OIyXOJU WIH
nporpeccupoBanue omyxoju oOycnoBieHbl MyTaHTHBIM PDGFRoa ¢ wmyranumedi D842V,
myTtaHTHBIM PDGFRa ¢ myTtamment V561D, nenenrioHHbIMU MyTauusiMi B 3k30He 18 PDGFRa,
Bikirouast mytantHeli PDGFRa ¢ peneuneit 842-845, BHyTpureHHO# neneune B 3K30HE 8,9
PDGFRo BHyTpH paMKku cuuTbiBaHus, cinustausMu ¢ PDGFRa, skmovast F/IP1L1-PDGEFRa, nnn
ammmdukanueit PDGFRa.

[46] B nopyroMm BapmaHTe OCYIIECTBIIEHHsS COEAMHEHHE A WM ero (papManeBTUYECKH
NPUEMIIEMYIO COJIb BBOZAT MALUEHTY, CTPAAAIOLIEMY PAKOM, IIPU 3TOM pPak MpeACTaBIseT cOOO0i
aJIeHOKApIMHOMY JIETKOrO, IUIOCKOKJIETOYHBIH pak JIETKOro, TiHOOJacTOMYy, TJIHOMY,

CBOMCTBEHHYIK) JIETCKOMY BO3pacTy, AacCTPOLIUTOMBI, CApKOMBI, CTPOMAJIbHBIE OIYXOJH
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JKENyJOYHO-KUIIEYHOTO TPAaKTa, 3JI0KAYECTBEHHYIO CapKoMy o0onodek mnepudepudeckux
HEPBOB, HMHTHUMAJIbHbIE CapKOMBI, THIEPI03UHO(UIBHBIN  CHHIAPOM, HIUONATHYECKHUI
TUNEP303MHOPUIIbHBIA CHHIPOM, XPOHUYECKUN 303WHOMUIBHBIN JIEHKO3, OCTPBIA MHEIOUIHBIH
JIEWKO3, CBsI3aHHBIN ¢ 303uHOGMIMEH, niu mumboonacTHyo T-kinerounyro numdpomy. B ogHOM
BapUaHTE OCYILIECTBIEHHsI pPaKk NpeacTaBiseT coboil rmmobmactomy. B apyrom BapuaHTte
OCYLIECTBJICHHS paK MpPEACTaBisieT COOOH CTPOMAIBHYIO OMYXOJb JKENYAOYHO-KHIIEYHOTO
TpaKTa.

[47] B opyroMm BapuaHTe OCYIIECTBIIEHHsSI COEAMHEHHE A WU ero (papMaleBTUYECKH
IPUEMJIEMYIO COJIb BBOIAT IMALIUEHTY, CTPAJAIOIIEMy PakoM, B KaueCTBE OTAEIbHOIO CPEACTBa
WM B KOMOMHAIMM C JPYTMMH TNPOTUBOPAKOBBIMH TEPANEBTUYECKUMHU CPEICTBAMH,
NPOTHBOPAKOBBIMU OHOJOTMYECKHMMH CPENCTBAMH, WHTHMOMTOPAMH HMMYHHBIX KOHTPOJIbHBIX
TOYEK MJIM XUMUOTEPANeBTUUECKUMHU CPEeICTBAMU.

[48] pyroit acmeKkT HACTOSIIEro W300pPETeHHs] OTHOCHTCS K CHOCOoOy JIeUeHUs WU
NpeaynpexaeHnss pocTa OMyXOJU UM MPOTrPeCCUPOBAHMS OMYXOJH, ONOCPEIOBAHHBIX KHHA30M
PDGFR, npenycmarpuBaroimeMy BBeIEHHE MALUEHTY, HYXKAAOLIEMYCs B 3TOM, 3()(HEeKTUBHOTO
KOJIMYEeCTBa 1-(5-(7-amun0-1-3THN-2-0KCO-1,2-MUTrHAPO-1,6-Hap THPUINH-3-111)-4-OpOoM-2-
bropdernn)-3-pennnmoueBunsl (coenuaenne B) nim ee papmaneBTHUecKH MPUEMIIEMOH COJIHL.

[49] B omHOM BapuaHTe OCyLIECTBIICHUs coenuHeHne B wmimu ero dapmaneBTudecku
NPUEMJIEMYIO COJIb BBOJSAT MNALMEHTy, CTPAaJaroIleMy pakoM, MPU 3TOM POCT OINyXOJNU WU
MIPOrPeCCUPOBAHUE OIyXOJIH O0YCIOBIIEHBI CBepXakcnpeccueit kunassl PDGFRo, oHKOreHHBIMU
mucceHc-mytauusimu  PDGFRa, OHKOT€HHBIMH — JelelUOHHbIMU ~ MyTaumsimu  PDGERa,
OHKOT'€HHBbIMHU TiepecTpoiikamu reHoB PDGFRa, npusonsamumu K ciuteiM ¢ PDGFRa Genkam,
BHYTPUI'€HHbIMU JienerusiMu PDGFRo. BHYTPU paMKHM  CUUTBIBAHMSL W/MIM  OHKOTE€HHOMN
ammmnpukanueii rera PDGIFRa. B ogHOM BapuaHTe OCYIIECTBJEHUS POCT OMYXOJH WM
IporpeccupoBaHue omyxosuu oOycioBieHbl cepxakcnpeccueln kuHassl PDGFRa. B mpyrom
BapHUAHTE OCYLIECTBJIEHHUsS] POCT OMYXOJH WJIH TNPOTPECCHPOBAHUE OMYyXOJU OOYCIIOBJIEHBI
OHKOTE€HHBIMU MHCCeHC-MyTauussmu PDGFRo. B apyrom BapuaHTe OCYIIECTBJIEHHS POCT
ONMyXOJM WJIM TPOrPECCUPOBAHUE OMYXOJH OOYCJIOBJICHBI OHKOTE€HHBIMH AENIEeIIHOHHBIMU
mytatmsimu - PDGFRo. B gpyrom  BapuaHTe  OCYINECTBJIEHHS] POCT  OMyXOJNH  HIIK
MPOrPEeCCUPOBAHUE OMyXOJU OOYCIIOBJIEHBI OHKOT'€HHBIMH TepecTpolikamu reHoB PDGFERa,
npuBogsmuMu K ciuteiM ¢ PDGFRo Genkam. B npyrom BapuaHTe OCYIIECTBIEHHS POCT
OIYXOJIH WJTU TIPOTPECCHPOBAHIE OMyXO0JIM 00YCIIOBJIEHBI BHYTPUTeHHBbIMU nenerusmu PDGEFRa
BHYTPH paMKHM CYHUTBIBAaHUA. B JApyrom BapuaHTe OCYIIECTBJIEHUsS POCT OINyXOJHU WU
MIPOrPECCUPOBAHUE OMyXO0JIU 00YCIIOBIEHBI OHKOTeHHOH amruiudukanueit reaa PDGFRa.

[S0] B aopyrom BapuaHTe OCYIIECTBJICHHS coequHeHHe B wmm ero gapmaneBTudecku
NPUEMJIEMYIO COJIb BBOJAT MALMEHTy, CTPAaJarollleMy pakoM, MpPU 3TOM POCT OINyXOJNU WU
nporpeccupoBanue omyxojqu oOycioBieHsl MyTaHTHBIM PDGFRoa ¢ wmyranumedin D842V,
mytaHTHBIM PDGFRa ¢ myTtanueit V561D, nenenuonnbiMu mytauusimu B 3k30He 18 PDGFRa,
Bkirouass MyTtanTHelii PDGFRo ¢ penenueit 842-845, BHyTpureHHoi peneuueil B 3x30He 8.9
PDGFRo BHYyTpH paMKu cuuTbiBaHus, ciustausaMu ¢ PDGEFRa, skmovast I'IP1L1-PDGEFRa, unn
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ammumdukanueit PDGFRa.

[51] B apyrom BapuaHTe OCYINECTBJICHHS coequHeHne B mnm ero ¢apmaneBTudecku
NPUEMJIEMYIO COJIb BBOZAAT MALUEHTY, CTPAAAIOIEMY PaKOM, IIPU 3TOM PaK MPeCTaBIseT cOO0H
aJIeHOKApIMHOMY  JIETKOrO, IUIOCKOKJIETOUHBIH pak JIETKOro, TIiMO0JacToOMy, TJIHOMY,
CBOMCTBEHHYK) JE€TCKOMY BO3pacTy, aCTPOLIUTOMBI, CapKOMBI, CTPOMAJIbHbBIE OIYXOJIH
JKEJyIOUHO-KUIIEYHOTO TPAaKTa, 3J0KAUYECTBEHHYIO CapkoMy OOOJoYeKk mepudepruuecKux
HEpPBOB, HMHTUMAJbHbIE CAPKOMBI, TMIEPI03UHOMWIBHBI  CHHAPOM, HAMONATHYECKHH
THIEPI03MHOPUIIbHBIA CHHAPOM, XPOHUYECKUN 303UHOMUIIBHBIA JISHKO3, OCTPBIA MHEJIOUTHBIH
JIEWKO3, CBSI3aHHBIN ¢ 503uHOGMIMEH, i mumdoonacTHyro T-knerounyro mumdomy. B ogrHoM
BapHUAHTE OCYINECTBIEHHsI pPaK TNpeacraBiser coboii rmmobmactomy. B apyrom BapuaHTe
OCYIIECTBIIEHHUSI PaK TMPEACTaBIsieT COOOH CTPOMAIBHYIO ONYXOJb KEIyAOYHO-KHUIIEYHOT'O
Tpakta. B npyrom BapmwaHTe OCyLIECTBIEHHs coenuHeHHe B wimm ero (apmaneBTHUECKH
MPUEMJIEMYIO COJIb BBOJST MALMEHTY, CTPAJAKOLIEMY PAKOM, B Ka4eCTBE OTIAEJIBHOIO CPEACTBA
WM B KOMOMHAIMM C JPYTMMH TPOTHBOPAKOBBIMH TEPAIEBTUYECKUMHU CPEICTBAMH,
NPOTHBOPAKOBBIMUA OHOJOTMYECKHIMH CPENCTBAMH, WHTHOMTOPAMH HMMYHHBIX KOHTPOJIBHBIX
TOYEK MJIM XUMUOTEepaneBTUYECKUMHU CPEeICTBAMU.

dapManeBTHYIECKHE KOMIIO3HIIMHA H Croco0bl JieUueHH sl

[52] Kpome Toro, ciemyer OTMETHTb, YTO HACTOsIIEee HM300pEeTEeHHE HAMpPAaBJIEHO Ha
CTIIOCOOBI JIEUeHUs, PEAYCMAaTPUBAIOIINE BBEIEHHE COSAMHEHUS 110 HACTOSIIEMY H300PETEHHIO
win papMareBTHYECKOH KOMITO3UIIMH, COAeprKalled Takoe coenauHeHue. PapmarieBTHUECKas
KOMIIO3ULIMSI WJIM TIpernapar, OINUCaHHblE B JAHHOM JIOKYMEHTE, MO)XHO IPHUMEHSATb B
COOTBETCTBUH C HACTOSIIMM H300peTeHHEM [l JIEYeHUs PA3JIMYHBIX BHUAOB paka, BKIOYAS
aIeHOKapLHOMY  JIETKOTO, IUIOCKOKJIETOYHBIH paK JIerKOro, TIJIHOOJacTOMy, TJIHOMY,
CBOMCTBEHHYK) JE€TCKOMY BO3pPacCTy, aCTPOLMTOMBI, CapKOMBI, CTPOMAaJbHbIE OMYXOJIH
JKEJIyIOUHO-KUIIEYHOrO TPAaKTa, 3JO0KAUYeCTBEHHYIO CapkoMmy oOoJjouek nepudepudeckux
HEPBOB, HMHTHUMAJIbHbIE CApKOMBI, THIEPI03UHO(DUIBHBI  CHHIAPOM, HMIUOMATHYECKHUIT
THIEPI03MHOPUIIbHBIA CHHIPOM, XPOHUYECKUN 303UHOMUIBHBIN JIEHKO3, OCTPBI MUEIOUIHBINA
JIEWKO3, CBSI3aHHBIN ¢ 303MHO(IIIHEH, WK TuMpoOnacTHy0 T-KJIeTOYHYIO JTUMPOMY.

[53] Coenunenusi, mpuMeHsieMble B CIOCO0axX JICYEHUs TI0 HACTOSIIEMY M300pETEHHIO, a
Takke (papManeBTHYECKHE KOMITO3UIIMH, COAEPIKAIINe WX, MOXXHO COOTBETCTBEHHO BBOAUTH
OT/€JIbHO WJIM B KaueCTBE YaCTU MPOTOKOJA JIEYEHUsI MallUeHTa WK CXEMbI JIEYeHMUsI, KOTOpbIe
NPEeAyCMAaTPUBAIOT BBEIACHHE WM TNPUMEHEHHE APYTuX TOJE3HBIX COEAMHEHUH (KOTOpbIe
JOTIOJTHUTEIFHO OMUCAHBI B APYTOM MECTE B TAHHOM JOKYMEHTE).

[54] B HEKOTOpBbIX BapHaHTaX OCYIIECTBJICHUS HACTOsINEe M300pETEeHHE OTHOCUTCS K
criocody mpuMeHeHus1 (papMaleBTHYeCKONH KOMITO3UIINH, CoAeprkaliell coenuHenne A wim B u
dapManeBTHYECKH TNPUEMIIEMBIi HOCHTENb, NPEAYCMATPHBAIOIINN OJHO WM HECKOJBKO
JOTIOJIHUTENIbHBIX TEPaneBTHUECKUX CpPeACTB. JOMoJHUTENbHbIE TepaneBTHYECKHE CPENCTBa
BKJIFOYAIOT 0€3 OrpaHHYeHUs] LUTOTOKCUYECKOE CpPEACTBO, LHCIUIATHH, JOKCOPYOMLUH,
STOMO3U/, UPUHOTEKAH, TONOTEKAaH, MAKIUTAKCEJN, JOLIETAKCEN, SMOTUIIOHBI, TaMOKCU(eH, 5-

dropypanmi, MeToTpekcar, TeMo3ojomMun, nukinopochamun, toHapapuuoO, Turnmpapuuod, 4-((5-
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((4-(3-xnopdenmn)-3-okconunepasus- 1 -um)mern)- 1 H-umunazon- 1 -um)merin)0eH30HUTpHIIa
TUJIPOXJIOPHUT, (R)-1-((1H-umupazon-5-um)merun)-3-0eH3mi-4-(TnodeH-2-uicy nbh OHMIIT ) -
2,3,4,5-rerparunpo- 1 H-Oen3zonnazenus-7-kapOOHUTPIII, LETyKCUMad, UMaTUHHUO, MHTEpdhepoH
anb(a-2b, nmermnmupoBanHblii HHTEPhEPOH anbda-2b, KOMOMHAIIMN C apOMAaTa30i, reMIIUTa0uH,
ypamMycTuH,  xjopMmetuH, udochamun, — mMendanaH,  xjopamOyLwi, — OHIIOOPOMAaH,
TPUITUJIICHMENIAMUH,  TpudTHIeHTHopochopamuy, OycyiabdaH, KapMyCTHH, JIOMYCTHH,
CTPEeNTO30LMH, nakapOasuH, (IOKCYpUAMH, LUTapaOuH, O-MEpKaNnTONypHH, O-THOTYaHUH,
baynapadbundocdar, TeHKOBOPUH, OKCAJUIUIATHH, IMEHTOCTATHUH, BUHOJACTHH, BUHKPUCTHH,
BUHIE3UH, OJICOMUIMH, NaKTUHOMWIIMH, JAayHOPYOWIWH, OJNUPYOWIMH, WAAPYOHULHH,
MUTPAMHLNH, JAe30KcukopopmunmH, MutoMuruH-C, L-acmaparmnasy, teHunosuga 170-
STUHWJIBCTPAIUON, AMSTHICTIIIBOSCTPON, TECTOCTEPOH, TNPENHU30H, (PIYOKCUMECTEPOH,
APOMOCTAHOJIOHA  MPOMHOHAT,  TECTOJIAKTOH,  MErecTpojialleTaT,  METHIINPEIHU3O0JIOH,
METHJITECTOCTEPOH, MPEIHU3O0JIOH, TPUAMLIMHOJIOH, XJIOPTPUAHU3EH, 17a-
THIPOKCUIIPOTECTEPOH,  AMUHOTJIYTETUMHJ, 3CTPAMYCTHH, MEIPOKCUIIPOreCTePOHALIETAT,
aednponuganerar,  Qayramun, — TOpeMUEHIHMTpaT,  To3epeiMHALeTaT,  KapOOIUIaTHH,
THIPOKCUMOYEBHHY, aMCaKpHH, MNPOKapOasWH, MHUTOTaH, MHTOKCAHTPOH, JIEBAMU3OJI,
BUHOpPEJIOWH,  aHACTPO30J,  JIETPO30J,  KameuurtabuH,  panokcuden,  aposokcaduH,
reKkcameTuiIMeNnaMuH, Oesarusymad, Tpactysymad, tosutymomad, Goprezomud, mbpurymomad
TUYKCETaH, TPUOKCHJ MBbIIbsKA, NOppHUMep HATpus, LETYKCUMal, THOTEIy, alTPETaMUH,
dynBecTpaHT, SKCEMeCTaH, pHUTYKCUMad, aneMry3ymad, JeKcaMeTa3OH, OWKalyTaMum,
XJIOpaMOyIMII ¥ BaJIpyOHUIIHH.

[55] B npyrux BapuaHTax OCYIIECTBJIEHHS HACTOsIlee H300peTeHHE OTHOCHUTCS K
crioco0y nmpuMeHeHHs (papMaleBTHUYEeCKON KOMIO3HUIUY, coaepskaliel coenuHenne A uinu B u
(dapmaLeBTHYECKH NpPUEMJIEMbI HOCHTENb, NPENyCMATPUBAIOLINN OJHO WM HECKOJBKO
JIOTIOJTHUTENIBHBIX TEPAreBTUYECKUX CPENCTB. JIOMONHUTENbHBIE TEpaneBTUUECKUE CpencTBa
MOTYT BKJIKOYaTh ©Oe3 orpanudeHuss uHruOurop AKT, ankwmupyroiiee CpencrTso,
NOJIUTPAHCPETUHOEBYIO KUCJIOTY, aHTUAHAPOTeH, aszauutuauH, uHruobutop BCL2, uHrudutop
BCL-XL, uarnburop BCR-ABL, unruboutop BTK, warndutop BTK/LCK/LYN, unrudurop
CDK1/2/4/6/7/9, warndutop CDK4/6, uarudutop CDK9, unrndturop CBP/p300, unrudurop
EGFR, QHTarOHUCT  PELENTOPOB  3HAOTENIMHA, unruourop  ERK, UHTUOUTOD
¢bapueswnrparchepaspl, uHrnoOmrop FLT3, aroHUCT TIIIOKOKOPTUKOUIHOTO —PELENnTopa,
UHTUOUTOP HDM2, UHTUOUTOP T'MCTOHJI€ALeTHIIA3bI, UHTUOUTOP IKKB,
UMMYHOMONyJIUpyoImee JiekapcTBeHHoe cpenctBo (IMiD), wnrenon, wunruburop ITK,
unruourop JAKI1/JAK2/JAK3/TYK2, wunaruburop MEK, Takoii kak 0e3 orpaHu4eHus
TPaMETHHHO, CEeTyMeTHHHO W KoOmMeTuHHO, munocraypus, uHruomrop MTOR, unruturop
kuHa3bl PI3, nBoiinHoi wmuruOurop kwmnHassl PI3/MTOR, uHruOuTOp mpOTEacOMBI, aroHHUCT
nporennkuHaspl C, maruburop SUV39HI1, TRAIL, maru6burop VEGFR2, unruburop nyru
nepenayn curnana Wnt/B-kateHuH, 1enuTaOuH 1 MOHOKJIOHaJIbHOE aHTuTeNno k CD20.

[56] B npyrux BapuaHTax OCYIIECTBJIEHHS HACTOsIlee H300pEeTeHHE OTHOCHUTCS K

(dapmaneBTHUECKON KOMMO3ULMH, conepikaiieii coequHenne A win B u dapmanesrudecku
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NPUEMIIEMBI HOCUTENb, COAEPIKAIUil TepareBTHIecKH 3()()EeKTUBHbIE KOJINYECTBA OXHOTO MIIH
HECKOJIbKUX JOTIOJIHUTENIbHBIX TEPANEeBTUYECKUX CPENCTB, I'Z€ YKa3aHHbIE IOMOJHUTEIbHbIE
TEPaNeBTUUECKUE CPENICTBA MPENCTABIAIOT COOONH HHIMOUTOPHI UMMYHHBIX KOHTPOJIBHBIX TOUEK,
U KOTOpble BBIOpaHBl M3 Tpymnmbl, cocrosumeid u3 uHruomropoB CTLA4, takux kak 0Oe3
OrpaHMYEHUs] MMIIUMYyMad u TpemeauMmymad; narubutopoB PD1, Takux kak Ge3 orpaHuueHHs
nemOponn3ymad u HuBonymad, uaruouropos PDL1, Takux kak 0e3 orpaHU4eHUs! aTe30a13yMad
(panee MPDL3280A), MEDI4736, aBenymab, PDROO1; unruburopos 4 1BB wnu nuranga 4
1BB, Takux kak Oe3 orpanmyenusi ypenymad u PF-05082566; wnu aronucros suranga 0X40,
Takux kak Oe3 orpanmueHusi MEDI6469; unrudburopoB GITR, Takmx kak 0e3 orpaHuveHus
TRXS518; wunrubutopos CD27, Takux kak 0e3 OrpaHHuYEHUs BapiIMIymMad, HWHTHOUTOPOB
TNFRSF25 wmu TL1A; aronuctoB CD40, Ttakux kak 0e3 orpanudenus CP-870893;
unruoutopos HVEM, wnu LIGHT, wnu LTA, unn BTLA, unn CD160; unruduropos LAG3,
Takux Kak Oe3 orpanmdyenuss BMS-986016; unruburopos TIM3; wunruburopos Siglecs;
aronuctoB ICOS wmu murannma ICOS; unruburopos B7 H3, takmx kak 0e3 orpaHUYeHUs
MGA271; uarudutopo B7 H4;, uarudurtopos VISTA; unaruburopos HHLA2 nin TMIGD?2,
uHruouTOpoB OyTHUpOodmIMHOB, BKIO4Yass HHruHOUTOpel BTNL2; marudutopos CD244 wmm
CD48; unruduropos npexacrasureseit cemeiicta TIGIT u PVR; uaru6uropos KIR, Takux kak
6e3 orpanmuenust aupmaymad; uaruoutopos ILT u LIR; marndburopos NKG2D u NKG2A,
Takux kKak Oe3 orpanmuenus IPH2201; uaruburopos MICA u MICB, unruturopos CD244;
uarnOutopos CSFIR, Takmx kak 0e3 orpaHudeHuss >MakTy3ymad, kabupanuzymad,
nexkcunaptuaud, ARRY382, BLZ945; wunruburopo IDO, Takux kak 0e3 OrpaHUYeHUs
INCB024360; unruouropos TGFp, Takux kak Oe3 orpaHudeHus rajiyHU3epTHO; UHIHMOHUTOPOB
anenosuna wiu CD39, wmu CD73; unruburopo CXCR4 wumm CXCLI12, takux kak 0Oe3
orpanuuenust yiokyrmiymad u (3S,6S,9S,12R,17R,208,238,26S,29S,34aS)-N-((S)-1-amuno-5-
r'yaHUIUHO- | -okconeHTaH-2-mui)-26,29-6uc(4-amunooy T )-17-((S)-2-((S)-2-((S)-2-(4-
¢dTopbeHzaMu10)-5-ryaHUIMHOTIEHTAHAMUJIO )-S-TYaHUIUHOTIEHTAaHAMUI0)-3 ~(HadTaanH-2-
WJI)IIPOTTIaHAMUJ10)-6-(3-ryanuauHonponui)-3,20-0uc(4-ruapokcruOeH3mn)-
1,4,7,10,18,21,24,27,30-H0Ha0kc0-9,23-6uc(3-ypeunonpornui ) rpuakonraruapo- 1 H, 16H-
nuppono|[2,1-p][1,2]autual5,8,11,14,17,20,23,26,29 |HOHaa3aUKIOAOTPHUAKOHTAH-12-
kapbokcamun BKT140; wunrubutopoB ¢Qocharuamicepuna, Takux Kak 0Oe3 OrpaHHYEHHs
OaButykcumad, mHruburopos SIRPA wmu CD47, takux kak 0e3 orpanmuenuss CC-90002;
unrunoutopoB VEGF, Takux kak 0e3 orpanudenus: Oesanuzymad; 1 HHTUHOUTOPOB HEUPOMHITHA,
Takux Kak 0e3 orpannueHust MNRP1685A.

[57] Ilpm npumeHeHNH GhapMaLEeBTHUECKUX KOMIIO3MLUN Ha OCHOBE COCOMHEHUH,
OINMCAHHBIX B JAHHOM JOKYMEHTE, (papMaieBTUIECKH MpHUEMIIEMblE HOCUTENN MOTYT ObITh THOO
TBEPIBIMY, JIUOO KUAKUMHU. TBepbIe (OPMBI BKIIIOYAIOT IMOPOIIKH, TAOIETKH, TUCTIEPTUPYEMbIE
rpaHyJibl, KarCyJbl, Mpemnaparsl B 00onoukax u cynno3uropuu. Iopomku u TabieTkd MoryTt
CoZepKaTh OT NMPHUOIM3UTEIBHO 5 10 MPUOTU3UTENBHO 95 MPOLIEHTOB aKTHBHOTO MHTPEIUEHTA.
ITonxonsmue TBepIble HOCUTENN M3BECTHBI B YPOBHE TEXHWKH, HANpUMep MarHus KapOOHaT,

MarHusi CTeapar, TajbK, caxap WM JIakTo3a. TabneTku, mOpoLIKH, Tpernaparbl B 000JIOUKE H
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KarcyJibl MOTYT HCIOJb30BATbCSI B BUIE TBEPABIX JIEKAPCTBEHHBIX (POPM, MOIXOMSIIUX IS
nepopanbHOro BeeneHHs. [Ipumepr! (papmManeBTHUECKH MPHEMIIEMbIX HOCHUTENEH M CrocoOoB
MOJIYYEHUsS] Pa3JINYHBbIX KOMIO3WLMNA MOkHO Haiitu B A. Gennaro (ed.), Remington’s
Pharmaceutical Sciences, 18th Edition, (1990), Mack Publishing Co., Easton, Pa, xoropsiii
BKJIFOUEH B JAHHBIN JOKYMEHT IIOCPEICTBOM CCBUIKU BO BCEH CBOEH MOIHOTE.

[58] Ilpemapatel B kuakod (opMe BKJIIOYAIOT PACTBOPBI, CYCHEH3HMH MU SMYJIbCHHU.
Hanpumep, BoaHbIE pacTBOPBI UM PAaCTBOPBI BOABI U MPOMUJICHIVIMKONA AJI MapeHTepaIbHON
UHBEKLUU WM No0aBJIeHHE TOACIACTUTENIeH W 3aMyTHHUTENEH IUIsi epOpalibHbIX PacTBOPOB,
cycneH3uil u smysbcuid. [Ipenapatel B kUAKOH (opMe MOTYT Takke BKIIFOYATh PACTBOPBI IS
MHTPaHA3aJIbHOTO BBEICHMUS.

[59] XKunkue, B 4aCTHOCTU UHBELUPYEMblE, KOMIIO3ULIUHA MOKHO, HallpuMep, MOJIy4aThb
IyTeM PacTBOPEHMs], AucCnepruposanus u T. 1. Hanpumep, packpblToe COeIMHEHUE PACTBOPSIOT
WIA CMEIIMBAKOT C (papMaleBTUUECKH NMPUEMIIEMBIM PACTBOPHUTENEM, TAKHM KAk, HAmpumep,
BOJA, COJIEBOUM PAcTBOpP, BOIHBIM PAacTBOP NEKCTPO3bI, TNIMLEPHH, 3TAHON U T. I, YTOOBI TeM
CaMbIM MOJIy4aTh UHBEKLUOHHBIN W30TOHUYECKUN PacTBOP WJIM CyCNeH3HI0. benku, Takue Kak
aNbOYMUH, YacCTHLbI XUJIOMHKPOHA WM OENKH CHIBOPOTKH KPOBHU MOKHO HCIIOJIB30BATh IS
COFOOUITM3AMN PACKPBITBIX COSTUHEHHH.

[60] [TapeHTepanbHOE BBEACHUE C TTOMOLIBIO MHBEKIIUU, KaK MPAaBUJIO, IPUMEHSIOT IS
MOJKOKHBIX, BHYTPUMBILIEUHBIX HJIH BHYTPHBEHHBIX MHBEKUMH W WHQY3ul. VHBEKIMOHHBIE
npenapaThl MOJKHO TOJIYYaTh B TPAIULMOHHBIX (popMax, JIUOO B BUAE KUIKUX PACTBOPOB, OO
B BHJE CYCIEH3UH WIM TBEPAbIX (OPM, MOAXOAAIIMX AJI PACTBOPEHHUS B SKUAKOCTH IEpen
MHBEKLIUEH.

[61] Taxke MOryT OBITH MCHOJB30BAHBI A3PO30JIbHBIE Mperaparhl, MOAXOISIINE IS
UHrajgsinuy. JlaHHbIe mpemapaTtbl MOTYT BKJIFOYATh PAacTBOPHI U TBEpAbIE BeLIeCTBA B (Gopme
HOPOIIKA, KOTOPbIE MOTYT OBITh B KOMOMHAIIMU C (papMaLeBTHYECKU TPHEMIIEMBIM HOCUTEJIEM,
TaKUM KaK MHEPTHBIN CXKATbIN ra3, Hanpumep asor.

[62] Taxke mpenmojaraeTcsi MPUMEHEHHE MpernapaToB B TBEPHOW (GopMe, KOTOpbIe
NpeAHa3HAYEeHbI ISl IPEBPAIEHUs] HE3aJ0JT0 10 MPUMEHEHHs B Mpenaparhbl B XKUAKOH Gopme
a0 sl MEepOpasibHOrO, JHOO JUIs TAapPeHTEPabHOrO BBEACHUs. Takue >Kkuakue (Gopmbl
BKJIFOYAIOT PACTBOPBL, CYCHEH3UH U SMYJIbCUH.

Buanl KOMOMHHUPOBAHHON Tepanuu

[63] Kak oTmeuanochk paHee, COEIUHEHUs, OMHCAHHBIE B JAHHOM IOKYMEHTE, MOXKHO
NPUMEHATh OTHEIbHO WJIM B KOMOWHAIMU C APYTMMHU CpeiacTBamMu. Hampumep, COequHEHHSI
MOXXHO BBOJHTH BMECTE C MPOTHBOPAKOBBIM TEPAMEBTHUYECKUM CPEICTBOM, MPOTUBOPAKOBBIM
OMOJIOTHYECKHM  CPEICTBOM, HWHTHMOMTOPOM  HMMMYHHBIX  KOHTPOJIbHBIX ~ TOYEK  WJIH
XUMHOTEPANIEBTUYECKUM CPEACTBOM. B Ipyrom BapuaHTe OCyIlEeCTBICHUs coequHeHne A miu B
MOXKET OBITh €QUHCTBEHHBIM TNPHUMEHSEMbIM MM MPUMEHEHO IO OTAEIBHOCTH C IPYTHM
cpenctBoM. CpencTBO MOXKHO BBOJUTh BMECTE€ WM TOCJIENOBATEIbHO C COEIMHEHUEM,
OMHCAHHBIM B JAHHOM JJOKYMEHTE, B KOMOMHUPOBAHHOM Teparuy.

[64] KoMOMHMpPOBAaHHOW Tepanuu MOKHO JOCTHYb IyT€M BBENEHUs ABYX WK Oojee
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CPEICTB, KaXKJI0€ M3 KOTOPBIX COCTABJICHO U BBOIHUTCS OTHEIBHO, WJIH IMyTeM BBEACHHS IBYX HITU
Oonmee cpenctB B OOHOM cocTtaBe. Jlpyrme KOMOMHAIIMM TakKe  OXBATHIBAIOTCS
KOMOMHHpOBaHHOW Tepanued. Hampumep, aBa cpencTsa MOKHO COCTaBIJISITH BMECTE U BBOAWTH
BMECTE C OTJEJIbHBIM COCTaBOM, CONIEPKALIUM TPEThe CPEACTBO. XOTA JIBa MM OoJiee CPeNCTB B
KOMOUMHHUPOBAHHOM TEPANUU MOXKHO BBOIUTH OJHOBPEMEHHO, 3TO HE SIBJISETCS] O0sI3aTENIbHBIM.
Hanpumep, BBemeHne nepBoro cpeactsa (WM KOMOMHALMHN CPEACTB) MOYKET MPEIIeCTBOBAThH
BBEJICHUIO BTOPOTO CPeACTBa (MJIM KOMOMHALIMU CPENCTB) HA MUHYTBI, Yachl, THU HJIH HEAEIIH.
Takum oOpa3om, nBa uiu 0ojiee CPEACTB MOMKHO BBOIUTH B T€YEHHE HECKOJbKUX MHUHYT APYT
OTHOCHUTEJIbHO Jpyra, uiu B Teuenue 1, 2, 3, 6, 9, 12, 15, 18 unu 24 yacoB Apyr OTHOCUTEJIBHO
npyra, wim B Teuenue 1, 2, 3, 4,5, 6,7, 8,9, 10, 12, 14 aHelt npyr OTHOCUTENIBHO APYra, WM B
TeueHue 2, 3, 4, 5, 6, 7, 8, 9 unu Henmenp APYr OTHOCUTEIBHO Jpyra. B HEKOTOPBIX Ciayyasx
BO3MOJKHBI ellle OoJiee NTUTENbHbIE HHTEPBANIbI. XOTSI BO MHOTHX CJIy4asiX KeJIaTeNIbHO, YTOOBI
nBa wiu Ooyiee CPEACTB, MPUMEHSIEMbIX B KOMOMHHPOBAHHOW TEepPAIUH, MPUCYTCTBOBANIA B TeJle
MAI[MEHTa B OJTHO U TO JK€ BPEeMsI, 3TO He 00s13aTeIbHO.

[65] KomOuHupoBaHHAsT Tepamusi TakKe MOKET BKJIIOYATh JBA MM Oojiee BBEICHHI
OJTHOTO WJIM HECKOJIbKHX CPEICTB, MPUMEHSEMbIX B KOMOWHALINH, ¢ MPUMEHEHHEM Pa3JIMIHBIX
MOCJIEIOBATEIPHOCTEN COCTaBHbIX cpenctB. Hampumep, ecnu cpenctBo X U Cpencrso Y
MPUMEHSIOT B KOMOWHAIIMK, TO UX MOXKHO BBOIHTBH TOCJENOBATENBHO B JIFOOOW KOMOWHAIIMH
OIWH WJIM HECKOJIbKO pa3, HanpuMmep B nopsaake X-Y-X, X-X-Y, Y-X-Y, YY-X, X-X-Y-Yur.
.

[66] B omHOM BapuaHTE OCYLIECTBJEHUs, coeAuHeHHe A wiu B BBOAAT mMaLueHTy,
HY’KIAIOIIEMYyCsl B JIEYCHHH, B KOMOMHALIMK C TEPANEeBTHUECKUM CPEICTBOM, BBHIOPAHHBIM U3
LIUTOTOKCUYECKOTO CPEACTBA, LUCIUIATUHA, JOKCOPYOHWIIMHA, JTOMO3WAA, HPUHOTEKAaHa,
TOTOTEeKAaHa, TMAaKJIMTaKCceNla, JOLETaKCceNla, »SIOTUJIOHOB, TaMOKCHU(eHa, S-pTopypauuia,
METOTpeKcaTa, TeMO30JoMHa, Iukiopochamuna, nonadapuuda, tunudapuuda, 4-((5-((4-(3-
xJjopdenun)-3-okconumnepasut- 1 -mn)merin)- | H-umunazon- 1 -un)meTin))0eH30HUTpuIa
TUJIPOXJIOPUIA, (R)-1-((1H-umunazon-5-um)metn)-3-0eH3min-4-(Tuod eH-2-uicy b OHIT ) -
2,3,4,5-rerparuapo- 1 H-0eH3oquasenuH-7-kapOOHUTpUIIA, eTykcumaa, UMaTUHMOA,
unrepdpepona anbda-2b, nermnmmpoBaHHoro wuHTepdepoHa anbda-2b, KoMOMHAUMH C
apomara3oii, reMuuTaOWHA, YpaMyCTHHA, XJopMeTuHa, udochamuna, MendanaHa,
xJjopamOy1mia, nunoOpoMaHa, TPUATUJICHMETAMIHA, TpusTHIeHTHO(OChHOpaMuHa,
OycynbhaHa, KapMyCTHHA, JIOMYCTHHA, CTPENTO30LMHA, JAakapOa3uHa, (QIIOKCypUIUHA,
nurapabuHa, O-MepkanromypuHa, O-THoryanuHa, (uynapabundocdara, JeHKOBOPHHA,
OKCAJINIJIATHHA, TE€HTOCTATHHA, BUHOJNACTHUHA, BHHKPHUCTUHA, BUHAE3WHA, OJICOMHUIIMHA,
JAKTUHOMHIIVMHA, IayHOpyOHIIMHA, SnupyOULINHA, unapyOuLHa, MUTpPAMHULIIHA,
ne3okcukopopmuninHa, Mutomumaa-C, L-acnaparnHassl, TeHUNo3uAa 170-3TUHUI3CTPANONA,
OUATHICTHIIOICTPOIIA, TECTOCTEPOHA, MPEAHU30HA, (PIIyOKCHMeCTepOHa, IPOMOCTAHOJIOHA
MPOMHUOHATA, TECTOJAKTOHA, MErecTpoJsalleTaTa, METUJIPEIHU30JI0HA, METUIITECTOCTEPOHA,
MPETHU30JIOHA, TPUAMLIMHOJIOHA, XJIOPTPUAHU3EHA, 170-ruapOKCUNPOreCTepOHa,

aMUHOIIIYTETUMMJIA, O3CTPaMyCTHHA, MEAPOKCUIPOrecTepoHalerara, JeHnpoiauaaLerara,
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bayramuna, TopeMubeHIUTpaTa, Tro3epeNuHaleTaTa, KapOOIIaTHHA, THUAPOKCHMOYEBHHBI,
aMCakpuHa, IpokapOasWHa, MHTOTAHA, MHUTOKCAHTPOHA, JIEBAMM30Ja, BUHOpPENOHHA,
aHACTPO30J1a, JIETPO30JIa, Karmeuutabuna, panokcudena, npoynokcaprHa, reKcaMeTuiIMeIaMiHa,
OeBammsymada, Tpacrtysymaba, To3uTymMmomada, Oopresomuba, uOpuTymMomMad THYKCETaHa,
TPUOKCHZAa MbllIbsKa, mopuMepa HaTpus, LeTykcMMada, THOTENbl, aJTPETaMHHA,
(dynBecTpaHTa, dKCEMECTaHa, pPUTYyKCHMMaba, anemTysymada, OeKkcamera3oHa, OWKalyTamunia,
XJIOpaMOy1MiIa U BaJIPyOULIMHA.

[67] B onmHOM BapwaHTe OCYLIECTBJEHHUS COeNMHEHWEe A win B BBOAST MamueHTy,
HYKIAIOLIEMYyCsl B JICUCHHH, B KOMOMHALIMN ¢ MHTHOUTOPAMU UMMYHHBIX KOHTPOJIBHBIX TOYEK,
BbIOpaHHbIMU U3 HHruOuTOpoB CTLA4, Takux kak Oe3 OrpaHWYEHUS] HIUINMyMad W
Tpemennmymad;, uaruouropos PD1, Takux kak 0e3 orpaHnndeHus neMOponnsymad 1 HUBOIyMao,
unruouropos PDL1, Takux kak 0Oe3 orpanuueHus aresonusymad (panee MPDL3280A),
MEDI4736, aBenymab, PDROO1; waruburopos 4 1BB wnm nuranna 4 1BB, Takux kak 0e3
orpannueHust ypeaymad u PF-05082566; wnm aronucro juranna OX40, takux kak 0e3
orpanmuenusi MEDI6469; unrunbutopo GITR, Takmx kak 0e3 orpanmueHuss TRXS518;
uHruouropos CD27, Takux kak 6e3 orpannyenus Bapnuiaymad, naruouropos TNFRSF25 wmm
TL1A; aronucroB juranga CD40, takux kak 0e3 orpanudenuss CP-870893; uHrunOutopos
HVEM, wmu LIGHT, v LTA, unu BTLA, wiu CD160; uarubutopos LAG3, Takux kak 0e3
orpannueHust BMS-986016; unruburopos TIM3; unruburopos Siglecs, nnrudouropos ICOS
wim gurasna ICOS; uaruburopos B7 H3, Takux kak 6e3 orpanndenuss MGA271; uHruOuTopos
B7 H4, wunrudutopoB VISTA; wunrudutopos HHLA2 wmm TMIGD2;, wunruburopos
OyrupopunmuHoB, BKIro4as uHruOutopsl BTNL2; wunruburopo CD244 wumm CD4S;
unruouropos npencrasureneil cemeiictea TIGIT u PVR; unru6uropos KIR, Takux kak 0e3
orpanndenus tupwiymad; naruoutopos ILT u LIR; uaru6uropoB NKG2D u NKG2A, Takux
kak Oe3 orpammuenus IPH2201; wunruburopos MICA u MICB; wunruturopos CD244;
unruoutopos CSFIR, Takux kak 0e3 oOrpaHudeHuss 3MakTy3ymad, kaOupanuzymao,
nekcunaptuan®, ARRY382 u BLZ945; unruburopo IDO, Takux kak 0e3 OrpaHHYEHHs
INCB024360; unruouropos TGFp, Takux xak 0e3 orpaHW4eHUs: raJyHU3epPTHO; MHTHOUTOPOB
anenosnHa wi CD39, wmu CD73; uaruburopoB CXCR4 wim CXCL12, Takux kak 0Oe3
orpannueHust yiokymaymad u (3S,65,9S,12R,17R,208,2385,26S,29S,34aS)-N-((S)-1-amuno-5-
r'yaHUIUHO- | -oKkconeHTaH-2-mui)-26,29-6uc(4-amunooyTin)-17-((S)-2-((S)-2-((S)-2-(4-
¢dTopbeHzaMu10)-5-ryaHUINHOTIEHTAHAMUJIO )-S-TYaHUIUHOTIEHTaHAMU10)-3 ~(HadTannH-2-
WJT)IPOTIaHAMUJI0)-6-(3-ryanuauHonponun)-3,20-0uc(4-ruspoxcuOeH3m)-
1,4,7,10,18,21,24,27,30-H0Ha0okc0-9,23-6uc(3-ypengonpomnui ) rpuakonraruapo- 1H, 16H-
nuppono|2,1-p][1,2]autunals,8,11,14,17,20,23,26,29 |HoHaa3aUKJIOAOTPUAKOHTHH- 1 2-
kapOokcamun BKT140; wunrudutopoB ¢Qocharuamncepuna, Takux Kak 0e3 OrpaHHYEHHS
OaButykcumad, mHrudburopoB SIRPA wmmu CD47, takux kak 0e3 orpanudenus: CC-90002;
unruouropos  VEGF, takumx kak 0e3 orpaHndyeHuss OeBaunm3ymal, WIM WHTHOUTOPOB
HeMponmiInHa, Takux kak 0e3 orpannueHnst MNRP1685A.

[68] B cooTBeTcTBHM C APYrUM BapUAHTOM OCYIIECTBJIEHUS HACTOSIIETr0 U300pETEHHs
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TOTIONTHUTEIIBHbIE  TEPANEeBTHUECKHUE CPENCTBA MOXKHO TMPHMEHSATh B KOMOHMHAIMH C
coennaenneM A wiu B. Takume cpeacrsa BkmowaroT 0e3 orpanmueHuss uHruomrop AKT,
ANKWINPYIOLEE CPEACTBO, IOJUTPAHCPETUHOEBYIO KUCJIOTY, AHTUAHAPOIEH, a3allUTUIMH,
unruourop BCL2, uarndurop BCL-XL, unruourop BCR-ABL, uaruburop BTK, unrudurop
BTK/LCK/LYN, wunruburop CDK1/2/4/6/7/9, wunruburop CDK4/6, wunruburop CDKO,
unruourop CBP/p300, unarubutop EGFR, aHTaroHHCT peunentopoB >HAOTENMHA, WHTHOUTOP
ERK, wnrunburop ¢apuesunrpancdepaspl, narudbutop FLT3, aroHHCT rIFOKOKOPTUKOMIHOIO
peuentopa, wunHruOutop HDM2, wunruburop rucronneanerwiassl, unruourop KK},
UMMYHOMONyJIUpyoIee JjiekapcrBeHHoe cpenctBo  (IMiD), wuHreHosn, paauoakTUBHOE
obnyuenue, narunourop ITK, uarudurop JAK1/JAK2/JAK3/TYK2, unrubutop MEK, Takoii
Kak 0e3 OrpaHHYeHUs] TPAMETHHHO, CENlyMETHHHO M KOOMMETHMHUO, MHIOCTAyPHH, HHIHOUTOD
MTOR, wunruburop kwunassl PI3, nBoiiHoit wHruburop kunHasel PI3/MTOR, wunruturop
poTeacoMbl, aroHUCT npotenHkuHasbl C, maruoutop SUV39HI1, TRAIL, uaruobutop VEGFR2,
UHTUOUTOp MYTH nepenadu curHana Wnt/B-kateHuH, 1euuTaduH 1 MOHOKJIOHAJIBHOE aHTUTEJNO K
CD20.

Ho3a

[69] B HEKOTOPBIX BapHaHTax OCYLIECTBJICHHS, e coeAuHEeHne A win B nmpuMeHsoT B
KOMOMHAIIMM C APYTUM CPEICTBOM JJIsl MPOTOKOJA JICUEHMs, KOMITO3HIMIO MOKHO BBOIUTH
BMECTE WJIM B «IBOHHOM pPEXHME», TJ€ [1Ba TEPAIEBTUYECKUX CPENCTBA JO3UPYIOT U BBOIST
otaenbHO. Ecnu coenunenne A wnu B 1 nononHuTenbHOE CPEACTBO NO3UPYIOT MO OTAEIbHOCTH,
TO TUIUYHAS 1033, BBOAMMAS CYOBEKTY, HYXKAAIOLIEMYCsl B JIEUEHUH, KaK MPABHJIO COCTaBIIAET
OT NPHUOJIM3UTENBHO S MI' B CYyTKH 110 npubnu3utenbHo S000 Mr B CyTKH U B APYT'HX BapHaHTaxX
OCYLIECTBJIEHHs OT MpuOMu3uTenbHo 50 Mr B cyTku ao npubmmsuresnsHo 1000 Mr B CyTKW.
JIpyrue 103l MOTYT COCTABJISITh OT MPUOIM3UTENbHO 10 MMOJIB 10 pubausuteabHo 250 MMOITb
B CYTKH, OT NmpuOIM3UTENbHO 20 MMOJIB 10 MPHONN3UTETBHO 70 MMOJIb B CYTKH WM JaKe OT
npubIu3nuTeNbHO 30 MMOJTB 10 TPUOTU3UTETHEHO 60 MMOJIb B CYTKH.

[70] KonuuecTBO ¥ 4acTOTA BBEASHUS COSAMHEHUMN 10 HACTOSIIEMY U300PETEHUIO H/UJTH
ero (apmaneBTH4YeCKH MPHEMIIEMbIX COJIEH pEeryJHpyeTcsi B COOTBETCTBHH C pELICHUEM
JIeyalnero Bpaya, yUUThIBas Takue (PakTOPhl, KaK BO3PACT, COCTOSIHUE M BEC MAL[UEHTA, & TAKKE
TSDKECTh CHUMIITOMOB, TOmNexamux Jjedernto. KommdectBa 3PQEeKTHBHBIX 103 PACKPBITHIX
COEAVHEHUH, TPU HWCIOJb30BAHUU Ui TIOJNYyYEHHUs] YKa3aHHbIX 3((EKTOB, HAXOmATCS B
nauanaszoHe ot npudmmsurtensHo 0,5 mr no npudmmsureasHo S000 Mr pacKpeITOrO COSAMHEHUS,
HEOOXOIMMOro sl JieueHUs] cocTosiHus. KoMmosunmm aist mpuMeHeHus in vivo WM in vitro
MOTYT conep:kath mpudmmsutensuo 0,5, 5, 20, 50, 75, 100, 150, 250, 500, 750, 1000, 1250,
2500, 3500 mnm 5000 Mr packpeITOro COEIMHEHUsI WIH B AUANA30HE OT OJHOIO KOJUYeCTBa 10
APYroro KOJMUYECTBA B MepedHe 103. TUnHYHas peKOMEHIyeMasl CYyTOYHAs 71032 110 PEXUMY IS
NEepOpPaANIbHOTO  BBEIEHUS MOMKET BapbUpPOBaThb OT MNPUOIM3HTENBHO | MI/CyTKH IO
npubnusuTensHo S00 Mr/cytku mnu ot 1 mr/cytku 1o 200 Mr/cyTKu B OHOM 103€ WJIM OT ABYX
70 YeThIPEX pa3leNeHHbIX 103. B 0MHOM BapmaHTe OCyIeCTBIEHUs] OObIUHAs CYTOYHAs 7103a IO

pexumy coctaisieT 150 mr.
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[71] CoenuHenwus IO HACTOSIIIEMY M300PETEHUIO ¢ MIIM Oe3 TOTOJHUTELHOTO CPEICTBa,
ONMUCaHHbIE B JAaHHOM JOKYMEHTE, MOJKHO BBOIUTb JIOOBIM NOAXOISALIMM CIIOCOOOM.
CoenuHeHrne MOXHO BBOJAUTH IEPOpPAJbHO (HampuMep, ¢ MUINEH) B KarcCyjax, CyCHEeH3HsIX,
TableTkax, MUIIOJNAX, ApPake, XUIKOCTAX, TeJisiX, CUpomax, cycrneHsusx u T. n. CrocoObl
UHKATCYJIALUN  KOMIIO3UIMH  (Takue  Kak  TIOKPBITHE  TBEPAbIM  JKEJATUHOM  WJIH
LIMKJIONEKCTPaHOM) M3BeCTHbI M3 ypoBHsA TexHuku (Baker, et al, “Controlled Release of
Biological Active Agents”, John Wiley and Sons, 1986, koTopasi BKJIt0OueHa B JaHHbBII JOKYMEHT
NOCPEICTBOM CCBUIKM BO BCeil cBoeil monHote). CoeaMHEeHUs: MOXXHO BBOIUTH CYOBEKTY B
COYETAaHUH C TpUeMIeMbiM  (apMalEeBTHUECKUM  HOCHUTEJIeM B  Ka4eCTBE  YaCTH
dapmaneBTrueckor komno3uuuu. CocraB papmManeBTHYECKON KOMIO3ULMH OyIeT BapbUPOBATh
B 3aBHCHUMOCTH OT BBIOPaHHOTO criocoba BBeneHus. [logxonsmue papmaneBTHUECKHE HOCUTEIH
MOTYT COIEp’KaTb MHEPTHbIE HHIPEOHEHTHI, KOTOPbIE HE B3aUMOIEHCTBYIOT C COCAHHEHHUEM.
Hocurenn  sBnsiroTcst  OMONIOTMYECKHM ~ COBMECTHMBIMH, T. €. HETOKCHYHBIMH,
HEBOCTIAJIUTENIbHBIMU, HEMMMYHOT€HHBIMU U JIUIIEHHBIMH APYTHX HEKENATeNbHBbIX PEaKUUi B
MeCTe BBEACHUSI.

[72] UnmocTpaTtuBHBIE (hapMalleBTUYECKHE KOMITIO3UIMH MPEACTABISIIOT COOO0H TadneTku
U OKEJATHHOBBIE KaIICYyJIbl, COZAEP’KAIlMe COEAMHEHHE I10 HACTOSIIEeMYy H300pEeTeHHI0 |
(bapMareBTHUECKH NTPUEMIJIEMBI HOCHTENb, TAKOH Kak a) pa3daBHUTENb, HANpUMEP OYULICHHAS
BOJA, TPUIIHUIEPHIHbIE Macjia, TakWe Kak THUAPOTEHH3UPOBAHHOE WJIM  YaCTUYHO
THIPOT€HU3UPOBAHHOE PACTUTENIPHOE MAcjO HIIM MX CMECH, KYKYpy3HO€ Macio, OJINBKOBOE
MAacJIo, Maclio TOACOJMHEYHHKA, cadIOPOBOE MACIIO, BUABI PhIObEro xupa, Takue kak EPA wmm
DHA wunu ux cnoxsble 3QUpBl WIH TPUTTULEPUIbI MM UX CMECH, OMera-3 >KUPHbIE KHUCIIOTBI
WIN WX NPOU3BOJHBIE, JIAKTO3a, JEKCTPO3a, caxapos3a, MaHHUT, COPOUT, LIEJUII0JI03a, HATPUH,
caxapuH, TNIF0K03a W/WIN TIIUIKH, b) CMa30uHOe CPEACTBO, HANpUuMep AUOKCHI KPEMHUS, TaJIbK,
CTEapUHOBAsl KHCJIOTA, €€ COJIM MarHus WM KajblMs, OJEMHOBOKMCIBI HATpuM, creapaT
HATpUsi, CTeapaT MarHusi, OEH30aT HaTpUs, aueTraT HaTpus, XJOPUI HATpus W/WiIH
NOJIMATUJICHTJIMKOJIb, TAKXKe JUIA TAOJNETOK; C) CB3YIOLIee BEIECTBO, HaNpuMep aTtOMOCHIIUKAT
MarHus, KpaxMaJibHast nacra, JKEJIaTHH, TparakaHr, METHJILIEIUTIONO03A,
HATPUIKapOOKCUMETHIIIEIUTION03a, KapOOHAT MAarHus, MPUPOAHbBIE caxapa, TaKHe KaK TIF0K03a
Wi Oera-JakTo3a, CaxapucToe BEIECTBO W3 KYKYpPYy3bl, MPUPOIHBIE U CHHTETUYECKHE CMOJIBI,
TaKe KaK CMOJIMCTOE BEIECTBO aKallMH, TPAraKaHT WIIM aJbIUHAT HATPHS, BUIBI BOCKA W/HIIK
NOJMBUHWIMTUPPOIIUAOH, TPU HeoOXomuMocTH, d) paspeIXJIUTeNb, HANpumMep Kpaxmal, arap,
METUJILIEIUTIONI03a, OEHTOHUT, KCAHTAHOBAs KaMellb, albTMHOBAst KMCJIOTA WJIH €€ HaTPHeBast COJb
WIK BCIEHUBAKOIIUME cMecu, e) abcopOeHT, Kpacsinee BeLIECTBO, AapoMAaTH3aTOp W
MONCIACTUTENh, ) 3MyJbrarop WM AUCHEPTUPYIONIEe CPeAacTBo, Takoe kak Tween 80,
nabpazon, HPMC, DOSS, xampoun 909, nabpadax, nabpacdun, meueos, TPAaHCKYTOJI, KarMyI
MCM, kanmyn PG-12, xantexc 355, remounp, sutamud E TGPS unu apyroit npuemiemsiii
SMYJIBraTop, W/WIH g) CPENCTBO, KOTOpPOE YJydlnaeT aOCOpOIMI0 COENMHEHHUs, TAaKOro Kak
LUKJIOAEKCTPHH, ruapokcunponunnukiogexkctput, PEG400, PEG200.

[73] Ilpu cocraBneHnu B BuAe (UKCUPOBAHHON 1O3BI B TAKUX KOMOMHHMPOBAHHBIX
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NPOAYKTAaX HCHOJB3YIOTCS COSNUHEHMs IO HACTOSIIEMY M300pETEeHHIO B Mpenesax arara3oHa
7103, OTIMCAHHOTO B JAHHOM JJOKYMEHTE, HJIH U3BECTHOTO CIEMAJIICTaM B JaHHOH 00JacTy.

[74] TlockonbKy COEIMHEHHUs IO HacTosIeMy u3zoOpereHuto (coenuHeHus A u B)
npeAHa3Ha4YeHbl Ul IPUMEHEHHs B (PapMaLeBTHUECKUX KOMIO3HULIUAX, CIELUAINCTaM B JaHHOM
obnactu OymeT MOHSATHO, YTO OHH MOTYT OBITh OOecrieueHbl B MPAKTUYECKU YHCTBIX (Popmax,
Harnpumep, o MeHbluel Mepe Ha 60% 4YMCTBIMM, IO MeHblIeH Mepe Ha 75% YHCTBIMH, IO
MeHblIeH Mepe Ha 85% wumcTeiMM M 1O MeHblnell Mepe Ha 98% umcThIMEH (Bec/Bec).
dapmaneBTUYECKUN MpernapaT MOXHO TOJY4YHTb B CTaHIAPTHOH JiekapCcTBeHHOH ¢opme. B
Tako# popme mpemnapaT pasaessaOT Ha OJHOKPATHBIE O3Bl OAXOMALIETO pa3Mepa, ConepsKamue
NOIXOMALINE KOJIWYEeCTBA CoenuHeHni A win B, Hanpumep >¢¢exkTHBHOE KOIUYECTBO IS
TOOCTHKEHUS] HEOOXOMMOM LIEJTH, ONTMCAHHON B TAHHOM JOKYMEHTE.

Pazoen 1 - Baoxcuwsie cmpykmypuvie cpasHenusi ¢ OUON02UYECKOlU AKMUSHOCHbBIO 8
WO/2008/034008 u WO/2013/184119

[75] B WO/2008/034008 omucaHbl pa3u4HbIE KHMHA3bI, KOTOPbIe OOYCIABIMBAOT HITU
CHOCOOCTBYIOT MAaTOr€HE3y Pa3JIMYHBIX NMPOJH(EPaTHBHBIX 3a00JI€BAHHH, yKa3aHHbIE KHHA3bI
BrmouaroT cemerictea BRaf, CRaf, Abl, KDR(VEGFR2), EGFR/HER1, HER2, HER3, ¢c-MET,
FLT-3, PDGFR-a, PDGFR-B, p38, ¢ KIT, JAK2. B packpbITiu DaHHOW 3asiBKH, MOAAHHOU
cornacHo PCT, moka3aHo cenektuBHOe nHruOnposanue kuHa3 Braf u CRaf ¢ ucnons3oBanuem
aHaJOroB coenuHeHudi A u B, omnucaHHbIX B JaHHOM JOKyMeHTe. OJHOBPEMEHHO B
WO0/2013/184119 omucano naruouposanue myrantHoro c-KIT coenunenusmu A u B. OngHako
B WO/2013/184119 Taxke packpeito, uto wmyrauun c-KIT u PDGFRa sBrstoTcs
B3anmouckrovaromumu npu GIST. Dto cBsazano ¢ Tem, yro GombmuHcTBO GIST nmeror
NEePBUYHbIE AKTUBHPYEMbIE MyTallUU B TeHax, kogupyrouux onmmusko ceszanHbie RTK ¢-KIT (75-
80% GIST) umu PDGFRa (8% ne mytupoBannoro c-KIT GIST), B3auMouckiro4aromum
obpazom.

[76] B Hacrosiueii 3asiBke HEyMOJIMMasl B3aUMHAasi UCKIIFOYaeMOCTh MEXIY MyTalUsIMH C-
KIT u PDGFRa y mauuentoB ¢ GIST cornacyercsi ¢ 0OHapykK€HHEM TOTO, YTO COEAMHEHUSIMH A
u B MOxHO neunth 00 momysisinuu nanueHToB. PakTHYeCKH, HEOKUAAHHO ObUIO OOHApPYIKEHO,
yro coenmHeHUss A u B, KoTOpble, Kak W3BECTHO, MHrHOMpPYIOT MyTaHTHbIA c-KIT, Takke
uHrnoupyroT kuHassl PDGFR nukoro Tuma m onkorenHble mMytupoBaHHble kuHa3bl PDGFR,
OHKOreHHbIe opmbl ciuroro Genka ¢ kuHazoi PDGFRa u obycnosnenHble amrumndukannei
PDGFRo.  Bumel paka BONPEKHM MpenpiaymuM  packpeitisiv -~ WO/2008/034008  u
WO/2013/184119. DOxkcnepuMeHTajbHbIE JaHHBIE, OMUCAHHBIE HUWXKE, IOMOJHHUTEIHHO
NOATBEPKIAIOT AaHHOE OOHapy)eHne. HemocpencTBeHHbIM NMPUMEHEHHEM JaHHOTO OTKPBITHS
SBJIIETCS JICUEHHE CYONOMyJILMH MAalMeHTOB, CTPAJAIOIINX PAKOM, Y KOTOPBIX IMPOSBISIFOTCS
pe3ucTeHTHbIE (OPMBI BUIOB paka, OMHCAHHBIX B JAHHOM JOKYMEHTE, U KOTOPBIE BBI3BAHbI
PDGFR.

IHPUMEPBI

buonornyeckune naHHblie

[77] Beimo oOHapyskeHO, 4TO coenuHeHuss A U B HEOXHIaHHO WHTHOWUPYIOT KHHA3bI
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PDGFR pukoro tuma v OHKOreHHble MyTupoBaHHble knHa3bl PDGFR, onkorennbie ¢Gopmbl
ciuteix OenkoB ¢ kuHazoli PDGFRo u oOycnosiennbie myraumsmu PDGFRo wnu ero
amruindukanuel Buabl paka. MccnenoBaHue NJaHHOTO HEOXKHIAHHOTO OTKPBITHS MPOBOAUIH C
MOMOIIBI0 OMOXUMUYECKHUX aHAIN30B, KJIETOUHBIX aHAJIM30B U KIMHUYECKOH OLIEHKH In VIVO Y
NALUEHTOB, CTPAAAIOIINX PAKOM.

[78] Hacrosimuee wu3zoOpereHHE MOMOJHUTENLHO MPOMLIIOCTPUPOBAHO CIIEIYIOLIUMH
IpUMepaMH, KOTOpble HE€ CIeAyeT pacCcMaTpUBaTh KaK OrPaHUYMBAIOIIME HACTOsLIEEe
u3o0pereHne B 00bEMe WJIM CYTH KOHKPETHBIX MPOLENYyp, OMHMCAHHBIX B JAHHOM JOKYMEHTE.
Crnenyer moHMMaTh, YTO MPUMEPbl MPUBEAEHBI ISl WLIOCTPALIMU HEKOTOPHIX BAapHUAHTOB
OCYIIECTBJIEHHsI U YTO TEM CaMbIM HE TOAPA3yMEBAETCS OrpaHHYeHHe O0beMa HACTOSIIIETO
u3obperenusi. Crienyer Takke MOHMMATh, YTO HA MPAKTUKE MOTYT OBITh pa3jiM4YHbIE APYrUe
BAPUAHTBl OCYIIECTBJICHUS, MOAU(GUKALMH W WX OKBUBAJICHTBHL, KOTOPbIE MOTYT OBIThH
NPEIJIOKEHbl CIIEHUANNCTAM B JaHHOW oO0sacTy 0e3 OTCTYIUIEHHs OT CYTH HACTOSIIEro
u300peTeHus 1/ mm o0beMa rpuiaraeMoi (opMyJTbl H300pPETeHHUSI.

IIpumep 1. Uuruduposanue pepmentarusHoi aktusHoctH PDGFRa aukoro tuna

Bbuoxumuueckuit ananus PDGFRa (Homep noctyna B GenBank: NP_006197)

[79] AxtuBnocth kuHa3bl PDGFRo onpenensiin ciekTpoCKOMUYECKH € MPUMEHEHUEM
COEAMHEHHOTO aHajh3a C MHUPYBATKUHA30W/JaKTaTAETHAPOreHa30l, C IMOMOIIBI0 KOTOPOTO
HeTIpephIBHO KOHTpoJupoBain okucieHue NADH, 3aBucumoe ot rupponmnsa AT® (Hanpumep,
Schindler et al. Science (2000) 289: 1938-1942, koropasi BKJIIOYE€HAa B HAHHBIA JOKYMEHT
IOCPENCTBOM CCBUIKM BO BCEH CBOEH MONHOTE). AHAIWU3bl NMPOBOAWIM B 384-IyHOUHBIX
riaHmerax (koHeunsli obobem 100 mkn) ¢ npumenennem 4,8 HM PDGFRA (DeCode
Biostructures, Octpos beliHOpumk, mrar BammHrton), 5 eaAuHUI NUPYBaTKUHA3bIL, 7 €IMHUILI
naktataeruaporeHassl, 1 MM ¢ochoenonmupysata, 0,28 MM NADH, 2,5 mr/ma PolyEY u 0,5
MM AT® B ananutuueckom Oydepe (90 MM Tris, pH 7,5, 18 MM MgCl,, 1 mM DTT u 0,2%
oktuirmoko3una). Hurubuposanne PDGFRA wu3mepsiiu  nocie no0aBieHUs  CEPHITHO
Pa3BENEHHOrO TECTUPYEMOro COeNMHEHUs (KOHeuHasi KOHUeHTpams 1 aHamuza 1% DMSO).
CHwxenne nornomenus npu 340 HM OTCJIEKUBaIN HEMpephIBHO B TeueHue 6 yacos mpu 30°C
Ha MYJIbTUPEKUMHOM YCTPOICTBE I cCuuThIBaHUsA MUKporuianmeToB (BioTek, Yunycku, mrart
BepmonT). CKOpPOCTH peakIUH pacCYUTHIBAIIA C HCIIOJB30BAHHEM BPEMEHHBIX PaMOK,
cocraBisromux 1-2 4. CKOpPOCThp peakUuHd TpU KaKAOW KOHLIEHTPALMM COEAUHEHUsI
npeoOpa3oBbIBAIN B MPOLICHT UHTMOWPOBAHUS C MPUMEHEHUEM KOHTpOIel (m. e. peakuuu Oe3
TECTHPYEMOIO0 COCAMHEHUST W pPEakIMU C H3BeCTHbIM HHruobmropom) u 3HadeHus ICso
paccuuThIBAIM MyTEeM alMpOKCUMAIMM CUTMOMJAJIbHONW KPHUBON C YeThIPbMsI NapaMeTpaMu B
OTHOILIEHHUHU aHHBIX ¢ mpuMeHeHueM Prism (GraphPad, Can-/luero, mrar Kamndopuus).

ITocnenosarenvHocTh Oenka PDGFRa (octatku 550-1089 ¢ N-konnesoit GST-meTkoi,
SEQ ID NO: 1 B Genbank)
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MEHHHHHHHEMAPILGYWKIKGLVOQPTRLLLEYLEEKYEEHLYERDEGDK WRNKKFE
LGLEFPNLPYYIDGDVKLTOSMAIIRYTADKHNMLGGCPKERAEISMLEGAVLDIRYGVS
RIAYSKDFETLKVDFLSKLPEMLKMFEDRLCHETYLNGDHVTHPDFMLYDALDVVLY
MDPMCLDAFPKLVCFKKRIEAIPQIDKYLKSSKYIAWPLOQGWQATFGOGDHPPKSDLVP
RHNQTSLYKKAGFEGDRTMKOQKPRYEIRWRVIESISPDGHEYIY VDPMQLPYDSRWEERP
RDGLVLGRVLGSGAFGKVVEGTAYGLSRSQPVMKVAVKMLKPTARSSEKGALMSELKI
MTHLGPHLNIVNLLGACTKSGPIYITEYCFYGDLVNYLHKNRDSFLSHHPEKPKKELDIF
GLNPADESTRSYVILSFENNGDYMDMKOADTTQYVPMLERKEVSKYSDIQRSLYDRPA
SYKKKSMLDSEVKNLLSDDNSEGLTLLDLLSFTYQVARGMEFLASKNCVHRDLAARNY
LLAQGKIVKICDFGLARDIMHDSNY VSKGSTFLPVEKWMAPESIFDNLYTTLSDVWSYGI
LEWEIFSLGGTPYPOGMMVDSTFYNKIKSGYRMAKPODHATSEVYEIMVKCWNSEPEKRP
SFYHLSEIVENLLPGOYKKSYEXKTHLDFLKSDHPAVARMRVDSDNAYIGVTYKNEEDKL
KDWEGGLDEQRLSADSGYIIPLPDIDPVPEEEDLGKRNRHSSQTSEESAIETGSSSSTFIKR
EDETIEDIDMMDDIGIDSSDLVEDSFL

[80] Coenunenne A MHrHOMPOBAIO (PEPMEHTATUBHYIO AKTHBHOCTH PEKOMOWHAHTHOTO
PDGFRo nukoro Tuma co 3Hauenumem ICso 12 M. Coenmnenme B uHruOGuposaso
(bepMeHTAaTUBHYIO aKTUBHOCTh pekoMOmHaHnTHOro PDGFRa mukoro tuma co 3Hadenuem ICso 6
HM.

IIpumep 2. Uuruduposanue pepmentatusHoii aktupHocTH PDGFRa ¢ myranuei
D842V

buoxumunuecknii ananu3 PDGFRo D842V (womep poctyma B GenBank:
NP_006197)

[81] AxrtuBHOCTh kuHa3pl PDGFRA D842V onpenensiiu CHeKTPOCKOMUYECKH C
NPUMEHEHNEM COEIMHEHHOTO aHalif3a C MUPYBATKWHA30W/JaKTaTAETHAPOreHa30H, C MOMOIIBIO
KOTOPOro HeNpepbIBHO KOHTposupoBanu okucienne NADH, 3aBucumoe ot ruaponuza ATO
(marmpumep, Schindler ef al. Science (2000) 289: 1938-1942, xoropasi BKJIIOYEHA B JaHHBIN
IOKYMEHT IOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJHOTE). AHamM3bl NPOBOAMIN B 384-
JYHOUHBIX IulaHmerax (koHe4Hbl oOvem 100 mki) ¢ nmpumenenuem 3 HM PDGFRA D842V
(Invitrogen, Kapnacban, mrar KamupopHusi), 5 enuHUL NOUPYBaTKWHA3BL, 7  €IMHMIL
naktatneruaporeHasbl, 1 MM ¢dochoenonnupysata, 0,28 MM NADH, 2,5 mr/mn PolyEY u 0,5
MM AT® B ananutuueckom Oydepe (90 MM Tris, pH 7,5, 18 MM MgCl,, 1 mM DTT u 0,2%
oktuirimoko3una). Muruouposanne PDGFRA D842V usmepsmu nocne no0aBieHUs] CEPUITHO
Pa3BENEHHOTO TECTUPYEMOro COeMHEHUs (KOHeUHasi KOHUeHTpams 1t ananuza 1% DMSO).
CHuwxenne nornomeHus npu 340 HM OTCIEKUBAJIN HENpepbIBHO B TeueHue 6 yacos npu 30°C
Ha MYJIbTUPEKUMHOM YCTPOICTBE IJI1 cuuThIBaHUA MUKporuianmeToB (BioTek, Yunycku, mrart
BepmonT). CKOpPOCTH peakIUH pacCYUTHIBAIIA C HCIIOJNB30BAHHEM BPEMEHHBIX PaMOK,
cocrapisomux 2-3 4. CKOpPOCThp peakLUud TpU KaKAOW KOHLEHTPALMM COEAUHEHUs
npeoOpa30BbIBAIN B MPOLIEHT HHTHOWPOBAHMS C MPUMEHEHUEM KOHTpOIel (m. e. peakuuu Oe3
TECTHPYEMOI0 COCAMHEHHST W pPEakUUH C W3BECTHbIM uHruomropom) u 3HaueHus ICso
paccuuThIBAIM MyTEM aNMpOKCHUMAlMM CUTMOMJAJIbHONW KPUBON C YeThIPbMsI IapaMeTpaMu B
OTHOILIEHHUHU JaHHBIX ¢ mpuMeHeHueM Prism (GraphPad, Can-/luero, mrar Kamndopuus).

ITocnenoBarensHOoCcTh Oenka PDGFRa D842V (octatku 550-1089 ¢ N-konuesoii HIS-
GST-merkoii; SEQ ID NO: 2 B Genbank)
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MAPILGYWKIKGLVOQPTRLLLEYLEEKYEEHLYERDEGDKWRNKKFELGLEFPNLPY Y1
DGDVKLTOSMANRYIADKHNMLGGCPKERAEISMLEGAVLDIRYGVSRIAYSKDFETLK
VDFLSKLPEMLKMFEDRLCHKTYLNGDHVTHPDFMLYDALDVVLYMDPMCLDAFPKL
VOFKKRIEAIPQIDKYLKSSKYIAWPLOGWQATFGGGDHPPKSDLYPRHANQTSLYKKAG
FEGDRTMKOQKPRYEIRWRVIESISPDGHEYIYVDPMOLPYDSRWEFPRDGLVLGRVLGS
GAFGKVVEGTAYGLSRSQPVMKVAVKMIL KPTARSSEKQATLMSELKIMTHEGPHLNIVN
LLGACTKSGPIYHTEYCFYGDLVNYLHKNRDSFLSHHPEKPKK ELDIFGENPADESTRSY
VILSFENNGDYMDMEKQADTTOYVPMLERKEVSKY SDIORSLYDRPASYKKKSMLDSEY
KNLLSDDNSEGLTLLDLLSFTYQVARGMEFLASKNCVHRDLAARNYLLAGGKIVKICDF
GLARVIMHDSNYVSKGSTFLPVKWMAPESIFDNLYTTLSDVWSYGILLWEIFSLGGTPYP
GMMVDSTFYNKIKSGYRMAKPDHATSEVYEIMVKCWNSEPEKRPSFYHLSEIVENLLPG
QYKKSYEKIHLDFLKSDHPAVARMRVDSDNAYIGVTYKNEEDKLKDWEGGLDEQRLS
ADSGYHPLPDIDPYPEEEDL GKRNRIISSQTSEESAIETGSSSSTHFIKREDETIEDIDMMDDI
GIDSSDLVEDSFL

[82] Coenunenne A MHrHOMPOBAIO (PEPMEHTATUBHYIO AKTHBHOCTH PEKOMOWHAHTHOTO
PDGFRa ¢ myranumeit D842V co 3Hauenmem ICso 42 HM. Coenmnenue B wmHrnOGmposaio
(bepMeHTaTUBHYIO aKTUBHOCTh pekoMOmHaHnTHOro PDGFRo ¢ mytaumeii D842V co 3HaueHHEM
ICs0 20 HM.

IIpumep 3. Uuruduposanue pepmentarusHoii aktTusHocTH PDGFRP aukoro Tuna

Buoxumuueckuit ananus PDGFRB (Homep aoctyna B GenBank: NP_002600)

[83] AxtuBHOCTh KnMHa3pl PDGFRP onpenensii CneKTPOCKONMUYECKH C MPUMEHEHUEM
COEAMHEHHOTO aHajh3a C MHUPYBATKUHA30W/JaKTaTAETHAPOTeHa30H, C IOMOIIBI0 KOTOPOTO
HeTpepbIBHO KOHTpoJupoBain okucienne NADH, 3aBucumoe ot runponnza AT® (Hanmpumep,
Schindler ef al. Science (2000) 289: 1938-1942, xoropas BKJIIOUYE€HA B JAHHBIH JOKYMEHT
IOCPENCTBOM CCBUIKM BO BCE€Hl CBOEH MONHOTE). AHAIU3bl NMPOBOAWIM B 384-IyHOYHBIX
riaHmerax (koHeuHbli o6vem 100 wmxn) ¢ npumeneHuem 9 HM PDGFRB (DeCode
Biostructures, Octpos beliHOpumk, mrar BammHrtoH), 5 eauHUI NUPyBaTKUHA3bIL, 7 €IMHUILL
naktataeruaporenassl, 1| MM ¢ochoenonmupysata, 0,28 MM NADH, 2,5 mr/ma PolyEY u 0,5
MM AT® B ananutuueckom Oydepe (90 MM Tris, pH 7,5, 18 MM MgCl,, 1 mM DTT u 0,2%
oktuarmoko3una). Hurubuposanune PDGFRB wusmepsuin  mocne no0aBieHHs] CEPHITHO
Pa3BENEHHOrO TECTUPYEMOro COeNMHEHHs (KOHeuHasl KOHLeHTparms A ananuza 1% DMSO).
CHwxenne nornomeHus npu 340 HM OTCIEKUBAJIN HENpepbIBHO B TeueHue 6 yacos mpu 30°C
Ha MYJIbTUPEKUMHOM YCTPOICTBE IUI1 cCuuThIBaHUA MUKporuianmeToB (BioTek, Yunycku, mrart
BepmonT). CKOpPOCTH peakIUM pacCYUTHIBAIIA C HCIIOJB30BAHHEM BPEMEHHBIX PaMOK,
cocraBisromux 2-3 4. CKOpPOCTh peakUud TMpU KaKAOW KOHLEHTPALMM COEAUHEHUs
npeoOpa30BbIBAIN B MPOLIEHT HHTUOUPOBAHMS C MPUMEHEHUEM KOHTpOIel (m. e. peakuuu Oe3
TECTHPYEMOrO0 COCIAMHEHHST W pPEakIMU C W3BeCTHbIM HHruobmropom) u 3HadeHus ICso
paccuuThIBAIM NMyTE€M alMpOKCUMAIMM CUTMOMJAJIbHOW KPUBOM C YeThIpbMs NapaMeTpamu B
OTHOIIEHHWHU JaHHBIX ¢ mpuMeHeHueM Prism (GraphPad, Can-/luero, mrar Kamndopuus).

ITocnenoBarensHOCTh Oenka PDGFRP (ocratkm 557-1106 ¢ N-konunesoit HIS-GST-
metkoit; SEQ ID NO: 3 B Genbank)
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MEHHHHHHHHMAPILGYWKIKGLYQPTRLLLEYLEEK YEEHLYERDEGDKWRNKKFE
LOGLEFPNLPYYIDGDVKLTQSMAIRYIADKHNMLGGUPKERAEISMLEGAVLDIRYGVS
RIAYSKBFETLKVDFLSKLPEMLKMEFEDRLCHKTYLNGDHVTHPDEMLYDALDVVLY
MDPMCLDAFPRKLVCFKERIEAIPQIDK YLK SSKYIAWPLOGWQATFGGGDHPPKSDLVP
RHNOQTSLYKKAGFEGDRTMOKKPRYEIRWKVIESVSSDGHEYIYVDPMOLPYDSTWEL
PRDOLVLGRTLGSGAFGUVVEATAHGLSHSQATMEKVAVEKMELKSTARSSEKQALMSEL
KIMSHLGPHLNVVNLLGACTKGGPIYIITEYCRYGDLVDYLHRNKHTFLGHHSDKRRPP
SAELYSNALPVGLPLPSHVSLTGESDGGYMDMSKDESVDY VPMLDMKGDVKYADIESS
NYMAPYDNYVPSAPERTCRATLINESPVLSYMDLVGFSYQVANGMEFLASKNCVHRDL
AARNVLICEGKLVKICDFGLARDIMRDSNYISKGSTFLPLKWMAPESIFNSLYTTLSDVW
SFGILLWEIFTLGGTPYPELPMNEQFYNAIKRGYRMAGPAHASDEIYEIMOKCWEEKFEL
RPPFSOLVLLLERLLGEGYKKKYQOQVDEEFLRSDHPAHLRSQARLPGFHGLRSPLDTSSY
LYTAVOPNEGDKDYIPLPDPKPEVADEGPLEGSPSLASSTLNEVNTSSTISCDSPLEPQDE
PEPEPQLELQVEPEPELEQLPDSGCPAPRAEAEDSEL

[84] Coenunenne A MHrHOMPOBAIO (PEPMEHTATUBHYIO AKTHBHOCTH PEKOMOWHAHTHOTO
PDGFRB mmkoro Ttuma co 3HaueHueM ICso 9 ©HM. Coemunenune B wunHrnbuporaino
(bepMEeHTAaTUBHYIO aKTUBHOCTH pekoMOmHanTHOro PDGFR[ nukoro tuma co 3Hadenunem ICso S
HM.

IIpumep 4. HuruGéuposanue ysBeauuyenusi koaudecrsa PDGFRa ¢ myranuei
D842V, sxcnpeccupyromerocsi B kjierkax Ba/F3

Kynemypa knemox BaF'3 PDGFRo D842V

[85] Knerku BaF3 Tpancurmposanu xoncrpykuue, kogupyromeit PDGFRa D842V, u
orOupamu HezaBucumo ot IL-3. Bxparue, kinerku BeipammBanu B cpene RPMI 1640,
noronHeHHON 10% oxapakrepu3oBaHHOW (erampHON Obrubelt  chiBOpoTkoil  (Invitrogen,
Kapncban, mrar Kamudopuwus), 1 ex./mn nennmmnimaa G, 1 Mxr/ma crpentomunuHa u 0,29
mr/mn L-rayramuna npu 37 rpanycax Llenscust, 5% CO2, 95% BnaxHOCTH.

Ananuzvr nponughepayuu knemox Bal3 ¢ PDGFRa D842V

[86] CepuiiHoe pa3BeneHHE TECTUPYEMOrO COEAMHEHUs PACIpeneNsiii B 96-TyHOUYHBbIH
IIAHIIET ¢ 4epHBIM mpo3paunbiM gHoM (Corning, Kopuunr, mrar Heo-Hopk). decsts Thicsd
KJIETOK 100aBasuyii Ha JyHKy B 200 MKJI TOTOBOW MHUTATEIbHOW cpedbl. [lmaHIIeThI
UHKYOMpoBamu B TeueHue 67 wyacos npu 37 rpanycax Lenscus, 5% COz, 95% BnaxHocTu. B
KoHUe nepuona nHkyOanun 40 mxia 440 MxkM pactBopa pesasypuna (Sigma, Cenr-Jlyuc, mrat
Muccypu) B PBS pobGaBnsinmm K KakIoi JIyHKE M TUIQHIIEThl WHKYOHUPOBAJIM B TEUYCHHE
TOTMOJNHUTENBHBIX 5 "acoB mpu 37 rpagycax Llenscus, 5% COz, 95% snaxuoctu. [1naHimers
CUMTBIBAJIM Ha YCTpOicTBe s cumThiBaHus Synergy2 (Biotek, Yunycku, mrar BepmoHT) ¢
npuMeHeHneM Bo30yxkaeHust npu 540 HM u smuccun npu 600 HM. JlaHHBIE aHAIU3HPOBAIH C
npuMeHeHneM nporpammuaoro obecreuenust Prism (GraphPad, Can-/luero, mrat Kanmudopamus)
n1st pacueta 3HaueHui ICso.

[87] Coenmnenne A wunHrubuposano mposudepanuto kierok BaF3 ¢ PDGFRa ¢
myTtauueii D842V co 3Hauenuem ICso 36 HM. Coenunenne B wHrnOupoBaio mnposudeparuto
kyetok BaF3 ¢ PDGFRa ¢ myTanueit D842V co 3nauenuem ICso 42 HM.

IIpumep S. Uurubuposanue ¢ocpopunuposanuss PDGFRa ¢ myraumeii D842V,

JKcnpeccupymomerocs B kjierkax BaF3
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Kynemypa knemox BaF'3 PDGFRo D842V

[88] Knerku BaF3 Tpancdurmposanu koncrpykuue, kogupyromeit PDGFRa D842V, u
orOupamu HezaBucumo ot IL-3. Bxparue, kierku BeipamuBanu B cpene RPMI 1640,
noronHeHHoON 10% oxapakrepu3oBaHHOW (eranbHON Obrubeil cbiBopoTkoi (Invitrogen,
Kapncban, wrar Kamudopuus), 1 en./mn nenummuiubaa G, 1 mMxr/mn crpentomunusa u 0,29
mr/min L-rnyramuna npu 37 rpagycax Lienscus, 5% CO2, 95% BraxHOCTH.

Becmepu-onommune Bal'3 PDGFRo D842V

[89] JIBa MMJUTMOHA KJIETOK HAa JIYHKY, CYCIIEHIUpPOBAaHHbIE B OecchiBOpoTOYHONH RPMI
1640, nobGasmsiiv B 24-TyHOYHBIN TJIAHIIET, 00paOOTaHHBIN TKaHeBOW KyybTypoi. CepuiiHoe
pa3BeieHHe TECTHPYEMOro COENWHEHHs HOOaBJSIM B IUIAHIIETHI, COAEPKAIlMe KIIETKH, U
IUTAHIIEThl MHKyOWpoBanmu B TeueHue 4 uacoB mpu 37 rpaaycax Llenbcus, 5% COaz, 95%
BinaxkHoctu. Knetku npomsianu ¢ nomompsio PBS, 3arem nusuposamu. Kierounsie nuzatel
paznemsun ¢ nomomplo SDS-PAGE u nepenocumn B PVDF. ®@ocho-PDGFRa (Tyr754)
nerektupoBau ¢ nomompro aHtuTena ot Cell Signaling Technology (besepnu, mrar
Maccauycerc), nposisisiroinero pearenra ECL Plus (GE Healthcare, TTuckaraysii, mratr Hero-
Jlxkepcu) u ycTpoiicTea Wit (GOPMHUPOBAHUS M300paKEHUST HA JIOMHHECHEHTHOM (hOCHOpPHOM
nokpbiTii Molecular Devices Storm 840 B pexume QuyopecueHiuu. biotel oOHaxkamu u
uccienosanu Ha obmmit PDGFRa ¢ mpumenennem antutena ot Cell Signaling Technology
(beepnu, mrat Maccauycerc). 3nauenus IC50 paccuuThiBaIM ¢ MPUMEHEHUEM MTPOrPAMMHOTO
obecnieuenns Prism (GraphPad, Can-/luero, mrat Kanudopaus).

[90] Coenunenne A unrudbuposaino ¢ochopumposanne PDGFRo ¢ myranueit D842V,
skcnpeccupyromerocs B kierkax BaF3, co 3nHauenuem ICso 24 HM. Coenunenne B
uHruouposano ¢ocpopunuposanue PDGFRa ¢ myranueit D842V, skcmnpeccupyrouierocs B
knerkax BaF3 co 3nauenuem ICso 26 HM.

IIpumep 6. Uuruduposanue ¢ocpopuauposanus PDGFRae ¢ myraumeii V561D,
kcnpeccupyomerocs B kierkax CHO

Knerku smunmka kwuradickoro xomsiuka (CHO) BpeMeHHO TpaHCHHUIUPOBAIH
koHcTpyKuueit cDNA PDGEFRA ¢ myrammeit V561D, knonupoBanHO#H B tuiasmuay pcDNA3. 1
(Invitrogen, Kapncban, mrar Kanmudopuus). Uepes apanuath 4eTbipe Haca mocie TpaHcheKuu
KJIETKH o0palaThlBaiM pa3IMYHBIMH KOHLEHTPALMAMH COCAMHEHUs B TeueHne 90 MUHYT.
[Tonyuanu OenkoBble JM3aThl W3 KIETOK M WX [MOABEPrajii HMMYHOIPELUITUTALUN C
npuMmeHenneM antutena k PDGFRA (SC-20, Santa Cruz Biotechnology, Canta-Kpys, mrar
KanmudopHusa) ¢ mnocnenyrmuM MOCIeI0BaTeIbHBIM HWMMYHOOJIOTTUHIOM B OTHOLICHHUH
¢dochoruposnna ¢ npumeHeHneM MoHOKJIOHaNbHOTO anturena (PY-20, BD Transduction Labs,
Cmapke, mratr Mspunenn) uimn odmero PDGFRa (SC-20, Santa Cruz Biotechnology, Canra-
Kpys, mwrar Kanmudoprust). JleHCUTOMETPHIO MPOBOAMIN I KOJMYECTBEHHON OleHKH 3 ekra
JICKaPCTBEHHOT'O CPEICTBA C MpUMEHeHueM mporpammHoro odecriedenust Photoshop 5.1, mpu
sToM ypoBeHb (ocho-PDGFRo HopmanmzoBamm mo obmemy Oenky. DKCIepHMeHTaJbHbIe
pe3yabTaThl ACHCUTOMETPUH AHAIU3MPOBAIM C NPUMEHEHHEM IPOrPAMMHOI0 OOeCredeHus

Calcusyn 2.1 (Biosoft, KemOpumxk, BenukoOpuranusi) 1njsi MaTeMaTHUYECKOTrO OIPeNeIeHHs
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3HaueHni ICso.

[91] Coenunenne A unruduposano pochopumuposanne PDGFRo ¢ myranumeit V561D,
skcnpeccupyromerocs B kaetkax CHO, co 3nauenuem ICso 25 HM.

Ilpumep 7. HNuruduposanue dochopuauposanuss PDGFRa ¢ gesennonHom
myTauneii 842-845 B 3x3o0He 18, sxcnpeccupyromerocs B kjierkax CHO

[92] Knerku simunuka kuraiickoro xomsiuka (CHO) BpemeHHO TpaHCUIHPOBAIH
koHcTpykuueit ¢cDNA PDGFRA ¢ wmyrauueit AD842-H845, KJIOHMpPOBAHHOW B IUIA3MUAY
pcDNA3.1 (Invitrogen, Kapacban, mrat Kanudopuus). Uepes aBaauaTe 4eThipe 4aca MOCIe
TpaHC(HEKLUUN KIETKH 00padaThIBAIN Pa3IMYHBIME KOHIIEHTPALUSIMH COSAMHEHHsI B TedeHue 90
muHyT. [lonydanu OenkoBble JU3AThI M3 KJIETOK U MX MOABEPrajd MMMYHONPELUIHUTALNH C
npumenenneM antutena k PDGFRA (SC-20, Santa Cruz Biotechnology, Canta-Kpys, mrar
KanmudopHus) ¢ mnocnenyrImuM MOCIeI0BATEIbHBIM HWMMYHOOJIOTTUHIOM B OTHOLICHUH
¢dochorrpo3nna ¢ npumMeHeHneM MOHOKJIOHaNbHOTO anTurena (PY-20, BD Transduction Labs,
Cnapkc, mrar Mapunenn) win obmero PDGFRa (SC-20, Santa Cruz Biotechnology, Canra-
Kpy3, wrar Kanmudopnust). JleHCUTOMETPHIO MPOBOAMIN TSI KOJHMYECTBEHHON OIleHKH 3¢ dekra
JIEKaPCTBEHHOT'O CPEICTBA C MPUMEHEHHeM MporpamMmHoro odecriedenus: Photoshop 5.1, mpu
sToM ypoBeHb (¢ocho-PDGFRA wHopmanusoBamu mo oOmemy Oenky. DKCIepUMeHTabHbIC
pe3yabTaThl ACHCUTOMETPUU AHAIM3HPOBAIM C NPUMEHEHHEM IPOrPAMMHOIO OOeCreueHus
Calcusyn 2.1 (Biosoft, KemOpumxk, BemukoOpurtaHusi) mjisi MaTeMaTHYECKOTO OIpeneIeHuUs
3HaueHni ICso.

[93] Coemmnenne A wunrudbuposano ¢ochopunmuposanne PDGFRo ¢ nenenmonHoi
myTtauuei 842-845 B sx30He 18, sxcnpeccupyromerocs B kierkax CHO, co 3nauenuem ICso 77
HM.

IIpumep 8. Huruduposanue ypeanyenusi konudecrsa ciausinus FIP1L1-PDGFRao B
kJjaerkax EOL-1

Kynemypa xnemox FOL-1 (causnue FIP1L1/PDGFRa)

[94] Knerxku EOL-1 BoipammBanu B cpene RPMI 1640, npomonnenHoit 10%
oxapakTepu3oBaHHON (eranpHON Obrubeit  ceiBOpoTkOW  (Invitrogen, Kapncban, 1mrtar
Kamudopuwus), 1 ex./mn nennumsuiuaa G, 1 Mxr/mia crpenromuimaa u 0,29 mr/mn L-rnyramuna
npu 37 rpaaycax Lenscus, 5% CO2, 95% BnaxHocTu.

Ananuszer nponugpepayuu knemok EOL-1

[95] CepuiiHoe pa3BefeHHE TECTUPYEMOI'O COENMHEHUsl paclpenessuid B 96-TyHOUYHbIN
IIAHIIET ¢ YepHBIM mpo3pauHbiM guoM (Corning, Kopuunr, mrar Heto-Hopk). decsats Thicsu
KJIETOK 100aBimsuii Ha JyHKy B 200 MKJI TOTOBOW NHTaTEIbHOW cpenpl. [lmaHIIeTsI
UHKYOHpoBanu B TeueHue 67 yacoB npu 37 rpaaycax Llenbcus, 5% CO2, 95% snaxuaoctn. B
KoHIIe nepuona nHkyOanun 40 mxa 440 MxM pactBopa pe3asypuna (Sigma, Cenr-Jlyuc, mrar
Muccypu) B PBS npobGapnsimm k Kaxmol JyHKe M IUIQHIIETbl WHKYOHMpPOBaJIM B TEUYEHHE
JOTMOJIHUTENbHBIX 5 yacoB npu 37 rpaaycax Llenscus, 5% CO2, 95% Bnaxunoctu. IlnaHmers
CUMTBIBAJIM Ha YyCTpoiicTBe s cumthiBaHus Synergy2 (Biotek, Yunycku, mrar BepmoHT) ¢

npuMeHeHueM Bo30yxaeHus npu 540 HM u smuccuu npu 600 HM. JlaHHbBIE aHATM3UPOBAIU C
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npuMeHeHrneM nporpammuaoro obecriedenust Prism (GraphPad, Can-/luero, mrar Kamudopamus)
11 pacueta 3HaueHuit 1C50.

[96] Coenunenne A nHrnOuposano ysenndenue konudectsa ciausiaus FIP1L1-PDGFRa
B kyetkax EOL-1 co 3nauenuem ICso 0,029 HM. Coennnenne B mHruOupoBajo yBenudeHHe
konmdectBa ciusaust FIP1L1-PDGFRa B knetkax EOL-1 co 3nauenuem ICso 0,018 HM.

IIpumep 9. Huruduposanue ¢ocpopuauposanus caussauss FIP1L1-PDGFRa B
kJjaerkax EOL-1

Kynomypa xnemox FOL-1 (causnue FIP1L1/PDGFRa)

[97] Knerxku EOL-1 BoipammBanu B cpene RPMI 1640, npomonnenHoit 10%
oxapakTepu3oBaHHOW (eranpHON Obrubeit  ceiBOpoTkOi  (Invitrogen, Kapncban, 1mrar
Kamudopuus), 1 ex./mn nennumuiuaa G, 1 Mxr/mia crpenromuiuaa u 0,29 mr/mn L-rnyramuna
npu 37 rpaaycax Lenbscus, 5% CO2, 95% BnaxkHOCTH.

Becmepn-6nommune FOL-1

[98] JlBa MMJUTMOHA KJIETOK Ha JIYHKY, CYCIEHIUpPOBaHHbIE B OecchiBOpoTodHON RPMI
1640, nobGammisiin B 24-JTyHOYHBIN IJIAHIIET, 0OpaOOTaHHBIN TKaHeBOW KynbTypoil. CepuiiHoe
pa3BeneHHe TECTHPYEMOrO COENWHEHHMs MOOaBJSIN B IUIAHIIETHI, COAEPIKAIIHME KIETKH, U
IUTAHIIEThl WHKyOMpoBamu B TeueHne 4 wacoB npu 37 rpanycax Llemscus, 5% CO2, 95%
BiaxxHoctu. Knetku mpomsiBanu ¢ nomomsio PBS, 3arem nusuposamu. Kinerounslie nu3atel
pazmemsuin ¢ momompio SDS-PAGE u nepenocunmu B PVDF. ®@ocho-PDGFRa (Tyr754)
nerektupoBaiu ¢ mnomompro aHtutena ot Cell Signaling Technology (besepnu, mrar
Maccauycerc), nposisisironero peareHra ECL Plus (GE Healthcare, ITuckaraysii, mrar Hero-
Jlxepcu) u ycTpoiicTBa it (GOPMHUPOBAHUS M300paKE€HUsT HAa JIEOMHHECLUEHTHOM (hOChOpHOM
nokpbiTu Molecular Devices Storm 840 B pexwume ¢uyopecueHiud. biotel oOHaxamu u
uccnenoBanu Ha obmuit PDGFRa ¢ npumenenuem anturena ot Cell Signaling Technology
(beepnu, mwrat Maccauycerc). 3nauenus IC50 paccUUThIBAIN C IPUMEHEHHUEM MTPOrPAMMHOTO
obecnieuennst Prism (GraphPad, Can-/Iuero, mrat Kamudophus).

[99] Coenunenne A unruduposano ¢ocdopunupoanue cnusnusi FIP1L1-PDGFRa B
knetkax EOL-1  co 3Hauenuem ICso 0,12 uM. Coenunenue B  uHrubuposano
dbochopunuposanue ciausiausi FIP1L1-PDGFRa B kiierkax EOL-1 co 3nauennem ICso <0,1 HM.

IIpumep 10. JleyeHne mamueHTOB, cTpajalmux pakom 4enoseka, ¢ PDGFRa ¢
myTtanuei D842V

[100] TIIporokon xkmuHuyeckoro wuccineaosanusi DCC-2618-01-001 «OTtkpbiTOE
MHOTOLIEHTPOBOe HcchenoBanue ¢assl 1 coemuHeHMs A U1l OLEHKH O€30MacHOCTH,
NEPEHOCUMOCTH M (PapMaKOKUHETUKH y TAIHMEHTOB C ONYXONSIMH Ha TO3JHHUX CTaJIUsIX»
NpeACTaBsieT COOOH MepBOe HCCIENOBAHHE COENWHEHHMs A Ha deloBeke (MACHTU(DHUKATOD
ClinicalTrials.gov: NCT02571036). LlensiMu DaHHOTO HCCIENOBAHUE C MOBBIIIEHHUEM O3B
SBJIIIOTCS OLIeHKa 0e30macHOCTH, epeHocuMoctH, ¢papmakoknHeTnku (PK), hapmakogmaaMuku
(PD) u npenBapuTenbHON NPOTHBOOINYXOJEBOW aKTHUBHOCTH coenuHeHus A. HMccnemyembrii
JIEKapCTBEHHBIN Mpemnapar BBOIUJIM NEPOPabHO JMOO OAMH pa3, JuOO0 ABa pa3a B CYTKH NPHU

noBbIIArOIMXCs a03ax B auanazoHe or 20 mr BID go 200 mr BID. IlpeasapurenbhHyro
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IIPOTUBOOIYXO0JIEBYK0 aKTUBHOCTb U3Mepsiiu ¢ nomouipto CT-ckaHupoBaHUS B COOTBETCTBUU C
RECIST 1.1 xaxnapii Bropoi muki (kaxzable 56 nueit). ®apmakopuHamuueckue 3(QexTs
U3MEPSUIM  KaK CHIDKCHHE YacTOThl BO3HHKHOBeHHMss Myrauuu amtens (MAF) B JIHK
Oecknerounoi mnasmel (cf) u ananusuposanu ¢ nomoupro Guardant 360 Bepcus 2.9 unu Bepcus
2.10 (Guardant Health, PenByn-Cuth, mrar Kamudopaus), niaargopmel cekBeHUpOBaHUs 11 73
T€HOB CJIEAYIOLIErO MOKOJEHHUS.

[101] Bce mnammeHTsl mMenu 3abojeBaHHE, NPOrPECCHUpPYIOLIee INPH CTAHAAPTHOM
JedyeHMH U OBICTPO mporpeccupyromiee Oe3 JedeHus. B ucciaenoBaHue BKIHOYAIH TPeEX
NAaMEeHTOB ¢ 00ycioBIeHHBIMI MyTaHTHBIM PDGFRO cTpOManbHBIMU OMyXOJISIMH JKEJTyA0YHO-
kumeyHoro Ttpakra (GIST). Myraumo D842V PDGFRo wuaentuduumpoBanu y Kaxkaoro
NalnyueHTa MmyTeM OWoncuu omyxoyid. Ha OCHOBAaHMHM HEKIMHUYECKUX TaHHBIX U JOCTYITHBIX
(apMakOKHHETHYECKHX NaHHBIX U3 uccienoBanus DCC-2618-01-001, yposau no3s1 >50 mr BID
(cyrounas nosa skBuBajsieHTHa 100 Mr) ObUTM AOCTATOYHBIMU JJISI TOTO, YTOOBI NPUBOIUTH K
KOHTPOJIIO OMyXOJH, T. € OCTaHOBKE pOCTa MPU TAaKUX CapKOMax Ha MO3AHENW CTaguu U3
3aBucuMbix oT PDGFRa ¢ mytauueit D842V onyxoneii y naunentos, crpagaromux ot GIST. U3
3 nmoajexalmux OLEHKE MAalMeHTOB, 2 3aperuCTPUPOBAIIA HA YPOBHE HCCIEAYEMOM
s¢pextuBHol no3pl miam Bemue (150 mr QD wu 100 mr BID). Jlpyroro mnarnuenTa
3apeructpuposanu npu 30 mr BID u nporpecc ormedanu nocie 2 HUKJIOB JIEYEHUsl B TeUeHUE 28
nueit. ITaument ¢ mosoii B 100 mr BID naxomwics B umkie 11 (>40 Hemenb) M MpPOmOIIKAT
nojiydatb OnaronpusitHeld  3¢dexkr or jedeHus. Camas TMOCHeOHST OLCHKA OIyXOJH
noaTeepxknana ‘cradmnbHoe 3abonesanue’ B coorsercTBrr ¢ RECIST 1.1. Ouenku onyxonu Ha
NPOTSKEHUH BCErO HCCIEAOBAaHUS IOKa3aJd HEKOTOpoe yMeHblneHune omyxomu (5-10%),
BKJIFOYAsl CaMyI0 MOCJIEHIO0 OLeHKY rocine 9 nukia (36 Henens). [TanueHTt, KOTOpHIN monyyan
neuyenue B no3e 150 mr QD, Haxoauscs Ha 6 mukiie (>20 Hemenb) co cTabuTbHBIM 3a00JIeBaHHEM
cormacio RECIST, u y Hero HaOmomajoch HEKOTOPOE YMEHBLICHHE OINyXOJH. 2 MalueHTa
nojsepraiuch 1 W 3  TpeaBapuUTENbHBIM 00padOTKaM WHTHOMTOpAMH THUPO3MHKHHA3BI
COOTBETCTBEHHO.

[102] Ha ceromnsimHuii neHb naHHble HaOmroneHus CfDNA B OTHOIIEHWM YaCTOTHI
BO3HUKHOBeHUs1 MyTauuu aens PDGFRa D842V B nnazme nocTymHbBI TONBKO AJIS MALUEHTa C
no3oii 100 mr BID. Myrauust D842V B PDGFRa He Obta 0OHapyxkeHa ¢ momompsio cfDNA B
HA4YaJIbHbII MOMEHT HCClenoBaHHMs, HO B | geHp 3 nwmkia (8 Hemenp) mocie JeUEHHs
nerextupoBaau 4actoty 0,59%. Xors orcyTcTBUe BhIABIeHUs MyTauuu D842V B HavanbpHBIM
MOMEHT UCCIIEIOBAHUSI MOYKET OTPaHUYHTDh CIIOCOOHOCTh MHTEPIIPETUPOBATh TaHHBIE, TOT (akKT,
YTO MyTauus, OOHapy)XEHHas B OMyXOJIEBOW TKAaHH, SIBJSIETCS «HEBBLIBISIEMOI» T. €. HIDKE
npeznena oOHApPY>KEHUs B 2 MOCIENOBATEIbHBIX TOUKAX aHANMN30B (WK1 S nenb 1 (16 Hexenp) u
ik 7 neHb 1 (24 Hemenuw)) B 3HAUMTENBHOW CTENEHM IOANEPKHBAET IOAABICHHUE NaHHOM
myTtauuu D842V B PDGFRa B pesynbTaTe edeHus NallMeHTOB, CTPAAAIOIINX OT Paka 4yeJoBeKa,
C TIOMOIIBIO COETUHEHNUS A.

IIpumep 11. JleyeHue mnamueHTa, CTPaJawIero rJaHo0JacTOMOH 4eloBeKa, ¢
ammmnuxkauuneii PDGFRa
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[103] Ilporokon xknuHu4eckoro wucciaeaosanuss DCC-2618-01-001 «OtkpbiToe
MHOTOLIEHTPOBOEe HccienoBanue ¢assl 1 coemuHeHMs A 1011 OLEHKH O€30MacHOCTH,
NEPEHOCUMOCTH M (apMaKOKMHETUKH Y NAIMEeHTOB C OIYXOJSIMH Ha IO3AHUX CTaIUsIX)
NpeACTaBisieT COOOH IepBOe MCCIEeNOBaHHE COeNUHEHMs A Ha uesoBeke (UACHTU(PHUKATOD
ClinicalTrials.gov: NCT02571036). LlensiMu naHHOrO HCCIENOBAHUE C MOBBIIIEHHUEM J03bI
SIBJSIFOTCS OLIEHKa Oe30MmacHOCTH, nepeHocuMocTH, papmakokuneruku (PK), hapmakonuaamuku
(PD) u npenBapuTenbHON MPOTHBOOMYXOJEBOW aKTHUBHOCTH coenuHeHus A. Mccnemyemblii
JIEKApCTBEHHBIH Mpernapar BBOIUIM NEPOPabHO JMOO OAMH pa3, JuOOo ABa paza B CYTKH MPHU
NMoBbIIAKOIMXCS A03ax B auanasone or 20 mr BID mo 200 mr BID. IlpensapurenbHyro
MIPOTUBOOIYXOJIEBYK0 aKTUBHOCTh U3Mepsuiu ¢ nomouipio CT-ckaHMpOBaHUS B COOTBETCTBHUH C
kpurepusimu  RANO (mpoBepeHHbIX OLEHOK B HeiipooHkosornn (Revised Assessment in
NeuroOncology)) yepe3 Kakablii IUKJI, CASTYIOMINN mocie kaxaoro 3°° uukna (kaxasie S6 uim
84 nmsa). DapmakoguHamudeckne S(GEeKTbl U3MepANN  KaK CHIDKEHHE KOJHYECTBA
mupkynupyromux onyxoneBbix kietok (CTC). LlenpHyro kpoBb oboramanu mis CTC B
npodupke OncoQuick. Cmoit CTC crnoli uHKYOMpoBaNM € ageHOBHUPYCOM, KOTOPBIi
permmupyet u skcnpeccupyer GFP B kierkax ¢ Bbicokumu ypoBHSMH Tenomepassl (Oncolys
BioPharma Inc.). 3atem kieTku WHKYOHpOBamu € (DIyOPECLEHTHO-MEUEHbIMH AHTUTENIaMH,
¢ukcupoBann u okpammBamu ¢ nomompro DAPIL Kierku, monmoxutenbHble B OTHOIIEHUH
¢ayopecueniimn  DAPI, GFP, PDGFRa u GFAP, noxcumrthiBamy Kak IUPKYJUPYIOIINE
OIyXOJIEBBIE KJIETKH TIHOOJIACTOMBI C MPHUMEHEHHeM ycTpoiicTBa s Busyanuszauuu BioTek
Cytation 5. I'muopubpusuispueiii kucnbiii 0enok (GFAP) onHO3HAYHO CBs3aH C TJIHAJIbHBIMU
KJIETKAMU.

[104] Bce mnamuentbl uMenu 3a00jieBaHHE, NPOTPECCHPYIOIIEE MPU CTAHIAPTHOM
JedeHun u OBICTpO mporpeccupyromee Oe3 neuerus. OnHOro naumeHta ¢ OOYCIOBICHHOW
ammmdunmposanabiM PDGFRo rimobnacromoit (GBM; 6x amrumduuupoBaHHbId, 12 komuii)
BKJIIOYAJIU B uccienoBanue npu yposHe Jjo3bl 20 mr BID. Ilanuenrta cHauana nedunu c
MOMOIIbK0 KOMOMHHUPOBAHHON PaJUOXHUMHOTEPAMU C TOCJIEAYIOIIUM BBEISHHEM TOJIBKO
TEMO30JIO/Ia, U y HEro BBBIBJSUTH Tporpecc depes 3 Mecsua. [lamment ¢ GBM mnamueHt
Haxonwics B ukie 19 (>17 mecsiieB B HCCIENOBAHUH) U TIPOIOJIKAI TOJTYyYaTh OJIarONPHSITHBIHN
s dext ot nedenus. [TockoNbKy MPOBOAMIACH OLIEHKA OMYyXOJH Mocie mukia 12 (48 Hemenp),
MalMeHT UMeNT ‘YaCTHUYHBIM OTBeT B COOTBeTCTBUU C KpuTepusmu RANO. Ha durype 1
TOKa3aHO M300pakeHue, MmojgydeHHoe ¢ nomomplo MRI, B HayanbHBIIT MOMEHT HCCIIEIOBAHUS
(purypa 1A) u mocne mukna 12 (purypa 1C). Ha durype 1B mpencraBieHO IOMONTHUTENBHOE
JI0Ka3aTeNbCTBO YMEHBLIEHMsI OMyXOJIH Moce Hukia 9.

[105] 3nauumocts ammmudukanuu PDGFRo oueHunBamy B acTpOLMTOMAaxX BBICOKOM
crenenn (HGA) y nereil m B3pocibIX, BKJIIOHUas riuoOmactombl. bombinoe wuccnenoBaHue
NEPBUYHOM  TKAaHU  4YeJOBeKa  MpeArnojaraeT  3HAUUTENIbHYI0  paclpOCTPaHEHHOCTb
oOycnosiennbx ammuuguuposanibiM PDGFRo HGA u ykasbiBaeT Ha TO, 4TO aMIuTU(UKAIIHS
PDGFRo yBenmuuBaeTcsi CO CTENEHBIO U CBsI3aHA ¢ MEHee OJIarOnmpUsITHBIM IMPOTHO30M IpH de
novo GBM c yuactuem myrtantHoro IDHI1 (Philips et al., Brain Pathol. (2013) 23(5):565-73,
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KOTOpasi BKJIFOUEHA B TAHHBIN JTOKYMEHT ITOCPEICTBOM CCBIIKH BO BCeH cBOei monHoTe). Dunn et

al., TmpemoCTaBIAIOT MOMOJHHUTENBHOE OKa3aTelbcTBO TOro, uro amrumpukanus PDGFRa

)
NpeAcTaBysieT coOol cTuMynupyomuil gakrop reHomMHbIXx n3MeHeHnit npu GBM (Dunn ef al.,
Genes Dev. (2012) 26(8):756-84). Ha ocHOBaHMU 3THX pPe3yJbTaTOB (hapMaKOAMHAMHUYECKUIN
s dext, usmepennsiii kak ymenomenue CTC, HaOmonaemoe y mauuenra, crpagarmero GBM,
MoCJIe JICYEHUs] COCIUHEHHEM A, B 3HAYUTEIbHON CTENEeHU NOATBEPIKAAET, YTO YACTUYHBIN
OTBeT, HaOmomaemblii y mauueHta, ctpagatomero GBM, sBisercss pe3ysbTaTOM JieueHUe
oOycnoBnenHoi ammuduuposanibiM PDGFRa  onmyxonu ¢ moMompro coenuHeHus: A.
Jpotinbie nonoxurensabie CTC (PDGFRo+ / GFAP+) BnepBble u3Mepsui BO BpeMsi LKA 7
(28 mepmenp) ¢ wacroroit 2,22 CTC/mn. Yactora cHmkanack B uukiax 13 (52 nenens) u 17 (68
Henenb) 10 1,11 u 0,58 CTC/Mi1 COOTBETCTBEHHO.

IIpumep 12. CoeauHenne B moayuyawT nmyreM OHOJOrHYeCKOro CHHTe3a Mocje
NepPopPaJbHOr0 BBeIEeHUSI COeAUHEHHST A

[106] Ilporokon knuHuyeckoro wuccineaosanusi DCC-2618-01-001 «OtkpbiTOe
MHOTOLIEHTPOBOEe HcchenoBanue ¢assl 1 coemuHeHMs A U1 OLEHKH O€30MacHOCTH,
NEPEHOCUMOCTH M (apMaKOKMHETUKH y TAIHMEHTOB C ONYXONSIMH Ha TMO3AHUX CTaIHSIX)
NpEeACTaBsieT COOOH MepBOe HCCIENOBAHHWE COENWHEHHMss A Ha deloBeke (MACHTU(PHUKATOD
ClinicalTrials.gov: NCT02571036). LlensMu DaHHOTO HCCIAENOBAHUE C MOBBIMICHHEM O3bI
SBIIIIOTCSI OLIeHKa 0€30MacHOCTH, epeHocuMocTH, dpapmakokuHernku (PK), papmakognnamuku
(PD) u mpenBapuTenpbHONH MNPOTUBOOMYXOJIEBOM AaKTUBHOCTH coenuHeHust A. Hccnemyembiii
JIEKapCTBEHHBIN Mpemnapar BBOAWIM NEpOpPaNbHO MO0 OAMH pas, JUO0 ABa pa3a B CYTKH MpHU
noBblarOIMXcs no3ax B auanazone or 20 mr BID mo 200 mr BID. IlepopanbHoe BBEnEHHE
CO€MHEHHs] A TaluMeHTaM MPHUBOAUT K CHUCTEMHOMY BO3JEHCTBUIO COEIMHEHUA A WU
ouoTtpaHcopmanuu coequHeHus: A B coequHerne B nocpencrsom N-geMeTHiInpoBaHus in vivo.
Hnsa dpapmakokunernueckoro (PK) anammsza oOpasubl KpoBM mojydand B Lukjie 1, meHb 15
HETMOCPEICTBEHHO TIepell BBEICHHEM yTpeHHel no3bl coenuHenus A u yepe3 0,5, 1, 2,4, 6, 8 u
10-12 yacos nociie BBeaeHust 103bl. Coenuuenre A U ero akTUBHBIN MeTa0OJIuT, coequHeHe B,
AQHAIM3UPOBAIM C TPUMEHEHHEM BaJMIUPOBAHHOTO OuWoaHanUTU4YeCKOro crocoda. Phoenix
WinNonlin Bepcun 6.3 nmpuUMeHsITH U aHAJIN3a 3aBUCUMOCTH KOHLIGHTPALUU B TUIa3Me KPOBHU
OT BPEMEHHU ISl pacueTa CTaHAapTHBIX HekomnapTMeHTHbIX PK mapamerpos. Bee pacuersr PK
BBITIOJTHSUTA C TIPUMEHEHHEM HOMUHAJIBHOTO BpeMeHu cOopa 00pasuos.

[107] B kauecTBe mpumMepa, BBEIEHUE COEANHEHUSI A KOrOpTE MAlMEHTOB B 703ax 150 mr
IBa pa3a B CyTKH WiaM 150 Mr omuH pa3 B CyTKH NPUBOJWIIO K CTAOMJIBHOMY BO3IEHCTBHIO
coennHEeHUs1 A Ha JieHb 15 nukia 1, a Takke coenuHeHns B, kak yka3aHo B TaOIuIe HUKE.

[108] IlepopanpHyro n03y, cocraBysiomyro 150 wmr, coemunenuss A BBoguiau BID
(mBaXIbl B CYTKH) KOrOpTe M3 5 MAIIEHTOB B TeueHHWe 15 mHel, moasepras BO3IEHCTBHIO
coennHeHust A co cpenqHuM Cmax=1,500 Hr/mn u cpenneii miomaneio nox kpusoit (AUC) =
11,400 mr*u/mmn. Oto BBenmeHHWe B TeueHue 15 nHell mpuBoamio K OumorpaHchopmanuu B
coenuHenne B co cpemamMm Cmax=1,520 ur/mn u cpenaum AUC=15,100 =Hr*u/mi.

ITepopanbhyro 103y, coctaBisiroinyo 150 mr coenunenust A, sogunu QD (onuH pa3 B CyTKH)
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KOropTe U3 4 NalueHToB B TeueHue 15 aHell, moxasepras BO3AEHCTBUIO COEAMHEHUs A CO
cpenanM Cmax=861 Hr/mn u cpenneit miomanpto nox kpusoit (AUC) = 8,070 mr*u/mn. 1o
BBEJICHUE /103 B TeueHue 15 nHell mpuBomgmio k Ouorpanchopmanmu B coenuHeHue B co
cpenauM Cmax=794 ur/ma u cpeagaum AUC=8,600 Hr*u/mi.

Tabauna 1
ITepopanbhas noza | Coenunenune A | Coenunenue A | Coenunenne B | Coenunenue B

COCAMHEHUS A Cmax (ar/mn) [AUC12y (ar*u/mn)| Cmax (ar/mi) [AUC12 4 (HM*u/mi)

150 mr BID 1,500 11,400 1,520 15,100
150 mr QD 861 8,070 794 8,600
JKBHUBAJIEHTHI

[109] Crnenumanucty B HaHHOW oONacTH OyAeT TOHSTHO WIM OH OyneT crnocobeH
YCTAHOBHTb C MpPHMEHEHHEeM He Ooyiee 4YeM OOBIUHBIX SKCIEPUMEHTOB MHOTOYHCIIEHHBIE
SKBUBAJIEHTbl KOHKPETHBIX BApUAHTOB OCYIIECTBJIEHHUS, ONMHUCAHHBIX KOHKPETHO B HACTOSILEM
u3o0perennn. IlonpasymeBaercsi, 4TO Takue SKBUBAJIEHTHI BKJIOUEHBI B OOBEM IMPHBENEHHOM
HIDKE (POPMYJIbI H300pETeHMUS.

B gacTHBIX BOIUIOLIEHMSAX HACTOsIIEE M300PETEeHHE MOXKET OTHOCHTBHCS K CIEAYIOLINM
BapHaHTaM:

1. Cnoco0 neueHWss WM TPEAYNPEKISHUS POCTa OMYXOJH WM IPOTrPECCHPOBAHUS
omyxonu, omnocpenoBaHHblx kuHa3o PDGFR, mpenycmarpuBaroluii BBeeHHE NALUEHTY,
HY’KHaroImeMycst B 3ToM, 3¢ dekTuBHoro komuyecrsa 1-[4-Opom-5-[1-atun-7-(MeTunamuHo)-2-
okco-1,2-nurunpo-1,6-sadprupunun-3-mn]-2-¢propdenun]-3-heHnIMoueBUHBI WIH ee
(bapMaLeBTUUECKH MTPUEMJIEMOM COJTH.

2. Cnoco0 cornacHO BapuaHTy 1, I7ie pOCT OMyXOJIM WIIM HMPOTPECCHPOBAHUE OINYXOJH
00yCJIOBJIEHbI OTHUM WJIM HECKOJBKHUMHU U3 cBepxakcnpeccuu kuHaszbl PDGFRa, oHKOreHHBIX
mucceHc-mytauuii PDGFRa, OHKOTEHHBIX JeNelUOHHbIX MyTtammii PDGFRa, OHKOTEHHBIX
nepectpoek reHoB PDGFRa, npuBonmsumux k cautbiM ¢ PDGFRo Oenkam, BHYTPUTEHHBIX
nenenuiit B PDGFRo BHYTPH paMKU CUUTBIBAHUS WJIM OHKOT'€HHOW aMIUIM(UKALUK TeHa
PDGFRo.

3. Cmocob cormacHO BapuaHTy | wiam BapuaHty 2, TAE€ POCT ONYXOJH MK
MPOrPeCcCUPOBaHUE OMyXO0JIU 00YCIIOBIIeHBI CBepXaKcIpeccueii kunassl PDGFRa.

4. Cnoco0 cormacHO BapuaHTy | WIM BapwaHTy 2, TOe pPOCT ONyXONU WIH
MPOrPECCUPOBAHUE OMYyXOJM OOYCIIOBJICHBI OHKOT€HHBIMU MHCCEHC-MyTauusiMu PDGFRa vm
OHKOT'€HHBIMH JIeJIEMOHHBIMH MyTatsimu PDGEFRa.

5. Cnocob cormacHO BapwaHTy 1 WiIM BapuaHTy 2, TA€ POCT OINYXOJIH WU
MPOrPEeCCUPOBAHUE OMyXOJH OOYCJIOBJICHBI OHKOT'€HHBIMH TmepecTpoiikamu reHoB PDGFERa,
npuogsmuMu K ciutbiM ¢ PDGFRa Genkam, mian BHyTpurenHbimu nenenusimu B PDGEFRa
BHYTPHU PAMKH CUUTBIBAHUS.

6. Cnoco® cormacHO BapuaHty 1 uiaM BapuaHTy 2, TA€ POCT OIYXOJIH WU
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MPOrPeCcCUpPOBaHUE OMyXO0JIH 00YCIIOBJICHBI OHKOreHHON amIutndukanueit reaa PDGFRa.

7. Cnocob corynacHO JI0OOMYy M3 BapuUaHTOB 1-6, rae OmyXoJib MPEACTaBISIET COOOMU
aICeHOKapLUHOMY JIETKOTO, IUIOCKOKJIETOYHBIH paK JIerKOro, TrJHOOJacTOMy, TJIHOMY,
CBOHCTBEHHYIO J€TCKOMY BO3paCTy, AaCTPOLUTOMBI, CapKOMbI, CTPOMAJbHbIE OIyXOJH
JKEJyIOUHO-KUIIEYHOTO TPaKTa, 3JOKAUYECTBEHHYIO CapkoMmy o0ojouek nepudepudeckux
HEpPBOB, HMHTUMAJbHbIE CAPKOMBI, T'MIEPI03UHOMWIBHBI  CHHAPOM, HAMONATHYECKHH
TUIEP303UHOPIIIBHBIA CHHAPOM, XPOHUYECKHH 303MHO(MMIBHBIN JEHKO3, OCTPBIH MUEJOUAHbIA
JIEWKO3, CBSI3aHHBIN ¢ 303uHOQIHEH, WK TuMPoOIacTHYO T-KJIeTOYHYIO TUMPOMY.

8. Crocob cormacHo 0OOMYy M3 BapuaHTOB 1-7, rae OMyXoJib MPEACTABISET COOOM
rodaacTomy.

9. Cnocob cornacHo JIOOOMY M3 BapuaHTOB 1-7, rae OmyxoJib MPEACTaBIsIET COOOM
CTPOMAJTbHbBIE OMYXOJIH JKETyJOYHO-KUIIEYHOrO TPAKTa.

10. Cnoco® cormacHo mobOomy u3 BapuantoB 1-9, rme 1-[4-Opom-5-[1-3Tmn-7-
(MeTunaMuHoO)-2-0kco-1,2-murunpo-1,6-sadprupunnn-3-unl-2-gpropdennn|-3-pernamodeBuny
win ee (hapMalleBTUUECKH MPHEMIIEMYIO COJIb BBOASIT B Ka4eCTBE OTHAENBHOrO CPENCTBA WM B
KOMOMHAIMM  C  JPYTUMH  [POTHBOPAKOBbIMH  TEPANEBTHYECKHMMU  CPEACTBAMHU,
NPOTHBOPAKOBBIMH OHOJIOTMYECKUMH CPEACTBAMH, WHTHOMTOPAMH HMMMYHHBIX KOHTPOJBHBIX
TOYEK WM XUMHOTEPANEBTHYECKUMH CPEACTBAMH.

11. Cnocob® cormacHo Bapuwanty 10, rme TepameBTHYECKOE CPEACTBO BBIOPAHO U3
LIUTOTOKCUYECKOTO ~ CPeACTBA, LMCIUIATHHA, JOKCOPYOMIMHA, JTOMO3MIAA, HPHHOTEKAHa,
TOMOTEKaHa, MAaKJIHTaKCceNaa, OLIeTaKceaa, »SIOTHIOHOB, TaMokcudena, S-dropypauuna,
MeTOTpeKcaTa, TeMo3onoMuzaa, nukiodochamuna, nonadpapuuda, tunudapuuda, 4-((5-((4-(3-
xjopdennn)-3-okconunepasus- 1 -mn)mermn)- 1 H-umnaason- 1 -mm)MeTnin)0eH30HUTpuIIa
TUIPOXJIOPUIA, (R)-1-((1H-umunazon-5-un)mernin)-3-6en3mn-4-(tnoden-2-uncyabonmn)-
2,3,4,5-terparunpo-1 H-6en3onunasenun-7-kapOoHUTpHIIa, Hetykcumaoa, MMaTHUHHOA,
unteppepona anbda-2b, mnerwMpoBaHHOrO HHTEpdepoHa ajbda-2b, KOMOWHALMI C
apomara3oii, reMuuTaOWHA, YypamMyCTHHA, XJopMmeTuHa, udochamuna, MendanaHa,
XJIOpaMOy 1A, nunoOpomana, TPUATHIICHMEIAMUHA, TpudTUIEHTHOPOCPOpaMUHa,
OycynbhaHa, KapMyCTHHA, JIOMYCTHHA, CTPENTO30LMHA, JaakapOasuHa, (IIOKCypUOAUHA,
nurapabuHa, O-MepkanromypuHa, O-THoryanuHa, (uynapabungocdara, JeHKOBOPHHA,
OKCAJMIUIATHHA, TMEHTOCTATHHA, BHUHOJNACTMHA, BHHKPUCTHHA, BHHAE3WHA, OJICOMHLIMHA,
IaKTHHOMHLIMHA, IayHOPYOHLIMHA, SnHUPyOULIIHA, unapyOuLmHa, MHTPaMHLIMHA,
ne3okcukopopmunrHa, MutoMuiHa-C, L-acnaparuHasel, TeHUno3naa 170-3THHUI3CTPAINOIA,
AVATHICTUIBOICTPOJIA, TECTOCTEPOHA, MNPeqHH30HA, (IYOKCUMECTEpOHa, IPOMOCTAHOJOHA
NPOMUOHATA, TECTOJAKTOHA, MErecTpoJialleTaTa, METHIINPEIHU30JIOHA, METHITECTOCTePOHa,
NPETHU30JI0HA, TPUAMIIMHOJIOHA, XJIOPTPUAHU3EHA, 170-ruapOKCUIPOreCcTePOHa,
AMHMHOTJIYTETUMHUZIA, OSCTPAMyCTHHA, MEIPOKCHIPOrecTepoHaLeTara, JIeHIpOInaaLeTaTa,
¢nyramuna, TopemupeHIMTpaTa, TO3epeNuHaLeTaTa, KapOomaTuHa, TUAPOKCUMOYEBHHBI
aMcakpuHa, TnpokapOa3WHa, MHTOTAHa, MHTOKCAHTPOHA, JIeBAMH30Ja, BHHOPEJIOUHA,

aHACTPO30J1a, JIETPO30Ja, Karmeuutabuna, panokcudena, nponokcaprHa, rekcaMeTuiIMeIaMiHa,
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OeBamm3ymada, Tpactysymaba, To3utymomada, Oopresommba, uOputymMoMad THUYKCETaHa,
TPUOKCH/Aa MbIIbsAKA, moppumepa HaTpus, LeTykcuMmada, THOTENbl, AJTPETAMUHA,
dynBecTpaHTa, SKCeMecTaHa, puUTykcumada, amemry3ymada, NIeKcameTa3oHa, OWKallyTaMuna,
XJI0paMOy1MiIa UK BaJpyOUIIMHA.

12. Cnocob cormacHo Bapuanty 10, rae MHMMOMTOP MMMYHHBIX KOHTPOJIBHBIX TOYEK
BpiOpan u3 uHruOuropoB CTLA4. unmimmmymaba u Tpemenumymada, uHruouropos PDI,
nemOponuzymada u HuUBOJdymMaba; uarudburopos PDL1, aresonuszymaba (panee MPDL3280A),
nypsaigymadba (MEDI4736), aBenymada u MoHOKJIOHaapHOTO antutenia PDROO1; uHruOuTopos
nuranna 4-1BB, ypenymaba u yromunymada PF05082566; aronrcra OX40, MOHOKJIOHAIBHOTO
antutena MEDI6469; unrubutopa peuenrtopa (pakTopa HEKpO3a OMyXOJiM, WHAYIHUPYEMOrO
rmokokoptukonoM (GITR), monoknonanbHOro anturena TRXS18; wunruburopa CD27,
Bapmtymada; uaruouropos TNFRSF25-TL1A; aronncra CD40, MOHOKJIOHAJIBHOTO aHTHUTENA
CP 870893; unruduropo HVEM-LIGHT-LTA u HVEM-BTLA-CD160; unruduropos LAG3,
MOHOKJIOHaJIbHOTO aHTuTena BMS 986016; wunruburopo TIM3; wunrubutopor Siglecs;
aronncros ysuragaa ICOS; unruburopa B7-H3, snoOnmutyzymada MGA271; unaruduropos B7-
H4; warunduropos VISTA; marudburopos HHLA2-TMIGD?2; uarundutopos OyTHpoHINHOB;
uHruouropos BTNL2; uarnouropos CD244---CD48; nHrHOUTOPOB MpencTaBuTeNel ceMencTBa
TIGIT u PVR; uaruduropa KIR, nupunymada;, maruduropos ILT u LIR; narnduropa NKG2D u
NKG2A, monamusymaba I[PH2201; waruburopoB MICA u MICB; unrubutopos CD244;
unruoburopos CSFIR, smakrysymaba, kaOupanmuszymaba, mnexkcumaptunHuOa, ARRY382 nu
BLZ945; wunruduropa IDO, (3E)-3-[(3-0pom-4-¢pTopaHMINHO)-HUTPO3OMETHIINACH]-4-[2-
(cynpdpamonnamuHo)aTinamMuHo|-1,2,5-okcanuazona INCB024360;  uarubutopa  TGFp,
ranyHuceptrba, uHruOutopoB aneHo3uH-CD39-CD73; wunruburopo CXCR4-CXCL12,
yinokymiymada u (35,6S,9S,12R,17R,208,238,2685,29S,34aS)-N-((S)-1-amun0-5-ryanuanHo- 1 -
OKCOTNEeHTaH-2-m1i)-26,29-6uc(4-amuHo0yTH)-17-((S)-2-((S)-2-((S)-2-(4-pTOopbenzamuno)-5-
I'YaHUJUHONIEHTAHAMHUIO)-5-TyaHUJUHONIEHTAHAMHUIO )- 3 -(Had TaieH-2-11)ponaHamMuz0)-6-(3-
ryanuauHonponui)-3,20-6uc(4-ruapokcudensmn)-1,4,7,10,18,21,24,27, 30-HoHaokc0-9,23-
6uc(3-ypennonpomnun)rpuakonraruapo-1H, 16H-muppono[2,1-
pl[1,2]nutual5,8,11,14,17,20,23,26,29|HOHaa3aMKIONOTPUAKOHTHH- | 2-kapOokcamuia
BKT140; wunruburopoB ¢docharununcepuna, Oasurykcumada, wunruoutopa SIRPA-CDA47,
moHokJIoHabHOTO anTuTena CC 90002; uaruburopa VEGF, 6eBannsymada; u win uHruouropa
HEHWPOMMIIMHA, MOHOKJIOHAJIbHOTO aHTuTea MNRP1685A.

13. Cniocob cornacHo BapuaHTy 11, rae TepaneBTHYECKOE CPEACTBO MPENCTABIISET COOOM
TEMO30JIOMHI.

14. Cnoco0 cornacHO BapHaHTy 1, IOMONHUTENBHO MPEeNyCMaTPUBAIOIINNA MPUMEHEHHE
PamuOaKTUBHOTO OOJYYEHHSI.

15. Cnoco0 cormacHO BapuaHTy 1, JOMOJNHUTENBHO MpPENyCMATPUBAIOIINN BBEICHUE
TEMO30JIOMHU/1a ¥ IPUMEHEHHE PATUOAKTUBHOTO OOTyUEHUS.

16. Cnocob cormacHo Bapuanty 10, rie AONOJHHUTENIBHOE TEPANEBTHUECKOE CPEICTBO

BbIOpaHo u3 mHruOutopa AKT, ankunupyromero cpencrsa, MOJUTPAHCPETHHOEBONH KUCIIOTBHI,



33

aHTHaHAporeHa, aszauuruanHa, uHruouTopa BCL2, marnburopa BCL-XL, uarnburopa BCR-
ABL, wunruburopa BTK, wnnaruburopa BTK/LCK/LYN, wunrubutopa CDK1/2/4/6/7/9,
unruouropa CDK4/6, unruburopa CDKO, wunrudburopa CBP/p300, wunrudutopa EGFR,
aHTAroOHUCTa peLenTopoB sHAoTenuHa, uaruoutopa ERK, nnruburopa dapuesnnrpanchepassi,
unruouropa FLT3, aronmcra mDIIOKOKOPTUKOMAHOIO peuentopa, uHrubutopa HDM2,
uHruouTOpa T'MCTOH/EALeTHIIA3bI, UHTUOHUTOpA IKKB, UMMYHOMOTYJIUPYIOLLErO
aekapcTBeHHoro cpeacrsa (IMiD), uHreHosa, paauoakTuBHOro obnydenus, uaruoutopa ITK,
unruoutopa JAK1/JAK2/JAK3/TYK2, uuruburopa MEK, munocraypuna, uaruouropa MTOR,
uHruouropa kuHasel PI3, aBotinoro unruburopa kunassl PI3/MTOR, uHruéuropa nmporeacomsl,
unrunoutopa SUV39HI1, TRAIL, wunruburopa VEGFR2,

UHruOUTOpa MyTH TMepenadn curHaia Wnt/B-kaTeHuH, nenuraduHa W MOHOKJIOHAJIBHOTO

2

AaroHruCTa TMPOTCUHKUHA3bI C

anturena k CD20.

17. Cnoco6 wunrnbuposanust kuHasel PDGFR, mnpemycmarpuBarommii  BBeneHue
NAalMeHTy, HyXnaromemycsi B 3ToM, 3¢pdexruBHoro xomuuectBa 1-[4-Opom-5-[1-3Tmn-7-
(MeTunaMuHoO)-2-okco-1,2-murunpo-1,6-sadpTupunns-3-unl-2-propdennn|-3-peHnIMOIeBHHBI
Wi ee (hapMaLeBTHYECKH PUEMIIEMON COJIH.

18. Cnocob cornacHo Bapuanty 17, rme kuHasa PDGFR npencrasnsier coboit PDGFRo
wi PDGFRp.

19. Crocob® cornmacHo BapuaHty 17, HOMOSHHUTENBHO MPEAYCMATPUBAIOIIUI BBEICHUE
IPOTHBOPAKOBOTO TEPANEBTHYECKOTO CPEACTBA, MPOTHBOPAKOBOTO OMOJIOIMYECKOTO CPEACTBA,
MHTUOUTOpPA MIMMYHHBIX KOHTPOJIBHBIX TOUYEK WM XMMHUOTEPAIIEBTUYECKOTO CPECTBA.

20. Cnocob® cormacHo BapuaHty 19, rme TepameBTHYECKOE CPEACTBO BBIOPAHO U3
LIUTOTOKCUYECKOTO CPEICTBA, LUCIUIATHHA, JOKCOPYOHMIIMHA, STONO3HIA, HPUHOTEKAHA,
TOMOTEKaHa, MAKJIUTaKCceNaa, JOLeTaKceaa, JIOTHIOHOB, TaMokcudena, S-dropyparnmna,
METOTpeKcaTa, TeMO30JoMHa, Iukiopochamuna, nonadapuuda, tunudapuuda, 4-((5-((4-(3-
xJjopdenun)-3-okconumnepasut- 1 -mn)merin)- | H-umunazon- 1 -un)meTin))0eH30HUTpuIa
TUJIPOXJIOPUIA, (R)-1-((1H-umunazon-5-um)metn)-3-0eH3min-4-(Tuod eH-2-uicy b OHIT ) -
2,3,4,5-rerparuapo- 1 H-0eH3oquasenuH-7-kapOOHUTpUIIA, eTykcumaa, UMaTUHMOA,
unrepdpepona anbda-2b, nermnmmpoBaHHoro wuHTepdepoHa anbda-2b, KoMOMHAUMH C
apomara3oii, reMuuTaOWHA, YypamyCTHHa, XxJopmermHa, wupochamuna, Mendanana,
XJIopaMOy1mia, nunoOpoMaHa, TPUSTHUIICHMENIAMHHA, TpUSTHIIEHTHODOCHOpaMIUHA,
OycynbhaHa, KapMyCTHHA, JIOMYCTHHA, CTPENTO30LMHA, JAakapOa3uHa, (QIIOKCypUIUHA,
nurapabuHa, O-MepkanromypuHa, O-TuoryanuHa, (uaynapabundocdara, neiikoBopuHa,
OKCAJIMIUIATHHA, TIEHTOCTaTHHA, BHUHOJACTUHA, BUHKPHUCTHHA, BHH/E3MHA, OJICOMHIINHA,
TaKTHHOMHLIMHA, JayHOpPyOHIMHA, SMUpPyOUINHA, unapyounmHa, MUTPaMHLINHA,
ne3okcukopopmuninHa, Mutomumaa-C, L-acnaparnHassl, TeHUNo3uAa 170-3TUHUI3CTPANONA,
OUSTUICTHIIBOSCTPONIA, TECTOCTEPOHA, NPEAHHM30HA, (PIIyOKCUMECTEPOHA, APOMOCTAHOJOHA
NPOMNMOHATA, TECTOJIAKTOHA, MErecTposalleTaTa, METHJIIPEAHU30JI0Ha, METHUITECTOCTEPOHa,
NPEAHU30JI0HA, TPUAMIIMHOJIOHA, XJIOPTPUAHU3EHA, 170-ruipOKCUTIPOreCTEPOHA,

aAMUHOTIIYyTETUMMJIA, OCTPAMyCTHHA, MEAPOKCUIIPOrecTepoHalLeTaTa, JIEWNpOJUAaLeTaTa,
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bayramuna, TopeMudeHIUTpaTa, TO3epeIMHaLeTaTa, KapOOIUIaTHHA, THUAPOKCHMOYEBHHBI,
aMCakpuHa, IpokapOasWHa, MHTOTAHA, MHUTOKCAHTPOHA, JIEBAMM30Ja, BUHOpPENOHHA,
aHACTPO30J1a, JIETPO30JIa, KarmeuutabuHa, panokcudeHa, IposiokcapruHa, rekCaMeTUIMeNIaMIHa,
OeBamm3ymada, Tpactysymaba, To3uTymMomada, Oopre3ommuba, wuOputymomad THUYKCETaHa,
TPUOKCHZAa MbllIbsKa, mopuMepa HaTpus, LeTykcMMada, THOTENbl, aJTPETaMHHA,
(dynBecTpaHTa, dKCEMECTaHa, pPUTYyKCHMMaba, anemTysymada, OeKkcamera3oHa, OWKalyTamunia,
XJIOpaMOyIiiIa K BaJIpyOUIIHHA.

21. Cnocob cornmacHO BapuaHTy 19, rae WHrMOMTOP MMMYHHBIX KOHTPOJIBHBIX TOUYEK
BbIOpaH u3 uHruOutopoB CTLA4, unuiumymaba u Tpemenumymaba;, uHruoutopos PDI,
nemOponuzymada u HuBoJymMaba; uarudburopos PDLI1, arezonmuszymaba (panee MPDL3280A),
nypBaiymaba (panee MEDI4736), aBenymaba u MOHOKJOHajmpHOro aHtutena PDROOI;
uHruouropos juranna 4-1BB, ypenymaba u yromunymaba (PF05082566); aronucra nuranga
0X40, monHokoHanbHOro antutena MEDI6469; unrubutopa penenropa ¢akropa HEKpo3a
omyxonu, uHaynupyemoro rimokokoptukonnom (GITR), moroknonansHoro antutena TRXS518;
uHruouropa CD27, Bapnunymabda; naruduropos TNFRSF25-TL1A; aronucra guranna CD40,
MoHokoHanpHOTrO antutena CP 870893; uaru6uropos HVEM-LIGHT-LTA u HVEM-BTLA-
CD160; uarudutopos LAG3, moHokIOHAIBHOTO aHTHTeNna BMS 986016; uarnburopos TIM3;
unruOutopos Siglecs; aronucroB suranna ICOS; wunaruburopa B7-H3, sHobmuty3ymada
MGAZ271; wunruburopoB B7-H4, wunruburopos VISTA; wunrubutopos HHLA2-TMIGD?2;
uHruouropos OyrupodunuuaoB, wuxHruoumropoB BTNL2; wunruduropos CD244---CDA48;
unruoutopos mnpexacrasureneit cemeiictea TIGIT u PVR; unaruburopa KIR, mupunymada;
uarudburopos ILT wu LIR; wmuruburopa NKG2D u NKG2A, monammszymaba I[PH2201;
unruduropos MICA u MICB; unruburopos CD244; unruburopoB CSFIR, smakty3ymala,
kabupanuzymabda, nekcunaptuanda, ARRY382 u BLZ945; unruburopa IDO, (3E)-3-[(3-6pom-
4-(TOpaHUINHO)-HUTPO3OMETUINACH |-4-[ 2-(cynbdamonaaMuHo )3 TriIaMuHO |- 1,2, 5-
okcaquazona INCB024360; uaruburopa TGFp, ranyaucepruda; nunrudutopos aneHo3nH-CD39-
CD73; UHTHOUTOPOB CXCR4-CXCL12, yJokyrutymada u
(3S,6S,9S,12R,17R,208,238,26S,29S,34aS)-N-((S)-1-amuHO-5-ryaHuAMHO- | -OKCOMEHTaH-2-11)-
26,29-6uc(4-amunodytin)-17-((S)-2-((S)-2-((S)-2-(4-¢propbenzamuno)-5-
I'yaHUJUHONEHTAHAMHIO)-5-TyaHUJUHONIEHTAaHAMHIIO ) -3 -(Had TaieH-2-1i1)ponaHamMuz0)-6-(3-
ryanuanHonponui)-3,20-6uc(4-ruapokcudensmn)-1,4,7,10,18,21,24,27 30-noHaokco-9,23-
6uc(3-ypennonpomnun)rpuakonrarugpo-1H, 16H-muppono[2,1-
pl[1,2]nutual5,8,11,14,17,20,23,26,29|HOHaa3auKI0O0TPUAKOHTHH- | 2-kapbokcamuaa
BKT140; wunruburopoB ¢ocharununcepuna, Oasurykcumada, wunruoOutopa SIRPA-CDA47,
MoHOKJIoOHabHOTO aHtuTena CC  90002; wnruburopos VEGF, Oepaumsymaba, u win
MHruOUTOpa HEWPOMIIINHA, MOHOKJIOHAIBbHOTO anTuTenna MNRP1685A.

22. Crocol coriacHo BapuaHTy 19, rae TepaneBTHUECKOE CPEACTBO MPEACTABIISIET COOOM
TEMO30JIOMHI.

23. Criocob coryacHO BapHaHTy 16, JOMONHUTENBHO MPEAYCMATPUBAIOIINN TPHUMEHEHHE

pPaaAnOaKTUBHOTO O6J'Iy‘{eHI/I$I.
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24. Crocob cornmacHO BapuaHTy 16, NOMOJHHUTENBHO MPEAyCMATPUBAIOIINI BBEICHUE
TEMO30JIOMHU/Ia ¥ IPUMEHEHHE PATUOAKTUBHOTO OOIYUEHUS.

25. Cnoco0 cormacHO BapuaHty 19, rne AONOJHHUTEIBHOE TEPareBTUYECKOE CPENCTBO
BbIOpaHo u3 mHruoutopa AKT, amkunupyromero cpencrsa, MOJUTPAHCPETHHOEBONH KUCIIOTBHI,
aHTHAHApOreHa, asauutuauHa, nHruouropa BCL2, nnruburopa BCL-XL, unru6uropa BCR-
ABL, wunruburopa BTK, wunruduropa BTK/LCK/LYN, wunruburopa CDK 1/2/4/6/7/9,
unruouropa CDK4/6, unruburopa CDKO9, wunrudmropa CBP/p300, wunruburopa EGFR,
AHTArOHUCTA peLenTopoB dHAOTenuHa, uarnoutopa ERK, unruburopa dapuesunrpanchepassi,
unruouropa FLT3, aroHucra mIIOKOKOPTUKOMOHOTO penentopa, uHruouropa HDM?2,
UHTHOUTOpA THCTOHZEAlETUIa3bI, UHTHOUTOpA KK, UMMYHOMOJTY JTUPYEOLI[ETO
nekapctBeHHoro cpencrsa (IMiD), uHreHona, paaroakTuBHOTO oOjy4enus, uHruouropa ITK,
unruoutopa JAK1/JAK2/JAK3/TYK2, uaruouropa MEK, munocraypuna, uaruouropa MTOR,
uHruouropa kuHasel P13, nBotinoro naruduropa kuHasel PI3/MTOR, narnduropa nporeacomsi,
uarunoutopa SUV39HI1, TRAIL, wunruduropa VEGFR2,

UHrubuTOpa MyTH Tmepenadn curHana Wnt/B-kaTeHuH, nenurabuHa W MOHOKJIOHAJBHOT'O

aroHucra mnpoTenHkuHa3bl C,
anturena k CD20.

26. Croco® nedeHHss TIIHOONACTOMBI, MPEAYCMATPUBAIOIMIA BBENEHUE TNAIMEHTY,
HY’KHAromeMycst B 3ToM, 3¢ ¢ekTuBHOro kommdectsa 1-[4-0pom-5-[1-a1un-7-(MeTunamuHo)-2-
okco-1,2-nurunpo-1,6-sadprupunun-3-uin]-2-¢propdennn]-3-hpeHnImMoueBUHBI WIu ee
(hapMaeBTHUECKU TPHEMIIEMOU COJIH.

27. Crnocob cornmacHO BapuaHTy 20, NOMOJHUTENIBHO MPENyCMATPUBAIOIINUN BBEICHHE
IPOTHBOPAKOBOTO TEPANEBTHYECKOIO CPEACTBA, MPOTHBOPAKOBOIO OHOJOrMYECKOrO CPENCTBA,
MHTUOUTOpPA MIMMYHHBIX KOHTPOJIBHBIX TOUYEK UM XMMHUOTEPANEBTUYECKOTO CPECTBA.

28. Cmocob® cornmacHo BapuaHTy 27, Tae TepanmeBTUYECKOe CpPEIACTBO BbIOPaHO U3
LIUTOTOKCUYECKOTO  CPEACTBA, LMCIUIATHHA, JOKCOPYOMIMHA, JTOMO3MIA, HPHHOTEKAaHa,
TOTOTEKaHa, TAaKJIUTaKCceNa, JOLETAaKCceNa, JIOTHUJIOHOB, TaMOKCHU(eHa, S-pTopypauuia,
MeTOTpeKcaTa, TeMo3ojomuaa, uukiodochamuna, nonadpapamnda, Tunudapuuda, 4-((5-((4-(3-
xjopdenun)-3-okconunepasun- | -mwn)mernn)- 1 H-umunazon- 1 -mn)mMernin)0eH30HUTpIIIA
TUJIPOXJIOPUIA, (R)-1-((1H-umumazon-5-um)meTtn)-3-0eH3min-4-(Tuod eH-2-uicy b OHIT ) -
2,3,4,5-rerparunpo- 1 H-0en3onnasenun-7-kapOoOHUTpILIA, HeTykcnumaoa, UMaTUHUOA,
untepdepona anbpa-2b, mnermwupoBaHHOrO wuHTEppepoHa anbda-2b, KoMOWHANMI C
apomara3oii, reMuuMTaOWHA, YpaMyCTHHA, XJOpMeTuHa, udochamuna, MendanaHa,
XJIopaMOy1mia, nunoOpoMaHa, TPUSTHUIICHMENIAMHHA, TpusTHIIEHTHODOCHOpaMIHa,
OycynbhaHa, KapMyCTHHA, JIOMYCTHHA, CTPENTO30LMHA, JakapOa3suHa, (QIIOKCypUIUHA,
nurapaOuHa, O-MepkanromypuHa, O-THoryanuHa, (uynapabungocdara, JeHKOBOPHHA,
OKCAJMIUIATHHA, TIEHTOCTaTHHA, BHUHOJACTUHA, BUHKPHUCTHHA, BHH/AE3MHA, OJIEOMHIIMHA,
TaKTHHOMHLIMHA, IayHOpyOHIMHA, SMUpPYyOHUINHA, unapyounmHa, MUTPaMHLINHA,
ne3okcukopopmunrHa, MutoMuiHa-C, L-acnaparunasel, TeHuno3naa 170-3THHUI3CTPAINOIA,
OUSTUICTHIIBOSCTPONA, TECTOCTEPOHA, NPEAHU30HA, (PIyOKCHMECTEPOHA, APOMOCTAHOJIOHA

npomnuoHara, TECTOJIAKTOHA, METreCTpoJlanerara, MCETUINPEAHNU30JIOHA, METUITECCTOCTCPOHA,
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NPEAHU30JI0HA, TPUAMIIMHOJIOHA, XJIOPTPUAHU3EHA, 170-ruipOKCUTIPOreCTEPOHA,
AMHUHOTTYTETUMHUZA, O3CTPAMYCTHHA, MEIPOKCHUIIPOrecTepOoHALeTaTa, JieHmnpoauaanerara,
bayramuna, TopeMudeHIUTpaTa, TO3epeIMHaleTaTa, KapOOIaTHHA, THUAPOKCHMOYEBUHBI,
aMCakpuHa, IpokapOa3WHa, MHTOTAHa, MUTOKCAHTPOHA, JIEBAMU30Ja, BUHOPENOMHA,
aHACTPO30JIa, JIETPO30J1a, KaneuuTabiHa, pajokcudena, IpookcaduHa, rekCaMeTHIMEeIaMUHa,
OeBaumsymaba, TpacTy3ymaba, To3urymomada, OopTesomuba, uOpUTYyMOMaO THYKCETaHa,
TPUOKCHAA  MbIIIbsiKa, MopduMepa HATpUs, LeTyKcuMmada, THOTENbl, aNTPETAMHHA,
dynBecTpaHTa, 3KCeMecTaHa, puTykcumada, anemry3ymada, JekcamerasoHa, OWKalyTamMuna,
XJIOpaMOy1HJIa MITH BaJIPyOUIIHHA.

29. Cnocob cornmacHO BapuaHTy 27, Te WHTMOMTOP MUMMYHHBIX KOHTPOJBHBIX TOUYEK
BbIOpaH u3 uHruOutopoB CTLA4, unmimmymaba u Tpemenumymaba;, uHruoutopos PDI,
nemOponmuzymada u HuBoiymaba; uHruburopos PDLI1, arezomuszymaba (panee MPDL3280A),
nypBaiymaba (panee MEDI4736), aBenymaba u MoOHOKJOHajdpHOro aHtutena PDROOI;
uHruouropos nurasna 4-1BB, ypenymaba u yromunymaba PF 05082566; aronucra nurasnga
0X40, monokoHanbHOro antutena MEDI6469; unrunburopa penentopa ¢akropa HeEKposa
omyxonu, uHAynupyemoro riokokoptukonnom (GITR), monoknonansHoro antutena TRXS518;
uHruouropa CD27, Bapnunymabda; naruduropos TNFRSF25-TL1A; aronucra auranna CD40,
MoHokoHanpHOTrO antutena CP 870893; narn6uropos HVEM-LIGHT-LTA n HVEM-BTLA-
CD160; uarudutopos LAG3, moHokoHaibHOTO anturena BMS 986016; unrudutopos TIM3;
unruOutopos Siglecs; aronucroB suranna ICOS; wunaruburopa B7-H3, suHobmuty3ymada
MGAZ271; wunruburopoB B7-H4, wunruburopos VISTA; wunruduropos HHLA2-TMIGD?2;
uHruouropos  Oyrupodunuaos, unHruOuropoB BTNL2; wunruduropos CD244---CDA48;
unruburopos mnpencrasureneit cemeiicrea TIGIT u PVR; unruburopa KIR nupunymaba;
uaruouropos ILT u LIR; wuuruburopa NKG2D u NKG2A, wmonammsymada I[PH2201;
unruouropos MICA u MICB, unruturopos CD244; unruduropos CSFIR, smakty3ymada,
kabupanuszymada, nekcunaptuauda, ARRY382 u BLZ945; unruburopa IDO, (3E)-3-[(3-6pom-
4-(hTOpaHIITUHO )-HUTPO3OMETHIIUACH |-4-[ 2-(cyabdamonnaMuHo )3 TunaMuHo|-1,2,5-
okcamuazona INCB024360; unruouropa TGFp ranyaucepruda; uaruouropos aneno3uH-CD39-
CD73; UHTUOUTOPOB CXCR4-CXCL12 yJIOKyIuTyMada U
(3S,6S,9S,12R,17R,208,238,26S,298S,34aS)-N-((S)-1-amuHO-5-ryaHuAMHO- | -OKCOMEHTaH-2-11)-
26,29-6uc(4-amunodytin)-17-((S)-2-((S)-2-((S)-2-(4-¢propbenzamuao)-5-
T'yaHUJUHONEHTAHAMHIO)-5-TyaHUJUHONIEHTAaHAMHIIO)- 3 -(Had TaeH-2 -1 )IponaHamMuzo)-6-(3-
ryaHuanHonponui)-3,20-6uc(4-runpokcudensmn)-1,4,7,10,18,21,24,27 30-HoHaokc0-9,23-
ouc(3-ypennonpomnun)rpuakonraruapo-1H, 16H-muppono[2,1-
pl[1,2]nutual5,8,11,14,17,20,23,26,29|HOHaa3auKIOOTPUAKOHTHH- | 2-kapbokcamuia
BKT140; wunruburopoB ¢ocharuauncepuna, Oasurykcumada, wunruoutopa SIRPA-CDA47,
MoHoknoHanpHOro anturena CC  90002; wunruburopos VEGF, OeBanmmsymaba;, u wuim
UHruOUTOpa HEWPONIIINHA, MOHOKJIOHaIbHOTO anTuTenna MNRP1685A.

30. Criocob cormacHo BapuaHTy 28, rie TeparneBTHYeCKOe CPEACTBO MPENCTABISIET COOOH

TEMO30JIOMHU.
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31. Croco cornacHo BapuaHTy 26, JOMOJHUTENBHO NPEAYCMATPUBAIOINI IPUMEHEHNE
PamnOaKTUBHOTO OOJYYEHHSI.

32. Cnoco0 corimacHo BapuaHTy 206, AONOJHHUTENBHO NPEAyCMAaTPUBAIOINUI BBEICHUE
TEMO30JIOMHU/Ia ¥ IPUMEHEHHE PAJUOAKTUBHOTO OOTyYEeHUS.

33. Cnocob coriacHO BapuaHTy 27, rIe IONOJHHUTENbHOE TEPANeBTUYECKOE CPENCTBO
BbIOpano u3 uHruouropa AKT, amkunmpyromero Cpeactsa, MOJUTPAHCPETHHOEBOW KUCIOTHI,
aHTHaHApOreHa, asauutuauHa, nHruouropa BCL2, nnruburopa BCL-XL, unru6uropa BCR-
ABL, wunruburopa BTK, wnaruburopa BTK/LCK/LYN, wunrubutopa CDK1/2/4/6/7/9,
unruouropa CDK4/6, unruduropa CDK9, wunruduropa CBP/p300, wunruduropa EGFR,
AHTArOHUCTA peLenTopoB dHAOTenuHa, uarnoutopa ERK, nnruburopa dapuesunrpanchepassi,
unruouropa FLT3, aroHucra mDIIIOKOKOPTUKOMIHOTO penenrtopa, wuHruouropa HDM2,
WHTHOUTOpA THCTOHZEAETUIa3bI, UHTHOUTOpA KK}, UMMYHOMOJTY JTUPYIOLIETO
nekapctBeHHoro cpencrsa (IMiD), wHreHona, paaroakTuBHOTO oOjydenwus, uHruouropa ITK,
unruoutopa JAK1/JAK2/JAK3/TYK?2, uaruduropa MEK, munocraypuna, naruduropa MTOR,
uHruouropa kuHasel P13, nBotinoro narunouropa kurassl PI3/MTOR, naruéuropa nporeacomsl,
uarunoutopa SUV39H1, TRAIL, wunruduropa VEGFR2,

UHrubuTOpa myTH Tmepenadn curHana Wnt/B-kareHuH, nenurabMHa W MOHOKJIOHAJBHOTO

aroHMcTa mnpoTeuHkuHasbl C,
anturena k CD20.

34. Cnoco6 neuennst PDGFRa-onocpenoBaHHbIX CTPOMAIBHBIX OMYXOJIEH >KEeNyI0YHO-
KUIIEYHOTO TPAaKTa, MPEIyCMATPHBAIOLIMN BBEJACHHE MALMEHTY, HYKAAIOIMIEMYCS B 3TOM,
s¢pexTuBHOro  konmmvectsa  1-[4-Opom-5-[1-3THn-7-(MeTHIAMUHO)-2-0KCO-1,2-auruapo-1,6-
HaTupuauH-3-mi|-2-prophennn|-3-heHnTmMoueBUHbl Wik ee (papMaleBTUIECKH MPUEMIIEMO
COJIH.

35. Cnocob coriacHO BapuaHTy 34, AOMOJHHUTEIbHO MPEAyCMATPUBAIOIININ BBEICHUE
IPOTUBOPAKOBOTO TEPANEBTUYECKOTO CPEICTBA, MPOTUBOPAKOBOIO OMOJIOIMYECKOro CPENCTBa,
UHTHOUTOPA MMMYHHBIX KOHTPOJIBHBIX TOUEK HJIH XMMHOTEPAIEBTHYECKOTO CPECTBA.

36. Crnoco0 coryacHO BapuaHTy 35, e TepaneBTHYEeCKOe CPENCTBO BBIOPAHO U3
IIUTOTOKCUYECKOTO CPEACTBA, LMUCIUIATHHA, JOKCOPYOWIIMHA, STOMO3WAA, HWPUHOTEKAHA,
TOTOTEKAaHa, TAaKJIUTaKCceNa, JOLETAaKCeNa, »JIOTUJIOHOB, TaMOKCH(eHa, S-pTopypauuia,
METOTpeKcaTa, TeMo3ojoMuaa, uukiodochamuna, nonadpapanda, tunudapuuda, 4-((5-((4-(3-
xJopdennn)-3-okconunepasus- | -mwn)mernn)- 1 H-umunazon- 1 -mn)mMernin)0eH30HUTpIIIA
TUJIPOXJIOPUIA, (R)-1-((1H-umumazon-5-um)metin)-3-0eH3min-4-(Tnod eH-2-uicy ibh OHII )-
2,3,4,5-rerparunpo-1H-0en3onnazenun-7-kapOoHUTpHIIA, LeTyKcnumaoa, UMaTHHHUOA,
untepdepona anbpa-2b, mnermupoBaHHOrO wHHTEpdepoHa aibda-2b, KoMOWHAIMI C
apomara3oii, reMuuTaOWHA, YpaMyCTHHA, XJopMeTuHa, udochamuna, MmendanaHa,
XJIopaMOy1mia, nunoOpomMaHa, TPUSTUIICHMENIAMHUHA, TpusTIIEHTHODOChOpaMuHa,
OycynbaHa, KapMyCTHHA, JIOMYCTHHA, CTPENTO30LMHA, JgakapOa3uHa, (QIIOKCypUIUHA,
nurapaOuHa, O-MepkanromypuHa, O-THoryanuHa, (uynapabungocdara, eHKOBOPHHA,
OKCAJIMIUIATHHA, TMEeHTOCTaTHHA, BUHONACTMHA, BUHKPUCTHUHA, BHHIE3MHA, OJICOMHUIIMHA,

JAKTUHOMULIMHA, JayHOpPyOHMLIMHA, snupyOuINHA, unapyounmHa, MUTPaMHLMHA,
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ne3okcukopopmuninHa, Mutomuuaa-C, L-acnaparnHassl, TeHUNo3uaa 170-3THHUIICTPAANONA,
IUSTUICTHIIBOSCTPONIA, TECTOCTEPOHA, NPEAHU30HA, (PIyOKCHMECTEPOHA, APOMOCTAHOJIOHA
NPOMNMOHATA, TECTOJIAKTOHA, MErecTposalleTaTa, METHJINPEAHU30JI0Ha, METHUITECTOCTEPOHA,
NPEAHU30JI0HA, TPUAMIIMHOJIOHA, XJIOPTPUAHU3EHA, 170-ruipOKCUTIPOreCTEPOHA,
AMHUHOITYTETUMHUZA, OCTPAMYyCTHHA, MEIPOKCHUIIpOrecTepoHaleraTa, JeHnpoauaanerara,
dnyramuna, TopemupeHUHMTpaTa, TO3epesuHaLeTaTa, KapOOIUlaTMHA, THUAPOKCUMOYEBUHBI,
aMcakpuHa, TnpokapOasWHa, MHTOTaHAa, MHTOKCAHTPOHA, JIEBAMH30Ja, BHHOpEJIOUHa,
aHACTPO30J1a, JIETPO30JIa, KarnmeuutabuHa, panokcudena, nponokcaprHa, rekcaMeTuiIMeIaMiuHa,
OeBarm3ymaba, Tpacty3ymaba, To3uTymomada, Oopresomuba, HMOpUTYyMOMAad TUYKCETaHa,
TPUOKCH/IA  MbIlIbsKa, mnopdumepa HaTpus, LeTyKCMMada, THOTENbI, aJTPETAMHHA,
dynBecTpaHTa, 3KCeMecTaHa, puTykcumada, amemry3ymada, nekcameTa3oHa, OWKayTaMuna,
XJIOpaMOyIHJIa HITH BaJIPyOUITIHA.

37. Cnoco® coriacHO BapuaHTy 35, rae MHTMOUTOP MMMYHHBIX KOHTPOJIBHBIX TOYEK
BbIOpaH u3 uHrHOuTopoB CTLA4, ununimmymaba u Tpemenumymaba;, wHruOutopos PDI,
nemOponmmuzymada u HuBonymaba; marudburopos PDLI1, arezonmuszymaba (panee MPDL3280A),
nypsaiymaba MEDI4736, aBenymaba u MoHOKIOHanbHOTO antutena PDROO1; waruburopos
muranga 4-1BB, ypenymaba u yrommnymaba PF05082566; aronmcra muranma OX40,
MOHOKJIOHaJIbHOTO aHTuTena MEDI6469; nnrnburopa peuenrtopa ¢pakTtopa HEKpO3a OMyXOJH,
uHayuupyemoro  rmokokoptukounoM  (GITR), monokioHanpHOro anrutena TRXS1S;
uHrudburopa CD27, Bapnunymaba; narudburopos TNFRSF25-TL1A; aronucra guranna CD40,
MoHoKIoHanpHOTrO anturena CP870893; muruouropos HVEM-LIGHT-LTA u HVEM-BTLA-
CD160; uarudutopos LAG3, moHokioHanbHOrO anrurena BMS 986016; unrudutopos TIM3;
unruburopos Siglecs; aronuctoB suranaa ICOS; wunruburopa B7-H3, snoOmuty3ymaba
MGAZ271; wunruburopos B7-H4; wunruburopo VISTA; wunrudmropos HHLA2-TMIGD2;
uHruouropos  Oytupodunmuos; wuHrubutopoB BTNL2; wunrnbutopos CD244---CDA48;
uHruoutopo mnpexacrasureneit cemerictea TIGIT u PVR; unruburopa KIR, nupunymada;
unruouropo ILT wu LIR; wunruburopa NKG2D u NKG2A, monammsymaba I[PH2201;
unruoutopos MICA u MICB; unruburopos CD244; unruburopa CSFIR, smakty3ymada,
kabupanuzymada, nekcunaptunnoa, AMG382 u BLZ945; unruburopa IDO, (3E)-3-[(3-6pom-4-
(b TOpaHWINHO)-HUTPO3OMeTHIIUIEH |-4-[ 2-(cynbhaMoraMiHO )3THIaMuHO |- 1,2, 5-okcaamnasona
INCB024360; wunruburopa TGFB ranynuceptubda; wunruburopos aneHo3nn-CD39-CD73;
unrunouTopos CXCR4-CXCL12 ynokymiymabda u (3S,6S,9S,12R,17R,208,23S,26S,298S,34aS)-
N-((S)-1-amun0-5-ryanunuHo- 1 -okconeHTan-2-un)-26,29-6uc(4-amuao0ytmn)-17-((S)-2-((S)-2-
((S)-2-(4-¢propbenzamMmuo)-5-ryaHu AMHOIEHTAHAMUIO )-S5 -TyaHU AMHONIEHTAHAMUTIO)-3 -
(HadraneH-2-mn)nponaHamMuzo)-6-(3-ryanuanHonponui)-3,20-0uc(4-rugpokcnoeH3m)-
1,4,7,10,18,21,24,27,30-H0Ha0kc0-9,23-6uc(3-ypennonponmi)rpuakonraruapo- 1H, 16H-
nuppono|2,1-p][1,2]autunals,8,11,14,17,20,23,26,29 |HOHaa3auKIOAOTPUAKOHTHH- 1 2-
kapOokcamuna BKT140; wunruOuropoB ¢ocharuguncepuna, OaButykcumada, HHruobutopa
SIRPA-CD47, monoknoHanbHOoro anrurenaa CC 90002; uaruburopa VEGF, GeBanusymaba; u

WM MTHTUOUTOpa HEHPONMINHA, MOHOKJIOHAJIbHOTO anTuTena MNRP1685A.
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38. Criocob cormacHo BapuaHTy 30, Iie TeparieBTHYECKOE CPEACTBO MPENCTaBIIsieT COOOMH
TEMO30JIOMHI.

39. Cnoco0 cornacHO BapuaHTy 34, HOMOJHUTENBHO MPEeNyCMAaTPUBAIOIINN TPUMEHEHHE
PaauOaKTUBHOTO OOJY4EHHS.

40. Cnocob cornacHO BapuaHTy 34, DOMOJHUTEIBHO NMPENyCMaTPHUBAIOIIUI BBEICHHE
TEMO30JIOMHUJIa ¥ IPUMEHEHNE PaTMOAKTHBHOTO O0JTyYeHNS.

41. Crioco0 corjmacHo BapuaHTy 35, rnie IOMOJHHUTENbHOE TEePaNeBTUYECKOe CPENCTBO
BbIOpaHo w3 wHruOuTopa AKT, amkuiupyromero CpeacTsa, MOJUTPAHCPETHHOEBOW KHCIIOTHI,
aHTHaHAporeHa, asauuruanHa, uHruoOutopa BCL2, maruburopa BCL-XL, uaruburopa BCR-
ABL, wunruburopa BTK, wunruburopa BTK/LCK/LYN, wunrubutopa CDK1/2/4/6/7/9,
unruouropa CDK4/6, unruduropa CDKO, wunrudburopa CBP/p300, wunrudburopa EGFR,
AHTArOHUCTA peLenTopoB sHAOTenuHa, uHrnoutopa ERK, nnruburopa dapuesunrpanchepassi,
uHruouropa FLT3, aroHucra mIIIOKOKOPTUKOMOHOIO penenTtopa, uHruomropa HDM?2,
WHTHOUTOpA TUCTOH/€ALIETUIIA3bI, UHTHOUTOpA KK}, UMMYHOMOTY JTUPYOLIETO
nekapctBeHHoro cpencresa (IMiD), uHreHona, pagnoaktTuBHOro oOiydenwus, uaruouTopa ITK,
unruoutopa JAK1/JAK2/JAK3/TYK?2, uaruduropa MEK, munocraypuna, uaruburopa MTOR,
uHruouropa kuHasel P13, nBotinoro naruduropa kurassl PI3/MTOR, naruéuropa nporeacomsl,
, marubmropa SUV39HI1, TRAIL, wunrubutopa VEGFR2,

uHrubuTopa mnyTd Tmepenadn curHana Wnt/B-kateHuH, nenurabMHa W MOHOKJIOHAJBHOT'O

AaroHruCTa TMPOTCUHKUHA3bI C

auturena xk CD20.
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POPMYJIA U3OBPETEHUSA

1. Cnioco® nedeHus: mporpeccUupyromeil CTpOMaIbHON OMyXOJIH JKeJTy TOYHO-KUIIIEUHOTO
TpakTa Yy TAIMeHTa, I[OJNy4YaBIIErO paHee MPEeIBAPUTENbHOE JIEUEHHE WHIHOMTOpaMH
THUPO3UHKUHA3BI, BKJIIFOYAKOLINI NEPOPaIbHOE BBEICHNUE MALIMEHTY, HYXKIa0IeMycs B 3ToM, 150
MT OJIMH pa3 B CYyTKH WJIH JBa pa3a B CyTKU coeanHeHus 1-[4-0pom-5-[ 1-aTun-7-(MeTunaMuHo)-2-
okco-1,2-nurunpo-1,6-sapTupunun-3-unl-2-propdpernn]-3-peHNIMOUEBUHBL.

2. Cnoco0 mo 1. 1, Bximovaromuii BBefieHrne nauenty 150 mr coenunenus 1-[4-0pom-5-
[ 1-3THIn-7-(MeTHnaMuHO)-2-0Kco-1,2-nuruapo- 1,6-naptupuans-3-mn|-2-proppenun|-3-
(beHNITMOUEBUHBI OVH Pa3 B CYTKH.

3. Crnocob mo m. 1, rme mpeaBapuTENnbHOE JIeYeHWE HHTUOMTOPAMH THPO3WHKHUHA3bI
BKJIFOYAET OHO MPEABAPUTEIBHOE JIEUEHHE UHIMONTOPaMU THPO3MHKHHA3BI.

4. Cnocob mo m. 3, rae mpeaBapUTENbHOE JIeYeHHEe HWHTUOMTOpaMH THUPO3WHKHUHA3bI
NpeACTaBIsieT COOOM JedeHne UMaTHHHOOM.

5. Cnocob no n. 1, Bxirovarouii BBeieHue nanueHty 150 mr coenunenus 1-[4-Opom-5-
[ 1-3Tui-7-(MeTrnaMuHo)-2-0kco- 1, 2-nurunpo- 1,6-naprupuaus-3-mi]-2-proppenun]-3-
(eHnIMOUEeBHHBI 1BA Pa3a B CYTKH.

6. Cnocob mo m. 1, rme mpenBapuTenbHOE J€YEHHE WHIMOMTOPAMU THPO3UHKHHA3BI
npencTaBiasieT cOOOW TpU JieueHHs HMHTMOMTOpPAMH THPO3MHKHHA3BI, NPH 3TOM KaKAbIA M3
NPEeALIeCTBYOINX HHIHONTOPOB TUPO3MHKHUHA3BI PA3JIMYEH.

7. Criocol JieueHus MPOrpeCCHPYIOLIeH CTPOMABHON OIMYXOJH KTy I0YHO-KHIIEUHOTO
TpakTa Yy TMAlMeHTa, TMOJy4YaBIIero paHee MPeIBaAPUTENIbHOE JICUCHHEe WHTHOMTOpaMHU
TUPO3UHKUHA3bI, BKJIIIOYAIOIINI EPOpaIbHOE BBEEHNE MALIMEHTY, HYXIalleMycs B 3ToM, 150
MI' OJJUH Pa3 B CyTKU coenuHeHus 1-[4-Opom-5-[1-3Tun-7-(MeTunaMuHo)-2-0kco-1,2-muruapo-
1,6-nadTupuann-3-un|-2-gropdhenmn]-3-peHUIMOYEBHHBI, I71€ MNPEABAPUTENILHOE JICUCHHE

I/IHFI/I6I/ITOpaMI/I THUPO3UHKHWHA3bI BKIIKOYACT MPECABAPUTEIIBHOC BBEACHUEC MMaTHUHUOA.
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