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KOMBHUHHUPOBAHHASA TEPAIIUA JIUIA JIEYUEHUA MACTOIIUTO3A

ITEPEKPECTHAX CCBIJIKA HA POACTBEHHBIE 3AABKU

[0001] Hacrosimas 3asBka ucmpamusaeT npuopurer no 3asske Ha nateHT CIIA Ne
62/624453, nonannoii 31 ssuBapst 2018 r., KOTOpast BKJIIOUEHA B JAHHBIN JTOKYMEHT MOCPEACTBOM
CCBUIKH BO BCEH CBOEH MOJIHOTE.

YPOBEHb TEXHUKHU

[0002] c-KIT (raxxke wusBectHbii kak KIT, CDI117 u peuentop ¢dakropa pocTa
CTBOJIOBBIX KJIETOK) TIpeAcTaBisieT coOoi TpaHcMeMOpaHHbIE Oenok Becom 145 x/la,
NPECTABJSIIOIUI COOOH THPO3MHKHMHA3Y, KOTOPBIH BbIMoNHsET pyHKIuio peuenropa III tuma.
IIporoonkoren c-KI7, pacronoxkeHHblii Ha xpomocome 4ql1-21, xogupyer peuentop c-KIT,
JIMTaHA KOTOPOTO TMpencTaBjsieT coboil ¢akrop pocta cTBONOBBIX KieTok (SCF, cranbpHOM
¢axTop, murana kit, ¢akTop pocra Ty4HBIX KJIETOK). Perentop o0namaer akTHBHOCTBIO Oelika,
NPEACTABISIIOIEro cobol  TUPO3WHKMHA3Y, W CBs3biBanue Jjuranga SCF mpuBomut K
ayropochopumuporannio  ¢-KIT wu ero cBs3plBaHMIO ¢ CyOcTparamMu, TakUMHU Kak
dochaTunuIMHO3ZUTON-3-KUHA3a (PI3K). DocdopunupoBaHue TUPO3UHA
NPOTEUHTHPO3MHKUHA3AMH SIBJISIETCS OCOOCHHO Ba)KHBIM B Iepeave CUrHaja B KIETKE U MOYKET
OMOCpeNoBaTh IMepenadyy CHUTHajJIOB JJii OCHOBHBIX KJIETOUHBIX IPOLIECCOB, TaKUX Kak
nponudeparusi, BBDKUBAEMOCTb, nuddepeHuanys, anontos3, NpUKpPeIUieHHe, NHBA3HBHOCTh U
MUTpaLysl.

[0003] I'en peuentopa TUPO3UHKUHA3BI C-K/ 1 sBJsieTCA KPUTUUECKU BaXKHBIM JUJIs1 pOCTa
TY4YHBIX KJIETOK, MOJAEPKAHUS >KU3HenesTeNbHOCTH, aupdepeHunanuy #u TOMeocTasa.
AKTHBHpYIOIME MYTALMH WIH CBepxdKcmpeccus reHa c-K/7T ycuiumBarOT CIIOCOOHOCTD
peuenropa c¢-K/7' cTUMyIMpOBaTh BHYTPHUKJIETOUHbIE IIyTH, NPUBOMAIIME K HapyLIEHHON
npoudepauy Ty4HbIX KJIETOK.

[0004] MacTouuTo3 MpeAcTaBiseT COOOW peaKoe HapylIeHHe, XapaKTepU3YIOIIeeCs
AHOMAJIbHBIMU HAKOIUIEHUSIMU Ty4HBIX Ki1eToK (MC) B KOKe, KOCTHOM MO3re¢ M BHYTPEHHHUX
opraHax (Hampumep, TMEYEHH, CEJIE3CHKE, JKEeJIyJOYHO-KUIIEYHOM TpPaKkTe U JHUM(AaTHIeCKHX
y3nax). Cnydau, korma 3a0ojeBaHHE HAYMHAETCS BO B3POCJIOM BO3paCTe, KaK IPaBHIIO,
OKa3bIBAIOTCS XPOHUYECKUMH U B JIONOJHEHHE K KOKE 3aTParuBarOT KOCTHBIM MO3T, IIPU 3TOM B
JIETCKOM BO3PacT€ COCTOSIHHE YaCTO XapaKTePU3YeTCs KOXHBIMH TPOSIBJICHUSIMH O3
3aTparuBaHusi BHYTPEHHUX OPraHOB U MOT'YT YacTO MCU€3aTh BO BPeMsl MIOJIOBOIO CO3pEeBaHUs. Y
OOJIBLTMHCTBA B3POCIHBIX MALHEHTOB MACTOLMTO3 SIBIIIETCS TPYAHOHM3JICYHMBIM, U OH MOXKET
NPOrpeccUpoBaTh B OOJiee 3aMyIlEeHHYIO CTENeHb Y MEHbIIEH YacTH MaleHTOB. MacTOIMTO3
MOYKHO OTHECTH K KOHKPETHOMY THIY B 3aBUCHMOCTH OT CUMIITOMOB U OOIIMX MPOSIBICHUN Y
mauMeHTa.  Tumbl  MacTOLMTO3a  BKJIKOYAIOT — KOXHBIA ~ MacTouuTo3  (Hampumep,
MaKyJIOMamnyJIe3Hbli KOJKHBII MaCTOLUTO3, MACTOLIUTOMY U TU(QPY3HBIH KOKHBIH MACTOLIUTO3) U
CHUCTEMHBII MacTOLMTO3 (HampuMmep, HWHAOJEHTHBI CcHUCTeMHBII Macrouuro3d (ISM),
BSUIOTEKYIIMH CHUCTEMHBIH MacTonuTo3 (SSM), cucTeMHBIII MacTOLMTO3 C aCCOLMHUPOBAHHBIM
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KJIETOK, OTJIMYHBIX OT Ty4yHBIX KieTok (SM-AHN), arpeccuBHBIH CHCTEMHBIH MAaCTOLIUTO3
(ASM), neiiko3 u3 TyuHbIx kietok (MCL) u capkoma M3 Ty4HBIX KJIETOK). B peakux ciyuasx
pa3pacTaHue arpecCUBHBIX HEOIUIACTUYECKMX TYYHBIX KJIETOK MPUBOAMT K (PYHKIIMOHAJIBHOMN
HEIOCTaTOYHOCTH BHYTPEHHUX OPTraHOB, NPU 3TOM Yy MAaLUEHTOB B 3HAUUTEJIBHON CTENEHU
CHIJKAETCS MPOAOJDKUTENIBHOCTh JKU3HH U UM TpeOyercs LUTOpenyKTUBHAas Tepanus. bbuio
OOHapy)X€HO, 4YTO TATOJOIMYECKOe HAKOIUIEHHE HEOIUTACTMYECKUX TYYHBIX  KJIETOK,
OOyCIIOBIEHHOE€ OHKOT€HHbIMM MyTauussmMu c¢-K/7, sBiasieTcss TPUUMHONH CHCTEMHOIO
macroruTo3a. [Ipeodnanaromas akrusupyromas myTaius KIT npencrasnsier cobOoit 3aMerieHne
acrnaparuHoBO# kucioTel BaiuHOM B octatke 816 (KIT D816V). IlamueHTsl ¢ CHCTEMHBIM
MacCTOLIMTO30M, TYy4YHBbIE KJIETKH KOTOPBIX 4aCTO COAEPKAT aKTUBUPYIOLIYKO MyTauuto D816V c-
KIT, moryr umeth (opmy 3a00JeBaHHS OT WMHAOJEHTHOW IO arpecCUBHOW, M OHU MOTYT
UCTIBITBIBATh CBSI3aHHBIE C BBICBOOOXKACHHEM MEOHAaTOpa TYYHBIX KJIETOK CHMIITOMBI.
WUHAONEHTHBIT CHCTEMHBI MAaCTOLIMTO3 C BO3BPAaTHOH aHapWIaKCHEH WM COCYAHUCTBIM
KOJUTAIICOM B OTCYTCTBHE TMOBPEXKICHHH KOXHU MPEACTABISET COOOM KOHKPETHBIN IOATHUI
WH/IOJIEHTHOTO CHCTEMHOI'0 MacTOLIMTO3a, U JaHHOE HapylleHHe aKTHBAalMU KJOoHajdbHbIX MC
COCTaBJISIET 3HAYUTEJBHYIO YacTh BCEX CHHAPOMOB, CBSI3aHHBIX C AKTHBALMEN TYUYHBIX KJIETOK.
Mytauusa V560G KI/7T sBnsieTcss upe3BbUAWHO pPEOKONH y MALUEHTOB C CUCTEMHBIM
MaCTOLIUTO30M U €€ OMOJIOTHUeCKOe U MPOrHOCTUYECKOe BIMSHNE He sICHbL. B HacTosiiee Bpems
OONBLUIMHCTBO HMHTMOUTOPOB  THPO3MHKHMHA3  IPOAEMOHCTPHPOBAIHN  JIMIIb  YMEPEHHYIO
5 PEeKTUBHOCTD Ha 3aNyIIEHHBIX CTAIMSIX 3a00J€BaHUS M CONPOBOXKIAKOTCS 3HAYUTEIbHBIMU
nobounsiMu 3¢p¢pexramu. Kpome Toro, Hekoropeie arpeccuHblie myTtaimu KIT, Bximouas
mytauutro KIT D816V, sBnsarorcs ycTOoH4YuBBIMM K KiaccMueckUM ATP-KOHKYypeHTHBIM
uaruburopam KIT, Takum kak wuMaTHHMO, CyHUTHHHO, copadeHnd wu peropadeHus.
Munocrtaypun, uaruourop D816V ¢-KIT, HenasHo Obu1 onoOpen asns neyenus SM B 2017 r.

[0005] Xots mytanus ¢-KI7T D816V npencrasisier coboii nepsudnyo Mytammio c-KIT,
ONMHUCAHHYIO B KaYeCTBE OMpenessromero Gakropa cucteMHoro macrouutosa (SM), BTOpU4HbIE
myTarmu ¢-KI7, KOTOpblE TPUAAOT YCTOMYUBOCTD K HEKOTOpbIM uHruoutopam c-KIT
(«BTOpHuHBIe MyTaumu c-K/7, odecrieunBaroInue yCTOHNYMBOCTBY ), TAKXKE OMMCAHBI Y AIIMEHTOB
C MaCTOLIMTO30M, BKIIFOYasl, HAMIPUMEDP, ToueuHyro mytarmo Y269C, YS03 F504insAY, V560D
i K642E, neneunro uin BCTaBKY BHYTPHU PAMKHU CUMTBIBAHUS UJIM MUCCEHC-MYTALMIO B I'€HE
c-KIT.

[0006] AxtuBupyrouiue MyTanuu uinu ceepxskcrnpeccusi reHa c-KIT cessanel c
nponudepanueil HeOIUTACTHYECKUX TYYHBIX KJIETOK. YUHTBIBas KOMIUIEKCHYIO pyHkumio c-KIT
U TOTCHLIUAIbHYO NpuMeHUMocTh wuHruouropoB c¢-KIT B sedenunm ycroiiumBOoro k
JIEKaPCTBEHHOMY CpPEICTBY CHCTEMATHYECKOrO0 MAaCTOLMTO3a, CYIIECTBYET IOTPEOHOCTh B
UHrUOUTOpaX W TEPANEBTUYECKUX  CPEICTBAX  JICYEHHUS C  NPEUMYINECTBEHHBIMH
TepaneBTUUECKUMHU CBONICTBAMHU.

KPATKOE OIIMCAHHUE

[0007] Hacrosimmee m300peTeHHe YaCTUYHO OTHOCUTCS K NMPHMEHEHHIO MHIHOUTOpa C-
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3-un]-2-proppennn]-3-pennnmoueBunnl (coequHenuss A), m unHruouropa mytu MAPKAP,
Harpumep, uHruouropa MEK, Takoro xak tpamernHuO, mnu mHruomropa ERK, Takoro kax
ynukceptuHuO, wnn uaruouropa RAF, Takoro kak LY3009120, nnst MHAyLUPOBAHMS anoINTo3a
KJIETOK MaCTOLIUTO3A.

[0008] Takxke B HacroslleM HW300PETEHUH MPEAYCMOTPEHbI CIOCOOBI  JICYEHUSI
MAaCTOLIUTO3a Y TMALMEeHTa, HYXKIAOIIErocss B OTOM, BKJIOYAIOLINE BBEACHHE IALUEHTY
s¢pdextuBHOoro  komuuectBa uHruowropa c-KIT,  wampumep, 1-[4-Opom-5-[1-3Tmn-7-
(MeTHaMuHO)-2-0Kc0- 1, 2-muruapo-1,6-vaptupuann-3-unl-2-gropdenunn|-3-GpeHnIMOYSBUHBI
(coemuHeHust A, ONTUCAHHOTO B JAHHOM JOKYMEHTE); U 3((PEKTUBHOTO KOJHYECTBA HHTHOUTOpA
MHTOT€H-aKTUBHPYeMOH npoTenHkuHasbl (naruouropa MEK) n/nnm 3¢ dexTHBHOrO Kon4ecTBa
UHTUOUTOpA PETYIUPYEMOI BHEKJIETOYHBIMH CUTHATaMU KuHa3bl (MHruouTopa ERK).

[0009] Hampumep, B JaHHOM JOKYMEHTE NMPEAYCMOTPEH CIOCO0 JIEUEHUs] CHCTEMHOTO
MacTOLIUTO3a Yy TAIMEHTAa, HYXXAAKOLIErocs B 5TOM, BKJIIOYAKOMIMA BBEACHHUE MALUEHTY
s¢dextuBHOro  kommvectBa  1-[4-Opom-5-[1-3THn-7-(MeTHIAMIHO)-2-0KCO- 1,2-auruapo-1,6-
HaTupuaun-3-ui|-2-¢propdernn]-3-peHnnmoueBuHbl WK e (HapMaLEBTHUECKH MPHEMIIEMOM
comi U 3PPEKTHBHOrO KOJUYECTBA HMHTHOMUTOPA MHUTOTCH-aKTUBHUPYEMOH NPOTEMHKHHA3HI
(uarunduropa MEK) mnu narnduropa ERK.

[00010] Takxke B HacTosIeM H300PETEHNH TPENYCMOTPEH CIOCO0  JIeUEHHs
MAacTOLINTO3a y TMAIMEHTAa, HYXXAAKOLIErocs B O5TOM, BKIIOYAKOIINHA BBEACHHUE MALUEHTY
s¢dexTuBHOrO KonnvecTsa nHruouTopa c-KIT u addexrusHoro konndecrsa naruouropa RAF.

KPATKOE OITMCAHUE 'PA®UYECKHNX MATEPHAJIOB

[00011] Ha ¢urype 1A nokaszansl rpadudeckie npeacTapieHus: npoaudepanuu KIeToK
HoCJie YKa3aHHOH 00pabOTKH JIEKApCTBEHHBIM CPEICTBOM C COEAMHEHHEM A 1O CPaBHEHHUIO C
KOHTpoJIeM co cpenoii-HocuteneM y gunuit kietok HMC1.1 V560G (neBas manens) u HMC1.2
V560G/D816V (nmpaBasi nmaHesb).

[00012] Ha ¢urype 1B mokasaHbl rpaduydeckue mpeacTaBieHus Npoaudepannu KIeToK
NOCJIe YKa3aHHOW 0OpabOTKU JIEKapCTBEHHBIM CPEACTBOM C COCTUHEHHEM B MO CpaBHEHHIO C
KOHTPOJIEM cO cpenoii-HocuteneM y nuHuii kietok HMC1.1 V560G (nesas manens) u HMC1.2
V560G/D816V (npaBasi maHesb).

[00013] Ha ¢urype 2A moxkazaHO rpadpuyueckoe NMPenCcTaBJICHHE AKTHMBHOCTU KAacCIa3bl
NOCJIe YKAa3aHHBIX PA3JIMYHBIX BHUAOB OOPa0OTKM COCAMHEHHEM A W TPAMETHUHHOOM y JIMHUH
kiaerok HMC1.2 V560G/D816V.

[00014] Ha durype 2B npencrasnena tabiuia ¢ JAHHBIMU O CUHEPTUYECKUX 3 eKTax
OCHOBHBIX aHAJIM3UPYEMBIX BEINECTB, MOJYUYEHHBIX C MPUMEHEHHEM CIoco0a, OCHOBAHHOTO Ha
OTIPENENIEHUH TTOKa3aTeNsl aAIUTUBHOCTH, JJIsl Pa3JIMIHBIX BUIOB 0OpabOTKH COETUHEHHEM A U
TpameTnHIOOM y nHuH Kitetok HMC1.2 V560G/D816V.

[00015] Ha ¢urype 2C mnpencraBieH rpaduk ¢ TMOKa3aTeNsIMU aIJUTUBHOCTU IS
KOMOMHAIIMY COEANHEHUsI A C TPaMETHHHOOM, IpeAcTaBisomuM coboit naruourop MEK.

[00016] Ha ¢urype 3A moxazaHo rpadpuueckoe NpenCcTaBIE€HHE AKTUBHOCTU KacCIa3bl

NOCJIe YKa3aHHBIX Pa3MYHbIX BUIOB 00paOOTKM coenuHeHueM B u TpamernHuOOM y JHMHUH



kiaerok HMC1.2 V560G/D816V.

[00017] Ha ¢urype 3B npencrasnena tabiauia ¢ JAHHBIMU O CUHEPTUYECKUX 3¢ deKrax
OCHOBHBIX aHAJIM3UPYEMBIX BEINECTB, MOJYUYEHHBIX C MPUMEHEHHEM CIoco0a, OCHOBAHHOIO Ha
OTIPENENIEHUH TOKa3aTeNsl aJIuTUBHOCTH, AJI PA3JIMUHBIX BUJOB 00pa0OTKU coennHeHneM B u
TpaMeTuHHOOM y nuHMU Kietok HMC1.2 V560G/D816V.

[00018] Ha ¢urype 3C mpencraBieH rpaguk ¢ MOKa3aTeIsIMH AATUTUBHOCTH MJISI
KoMOMHaIMu coequHeHus B ¢ TpamernHnOoM, npencrasisomuM coboit narnourop MEK.

[00019] Ha ¢urype 4A mokazaHO rpadpuyueckoe NMPencTaBJICHHEe AKTHMBHOCTU KAaCIa3bl
NIOCJIe YKA3aHHBIX PA3IMYHBIX BHIOB OOpabOTKH COeAMHEHHEM A M OMHUMETUHHOOM y JIMHUU
kiaerok HMC1.2 V560G/D816V.

[00020] Ha ¢urype 4B npencrasnena tabiuia ¢ JAHHBIMU O CUHEPTUYECKUX 3 deKTax
OCHOBHBIX aHAJIM3UPYEMBIX BEIIECTB, MOJYUYEHHBIX C MPUMEHEHHEM CToco0a, OCHOBAHHOIO Ha
OTIPENENICHUH MTOKa3aTelNsl AAIUTUBHOCTH, ISl PA3JIMIHBIX BUIOB OOpabOTKU COCTUHEHHEM A U
OounumernHnOOoM y nmuann kietok HMC1.2 V560G/D816V.

[00021] Ha ¢urype 4C mnpencraBieH rpaduk ¢ MOKa3aTeNsIMUA aIJUTUBHOCTU IS
KOMOWHALINY COeTUHEHUsI A ¢ OMHIMETUHUOOM, TIPEACTaBISIOMmUM codoit marnourop MEK.

[00022] Ha ¢urype SA moxazaHo rpaduyueckoe NpencTaBICHHE aKTHUBHOCTU KAacCIa3bl
NOCJIe YKa3aHHBIX PA3IMYHBIX BUAOB 00pa0OTKM coenuHeHneM B n OMHMMeTHHMOOM y JTMHUU
kiaerok HMC1.2 V560G/D816V.

[00023] Ha ¢urype 5B npencrasnena tabiuia ¢ JAHHBIMU O CUHEPTUYECKUX 3¢ deKrax
OCHOBHBIX aHAJIM3UPYEMBIX BEINECTB, MOJYUYEHHBIX C IMPUMEHEHHEM CIoco0a, OCHOBAHHOIO Ha
OTIPEENIEHUH TOKa3aTeNs aJIUTUBHOCTH, AJI PA3JIMUHBIX BUOB 00pabOTKU coeanHeHneM B u
OunnmeTnHNOOM y unun kiaerok HMC1.2 V560G/D816V.

[00024] Ha ¢urype SC mpeacraBieH rpaduk ¢ MOKa3aTeNsIMH AATUTUBHOCTH IS
KOMOMHaIMu coenuHeHust B ¢ OuHnMernHOOM, npeacrasistomuM codoit narudurop MEK.

[00025] Ha ¢urype 6A mokazaHO rpadpuyueckoe NMpencTaBieHHEe aKTHMBHOCTU KAacCIa3bl
NOCJIe YKA3aHHBIX PA3JIMYHBIX BUIOB 00paOOTKM coenquHeHHeM A U KOOMMETHHHOOM y JIMHUH
kiaerok HMC1.2 V560G/D816V.

[00026] Ha durype 6B npencrasiena tabiuia ¢ JAHHBIMU O CUHEPTUYECKUX d(deKTax
OCHOBHBIX aHAJIM3UPYEMbBIX BEINECTB, MOJYUYEHHBIX C MPUMEHEHHEM CToco0a, OCHOBAHHOIO Ha
OTIPENENICHUH TTOKa3aTelsl AAIUTUBHOCTH, JJIsl PA3IMIHBIX BUIOB OOpabOTKU COCTUHEHHEM A U
koOumernHnOOM y nuHuK kietok HMC1.2 V560G/D816V.

[00027] Ha ¢urype 6C mnpencraBieH rpaduk ¢ TMOKa3aTeNsIMUA aIJUTUBHOCTU IS
KOMOWHAIMY COEANHEHUI A ¢ KOOMMETHHUOOM, NpeACTaBISIFOIUM coboit narndutop MEK.

[00028] Ha ¢urype 7A moxazaHO rpadpuyueckoe NPenCTaBICHHE aKTHUBHOCTU KacCIa3bl
NOCJIe YKA3aHHBIX PA3JIMYHBIX BUAOB 00padoTku coennHeHneM B u koOumeTnHHOOM y JIMHUH
kiaerok HMC1.2 V560G/D816V.

[00029] Ha ¢urype 7B npencrasiena tabiuia ¢ JAHHBIMU O CUHEPTUYECKUX 3 deKrax
OCHOBHBIX aHAJM3UPYEMBIX BEIIECTB, MOJYUYEHHBIX C IMPUMEHEHHEM CIoco0a, OCHOBAHHOTO Ha

ONpeACICHNN MOKa3aTCJIA afAUTUBHOCTH, AJIS PA3JIMYHBIX BUAOB O6pa6OTKI/I coenuHeHueM B u



koOumernHnOOM y nuHun kietok HMC1.2 V560G/D816V.

[00030] Ha ¢urype 7C mnpencraBieH rpaduk ¢ MOKa3aTeNsAMU aIJUTUBHOCTU IS
KOMOMHanuu coeuHeHus B ¢ koOumeTnHuo oM, npencTasnsatoummM codoi naruounrop MEK.

[00031] Ha ¢urype 8A mnoxasaHo rpadpuueckoe NpenCcTaBIE€HHE aKTUBHOCTU KAacCIa3bl
NOCNIe YKA3aHHBIX PAa3JIMYHBIX BHUIOB 00pabOTKM COenuHEHHeM A U YJIUKCEPTHHUOOM,
npencrasisomumM coboit narnoutop ERK, y nmuanm knerok HMC1.2 V560G/D816V.

[00032] Ha ¢urype 8B mpencrasneHa Tabnuia ¢ JaHHBIMH O CHHEPrU4ecKux d¢pdexrax
OCHOBHBIX aHAJIM3UPYEMbIX BEINECTB, MOJYUYEHHBIX C MPUMEHEHHEM CIOco0a, OCHOBAHHOIO Ha
OTpEIeNICHUH MOKa3aTelsl AAIUTUBHOCTH, JJIsl PA3IMYHBIX BUIOB OOpaOOTKU COeTUHEHHUEM A U
yIUKCepTUHUOOM, mnpeacTaBisitomuM coboit uaruburop ERK, y nunum knerok HMCI1.2
V560G/D816V.

[00033] Ha ¢urype 8C mnpencraBieH rpaduk ¢ MOKa3aTeNsIMA aIJUTUBHOCTU JUIS
KOMOWHAIIUY COEAMHEHUs A C YIIMKCEPTUHHUOOM, MpeacTaBistomumM codor narunonrop ERK.

[00034] Ha d¢urype 9A mnoka3aHO HWHIHMOMpPOBAHWE MPOPACTAHHUS KOJIOHHUH,
o0ycloBieHHOE 00pa0OTKOM OTAENBbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coenuHeHue A,
OTAENBHBIM CPEICTBOM, MPENCTABISIOUINM COOO0H TpaMeTUHHO, 1 KOMOWHAIMEeH COenHEeHns A
C TpaMeTMHHOOM, TmpeAcTaBisiFOIUM coboit  umHrubmrop MEK, y kmerok HMCI1.2
V560G/D816V.

[00035] Ha d¢urype 9B mnokazaHo rpaduueckoe NpeACTaBICHUE HHIHOWPOBAHHUS
MpOpacTaHUus  KOJIOHHH, 00yCJIOBJIGHHOTO ~ 00pabOTKOW  OTHEIbHBIM  CPEACTBOM,
NPEACTaBISIIOIUM COOON COeNMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABISIOLINM COOOM
TpaMeTUHHO, W KOMOMHaLMeHd COenuHeHHs: A ¢ TPaMeTUHHOOM, MPENCTABISIFOIINM COOOM
uarudutop MEK, y xnerok HMCI1.2 V560G/D816V. Crtpenku ykasbIBalOT Ha OTCYyTCTBHE
NpOpacTaHUsl KOJIOHUH.

[00036] Ha ¢urype 10A mnokazaHo UWHruOMPOBaHME NPOPACTAHMS KOJIOHMH,
o0ycoBieHHOE 00pabOTKOM OTAENBHBIM CPEACTBOM, MPENCTABJISIONIMM CO00M coennHeHue B,
OTAENbHBIM CPEACTBOM, MPEACTABISIOIUM COOOM TPpaMeTUHUO, U KOMOMHALMEN coenrHeHus B
C TpaMeTMHHOOM, mpencTaBisiFoluM coboit uurubmrop MEK, y kmerok HMCI1.2
V560G/D816V.

[00037] Ha ¢urype 10B mnokasano rpaduyeckoe NpPEACTaBICHUE HHTHOUPOBAHUS
NPOpacTaHUsl  KOJIOHHH, 0o0yClOBIEeHHOTO  O0OpabOTKOW  OTHEJIBHBIM  CPEACTBOM,
NPEACTABISIIOINM CO0OM COeAnHEeHre B, OTHeNnbHBIM CPEICTBOM, MPEICTABJISIOIINM COOOM
TpaMeTHHHO, W KOMOWHamueW coenuHeHuss B ¢ TpaMeTMHHUOOM, NPENCTABISIOMNM COOOMU
uaruoutop MEK, y xnerok HMCI1.2 V560G/D816V. Ctpesnku yKasbIBAalOT HAa OTCYTCTBHE
NPOpaCTAHUS KOJIOHUH.

[00038] Ha ¢urype 11A mokazaHO WHrUOMpPOBAaHWE NPOPACTAHUS KOJOHUH,
o0ycoBieHHOe 00pa0OTKOM OTAENBbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coenuHeHne A,
OTAENBbHBIM CPEICTBOM, MPEACTABIISIOMUM CO00H OMHUMETHHUO, W KOMOWHAIMEH COSTUHECHHS
A ¢ OunmmernHuOOM, mnpencrasisromuM coboit maruOutop MEK, y kmerok HMCI .2
V560G/D816V.



[00039] Ha ¢urype 11B mnokasano rpaduyeckoe NpeACTaBICHHE HHTUOWPOBAHUS
NPOpacTaHUusl  KOJIOHHH, 00yCJIOBJIGHHOTO ~ 00pabOTKOW  OTHEIBHBIM  CPEACTBOM,
NPEACTABISIIOIUM COOON COeqMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABISIOLINM COOOM
OnHMMeTHHUO, U KOMOMHAIMEeH coeAnHEeHHs A ¢ OMHUMETHHHOOM, MPEACTaBISIOUINM COOOM
uarudutop MEK, y xnerok HMCI1.2 V560G/D816V. Crtpenku ykasbIBalOT Ha OTCYTCTBHE
NpOpacTaHUsl KOJIOHUH.

[00040] Ha ¢urype 12A mnokazaHO UWHrUOMPOBAaHME NPOPACTAHMS KOJIOHMH,
o0ycnoBieHHOE 00pabOTKOM OTAENBHBIM CPEACTBOM, MPENCTABJISIOIIMM CO00M coennHeHue B,
OTAENbHBIM CPEICTBOM, MPEACTABISIOMUM CO00H OMHUMETUHUO, W KOMOWHAIUEN COeqUHEHHMSI
B ¢ OwnumermHubOoM, mnpeacrapisitomum coboit uaruburop MEK, y kmerok HMCI .2
V560G/D816V.

[00041] Ha ¢urype 12B mnokazano rpaduyeckoe NpPEACTaBICHUE HHTHOUPOBAHUS
NpOpacTaHUs  KOJIOHHH, 00yClIOBIEeHHOTO  O0pabOTKOW  OTHEJIBHBIM  CPEACTBOM,
NPEACTABISIIOIIM CO0OM COoeArHeHre B, OTHeNnbHBIM CPEICTBOM, MPENCTABJISFOIINM COOOM
OnHMMeTHHUO, W KOMOWHaIuel coequHeHs B ¢ OMHUMETHHHOOM, MPENCTaBIISIONINM COOOM
uaruoutop MEK, y xnmerok HMCI1.2 V560G/D816V. Ctpenku ykasbIBalOT Ha OTCYTCTBHE
NPOpaCTaHUS KOJIOHUH.

[00042] Ha d¢urype 13A mnokazaHO HHrUOMPOBAHUE NPOPACTAHUS KOJIOHUH,
00ycloBJIeHHOE 00pa0OTKOM OTAENTBbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coenuHeHune A,
OTAENbHBIM CPEACTBOM, MPEACTABIBIIOIUM COO0NH KOOMMETHHMO, 1 KOMOMHALMEH COeaNHEHUs
A ¢ xoOumernnubom, mnpencraBsromum codoit mnrudburop MEK, y xneroxk HMCI1.2
V560G/D816V.

[00043] Ha ¢urype 13B mnokasaHo rpaduyueckoe MNpeAcTaBiIeHHe HHTHOUPOBAHUS
NpopacTaHusi  KOJIOHMM,  OOYCJOBJIEHHOTO  OOpabOTKOW  OTHAENBHBIM  CPEIACTBOM,
NPENCTABISIIOIIM COOOH CcOoefMHeHne A, OTAENbHBIM CPEACTBOM, MPENCTABILIOIINM COOOH
KOOMMeTUHHO, U KOMOWHALMeW COeNMHEeHUss A ¢ KOOMMETHHHOOM, MPENCTaBISIOUIUM COOOM
uarudourop MEK, y knerok HMC1.2 V560G/D816V.

[00044] Ha d¢urype 14A mnokazaHO WHrUOMPOBAHWE MPOPACTAHUS KOJIOHUH,
o0ycnoByieHHOe 00pabOTKOM OTAENBHBIM CPEACTBOM, MPEICTABJISIONINM CO00M coennHeHue B,
OTAEJBbHBIM CPEACTBOM, MPEACTABIBIIOIUM COO0H KOOMMETHHMO, 1 KOMOMHALMEH COeIHHEHUsI
B ¢ xobumerunubom, mnpencrapisomuM codoit marmburop MEK, y kmerok HMCI1.2
V560G/D816V.

[00045] Ha ¢urype 14B mnokasaHo rpaduyeckoe NpPEACTaBICHWE HHTHOWPOBAHUS
NpOpacTaHUus  KOJIOHHH, 0o0yClOBIEeHHOTO ~ O0OpabOTKOW  OTHEJIBHBIM  CPEACTBOM,
NPEACTABISIIOINM CO0OU COeAnHEeHne B, OTHeNnbHBIM CPEICTBOM, MPEICTABJISFOIINM COOOM
KOOMMeTHHUO, U KOMOWHaIMel coeauHeHus B ¢ koOOMMETWHUOOM, MPENCTaBJSIFOIINM COOOM
uaruourop MEK, y knerok HMC1.2 V560G/D816V.

[00046] Ha ¢urype 15A mokasanbl rpadudeckne npeacTaBieHHsi aKTUBHOCTH KaCIa3bl
TMOCJIe PAa3JIMYHBIX BUIOB 00pabOTKH coequHeHneM A U TpaMeTHHUOOM depe3 24 4aca y KJIETOK

HMC1.2 V560G/D816V, tpanchuumpoBaHHbix mycTeiM BekTopoM (EV, nesas manens) mnu N-



ras G12D (mpaBast maHenb).

[00047] Ha ¢urype 15B noxkazans! rpadudecknue MpeacTaBIeHUs aKTUBHOCTH KaCIa3bl
MOCJIe Pa3INYHBIX BHIOB 00pabOTKM COeTUHEHHEM A U TPaMeTUHUOOM 4epes 48 4acoB y KIIETOK
HMC1.2 V560G/D816V, TpaHcuUUpPOBaHHBIX MYCTbIM BEKTOPOM (JieBasi rmaHenb) Win N-ras
G12D (mpaBast maHenb).

[00048] Ha ¢urype 16A moxasanbl rpadpuueckie MpeacTaBiIeHnss aKTUBHOCTH KaCIa3bl
IIOCJIe PA3JIMYHBIX BUAOB 00paboOTKM coennHeHHMeM A u koOumernHHOOM uepe3 24 waca y
kierok HMC1.2 V560G/D816V, tpanchunupoBanHbx mycThiM BekTOopoM (EV, neBas maHenn)
wiu N-ras G12D (mpaBasi maneb).

[00049] Ha ¢urype 16B mokasanbl rpaduveckue MpeacTaBIeHUss aKTUBHOCTH KaCIa3bl
NOCJIe A3 IMYHBIX BUIOB O00palOTKHM coenuHeHHeM A U KoOMMeTHHHOOM uepe3 48 9acoB y
kiaerok HMC1.2 V560G/D816V, TpanchuIupOBaHHBIX MyCTHIM BEKTOPOM (JIeBasi MAHEJNb) HIIH
N-ras G12D (mpaBast maHens).

[00050] Ha d¢urype 17A mnokazaHO WHrUOMPOBAHUE NPOPACTAHUS KOJOHUH,
o0ycloBieHHOE 00pa0OTKOM OTAENBbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coenuHeHue A,
OTAENBHBIM CPEICTBOM, MPENCTABISIOUINM COOO0H TpaMeTUHHO, 1 KOMOWHAIMEeH COenHEeHns A
C TpaMeTMHHOOM, TmpeAcTaBisiFOIUM coboit  umHrubmrop MEK, y kmerok HMCI1.2
V560G/D816V, TpancuunpoBaHHbIX mycThiM BekTOpoM (EV).

[00051] Ha ¢urype 17B mnokazaHo rpaduyeckoe NpeACTaBICHWE HHTUOWPOBAHUS
MpOpacTaHUus  KOJIOHHH, 00yCJIOBJIGHHOTO ~ 00pabOTKOW  OTHEIbHBIM  CPEACTBOM,
NPEACTaBISIIOIUM COOON COeNMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABISIOLINM COOOM
TpaMeTUHHO, W KOMOMHaLMeHd COenuHeHHs: A ¢ TPaMeTUHHOOM, MPENCTABISIFOIINM COOOM
uarudburop MEK, y xeroxk HMC1.2 V560G/D816V, TpaHC(HUIIMPOBAHHBIX MyCTHIM BEKTOPOM
(EV). Crpenku yka3pIBalOT Ha OTCYTCTBUE MPOPACTAHHS KOJIOHHH.

[00052] Ha ¢urype 17C mnoka3aHo HWHrHOMpPOBAHHE NPOPACTAHUS  KOJIOHHUH,
00ycoBieHHOE 00PadOTKOM OTHENbHBIM CPENCTBOM, MPEACTABISIOMNM COO0M coequHeHne A,
OTAEJbHBIM CPEICTBOM, MPENCTABIISIOUINM CO00M TpaMeTUHUO, 1 KOMOUHAIMEH COeUHEHNs A
C TpaMeTMHHOOM, mpencTaBisiFoluM coboit uurubmrop MEK, y kmerok HMCI1.2
V560G/D816V, tpanchuuunposanabix N-ras G12D.

[00053] Ha ¢urype 17D mnoxkazaHO rpaduyueckoe MNpeACTaBIeHHEe WHTHOMPOBAHUS
NPOpacTaHUsl  KOJIOHHH, 0o0yClOBIEeHHOTO  O0OpabOTKOW  OTHEJIBHBIM  CPEACTBOM,
NPEACTABISIIOIUM COOOH COeOMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABIIIOLINM COOOM
TpaMeTHHHO, W KOMOWHaIWe#d coemuHeHWs | C TpamMeTHMHHOOM, NPEACTABISIOMUM COOOH
uaruoutop MEK, y knerok HMC1.2 V560G/D816V, tpanchunuporanubix N-ras G12D.
CTpenku yka3bIBarOT HA OTCYTCTBHE MPOPACTAHUS KOJIOHHH.

[00054] Ha ¢urype 18A mokazaHO WHruOMpPOBaHME NPOPACTAHUS KOJOHUH,
o0ycoBieHHOe 00pa0OTKOM OTAENBbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coenuHeHne A,
OTAENbHBIM CPEACTBOM, MPEACTABIBIIOMUM COO0NH KOOMMETHHMO, 1 KOMOMHALMEH COeaNHEHUs
A ¢ xoOumernnubom, mnpencraBsromuMm codoit marudburop MEK, y xmeroxk HMCI1.2
V560G/D816V, TpanchuunpoBanHbIx mycTeiM BekTopoM (EV).



[00055] Ha ¢urype 18B mnokazano rpaduyeckoe NpeACTaBICHHE HHTHOWPOBAHUS
NPOpacTaHUusl  KOJIOHHH, 00yCJIOBJIGHHOTO ~ 00pabOTKOW  OTHEIBHBIM  CPEACTBOM,
NPEACTABISIIOIUM COOON COeqMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABISIOLINM COOOM
KOOMMeTUHUO, U KOMOMHaUMeld CoelnHeHUss A ¢ KOOMMETHHHOOM, MPEACTaBISIOLUINM COOOM
uarudourop MEK, y xeroxk HMC1.2 V560G/D816V, TpaHC(HUIIMPOBAHHBIX MyCTHIM BEKTOPOM
(EV). Crpenku yka3pIBalOT Ha OTCYTCTBUE MPOPACTAHHS KOJIOHHH.

[00056] Ha ¢urype 18C mnoka3aHo UWHrHOMpPOBAHHE NPOPACTAHUS  KOJIOHUH,
00ycoBieHHOE 00PadOTKOM OTHENbHBIM CPENCTBOM, MPEACTABISIOMNM COO0H coequHeHne A,
OTAEJbHBIM CPEACTBOM, MPEACTABIIIOMUM COO0H KOOMMETHHMO, 1 KOMOMHALMEH COeIMHEHUsI
A ¢ xobOumernnubom, mnpexncrasisromuM codoit mHrudburop MEK, y xmeroxk HMCI1.2
V560G/D816V, tpanchuuumpoBanabix N-ras G12D.

[00057] Ha ¢urype 18D mnoxkazaHO rpaduueckoe MpeACTaBICHHEe WHTHOMPOBAHUS
NpOpacTaHUs  KOJIOHHH, 00yClIOBIEeHHOTO  O0pabOTKOW  OTHEJIBHBIM  CPEACTBOM,
NPECTABISIIOIUM COOOH COEOMHEHHE A, OTAENbHBIM CPEACTBOM, MPENCTABISIIOLINM COOOM
KOOMMeTUHUO, U KOMOWHALMeH COeNMHEeHUsT A ¢ KOOMMETHHHOOM, MPENCTaBISIONINM COOOM
uaruourop MEK, y kmerok HMC1.2 V560G/D816V, tpancpuumposanusix N-ras G12D.
CTpenku yKa3bIBalOT HA OTCYTCTBHE MPOPACTAHUS KOJIOHHH.

HOJAPOBHOE OIIMCAHHUE

[00058] bruio obHapy»xkeHo, uTo KomOuHanus uaruouropa c-KIT, manpumep, 1-[4-Opom-
5-[1-3Tun-7-(MeTunamMuHo)-2-0kco- 1,2-aguruapo- 1,6-nadptupuann-3-mn|-2-proppennn]-3-
¢dennnmoueBnnbl (coenunenuss A), u unruoburopa nytu MAPKAP, nanpumep, TpamernHuOa,
npencTassiromero codoit maruburop MEK, winn ynukcepTuHuba, NpeacTaBIsIOIIero coOoi
uarudourop ERK, mnu LY3009120, mpencrapnstomero coboit uaruourop RAF, HeoxxumpanHO
UMeeT CUHEepPrudecKuil 3(pQPexT B OTHOIIEHUH WHAYLMPOBAHUS aroNTO3a KJIETOK MACTOLMTO3a,
NPOAEMOHCTPUPOBAHHBIT B CONyTCTBYHOIIMX  npumepax. Kpome Toro, crmocoOsl
KOMOWHHPOBAHHOM TepanuM, pPacKPbITbie B TAHHOM JOKYMEHTE, NPOSBISIOT LHUTOLMIHOE
JEWUCTBHUE, @ HE TOJBKO LIMTOCTATUYECKOE.

[00059] He sxenasi orpaHUYMBATBCS KAKOW-JTHOO KOHKPETHOW TEOPHEH, MOJIararT, YTo
mMHOrue uHruouTopsl ¢-KIT uHruOupyroT ToNbKo onpeneneHHble MyTanTHbie popmbl c-KIT u He
uHrnoupyroT 3¢dexktusao myrtanmo c-KIT D816V, xoropas sBisercs npuduHOd SM.
Hacrosimee wu3oOperenue mnpenycmarpuBaeT cmocoObl Jsedenusi c-KIT-omocpenoBaHHOTO
mMacrouuTo3a myteM uHruouposanus kak c-KIT, Tak u MEK ¢ npumenenunem naruduropa c-KIT
B koMOuHaimu ¢ uHruouropom nytd MAPKAP. B KOHKpEeTHBIX BapHaHTax OCYILECTBIICHHS
uarnoutop c-KIT packpbIT B JTaHHOM TOKYMEHTE Kak COeAMHEHUE A WM ero papMareBTUIECKH
npuemIieMast Coiib, coeinHeHue B mu ero gapmanesrudecku npuemiiemMasi Cojib, MUIOCTAYPHH
wii  ero ¢apmamneBTHYecKu mpuemiiemas coib, BLU-285 wmu ero ¢dapmaneBTudecku
npuemsiemast coib, PLX9486 nnn ero ¢gapmarneBTHUECKH MpUeMieMasi COJib, WM KPEHOJaHUO
win ero (apmauneBTudecku mnpuemnemMas coib. HeoxxunanHo unruburop c-KIT, manmpumep,
coenuHeHne A wu coenuHeHne B (M ux (QapmaueBTHUECKH IpHEMJIEMbIE COJH), HMEET

cunepruueckuii s¢dpexr ¢ uarnoburopom MEK, ERK, mimu RAF B oTHOmeEHNN MHrUOMPOBaHHUS



nponudepauy 1 HHIYIUPOBAHUS arloNTO3a KJIETOK MAaCTOLUTO3a.

[00060] CoOOTBETCTBEHHO, B OIPEACICHHBIX BapUAHTAX OCYLIECTBJEHUS HACTOsIIEe
n300peTeHne MpenyCMaTpUBAET CIOCOOBI MHAYLMPOBAHUS HMHAYLUPOBAHHUS LMTOLMAHOTO
YHUYTOXKEHUS TYYHBIX KJIETOK, MHAYLUPOBAHUS aronTo3a TYYHbIX KJIETOK, WHIMOMPOBAHUS
pocta wiu npoiudepanuy TYYHBIX KJIETOK, HWHTHOMPOBAHUS BBICBOOOXIEHHS MEIHaTopa
TYYHBIX KJIETOK, CHIDKEHHUS KOJIMYECTBA HAKOIUIEHHBIX TYYHBIX KJIETOK B TKAaHU WM OpraHe,
CHIDKEHUs] 00BbeMa CBSI3aHHOHM C MacCTOLIMTO30M OIMyXOJIH, TAKOH KakK JIEHKO3 U3 TYYHBIX KJIETOK
WIH CapKOMa M3 TYYHBIX KJIETOK, W/MJIM MHIHOUPOBAHMS MOBTOPHOIO POCTA TYYHBIX KJIETOK
NyTeM MpPHUBEICHHS B KOHTAKT TYYHBIX KJIETOK, HAIpPUMeEp, TYYHBIX KJETOK, COAEPKALIMX
mytammio c¢-KI7, ¢ warudburopom c-KIT u umarudburopom nytu MAPKAP. B pasnuunbx
BApUAHTAX OCYLIECTBIJIEHHS TyYHbIE KJICTKH MPUBOIAT B KOHTAKT in Vitro, in vivo wix ex vivo. B
KOHKPETHBIX BapHaHTax ocymecTBieHnss HHruOuTop c-KIT packpbIT B JaHHOM OKYMEHTE Kak
coenuHeHHe A win ero (apMaleBTHYECKH NpUeMIieMas COJib, COelMHeHHe B wim ero
(apmManieBTHYECKH TpHEMIIEMasi COJIb, MUAOCTAYPUH WIN €ro (hapMaleBTUUYECKH MpUeMiIeMast
comb, BLU-285 wmm ero dapmanestuyecku mnpuemsieMass cojib, PLX9486 wmu ero
bapmanieBTHYECKH TIpUEMIIEMAst COJIb MJTH KPEHOIAHUO HITH ero (hapMalleBTHYECKH TprueMiIeMast
conb, u uHruOurop MEK packpeIT B HaHHOM JOKYMEHTE Kak TPaMETHHHUO, KOOMMETHHHO,
cenyMeTnHHO wim  OuHumernnu®; wuHruOuropsl ERK  Brimowaror 0e3  orpaHudeHus
ymukceptunu®, SCH772984, 1.Y3214996, pasokcepruan® um VX-lle, m umarudutopsr RAF
BKJTFOUArOT 6e3 orpanndenust LY3009120, semypadennd nnm nadpadenud.

[00061] B omnpeneneHHbIX BapuUaHTaX OCYLIECTBJICHUS HACTOsINEe U300peTeHue
npeaycMaTpuBaeT CHOCOOBI JieueHUs! CyOBeKTa, y KOTOPOro MMEETCs MACTOLMTO3, JIEHKO3 M3
TYYHbIX KJIETOK HJIM OCTPbI MHEJOUAHBIN JIEHKO3, BKJIIOYAKOIINE BBEACHHE CyOBEKTY
spdexruBHoro kommdectsa (1) wmuruburopa KIT, wampumep, 1-[4-Opom-5-[1-aTmn-7-
(MerunamMuHoO)-2-0kco-1,2-nurunpo-1,6-nadrupuann-3-uil-2-gropdpenni|-3-heHnImMoueBUHbI
win ee (papmanesrudeckn npuemsemoin comu win 1-(5-(7-amuno-1-3THII-2-0KCO-1,2-AUTHIPO-
1,6-HadTrpuanH-3-11)-4-6poM-2-propdenin)-3-peHnamMoueBUHbl WIH ee  (hapMaLeBTHIECKH
npuemsiemMorr conu; wu (i) wuHruOwropa nytu MAPKAP, wnampumep, TpameruHuoa,
OuHuMeTHHNOA, YIUKCEpTUHHOA. B KOHKPETHBIX BapHaHTaX OCYLIECTBJIEHHUsS JIOOOro H3
CHOCO0OB, PACKPBITBIX B JAHHOM JOKYMEHTE, MACTOLUTO3 MPEACTaBIsIeT COOOH CHCTEMHBIH
MAacTOLMTO3, BOSHUKIINH B pe3ysbTare MyTaiu D816V B rene ¢-K/7'y Ty4HBIX KJIETOK.

Onpeodenenus

[00062] Tepmun «coequHenust A u B», HCMONb3yeMblii B TAHHOM JOKYMEHTE, OTHOCUTCS
K 1-[4-6pom-5-[ 1-3Tun-7-(MeTunamMuHo)-2-0kco-1,2-muruapo-1,6-vad tupunus-3-mn|-2-
dropdennn]-3-pennnmouesnne u 1-(5-(7-amuno-1-3TUI-2-0KCO- 1, 2-IHUrHApo-1,6-HadTHPUANH-
3-un)-4-6pom-2-dproppenun)-3-pennamoueBune COOTBETCTBEHHO. DapMaleBTUYECKH
npueMJIeMble COJIHM, TayTOMEphl, THUApPATbl W COJbBATHl coeauHeHMH A u B Takke
NpenyCMOTPEHBl B HacTosimeM u3o0pereHnu. CTPyKTyphl coeanHeHuil A u B mpexncraBieHsl

HHKE:
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1-[4-6pom-5-[ 1-3Tun-7-(MernnammuHo)-2-0kco- 1,2-nurunpo-1,6-nadrupuaus-3-mi|-2-
dropdenun]-3-pennnmoueBrna (coenuHeHmne A),

1-(5-(7-amuHo0- 1-3TUI-2-0KCO-1,2-TUTrHApO-1,6-Had TUpHANH-3 -1 )-4-OpoM-2-
dropdennn)-3-pennnmoueBnna (coenuHeHne B).

[00063] CnocoObl monyudeHus: coeawHeHus A u coenuHeHuss B packpeitel B US
8461179B1, conepxaHue KOTOPOro BKIKYEHO B JAHHON JOKYMEHT IMOCPENCTBOM CCBUIKH.

[00064] UmnrocTpaTUBHBIN CIIOCOOBI M MaTepHaibl ONMUCAHBI B JAHHOM JOKyMeHTe. B
HACTOSAIIEM OMNHMCAHUU W TpuiiaraeMor ¢opmyne nzodpereHus GOpMbl €IUHCTBEHHOTO YHCHA
TAK)K€ BKJHOYAIOT MHOXKECTBEHHOE YHCJIO, €CJIM KOHTEKCT sIBHO He yKasbiBaeT uHoe. Ecnu He
YKa3aHO MHOE, BCE TEXHUYECKHE M HAy4yHble TEPMMHBI, UCIIOJb3yEMbIE B JTaHHOM JJOKYMEHTE,
UMEIOT TaKoe K€ 3Ha4YeHHe, Kak OOBIYHO IMOHMMAETCsl CHEelMAJIUCTOM B JaHHOH o0nacTtu
TEXHHUKH.

[00065] ITo BcemMy HacTOsLIEMY PACKPBITUIO MPUBENEHBI B KAUECTBE CChUIOK Pa3JINYHbIE
NIATEHTBI, 3asIBKM HA TATEHT U MyOjuKanu. PacKpbITHSl TaKHX MATEHTOB, 3asiBOK HA MATEHTHI U
nyOJMKALMI BO BCEH UX MOJHOTE BKJIFOUEHBI B HACTOSLIEE PACKPBITHE MOCPEACTBOM CChUIKHU IS
Ooyiee TOJHOTrO OINMHUCAHUS YPOBHS TEXHUKH, W3BECTHOTO CIELMAJIMCTAM B JAHHOW 00JacTH
TEXHUKHA Ha JaTy HACTOSINEro packpbiTus. HacTosimiee packpbiThe OyIeT ONpenesstolIuM B
cilydae, €ClIM HMeeTCsl JI000€ HECOOTBETCTBHE MEXKIY MAaTEHTaMH, 3asBKAMU HAa TATEHT W
NyOJUKALMSIMEI U HACTOSIIIUM PACKPBITHEM.

N3 coobpakenuii ynoOCTBa OMpeAesieHHbIe TEPMHUHBI, HCIOJIb3yeMble B OIUCAHUH,
npumepax u ¢Gopmyse nzodpereHus, coOpaHbl B naHHOW wacTu. Ecnu He yka3aHO HMHOe, BCe
TEXHUYECKHUE U HayuHble TEPMUHBI, UCIIOJIb3yEMbIE B HACTOSALIEM PACKPBITHH, UMEIOT TaKUE K€
3HAYEHUsI, KaK OOBIYHO NMOHHUMAETCS CHENHAJINCTOM B JAHHOW OOMACTH TEXHUKH, K KOTOPOU
NPUHAJIEKUT HacTosllee n3o0pereHne. [lepBoHavanbHOe OnpeeneHne, NpeayCMOTPEHHOE IS
IPYMIIbI WM TEPMHUHA, IPUBEEHHBIX B HACTOSIIEM PACKPBITUH, IPUMEHHUMO K 3TOH IpyIe Win
TEPMUHY 110 BCEMY HACTOSIILEMY PACKPBITHUIO OTAENbHO WJIM B Ka4€CTBE YaCTU APYTOil IPyMIbI
€CJI1 He YKa3aHO UHOE.

[00066] TepmuH «¢papMaLeBTHUECKH NPUEMIIEMBII HOCHTENb, pPa30aBUTENb WIH
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BCIIOMOTaTEJIbHOE BEINECTBO» BKIIOYAaeT O€3 OrpaHudeHus: 000N aabIOBAaHT, HOCHUTEID,
BCIIOMOTaTEJIbHOE BEIECTBO, BEIIECTBO, CIIOCOOCTBYIOINEE CKOJBXEHUIO, TOACIACTUTENb,
pa30aBUTENb, KOHCEPBAHT, KPACUTENb/Kpacsiee BEIeCTBO, HHTEHCHU(PHUKATOp BKyca U apoMara,
MOBEPXHOCTHO-aKTUBHOE BEILECTBO, CMAYMBAIOLIEEe CPENCTBO, AUCHEPTUPYIOLIEEe CPENCTBO,
CYCIIEHIUPYIOLIee CPENCTBO, CTAOMIN3aTOp, HM30TOHUYECKOE CPENCTBO, PACTBOPUTENb WU
OMYJIBraTop, KOTOpbIH Obul omoOpeH VYmpaBieHHEM @O KOHTPOJIKO KauecTBa ITHIIEBBIX
NpOAYKTOB U JiekapcTBeHHbIX cpencTs CIIIA kak sBIAIOIIMIACSA MPUEMIIEMBIM JJIsl IPUMEHEHUS B
OTHOIIECHUH JIFOJIeH WM JOMALTHUX KUBOTHBIX.

[00067] Tepmun «papMalUeBTHUECKH TNpHEMJIeMas COJb»  BKJIIOYAET  COJH
MPUCOEUHEHUS KUCIOTBL

[00068] TepmuH «hapMaLeBTHUECKH MpUEMIIeMasl COJIb MPHCOSTUHEHUS KHCIOTBD)
OTHOCHUTCSI K TAKUM COJISIM, KOTOPBIE COXPAHSIOT OHOIOTHYEeCKyI0 3P (PEKTHBHOCTh U CBOWCTBA
CBOOOIHBIX OCHOBAHH, KOTOPBIE HE SIBIIIFOTCS HEXKEJATENbHBIMUA C OMOJIOTMYECKON HIIN MHON
TOYKU 3PEHUS M KOTOpble 00pa3oBaHbl C HEOPTaHWYECKMMH KHCJIOTAMH, TAaKUMH Kak Oe3
OrpaHUYEHUs XJIOPHCTOBOIOPOIHAS KUCIOTA, OPOMUCTOBOOPOIHAS KUCIIOTA, CEPHAsi KUCIIOTA,
a30THas KUCJOTa, PpochopHas KUCIOTA U T. ., U OPTAaHUYECKUMH KUCIIOTAMH, TAKUMHU Kak 0e3
OTpaHUYEHUs] YKCYCHas KHUCJOTa, 2,2-IUXJIOPYKCYCHAasl KUCJIOTa, AaAUMHUHOBas KHUCJOTA,
ANBIUHOBAsI KHUCJIOTAa, aCKOPOWHOBAsi KUCJIOTA, acmapardHOBas KHUCJIOTa, OeH30JICYJb(OHOBAS
KUCJIOTa, OeH30MHasl KUCJIOTa, 4-aeTaMuao0eH30HHast KUCIOoTa, KaM(popHasi KUCIoTa, Kampop-
10-cynboHOBas KHCIIOTA, KAIPUHOBASI KHCIIOTA, KAIPOHOBAsI KUCIIOTA, KANpPUIIOBAasl KUCIOTA,
yroibHasi KUCJIOTa, KOpHUYHAsl KHCJIOTa, JIMMOHHAs KHUCJIOTA, LMKJIaMOBas KHCIOTA,
AOAEUUJICEpHAst KHUCJIOTa, 3TaH-1,2-nucynbpoHOBast KUCIOTA, STaHCYJIb(OHOBas KHCIOTA, 2-
TUAPOKCUATAHCYIb(OHOBAs KUCIOTA, MypaBbHHAsI KUCIIOTA, (pyMapoBasi KUCIIOTA, rajakTapoBast
KHUCJIOTA, TEeHTU3MHOBAsl KUCJIOTA, TJIIOKOTENTOHOBAasl KUCJIOTA, TJIFOKOHOBAs KHUCIOTA,
IJIIOKYPOHOBAsl KHUCJIOTA, T[IIyTaMHUHOBAs KHCJIOTA, IJIyTapoBas KHUCJOTA, 2-OKCOINyTapoBas
KUCJIOTa, riuuepuHoochopHast KHUCIOTA, TJHKOJEeBas KUCJIOTa, THUINYpOBas KHCIOTA,
W30MACJIsIHASL KHCJIOTA, MOJIOYHAs KHCJIOTA, JIAKTOOMOHOBAsi KUCJIOTA, JIAYPUHOBAs KHUCIIOTA,
MaJIeMHOBAasl KHUCIIOTa, sIOJIOYHAsl KHUCJIOTA, MAaJOHOBas KHCJIOTa, MUHIAJbHAS KHUCJIOTA,
METaHCYJIb(OHOBAsE KHCIOTA, MYLMHOBAsl KHCIOTa, HadTamuH-1,5-mucynb(poHOBast KHUCIOTA,
HadTannH-2-Cy b OHOBAsT KUCIOTA, 1-TUAPOKCH-2-HAPTONWHAS KHCIOTa, HUIKOTUHOBASI KUCIIOTA,
OJIEMHOBAasl KHCJIOTA, OpOTOBAas KHUCJIOTA, laBeseBas KHCJIOTa, MaJIbMUTHHOBAas KHUCJOTA,
namoeBasi KUCJIOTa, NPONMOHOBAas KHUCJIOTA, MUPOIIyTaMUHOBAsl KUCIOTA, MHPOBUHOIpPAAHAsI
KUCJIOTA, CAJMLWIOBAasl KHUCJIOTA, 4-aMHHOCAIMLIMIOBAS KHCJIOTa, ceDaluHOBast KHUCIOTA,
CTeapuHOBasl KHUCJIOTA, SIHTapHas KHUCJIOTAa, BMHHAas KHCJIOTA, THOLMAHOBAs KHUCJIOTa, /-
TOJYOJICYJIb(OHOBASI KMCIIOTA, TPU(PTOPYKCYCHAs KHCIIOTA, YHASLMJIEHOBAsI KUCIIOTA U T. T

[00069] Tepmun «dapmareBTHIECKas] KOMITO3ULHSD» OTHOCHUTCSI K COCTaBY Ha OCHOBE
COEAMHEHUs, OMNFCAHHOIO B JAHHOM JOKyMEHTe (Hampumep, COCOUHEHHUS A WIH €ro
(dapManeBTUYECKH MPUEMIIEMON COJIM), U Cpelabl, OOBIYHO TPUEMJIEMOH B JaHHOW O0JacTH
TEXHUKA [JI1 JIOCTaBKM OMOJIOTMYECKM aKTUBHOI'O COCIMHEHHUS JJIsl MJIEKONUTAIOINHX,

Harpumep, Jroaed. Takas cpega BkO4YaeT Bce (apMaLeBTUUECKH IMPUEMIIEMbIE HOCUTEIIH,
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pa30aBUTENN MK BCIIOMOTaTeJIbHbIE BEIIECTBA, MPEIHA3HAUECHHBIE JIJIs Hee.

[0001] Tepmun «unrudurop nytu MAPKAP» o3Hauaer MHrMOUTOP CUTHAJIBHOTO MyTH
MAP-xunHa3pl. UHrHOUTOPBI NaHHOTO MyTH BKIOYAOT MHruoutopbl RAS, marnduroper RAF
(nampumep, BemypadenuO, npabpadpennd, LY3009120), wunruburoper MEK (mampumep,
TpaMeTuHHO, OnHUMeTHHHO, kKoOumMeTnHHO) U nHrnduTopsl ERK (Hanpumep, ynukcepTHHUO).

[00070] CyObekTel WIM TNALMEHThl «HYXIAOLMECS B JICYEHUH» C IOMOLIBIO
KOMOMHHPOBAHHON TEpalMM MO HACTOAIIEeMy H300pereHmto, Hampumep, uHruouropa c-KIT B
koMOuHauuu ¢ uHruouropom nytu MAPKAP, BkIHOYarOT CyOBEKTOB ¢ 3a00JE€BAHUSIMU W/ WJIH
COCTOSTHUSIMH, KOTOpBIE MOXHO JIEYHTh C MMOMOINBI) KOMOWHAIIMHM, PACKPBITOM B JAaHHOM
JIOKYMEHTE, C IOCTH)KEHHEM OJIArONPHUSATHOrO TEPANEeBTUYECKOTO pPe3yJbTaTa, Hampumep, ¢
MAaCTOLIUTO30M, JIEHKO30M M3 TYYHBIX KJIETOK WM OCTPBIM MHEJOUIHBIM JIEHKO30M.
[TonoxXuTEeNpHBIA pe3yibTaT B JICUEHHH MACTOLIMTO3a MOXKET BKJIOYAThb TIIOJHBIA OTBET,
YaCTUYHBIA OTBET, KJIMHHYECKOE YJIyULICHHE WM cTabuibHOe 3a00JieBaHUE, OIpenesieHHOe
kpurepueM IWG-MRT-ECNM (Gotlib et al, Blood 2013; 121: 2393-401). B onpeneneHHbIX
BApUAHTAX OCYIIECTBIEHHUs CYOBEKT, HYXNAIOMHMICA B JI€YEHHE, CTPagaeT KOXKHBIM
MacCTOLIMUTO30M (HampuMep, MaKyJIOMaIyJIe3HbIM KOXKHBIM MAacTOLIMTO30M, MACTOLIUTOMOH H
i Py3HBIM KOKHBIM ~ MAaCTOLIMTO30M) WJIM CHCTEMHBIM MAaCTOLUTO30M (Hampumep,
UHJOJIEHTHBIM ~CHUCTEMHBIM MACTOLIUTO30M, BSUIOTEKYIIMM CHCTEMHBIM MAaCTOLIUTO30M,
CHUCTEMHBIM MACTOLIUTO30M C aCCOLMHUPOBAHHBIM 3a00JIeBaHHEM, CBS3aHHBIM C JIMHHUEH
i pepeHIMPOBKH KJIOHAJIBHBIX TI'€MAaTOJOTHYECKUX KIIETOK, OTIMYHBIX OT TYYHBIX KJIETOK,
arpecCUBHBIM CHCTEMHBIM MACTOLUTO30M, JIEIKO30M M3 TYYHBIX KJIETOK U CAPKOMOH M3 TY4YHBIX
KJIETOK). B KOHKpETHBIX BapuaHTaX OCYLIECTBJIEHHUS CYOBEKTbl NPEACTaBISIOT COOOM
MJIEKOTTMTAIOLINX, HAIIPUMED, JIFOJEH NN APYTUX MIEKOIUTAIOLIUX.

[00071] Tepmun «3pPeKTUBHOE KOIUYECTBO» TpPH HCIOAb30BAHHH B CBS3H C
COEIMHEHUEM WM JAPYI'MM TEpaneBTHUECKUM CPEACTBOM, PACKPBITHIM B JaHHOM JOKYMEHTE,
OTHOCUTCSl K KOJMYECTBY TEPANeBTHYECKOrO CpPEACTBA, HAMpPUMEpP, COENUHEHHs A WM
uaruouropa nytt MAPKAP, mo oTneinpHOCTH WM B KOMOWHAIIMH, KOTOPOE SIBJISETCS
NPUMEHHMBIM JUTS JICUEHUSI WITH MPERyNPEeKAeHNUs 3a00Je€BaHUS UM HapyIeHus. DPPeKTHBHOE
KOJINYECTBO TEPANEBTUYECKUX CPEACTB, TNPUMEHAEMbIX B KOMOWHHPOBAHHOW Teparuy,
npeacTaBisieT cOOOM KOJNMYECTBO KAKIOTO U3 TEPANEBTUYECKHX CPEACTB, KOTOPOE SIBIISIETCS
NPUMEHHMBIM UL JIYEHHUs] WM TPEAynpekneHus 3a00JeBaHUS WIM HApyLUIEHHs TpH
NPUMEHEHUH B KOMOMHHPOBAHHOW Tepamuu, Aake eCIH KOJNMYECTBO OFHOrO W3
TEPANEBTHUECKUX CPEACTB MM OOOMX B OTCYTCTBHUE IPYIOr0 TEPANEeBTHUECKOTO CPEACTBA
sBIsieTcss He3(h(PEKTUBHBIM UIs JICUSHHSI WJIH MTPEaYPEKACHNS 3a00IeBaHus WK HapyLIeHus. B
OTIPENENIEHHBIX BapHAHTAX OCYIIECTBICHUS 3(()EKTUBHOE KOJIMYECTBO MPEACTABIAET COOOM
KOJINYECTBO, KOTOPOE NPUBOAUT K HHIYUMPOBAHUIO LUTOLUAHOTO YHHYTOXKEHUS TYYHBIX
KJIETOK, MHAYLIHUPOBAHHUIO AIOINTO3a TYYHBIX KIJIETOK, CHIDKCHHIO KOJHMYECTBA HAKOIUIEHHBIX
TY4YHBIX KJIETOK B TKAaHH WM OpraHe, CHIDKEHHIO TSDKECTH CHMIITOMOB MAacCTOLIUTO3a,
MHTUOUPOBAHUIO BBICBOOOXKIACHUS MEAMATOPA TYUHBIX KJIETOK, MHTMOMPOBAHUIO POCTA TYUHBIX

KJIETOK U/WJIH HHAYOUPOBAHUIO PErpeCcCuu MaCTOUHUTO3da, TAC TYyYHbIC KIIETKU COACPIKAT
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axkTuBupyrouue Mytauuu B kuHase c-KIT, Bkirouas aktusupyromyro myrauuto ¢-K/7 D816V,
TepmuH «3QPEeKTHBHOE KONUYECTBO» MOXKET BapbUPOBATHCS B 3aBHCHMOCTH OT crocoba
BBE/ICHUS, KOHKPETHOH JIOKanMu3auuy 3a00eBaHusl WM HapyLIeHUs, a TakKe BO3pacTa, Beca
Tena U OOLIero COCTOsHUS 3A0pOBbsl cyObekTa. KonmudyecTBO BBOAMMBIX COENMHEHHH Oyaer
3aBUCETh OT CTEMEHH, TSHKECTH U TUMA 3a00JI€BaHHsI MJIM COCTOSTHHS, KOJIMYECTBA HEOOXOJMOT0
TePaleBTUUECKOr0 CPEACTBA M XapaKTEPUCTUK BBICBOOOXKAEHUS (hapMaLeBTHYECKOTO(-HX)
cocraBa(-oB). OHO Takke OyIer 3aBHUCETb OT COCTOSHHS 3[0POBBbS, pa3Mepa, Beca, BO3PAcCTa,
nojga CcyObeKTa W TePEHOCUMOCTH JIEKApCTBEHHBIX CpeactB cyOwekTtoM. Kak mpaBuio,
COEMHEHUs BBOAST B TEYCHHE MEPHOAA BPEMEHH, TOCTATOYHOTO JJIsl JOCTHXKEHUsT TpeOyeMoro
TepaneBTHYecKoro dddexra.

[00072] TepMHHBI «JI€UE€HUE», «JIEUUTB» U «OCYLIECTBJICHHUE JIEUEHHUS» O3HAYAIOT
BKJIFOUEHHE TOJIHOTO CIIEKTPa BMEIIATENbCTBA Y MALUEHTOB, JIEUeHNE KOTOPBIX OCYIIECTBIISIIOT,
HarpuMep, MalHeHTOB € MAaCTOLMTO30M FJIM OCTPbIM MHEJIOWAHBIM Jeiiko3oM (AML).
Ocy1iecTBiieHHE JIEUEHUs] MOXKET CIOCOOCTBOBATH BBI3OPOBJICHUIO, YIYUYIICHUIO WIH IO
MeHbIlIeH Mepe YaCTUYHOMY CHIDKEHMIO TSDKECTH HapylleHus. B KOHKpeTHBIX BapHaHTax
OCYILECTBJIEHHs JIeYeHUE MPOBOAAT C LEJIbI0 MHIYLMPOBAHUS LUTOLUAHOIO YHUYTOXEHUS
TYUHBIX KJIETOK, MWHAYLHMPOBAHMsI AamoNTo3a TYy4YHbIX KJIETOK, CHIJKEHHUS KOJHYeCTBa
HAKOIUIEHHBIX TY4YHBIX KJIETOK B TKAaHM WJIH OpraHe, CHIDKEHHUS TSKECTH CHMIITOMOB
MaCTOLINTO3a, MHTUOMPOBAHMS BBICBOOOXKIEHHSI MEIUATOPAa TYYHBIX KJIETOK, MHTHOWPOBAHHUS
pPOCTa TYUYHBIX KJIETOK W/WJIW WHAYLMPOBAHUS PETPECCHH MACTOLUTO3a y CyObeKTa, JIeYeHHe
KOTOPOT'O OCYILECTBJISIIOT. B omnpeneneHHbIX BapUaHTaxX OCYIIECTBJEHMS JI€UE€HUE C MOMOILBIO
KOMOMHHMPOBAHHOM Teparuy, pPacKpbITOil B AaHHOM JOKyMeHTe, oOecrednBaeT ociabieHue,
3aMeIUIeHe Win OOpaTHOe pa3BUTHE OJHOrO Win Oojiee CHMITOMOB MAaCTOLIMTO3a W/WIH
WHIYLHPOBAHHE PErpecCUr MACTOLUTO3a, AAXKe €CIM MAacTOLMTO3 (PaKTHUYECKH HE yCTpaHeH. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS JIeUCHHE BKJIIOYAET IOJIHOE yCTpaHeHHe 3aboyeBaHus
WIM HapylleHus, Hampumep, mactorurto3a win AML B npyrux BapuaHTax OCYIIECTBIEHHS
JieueHne MPUBOAUT K MOJHOMY OTBETY, YACTUYHOMY OTBETY, KJIMHUYECKOMY YJIYUILICHHIO WUJIH
crabunpHOMy 3aboneBanuto, omnpeneneHHomy kputepuem IWG-MRT-ECNM (Gotlib et al.,
Blood 2013; 121:2393-401).

[00073] TepMuH «Ty4HbIE KJIETKW», HCIOJIB3YEMBbIi B AaHHOM JOKYMEHTE, BKJIIOUAET
TY4YHBIE KIJIETKH (TaKk€ Ha3bIBae€Mble MACTOLMTAMH) U KIETKU-TIpenmecTBeHHUKH CD34+
TYUHBIX KJIETOK.

[00074] TepMuH «HOBOOOpA30BaHUEY, HUCIIONB3YEMbIH B TAHHOM TOKYMEHTE, OTHOCHUTCSI
K MaTOJIOTHYECKOW TKaHH, KOTOpasl PacTeT MOCPEICTBOM KIIETOYHON mpoiudepannu ObicTpee,
yeM HopMmaibHas. HoBooOpas3oBaHUsI NEMOHCTPUPYIOT YaCTUYHOE HIIM TIOJIHOE OTCYTCTBHUE
CTPYKTYpPHOH OpraHU3aluyu U (PyHKIHOHAIBHON KOOPAMHALUN C HOPMAJIbHOW TKAHBIO U OOBIYHO
00pa3yloT OTUETJIMBYIO MAacCy TKaHHU, KOTOpass MOXKeT ObITh JHOO 10OpOKaueCTBEHHOM
(mobpoKaveCTBEHHOM OMyXOJIbIO) HITH 3JI0OKAY€CTBEHHOH (PaKkoMm).

[00075] TepMUH «OMyXOJIbY», UCIOJB3YEMBIIl B JAHHOM JOKYMEHTE, OTHOCUTCSI K Macce.

3TO TepMHH, KOTOPBIF MOXET OTHOCHUTBHCS K JOOPOKAaYeCTBEHHBIM (OOBIMHO O€3BpEIHBIM) HIIN
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3JI0KaQ4€CTBEHHBIM (PaKOBBIM) HOBOOOPA30BAHMSM. 3JIOKAYECTBEHHBIN POCT MOXKET BO3HHKATh B
LIETbHOM OpraHe WM KOCTHOM Mo3re. IlocnemHuil 4acTo Ha3bIBaeTCs OMyXOJSAMU JKHIKHX
TKaHell. TepMHUH «OnmyXoJm» OXBaThIBAET BUIbI JIEHKO3a U3 TYYHBIX KJIETOK M BHJIbI CAPKOMBI U3
TYYHBIX KJIETOK, BMECTE Ha3bIBA€MbI€ B JAHHOM JIOKYMEHTE «MACTOLIMTO3HBIMHU OIYXOJISIMU.

[00076] B omnpeneneHHbIX BapuUaHTaX OCYLIECTBJICHUS TepaneBTHUECKH 3(dexT
JI€YEHUs] MACTOLIUTO3a B COOTBETCTBUU CO CIIOCOOAMH, PACKPBITBIMH B IaHHOM JIOKYMEHTE,
MOXHO HM3MEpPUTH C INPUMEHEHHEM KPHUTEpHs CTaHNApPTHOTO OTBETA, M3BECTHOIO M3 YPOBHS
TexHUKU. Hampumep, TepMuH «kputepuii otBera s mnosHO# pemuccun (CR), yacTuyHOMN
pemuccun (PR), kmuHuueckoro yayumienust (CI) wimm crabunbHoro 3aboneBanusi (SD)»,
NPUMEHSIEMbI U1 KOJUYECTBEHHOro ompenaeieHus 5(QexkToB Tepamuu B OTHOIICHUH
arpecCUBHOrO CHUCTEMHOIO MACTOLUTO3a, JIEHKO3a M3 TYYHBIX KJIETOK U CHCTEMHOTO
MAaCTOLIMTO3a, ACCOLMMPOBAHHOTO C MUEJIOMIHBIM HOBOOOPA30BaHUEM, MOKET O3HAa4aTh JIFOOOI
u3 Tex kputepues, kortopeie ompenenensl IWG-MRT-ECNM (Gotlib et al, Blood 2013;
121:2393-401). Hampumep, ans monHoi pemuccun (CR) tpebGyrorcs Bce 4 kpurepus u
NPOIOJDKUTENBHOCTh OTBETAa JOJDKHA COCTaBIATH > 12 Hemenb, NPU 3TOM  JIOJDKHBI
OTCYTCTBOBATb KOMIIAKTHBIE arperarbl HEOIUIACTUYECKHX TYYHBIX KJIeTOK B BM wmimm npyrom
BHEKO)KHOM OpTraHe, JIJIsl KOTOPOro MpoBeieHa Onorcus. Y POBEHb TPUINTA3bl B CHIBOPOTKE KPOBU
< 20 Hr/mi, MOACYNTAHHOE 3HAYEHNE PEMHUCCUH TIO NepuepuIecKol KPOBH, ONIPEEIEHHOE KaK
ANC > 1 x 10°/n ¢ HopManbHbIM nuddepeniuanom, yposebr Hb > 11 r/an u KoaudecTso
tpomGoruToB  >100 x 10°/n, W mnpu 3TOM TONHOE pa3spelleHde NaabIUpPyeMOi
renaToCIUIEHOMET i U BCeX MOATBEP)KAEHHBIX C MOMOINBIO OMOIICHHU WM IPEATONaraeMblx
NOBPEKACHUN OpraHoB, cBsizaHHBIX ¢ SM (mposiBnenus Cl); nns wactuunoit pemuccuu (PR)*
TpeOyroTcs BCe 3 KPpUTEPHs U NMPOAOIDKUTENIBHOCTh OTBETA JOJDKHA COCTABIIATh > 12 Henenb npu
orcyrctBun Kak CR, Tak m mporpeccupyromero 3abonesanust (PD) co cHmxennem Ha > 50%
KoJruecTBa HeorutacTudeckux MC B KOCTHOM MO3Te W/HITH WM APYTOM BHEKOXKHOM OpraHe Mpu
NPOIEMOHCTPUPOBAHHOM C TOMOIIBIO OHOMCHH  TMOIXOASINEM TOBPEXKIEHUU OpPraHoB,
CBSI3aHHOM ¢ SM, CHMXEHHE yPOBHS TPUITa3bl B CBIBOPOTKE KPOoBH Ha > 50% u paspernenue 1
win 0ojiee MONTBEP)KACHHBIX C TOMOIIBI) OHONCHM WM MPENNoJaraéMbIX ITOBPEXKICHHUIH
opraHoB, ces3aHHbIX ¢ SM (mposiBnenue(-s1) Cl); knuandeckoe yayumenue (CI) nmeer mecto B
cilydae, KOTAa MPOAOJDKUTENBHOCTh OTBETa JOJDKHA COCTaBJIATh >12 Hemenb, MpPH 3TOM
TpeOyercst ynosneTBopeHne | wim Ooyee W3 KPUTEPUEB HETeMaTOJIOTHYECKOTO W/WN
remaroyiorndeckoro oreera (cm. Tabmumy 3) B orcyrcrBue Takke CR/PR u mepexona
3a0o0eBaHUsI B XpOHHUYECKYIO opmy miu mporpeccupyromiero 3abonesanus (PD). CrabunpHoe
3abonesanue (SD) ue ynosnersopsiet kpurepusim CR, PR, CI wmu PD.

[00077] PykoBoxacTBa MO OLIEHKE OTBeTa BKIHOYAIOT (1) TONBKO CBsS3aHHOE C
3a0oneBaHNEM TOBPEKACHUE OPTraHOB > 2 CTENEHH OLICHMBAETCS KaK IEePBUYHAS KOHEYHAs
TOYKA B KJIMHUYECKUX UCTBbITaHUsX; (2) ouenku orBeroB pu CR, PR, SD, PD u cHmkenue wim
otBeT (LOR) B KOHTEKCTE HCIBITAHUI TOJKHBI MPUMEHSATHCS TOJIBKO K TAKUM IPOSIBICHUSIM
MOBPEXKICHUN OpraHoB > 2 crterneHH; (3) craryc 3a0oyieBaHHs HA MOMEHT BPEMEHH yIaJICHHS

MalMeHTa W3 HCCIENOBaHUSA OTAEIbHO CBS3aH C OOHOBJIEHHBIM CTaTyCOM Ha4yaJbHOIO(-X)
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NPOsIBJICHUsI(-11) TTOBPEKACHUM OPTaHOB > 2 cTerneHy, (4) TMarHOCTHUKY METOAOM HCKITFOUEHUS B
OTHOLIEHUM TOKCHUYHOCTH, CBSI3aHHOW C JIEKAPCTBEHHBIM CPEICTBOM, W/WIM JPYIux
KJIMHUYECKHX Mpo0sieM (Hampumep, KPOBOTEUEHHUS B KEJYJOYHO-KUIIEYHOM TPAaKTe B Clydae
YXYALIEHUS aHEeMHUH/3aBUCHMOCTH OT TpaHCQy3uil) cieayeT NPOBECTH A0 ONpeAesIeHHUs
xateropuu PD nnu LOR y naumeHTa ¢ yXyAlleHHeM UCXOJHOTO YPOBHsI NOBPEXACHUN OPraHOB
> 2 CTENeHN.

[00078] B ompemeneHHBIX BapHAHTAX OCYIIECTBIECHUS TEPANEBTUYECKUN dSPPeKT
neuenuss AML B COOTBETCTBHM CO CIOCOOAMH, PACKPBITBIMU B JAaHHOM JIOKYMEHTE, MOXKHO
U3MEPUTh C MPUMEHEHHEM KPHUTEPHs CTAHJAPTHOIO OTBETA, M3BECTHOTO W3 YPOBHS TEXHHUKH.
Hampumep, TepmuH «xkputepuii oreera [y JjeueHuss AML», npumensembiii ans
KOJINYECTBEHHOTO ompeneneHuss 3p¢GexkToB Tepanuu B OTHOImEHMH AML, MOXeT O3HaudaTh
000U U3 TeX KPUTEPUEB, KOTOPBIE OMpEeEIeHbl HIKe, BKIIOYas moHy pemuccuro (CR) 6e3
MUHUMAaJIbHOTO octaTtouHoro 3abonesanus (CRyrp.), momHyto pemuccuto (CR), CR ¢ HemogHbIM
rematosiorndeckum BoccranoBieHneM (CR;), mopdonorudeckoe cocrosHue 0e3 Jeiiko3a
(MLEFS), wactuunyto pemuccuto (PR), crabunbHoe 3aboneBanue (SD) mnm mporpeccupyromee
3abonesanue (PD), kak ompeneneno B Blood. 2017 Jan 26; 129(4): 424-447 u o0o0mieHo Kak
nojiHasl pemuccusi 0e3 MUHHMaJbHOrO ocraroyHoro 3adoneBanus (CRumrp-). Ecnmu usyuanm
npensapurenbHoe JeueHne CR ¢ OTpuUmaTenbHbIM pe3ysbTaTOM IO T€HETUYECKOMY MapKepy
nocpeactsoM RT-qPCR unu CR ¢ orpuniatenssbiM pesysibsratoM 1o MFC, To nonHas pemuccust
(CR) mpenycmarpuBaer coaepkaHue OJacToB B KOCTHOM Mo3re < 5%, OTCyTCTBHE
LUPKYJIUPYIOIIUX OnacToB M O1acToB ¢ TenblaMu Ayspa, OTCYTCTBHE 3KCTPAMENYJUIIPHOTO
3a0071€BaHus;, abCOMOTHOE KonuuecTBo Heltpodunos (ANC) > 1,0 x 10°/n (1000/mx);
KOJIMYECTBO TpomGoumToB > 100 x 10°/n (100000/mki); CR ¢ HEMOMHBIM reMaTONOTHYECKUM
BoccraHoBiieHueM (CR;) nmpenycmarpusaer Bce kputepuu st CR 3a UCKIIOU€HHEM OCTaTOYHOM
neitrponenuu (< 1,0 x 10°/1 [1000/mkn]) umu TpomGouuronenuu (< 100 x 10%/n [100000/mkn]);
Mopdonorudeckoe cocrosinue 0e3 neiikosza (MLFS) npenycmarpuBaer comepskaHue ONacToB B
KOCTHOM Mosre < 5%, orcyrcTBue ONacTOB ¢ TenbuamMud  Ayspa;, OTCYTCTBHUE
SKCTPAMENyJUSIPHOTO  3a00JIeBaHUS;, TeMaTOJOTHYECKOEe BOCCTAHOBIEHHE He Tpedyercs,
gactuuHas pemuccust (PR) mpenycmatpuBaer Bce remartonormdeckue kpurepun s CR;
CHIDKEHUE TPOICHTHOTO 3HAYEHUsT COAep KaHus 0J1acTOB B KOCTHOM Mo3re oT 5% mo 25%; u
CHIDKEHHE TPOLIGHTHOTO 3HAUEHHsl COAepKaHus OJacToB B KOCTHOM MO3Te€ TIpHU
NpeBapUTEIbHOM JIEUeHUH Ha 1o MeHbInel Mepe 50%.

[00079] TepmuH «KOMOWMHHpOBAaHHAs TEpaNus» O3HAYAET JICYCHHE, KOTOpOe
npeayCcMaTpUBaeT BBEACHHUE MALMEHTY ABYX MM Oojiee TepameBTHYECKHX CPEACTB, HAIPUMED,
uarudutopa c-KIT (Takoro xak coeamHeHne A wiu ero (papmareBTHYECKH TpuemMyeMas COJb,
munoctaypus, BLU-285, PLX9486 unu kpenonanu0) n uaruouropa nytu MAPKAP (Bximrouas
0e3 orpaHMYeHHs] TPAMETUHUO, KOOMMETHHHO, CeTyMeTUHUO, OMHUMETHHHO, YJIMKCEPTHHUO,
LY3009120). [Isa umu Oojiee TepanmeBTUYECKHUX CPENCTB MOMKHO JTOCTABJISITH OJHOBPEMEHHO,
HarpuMep, B OTAENBHBIX (PapMalleBTUUECKUX KOMITO3ULMSX WM B TOU e (papmMaleBTHUECKOM

KOMIIO3ULIUH, WKW HUX MOXHO OOCTaBJIATH B PA3JIMYHBIC MOMCHTBI BPEMCHH. Haan/IMep, nux
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MOKHO JOCTaBJISAITh OJHOBPEMEHHO WM B TEUEHHE IEPEKPbIBAIOIINXCS MEPHOIOB BPEMEHH
WWIM OJHO TEPANeBTHYECKOE CPENCTBO MOJKHO JOCTaBISTh [0 HJIM TOCHE APYroro(-ux)
TepaneBTHueckoro(-ux) cpencraa(-s). Jledenne xomOumHanmed muruoOuropa KIT, Takoro kak
coenuHeHue A, u unruouropa nytu MAPKAP HeoOs3aTeNbHO BKIFOYAET JIEUEHHUE JIHOOBIM
OTAEJIbHBIM CPEICTBOM C MPENLIECTBYIOUUM WIN C IMOCIEAYIOIINM ITEPHOOM OTHOBPEMEHHOTO
aedeHus: oboumu cpencrsamu. OIHAKO MPEANONAraeTcs, 4YTo B TEUEHHE HEKOTOPOro Mepuosa
BpeMeHHU 3P QEeKTUBHbIE KOINYECTBA IBYX WIN OoJiee TePaneBTUYECKUX CPEICTB MPUCYTCTBYIOT
B OpraHU3Me MalUeHTa.

Cnocobvl nevenus

[00080] B ogHOM BapuaHTe OCYIIECTBJIEHHs HACTOsIIIEe U300peTEeHHE TIPeayCMaTPUBAET
crocoObl  JIeUeHWs  WIM  OPeAyNpekaeHuss  MacTtoumrosa, HeobOszartenpHo — c-KIT-
OIMOCPEIOBAHHOTO MACTOLIMTO3a, HANpUMep, CUCTEMHOro macronurto3a (SM), BKIrOHaromue
NPeOCTaBIIEHUE WJIM BBEJIEHUE CyOBEKTy, HYKIAIOMEMYCs B 3TOM, 3P (EKTHBHOIO KOJIUMIECTBA
uaruouropa c-KIT B komOunanmm ¢ 3¢pdexrnBHbIM KOMMUecTBOM HHrHONTOpa Iyt MAPKAP,
HarpuMmep, TpaMeTHHUOa, KoOOMMeTHHNOa, cenyMeTnHnOa, OMHUMETHHUOA, YIIMKCEPTUHIOA HITH
LY3009120. B onHOM BapuaHTe OCYINECTBJICHHs HACTOSIIEe M300pEeTeHHEe MPenyCMaTPUBAET
crocoObl  JIeUeHWs  WIM  TOPeAyNpekaeHuss  Macroumrtosa, HeodOskarenpHo  c-KIT-
OTMOCPEIOBAHHOTO MACTOLIMTO3a, HANpPUMeEp, CHUCTEMHOro macrouurto3a (SM), BkrOHaromue
NPeOCTaBIICHHE WM BBEeIeHUE CyOBeKTy, HYKIAIOLEMyCs B 3TOM, 3 (EeKTUBHOTO KOJIUIECTBA
coenuHeHust A (wu ero ¢papMaleBTHYECKH NMPHUEMJIEMOI CONM) MM coenuHeHus B (uim ero
dapmanieBTUYECKH TNpUEMIEMON conu) B KOMOMHauMu ¢ 3(PQPEeKTUBHBIM KOJMUYECTBOM
uarudburopa nytu MAPKAP, nHanpumep, TtpameruHuba, koOumeTnHuba, cenymMeTuHuoa,
OunnmernHuOa, ymukceprunuda nim LY3009120. B poacTBeHHOM BapHaHTE OCYINECTBIICHUS
HACTOsIIee M300peTeHHe MpeayCMaTPUBAeT CHOCOOBI JICYEHUWsS] MM  NPEeayNnpekaeHus
MaCTOLIMTO3HOW oOmyXoiu, HeoOsi3arenbHO c-KIT-omocpenoBaHHON MacCTOLMTO3HOM OMyXOJiH,
HarpuMmep, JeHKo3a M3 TYYHBIX KJIETOK HJIM CapKOMbI M3 TYYHBIX KJIETOK, BKIIIOYAIOIIUE
NPEIOCTABIICHHE WJIH BBEEHHE CYOBEKTY, HY KIAIOIIEMYyCsl B 3TOM, 3 (HEKTUBHOTO KOJINYECTBA
uaruduropa c-KIT B komOunanmu ¢ 3¢gpdexruBHbIM KOMMUEeCTBOM MHrHONTOpa Iyt MAPKAP,
Harpumep, TpaMeTHHUOa, KOOMMeTHHNOa, cenymMeTnHnda, OMHUMETHHUOA, YIIUKCEPTUHIOA HITH
LY3009120. B poncTBEHHOM BapuUaHTE OCYINECTBJIICHUS  HACTOsIIee HM300peTeHHE
NpeayCcMaTpuBaeT CrocoObl JICYEHHs WM TMPEeOyNPeKACHUsS MACTOLUTO3HON —OIyXOJiH,
HeoOs3arenpHO c-KIT-omocpenoBaHHONH MAaCTOLMTO3HOW OIYXOJIM, HANMpUMeEp, JIeHKo3a H3
TYYHBIX KJIETOK FJTH CAPKOMBI M3 TYYHBIX KJIETOK, BKIFOUAOLINE MPEIOCTABICHNE TN BBEICHNE
CYyOBEKTYy, HyKHAKMeMycs B 3TOM, 3(P(PEKTUBHOTO KOJUYECTBA COSNMHEHUs A (WIH €ro
(dapMaleBTUYECKH TMPUEMIIEMON COJIM) Wik coeduHeHuss B (wimm ero (dapmareBTudecku
npueMIIEMON CONM) B KOMOMHAUMU ¢ 3 eKkTuBHbIM KonmuecTBOM uHrnoutopa nytu MAPKAP,
Harpumep, TpaMeTHHUOa, KoOuMeTnHuoa, cenymMeTnHnda, OMHUMETHHNOA, YIUKCEPTUHIOA I
LY3009120.

[00081] B npyrom npumepe HacTosiee u300peTeHne npeayCcMaTpUBaeT Crocod JIeUeHHsI

MAaCTOLUTO3a Yy MAalKUMCHTA, HYXKAAOLICTOCad B 3TOM, BK.]'II-O"IaI-OH_II/Iﬁ BBCACHHUC MALUCHTY
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s¢dexruBHOro kommyectsa naruouropa c-KIT u sppexkrnBHOrO KONMMUECTBa OAHOTO MK OONEe
uaruouropos nytt MAPKAP. Takoit uaru6éurop nytu MAPKAP moxer ObiTh BbIOpaH M3
TPYIIIbI, COCTOSLICH M3 MHTHOUTOPa KIMHA3bI OBICTPO Nporpeccupyroei pudpocapkomsl (RAF),
MHruOUTOpa MHTOTEH-aKTUBHUpPYyeMOl mnporenHkuHasbl (umHrubutopa MEK) u wunaruburopa
KUHA3bl, PEryJIUpyeMOii BHEKIETOUHbIMU curHanamu (naruduropa ERK).

[00082] B omHOM BapuaHTe OCYLIECTBIEHHS TaKOTO PACKPBITOrO Crocoda MacTOLMTO3
xapakrepusyercss myrauueit ¢-KIT. B HekoTtopeix BapuanTtax ocyuiectsiaeHus mytanus c-KIT
NpeCTaBIsIeT COO0H aKTUBHPYIOLIYIO MYTALHIO.

[00083] B nmpyrom BapuaHTe€ OCYIIECTBJICHHUS MACTOLIMTO3 MOXKET MpenyCcMaTpUBATh
Ty4YHbI€ KJIETKH, COAep)Kalllie MEPBUYHYIO MYTaluuio B 3k30He 17 reHa ¢-K/7. B HeKOTOphIX
BapUAHTAX OCYIIECTBJICHUS MEPBUYHAS MyTalMs NpeacTasisier codoit mytauuro ¢-KI7 D816. B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHsS NEPBUYHAS MYyTalUsl MpPEACTaBIseT cOOOH OnmHy H3
D816V, D816Y, D816F, D816H, F522C, K5091, V560G, V559G u del419. B HekoTOphIX
BapUAHTAX OCYLIECTBICHUS MEPBUYHAS MYyTaLHsI pencTasisieT codoit D816V.

[00084] MacTonuTo3 MOXKET TaKXKe MPeIyCMaTpPUBAThb TYYHbIE KIIETKH, COAEpKaIlue
BTOPUYHYIO MyTaluio ¢-K/7. B HEKOTOpBIX BapUaHTaX OCYLIECTBJICHUs BTOPUYHAs MyTaLus C-
KIT naxoaurcs B oqHOM U3 3k30HOB 9, 11, 13 unu 17. B HEKOTOPBIX BapHaHTax OCYILIECTBJIEHUS
BropuuHas mytauusi ¢-KIT npencrasnsier codoit onny 3 myrtanuit Y269C, Y503 F504insAY,
V560D unu K642E.

[00085] JlaHHBINM PaCKPBITBIA CIIOCOO MOKET AOIMOJHUTEIBHO BKIIIOUATH OMpEAesieHUe
TOrO, XapakTepusyercs Ju MactounTo3 mnepBuuHoil myrtauumeil c-KIT. Hampumep, cmoco®
JOTOJHUTENBHO BKJIKOYAET OINPENENICHUE TOro, XapakTEpU3yeTCs JIW MacTOLUTO3 BTOPUYHON
mytauueii c-KIT. B  HekoTOpbIX BapuaHTax OCYINECTBIEHHUS  OINpeNeJeHHe  TOro,
XapaKkTepu3yeTcs: JU MAaCTOLMTO3 MEepBUYHOM WM BTOpu4HOM MyTtauueil c-KIT, sxmodaer
unentudukaumo myrammii B JJHK, BeigenenHoit u3 odpasua onyxonu. B eme onHOM BapuaHTe
OCYLIECTBJICHUs] ONpENEICHUE TOrO, XapakTEepU3yeTcs JIM MAaCTOLUTO3 NEPBUYHON WM
BropuyHoi wmytauuedn c-KIT, Bkirodaer wuaeHTHPUKALMIO MyTaUud B LUPKYJIUPYHOLIEH
omyxonesoii JIHK wnmu  wmeHTHUKALMIO MyTauuid B JIGMKOLUTAX LUPKYJIUPYHOLIEH
nepuQepruIeckoil KpoBH.

[00086] MacTouuTo3 MOXKET TNPeACTaBIATh COOOW CHUCTEMHBIM MAacTONHUTO3. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJICHUS] CHCTEMHBIH MaCTOLIMTO3 BBIOPAH U3 TPYIIIBI, COCTOSIIEH
U3 WHJOJEHTHOIO CHUCTEMHOIO MAacCTOLMTO3a, BSJIOTEKYIIEr0 CHUCTEMHOIO MAaCTOLIUTO3a,
CHCTEMHOTO MAaCTOLIMTO3a C aCCOLMHPOBAHHBIM 3a00JIeBaHUEM, CBS3aHHBIM C JIMHHUEH
i pepeHIMPOBKH KJIOHAJIBHBIX T'€MAaTOJOTHYECKUX KIIETOK, OTIMYHBIX OT TYYHBIX KJIETOK,
arpeCCUBHOrO CHUCTEMHOIO MAaCTOLIMTO3a, JIEMKO3a W3 TYYHBIX KJIETOK M CAPKOMBI U3 TYYHBIX
KJIETOK. B HEKOTOphIX BapHaHTaX OCYIIECTBICHHUS MACTOLIMTO3 MPENCTAaBIsET COOOM
WHJIOJICHTHBIN CHCTEMHBIN MaCTOIIUTO3, HeOOS3aTeIbHO CHCTEMHBIN MAaCTOLIMTO3 C BO3BPATHOM
aHauIakcue WM COCYyUCTBIM KOJUIAIICOM B OTCYTCTBHE TOBPEKACHUN KOXXKU. B HEKOTOpBIX
BapMaHTaX OCYIIECTBJCHHUS MAaCTOLUTO3 NPEACTaBsIeT COOOH BSUIOTEKYIIUH CHUCTEMHBIH

MaCTOLMTO3.
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[00087] B HEKOTOpBIX BapHUaHTAaX OCYLIECTBIEHHs MAaCTOLUTO3 IPENCTAaBISAET COOOI
CHUCTEMHBIII MAaCTOLIUTO3 C AaCCOLMHPOBAHHBIM 3a00JNe€BaHUEM, CBA3aHHBIM C JIMHHEH
i pepeHIMPOBKH KIOHAJIBHBIX I'€MATOJOIMYECKUX KIJIETOK, OTJIMYHBIX OT TYYHBIX KJIETOK. B
HEKOTOpBIX BapMAHTaX OCYIIECTBJICHHUS MACTOLIUTO3 MPEACTABISET COOOH arpecCHBHBIN
CHCTEMHBIII MacTOLIMTO3. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS MACTOLUTO3 IPEICTABISAET
co00i JIeHKO3 M3 TYYHBIX KJIETOK WJIM CApKOMY M3 TYy4YHBIX KJIETOK. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHUS MACTOLMTO3 TIPENCTABIsIeT COOOM KOXKHBIH MAacTOLMTO3. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJICHUS MACTOLIMTO3 BBIOPAH M3 TPYIIIbI, COCTOSIIIEN U3 MAKYJIOMAITyJIE3HOTO
KO’KHOT'O MaCTOLIMTO3a, MACTOLIMTOMBI WK MU (Y3HOTO KOKHOTO MACTOILIUTO3A.

[00088] B Takom packpeiToM crocobe uHrudutop c-KIT moxer ObITh BbIOpaH u3
rpymnbl,  cocrosimed w3 1-[4-Opom-5-[1-3Tmin-7-(MeTninaMuHo)-2-0kco-1,2-muruapo-1,6-
HaTupunun-3-wi|-2-¢propdernn]-3-peHnmmoueBuHbl WK e (HapMaLEBTHUECKH MPHEMIIEMOM
COJIM, MHUIOCTaypHHA WIH ero (apMaleBTHUECKH MPUEMIIEMON COJIM, UMaTHHHOA ME3WJaTa,
cyHutuHaba Maniara, MuIOCTaypuHa, peropadenuda, kpenosnanuda, PTX9486 wnmu BLU-285
(aBarpuTrHNOA) MK €ro papMareBTUIECKH IPUEMIIEMOH COJIH.

[00089] Kpome Toro, uarunourop MEK moker ObITh BBIOpaH M3 TPYIIIBI, COCTOSINEH U3
TpameTHHHOa, cenymernHuOa, kKoOuMeTmHHOa M OMHMMETHHHOA. B HEKOTOpBIX BapHaHTax
ocymectsieHust uHruOnTOp MEK mpencrasisier coboii OnHumMernHiO. B HEKOTOPBIX BapHaHTaX
ocymectenenus naruourop MEK npencrasnser coboit TpamernHud. B HEKOTOpPBIX BapuaHTax
ocymectineHuss uHruOurop ERK BpiOpaH M3 rpynmbl, cOCTOALIEH W3 YJIUKCEPTUHHUOA,
SCH772984 n LY3214996. B HekoTtopbIx Bapuantax ocymectsieHust uaruoutop c-KIT u
uaruourop MEK n/unn ERK BBOAAT npakTHUECKH OAHOBPEMEHHO WIJIN MOCIIEA0BATENBHO.

[00090] Croco® MOkeT Takke BKJIKOUYATh BBEJACHHME IPYroro CpPENCcTBA TapreTHOM
NPOTUBOPAKOBON Tepamuy, OHOJIOTHYECKOrO CPEACTBA TapreTHOH MPOTHBOPAKOBOHM TEPAITUH,
MHIHOUTOPA KOHTPOJIBHBIX TOYEK HIMMYHHOT'O OTBETA MJIM XUMHOTEPANIEBTHYECKOTO CPENICTBA.

[00091] Kpome Toro, aBe wnu Ooyiee Henenb BBeAeHHs 3(PQPEKTUBHOTO KOJHMUECTBA
uaruouropa c-KIT, u >¢¢exkTuBHOro KOMUUECTBA WHTHOWTOpAa MHUTOTCH-aKTUBUPYEMOM
nporenHknHa3bl (nHruOuTopa MEK), w/mnmm 3¢ (eKkTHBHOro KOJIN4eCcTBa MHIHOUTOPA KUHA3BI,
perynupyeMoii BHekJieTOuHbIMH curHanamu (unruburopa ERK), B cooTBeTcTBUH C
NpeArnoiaraeéMbiM CIOCOOOM MOKET MMPUBECTH K TOMY, UTO Y MalueHTa OyAeT Mo MeHbIIeH Mepe
YaCTHYHAST PEMHUCCHSI.

[00092] Taxke MpeayCMOTPEH Crnocod JIeUeHHsi CHCTEMHOTO MAacTOLIMTO3a Y TMAIHEHTa,
HY’KZIQIOLIEroCs B 3TOM, BKJIIOYAOLINKA BBeACHHE MauueHTy 3((dekTuBHOro kommdecrna 1-[4-
O6pom-5-[1-3Tun-7-(MeTnnaMuHo)-2-0kco- 1, 2-quruapo-1,6-sadptupuans-3-mn|-2-propdennn|-
3-peHnnmMoueBHHBI WIH e (PapMaleBTUIECKH TPUEMIIEMON COMU U 3((PEKTHBHOTO KOJINYECTBA
uaruouropa mytu MAPKAP. B takom packpsitom ciocobe narudutop nmytu MAPKAP BriOpan
U3 TPYMIbI, COCTOSINEH M3 WHIMOMTOpa KHHA3bl OBICTPO mporpeccupymoomel Gudpocapkomsl
(RAF), wunruOutopa MUTOreH-aKTUBHPYEeMOH mnpoTenHkuHasbl (uHrubutopa MEK) wu
MHruOUTOpa KMHA3bI, PETYJINPYEMON BHEKIIETOUHbIMH curHanaMu (naruouropa ERK).

[00093] B onHOM BapuaHTE OCYIIECTBJIEHUS CUCTEMHBI MAaCTOLUTO3 MOKET
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xapakrepuzoBatbcst Mytammed c-KIT. Hanpumep, Myrtamusi MOXeT NpPEACTABISATb COOOH
myTarmio c-K/7' D816. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS MyTaLUs IPEACTABISIET COOO0M
omny m3 D816V, D816Y, D816F, D816H, F522C, K5091, V560G, V559G u del419. B
HEKOTOPBIX BApUAHTAX OCYLIECTBIIEHHs MyTallMs Ipeactasisier codoit onHy u3z AS53D, C433Y,
D419Y, D572A, D816F, D816H, D816I, D816V, D816Y, D820G, del419, dup(501-502),
E839K, F522C, 1817V, InsFF419, InsV815-1816, K5091, N822I, R815K, T417V, V560G, V5591
wi Y418Y. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIEHUS MyTaLys mpeacTasisier coboit D816V.

[00094] Kpome TOro, MacTOIMTO3 MOXKET XapaKTEPU30BATHCS JAOMOJHUTEIBHON
myTarmein c-KIT, koropas mpencrasnsier coboit ogny mu3z myrtauuid Y269C, Y503 F504insAY,
V560D mu K642E.

[00095] B Ttakom packpbitom crocode uHrubutop MEK moxer ObITh BBIOpaH H3
IPYIIBL, COCTOSAIIEH M3 TpameTuHuba, cemyMmeTnHuOa, koOmmernHnOa u OmHMMeTHHHOa. B
HEKOTOPBIX BapuaHTax ocymiectsienus naruourop MEK npencrasnser codoit Ounnmernnud. B
HEKOTOpBIX BapHaHTax ocyuectsieHus uaruoutop MEK npencrasisier coboil TpameTHHHO.
HNurnburop ERK moxer OpITh BBIOpaH U3 IpymIbl, cocTosiell u3 ynukcepruanda, SCH772984
n LY3214996.

[00096] Hacrosimee n3o0peTeHHe AOMOJTHUTEIBHO MPEAyCMATPUBAET CIOCOO JICUSHHSI
MacTOLMTO3a Yy TMAalMeHTa, HYyXJAIOLErocs B 3TOM, BKJIIOYAIOIIMNI BBEJEHUE MalUEeHTY
s¢dexTuBHOrO Konnvectsa nHruouTopa c-KIT u addexrusHoro xonnvecrsa naruoutopa RAF.

[00097] B takom packpbitom crniocode mHruburop RAF moxer mpencraisite coOoit
unruoutop Bcex wuszopopm RAF wmm B-RAF, Brmouas emypadenud, nabpadenud® wu
LY3009120. Kpome Toro, uarudburop c-KIT moxer npeacrasnare codoit 1-[4-6pom-5-[1-aTui-
7-(MeTunaMmuHo)-2-0kco- 1,2-quruapo-1,6-sa¢ptupuaus-3-unl-2-proppennn)-3-
(deHnnMoueBuHy WK ee papMaLeBTUIECKU TPHEMIIEMYIO COJb.

[00098] B KOHKpETHBIX BapHaHTaX OCYLIECTBJCHUs CIOCOOOB, PACKPBITHIX B IAHHOM
JIOKYMEHTE, BKJIIOYasi CIIOCOOBI JICYSHHUsT MACTOLIUTO3a MJIM MAaCTOLUTO3HOW OMYXOJIH, CIIOCOOBI
BKJIFOYAIOT MHAYLUHPOBAHME LUTOLMAHOIO YHUYTOXKEHUS TYYHBIX KJIETOK, WHIYLHUPOBAHHE
arionTo3a TYYHBIX KJIETOK, CHIKEHHE KOJMYECTBA HAKOIUIEHHBIX TYYHBIX KJIETOK B TKAHH HIJIH
OpraHe, CHIDKEHHE TSDKECTH CHMIITOMOB MAaCTOLIMTO3a, HHTHOUPOBAHHE BBICBOOOKIEHHS
MeIuaTopa TYYHBIX KJIETOK, MHTHOMPOBAHHE POCTA TYYHBIX KJIETOK W/HJIM WHIYyLHUPOBAHUE
perpeccun MacTOLMTO3a, I[e TY4YHbIE KJIETKU COAEPKAaT OAHY WM Oojee aKTHBHPYIOLINX
mytaimii B kuHasze c-KIT, takux kak, manpumep, axrtusupyrowmas myrtauus KIT D816V. B
OTIPENENIEHHBIX BAapHAHTaX OCYIIECTBJICHUS] CIOCOOBI OXBATBHIBAIOT CIIOCOOBI YCTPaHEHHS
MacCTOLINTO3a, HANpHMEP, MACTOLMTO3HONW OMyXojH, y cyOwpekTa. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHHsI JIeUeHHE MPUBOAUT K IMOJHOMY OTBETY, YACTUYHOMY OTBETY, KJIMHUYECKOMY
YIYUIICHUIO WIH CTa0miIbHOMY 3a0oseBaHmio, onpeneneHHoMy kputepueM IWG-MRT-ECNM
(Gotlib et al., Blood 2013; 121:2393-401).

[00099] B nopyroMm ponCTBEHHOM BapHaHTE OCYIIECTBIEHMs HACTOsIIee H300peTeHue
IpeayCcMaTpPUBAET CIOCOOBI JIEUEHHs WM TMPENyNpekAeHUs OCTPOro MHEJIOUIHOro JIeHKo3a

(AML), neoOsizarenpHO c-KIT-onocpenosannoro (AML), Bkimouarouue BBeneHHE CyOBEKTY,
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Hy>Kparomemycst B 3ToM, d(pdexTuBHoro konmuectBa umHruburopa c-KIT B xomOumnaumu c
spdexTuBHBIM KonudecTBOM wuHruoutopa nytu MAPKAP, nHanpumep, Tpamerunuoa,
koOuMeTnHuOa, cenymernHuOa, OuHMMeTHHHOA, yhukcepruHuOa wmm LY3009120. B
POACTBEHHOM BapHaHTE OCYLIECTBJIEHMs HACTOsIIee M300peTeHHE MPEeayCMaTPUBAET CIIOCOObBI
JICUSHUsI WK TIPEIYNPEKICHUsT OCTPOro MUeonaHoro yeiko3a (AML), HeoGsizaTensHo ¢-KIT-
onocpenoBanHoro (AML), Bxmowaromue BBeOeHHE CYyOBEKTY, HYKHAKOLIEMYCS B 3TOM,
3¢ EKTUBHOTO KOJMYECTBA COeqUHEeHUsT A (WK ero papMaleBTHUECKH MPUEMIIEMOM COJIN) WITH
coenuHeHus1 B (wnu ero ¢apmaneBTHUECKH MPUEMJIEMO COJIi) B KOMOMHALWU € 3PP EKTHBHBIM
konudyecTBOM wuHruoutopa nyta MAPKAP, wnanpumep, TtpamernnuOa, koOumeTnHuoa,
cenmyMeTnHHOA, OMHUMeTHHMOA, yiukcepTuHrOa mwim LY3009120.

[000100] Ecnau crmocoObl, OMUCaHHBIE B JAHHOM JOKYMEHTE, OTHOCSTCS K JICYEHHIO
coeMHEeHNeM A Wi ero (papManeBTH4YeCKH MPUEMIIEMON COJIBIO MJIH COeTUHEHHEM B mim ero
(bapManieBTUYECKH TPUEMIIEMON COJIBIO, TO TOAPA3yMEBAETCsl, YTO TPeOyeTcss TOJBKO OIHO M3
coemMHEHUs1 A WM ero (papManeBTHYECKH NPUEMIIEMON CONHM WM COeNuHEeHHs B wm
dapmaneBTryeckn ero mnpuemsieMor comu. OIHAKO H3BECTHO, YTO TaKHE CIOCOOBI TakKxkKe
OXBATHIBAIOT BBEIEHHE MALMEHTY KaK COCOUHEHUS A Win ero (papManeBTUYeCKH MPHEeMIIEMO
COJIM, TaK W coenuHeHWs B miam ero ¢apmaneBTHUECKH NMPUEMIIEMON CONM B KOMOMHALMHU C
uaruoburopom nytu MAPKAP. CnocoOpl, onucaHHble B JaHHOM JOKYMEHTE, TaKXKe
OXBATBIBAIOT BBeIEHHE coenuHeHust A u uHruoutopa nmytu MAPKAP cyOwekty, mpu 3TOoM
coequHeHne A Meraomu3upyercss In vivo A0 coeduHeHWss B, u cMech coeawHeHHs A o
coenuHeHust B obecneunBaeT 3¢ ekTuBHOE JeUeHne CyObekTa B KOMOMHAIIMN C HHTHOUTOPOM
nytdt MAPKAP in vivo.

[000101] KoHkpeTHbIe BapHAHTBI OCYIIECTBICHUSI PACKPBITBHIX CIIOCOOOB M KOMITO3ULIUIA
OCYIIECTBIISIFOT HAa NPAKTHKE C NpPUMEHEHHEeM KOMOMHALMM COeAMHEHUS A WIH €ero
(dapmaLeBTHYECKH NMPUEMIIEMOH COMM U TpaMeTHHHOa;, KOMOWHALMKM COCAMHEHHs A MM ero
(bapManeBTUYECKH MPUEMIIEMON COJM M CETyMETUHHOA, KOMOMHAILMM COSIMHEHUS] A MM €ro
(dapManieBTHYECKH TPUEMIIEMON COJIM U KOOMMETHHHOA MM KOMOWHALIMU COCIUHEHUs A WU
ero (hapMaLeBTHUECKH MPUEMIIEMON COJIM U OMHUMETHHHUOA.

[000102] B ogHOM BapuaHTe OCYIIECTBIICHUS] COSNMHEHHE A WN ero apMaleBTHYECKH
npuemsiemyto cosnb u uHruoutop MEK, Hanpumep, TpamernHu® win OMHMMETHHUO, BBOIST
cyorekty ¢ c-KIT-onmocpenoBaHHBIM MacTOLMTO30M. B Apyrom BapHaHTe OCYIIECTBICHHS
coenuHeHue B wim ero gapmanesruyeckn npuemiiemyro conb u uHruonrop MEK, Hanpumep,
TPaMETHHHUO MM OMHUMETHUHHO, BBOAAT CyOBeKTy ¢ c-KIT-onocpenoBaHHBIM MacTOILIUTO30M.

[000103] B poxncTBeHHOM BapuaHTe OCYLIECTBJIEHUS COEAMHEHHE A WU €ero
dapmaneBTHyecKH mnpHeMiIeMyr0 conb W uHrHOutop MEK, Hampumep, TpamMeTHHHO WK
OMHUMETHHUO, BBOAST MAILMEHTy C MAaCTOLMTO3HOHN OITyXOJIbIO, BKJIOUas 0e3 OrpaHUYeHUs
JEeWKO3 M3 TYYHBIX KJIETOK WUJIM CAPKOMY M3 TYYHBIX KJIETOK, TZI€ POCT MAaCTOLIUTO3HOHN OIMyXOJH
WIA TPOTPECCHPOBAHUE OMyXOJu OOYCJIOBJIEHBI MEPBUYHON akTHBUpYyromei mytauuei c-KIT,
Hanpumep, myrauuei KIT D816V. B npyrom BapuaHTe OCylIeCTBIIEHUs COeAUHEeHHe B unu ero

dapmaneBTHUeCKH TpHeMiIeMylo conb U uHruoutop MEK, Hampumep, TpameTHHHO wIn
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OMHUMETHHUO, BBOAST MAILMEHTY C MACTOLMTO3HOH OIyXOJIbIO, BKJIOUas 0e3 OrpaHUYeHUs
JIEVIKO3 U3 TY4YHBIX KJIETOK WM CapKOMY U3 TYYHBIX KJIETOK, IZI€ POCT MAaCTOLIUTO3HON OIyXOJIH
WIA TPOTPECCHPOBAHUE OMyXOJu OOYCJIOBJIEHBI MEPBUYHON akTHBUpYyromei mytauuei c-KIT,
HanpuMmep, myTanueii KIT D816V. B onpeaeneHHbIX BapMaHTax OCYILECTBIEHUS COeAUHEHNE A
WM ero (papmManeBTHYEeCKU MPUEMIIEMYIO COJb WIHM coeluHeHne B mnu ero gapmaneBTudecku
npuemieMyto conb u uHruourop MEK, Hampumep, TpameTnHn® win OMHMMETHHHO, BBOIST
nauuenty ¢ AML, rne AML HeoOsi3aTenbHO 0OYCIIOBJICH MEPBUYHON aKTHBHPYIOLIESH MyTaluen
c-KIT, nanpumep, akrusupyrowmeit mytauueii c-KIT B sk30ne 8 mnu mytanueit c-KIT B 3x30He
17, Bimrouast 6e3 orpanndenust mytarmu B D816 wnum B N822 (Journal of Clinical Oncology 2006
24:24,3904-3911).

[000104] KoHKpeTHBIE BAPHAHTBHI OCYIIECTBJIEHHUS] PACKPBITBIX CIIOCOOOB M KOMIO3HILIUI
OCYLIECTBISIFOT HAa TPAKTUKE C NPUMEHEHHEM KOMOHMHALIMM COCIUHEHHUS A WIH €ro
(apManieBTHYECKH MPUEMJIEMOI COJIM U YIMKCEPTHHUOA, KOMOMHALIMN COSNUHEHHS A WIN €ro
dapmanepTuyecku mpuemiiemonr comu U SCH772984; kxoMOWHAIMKM COENUHEHUST A WU €ro
dapmanepTuyecku mpuemsiemonn comu u LY3214996; xomMOMHaUmu COeqUHEHHs] A WU €ro
dapManieBTHYECKH MPUEMIIEMON COJIM U PaBOKCEPTUHMOA MM KOMOMHALIMH COCOMHEHUS A HIIH
ero apManieBTHIeCKU puemieMoit comi u 1 VX-11.

[000105] B omHOM BapmaHTe OCYLISCTBIICHHUSI COSNMHEHNE A WIH ero (papMalieBTHUIECKH
npuemsiemyro conb 1 uaruourop ERK, nanpumep, ynuxkceprunu®, BBomat cyowekry ¢ c-KIT-
OMNOCPEAOBAHHBIM MAaCTOLUTO30M. B npyroM BapuaHTe OCyLUECTBIEHUS coennHeHue B mnm ero
dapmaneBTuyecku npuemieMyro conb u uHruourop ERK, Hanpumep, ynukceptuHuO, BBOIAT
cyobekTy ¢ c-KIT-omocpenoBaHHBIM MaCTOITUTO30M.

[000106] B poxmcTBeHHOM BapuaHTe OCYLIECTBJICHUS COEAMHEHHE A WU €ro
dapmauesTHyecku npuemiemyro conb u uHruourop ERK, Hampumep, ynukcepTHHUO, BBOAST
NALMEHTY ¢ MAaCTOLIMTO3HOM ONyXOJIbl0, BKJIIOUAsi O3 OrpaHNyYeHHs JEHKO3 M3 TYYHBIX KJIETOK
WIN CAapKOMYy M3 TYYHBIX KJIETOK, 7€ POCT MAaCTOLMTO3HON OINyXOJU WIHU NPOTrPECCUPOBAHUE
OMyX0Ji 0OYCJIOBJIEHBI IEPBUYHOI akTuBMpyromen mytaumei ¢-KIT, Hanpumep, myrauueit KIT
D816V. B npyrom BapuaHTe OCYINECTBJIEHHs coenuHeHne B mmm ero (dapmaneBTuuecku
npuemsiemyro coinb W unruoOutop ERK, nHampumep, ymukcepTHHHO, BBOIST MALMEHTY C
MaCTOLIUTO3HON OITyXOJIbIO, BKIFOUAst O€3 OrpaHU4eHHUs JEHKO3 U3 TYUHBIX KJIETOK WA CapKOMY
U3 TYYHBIX KIJIETOK, T[€ POCT MAaCTOLMUTO3HONW ONYXOJM WIM IPOrpeCCUPOBAHUE OIyXOJIU
00yCJIOBJIeHBI IEPBUYHON akTHBHpYroLed MmyTtanuen c-KIT, nanpumep, myrtanuein KIT D816V.
B ompeneneHHBIX BapuaHTaX OCYIIECTBIEHHsS COEAMHEHHE A win ero (apmauneBTHUECKH
NpUEMIIEMYIO COJIb MM CoequHeHne B wminm ero QapmaneBTHYecKd MPUEMIIEMYIO COJIb |
uaruoburop ERK, nHampumep, ynukcepruHu®, BBomsaT mnauumenty ¢ AML, rme AML
HeoOs13aTeNbHO  OOYCJIOBJIEH TEPBUYHONM akTHBHpyromeidl wyrtanueit c-KIT, Hampumep,
axtuBupyromeii mytanuei c-KIT B sk3one 8 mnn myramumeit c-KIT B sx3one 17, Brimouas Oe3
orpannueHust mytarmu B D816 mnu B N822 (Journal of Clinical Oncology 2006 24:24, 3904-
3911).

[000107] KoHkpeTHBIE BapHAHThI OCYIIECTBIEHHUS] PACKPBITBIX CIIOCOOOB M KOMIO3HILIUI
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OCYLIECTBISIFOT HA TPAKTUKE C NPUMEHEHHEM KOMOHMHALMM COEIMHEHHUS A WIH €ro
dapmanepruuecku mpuemsiemoir comu u LY3009120; xomMOMHALMU COeqUHEHHS] A WU €ro
(dapmaneBTUYECKH NMPUEMIIEMO coii U nadpadeHnda uimm KOMOMHALNN COSNMHEHUST A W €ro
(bapmanieBTUYECKH TPUEMIIEMON COJI U BeMypadeHuda.

[000108] B ogHOM BapuaHTe OCYLIECTBJICHUSI COeNNMHEHNE A WK ero (papMalieBTUIECKH
npuemieMyro coib 1 nHruonTop RAF, nanpumep, LY3009120, nabpadennd nnu Bemypadenuo,
BBOIAT CcyOwvekTy ¢ c-KIT-omocpenoBaHHbIM — MacToUMTO30M. B apyrom  BapuaHTe
OCYLIECTBJICHHUsI COeIUHEeHHe B mnm ero ¢apmManeBTHYECKH MPUEMIIEMYIO COJIb U MHTHOUTOP
RAF, nanpumep, LY3009120, nabpadennd mmmu Bemypaderud, BBomsaT cyowvekty ¢ c-KIT-
OTIOCPEIOBAHHBIM MAaCTOLUTO30M.

B poncTBeHHOM BapuaHTe OCYIIECTBJIEHHsS] COeAUHEHHMEe A MM ero (papmManeBTHYECKH
npuemsiemyro conb U uHruouTop RAF, Hanpumep, LY3009120, nabpadenud unn semypaderuo,
BBOJIAIT MALIMEHTY C MAaCTOLIMTO3HOHM OMyXOJbIO, BKIIFOYast Oe3 OrpaHHUEHHs! JIEHKO3 M3 TYyYHBIX
KJIETOK MJIHU CapKoMy U3 TYy4YHbIX KJIETOK, I7leé pPOCT MACTOLUTO3HON ONyXOJH WU
MPOTrPECCUPOBAHUE OIMYXOJH OOYCIOBJIEHBI MEePBUYHON akTuBUpyrommen wmytammein c-KIT,
Hanpumep, myrauueil KIT D816V. B apyrom BapuaHTe OCylIECTBIIEHHUs COeAUHEHNE B unu ero
dapmaneBTHIeCKH pueMIIEMYIO cosib U MHrHOuTOp RAF, Hanpumep, LY3009120, nabpadennd
win BeMypadeHnO, BBOAST MALMEHTY C MACTOLMTO3HOH OMyXOJIbIO, BKJIIOYAs 0€3 OrpaHHYEHHs
JeMKO3 U3 TY4YHBIX KJIETOK MJIM CAPKOMY M3 TYUHBIX KJIETOK, IZIe POCT MAaCTOLIMTO3HOIN OMyXOJH
WIA TPOTPECCHPOBAHUE OMyXOJu OOyCJIOBJIEHBI MEPBUYHON akTuBUpYyromei mytauuei c-KIT,
HanpuMmep, myTanueit KIT D816V. B onpeneneHHbIX BapMaHTax OCYILECTBIEHUS COeAuHEHNE A
Wy ero (papmManeBTHYeCKH NMPUEMIIEMYIO COJIb WM coenuHeHne B mnmu ero gapmareBTudecku
npuemieMyro coib U uHruonTop RAF, nanpumep, LY3009120, nabpadenud nnu Bemypadenuo,
BBOIAT manuenty ¢ AML, rme AML HeoGsi3aTenbHO 0OyCIOBIEH MEPBUYHONW aKTUBUPYIOLIEH
myTtauuen ¢c-KIT, nanpumep, aktusupytrouieit myrauuei ¢-KIT B sx30ne 8 unu myrammei ¢-KIT
B 5Kk30He 17, Brimouas Oe3 orpanuyeHuss mytauun B D816 mmm B N822 (Journal of Clinical
Oncology 2006 24:24, 3904-3911).

[000109] HnmoctpatusHble uHruHOUTOpHl C-KIT, KOTOpBIE MOXHO TNPUMEHSTH B
COOTBETCTBHH C PACKPBITBIMH CHOCOOAMH M KOMIIO3WULIMSIMH, BKJIOYAIOT O€3 OrpaHUYeHUs
coenuHeHNe A wiM ero (QapManeBTHYECKH NPUEMIIEMYIO COJb, COEIMHEHWEe B wmmm ero
(dbapManeBTHYECKH TpPHEMIIEMYIO coiib, MupoctaypuH, BLU-285, PLX9486 u kpeHomaHuoO.
WUnmoctpatuBeble  uHrHOuTopel MEK, KOTOpRIE MOXKHO TPUMEHSTH B COOTBETCTBHH C
PACKPBITBIMU  CIIOCOOAMH M KOMIIO3ULUSIMH, BKIIIOYAalOT 0€3 OrpaHHYeHHs TPaMETHHUO,
cenmyMeTHHHO, KoOuMeTnHNO U OuHuMeTnHUO. UimoctpatusHble nHrnonTopel ERK, koTopsie
MOYKHO TPUMEHSATh B COOTBETCTBUH C PACKPBITBIMHU CIIOCOOAMH M KOMIIO3ULIMSIMH, BKJIOUAIOT
0e3 orpanuueHus ymukceptuHn®, SCH772984, 1.Y3214996, pasokceptunn® m VX-lle.
WUnmoctpatuBHble uHTHOUTOpI RAF, KOTOpBIE MOXXHO TNPUMEHATH B COOTBETCTBUU C
PAaCKpPBITBIMU CIOCOOAMU U KOMIIO3ULIMSIMU, BKMoHaroT 0Oe3 orpanmuenust LY3009120,
nadpadenund u semypadenuo.

[000110] Jleuenue coenuueHueM A win ero GpapMaleBTUIECKH MPUEMIIEMON COJIBIO UJIH
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coennHeHUeM B mim ero gpapManeBTHUECKH TPUEMIIEMON COJIbI0 B KOMOMHALIMN C HHTHOUTOPOM
nytt  MAPKAP, mnHampumep, TpaMeTHHHOOM, OWHUMETHHHOOM, VJIUKCEPTUHHOOM HIIH
LY3009120, oxBarbiBaeT BBEAEHHE COEOUHEHUs A Wid ero (apMaleBTHUYECKU MPUEMIIEMOMN
CONM WM coenuHeHMs B wunm ero ¢apmaneBTHYeCKH MPUEMIIEMON CONM A0, TOCIE,
OHOBPEMEHHO ¢ BBeneHueM uHruouropa nmytu MAPKAP wmn B TeueHHe meprona BpeMeEHH,
nepekpeIBaroierocss ¢ BeenenueM uHruouropa nytu MAPKAP. IlonsaTHO, 4Tt0 3¢ deKkTuBHOE
KOJIMYECTBO JOOOro M3 coeauHeHHs A wiu ero (apManeBTHYECKH IPUEMIIEMOH COJIH,
coenuHeHus1 B wim ero gapmanesruyecku npuemiemMoii coium, apyroro unruouropa c-KIT umu
uaruouropa nmytu MAPKAP, Hanpumep, TpamernHnOa, OMHUMETHHUOA, YJIUKCEPTUHHOA WITH
LY3009120, MOKeT OTJIMYATBHCS B CiIydae MPUMEHEHUS B KOMOMHALIUSIX, PACKPBITBIX B TAHHOM
JIOKYMEHTE, TIO CPABHEHHUIO C TeM Clly4aeM, Korna Jro0oe U3 JaHHBIX CPENCTB MPUMEHSIOT CaMO
no cebe A TOHM e LeNu, HApuMep, ISl JISYSHUST WM MPEAyNPEXKIeHUs] MAaCTOLUTO3a HIIH
OINyXOJIM TYYHBIX KJIETOK, HampuMep, JIEHK03a M3 TY4YHbIX KJeToK mwim AML. B KOHKpeTHBIX
BApUAHTAX  OCYINECTBJICHUS 3(P(PEKTUBHOE  KOJMYECTBO COCAMHEHHS A  HMIH  €ro
dapManieBTHYECKH TIPUEMIIEMON COJM MM COeiMHeHHss B wmim ero ¢apManeBTHYECKH
NpUeMJIEMON CONU  sIBIsIETCS OoJieeé HU3KMUM KOJNIMYECTBOM B Cllydae BBEICHUS B BHIEC
KOMOMHHMPOBAHHOW Teparmuu ¢ uHruoutopom nytu MAPKAP, nanmpumep, TpamMeTHHHOOM,
OunumernHnOOM, yiukcepTuHnOOM win LY3009120, mo cpaBHEHHIO C BBEACHHEM B BHUE
MOHOTEpAIUK, HANpUMep, U JICYeHUS WM TPeAyNpekaeHHs MacTOLHNTO3a WM OIyXOJH
TY4YHBIX KJIETOK. B KOHKpETHBIX BapHaHTax OCYINECTBIEHUs 3(deKTuBHOE KOIMUECTBO
uarudburopa mytu MAPKAP, nanpumep, Tpamernnnba, OMHUMETHHNUOA, YIUKCEPTUHHOA HIIH
LY3009120, siBnsiercst Gosee HU3KUM KOJIMYECTBOM IIPH BBEJEHUH B COCTABE KOMOMHHPOBAHHON
TEpANUK C COeTUHEHUEM A UM ero papMaLeBTHYECKH MTPUEMIIEMOH COJIbIO WIIM NMPHU BBEICHUU
B COCTaBe KOMOMHHPOBAHHOH Tepamuu C CcoeauHeHHneM B wuiam ero QapmaneBTH4YecKd
NpUEMIIEMON COJIBIO, HAIIPUMED, AJIS JICUEHUs] WM MPEAYNPEKACHUs MACTOLIMTO3a WU ONyXOJIN
TYYHBIX KJIETOK.

[000111] JIroGoii w3 cnocoOOB, pACKPBITBIX B JaHHOM JOKYMEHTE, MOXKET
JOTOJHUTENBHO BKIIFOYATh OMpEIENIEHHe TOro, COAEPXAT JIM KIETKH MAaCTOLMTO3a, OMyXOJIU
TY4YHBIX KJIETOK Wi AML, JledeHne KOTOPBIX OCYLIECTBISIFOT, OAHY WJIM OOJiee MyTallMid B T€HE
c-KIT. Takoe omnpeneneHne MOXKHO OCYIIECTBJISTh MOCPEACTBOM OOBIYHBIX CIIOCOOOB
OTpeneNieHUs] HAJIW4YUs MyTallid B TeHe B OWOJIOTHMYECKOM oOpaslle, Hampumep, B oOpasie
KOCTHOT'O MO3ra, o0pasiie TKaHH, o0pasile nepudepruueckoil KPOBU WK 00pasiie Mmia3Mbl KPOBH,
NOJy4eHHOM OT cyObekta. Kpome Toro, Takoe ompeneineHne MOXKHO OCYLIECTBISITH
NOCPENCTBOM 0030pa pe3yJbTaTOB HCCIENOBAHUH, NMPOBENEHHBIX AJISI ONPENCNeHUs HaJMIus
onHOM miu Oornee myTtauuii B rene ¢-K/7' B OnonornueckoM odpasiie, MoJyueHHOM OT MAaIHeHTa.
B onpeneneHHbIX BapuaHTax OCYLIECTBIEHHs JIFOOOrO U3 CHocOOOB, PACKPBITBIX B JAHHOM
JIOKYMEHTE, CIIOCOOBI OCYIIECTBISIFOT HA CyOBEKTaX, y KOTOPBIX MACTOLUTO3, OMyXOJb TYYHBIX
kieTok mu AML Obuti uneHTHGUIPOBAHBI KaK COAEp Kalie OfHY WU OoJiee MyTaLuii B TeHe
¢-KIT. MyTtaiu B reHe ¢-K/7" BkrodaroT 6€3 orpaHuueHus 00y U3 KOHKPETHO OMMCAHHBIX B

JaHHOM JOKyMeHTe. B ompeneneHHBIX BapUaHTaX OCYIIECTBIEHUS JHOOOro U3 CHocoOoB,
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PACKPBITBIX B IAHHOM JOKYMEHTE, CIIOCOObI He OCYILIECTBISIFOT HAa CYOBEKTaX, y KOTOPBIX
MAaCTOLIUTO3, OMYXOJIb TYYHBIX KJIETOK Wi AML Obuin naeHTU(UIUPOBAHBI KaK HECOMEpIKALIIe
OIHY WIH Ooyiee myTtauuii B rene c-K/7'

[000112] B pa3nuuHbIX acmekrax JioOOro u3 crocoOOB, PACKPBITBIX B JTaHHOM
JIOKYMEHTe, JiedeHne JUOO COoeMHeHHeM A 1M ero (papManeBTUYeCKH MPHEMIIEMOH COJIBIO,
mbo coenuHeHHeM B uiam ero ¢apmMareBTHUECKH MPUEMJIEMOIl COJbI0 B KOMOHMHALMH C
uaruouropom nmytu MAPKAP, Hanpumep, TpaMeTHHUOOM, OMHUMETHHHOOM, YIMKCEPTHUHHOOM
wim LY3009120, umHaynupyeT LUMTOLMIHOE YHUYTOKEHHE TY4YHBIX KIETOK, HHAYLUPYET
arioNTO3 TYYHBIX KJIETOK, 00ECIIeYNBAET CHIDKEHHE KOJUYECTBA HAKOIUICHHBIX TYYHBIX KJIETOK B
TKaHU WJIM OpraHe, 00eCNeunBaeT CHIDKEHHE TSDKECTH CHUMIITOMOB MAaCTOLMTO3a, 0O0ecreunBaeT
UHrUOMPOBaHUE BBICBOOOKIACHUS MEAMATOpPA TYYHBIX KJIETOK, OOecredunBaeT MHTHOMPOBaHUE
pOCTa TYYHBIX KJETOK W/WIM WHAYLUHPYET PETrPecCHI0 MACTOIMTO3a, TAEe TYYHbIE KIJIETKH
cozmepxkat aktusupyromue Mytauuu B kuHasze c-KIT, Bkmrouas aktusupyromyro myranuo KIT
D816V. CnocoObl u3MepeHHs] WM ONpeneeHUs] KOJIWYECTBEHHBIX IIOKa3aTesiel armonTosa
TYYHBIX KJIETOK, VHHUYTOXXEHHMS TYYHBIX KJIETOK, MHIHOUPOBAHMSA POCTa TYYHBIX KJIETOK H
nponudepanuy, UHrHOUPOBAHHS BBICBOOOXKIEHUS] MEAMATOpA TYYHBIX KIETOK, aJUIeIbHOM
Harpy3ku MmyTaHTHbIM KIT B mnepudepuueckoii KpoBH, YCTPAaHEHHS MAacCTOLUTO3a M
MACTOLIMTO3HBIX OIyXOJeH, MOJHOrO OTBETAa, YACTUYHOIO OTBETA, KIMHUYECKOTO YJIYUIIEHUS
Wi cTabuIbHOTrO 3a00JI€BaHNS M3BECTHBI U3 YPOBHS TEXHUKH U BKJIIOYAIOT JIOOBIE CIIOCOOBI,
ONUCAHHBIE B JAHHOM JOKYMEHTE.

[000113] B KOHKpeTHBIX BapHaHTaX OCYLIECTBIECHUS JieYeHHEe KOMOHMHaluei
urrudburopa c-KIT, Hanpumep, coeaunenuss A wim ero apManeBTHUECKU MPUEMIIEMON COJU
Wi coenuHeHus: B wnm ero ¢QapmaneBTHdYecKH NpUEMIIEMONW CONM M HMHIHOMTOpa IyTH
MAPKAP, nHanpumep, TpameruHuOa, OuHuMeTuHHOa, yaukcepruHuOa wumm LY3009120,
NPUBOAUT K TOBBILICHUIO KOJIWYECTBEHHOI'O MOKAa3aTessd anonTo3a KJIETOK MAcCTOLUTO3a WM
TY4YHBIX KJE€TOK IO CPaBHEHHIO C KOJMYECTBEHHBbIM IIOKa3aTejeM amonro3a Jmbo
HeoOpaboTaHHbIX, OO 00pabOoTaHHBIX TOJMBKO HHrHOMTOpOoM nyTH MAPKAP wmnm Tonbko
uaruouropom c-KIT, Hanpumep, coequHeHneM A WM COeNMHEHHEM B, KJIETOK MacTOIMTO3a
WIN TYYHBIX KJIETOK TOrO ke Tuna. Hampumep, nokasaTesb anonTo3a MOXKET MOBBIIATHCS HA I10
MeHb1el Mmepe 10%, no menbiueit mepe 20%, no MeHblieit mepe 30%, o MeHb1el mepe 40%,
no Mmesblueil mepe 50%, no menbiueil Mepe 60%, no meHbiuell Mepe 70%, no MeHbIEH Mepe
80%, mo meHbiueit mepe 90%, B 1Mo MeHbLIEH Mepe ABa pas3a, M0 MEHbLIEH Mepe TpH pasa, Io
MEHBIIEH Mepe YeThIpe pa3a, MO MEHbIIEH Mepe IATh pas3, o MeHbluell Mepe 10 pas wim no
MeHbmenn mepe 20 pa3. B onpeneneHHbIX BapuaHTaX OCYINECTBJICHHUsS KOJUYECTBEHHBIE
MOKa3aTeNN aronTo3a ONpeneNsuld MyTeM H3MepeHUs aKTUBHOCTH Kacmasbl Y MYTaHTHBIX IO
KIT TyuHBIX KJIETOK WMJM JIMHUI TYYHBIX KJIE€TOK, BKJIIOUasl JUHMUIO TyuHbIX kjetok HMC1.2,
coaepskamyro mytauuro KIT D816V,

[000114] B KOHKpETHBIX BapHaHTaX OCYLIECTBIECHUS JieYeHHEe KOMOHMHaLue
uaruduropa c-KIT, Hanpumep, coeauneHuss A win ero apManeBTHUECKU MPUEMIIEMON CONU

Wi coequHeHus B wnm ero (¢apmaieBTHUECKH TNPUEMJIEMOM COJMM M HHTUOWTOpa MyTH
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MAPKAP, nampumep, TpameTnHuOa, OuHMMeTHHHOA, ynukceptuHuOa wnmun LY3009120,
NPUBOIUT K CHIDKEHMIO HAKOIUIEHHS TYYHBIX KJIETOK B KOXK€ WM BHYTPEHHEM OpTaHe,
HarpuMep, MEYEeHHU, CeJe3eHKe, KOCTHOM MO3re W/MIM TOHKOM KHIIEYHHKE, MO0 CPABHEHUIO C
KOJINYECTBEHHBIM TOKa3aTeJIeM HAKOIJICHUS TYYHBIX KJIETOK B TOM e JINOO HeoOpaboTaHHOM
win  oOpabotaHHOM TONBKO uHruOuTopoMm nytd MAPKAP, wnampumep, TpameTHHHUOOM,
OunnmeTnHHOOM, yiukcepruHuOom wuimm LY3009120, wmnm Tombko wunruburopom c-KIT,
Harpumep, munocraypuHoM, BLU-285, coeaunenumem A wunm coenuHeHueM B, oprane.
Hampumep, KOmM4eCcTBO WM YHCIO TYYHBIX KJIETOK, HAKOMUBIIMXCS B OpraHe, MOXKET
CHIDKaTbCs Ha Mo MeHbiuel mepe 10%, mo menbiieit Mmepe 20%, no menbiueit mepe 30%, mo
MeHb1el mepe 40%, no menblueit mepe 50%, no MeHblIeil Mmepe 60%, o MeHbIuel mepe 70%,
no MeHb1ei Mepe 80% unu o MmeHblieit Mmepe 90%.

[000115] B KOHKpETHBIX BapHaHTaX OCYLIECTBICHUS JICUEHHE KOMOHMHALUEH
uarudburopa c-KIT, Hanpumep, coeauHeHust A win ero GapMaLneBTHUECKH MPUEMIIEMON COJTU
WM coequHeHuss B wim ero (¢apmaneBTHUECKH NPHEMJIEMOH COJMM M HHTHOWTOpa MyTH
MAPKAP, nampumep, TpamernHnOa, OwHMMeTHHHOA, ynukcepTuHuOa wnmun LY3009120,
NPUBOAUT K MOJIHOMY OTBETY, Kak onpeaeseHo kak onpeneneHo kpurepuem IWG-MRT-ECNM
(Gotlib et al, Blood 2013; 121: 2393-401).

[000116] B KOHKpETHBIX BapHaHTaX OCYLIECTBICHUS JIeYeHHE KOMOHMHAaLUe
uaruouropa c-KIT, Hanpumep, coeanHeHuss A win ero GapMaLeBTHUECKH MPUEMIIEMON COJIU
WM coequHeHuss B wim ero (¢apmaineBTHUECKH TNPUEMJIEMOM COJIM M HHTUOWTOpa MyTH
MAPKAP, nampumep, TpameTnHuOa, OuHMMeTHHHOA, ynukceptuHuOa wnmm LY3009120,
NPUBOAUT K YaCTUYHOMY OTBETY, KaK ONpeneNeHo kak ompeneneHo kpurepuem IWG-MRT-
ECNM (Gotlib et al, Blood 2013; 121: 2393-401).

[000117] B KOHKpeTHbIX BapUaHTaxX OCYLIECTBJIEHHs JIedeHHe KoMOMHauuei
unruouropa c-KIT, Hanpumep, coenuneHns A win ero GpapMaleBTUYECKH MPUEMIIEMOH COJH
WM coequHeHuss B wim ero (apmaneBTHUECKH NPHEMJIEMOH COJMM M HHTHOUTOpa MyTH
MAPKAP, nampumep, TpameTnHuOa, OwuHMMeTHHHOA, ynukcepTuHuOa wimun LY3009120,
NPUBOANUT K KIMHUUYECKOMY YJIYYIIEHHIO, KaK ONpeeNeHO Kak ompeneneHo kpurepueM IWG-
MRT-ECNM (Gotlib et al, Blood 2013; 121: 2393-401).

[000118] B KOHKpETHBIX BapHaHTaX OCYLIECTBICHUS JICUEHHE KOMOHMHAaLUEH
uaruoburopa c-KIT, Hanpumep, coenuHeHust A win ero (papMaLneBTHUECKH MPUEMIIEMON COJIU
WM coequHeHuss B wim ero (apmaneBTHUECKH NPHEMJIEMOW COJMM M HHTUOWTOpa MyTH
MAPKAP, nampumep, TpamernHnOa, OwHMMeTHHHOA, ynukceptuHuOa wnmum LY3009120,
NPUBOANT K CTaOMIBHOMY 3a00JI€BaHMIO, KaK OINpPEAeNeHO Kak ompeneneHo kpurepueM IWG-
MRT-ECNM (Gotlib et al, Blood 2013; 121: 2393-401).

[000119] B KOHKpETHBIX BapHAaHTaX OCYLIECTBICHUS JIEUEHHE KOMOHMHAaLUE
uarudburopa c-KIT, Hanpumep, coenuHeHuss A win ero GapManeBTHUECKH MPUEMIIEMON COJIU
Wi coequHeHuss B wnm ero (¢apmaineBTHUECKH TNPUEMJIEMOM COJMM M HHTUOWTOpa MyTH
MAPKAP, nampumep, TpameTnHuOa, OuHMMeTHHHOA, ynukceptuHuOa wumum LY3009120,

UHIYLUUPYET AamnonTo3 WJIM HMHTHOMPOBAHHE pPOCTa YCTOWYMBBIX KJIETOK MAaCTOLUTO3a,
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coaepskamux sTopuuHyro myTtauuio KIT B nononnenne k nepsuunon mytauuu KIT D816V, roe
BropuuHast wmytammsa KIT Bkimrodaer 0e3 OrpaHH4eHHs TOYEUHYIHO MyTamuio Y269C,
Y503 F504insAY, V560D unu K642E, neneruro uiy BCTaBKY BHYTPH PAMKH CUHTBIBAHUS WU
mucceHc-mytauuio B reHe ¢-KIT (Lasho et al, Br J Haematol 173, 153-156).

[000120] B KOHKpeTHbIX BapUaHTaxX OCYLIECTBJICHHs JIEYeHHe KOoMOMHauuei
unruouropa c-KIT, Hanpumep, coenuneHns A win ero (GpapMalneBTUYECKH MPUEMIIEMOH COJH
Wi coenuHeHuss B wim ero ¢QapmaneBTHdeckn NpuUeMIeMOW CONM M HMHIHOMTOpa IyTH
MAPKAP, nampumep, TpamernHuOa, OuHmMeTuHHOa, ynukceptuHuOa wuimun LY3009120,
WHIYLUUPYET amnonTo3 WM HWHTHOMPOBAHME pPOCTa YCTOWYMBBIX KJIETOK MAaCTOLIUTO3a,
CoAepIKALIMX MyTalllH, HATIPUMED, MyTalluU, OOECIIEYNBAIOINE YCTOWYHBOCTbD, B IPYTUX I'€HAX,
BKJIIOYasi JIOOBIE M3 PACKpBITBIX B JaHHOM JOKyMEHTe. B omnpenejeHHbIX BapuUaHTax
OCYLIECTBJICHHUsI TAKUE MyTAallM B JPYTHX I'€HaX MOTYT BKIIOYAaTh MyTallMU C MPHOOpETEHHEM
¢ynkunn NRas (Haematologica 2011;96(03):459-463.doi: 10.3324/haematol.2010.031690) unm
myTarmu ¢ notepedt pynkuun 7£72 (Leukemia 2009;23:900-04; Blood, 6 December 2012; 120
(24): 4846-49). bbul0 BBIBICHO HAIMYME JPYIHX MYyTalUid SHUT€HETUYECKUX — HIIH
TPAHCKPHUILUOHHBIX peryisaTopoB B SM, Bxmouast mytatmu DNMT3A, ASXL1 v CBL y 12%,
12% u 4% naumentoB coorBeTcTBeHHO (PloS one. 2012;7:€43090). Kpome TOro, y HEKOTOPBIX
MALMEHTOB C MAaCTOLUTO30M TaKKe TNPUCYTCTBYIOT MyTalliM B MexaHU3Me paboThl
crutaiicocompl.  CrutalicocoMbl  O0€CTIEUMBAIOT TMPABWIBHBIN JIMHEWHBIA IMOPSAAOK 3K30HOB,
crutaticupyembix Ha mRNA. Hanssens et al. cooOmianu 0 4acToTe BOSHHKHOBEHHSI MyTaLUd B
rpymnre u3 72 mauueHTOB C MaCTOLUTO30M, cocTaBisitomie 23,6% mist SRSF2, 5,6% nnsa SF3B1
u 2, 7% nna U2AF1 (Haematologica 2014; 99:830-35). JleueHue, packpblToO€ B TaHHOM
nokymenre, komOuHaumeil wuHruOuropa c-KIT u wunruburopa MEK mno cpaBHeHuio c
OTCYTCTBHEM JICYCHUS MU JieueHneM Tosibko nHruoutopom MEK, Hampumep, TpameTnHHOOM,
win Tonbko uHruouropom c-KIT, Hampumep, coennHeHnemM A wiM coequHeHHeM B, mMoxer
OKa3aTh ONAaronpHATHOE BO3IEHCTBHE HA TAKOW MACTOLIMTO3, XaPAKTEPU3YIOIIUICS CIOKHBIMU
reHOMHBbIMU HHHUIMaTopamu. Hampumep, mokazaTenb anonto3a MOKET IMOBBIIATHCA Ha IO
MmeHb1el mepe 10%, no menbiueit mepe 20%, no MeHblieil mepe 30%, o meHbIuel mepe 40%,
no Mmesblueit mepe 50%, no menbiueil Mepe 60%, no menbiuell Mepe 70%, Mo MeHbIIEH Mepe
80%, mo menbineir mepe 90%, B 1Mo MeHbLIEH Mepe ABa pas3a, M0 MEHbLIEH Mepe TpH pasa, Io
MEHBIIEH Mepe YeThIpe pa3a, MO MEHbIIEH Mepe IATh pas, o MeHbluell Mepe 10 pas wim no
MeHblen Mepe 20 pa3. Hanpumep, KOJUYECTBEHHbIN MOKAa3aTeNb POCTA WIIM YUCJIO YCTOWYUBBIX
KJIETOK MAacCTOIIMTO3a MOKET OTPaHWYMBATHCA Ha 1O MeHbineill mepe 10%, mo meHbluel mepe
20%, no menbiieit mepe 30%, no menbiieit Mmepe 40%, no menbiuel mepe 50%, MO MeHbILIEH
Mepe 60%, o MeHblIeil Mepe 70%, no menbiuel Mmepe 80% unu no MeHb1e Mepe 90%.

[000121] B xKOHKpeTHBIX BapHaHTax OCYLIECTBIEHUS YCTONUMBbBIE KJIETKH MacTOLUTO3a
SBJISTFOTCSI YCTOMYMBBIMU K OMOCPEIOBAHHOM amonTo30M ruOesy KIETOK MM LUTOTOKCHYECKON
aKTUBHOCTH TOcpencTBoM JedeHus: uHruomropom c-KIT, Hampumep, coenuHeHuem A,
coenuHeHueM B, mupocraypunom, BLU-285, PLX9486 unu kpeHonmaHuOOM, W/HIN SBISIOTCS

YCTOMYMBBIMU K OIOCPEAOBAHHON AamonTo30M T'HOeNM KJIETOK WM LUTOTOKCHYECKON
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AKTUBHOCTH ITOCPENCTBOM JieueHus1 nHruouropom nytu MAPKAP, nHanpumep, TpaMeTHHHOOM,
OunumernHuOOM, ynukceptuHnooM mnu LY3009120, npu nmpuMeHEeHUN B BUIE CPEACTB IS
MOHOTEpAIIUH.

[000122] B KOHKpETHBIX BapHaHTaX OCYLIECTBJEHUS JieYeHHE KOMOHMHaLuei
unruouropa c-KIT, Hanpumep, mubo coenuHeHus A mim ero (papMareBTHUECKH NPHEMIEMON
conu, b0 coenuHeHust B mnm ero QapmarneBTHYecKH NpUEeMIIEMO CONM B KOMOMHALMH C
uaruouropom nmytu MAPKAP, Hanpumep, TpaMeTHHUOOM, OMHUMETHHHOOM, YIMKCEPTHUHHOOM
i LY3009120, npuBOAUT K yCTPAHEHUIO MAacTOLIMTO3a, HAIIPUMEP, MACTOLIUTO3HOMN OIyXOJIH.
B KOHKpeTHBIX BapuaHTax OCYLIECTBJICHHUS] YCTPAHEHHE MACTOLIMTO3a O3HAYAET, UYTO y MAalMeHTa
Oonbure He OyaeT BBIABISIEMOrO MAaCTOLMTO3a. B KOHKPETHBIX BapHaHTaX OCYINECTBJICHUS Y
nauueHTa Oojpimie He OyneT BBLIBISIEMOTO MAcCTOLMTO32 B TEYEHHE IO MEHbLICH Mepe
JBEHAJLIATU HeZeNb, 10 MEHbIIEH Mepe IBAaALATH YEThIPEX Hefelb, 10 MEHbIIEH Mepe OJHOIO
rojga, Mo MEHbUIEH Mepe ABYX JIeT WU [0 MEHbIIEH Mepe 5 JeT Nocie Hadajga JICUYEHHUs
MacTOLIMTO3a KOMOMHHMPOBAHHOW TEparuei, PacKphiTOil B JaHHOM AOKyMEHTE. Y CTpaHEHUEe
MaCTOLIMTO3a MOXHO ONPENEIUTb MOCPEACTBOM KPUTEPHUS MOJHOIO OTBETA, KAK OMNPEAETIEHO
kpurepueM IWG-MRT-ECNM (Gotlib et al, Blood 2013; 121: 2393-401).

[000123] B HacTosimem u300peTeHHH OMHCAHBbI BUABl KOMOWHHPOBAHHOW Tepariu,
KOTOpPBIE MpeaycMaTpuBaroT BBeneHue naruouropa ¢-KIT, manpumep, mubo coennaerus A win
ero (hapMaLeBTHUECKH MpHEMIIeMO comu, 0o coeauHeHus B mnm ero ¢apmarneBTHUECKH
npuemsieMoii conmu U uHruouropa nmytu MAPKAP, nanpumep, tpamernnuda, OuHumeTnHuoa,
ynukcepruauta nm LY3009120. Buael kOMOMHUPOBAHHON TEpanuy, OMUCAHHBIE B JAHHOM
JIOKYMEHTE, MOXKHO IPHMEHSATh caMHU Mo cebe wid B KOMOMHAIMKM C OAHMM Miu Oonee
JOTIOJTHUTENBHBIMU TEPaNeBTUUECKUMHU cpeacTBaMu. Hanpumep, nubo coenuHeHune A uimm ero
dapmaneBTHYECKH TPHEMIIEMYIO COJb, JUOO coenuHeHMe B wmmm ero QapmaueBTHYeCKH
npueMIeMyro coib U MHrHouTop nmytu MAPKAP MOXXHO BBOAWTH BMECTE C TepPaneBTHYECKUM
CPEeICTBOM TApreTHONM MPOTHBOPAKOBOM Tepanuu, OHOJOTMYECKHM CPENCTBOM TapreTHOM
NPOTUBOPAKOBOM TEpPAmUK, WHTUOMTOPOM KOHTPOJBHBIX TOYEK HMMYHHOrO OTBETA WJIH
XUMHOTEPANeBTUYECKUM CPeACTBOM. B Apyrom BapuaHTe OCyIIECTBIEHHUS COeNMHEHHE A HIu
coenuHenne B u wuHruOurop mytu MAPKAP, Hanpumep, TpameTuHuO, OWHHUMETHHHO,
ymukcepTuHud wiu LY3009120, BBoasT 6€3 Kakoro-imdo Ipyroro TepaneBTHYECKOro CPEICTBa.
TepanesTuueckue CpeAaCTBa MOXKHO BBOAUTH IOCIEAOBATENBHO WJIM BMECTE€ C APYIUM
TEPANEeBTHUECKIUM CPEICTBOM, ONMCAHHBIM B JAHHOM JAOKYMEHTE, B COCTaB€ KOMOMHHUPOBAHHON
Tepamnuu.

[000124] Tlonmy4yeHuss KOMOMHHPOBAHHOH TEpPANMHU MOXKHO IOCTHYb MYyTEM BBEIEHHS
IBYX WM Oollee TepameBTHUYECKHX CPEACTB, KAXKA0€ W3 KOTOPBIX COCTABISIFOT U BBOAST IO
OTAENBHOCTH, WJIM IyTeM BBENEHHUs IBYX WIH OOJee TeparmeBTUYeCKUX CPEIACTB B OIXHOM
coctaBe. [[pyrune kOMOMHALIMU TaK)Ke OXBATBIBAIOTCS KOMOMHHPOBAHHOHN Teparueil. XOTs 1Ba
wu 0oJiee CPescTB B COCTaBE KOMOMHUPOBAHHON TEPANUM MOYKHO BBOAWTH OHOBPEMEHHO, 3TO
He sBisieTcss oOs3arenbHbBIM. Hampumep, BBeneHHe mepBOro cpencrsa (WiM KOMOMHALUH

CPEACTB) MOXET IPOUCXOIUTh PaHbllle BBEACHUSI BTOPOro CPeaCcTBa (MM KOMOMHALIMH CPENICTB)



28

Ha MHHYTBI, 4achl, IHU WK Heaenu. Takum oOpasom, aBa miu Oosee CpeacTB MOKHO BBOIUTH C
MHTEPBAJIOM, COCTABJISIOLINM HECKOJBKO MHHYT MEXKIY BBEISHHSIMHM, HIIM C HMHTEPBAJIOM,
coctaBysiromuM 1, 2, 3, 6, 9, 12, 15, 18 unu 24 yaca Mexxay BBEACHUSIMU, WJIH C UHTEPBAJIOM,
coctaBysiromuM 1, 2, 3,4, 5,6, 7,8, 9, 10, 12, 14 gueil Mexxay BBEACHUSMH, WA C UHTEPBAJIOM,
cocraBsiromiuM 2, 3, 4, 5, 6, 7, 8, 9 Henmenb MexAy BBENEHUSMU. B HEKOTOpBIX Ciydasx
BO3MOJKHBI Jlaxke OoJiee UIMTENbHbIE MHTEePBAJIbl. XOTS BO MHOTHX Ciy4asix TpeOyeTcs, 4To0bI
nBa wiu Ooiee CpeCTB, MPUMEHAEMBIX B COCTaBE KOMOMHUPOBAHHON TE€PAINH, MPUCYTCTBOBAJIH
B OpraHU3Me MAaILUeHTa B OHO M TO K€ BPEeMsi, 3TO He 00S3aTENbHO.

[000125] KomOuHMpOBaHHAs Tepanus TAaKXKe MOXKET BKJIOYATh J1BA WIH OOJiee BBEICHUIA
OIHOTO WM OoJiee CPEenCTB, MPUMEHSEMbIX B KOMOWHALMM, ¢ TMPUMEHEHHEM OTJIMYArOIIEHCs
NOCJIEZIOBATEIbBHOCTA  CPEACTB, MPENCTABISIOMIMNX CO0OM KOMITOHEHThl. Hampumep, eciu
cpenctBo X u cpeacTBO Y MPUMEHSFOT B KOMOMHALIUHY, TO X MOKHO BBOAHTH MOCIIEIOBATEIBHO
B J000H KOMOMHAIMK OUH WK OoJiee pa3, HampuMmep, B TakoM nopsiake X-Y-X, X-X-Y, Y-X-
Y, Y-Y-X, X-X-Y-Y u 1. 1. Kpome Toro, BBeneHue AByX WiIH Oojiee CpPeICTB KOMOWHAIMH
MOYKET MPOUCXOIUTH 10 WJIH MOCIIe OKOHYAHHSI HHTEPBAJIOB MEXKY BBEICHUSIMHU J03bI, BO BPEMs
KOTOPBIX 10 MEHBLIEH Mepe OHO U3 CPEICTB KOMOMHAINN UCKJIFOYAITU U3 JICUEHHS.

[000126] JlomoJHUTENbHBIE TEPANEBTUYECKUE CPEACTBA, KOTOPbIE MOXKHO BBOIHUTH B
COOTBETCTBHHM C HACTOSIIUM H300peTeHUEeM, HampuMmep, ISl JIEYEHHUS MAacTOLUTO3a WM
MaCTOLIUTO3HOW OMYyXOJIM, BKIOYAOT O€3 OrpaHWYeHHst CPEACTBA, BBIOpPAHHBIE W3 TPYIIIHI,
cocrositied u3 uarnouTopoB STATS, Bkimrodast 03 orpaHu4eHus: pyKCOIUTHHUO, TOQauTHHUO
wnn ¢penparunnd; uaruoutropo BTK, Bkmouas 6e3 orpanmuenus nbpytunud, PCI 29732,
akanabpytunu® wimmu AVL-292; unruburopoB kuHasbl PI3, Bxirouas Oe3 orpaHu4eHus
unenanucuo, pakromucud, nuktwucnd, LY294002, OGymapnucu®d, numapanucud, nyBeaucuo,
PF-04691502, BOKCTamucuO, OMHUMATUCHO, TenaTOMMCUO, amuTOIMCHO WM BOPTMAaHHUH,
unruduropos kuHaszbl AKT, Bkmtouas 6e3 orpanmdenus MK-2206, nepupocun, GSK690693,
GSK2141795, wumaraceptud, AZD5363, adypeceprub wmu AT7867, uHrHOMTOpPOB
meruiaupoanusi  JIHK, Bxmouas Oe3 orpaHudeHus S-a3aUUTHOUH WM S-a3a-2’-
JEe30KCHLIUTHINH, TPOTEOCOMAJIbHBIX WHTHOMTOPOB, BKIOUas Oe3 orpaHudeHus: 6opre3omuo,
kappumzomud, MLN9708, ONX 0912; wuntepdpepona-anbpa (IFN-o), xmagpubuna u
JIM30COMOTPOITHBIX CPEACTBA, BKIIOUasi 0€3 OrpaHUYeHUs] XJIOPOXUH, THAPOKCUXJIOPOXHUH WU
XUHOKPHH.

[000127] B  omnpeneneHHBIX  BapuaHTaX  OCYLIECTBJCHHUS  JOMOJHHUTEIbHOE
TEpaNeBTHYECKOe CPENCTBO BBIOPAHO U3 S-azauuTUANHA, S5-a3a-2’-Ne30KCULMTUINHA U
KJIagpuOuHA.

[000128] B KOHKpETHBIX BapHaHTAX OCYIIECTBJICHIS JICUeHHE CYObeKTa, HYKIAOIIEeroCst
B 5TOM, OCYIIECTBIIIIOT KOMOMHANMEH coennHeHns A Win ero (papMaleBTHYECKH MPHEMIIEMON
CONM, OAHOro wuiM naByx u3 wuHruouropa nytu MAPKAP, HnHanpumep, TpameruHuoa,
Ounumernnuba, ymukcepruHMOa wmimu LY3009120, u S-asamumruausa. B onpeneneHHBIX
BapuaHTax ocyuiectsiaeHus uruourop nytu MAPKAP npencrasnser coboit Tpamerunud. B

OTIpENIeNIEHHBIX BapuaHTax ocyuiectBieHus uHruoutop nytu MAPKAP mpencrasnser coboit
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OunumernHu®. B ompeneneHHBIX BapuaHTax ocyuiecTBieHuss HHruoOuTop nytu MAPKAP
npescTaBisieT co0ol ynukcepTuHUO. B ompeneneHHbIX BapUaHTax OCYIIECTBJIEHHsS] HHTHOUTOD
nytu MAPKAP npencrasmisier codoit LY3009120, nabpadennsd wnm Bemypadenuo.

[000129] B KOHKpETHBIX BapHaHTaX OCYIIECTBJICHHS JICYeHHE CYObeKTa, HYKIAOIIerocs
B 9TOM, OCYIIECTBJISIIOT KOMOMHAIMEH COeqMHEHNA A WK ero (papMaleBTHIECKH MPUEeMIIEMON
conu, uaruouropa nytu MAPKAP, nanpumep, Tpamerunnba, OMHUMETHHNOA, YIUKCEPTHHUOA
win LY3009120, u 5-a3a-2’-ge30kCcHUMUTUANHA. B onpeneseHHbIX BapHaHTaX OCYILECTBJICHHS
uarudurop nytu MAPKAP npexncrasisier coboit Tpamernnu®. B omnpeneneHHbIX BapuaHTax
ocymectsiaeHusi uHruoutop nytu MAPKAP mpencrasiasier coboit  Ounumerunu®. B
OTpENeNIEHHBIX BapuaHTax ocyuiecTieHus uHruouTop nyta MAPKAP mpencrasnsier coboit
yIuKcepTuHUO. B ompeneneHHbIX BapwaHTax oOcylecTBieHUs: uHruowtop nytu MAPKAP
npencrasisiet coboit LY3009120, nabpadennd win BemypadeHud.

[000130] B KOHKpETHBIX BapHaHTAX OCYIIECTBJICHHS JIeYeHHE CYObeKTa, HYKIAIIEerocs
B 5TOM, OCYIIECTBIISIIOT KOMOMHAaIMEH coennHeHnss A Wiu ero (apMaleBTHYECKH MPHEMIIEMON
comu, uHrnouropa myru MAPKAP, Hanpumep, TpamernHnba, OMHUMETHHNOA, YINKCEPTHHUOA
win LY3009120, u knanpuOuHa. B onpeneneHHbIX BapHaHTaxX OCYIIECTBJICHUS] HHTUOUTOP MyTH
MAPKAP mnpencraenisier coboli TpameruHuO. B omnpeneneHHbIX BapHaHTAaX OCYLISCTBIICHUS
uarndburop nmytu MAPKAP npencrasisier codoit Ounumernnud. B onpeneneHHbIX BapuaHTax
ocymectineHuss uHruomrop mnyta MAPKAP mnpencrasmser coOoil  ynukceptunHno®. B
OTIpENeNIEHHBIX BapuaHTax ocyuectBieHns uHruoutop nytu MAPKAP mpencrasnser coboit
LY3009120, nabpadenud mnu BemypadeHud. [lornonHUTENbHBIE TEpaneBTHYECKUE CPEACTBA,
KOTOpble MOXXHO BBOAWTb B COOTBETCTBHM C HACTOALIUM H300pETEHHEM, BKIIIOYAIOT Oe3
OTpAaHMYEHUs] TPUOKCHUJA  MbIIIbsiKa, LuKIopochamua, 1urapabuH, AayHOPYOHUIIMH,
IOKCOPYOHUIMH, 3HAacUAEeHUO, unapyOULIMH, KBH3apTHHUO, MHMTOKCAHTPOH, THOTYaHHMH WJIH
BUHKPUCTUH. B KOHKpETHBIX BapHaHTAaX OCYLIECTBICHHs JIeUeHHE CyOBEKTa, y KOTOpPOro
umeercs AML, OCYLIECTBIISIFOT KOMOWHALMEW COeNuHEHUs A Wid ero (apmaieBTHYECKH
NpUEeMJIEMON COJIM W TPUOKCHUIA MbIIIbsKa, ukiopochamuaa, nurapabuHa, NayHOPYOHUIMHA,
IOKCOpYyOuIMHA, SHacueHn0a, nnapyoulvHa, KBH3apTHHIOA, MUTOKCAHTPOHA, THOTYaHHHA WJIN
BUHKPHUCTHHA.

Dapmayesmuyeckue KOMNO3UYUU

[000131] AcmekTbl HACTOSIIEro H300peTEeHUs HANpaBJieHbl HA CHOCOOBI JIEYEHHUS,
BKJIFOYAIOIINE BBEAEHHE KOMOHMHALMM COEIWHEHWH, PACKPBITBIX B JAHHOM JOKYMEHTE, WM
omHOW win Oonee ¢apMaleBTHUECKUX KOMIIO3MLIMHN, COIEPKAIlMX TaKUe COCOWHEHUS |
(dapmManieBTHYECKH TPHEMIIEMbII pa30aBUTENb, BCIIOMOraTebHOE BEINECTBO WJIM HOCUTENb. B
KOHKPETHBIX BapHaHTax OCYLIECTBJIEHHsS CIOCOOBI, PACKPBITBIE B JaHHOM JOKYMEHTE,
BKJTFOYAIOT BBEJEHUE MIePBOH (hapMaleBTHUECKON KOMIIO3UIHH, conep:kameii maHruouTop c-KIT,
Harpumep, coequHeHne A Win ero GpapMareBTHIeCKH NMPHUEMIIEMYIO COJTb U (papMarieBTHYECKH
npuemMiieMblii  pa30aBUTENb, BCIOMOTraTebHOE BEIIECTBO WJIM HOCUTENb, M  BTOPOM
dapmanieBTHYECKONH KOMMO3MLMY, coxepkamel wuHruourop nytu MAPKAP, nampumep,

TpamMeTHHUO, OuHMMeTHHHO, ynukcepruHu® wnm  LY3009120, wu  ¢dapmaueBTuuecku
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npuemMyieMblii  pa30aBHUTENb, BCIIOMOTATEIbHOE BELIECTBO WJIM HOCUTENb. B KOHKPETHBIX
BApUAHTAX OCYINECTBJIEHHUS CIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE, BKIIFOYAIOT BBEACHUE
nepBoil  ¢apMaleBTHUECKOW  KOMIIO3ULIMH, COAepkamield coeaumHeHne B wimm  ero
dapManieBTUYECKH TPUEMIIEMYIO COMb M (apMaLEBTHYECKH MPHEMJIEMbIH pa30aBUTEND,
BCIIOMOTaTeJbHOE BEINECTBO MM HOCHUTENIb, U BTOPOH (hapMaleBTUUECKON KOMIIO3HIIUY,
comepkameii uHruburop nyru MAPKAP, Hanpumep, TtpametuHuO, OWHUMETHHUO,
ymukcepruHu®  wim LY3009120, wu  ¢dapmaneBTHdeckn npuemieMblii  pa30aBHTENb,
BCIIOMOTATeJIbHOE BELIECTBO MJIM HOCUTENb. B KOHKPETHBIX BapHAaHTaX OCYIIECTBIICHHS
CHOCOOBI, PACKPBITBIE B JAHHOM JOKYMEHTE, BKJIIOHYAIOT BBeACHHE (hapMaleBTHUECKOI
komnosuimu, conepkameii uHruourop ciKIT, Hampumep, coeauHeHWe A WM  €ro
(apmManieBTHYECKH TPUEMIIEMYIO coyib, UHTHONTOp mytn MAPKAP, Hanpumep, TpameTuHHO,
OunumernHu®, ymukceptTmHuO wim  LY3009120, u  ¢apmaueBTHUECKH NPUEMIIEMBbII
pa3baBuTENb, BCHOMOTATEIBPHOE BELIECTBO WJIM HOCHTEIb. B KOHKPETHBIX BapHUaHTax
OCYLIECTBIICHUS CHOCOOBI, pPACKpBITBIE B JAaHHOM JOKYMEHTE, BKJIIOYAIOT BBEACHUE
(dapManeBTHYECKON KOMITO3HMLIUU, COAeprkaliel coemuHeHne B wnmm ero dapmareBTudecku
npuemsieMyr coib, HHruoutop mytu MAPKAP, nanpumep, TpameruHu®, OMHHUMETHHHO,
ymukceptuHu®  win LY3009120, wu  dapmaueBTHUECKH TNpHEMIIEMbIi  pa30aBUTEND,
BCIIOMOTaTEJIbHOE BEIECTBO MIIK HOCUTEIIb.

[000132] ITpu nmpumeHeHUU (papManeBTUYECKUX KOMIO3MLUN HAa OCHOBE COCAMHEHUI,
OINMCAHHBIX B JAHHOM JOKYMEHTE, (papManeBTHIeCKH NMpUeMIIeMble HOCUTEIN MOTYT OBbITh JTHOO
TBEPABIMH, TUOO XKUAKUMU. TBepbIe (POPMBI BKIIOYAIOT MOPOIIKH, TAOIETKH, AUCTIEPTUPYEMbIe
IPaHyJIbl, KarCyJjbl, KpaxMajbHble KalCyibl U cynno3uropuu. Ilopomku u TabneTku MoryT
COZIepIKaTh OT MPUOJHM3UTENBHO 5 10 NPHONIU3NTEIBHO 95 MPOLIEHTOB AKTUBHOTO WHTPEAHEHTA.
ITogxonsimue TBepAble HOCUTEIN U3BECTHBI M3 YPOBHS TEXHHUKH, Hanpumep, KapOOHAT MarHus,
cTeapaT MarHus, TaJbK, caxap WM JlakTo3a. TaOneTky, MOpOILIKH, KpaxMajbHbIe KaICyJbl U
KamncyJjbl MOXKHO HCIIOJb30BaTh B BUAE TBEPHABIX JIEKAPCTBEHHBIX (OPM, MOAXOMAIIMUX ISt
nepopayibHOro BBeneHHs. [IpuMepsl (apMaLeBTHYECKH MPHEMJIEMbIX HOCUTENEH U CHOCOOOB
W3TOTOBJICHUST PA3JIMYHBIX KOMIIO3ULIMH MOxHO Haiithu B A. Gennaro (ed.), Remington's
Pharmaceutical Sciences, 18th Edition, (1990), Mack Publishing Co., Easton, Pa, xotopsiii
BKJIFOUEH B JAHHBIN TOKYMEHT IMOCPEICTBOM CChUIKH BO BCEH CBOEH MOJHOTE.

[000133] IIpenapatsl B KUIKOH (opMe BKIIOHYAIOT PACTBOPHI, CYCIIEH3UH U HMYJIbCHH.
Hanpumep, BogHBIE pacTBOPBI WM PACTBOPHI Ha OCHOBE BOIBI W MPONUJICHIJIMKONSA IS
MApPEHTEePANbHOW WHBEKUUH WKW J00aBIeHHUs TMONCIACTHTENeH W 3aMyTHUTENeH I
NepPOPaJIbHBIX PAaCTBOPOB, CYCHEH3MH U 3Mynbcuil. [Ipenapartsl B skuakol GopMe MOTYT TakxkKe
BKJIFOYATh PACTBOPBI UTSI UHTPAHA3AJIBHOTO BBEICHIS.

[000134] JKunkue, B 4YaCTHOCTHM HHBELUPYEMbIE, KOMIIO3ULIIMH MOXHO, HaIMpUMED,
NOJIy4aTh MyTE€M PACTBOPEHMs, AMCIEPrHPOBaHUS U T. A. Hampumep, packpeiToe COeAMHEHHUE
ABJISIETCS CMEIIAHHBIM ¢ (hapMaLEBTHUECKU MPHUEMIIEMbIM PACTBOPUTENIEM WIIM PACTBOPEHHBIM B
HEM, TaKOM Kak, HalpHMep, BOJa, COJEBOH PacTBOpP, BOAHBIN PacTBOP NEKCTPO3bI, TIIMLEPHH,

OTAaHOJI U T. II., o6pa3y$[ TEM CaMbIM I/IH’beKLIPIOHHbeI U30TOHUYECKUN pacTBOp HUJIN CYCIICH3UIO.
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benku, Takue kak ampOyMHH, YacCTHLbl XWJIOMHUKPOHA WIIM CBIBOPOTOYHBIE OEJNKH, MOXHO
NPUMEHSTD JJIs1 COMIOOMIIN3AINN PACKPBITBIX COSIMHEHUI.

[000135] ITapeHTepanpHOE BBEAEHUE C MOMOIIBK) MHBEKIMH, KaK MPAaBUJIO, TPUMEHSIOT
IUIi  TOJKOKHBIX, BHYTPUMBIIIEYHBIX WM BHYTPUBEHHBIX MHBEKIMH U UHPY3HH.
HHbeKIMOHHBIE TIPenapaThl MOXHO MOJy4aTh B TPATUIMOHHBIX (opMax, TUO0 B BUAE JKUAKHUX
PacTBOPOB WMJIM CYCIIE€H3HH, JUOO TBEpAbIX (OPM, HOAXOISAIIUX AJISI PACTBOPEHUS B XKUAKOCTH
nepe] MHbEKLHEH.

[000136] Taxke MOXHO TPUMEHSTH Aa’3pO30JIbHBIC TMpPenaparhl, MOAXOAAIINAE IS
uHrasuuy. JlaHHBIE TpernapaThl MOTYT BKJIIOYATh PACTBOPBI U TBEPIbIC BEIIECTBA B (opme
MOPOIIKA, KOTOPbIE MOTYT ObITh B KOMOMHALMYU C (hapMaLeBTHYECKH MPHUEMJIEMbIM HOCHUTEJIEM,
TAKUM KaK MHEPTHBIN CXKATBIN ra3, Hanpumep, asor.

[000137] Takxke mpenanonaraercs NMPpUMEHEHHE MPenapaToB B TBEPAOH Gopme, KOTOpbIe
NpeHA3HAYEeHbI U NMPEBPAIIEHUs] He33J0JT0 10 MPUMEHEHHs B MPENaparsl B KUAKOH dopme
b0 ISl TepOopasbHOrO, JMOO Ui TAPEHTEPabHOTO BBEACHUA. Takue >Kuakue (Gopmbl
BKJIFOYAIOT PACTBOPBL, CyCHEH3UU U SMYJIbCUH.

Jozuposra

[000138] B HekOTOpPBIX BapuaHTaxX OCYLIECTBJICHUs, IIe COEANHEHNE A WU COeJUHEHHE
B (mnmm nx apmaneBTHUECKH MpUEMIIEMBbIE COJIM) MPUMEHSIOT B KOMOWHAIIMK ¢ MHTHOUTOPOM
nytt  MAPKAP, mnHampumep, TpaMeTHHHOOM, OWHUMETHHHUOOM, VJIUKCEPTUHHOOM HIIH
LY3009120, mna npoTokona Je4YeHus, NPU 3TOM [ABA TEPANEBTUYECKUX CPEACTBA MOXKHO
BBOJUTb BMECTE WUJIU B «JBOWHOM PEXUMEY», I'le ABA TEPANEBTUYECKUX CPEACTBA JO3UPYIOT U
BBOIAT 1O OTAENbHOCTH. Ecnu coenunenne A unu B (mnn ux ¢apmaneBTHUECKH NpHeMIIEMble
comu) U uHruOuTop nytu MAPKAP nosupyroT mo OTHEnbHOCTH, TO OObIYHAs JO3MPOBKA
coenuHeHus1 A win coenuHenust B (uiam ux QapMarneBTHUecKH MpUeMIIeMbIX COJIeH), BBOIUMAs
CyOBEKTy, HY>KNAIOIIEMyCsl B JICYCHUH, COCTABISET, KaK MPABWUIO, OT MPUOIU3UTEIBHO 5 MI B
cyTku 10 npubnusutensHo S000 Mr B CyTKM M B JOPYrUX BapHaHTaxX OCYIIECTBJICHUS OT
npubnu3uTensHo 50 Mr B cyTku A0 npubmusutensHo 1000 mMr B cyTku. Jpyrue nO3MpOBKH
MOTYT COCTaBJISITh OT MpHOIM3UTENbHO 10 MMOJB 10 mpuOIM3UTENBHO 250 MMOJIB B CYTKH, OT
npubnusutensHo 20 MMONB 10 NpHOIM3HTENbHO 70 MMOJb B CYTKM MM Jaxe OT
npubnusutensHo 30 mmone o npubmmsurensHo 60 MMoap B cyTku. KommdecTsa,
npeacTaBisiomuye  codol 3QQPEeKTUBHYIO TO3MPOBKY, PACKPBITBIX COCAMHEHHWH, €CIH UuX
NPUMEHSIIOT Al oDecriedeHus]  yKa3aHHbIX 3(PQEeKTOB, HAXOASATCA B JUANA30HE OT
npubnusutensHo 0,5 mr npo mnpubmmsutensHo 5000 Mr packpbITOrO COEAMHEHUs], Kak
HEOOXOIUMO ISl JIEYeHHUsT COCTOSIHUS. KOMITO3MUuMy AJIst MPUMEHEHUS 1n VIivO WM in Vitro MoryT
comep:kath nmpubimsutensHo 0,5, 5, 20, 50, 75, 100, 150, 250, 500, 750, 1000, 1250, 2500, 3500
w 5000 Mr packpbITOrO COEAMHEHUs] WK KOJIMYECTBO B JHANa30He OT OAHOIO KOJUYeCTBa 10
APYroro KOJH4YecTBa B mepeuyHe n03. OOblHAS PEKOMEHAOBAHHAsl CYyTOYHAsl HO3UPOBKA IS
peKMMa TEepOPaIbHOTO BBENEHUS MOXKET HAXOAWTHCS B AHMANA30HE OT NPHOJIH3UTENBHO |
mr/cytkn no npubmusurensHo 500 wmr/cytkn wnm ot 1 wmr/cytku npo 200 wmr/cytku B

OHHOKpaTHOﬁ A03€ WM B OT ABYX OO0 HYETBIPEX pPa3aCJICHHbIX O03. B onHOM BapraHTE
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OCYIIeCTBJICHHsI OObIYHASI CYTOUHAs [103a ISl PEKUMa IepopabHOTO BBEACHHs cocTaBiisier 150
M.

[000139] B ompeneneHHbIX BapUaHTax OCYIIECTBJICHUS O3UPOBKA MHTHOUTOPOB IyTH
MAPKAP cooTBETCTBYET paHee pacKpbITbIM AO3MPOBKAM H/WIIH AO3UPOBKAM, OJOOPEHHBIM IS
NPUMEHEHUs1 YTIpaBJICHUEM IO KOHTPOJIO KadyecTBA MUILEBLIX MPOAYKTOB U JIEKAPCTBEHHBIX
cpenctB. B npyrux BapuaHTax OCYLIECTBIEHHUs JO3UpoBKa wuHruobutopa mnytu MAPKAP
COCTaBJIIET MeHee paHee OHOOPEHHBIX IO3MPOBOK, Hampumep, mnpudausurenabHo 20%,
npubnu3uTensHo 50% wumn npubnusurensHo 80% omnoOpeHHOH Mo3MpOBKU. B onpeneneHHbIX
BapUAHTAX OCYINECTBIICHHS JO3UPOBKA TPAMETHHUOA COCTABJISIET OT MPUOIM3UTENBHO 5 MT JI0
20 Mr B CYTKH MEPOPANIbHO, HAMMPUMEP, TPUOIU3UTENBHO | MI' B CYTKH WJIM TPUOTUUTENBHO 2
MI B CYTKH. B omnpeneneHHbIX BapuaHTaX OCYLIECTBIIEHHS JO3UPOBKA KOOMMETHHHOA
coctasinsieT OT npudmm3uTenbHo 10 Mr 1o 200 Mr B CyTKH, Hanpumep, NpuOIM3UTenpbHO 30 Mr
Wy npuOIU3UTENbHO 60 MI' B CYTKH. B OnpeneneHHbIX BapuaHTaX OCYIIECTBIICHHS JO3UPOBKA
OuHnMeTnHNOA cocTaBisieT OT nMpudausuTenbHo 10 Mr no npudnusurensao 200 Mr aBa pasa B
CYTKH, Hampumep, MPUOTU3UTENBHO 25 M WM NPUONIM3UTENbHO 45 Mr ABa pasa B CyTKH. B
ONPENENIEHHBbIX BapUAHTAaX OCYINECTBJICHUS JO3MPOBKA CEIYMETHHHOA COCTaBISIET OT
npubnusuTensHo 10 Mr 1o npubmusutensHo 200 Mr B CyTKH, WM PpUOIu3uTensHo 30 Mr, uiu
npuOIU3UTENBHO 75 MT [1Ba pasa B CYTKH.

[000140] KommdecTBO W YacTOTa BBENEHHS COSAMHEHHI, OMHCAHHBIX B JIaHHOM
IOKYMEHTe, W/WIn X (PapMaleBTUYECKH NPUEMIIEMBIX COJeH, U IPYruX TepaneBTHYECKHX
cpeacTB OyAyT peryJupoBaThCs B COOTBETCTBUU C PELICHUEM JIEHAIeTro Bpaya, YUUThIBAs TaKHE
(akTOphl, KaK BO3pACT, COCTOSHHE U BeC MNALMEHTA, a TAKXKe TSDKECTb CHMIITOMOB, JICUEHHUE
KOTOPBIX OCYILECTBIISAIOT.

[000141] CoenuHeHHs MO HACTOSILIEMY H300pETEHUIO (HAMPUMEp, COENMHEHUE A WM
coenuHenue B (1 ux ¢apmaueBTHyecku npuemiemble conu), nHruoutopsl nytu MAPKAP un
APYTHe TeparneBTUYECKHe CPENCTBA) MOKHO BBOOUTH JIFOOBIM MOAXOSIIAM  CHOCOOOM.
CoenuHeHHsT MOXKHO BBOJUTH MEPOPATbHO (HAMpUMeEp, C MUIIEH) B KarcCyliaxX, CYCHeH3HSX,
TabNeTkax, MWIOJAX, Apa)e, KUAKOCTIX, TeisiX, cupomax, B3ecsx u T. I CnocoOwr
WHKATCYJIUPOBAHMST KOMIO3MLMK (Takue Kak TOKPBITHE TBEPAbIM JKEJATHHOM  HUIH
LIMKJIONEKCTPAHOM) W3BeCTHbI M3 ypoBHs TexHuku (Baker, et al., «Controlled Release of
Biological Active Agents», John Wiley and Sons, 1986, KOTOpbIii BKJIFOYEH B JaHHBIA JOKYMEHT
NIOCPEICTBOM CCBUIKM BO BCell cBoeil mosHoTe). COeaMHEHHs] MOXXHO BBOIUTH CYOBEKTY B
COYETAaHNH C TpHeMIIeMbIM  (apMalEeBTHUECKUM  HOCHUTENEM B  KadeCTBE  YaCTH
dapmanesrryeckoit komnozuuuu. Cocras (papMaLeBTHIECKON KOMITIO3UIINH OyIeT BapbUPOBaTh
B COOTBETCTBMH C BBIOpaHHBIM crocoOoM BBeneHus. lloaxonsmmue ¢apManeBTHUECKUE
HOCUTEIM MOTYT COJEPKaTb WHEPTHbIE HHIPENUEHTBI, KOTOpble HE B3aUMOJEHCTBYIOT C
coenuHeHneM. Hocurenu sBISIOTCS OHONOTMYECKH COBMECTHMMBIMH, T. €. HETOKCHYHBIMHU,
HEBBI3bIBAIOIMMHU BOCNAJ€HUE, HEHMMMYHOI€HHBIMU M HE HMEIOT [PYyTUX HeKeaTelbHbIX
peaKkLuii B MECTE BBEIECHUSI.

[000142] HMnmoctpaTtuBHBIE (papManeBTUUYECKHE KOMITO3ULMM NPEACTABIAIT COOOM
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TaONMETKN W JKENATHHOBBIE KaIICYyJIbl, COAEp)Kallfe COEIUHEHHE, OIMCAHHOE B JaHHOM
IOKYMEHTe, Hanpumep, COenuHeHHe A win ero (QpapMarneBTHYeCKH NPHEMIIEMYIO COJb, U
dapManieBTUYECKH NPUEMIIEMBbIII HOCUTENb, TAKOH Kak a) pa30aBUTENb, HANPUMED, OUUIIEHHAS
BOJA, TPUITIMLEPHIHbIE Macjia, Takhe KakK TUAPOT€HU3UPOBAHHOE WJIHM  YaCTUYHO
TUAPOTEHN3UPOBAHHOE PACTUTENBHOE MAcjiO WM HX CMECH, KyKypy3HO€ Macjo, OJIMBKOBOE
MacJo, MacJo TMOJCOTHEYHUKA, cadIopOBOe MacCyIo, peiOuii xxup, Takoi kak EPA wnu DHA nnn
WX CJIOJKHbIE 3(PUPBI WIN TPUMNIULEPHIbl WIN HX CMECH, OMera-3 >KUpHbIE KHCJIOTBI WM HX
NPOM3BOJHbIE, JIAKTO3a, AEKCTPO3a, caxapo3a, MAaHHUT, COPOUT, LEIUTI0NI03a, HATPHUH, CaXapHH,
TJIFOKO3a W/WIJIH TIIMLKH, b) CMa3bIBAarOINEe BELIECTBO, HANPUMED, KPEMHHH, TalbK, CTEAPHHOBAs
KHCJIOTA, €€ MAarHUEeBasl MJIM KaJbLIMEBasl COJIb, OJIEAT HATPHs, CTeapaT HATPHs, CTeapaT MarHus,
OeH3zoar HATpuWs, anerar HATPUS, XJIOPUI HATPUS W/HIU TOJUITHISHIJIMKOJb, TAKKE IS
TabNETOK; C) CBS3YIOLIEe BELIECTBO, HANpUMED, ATOMOCUIMKAT MArHUs, KPaxMaJIbHbIA
KJIEHCTep, JKeNAaTHH, TpParakaHT, METWILEIUII0I03a, KapOOKCUMETWILEIUIF0I03a HATPUs,
KapOOHAT MarHusi, NMPUPOIHBIC caxapa, TaKUE KaK TIIIOKO3a WIH OeTa-JIaKkTo3a, Caxaphucroe
BEIIECTBO U3 KyKYPY3bl, MPUPOIHBIE M CUHTETUYECKHI CMOJIbI, TAKWE KaK apaBUICKas Kamelb,
TparakaHT WM aJIbTUHAT HATPUs, BOCKH W/WJIH MOJIMBUHIIIITUPPOINIOH NpH HeoOxoanumocTty; d)
Pa3PBIXJIUTEND, HANpUMep, BUIbI Kpaxmaja, arap, METHJILEJUII0JI03a, OEHTOHUT, KCAHTaHOBAas
KaMelb, aJIbIFUHOBAsi KUCJIOTA WU €€ HATPUeBasi COJIb WJIH LINIy4He cMecH; €) abcopOupyroriee
BEIECTBO, Kpacsiiee BEIIeCTBO, apOMATHU3aTOpP U TMOACIACTUTENb, f) >Mynbrarop wuiu
aucTieprupyromee cpeacrso, takoe kak Tween 80, mabpason, HPMC, DOSS, kampoun 909,
nabpadax, nmabpadun, meueon, TpaHckyton, kanmyn MCM, kanmyn PG-12, kanrekc 355,
remouup, Buramud E TGPS unu npyroit mpuemieMsblil sSMyibratop; u/mim g) CpeacTBO, KOTOPOe
ycunuBaeT aOCOpOLMIO  COeIMHEHHUs, Takoe Kak [MKJIOACKCTPUH, THAPOKCHUIPOIUII-
muknonexctpun, PEG400, PEG200.

[000143] Ilpu cocraBneHny B Buae (UKCHPOBAHHON O3Bl B TAKUX KOMOMHHMPOBAHHBIX
NPOAYKTAaX TMPHUMEHSIOT COCOUHEHMs, OIMUCAHHBIE B IAHHOMY JOKYMEHTe, B JHAla30He
JO3UPOBOK, OMMCAHHOM B JAHHOM JOKYMEHTE WJIH U3BECTHOM CIEIHaINCTaM B JAHHOM 00yacTu
TEXHUKH.

[000144] ITockOJBKY COEOMHEHHWS, OIMCAHHbIE B JaHHOM JOKYMEHTe (Hampumep,
coenuHeHusi A u B u umaruburoper myru MAPKAP) npenHasHadeHbl AJsi MPUMEHEHUS B
(apMareBTHYECKHX KOMITO3ULMSIX, CIIELHAIUCTAM B JAHHON 00JacTH TEXHHUKH OyAeT MOHSTHO,
YTO WX MOKHO TMOJYYHTb B MPAKTHUYECKH YUCTHIX (POpMax, HAMpUMeEp, Ha MO MEHbLIEH Mepe
60% YHUCTBIX, HA MO MEHbIIEeH Mepe 75% 4YuCThIX, HAa MO MeHblIeH Mepe 85% YUCThIX U Ha MO
MeHblIel Mepe 98% umcTeix (Bec/Bec). PapMauLeBTUUECKUN IpenapaT MOMKET HAXOOUTBCS B
CTaHAApPTHOHN NekapcTBeHHOH (opme. B Takoil ¢opme mpemapar pazaenstoT Ha OIHOKPATHBIE
703bI TIOAXOJSIIEr0 pa3Mepa, COIepiKallye MOAXOMSAIINE KOJMYeCTBa COeOUHEHHN A wmmu B,
HanpuMmep, 3PQPEKTUBHOE KOJHMUECTBO I JOCTHIKEHHS HEOOXOOUMOW €N, OMUCAHHOW B
TAHHOM JIOKYMEHTE.

ITPUMEPBI

[000145] Bbbeuto oOHapyxkeHO, YTO 00paboTKa € NOMOLIBK KOMOMHAUMU JHOO
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coenuHeHUs1 A, 100 ero ¢papMareBTHYECKH NIPUEMIIEMON COJM B KOMOMHALIMK C HHIHOUTOPOM
nytu MAPKAP HeoXxuaaHHO M CHHEPreTUYeCKH WHAYyLUpPYEeT amonto3 MyTaHTHbIX c-KIT-
KOHTPOJIMPYEMBIX TYYHBIX KJIETOK, SIBJIAIOIIUXCS NMPUYUHON CHCTEMHOro macronurosa. Kpome
TOTO, JaHHAasE KOMOWHUPOBAaHHAs Teparus o0ecreunBaeT HMHruOupoBaHue mpoiudepannu
KJIEeTOK MactouuTo3a. Kpome TOro, okasanaoce, 4T0 KOMOMHHUPOBAHHAsI TEpamus, PACKphITas B
JAHHOM JIOKYMEHTE, OKa3bIBaeT LIUTOTOKCUYECKOE IEHCTBUE HA MACTOLUTO3, B OTJINYHE OT JIMLIb
uTocTatndeckoro  sddexra, YTO  ompenensM  MOCPEACTBOM — aKTHBALMM  Kaclasbl,
UHIYLUUPOBAHHOW KOMOMHUpPOBaHHOH 00paboTkoil. OmnucaHue TaHHOTO HEOXKHIAHHOTO
OTKPBITUSI TPEANPHUHUMAIOCh B OMOXMMHUYECKUX AHAIN3aX M KJIETOYHBIX AHAJIM3AX, BKJIIOYAs
OINMCAHHBIE B JAHHOM JOKYMEHTE.

[000146] Taxkum obpaszom HACTOsAILLIEE u3o0peTeHue JIOTIOJTHUTEJIBHO
NPOWJUTFOCTPUPOBAHO CJIEAVIOIIMMH TMPUMEPaMH, KOTOpPbIe HE CIIENyeT HCTOJKOBBIBATH KaK
OrpaHUYMBAIOLINE HACTOSIIEe M300peTeHne B 00beMe HIIM CYI[HOCTH KOHKPETHBIX MPOLERyp,
ONMMCAHHBIX B JaHHOM pAOKyMeHTe. Cienyer MOHMMATh, YTO MpPHUMEPbl NPHUBEACHBI IS
WUTIOCTPAllMA  ONPEAENICHHbIX BAPHAHTOB OCYLIECTBIEHHs W 4YTO TEM CaMbIM He
NOAPA3yMEBAETCsl OrpaHUYEeHHEe oObeMa Hacrosimero m3oopereHus. Crenyer TakKe MOHUMATb,
YTO MOYKHO NMPHUOETHYTh K PA3IMYHBIM APYTUM BapUaHTAM OCYIIECTBJICHHUS, MOAM(HUKALUAM U
€ro 3KBUBAJIEHTAM, KOTOpPbIE MOTYT OBITh MPEUIOKEHBl CIELUANINCTaM B IaHHON 00nacTu
TEXHUKU 0€3 OTCTYIUICHHUS OT CYIIHOCTH HACTOSINEro N300peTeHus n/mim o0beMa npuiaraeMoi
(bopMy bl H300peTEHUSI.

IIpumep 1. O6padoTka JUHUH TYYHBIX KJeTOK, MyTaHTHBIX o KIT, coequnennem
A wim coeguHeHuemM B o0ecneuunBaer HHruOMpoBaHHMe mnpoJH(epalun KJIETOK H
pochopunuposanue KIT nuHuH KIETOK MACTOLHTO3A.

[000147] ITpoBoamiIu UCCIeNOBaHKUE, B KOTOPOM MPOAEMOHCTPUPOBAHO, 4TO 00paboTKa
coenuHeHneM A WM coenauHeHHeM B obecneumBaeT MHrHOMpOBaHUE NMpPONUQEpaluy KIETOK
myTaHTHbIX 10 KIT nuHuii TyuHsx kietok, npencrasisounx codoit HMC1.1 KIT V560G u
HMC1.2 KIT V560G/D816V. Ananu3bl NpOBOAWIM B 90-IYHOUHBIX IUIAHIIETaX C MOCEBOM
10000 knmerok Ha JyHKy. Kietkum oOpabaTbiBaii KOHTPOJEM CO CpPEAOH-HOCHTENEM,
COeMHEHUEeM A WIHM COenquHeHHeM B B pa3iMyHBbIX KOHLEHTPALMsIX, OOecreuuBajd POCT B
Te4YeHHe 72 4acoOB U 3aTEM OLIEHUBAJIH MPOJIU(EPALIIO KIETOK.

[000148] Ha ¢urype 1A mnpeacraBieHo rpaduyecKkoe MpencTaBiIeHHe, Ha KOTOPOM
NPOIEMOHCTPUPOBAHA OTHOCHTENBbHAS AOJS B MPOIEHTaX Npoindepany KJIETOK, ONpeneIeHHas
IUIS Pa3NUYHBIX KOHLEHTpauwii coenuHeHnss A. OOpaborka coemuHeHnmeM A obecriednBana
MHTHOMPOBAHUE TOBBIIIEHHS MPOTU(EpaH KIETOK B JIMHUAX KJIETOK TyuHbIX kieTok HMCI.1
V560G u HMC1.2 V560G/D816V co 3Hauenusimu IC50, cocraBmstomumu 2,6 HM u 97 HM
COOTBETCTBEHHO.

[000149] Ha ¢urype 1B mpencraBneHo rpaduyeckoe MpencTaBICHHE, Ha KOTOPOM
NPOIEMOHCTPUPOBAHA OTHOCHTENbHAS AOJS B MPOIEHTaX Npoirdepalny KIETOK, ONpeneIeHHas
IUI Pa3NUYHBIX KOHLEHTpauui coeauHeHust B. OOpabGorka coenuHennem B obecneunBana

MHruOUpPOBaHUE TOBBbILEHUs nNponudepaiyu Kkinerok B jguHuAX kietok HMCL.1 V560G wu
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HMC1.2 V560G/D816V co 3Havenusimu ICS0, cocraBmsromumvua 2.3 HM u 61 HM
COOTBETCTBEHHO.

Ipumep 2. KomOunHupoBaHHasi 0o0paGoTka coeguHeHHEeM A H TPaMeTHHHOOM
ol0ecrieunBaeT MHAYLHPOBAHUE ANIONTO3A B JINHUAX KJIETOK MACTOLMTO3A.

[000150] ITpoBogunu ucciaenoBaHUE AJISI NEMOHCTPALMH TOTO, YTO KOMOMHHUPOBaHHAsI
oOpaboTka coeguHeHMEM A M TPaMeTHMHHUOOM, NPEACTABISAIOIUM coboit mHruoutop MEK,
obecneunBasa WHIYLMPOBAHUE AamnoNTO3a B JIMHUAX KIETOK Mactormrosa V560G/D816V
HMC1.2. Aranu3bl npoBOIWIN B 96-1yHOUHBIX IUTaHIIeTax ¢ noceBoM 10000 K1€TOK Ha JIYHKY.
Knerku 00pabaThiBaiid KOHTPOJIEM CO CPEION-HOCUTENEM, COETUHEHUEM A, TPAMETHHUOOM WU
X KOMOWHALMSIMH B PA3JIMYHBIX KOHLEHTPALWSIX U O0ECIeYMBAIN POCT KJIETOK B TeueHue 24
94acoB. ATIONTO3 OLEHUBAIHN ITOCPEICTBOM U3MEPEHHUS] aKTHBHOCTH Kacmasbl 3/7.

[000151] Ha ¢urype 2A npexacraBieHO rpadUyYecKOoe MpeacTaBiIeHHe, Ha KOTOPOM
NPOAEMOHCTPUPOBAHAa OTHOCUTEJIbHAS 10JIs B IPOLIEHTAX aIloNTo3a KJIETOK, ONpPeAeNeHHOrO JJIs
pa3nmuuHbIX BUIOB o00Opaborku. Ha ¢urype 2B mnpencraBmeHa Ttabiuma ¢ JaHHBIMH O
CHHEPTU4eCKUX 3(PPeKTax OCHOBHBIX aHATM3HPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHUEM
crioco0a, OCHOBAaHHOTO Ha ompeneneHuu nokaszarenst anautuBHocty (CI), omucanHoro Chou u
Talalay (1984), u xomnbroTepHOTro nporpamMmmuoro obecrieuenus Chou u Martin (2005). CI <1
ykaspiBaeT Ha cuHeprusM, CI=1 ykaseBaer Ha agnutuBHbIA 3¢¢ekt, u CI > 1 yka3piBaeT Ha
aHTaroHu3M. Buapl KOMOMHHMpPOBaHHOW OOpabOTKM coenuHEHHEM A U TPAMETHHUOOM,
npeacTaBisromuM coboit marudburop MEK, HeoxupgaHHO MOKa3aiu CUJIbHBIA CHHEPTU3M B
OTHOLIEHNH HHAyuuposaHus amonro3a kierok HMC1.2 KIT V560G/D816V. Ha ¢urype 2C
npencTaBieH rpaduK, TOCTPOEHHBI Ha OCHOBe mokazarens aamutuBHoct  Cl
JAEMOHCTPHUPYIOIINH CHIIbHBIN CHHEPrU3M I KOMOMHALMHN COeTUHEHHS A C TPaMeTHHHOOM B
OTHOLIEHHH UHAYLHPOBaHUs anonto3a Ty4HbIx kietok HMC1.2 KIT V560G/D816V.

IIpumep 3. KomOunupoBaHHasi o0padoTka coequHeHneM B u TpamernHuéom
of0ecrieynBaJia HHAYLHPOBAHHE ANIONTO3a B JIMHUSAX KJETOK MACTOLIUTO3A.

[000152] Takke TPOBOAWIM UCCIENOBAHME JJII JEMOHCTPALMd TOTO, YTO
KOMOMHUPOBaHHAst 00paboTka coenuHeHneM B u TpaMeTnHNOOM oOecrnieurBaa HHIYIUPOBAHHUE
aronTo3a B JUHUM KJIeTOK Macrouutoza VS560G/D816V HMCI1.2. AHanu3el NMpOBOAWIH Kak
OOBsICHSIETCS B IpUMeEpe 2. ATIONTO3 OLIEHUBAJIN MMOCPEICTBOM H3MEPEHHST AKTHBHOCTH KacTasbl
3/7.

[000153] Ha ¢urype 3A mnpexacraBieHO rpadUyYecKkoe MpencTaBiIeHHe, Ha KOTOPOM
MPOAEMOHCTPUPOBAaHAa OTHOCUTENIbHAS 10JIsl B IPOLIEHTAX aIlONTo3a KJIETOK, ONpPEeAeIeHHOrO JJIs
paznuuHbIX BUAOB oOpabotku. Ha d¢urype 3B mnpencrasmena Tabmuma ¢ JaHHBIMH O
CHHEPTU4ecKUX 3(PpPeKTax OCHOBHBIX aHATM3HPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHUEM
crioco0a, OCHOBAaHHOTO Ha ompeneneHnu nokaszarenst agautuHocty (CI), omucannoro Chou u
Talalay (1984), u xomnbroTepHOro nporpamMmmuoro obecrieuenuss Chou u Martin (2005). CI <1
ykaspiBaeT Ha cuHeprusM, CI=1 ykaseBaer Ha agnutuBHbIA 3¢¢ekt, u CI > 1 yka3piBaeT Ha
aHTaroHu3M. Bunel koMOuHMpOBaHHOW 00paboTkM coeauHeHMeM B u  TpamernHHOOM,

npeacTaBsomuM coboii uarudburop MEK, HeoxupgaHHO MOKa3aiu CUJIbHBIA CHHEPTU3M B
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OTHOWIEHNH HHIyuuposaHus armonrto3a kierok HMC1.2 KIT V560G/D816V. Ha ¢urype 3C
npeAcTaBieH rpaduk, TOCTPOEHHBIM Ha OCHOBe mokasarens aamutuBHoctH — Cl
JIEMOHCTPUPYIOLINH CUIIbHBIA CHHEPIru3M Uil KOMOMHALUKN coenuHeHust B ¢ TpameTnHuOoM B
OTHOLIEHUU UHAYLHpOBaHus arnonrtos3a TyuHblx kierok HMC1.2 KIT V560G/D816V.

Ipumep 4. KomOunupoBanHasi o0padoTka coeauHeHHeM A M OHMHHMETHHHOOM
o0ecnieunBaeT HHAYLHPOBAHHE ANIONTO3a B JIHHHUSAX KJIETOK MACTOLIHTO3A.

[000154] KomOunupoBaHHasi 00paboTka coenuHeHHEM A U OMHMMETHHHOOM TaKiKe
obecrieurBaeT WMHAYLHMPOBAHHE amonTo3a B JHUHUSIX KiIeTok wmacronuroza HMC1.2 KIT
V560G/D816V. AHanusbl NMPOBOIUIN KaK OOBSCHSIETCS B NpuMepe 2. AmNONTO3 OLIEHUBAJH
NIOCPEICTBOM M3MEPEHHsI aKTUBHOCTH Kacmasbl 3/7.

[000155] Ha ¢urype 4A npexacraBieHO rpadUyYecKoe MPencTaBiIeHHe, Ha KOTOPOM
NPOAEMOHCTPUPOBAHA OTHOCUTEJIbHAS 10JIs B IPOLIEHTAX aIoNTo3a KJIETOK, ONpPEeAeIeHHOrO JJIs
paznuuHbIXx BUAOB oOpabotku. Ha d¢urype 4B mnpencraBmena Tabmuua ¢ JaHHBIMH O
CHHEPTU4ecKUX 3(PpdeKkTax OCHOBHBIX aHATM3HPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHUEM
crioco0a, OCHOBAaHHOTO Ha ompeneneHuu nokaszarenst anautuHocty (CI), omucanHoro Chou u
Talalay (1984), u komnetoTepHOTro nporpammuoro obecneuenust Chou u Martin (2005). Buner
KOMOMHHPOBAHHOW 00palOoTKM coennHeHHeM A U OMHUMETHMHHOOM, MPEACTABISIFOIINM COOOH
uarnourop MEK, HeoXHIaHHO MOKa3au CHIIbHBIA CHHEPTU3M B OTHOLICHHWU WHIYLUPOBAHUS
anonroza kietok HMC1.2 KIT V560G/D816V. Ha ¢urype 4C mnpencraBieH rpaduk,
NOCTPOEHHBIM Ha OCHOBE TMOKaszarens agauTuBHOCTH Cl, NEMOHCTPUPYIOIIMHA CHIIBHBIN
CHHEPTU3M JJIsi KOMOMHAIMN coequHEeHNsI A ¢ OMHUMETUHHOOM B OTHOIIEHWH WHIYLHUPOBAHUS
anonro3a Ty4Hbix kiierok HMC1.2 KIT V560G/D816V.

Ipumep S. KomOunupoBanHasi o0padorka coeguHeHuemM B u OumHMMeTHHHOOM
o0ecnieynBaeT HHAYLHPOBAHHE ANIONTO3a B JIHHHUAX KJIETOK MACTOLIMTO3A.

[000156] Ha ¢urype SA mnpexncraBieno rpaduyeckoe NpeACTaBICHHE, HAa KOTOPOM
MPOAEMOHCTPUPOBAHA OTHOCUTEJIbHAS 1OJIS B POLIEHTAX aIONTO3a KJIETOK, ONPEeAeIeHHOrO JJIs
pa3nTUYHBIX BUIOB 00paboTku coenuneHneM B 1 Ounnmerunndom. Ha durype SB npencrasnena
TabJMUIa ¢ JAHHBIMH O CHHEPru4eckux 5((dexkrax OCHOBHBIX AHATU3UPYEMBIX BELIECTB,
NOJYYEHHBIX C TIPUMEHEHHEM Crnocoba, OCHOBAHHOTO Ha OMNpPEeieHHH IOKa3aTels
anmuruBHocty (CI), ommcanHoro Chou u Talalay (1984), u KOMIBIOTEPHOrO MPOrPAMMHOIO
obecrieuenuss Chou u Martin (2005). CI < 1 yxkaseiBaer Ha cuHeprusM, CI=1 yka3epiBaeT Ha
anoutuBHbIA 3¢ dexT, 1 CI> 1 yka3piBaeT Ha aHTaroHU3M. Buiel koMOMHUpPOBaHHOM 00paboTKH
coequHeHneM B u OmHUMeTHHHOOM, mpeacTaBistomuM codoit narnoutop MEK, HeokumaHHO
MOKa3aJi CUJIbHBIM CUHEPTM3M B OTHOLIEHMM MHAyLHpoBaHMs anonrtos3a kjietok HMCI1.2 KIT
V560G/D816V. Ha ¢urype SC mpencrasieH rpaduk, MOCTPOSHHBIH HAa OCHOBE ITOKAa3aTels
apmutuBHOCTU Cl, IEMOHCTPUPYIOIIHI CHIIBHBIN CUHEPTU3M Ui KOMOWHALIMN COeANHEeHHs B ¢
OMHUMETHHHOOM B OTHOIIEHWM HHAYLUpPOBaHMA aronro3a Ty4yHbx kierok HMC1.2 KIT
V560G/D816V.

Ipumep 6. KomOuHupoBaHHasi o0padoTka coefUHeHHEM A H KOOMMETHHHOOM

o0ecneynBaeT HHAYUHPOBAHHE AMIOINITO3a B JIMHUAX KJIE€TOK MAaCTOLUTO3A.
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[000157] Ha ¢urype 6A mnpexacraBieHO rpaduUyecKoe MPenCTaBlIeHHe, Ha KOTOPOM
NPOIEMOHCTPUPOBAHA OTHOCUTEIIbHASI IOJIS B MPOLIEHTAX aIloNTO3a KJIETOK, ONPEAEeIeHHOTO IS
pa3NUYHBIX BUIOB 00paboTKu coennHeHneM A n kobnmerunnoom. Ha ¢urype 6B npencrasnena
TabMuIa ¢ JaHHBIMM O CHHEPrudeckux 5(¢dekrax OCHOBHBIX AHATU3UPYEMBIX BEIIECTB,
NOJIYyYEHHbIX C MpPUMEHEHHEeM Croco0a, OCHOBAHHOIO HAa ONPENeNeHHH I0Ka3aTels
amnutuBHocTH (CI), omucannoro Chou u Talalay (1984), u KOMIBIOTEPHOrO NMPOrPaAMMHOIO
obecneuennss Chou u Martin (2005). Buasl koMOnHUpOBaHHONW 00pabOTKH COeTUHEHHEM A U
KOOMMETHHUOOM, MpencTapisirommumM codboi narudutop MEK, HeokMaaHHO MOKa3aau CHIIbHBIN
CHHEpTu3M B MHAyLupoBaHuu amonrto3a kiaerok HMC1.2 KIT V560G/D816V. Ha ¢urype 6C
npeAcTaBieH rpaduk, TOCTPOEHHBIM Ha OCHOBe mokasarens aamutuBHoctH — CI
JIEMOHCTPHUPYIOLINHA CHJIbHBIA CHHEPTH3M JJIs1 KOMOWHAIIMY COeNUHEHHUsI A ¢ KOOMMETUHHOOM B
OTHOILIEHHU UHAYLHUPOBaHUs arnonto3a TyuHbX kietok HMC1.2 KIT VS560G/D816V.

[pumep 7. KomOunupoBannas o0paborka coennHeHuem B u koO0umMeTmHHOOM
o0ecrnieunBaeT HHAYLHPOBAHHE ANIONTO3A B JIMHHUAX KJIETOK MACTOLIMTO3A.

[000158] Ha ¢urype 7A mnpexacraBieHo rpadUyYecKOoe MpenCcTaBlIeHHe, Ha KOTOPOM
NPOJIEMOHCTPUPOBAHA OTHOCUTEIIbHASI TOJIS1 B POIIEHTAX aIloNTO3a KJIETOK, OMPEAEICHHOTO IS
Pa3MUYHBIX BUIOB 00paboTku coennHeHneM B u kodumernanbom. Ha ¢purype 7B npencrasnena
TabMuIa ¢ JaHHBIMH O CHHEPru4eckux 5(¢dexkrax OCHOBHBIX aHATU3UPYEMBIX BEIIECTB,
NOJYYEHHBIX C TIPUMEHEHHEM Crocoda, OCHOBAHHOIO Ha OINpENeeHHH IOKa3aTels
anmuruBHoctu (CI), ommcanHoro Chou u Talalay (1984), u KOMIBIOTEPHOrO MPOrPAaMMHOIO
obecnieuenuss Chou u Martin (2005). CI < 1 ykaseiBaer Ha cuHeprusM, CI=1 yxkaspiBaeT Ha
anautuBHbIA 3 dexT, u CI> 1 yka3piBaeT Ha aHTaroHU3M. Bunpl koMOUHNpPOBaHHOM 00pabOTKH
coenuHeHueM B u koObumernHuOOM, npeactasisromuM codoi narubutrop MEK, HeoxxumnanHO
NOKa3aJii CHJIbHBIA CMHEPru3M B OTHOIIEHHM MHAyLUpoBaHus anonrto3a kiaerok HMC1.2 KIT
V560G/D816V. Ha ¢urype 7C npencrasieH rpaduk, MOCTPOEHHbIH HA OCHOBE IOKAa3aTess
anmutuBHOCTU CI, IEMOHCTPHUPYIOIIHI CHIIbHBIN CUHEPTU3M Ui KOMOMHALIMK COeAMHEeHNs B ¢
KOOMMETMHHOOM B OTHOIICHHWH HWHAYLHMPOBAHUS amnonrto3a Ty4Hbx kietok HMC1.2 KIT
V560G/D816V.

IIpumep 8. KomOuHupoBaHHasi o6paGoTka coequHeHHMeM A H YJHKCEPTHHHOOM
o0ecrnieunBaeT HHAYLHPOBAHHE ANIONTO3A B JIMHHUAX KJIETOK MACTOLMTO3A.

[000159] Ha ¢urype 8A mnpexacraBieHo rpaduUyYecKoe MpencTaBiIeHHe, Ha KOTOPOM
NPOIEMOHCTPUPOBAHA OTHOCUTEIIbHASI IOJISL B IPOIIEHTAX aIloNTO3a KJIETOK, OMPEAEIICHHOTO IS
Pa3MUYHBIX BUIOB 00pabOTKH COenUHEHMEM A W YJIUKCEPTHHUOOM, MPENCTABISIOIIMM COOOH
uaruoutop ERK. Ha ¢urype 8B mnpencraBinena Tabnmuma ¢ JaHHBIMU O CHHEPTHYECKUX
3¢ dexTax OCHOBHBIX AHAIM3UPYEMBIX BEINECTB, NOJYYCHHBIX C MNPUMEHEHHEM CIrocoda,
OCHOBAaHHOTO Ha ompeneneHun nokasarens aanutuBHocTH (CI), ommcannoro Chou u Talalay
(1984), u xommbroTepHOTrO mporpammuoro oOecnedenus Chou m Martin (2005). Bumsr
KOMOMHHPOBAHHON 00paOOTKH coennHEHMEM A M YJIMKCEPTMHMOOM HEOXXHIAHHO MOKa3alln
CUJIbHBIII CHHEpPrM3M B OTHOLIEHMHM UHAyuupoBaHus amonro3a kierok HMCI1.2 KIT

V560G/D816V. Ha ¢urype 8C mpencrasieH rpaduk, MOCTPOECHHBI HA OCHOBE IOKAa3aTelss
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anmutuBHOCTU Cl, IEMOHCTPUPYIOIINH CUIBHBIN CHHEPTU3M JUIsi KOMOWHALINN COeUHEHUs A C
YIUKCEPTUHUOOM B OTHOLIEHHWH WHAYyLUPOBaHMs amonrto3a TydHblx kierok HMC1.2 KIT
V560G/D816V.

IIpumep 9. KomOunnupoBanHasi o0padoTka coeanHeHHeM B m yaukcepTruHHOOM
o0ecreynBaeT MHAYLHPOBAHUE ANIONTO3A B JINHUAX KJIETOK MACTOLHMTO3A.

[000160] KomOunupoBanHyto 00paboTKy coexnuHeHMeM B u  ynukcepTuHHOOM,
npencrassomuM  coboit marndurop ERK, MOXHO oOleHHMBaTh B OTHOIIEHWH HHAYKIMU
anonto3a B TyuyHbiXx kietkax HMC1.2 KIT V560G/D816V. Tabnuma ¢ HDaHHBIMH O
CHHEPTU4ecKUX 3(PpdexTax OCHOBHBIX aHATM3HPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHHUEM
crioco0a, OCHOBaHHOTO Ha omnpezeneHnn nokaszarens agnutusHocTH (CI), moxer ObITh cO31aHa
kak omucaHo Chou wu Talalay (1984) M ¢ mNOMOIIBIO KOMIBIOTEPHOTO MPOrPAMMHOIO
obecrieuenuss Chou u Martin (2005). Bunsl komOuHMpOBaHHOH 00paboTKH coenuHeHneM B u
YIUKCEPTUHUOOM MOTYT HCIIOJB30BAThCA JUI JEMOHCTPALMM CHHEPru3Ma B OTHOLICHHH
uHayuupoBanus anonrto3a kietok HMC1.2 KIT V560G/D816V. I'paduk, mocTpoeHHbIH Ha
OCHOBe nokasartens anguTuBHocTu Cl, MOXKeT MCIONB30BaThCS ISl IEMOHCTPALMN CUHEPTU3Ma
Il KOMOWHAIMK COeNMHEHUs B W ynukcepTHHMOA B OTHOLIEHWH MHIYLHMPOBAHUS aronTo3a
TyuHbIX kyietok HMC1.2 KIT V560G/D816V.

[pumep 10. KomOunupoBanHasi oOpaborka coeguHenuem A u SCH772984
ol0ecreunBaeT MHAYLHPOBAHNE ANIONTO3a B JINHUAX KJIETOK MACTOLMTO3A.

[000161] KomOunupoBanHyro 00Opabotky coenunenneM A u  SCH772984,
npexacrasisromuM  coboit uuruourop ERK, MOXHO oOIeHHMBaTP B OTHOIIEHHUH HHAYKLUH
anonto3a B TyuyHbIXx Kietkax HMC1.2 KIT V560G/D816V. Tabnuma ¢ [JaHHBIMH O
CHHEPTru4eckux 3(pdexrax OCHOBHBIX aHATU3MPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHHUEM
crioco0a, OCHOBaHHOTO Ha ompezeneHnn nokaszarens aanutusHocTa (CI), moxer ObITh CO31aHa
kak omnucaHo Chou wu Talalay (1984) M ¢ NOMOIIBIO KOMIBIOTEPHOTO MPOrPAMMHOIO
obecnieuenusi Chou u Martin (2005). Bunbl koMOMHMpPOBaHHOM 00pabOTKH coeaMHEHUEM A U
SCH772984 MoryT uCHONB30BaTbCSA MJI JEMOHCTpPAllMd CHHEPruU3Ma B  OTHOIIEHUU
uHayuupoBanus anonrto3a kietok HMC1.2 KIT V560G/D816V. I'paduk, mocTpoeHHbIH Ha
OCHOBe nokasartens anguTuBHocTy Cl, MOXKeT MCIONMB30BaThCS ISl IEMOHCTPALMN CUHEPTHU3Ma
s komOmHanmu coenuHeHnss A u SCH772984 B OTHOIIGHHMH WHAYLHPOBAHUS AarioNTo3a
TyuHbIX kietok HMC1.2 KIT V560G/D816V.

Ipumep 11. KomOunupoBanHas o0padorka coenmnenuem B u SCH772984
olecreuynBaeT MHAYLHPOBAHNE ANIONTO3a B JIHHHSAX KJIETOK MACTOLMTO3A.

[000162] KomOunupoBannytro obOpabotky coenmnenmemM B u  SCH772984,
npeacTaBsiromnM  coboit maHrnOuTOp ERK, MOXHO OIEHMBATH B OTHOLICHUH HHIYKIHH
anonto3a B TyuyHbIXx kietkax HMC1.2 KIT V560G/D816V. Tabnuma ¢ nDaHHBIMH O
CHHEPTU4ecKuX 3(PpdeKxTax OCHOBHBIX aHATM3HPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHUEM
crioco0a, OCHOBaHHOTO Ha omnpezeneHnu nokaszarens aanutusHocTa (CI), moxer ObITh cO31aHa
kak omnucaHo Chou wu Talalay (1984) M ¢ mNOMOIIBIO KOMIBIOTEPHOTO IPOrPAMMHOIO

obecniedenuss Chou u Martin (2005). Bunbl koMOnHUpOBaHHOW 00paboTKH coeauHeHuEM A U
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SCH772984 MoOryT uCHONB30BaTbCA [N JEMOHCTpalMyd CHHEPrU3Ma B  OTHOILIEHUHU
uHaynupoBanusi anonrto3a kierok HMC1.2 KIT V560G/D816V. I'paduk, mocTpoeHHbINH Ha
OCHOBE nokasarens anauTuBHocTu Cl, MOXKeT MCIONMB30BATECS M1l IEMOHCTPALMU CUHEPTU3Ma
s komOmHarmu coenuHenuss B u SCH772984 B oTHOWEHWM WHIYIHUPOBAHUS aronTo3a
TyuHbIx kietok HMC1.2 KIT V560G/D816V.

IIpumep 12. KomOunupoBanHasi oOpaGorka coeamHennem A u LY3009120
o0ecrnieynBaeT HHAYLHPOBAHHE ANIONTO3a B JIHHHUSAX KJIETOK MACTOLIHTO3A.

[000163] KomOunupoBanHyro o0paboTky coemmHennemM A u  LY3009120,
npeacTaBsomuM  coboit mHruoutop RAF, MOXHO OLEHUBaTh B OTHOIIEHWUM WHAYKLIUH
anonto3a B TyuyHbIX kietkax HMC1.2 KIT V560G/D816V. Tabnuma ¢ HDaHHBIMH O
CHHEPTUYeCKUX 3(PpdeKTax OCHOBHBIX AHATM3MPYEMBIX BEIIECTB, MOJYYEHHBIX C MPUMEHEHUEM
crioco0a, OCHOBaHHOTO Ha omnpezeneHnn nokaszarens aanutusHocTH (CI), moxer ObITh cO31aHa
kak omucaHo Chou wu Talalay (1984) m ¢ mNOMOIIBIO KOMIBIOTEPHOTO MPOrPAMMHOIO
obecrieuenuss Chou u Martin (2005). Bunbl koMOnHMpOBaHHONH 00pabOTKH coeanHEHUEM A U
LY3009120 w™oryr ucCnojab30BaTbCs [Jsl OEMOHCTPAlMd CHUHEPrM3Ma B  OTHOLUIEHHUU
uHaynuposanusi anonrto3a kierok HMCI1.2 KIT V560G/D816V. I'paduk, mocTpoeHHBIH Ha
ocHOBe mnokaszatens agautuBHocTu Cl, MOXkeT MCHOJIb30BaThCA AN JEMOHCTPALMU CUIIBHOTO
cuHeprusMa st komOuHaiwu coenuHeHuss A u LY3009120 B OTHOIIEHWH WHIYLHPOBAHHS
anonro3a Ty4abix kiierok HMC1.2 KIT V560G/D816V.

IIpumep 13. KomOunupoBanHass o0Opadorka coeauHenuem B u LY3009120
ol0ecreunBaeT MHAYLHPOBAHUE ANIONTO3A B JIHHUAX KJIETOK MACTOLMTO3A.

[000164] KomOunupoBanHyro oOpabotky coemuHenunemM B uw  LY3009120,
npencraBisiomuM coboit mHrubutop RAF, MOXHO OLeHMBATh B OTHOLICHWH WHAYKIIMU
amonto3a B TyuHbx kietkax HMC1.2 KIT V560G/D816V. Tabmuua ¢ paHHBIMH O
CHHEPrHYeCKUX 3(p(PeKTax OCHOBHBIX AHAIU3UPYEMBIX BELIECTB, MMOJYYEHHBIX C MPUMEHEHHEM
crioco0a, OCHOBaHHOTO Ha ompezeneHnn nokaszarens aanutusHocTH (CI), moxer ObITh cO31aHa
kak omnucaHo Chou wu Talalay (1984) M ¢ mNOMOIIBIO KOMIBIOTEPHOTO MPOrPAMMHOIO
obecnieuenuss Chou u Martin (2005). Bunbl koMOuHMpOBaHHON 00paboTKM coenuHeHneM B u
LY3009120 w™oryr uCnofab30BaThbCsl [JIsl OEMOHCTPALMM CUHEPrM3Ma B  OTHOLUIEHHUH
uHaynupoBanusi anonrto3a kierok HMCI1.2 KIT V560G/D816V. I'paduk, mocTpoeHHbINH Ha
OCHOBe nokasarens angutuBHocTy Cl, MOXKeT MCIONB30BaThCS ISl IEMOHCTPALMN CUHEPTHU3Ma
s komOuHaimu coenuHerus B u LY3009120 B OTHOIEHWH WHIYLHPOBAHUS AaroNTo3a
TyuHbIX kietok HMC1.2 KIT V560G/D816V.

IIpumep 14. KomOunupoBaHHasi o0paldoTka coejuHeHHeM A H TpPaMeTHHHOOM
NPUBOJUT K CHHEPreTH4YeCKOMY CHHIKEHHIO MPOPACTAHHS KOJOHUH JJHHHH TYYHBIX KJIETOK
HMC1.2 KIT D816V.

[000165] ITpoBonmiu uCCIEAOBaHUE I JEMOHCTPALMH TOTO, YTO KOMOWHHPOBaHHAs
oOpaboTka coemuHeHHEM A U TpaMETHHHOOM, NpeACTaBISIOINM co0oit mHruoutop MEK,
NPUBOIUT K CHIDKeHHIO pocta koioHnn HMCI1.2, no cpaBHeHHIO ¢ 0OpabOTKOH C MOMOIIBIO

moboro otaensHOro cpexacrsa. 10000 knerok HMCI1.2 BelpamuBanu B MATKOM arape u
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UHKYOMpOBAaM C pPAa3JIMYHbIMM KOHLEHTPAIMAMU COCIUHEHMs A, TpaMeTHHHOa WIN
KOMOWHaLUMU coenrHeHust A u TpametunnOa B TeueHue 10 nueit. JlekapcTBeHHBIE CPENCTBA IS
00paboTKN yHamsiiu M OTCISKUBAIM MPOPACTAHUE KOJOHMM JKH3HECIIOCOOHBIX KJIETOK Ha
MPOTSIKEHUU 5 JOMOJHUTENbHBIX THEH.

Ha ¢urype 9A mpencraBieHO WUTIOCTPATUBHOE H300pakeHHUE MPOPACTAHUS KOJOHUH
Ty4HbIx kjetok HMC1.2 nocne obpadotku tpamerunuoOom (0, 10 unu 25 HM), coenuHeHnem A
(0, 25 nnu 50 HEM) B BU€ OTAEIBHBIX CPENCTB WM B BUJE MATPUUHONH KOMOMHAIIMN PA3THYHBIX
KOHLICHTPALMI COEOUHEHUS] A C pa3JMYHBIMU KOHLEHTpainusiMu TpameruHuOa. Torma kak
00paboTKa OTAENBHBIM CPEACTBOM, MPENCTABISIOMUM COOOH COeIMHEHHEe A WMJIH TPaMEeTUHHO,
npuBeIa K MPOPACTAHUIO KOJOHHM MPH BCEX KOHLEHTPALMSAX 4epe3 S5 AHeW Mocie yaaleHus
JIEKaPCTBEHHOTO CPE/ICTBA, KOMOWHAIMSA COENUHEHHs A C TPAMETUHUOOM TpPHUBENIa K MEHbLIEMY
MPOPACTAHUIO KOJIOHHH Yepe3 S5 MHel mociie ynajeHus JeKapCTBEHHOTo cpencTsa. KoMOuHarmst
coequHenust A (25 HM) ¢ TpameruHubom (25 HM) mpuBena K TOJHOMY NPEKPAIEHHIO
NPOpACTaHUs] KOJIOHUH 4epe3 S5 JHEeH Mmocie yaajaeHus JIEKapCTBEHHOTo cpeacTBa. KoMOuHarwst
coenunenust A (50 HM) ¢ tpamerunnoOom (10 mmu 25 HM) HEOXKMAAHHO TPUBENA K MOJHOMY
MPeKPaIIeHHIO MPOPACTaHUs KU3HeCTToCcOOHbIX KiieTok HMC1.2 no mpenena oOHapyKeHHsI, 4TO
OTIPENENSII MOCPEACTBOM BH3YAJIM3ALMU C MOMOIIBI0O MUKPOCKOMUU C HCIIONB30BaHHEM S5X
0o0BEKTHBA Yepe3 5 IHEH Mmocie yoaleHHus JIEKAPCTBEHHOTO CPENCTBA, MPH 3TOM IPEKpalleHue
He Habmomanoce mociae OOpaOOTKU OTHEIBHBIM CPEICTBOM, MPEACTABISIOMUM COOOM
coeMHEHNe A, WIM OTAENbHBIM CPEACTBOM, MNPEACTABISAINM coOoii TpametnHuO. I[lpu
JOTIOJTHUTEIBHOM YBEINYEHUN IPOPACTAHUS KOJIOHUU Ha MPOTSXKEHUU 8 OTIOIHUTENbHBIX JHEN
(Bcero 13 nHell) mocie yHaneHUs JIEKapCTBEHHOTO CPEACTBA BCE eIle IOANeP:KUBAJIOCH
npeKpalieHne MpPOpPacTaHusl KOJOHMU N0 Mpezaenaa OOHapy)KEHHsI MOCPEACTBOM KOMOWHAIMU
coenuHenust A (50 HM) u tpamernnuba (10 u 25 uM). OmHako ~15-20 konoHuMil mpopociu
NoCJie JOMOJHUTEIbHBIX 8 nHel WHKyOaumu ¢ komOuHaumeil coemuHenus A (25 HM) wu
TpameTuHuOAa (25 HM). (Dur. 9A npasast maHenb ).

[000166] Ha ¢urype 9B npencraBieHo rpaduueckoe NpeacTaBIeHUe KOJUUYECTBEHHOTO
ompeneseHusl mpopacTaHusi KoJoHUM Ty4yHbIX kierok HMC1.2 mocne pa3nuyuHbIX BUAOB
00paboTku, mokazaHHbIX Ha ¢urype 9A. KomOuHupoBanHas oOpadoTka coenunenuem A mpu 50
HM u TpameTuHuboM npu ubo 10 HM, nubo 25 HM, HEOKMAAHHO MpPHBENAa K MPEKPAIISHUIO
NpOpacTaHUs KOJIOHUHU A0 Tpeaesia OOHAPYKEHHUs, YTO OMPEAEIISUIA MOCPEICTBOM BU3YIN3ALIUH
C TIOMOLIBI0O MHUKPOCKOITUH C HCMOJBb30BaHHEM S5X o0bekTHBa (CM. CTpenku Ha ¢durype 9B).
KomOunupoBannass oOpaboTka coenuHenneM A mpu 25 HM u TpamermHHOOM mpu 25 EM
HEO)KMJAHHO TPHUBENA K MPEKPAIICHUIO MPOPACTaHUS KOJIOHUU A0 Tperena oOHapYKEeHHUs, UTO
OTIPENENSII MOCPEACTBOM BH3YAJIM3ALMU C MOMOIIBI0O MHUKPOCKOMUU C HCIONB30BaHHEM S5X
oObekTHBa (CM. cTpenku Ha ¢urype 9B), mpu 3TOM mpekpalneHne He HaOI0Ianoch IMOCHe
00paOOTKH OTHENBHBIM CpPEACTBOM, MPEACTABISIOMUM coOol Jnbo coeguHeHne A, auO0
TPaMETUHHO.

Ipumep 15. KomOunupoBanHas oOpadoTka coeauHeHneM B u TpamermHutoom

MNPUBOAUT K CHHEPr€eTHICCKOMY CHHKCHHUIO NPOpPACTAHHUA KOJJOHHH JIHHUH TYYHbIX KJICTOK
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HMC1.2 KIT D816V.

[000167] Taxxe T™POBOAWUIM HCCIEAOBAHUE TOCPEACTBOM coenuHeHuss B u
TpaMeTHHHOA, npeacTaBsitoLero codoi naruourop MEK, st OlieHKH CHUKEHUS IPOpPaCTaHUS
kojonuu B kinetkax HMC1.2, kak onucano B npumepe 14.

[000168] Ha ¢urype 10A mpencraBieHO WLTIOCTPATUBHOE M300pakeHHUE MPOPACTAHUS
koynoHnu Ty4HbIX Kietok HMC1.2 mocne obpabGotku tpameruruoOom (0, 10 wmm 25 HM),
coenuHenueM B (0, 25 unm 50 HM) B BHIe OTHENBHBIX CPEACTB WJIM B BHUIE MATPUYHOH
KOMOWHAIIMY PAa3JIMYHBIX KOHLEHTPALMA COeNMHEHHs B ¢ pasjauyHbIMH KOHIEHTPALUSIMHU
TpamernHnOa. Torma kak o0O0paboTka OTHAENBHBIM CPEOCTBOM, NPEACTABJISIIOIAM COOOH
coenuHeHue B wimm TpameTuHHO, TpUBeNa K MPOPACTAHUIO KOJOHUH NMPHU BCEX KOHLEHTPALUSX
4yepe3 5 AHeH mocie yIajJeHus JIeKapCTBEHHOTO CPEACTBA, PU 3TOM KOMOMHALNS COeMHEHUs B
C TPAMETUHHOOM TpUBENa K MEHbLIEMY NMPOPACTAHUIO KOJOHUH Yepe3 5 AHeH Mocie yAaleHHs
JekapcTBeHHOTO cpenctBa. KomOunauums coenuuaenuss B (25 HM) ¢ TtpamernHnOOM (25 HM)
NpUBeNa K 3HAUYUTEIbHOMY CHIDKEHHUIO MIPOpAcTaHus Ki3HecrmocoOHbIX kietok HMC1 .2 uepes S
OHEeHW Tocje yhaleHus JieKapcTBeHHOro cpencrtBa. KomOuHamms coemunenuss B (50 HM) ¢
tpameruHuOOM (10 mam 25 HM) HeOKHIAHHO MPUBEJia K MOJHOMY MPEKPAIEHUI0 TTPOPACTAHUS
xu3HecrocobHpx kietok HMC1.2 no mpenena oOHapysKeHHs, YTO OMPEIEISUTA TOCPEICTBOM
BU3YQJIM3AIIH C TOMOIIBIO MHKPOCKONHHU C HCIOJb30BaHUEM S5X oObeKkTHBa Hepe3 S5 mHe
NOCJIe yIalleHHs JIEKAPCTBEHHOT'O CPENCTBA, MPHU 3TOM IpeKpalleHne He HaONI0Janoch MOCie
00paboTKH OTHETBHBIM CPEACTBOM, NMPEACTABILIIOIUM CO00M coennHeHne B, nnm otaensHbIM
CPEeACTBOM, TMPEACTABJISIOMKIM coOol TpametuHu®. Ilpu MOMOIHUTENTHPHOM yBEITHMYSHHUH
NpOpacTaHusl KOJOHHM Ha NPOTSKEHMHU 8 IOMONHUTENbHBIX IHeH (Bcero 13 npnel) mocne
yZAaJieHusl JIEKApCTBEHHOI'O CPENCTBA BCE €LIe MOAAEPKUBAIOCH IMPEKPAILEeHUE NpOpacTaHUs
KOJIOHMU J10 Tipefesia OOHapyKEeHHs MOCPENCTBOM KomOuHaimu coenuHenus B (50 HM) u
TpameTrHuOA (25 HM).

Ha d¢urype 10B mnpencraBieHo rpaduueckoe MNPeacTaBlieHHe KOJIHMYECTBEHHOTO
ompeneseHusl TpopacTaHusi KoJOHUM Ty4yHbIXx kierok HMC1.2 mocne pa3nuyuHbIX BUAOB
0o0paboTku, moka3aHHbix Ha ¢urype 10A. KomOunnpoBaHHasi oOpaboTka coequHeHrneM B mpu
50 HM u TpameruHnOOM mpu au6o 10 HM, n1b0 25 HM HeOKHIAaHHO MPUBEJA K MPEKPAIIEHUIO
NPOpaCTaHUS KOJIOHUHU 0 Tpezesia OOHAPYKEHHUs, YTO OMPEAEIISUIA MOCPEICTBOM BU3YIN3ALIUH
C TMOMOIIBI0O MHUKPOCKONHMHU C HCTONb30BaHHEM 5X OOBEKTHBA, MPH 3TOM NPEKPAIIEHHE He
HaOrOanocy mocie oOpabOTKH OTHEIBHBIM CPENCTBOM, MPENCTABJSIFOIINM COO0OHM OO0
coenunenune B, mnbo TpamernHu6 (cm. cTpenku Ha Gurype 10B).

Ipumep 16. KomOuHupoBannasi o6padoTka coeguHeHHeM A H OMHHMETHHHOOM
NPUBOJUT K CHHEPreTH4YeCKOMY CHHIKEHHIO MPOPACTAHHS KOJOHUH JJHHHH TYYHBIX KJIETOK
HMC1.2 KIT D816V.

[000169] Ha ¢urype 11A mpencraBieHO WLTIOCTPATUBHOE M300pakeHHUE MPOPACTAHUS
konoHnu TyuHbIX kietok HMC1.2 nocne obpaborku GmanmernanbOom (0, 250 wmm 500 HM),
coenuneHueM A (0, 25 wimm 50 HM) B BUIE OTAENBHBIX CPEACTB WM B BHAE MATPUYHOH

KOM6I/IHaI_II/II/I Pa3IUYHbIX KOHI_IeHTpaLII/IfI COCAUHCHUA A ¢ pa3iMiYHbIMU KOHUCHTpPALUAMU
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ounanmernHuba. Torma kak oOpaOoTKa OTHENBbHBIM CPEICTBOM, MPEACTABISFOIINM COOOM
coenuHeHne A niau OMHUMETHHHUO, PUBENa K MPOPACTAHUIO KOJIOHUU MPU BCEX KOHLIEHTPALMAX
yepes 5 AHEH MoOcCie yIOaJeHUs JIEKApCTBEHHOTO CPelncTBa, KOMOWHALUSI COCOMHEHHsS] A C
OMHUMETUHHOOM IpUBENa K MEHBIIEMY NPOPACTAHHUIO KOJOHHUH 4epe3 5 AHel mocie yaaleHus
nekapcTBeHHOro cpenctBa. KomOunanms coenuuenus A (25 HM) ¢ Gunumernanbom (250 HM)
NpHBeJia K 3HAYUTEIbHOMY CHIXKEHHUIO TIPpOpacTaHus xku3HecrnocoOHbx kierok HMC1.2 yepes 5
AHEN Tocie ynaneHus JeKapcTBeHHOro cpeactsa. KomOunaumst coemmuenus A (50 HM) ¢
ouanMernHuOOM (250 wnm 500 HM) HEOKMOAHHO TpPHUBEJIa K IOJHOMY TMPEKPAIIEHUIO
npopacTaHusi xku3HecrocoOHbIX Kietok HMC1.2 no npenesna oOHapy KEHUs, 4TO OMPEIEIIsIH
MOCPEJCTBOM BH3yJIM3ALMH C TOMOIIBI0O MHKPOCKONHU € HCHOJb30BaHHEM S5X 00BEKTHBA
yepe3 S5 OHEH Tocje yAalleHusl JIeKapCTBEHHOTO CpEeACTBA, MpPHU OSTOM IMpeKpallleHue He
HaOJrOAan0Ch mocjae 0OpabOTKU OTAENBHBIM CPEICTBOM, MPENCTABISIONINM COOON COeUHEHHE
A, WK OTIENBHBIM CPEICTBOM, MPEACTABISIFOIUM co0ol OuHnMeTHHHO. [Ipu nonomHuTeIPHOM
YBEJIMYEHUH MPOPACTAHMS KOJIOHUH Ha MPOTSDKEHHH 8 NOMOJHUTENbHBIX THEH (Bcero 13 mHeit)
rocjae yJajJeHus JIEeKapCTBEHHOIO CpelCcTBa BCE elle MOAJAEPKUBAJIOCh MpeKpalieHne
NPOpPACTaHUs] KOJIOHUU J0 Tipesiesia OOHAPYKEHUs TOCPENCTBOM KoMOnHamu coenuuenust A (50
HM) u OmammernaMOa (500 HM). OpmnHako ~10-15 KOJNOHWHI mpOpPOCIM TPU TPUMEHEHHH
koMOuHamu coenuneHust A (50 HM) u Ounumernnunba (250 HM).

[000170] Ha ¢urype 11B npexncrasieHo rpadpudeckoe NpeacTaBIeHne KOJINUYECTBEHHOTO
ompeneseHusl MpopacTaHusi KOJOHUM Ty4yHbIX kjierok HMC1.2 mnocne pasnuyuHbIX BHAOB
o0paboTtku, nmokasanHbix Ha ¢urype 11A. KomOunuposanHas obpaboTka coenuHeHneM A mpu
50 uHM u OumnHuMeTHHHOOM TipHu 250 HM mimm 500 HM HEOKMAAaHHO MpHBENA K MPEeKPaIeHUI0
NPOPACTAHUS KOJIOHUU A0 Tpenena OOHAPYKEHHsI, YTO ONpPeaessuld OCPEICTBOM BH3YIU3aLN
C TMOMOIIBI0O MHUKPOCKONHMH C HCHONb30BaHHEM 5X OObEKTHBA, IPU STOM IpPEKpalleHHe He
HaOromanoch mociae oOpaboTKM OTAENbHBIM CPEACTBOM, MPEACTABJSIIOIUAM CO0ON OO
coenuHeHue A, nubo OuHnMeTuHUO (cM. cTpenku Ha Gurype 11B).

Ipumep 17. KomOunupoBanHasi o0padoTrka coennHeHuem B u OmHMMeTHHHOOM
NPUBOIUT K CHHEPTreTHYECKOMY CHHKEHHUIO MPOPACTAHUA KOJIOHHH JIMHUM TYYHBIX KJIETOK
HMC1.2 KIT D816V.

[000171] Ha ¢urype 12A mpencraBieHO WLTIOCTPATUBHOE W300pakeHUE MPOPACTAHUS
kosoHnu TyuHbIX KieTok HMC1.2 mocne obpadorku GmanmernandOom (0, 250 wmm 500 HM),
coenunenueM B (0, 25 wmnu 50 HM) B BHAe OTAENBHBIX CPEACTB WM B BUAE MATPUYHOH
KOMOMHAIIMY Pa3JIMYHBIX KOHLEHTPAIMHA COeNWHEHHss B ¢ pa3ianmyHbIMH KOHLEHTPALUSMHU
ouanmernHuba. Torma kak oOpaOOTKa OTHENBHBIM CPEICTBOM, MPEACTABISIOIINM COOOM
coennHeHne B wim OmHUMETHHUO, MpUBeNa K NMPOPACTAHUIO KOJOHMH MPHU BCEX KOHLEHTPALUAX
yepe3 S5 OHEH mocie yOajeHHusl JIEKApCTBEHHOTO CPeNCcTBa, KOMOMHauMs coennHeHust B ¢
OMHUMETHHHOOM IMpUBENia K MEHBIIEMY MPOPACTAHHUIO KOJOHHUH 4epe3 5 AHeH mocie yaaleHus
JekapcTBeHHOTO cpenctBa. KomOunammsa coenunenus B (25 #’M) ¢ Guanmerunndom (250 HM)
NpuBeNa K 3HAUUTEIbHOMY CHIDKEHHUIO IpopacTaHus xu3HecrnocoOHbIx kietok HMC1.2 yepes 5

OHEeW Tmocie yhaleHus JieKapcTBeHHOro cpencrtsa. KomOuHamms coemunenuss B (25 M) ¢



43

OounnmernHnOOM (500 HM) npuBena K MOJHOMY NMPEKPALICHUIO MPOPACTAHHS YKU3HECTIOCOOHBIX
kierok HMC1.2 no mpenena oOHapyskeHus uepe3 5 AHEW TOCE YOAJICHUS JIEKAPCTBEHHOTO
CPEACTBA, 4YTO OIpPENENsIN TOCPEACTBOM BHU3YaNU3ALMU C TIOMOIIBIO MHKPOCKOIUHU C
ucnonb3oBanueM 5SX oOwvexTuBa. KomOunauus coenunenus B (50 ’M) ¢ 6uanmernranbom (250
wir 500 HM) HeOXKMIaHHO MPHBEJa K MOJHOMY MPEKPALIeHUI0 MPOpPACTaHHs JKU3HECTIOCOOHBIX
kierok HMC1.2 no npenena oOHapy»KeHHs, YTO ONPENEISUTA MOCPEICTBOM BU3YaJH3ALUH C
IIOMOIIBI0 MHUKPOCKONIMHM C HUCTONb30BaHueM S5SX 0ObeKkTHBA 4epe3 S5 MHeH mocne yoaleHHs
JIEKQpPCTBEHHOTO CPEACTBA, MPU ATOM IMpeKpalneHue He HaOMIaanoch mnocie o0padoTku
OTAENbHBIM CPEACTBOM, MPENCTABISIOUINM COOOH coeanHEeHue B, wiin OTAENbHBIM CPENCTBOM,
npeAcTaBsIomuM cobolt OuHumernHu®. [Ipu JOMONHUTENHPHOM YBEJIHMUYEHHH NPOPACTAHHS
KOJIOHMM Ha TPOTSPKEHWH 8 IOMOJSHHUTENbHBIX AHEH (Bcero 13 pgHeW) mocnie yaaeHHs
JIEKapCTBEHHOTO CPENICTBA BCE €lle MOAAEPKUBAJIOCH MPEKPAIEHIe MPOPACTAHHS KOJOHUU 10
npezena OOHAPYKEHHsI MOCPENCTBOM KoMOuHaimu coeannenus B (50 HM) u OuHuMeTnHUO2a
(250 1 500 HM) u coenunenus B (25 HM) u buaumernnuda (500 HM).

[000172] Ha ¢urype 12B npeacrasieHo rpadpudeckoe NpeacTaBiIeHne KOJTHUYECTBEHHOTO
ompeneseHusl mpopacTaHusi KoJoHUM Ty4yHbIXx kietok HMC1.2 mocne pasnuyHbIX BUAOB
00paboTku, moka3aHHbIX Ha ¢urype 12A. KomOuanpoBaHHast oOpaboTka coequHeHneM B mpu
25 M un 6unumernnnOoM npu S00 HM u KOMOMHHMpOBaHHas 00paboTKa coenuHeHneM B mpu 50
HM wu OunumernHuObom npu jubo 250 HM, mubo 500 HM HEOXKHWAAHHO NPUBEIU K
NPEKPALEHHUIO POPACTAHMS KOJIOHUH 710 Tpefiesia OOHAPYKEeHHUs, YTO ONPEAEIsUIA OCPEICTBOM
BU3YaJIM3alMM C MOMOINBI0 MHMKPOCKONMHUH C HCHOJb30BaHHEM S5X OOBEKTHBA, NPH 3TOM
npeKpalieHne He HaOI0Naioch Mocie 0OpaOOTKH OTAENBbHBIM CPEACTBOM, IMPENCTaBIISFOIINM
coboit mubo coenuuenue B, mubo bmaumernHub (cM. crpenku Ha purype 12B).

Ipumep 18. KomOunupoBanHasi o0padoTka coeguHeHHEM A H KOOHMMETHHHOOM
NPUBOJIUT K CHHEPreTHYeCKOMY CHH’KeHHUIO MPOPACTAHHUSA KOJIOHHH JIHHHH TYYHBIX KJIETOK
HMC1.2 KIT D816V.

[000173] Ha ¢urype 13A mpencraBieHO WLTIOCTPATUBHOE W300pakeHUE MPOPACTAHUSI
kosnoHnu TyuHbIX Kjietok HMC1.2 mocie oOpabotku xoOumerunudom (0, 25 wim 50 HM),
coenuneHueM A (0, 25 wim 50 HM) B BUIE OTAENBHBIX CPEACTB WJIM B BHAE MATPUYHOM
KOMOWHAIIMY PA3JIMYHBIX KOHLEHTPAIMHA COENUHEHHs A C Ppa3IMYHbIMU KOHICHTPALUSIMH
kobumerunnOa. Torma kak 00paboTka OTHENBHBIM CPEACTBOM, MPENCTABJISIOIINM COOOM
coeMHeHNe A M KOOMMETHHHUO, MpHUBeEJia K MPOPACTAHUIO KOJOHUH NPU BCEX KOHLEHTPALUIX
yepe3 S5 AHEH MOcie yHaleHus JIeKapCTBEHHOTO CPelncTBa, KOMOWHAIMS COSOUHEHHsS] A C
KOOMMETHHHOOM TIpUBENa K MEHbIIEMY IPOPACTAHUIO KOJIOHHU Yepe3 5 AHeH Mocie yaaleHHs
JIEKQpPCTBEHHOTO CPEACTBA, MO CPaBHEHUIO ¢ 00paboTKON JOOBIM OTHENBHBIM CPEICTBOM.
KombOunammst coemmnenust A (50 M) ¢ xoOumermnubom (25 wmm 50 BM) mnpuBenma K
3HAYUTEIHPHOMY CHIDKEHHIO TpOpacTaHusi >ku3HecnocoOHbIX kierok HMC1.2 uepes S5 nueit
TIOCJIE YAJICHUs! JIEKAPCTBEHHOTO CPE/ICTBA.

[000174] Ha ¢purype 13B npexncrasieHo rpadpudeckoe npeacTaBiIeHne KOJNUIEeCTBEHHOTO

ompeneseHuss mpopacTaHuss KOJOHUM Ty4yHbIXx kjietok HMC1.2 mnocne pasnuuHbIX BUAOB
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00paboTku, nmoka3aHHbiX Ha ¢urype 13A. KomOunuposanHast oO6paboTka coenuHeHneM A mpu
50 HM n xobumeTnHHOOM mpu o0 25 HM, nubo 50 HM npuBena Kk 3HAYUTEIBHOMY CHIKEHHIO
NPOpaCcTaHUs KOJIOHUHU IO CPABHEHUIO ¢ 00PaOOTKON OTAENBHBIM CPEACTBOM, MPEACTABIIIOLIIM
coboii mnbo coenunenne A, b0 KOOMMETUHHUO.

Hpumep 19. KomOunupoBanHas oOpaborka coeauHenneM B u koOumeTnHHOOM
NPHUBOAUT K CHHEPreTH4eCKOMY CHHIKEHHIO MPOPACTAHHSA KOJOHUH JIHHHH TYYHbIX KJIETOK
HMC1.2 KIT D816V.

[000175] Ha ¢urype 14A mpencraBieHO WILTFOCTPATHBHOE H300pakeHUE MPOPACTAHUSI
koyonnu TyuHbIX kjietok HMC1.2 mocne obpabotku kodumerunudom (0, 25 wnm 50 HM),
coenunenueM B (0, 25 wmnu 50 HM) B BuAe OTAEIBHBIX CPEACTB WJIM B BUAEC MATPUYHOM
KOMOMHAIIMY PA3JIMYHBIX KOHLEHTPAIMHA COeNWHEHHss B ¢ pa3sauyHbIMH KOHLEHTPALUSIMHU
koOumernHuOa. Ilpum 3TOoM 00paboTKa OTHENbHBIM CPENCTBOM, MPEACTABISIOIIUM COOOM
coenuHeHue B mnm koOnMeTnHNO, mprBesa K MPOPACTaHUIO KOJOHUH NPHU BCEX KOHLEHTPALMSX
gyepe3 5 AHeH mocie yIajJeHus JIeKapCTBEHHOTO CPEACTBa, PU 3TOM KOMOMHALMS COeMHEHNUs B
¢ KOOMMETHHUOOM TpHUBENa K MEHBIIEMY NPOPACTAHUIO KOJIOHUH Yepe3 S THEH mociie yaaleHus
JIEKQpCTBEHHOTO CPEACTBA, MO CPaBHEHUIO ¢ 00paboTKON JHOOBIM OTAENBHBIM CPEICTBOM.
KomOunammst coenuuaenust B (50 HM) ¢ koOumermnubom (25 wmm 50 M) mpuBena K
3HAYUTEIPHOMY CHIDKEHHIO TPOpacTaHusi >ku3HecnocoOHbIX kierok HMC1.2 uepes S5 nueit
T1I0CJIe YAAJIE€HUs JIEKapCTBEHHOTO CPENICTBA.

[000176] Ha ¢purype 14B npexncrasieHo rpadpudeckoe NpeacTaBiIeHne KOJTNUYECTBEHHOTO
ompefeseHusl MpopacTaHusi KOJOHUM Ty4yHbIXx kjierok HMC1.2 mnocne pasnuuHbIX BHAOB
00paboTku, nmoka3aHHbIX Ha ¢urype 14A. KomOunnpoBanHast oOpaboTka coequHeHneM B mpu
50 HM u xobumernHHOOM npu b0 25 HM, b0 50 HM npuBena K 3HAYUTEITBHOMY CHHKEHHUIO
NPOPACTAHUS KOJIOHUH 10 CPABHEHMIO ¢ 00pabOTKOI OTAEIBbHBIM CPENCTBOM, MPEACTABIISIOIINM
coboii mnbo coenunenne B, nubo KoOOMMETHHUO.

Ipumep 20. KomounuposanHasi o6padoTka coefHHEHHEM A H YJIHKCEPTHHHOOM,
npeacTapiasiiomuM co0oii mHruourtop ERK, npuBoaur K CHHJKEHHI0O TNPOpPACTAHHUSA
KOJIOHUH JHHHH TY4HbIX KJIeTok HMC1.2 KIT D816V.

[000177] KomOuHupoBarHy0 00pabOTKy COCOMHEHHEM A U YIMKCEPTUHHOOM MOXKHO
OLIEHMBATh B OTHOLIEHMM WHTHOMPOBAHMUS TNPOPACTAHHMS KOJIOHWW JIMHUM TYYHBIX KJIETOK
HMC1.2 KIT D816V B cooTBeTCTBHH €O criocobom u3 mpumepa 14.

IIpumep 21. KomOunnpoBanHas o0padorka coeauHeHHeM B u yaukcepTuHuOOM,
npeacTapisiiomuM co0oii mHruourtop ERK, npuBoaur K CHHJKeHHI0O TPOpPACTAHHS
KOJIOHUH JHHHH Ty4HbIX KJeTok HMC1.2 KIT D816V.

[000178] KomOuHupoBaHHYIO 00pabOTKy coenuHeHneM B u ynukcepTHHHOOM MOXKHO
OLIEHNBATh B OTHOLIEHWH WHTHOMPOBAHUS MNPOPACTAHHS KOJOHWU JIMHUM TYYHBIX KJIETOK
HMC1.2 KIT D816V B cooTBeTcTBHH CO criocobom u3 mpumepa 14.

Hpumep 22. KomOunupoBanHasi o0padorka coeamHenunem A u LY3009120,
npeaAcTABJASIIOIUM c000H HHrHOuTOp RAF, NpUBOAMT K CHUKEHHIO IPOPACTAHHS KOJOHUH
JuHuH Ty4HbIX Ki1eTok HMC1.2 KIT D816V.
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[000179] KomOunupoBanHyro oOpaboTky coemmHenneM A u  LY3009120,
npeacTaBysomuM co0oii uHrnouTop RAF, MOXKHO OLIEHMBATh B OTHOLIEHUHM HMHTHOWPOBAHUS
npopactaHusi konoHuu nuHuu TyuHbIx kjerok HMC1.2 KIT D816V B coorsercTBUU €O
criocoboM u3 npumepa 14.

IIpumep 23. KomOunupoBanHast oOpadorka coeauHenuem B u LY3009120
NPUBOIUT K CHHKEHHI0O NMPOPACTAHHS KOJOHHMH JHUHHMM Ty4HbIX Kjierok HMC1.2 KIT
D816V.

[000180] KomOunmpoBanHyro 0o0paboTky coemuHenuem B u  LY3009120,
npeAcTaBsIIoIUM co00it uHruouTop RAF, MOKHO OlleHMBAaTh B OTHOLIEHWH MHTHOMPOBAHUSI
npopactaHusi konoHuu juHuu Ty4yHbIx kjaerok HMC1.2 KIT D816V B coorBercTBUH €O
criocoboM u3 npumepa 14.

IIpumep 24. KomOunupoBanHasi o0paboTka coejuHeHHMeM A M TpPaMeTHHHOOM,
npeactapjsiomum  codoii mHru6urop MEK ofecneunBaer HWHAYKLHIO anomnro3a B
MYTAHTHOI JuHUH KJeToK MacTounTo3a HMC1.2 KIT V560G/D816V, TpaHchuupoBaHHOM
N-ras G12D.

[000181] ITpoBonmiu ucCCIenOBaHUE I JEMOHCTPALMH TOTO, YTO KOMOWHHPOBaHHAs
oOpaboTka coeanHEHWEM A U TpaMeTMHHOOM o0ecrednBajia MHAYLHUPOBAaHHE aronro3a B
myTaHTHBIX KieTkax HMC1.2 V560G/D816V, tpanchuuupoBanabx N-ras G12D. Ananussl
npoBOAUIN B 96-IyHOYHBIX IuTaHIIeTax ¢ noceBoM 10000 knerok Ha mayHky. Kierku
oOpabaThIBaJii KOHTPOJIEM CO CpPEAOH-HOCHUTEJEeM, COeIUHEHHEeM A, TpaMeTHHHOOM WJIH HX
KOMOMHALMSAMU B PA3JIMYHBIX KOHIEHTPALUAX M 00eCIeYnBal POCT KJIETOK B TeueHue 24 u 48
4acoB. ATIONTO3 OLIEHUBAIIHN ITOCPEICTBOM N3MEPEHHUsS] aKTUBHOCTH Kacmasbl 3/7.

[000182] Ha ¢urype 15A mnpencraBieHo rpaguueckoe MNpeACTaBI€HHE, HA KOTOPOM
NPOAEMOHCTPUPOBAHA OTHOCUTEJIbHASL IOJI B NMPOLIEHTaX aKTMBHOCTU KacHasbl, ONPEETIeHHON
IJIsL Pa3IUUHBIX BUIOB 00paboTku uepes 24 yaca. KomOuHnpoBanHas o0paboTka CoelMHEHnEM
A u TpameruHHOOM B TeueHue 24 4acoB oOecreunBajia HHIYLHUPOBAHUE aroNTo3a KJIETOK
HMC1.2 V560G/D816V, tpanchuumpoBaHHbIX nycThiM BekTopoMm (EV) (nieBast manens), win
myTaHTHbIX Kietok HMC1.2 V560G/D816V, tpancuumpoBanusix N-ras G12D (mpasas
nanenb). KomOuHanusi coemuHeHHs A ¢ TpaMETMHHOOM TNPUBOAUT K CHHEPTrETHYECKOMY
noBbIeHN0 anonto3a B kietkax HMC1.2, tpancuumpoBannsix EV 1 TpaHCHUIMPOBAHHBIX
N-ras G12D.

[000183] Ha ¢urype 15B mpencraBneHo rpaduveckoe NpeACTaBICHHE, HA KOTOPOM
NPOAEMOHCTPUPOBAHAa OTHOCUTEJIbHASI IO B MPOLIEHTaX aKTUBHOCTU KAacIas3bl, ONpEeIeHHOM
IUISL Pa3TUYHBIX BUAOB 00paboTku yepe3 48 yacos. KomOuHupoBanHast 00padoTka coequHEHNEM
A u TpameruHHOOM B TeueHue 48 yacoB oOecreunBaia HMHIYLHPOBAHUE aroNTO3a KIETOK
HMC1.2 V560G/D816V, tpanchuumpoBaHHbx nycTbiM BekTopoM (EV) (neBast manens), win
myTaHTHbIX Kierok HMC1.2 V560G/D816V, tpancpuuupoBanusix N-ras G12D (mpasas
nanenb). KomOumnanus coemuHeHMs A ¢ TpaMeTHMHHOOM TPUBOAUT K CHHEPrETHYECKOMY
noBbImeHno anontosa B kietkax HMC1.2, tpancpuuupoBanssix EV 1 TpaHchuUIMpoBaHHBIX

N-ras G12D. AnonTo3 Obul BBIIE B KJIETKaX, TpaHCPUUUPOBAHHBIX N-ras, 4yeM B KJETKax,
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TpaHcumpoBaHHbix EV.

IIpumep 25. KomOunuposanHas o0paboTrka coequHeHHeM A H KOOHMMETHHHOOM,
npeactapisiomum  coboii uHru6burop MEK ofecneuuBaeT HHAYKLHIO amnomro3a B
MYTAHTHOI JuHNH KJIeTok macrounto3a HMC1 .2 KIT V560G/D816V, tpanchuupoBaHHOMA
N-ras G12D.

[000184] Ha ¢urype 16A mpeacraBieHo rpaduyeckoe MpPEACTaBICHHE, HA KOTOPOM
IPOJIEMOHCTPUPOBAHA OTHOCUTENIbHAS JIOJIs B NMPOLEHTAX aKTUBHOCTU KacIasbl, ONpeEeeHHOM
IUISL pa3MYHBbIX BUAOB 00paboTku uepes 24 yaca. KomOuHmpoBanHas oOpaboTka CoequHEHUEM
A u xoOumeTnHUOOM B TeueHue 24 4HacoB oOecrevwBaia MHIYLHUPOBAHHE aronTo3a KIETOK
HMC1.2 V560G/D816V, tpanchuumpoBaHHbIX NycThiM BekTOopoM (EV) (nieBast manens), win
myTaHTHbIX Kietok HMC1.2 V560G/D816V, tpancuumpoBanusix N-ras G12D (mpasas
nanenb). KomOuHaumsi coenuHeHHst A ¢ KOOMMETHHHOOM NPHBOAMT K CHHEPTrETHYECKOMY
noBbIeHNIo0 anonto3a B kietkax HMC1.2, tpancuumpoBannbix EV 1 TpaHChUIMPOBAHHBIX
N-ras G12D. AnonTo3 ObUT BBILIE B KJIETKAX, TPAaHCPHUIUPOBAHHBIX N-ras, 4eM B KJIETKaX,
TpaHcumpoBaHHbIX EV.

[000185] Ha ¢urype 16B mpencraBneHo rpadudeckoe NpeACTaBIEHHE, HA KOTOPOM
NPOIEMOHCTPUPOBAHA OTHOCUTEIIbHAS JOJSI B MPOLIEHTAX aKTMBHOCTU KacCIasbl, ONPEIeIeHHOMN
IUISL Pa3TUYHBIX BUAOB 00paboTku yepe3 48 yacos. KomOuHupoBanHast 00padoTka coequHEHNEM
A u xobumernHuOOM B TeueHue 48 uHacoB oOecredrBaia MHIYLIUPOBAHHE aronTo3a KIETOK
HMC1.2 V560G/D816V, tpanchuumpoBaHHbix nmycTeiM BekTopoM (EV) (neBast manens), wnu
myTaHTHbIX Kierok HMC1.2 V560G/D816V, tpancpuuupoBanusix N-ras G12D (mpasas
nanenb). KomOmHanms coenuHeHHst A ¢ KOOMMETMHHOOM NPHBOAUT K CHHEPreTHYECKOMY
nosbieHno anontosa B kietkax HMC1.2, tpancuuupoBannbix EV 1 TpaHchUIMPOBaHHBIX
N-ras G12D. Anonrto3 Obul Bbllle B KJIETKaX, TPaHCHUIMPOBAHHBIX N-ras, 4eM B KIJIETKaXx,
TpaHchULIpoBaHHBIX EV.

Ipumep 26. KomOunupoBanHas o0paboTka coequHeHHEM A M TPaMeTHHHOOM,
npeacTapisiiouM co6oii uHruourop MEK, npuBoautr K cHHepreTH4ecKOMy CHHUKEHHIO
npopacTaHusi  KOJIOHMH JuHuH  Ty4Hbix kjJerok HMC1.2 KIT D816V,
TpaHcpuuupoBaHHbIX N-ras G12D uiau mycTbiM BeKTOPOM.

[000186] ITpoBonmiu uCCIeNOBaHUE I JEMOHCTPALMH TOTO, YTO KOMOWHHpOBaHHAs
o0paboTka coeqMHEHnEM A U TPaMETMHUOOM MPUBOAUT K CHIKEHHOMY MPOPACTAHUIO KOJIOHUH
HMC1 .2, tpanchunmpoBannoii nycteiM BekTopoM (EV) mn tpancunmposannoii N-ras G12D,
10 CPaBHEHUIO ¢ 00paboTKOH MoOBIM oTaenbHBIM cpencTBoM. Kietku HMC1.2 nakyOupoBanu
C pa3IMYHBIMU KOHLIEHTPALMSAMU COSANMHEHUS A, TpaMeTUHNOA Ui KOMOWHAIINH COeTUHEHNST A
u TpamernHuOa B Teuenne 10 mHell. JlekapcTBeHHBIE cpeAcTBa Uisi OOpaOOTKU yOAISIH |
OTCJIC)KUBAJI TPOPACTaHHE KOJIOHWUHU >KU3HECMOCOOHBIX KIJIETOK HAa TPOTsnKeHu:u S5 wim 13
TOTOJTHUTENbHBIX JTHEH.

[000187] Ha ¢urype 17A mpeactaBieHO WLIFOCTPATHBHOE M300pa’k€HHE MPOPACTAHUS
konoHnu Ty4HbIX kietok HMC1.2, tpancuumpoBanneix EV, nmocne o6paboTku TpameTnHnO0M

(0, 1, 10 mnu 25 vM), coenunenneMm A (0, 25 unu 50 HM) B Buae OTHENbHBIX CPEICTB UM B



47

BU/I€ MATPUYHON KOMOMHALIMK PA3JIMYHBIX KOHLEHTPALUN COEAMHEHUs A C pa3IMYHBIMH
KOHLIEHTpauusiMu  TpamernHnOa. Torma kak  oOpaboTka  OTAENBHBIM  CPEICTBOM,
NPEACTaBISIIOIUM COOON COeUHEHNE A WM TPaMEeTUHHUO, MpHBesia K MPOPACTAHUIO KOJOHUH
IpU BCEX KOHIEHTpAaLUSAX uepe3 S5 JHEeH Mocie yAaJeHWs JIeKapCTBEHHOIO CpEACTBa,
KOMOWHAIMS COeMHEeHUs] A ¢ TpaMeTHMHHOOM IpHBeENa K MEHbIIEMY MPOPACTAHUIO KOJOHHH
4yepe3 5 qHel mocne yaaneHus JeKapcTBeHHOTo cpenctBa. KomOunauus coenunenus A (50 HM)
¢ tpamernHuObom (1 HM) npuBena K 3HAYUTEIBHOMY CHIJKEHHMIO INPOPACTAHHS KOJOHMU B
koMOuHatmu ¢ 1 HM TpamernHuOa mo CpaBHEHHIO ¢ OOpabOTKOW OTHENbHBIM CPEICTBOM,

2

NpeACTaBISIIOIKUM ~ co0OM  coenmuHeHne A, win  00pabOTKOH OTHENbHBIM  CPEICTBOM,
npeacTaBysomuM coboit Tpamerunnd. KomOunanus coenunenust A (50 HM) ¢ TpameTHHUOOM
(10 wmm 25 HM) HeOXHMAAHHO TpUBEJIa K TIOJHOMY MPEKPAIIEHUIO MPOPACTAHUS
su3HecnocobHbx kietok HMC1.2 o mpenena oOHapysKeHHsI, YTO OMPEIENsUTA TOCPEICTBOM
BU3yQIM3AIMH C TOMOIIBID MHKPOCKOIHUHU C HCIOJb30BaHUEM S5X oObeKkTHBA Hepe3 S5 mHei
NOCJIe YIAJIeHHs! JIEKAPCTBEHHOT'O CPENCTBA, MPHU 3TOM IPEeKpalleHne He HaONI0Janoch Mocle
00pabOTKH OTHENBHBIM CPEACTBOM, MPEACTABISIOUINM COOON COeNUHEHHE A, WM OTAEIbHBIM
CPEACTBOM, TMPEACTABISIOMKUM co0ol TpametuHu®. Ilpw MOMOJHUTENTHPHOM yBETHMYCHHUH
NPOpACTAHUS] KOJOHHH B TE€UEHHE 8 MOTOJHHUTENbHBIX AHEH IMOCNe yOAJICHHUS JIEKapCTBEHHOTO
cpenctra (Bcero 13 mHelt mocie yaaieHus JJeKapCTBEHHOTO CPEACTBA) BCE eIle MOANEP KUBAIIOCH
NpeKpaleHne MpopacTaHusl KOJIOHMU [0 Tpenena OOHApy>KeHUs TMOCPEACTBOM KOMOHMHALIUH
coenunenus A (50 HM) u Tpamerunuda (25 HM).

[000188] Ha ¢urype 17B npeacrasieHo rpadpudeckoe NpeaAcTaBiIeHne KOJTHIEeCTBEHHOTO
OTIpeieNIeH s TpopacTaHus KoJOoHUH TyuHbIX Kietok HMC1.2, tpancuuumposannsix EV, nocne
pasau4HBIX BHIOB 00paboTku, mokasaHHbIX Ha ¢(urype 17A. KomOunuposanHast oOpaboTka
coenuHenueM A npu 50 HM u TpamerunuOom mpu qu6o 10 HM, nubo 25 HM HeoXHAaHHO
npHUBesia K MPEKPALICHUI0 MPOPACTaHUs KOJOHUH A0 mpenena OOHApYKEHUs], UTO ONpenesisin
NOCPECTBOM BU3YAJIU3aLUH C MOMOIIBI0 MUKPOCKOITUH C UCTIOJIB30BaHUEM 5X 00BeKTHBA, TPU
STOM TIpekpaineHue He HaOmmaaoch mocjae o0pabdOTKU  OTHENbHBIM  CPEACTBOM,
npeACTaBIsIoIUM cob0it o coenunerue A, oo TpameTrHHUO (CM. cTpesku Ha ¢urype 17B).

[000189] Ha ¢urype 17C mpencraBieHO WILIFOCTPATHUBHOE M300pa)KEHHE MPOPACTAHHS
kosionuu kjaerok HMC1.2, tpanchuumposannbix N-ras G12D, nocie 00paboTku TpaMeTUHHHOOM
(0, 1, 10 mnu 25 HM), coenunennem A (0, 25 wnu 50 HEM) B BUAE OTHENbHBIX CPEACTB HJIH B
BU/IE MATPUYHON KOMOMHALIMK PA3JIMYHBIX KOHLIEHTPALWN COEAMHEHUs A C pa3IMYHBbIMH
KOHLIEHTpauusiMu  TpamernanOa. Torma kak  oOpaboTka  OTAENBHBIM  CPEICTBOM,
NPEACTABISIIOIUM COOOH COeUHEHNE A WM TPaMETHHHUO, MpHBesia K MPOPACTAHHIO KOJOHUH
NPy BCEX KOHIEHTPALMSAX dYepe3 S5 JIHEH TMocie yAaJeHHWs JIeKapCTBEHHOTO CPEACTBa,
KOMOMHAIMS COEOMHEHUs] A C TPaMeTHHHOOM IIPHUBENa K MEHbIIEMY NPOPACTAHHIO KOJIIOHWUHU
4yepes 5 AHeH mocie yaaneHus JieKapcTBeHHOro cpeactsa. KomOuHamms coequnenust A (25 HM)
¢ TpamermHuOoM (25 ©HM) mpuBeNa K 3HAUYUTENbHOMY CHIDKEHHIO TPOPACTaHHS
xu3HecrnocoOHbIx kietok HMC1.2 uepes 5 nHeil nocie yaaneHus JIeKapCcTBEHHOIO CPENCTBA, U

koMOuHanus coenuHenus A (50 HM) ¢ tpamernnnoom (10 wmu 25 HM) HeokuIaHHO MpUBETa K
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MOJIHOMY MIPEKPALIECHUIO MPOpacTaHus YKU3HECTIOCOOHBIX KJIETOK HMC1.2,
tpancummpoBanHbix N-ras G12D, no mpenena oOHapyKEHUs, YTO OMPEACISI MOCPEICTBOM
BU3YQJIM3AIlH C TMOMOIIBIO MHKPOCKONHUHU C HCIOJb30BaHHEM S5X OObeKkTHBa uHepe3 S5 mHel
nocye yaalleHus JIEKapCTBEHHOT'O CPENCTBA, MPU 3TOM IpeKpalleHne He HaONI0Janioch IMOCIe
00pabOTKM OTHENBHBIM CPEACTBOM, MPEACTABIAIOINM co0oil nubo coemuHeHue A, auOO
TpaMeTuHHO. IIpy MOMONHUTENBHOM YBEJMUEHHH NPOPACTAHUS KOJOHMM Ha HPOTSHKEHUH 8
JOTOJIHUTENIbHBIX JHEH IOCie yaaleHHs JIeKapCTBEHHOro cpenctsa (Bcero 13 mHed mocie
yIaJeHusl JISKApCTBEHHOTO CPEACTBA) BCE €Ile MOAASPKHBAJIOCH MPEKpAIleHHe MPOpPACTaHUS
KOJIOHMHU MOCPEACTBOM KoMOuHarmu coenunenns A (50 HM) u tpamerunuba (25 HM) (durypa
17C).

[000190] Ha ¢urype 17D npexncraBieno rpadguyeckoe NpeacTaBiIeHne KOJTHUYECTBEHHOTO
OTpENeNICHUs] MPOPACTAHUSI KOJIOHHM IIOCHE PA3UYHBbIX BUAOB OOpaOOTKH, MOKA3aHHBIX HA
¢urype 17C. Bunbl KOMOMHUPOBAHHOI 00pa0OTKK COENUHEHNEM A U TPAMETUHHOOM MPUBEIH K
MPEBOCXOAHOMY OJIOKHUPOBAHUIO MPOPACTAHUST KOJIOHHH MO CPABHEHUIO ¢ 00pabOTKOM JIFOOBIM
otaenpHbIM cpenctsoM. KomOunmpoBaHHasi oOpaborka coemuHenneM A mpu 50 HM wu
TpamernHuOOM mpu Jubo 10 HM, nmubo 25 HM HEOXHIAHHO TIPUBEIA K MPEKPAIIECHHIO
NpOpacTaHUs KOJIOHUHU A0 Tpezesia OOHAPYKEHHUs, YTO ONMPEAEISUIA MOCPEICTBOM BU3YAIN3ALIUH
C MOMOINBI0 MHKPOCKONUHU C HCTOJb30BaHHEM 5X OOBEKTHBA Uepe3 S5 MHEH mocie yaaleHHs
JICKQpPCTBEHHOTO CPEACTBA, MPU ITOM IMpeKpalleHue He HaOmomanocs mocie o0padoTku
OTAENbHBIM CPEICTBOM, NMPEACTABIAINUM co00it mubo coenuHeHne A, MO0 TpaMeTHHHO (CM.
crpenku Ha urype 17D).

Hpumep 27. KomOuHupoBaHHasi o0padoTka coelMHeHHeM A H KOOMMETHHHOOM
NPUBOIUT K CHHEPreTHYeCKOMY CHH)KEHHUIO MPOPACTAHHUSA KOJIOHHH JIHHUH TYYHBIX KJIETOK
HMC1.2 KIT D816V, tpancpuuupopansbix N-ras G12D uiau nycTbeiM BEKTOPOM.

[000191] ITpoBogunu ucciaenoBaHUE AJISI NEMOHCTPALMH TOTO, YTO KOMOMHHUPOBAaHHAS
oOpaboTka coenuHeHHeM A W KOOMMETHMHHOOM MPHUBOAWT K CHUXKEHHOMY IPOPACTAHHIO
xonounu HMC1 .2, tpancdurmposanHoii myctbiM BekTopoM (EV) mnm tpanchuumpoBanHoit N-
ras G12D, o cpaBHeHHO ¢ 00paboTkOi JOObIM oTnenbHbiM cpenctBoMm. Kmetku HMCI .2
UHKYOMpOBAJIM C Ppa3UYHbIMH KOHLEHTPALMSMU COCOMHEHUs A, KoOuMeTHMHHOa WM
KOMOWHaImu coenuHeHnss A u koOumetnHubOa B TedueHue 10 nHeil. JlekapcTBeHHBIE CpencTBa
st 00pabOTKH yoasIi M OTCIIEKUBAIN NMPOPACTAHUE KOJIOHMU JKU3HECTIOCOOHBIX KJIETOK Ha
NPOTS>KEHUH S wnn 10 TONONHUTENBHBIX THEH.

[000192] Ha ¢urype 18A mpencraBieHO WLTIOCTPATUBHOE M300pakeHUE MPOPACTAHUS
komoHMH Ty4yHbIX kietok HMC1.2, TpancunmposanHeix EV, mocne ob6pabotku
koOumernHuOOM (25 mmu 50 HM), coenmnenuem A (0, 25 mmu 50 HM) B BHIE OTAENBHBIX
CPEACTB WJIM B BHUAE MATPUYHON KOMOWMHAIIMM DPA3UYHBIX KOHILEHTPALMH COEAMHEHUs A C
Pa3MUYHBIMH KOHLEHTparmsaMu kobnmernHnOa. Torma kak oOpaboTka OTAENbHBIM CPENCTBOM,
NPEACTaBISIIOIUM COOO0M coeuHeHne A MM KOOMMETUHUO, IpHUBeNia K MPOPACTAHUIO KOJIOHUH
IpU BCEX KOHIEHTpALUSAX uepe3 S5 JHEeH TMocie yAaJeHWs JIeKapCTBEHHOIO CpEACTBa,

KOMOMHAIUs CoequHeHnss A ¢ KOOMMETMHUOOM MpHBeNa K MEHbIIEMY MPOPACTAHUIO KOJOHUH
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yepes S5 paHeW mocne ypajdeHus oOpabOTKM JIEKapCTBEHHBIM cpencTtBoM. KomOmHanms
coenuneHus A (25 HM) ¢ koOumernHnO0M (25 n 50 HM) npuBena K 3HAYUTEIbHOMY CHIKEHHIO
npopactanusi sku3HecrnocoOHbIx kietok HMC1.2 yepes 5 mHeil mocne ypaneHuss oOpaOoTku
JekapcTBeHHbIM cpencTBoM. KomOunamms coequnenus A (50 HM) ¢ kobumerunudom (50 HM)
HEOXKUJIAHHO TpUBEJNa K IIOJIHOMY IPEKPALICHUIO MPOPACTAHUS »KU3HECTIOCOOHBIX KJIETOK
HMC1.2 no npenena oOHapy:KeHUsI, YTO OMPEAEIISUIA MOCPEICTBOM BHU3YaJIH3ALMU C MTOMOIIBIO
MHUKpPOCKONIUU C HCHOJBb30BaHHEM 5X 0oObeKkTHBa depe3 S5 AHEH mocie ynaneHus o0paboTKu
JIEKQpPCTBEHHBIM CPEICTBOM, MPH 3TOM TMpeKpalleHue He HaO0Aaaoch Mmocjie oO0pabdoTKu
OTAEJbHBIM CPEACTBOM, MPEICTABJIOLINM COOOI COeMHEHNe A, WM OTHAENbHBIM CPEICTBOM,
NPEACTABJSIIOIUM co00l KoOnMeTuHHO. Ilpyu AOMONHUTETHHOM YBEIHMUYEHHH NPOPACTAHHS
KOJIOHMHM B TEYEHHE 5 MOMOJHHUTENbHBIX JHEH IOCNe ynajeHus oOpabOTKH JIeKapCTBEHHBIM
cpenctBoM (Bcero 10 nHel mocne yHOajeHWs] JIEKAPCTBEHHOTO CPENCTBA) BCe ele
NOAIEP’KUBAJIOCH MPEKPALICHNE MPOPACTAHUS KOJIOHHH JI0 Mpefena OOHAPYKEHHs TIOCPEACTBOM
koMOuHamu coenuneHust A (50 HM) u koOumernnuda (50 HM).

[000193] Ha ¢urype 18B npexncrasieHo rpadpudeckoe NpeacTaBiIeHne KOJTHUYECTBEHHOTO
OTIpEeNIEHUs] POpPaCcTaHus KOJOHUH TyuHbIX Kietok HMC1.2, tpancduumpoBannsix EV, mocne
pa3MUYHBIX BUIOB 00paloTkM, mokasaHHBIX Ha (urype 18A. KomOunupoBannas oOpaboTka
coenuHeHneM A mpu 50 HM u koOumernHuOoM mnpu 50 HM HEOXHIAHHO TpUBENa K
NPEKPALEHHUIO POPACTAHMS KOJIOHUH 710 Tpeziesia OOHApYKEeHHUs, YTO ONPEAEIsUIA TOCPEICTBOM
BU3yaJIM3aLMM C MOMOINBI0 MHKPOCKONMHUH C HCHOJb30BaHHEM S5X OOBEKTHBA, NPH 3TOM
NpeKpalieHne He HaOMoNaloch Mocie 0OpaOOTKH OTAENbHBIM CPEACTBOM, MPENCTaBJISTFOIIIM
coboit mubo A, mubo kobumernHud (cMm. cTpenku Ha purype 18B).

[000194] Ha ¢urype 18C mpencraBieHO WIIIOCTPATUBHOE M300pa)KE€HHE MPOPACTAHHS
kosoHun TyuHbIX kietok HMC1.2, tpanchuimpoBanubx N-ras G12D, mocne obpaborku
kobumernHu6oM (0, 25 unu 50 HM), coenunennem A (0, 25 wnu 50 HM) B BHUIE OTAENBHBIX
CPEACTB WJIM B BUAE MATPUYHON KOMOMHAIMM DPA3JIUYHBIX KOHLEHTPALM COCAMHEHUs A C
Pa3MUYHBIMH KOHLEHTpaImsaMu koOumeruHnOa. Torga kak oOpaboTKa OTAENBbHBIM CPENCTBOM,
NPEACTABJSIIOIUM COO0M coelMHeHHe A MM KOOMMETHHUO, MpHBeia K MPOPACTAHUIO KOJOHUH
NPy BCEX KOHIEHTpALMSX depe3 S5 OHeW mocie ynaajdeHus OoOpabOTKU JIeKapCTBEHHBIM
CpeACTBOM, KOMOWHAIIHS COSUHEHUsI A ¢ KOOMMETHHHOOM MPHUBENa K MEHBIIEMY MPOPACTAHUIO
KOJIOHMHU Yepe3 5 AHel mociie yaaineHus oOpabOTKH JIeKapCTBEHHBIM cpeacTBoM. KomOuHarmst
coenuneHus A (25 HM) ¢ koObumernHnOOM (25 1 50 HM) npuBena K 3HAYUTEIbHOMY CHIDKEHHIO
npopacTaHusi KM3HeCrocoOHbIXx kiaerok HMC1.2 depes S ngHelr mocne  ynaneHHs
JekapcTBeHHOTO cpencTBa. KomOunanums coenunenns A (50 HM) ¢ kobumernanOoM (25 mnu 50
HM) HEOXMIAHHO TMpPHBEIA K MOJHOMY MPEKPALISHUIO MPOPACTAHMS KU3HECTIOCOOHBIX KJIETOK
HMC1.2 no npenena oOHapy»KeHUs], YTO ONMPENEIISIN MOCPEACTBOM BH3YAIH3ALUH C TTOMOIIBO
MHUKPOCKOIIUU C HCHOJb30BaHHEM 5X 0ObeKTHBa depe3 S5 AHEH mocie ynaneHus o0paboTKu
JICKApPCTBEHHBIM CPEICTBOM, IMPH 3TOM MpPEKpalleHne He Ha00AajIoch Mmocie o0paboTku
OTAENbHBIM CPEACTBOM, NMPEICTABISIOLINM COO0I coennHeHne A, WM OTJENbHBIM CPEICTBOM,

NpEeACTaBILIOMUM cobol koOumeTuHuO. Ilpu AONMONHUTENHHOM YBEIHUYEHHH NPOPACTAHHS
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KOJIOHUU B TedeHue 10 JOMONHUTEIBHBIA AHEW IMOCie ynajeHus: oOpaOOTKHU JIeKapCTBEHHBIM
CPEACTBOM BCE e€lle MOIAEPKUBAJIOCh TPEKPALIeHNe NPOpPACTaHUS KOJOHUHM 10 Npeaena
oOHapyKeHHsI TocpeacTBoM KoMOuHamu coenunenuss A (50 HM) u kobumeTnrnda (25 i 50
HM).

[000195] Ha ¢urype 18D npeancraBneno rpagudeckoe NpeAcTaBiIeHne KOJTUUECTBEHHOTO
OTIpe/ieICHUs] TPOPACTAHUSI KOJIOHHM IOCJE PA3JIMYHBIX BUAOB OOpaOOTKM, MOKA3aHHBIX Ha
¢urype 18C. Buasl komOuHHpOBaHHOH 00pabOTKN coenquHeHneM A 1 KOOMMETHHUOOM MpUBEIN
K MIPEBOCXOAHOMY OJIOKUPOBAHUIO MPOPACTAHUS KOJIOHHHU O CPABHEHHIO C 00pabOTKOM JIFOOBIM
otaenbHbIM cpenctBoM. KomOunmpoBaHHasi oOpaborka coemuHenneM A mpu 50 HM wu
koOumeTuHnOOM Tipu 25 HM wiu 50 HM HEeOKUIAaHHO MPUBEJa K MPEKPAINEHUIO MPOPACTAHUS
KOJIOHMH JI0 Tipezesia OOHapy KEHUs], YTO ONPEAeIsUIN MOCPEACTBOM BU3YTU3ALUH C MTOMOIIBIO
MHKPOCKOIIUH C UCTIOJIb30BaHuEM SX 00BEKTHBA uepe3 5 qHel nmocie yaaaeHus JIeKapCTBEHHOTO
CpeICTBa, MPHU 3TOM MpeKpalieHne He HaOMaan0Cch nocie o0paboTKH OTAENBbHBIM CPENCTBOM,
NpeACTaBISIIOIEM co00l b0 coenunenne A, nmub0 KOOMMETHHHO (CM. CTpeliku Ha (urype
18D).

DKBUBAJICHTHI

Crenuanucty B JaHHOW OOJACTH TEXHUKH OyAeT MOHSTHO Win OH Oyner crocoOeH
YCTAHOBUTb, C TNPHMEHEHHEM He Ooyee ueM OOBIYHBIX HSKCIEPUMEHTOB, MHOTOUYHCIIEHHBIE
SKBHUBAJICHTHl KOHKPETHBIX BAPHUAHTOB OCYILIECTBIEHMS, KOHKPETHO ONMCAHHBIX B HACTOSINEM
usoOperennu. IlogpazymeBaercs, YTO TakMe SKBUBAJICHTHI BKIFOYEHbI B 00BEM HUKECIEIYOLIEH

dbopMy bl H300peTEeHUS.



POPMYVYJIA U3OBPETEHUA

1. Cnoco0 neueHns MaCTOLMTO3a y MAIMEHTAa, Hy KIAOIIErocss B 3TOM, BKIIFOYAOLIHI
BBEJICHHE NALIUEHTY

s dexTuBHOrO KONMTMUecTBa nHruOuTOopa c-KIT n

3¢ (eKTUBHOTO KOJINYECTBA OAHOTO MK Oonee MHruOnTopoB myTH MAPKAP.

2. Cnoco6 no 1. 1, rae narudurtop nytu MAPKAP BriOpaH U3 rpynmsl, cocTosmen 13
MUTOTE€H-aKTHUBHPYEeMOH mnpoTenHkuHa3bl (umHruOutopa MEK), wuHruburopa KuHasbl
peryaupyeMoii BHekJeTouHbIMM curHanamu (uHruoutopa ERK), m mHruburopa kuHasel
ovIcTpO Tporpeccupyroieit pudpocapkomsl (RAF).

3. Crocob mo 1. 1 uiu 1. 2, rae MacTonuTo3 Xapakrepusyercs myTtanueit c-KIT.

4. Cnocob mo mobomy u3 mm. 1-3, rme mytamus c-KIT mnpencrasnsier coOoi
AKTUBUPYIOIIYIO MyTAaLHUIO.

5. Cnoco6 mo mobomy u3 mm. 1-4, rae MacTOLMTO3 MPEAYCMATPUBAET TYUHbIE KIETKH,
cojiep Kalie NepBUYHYI0 MyTaLUio0 B 9k30He 17 rena c-K/7.

6. Cnocob no modomy u3 mn. 1-5, rae MacTOIMTO3 MPEAYyCMATPUBAET TYUYHbIE KIETKH,
cojiepKalie BTOPUYHY0 MyTaiuto c-KI7 7.

7. Cnocod mno 1. 9, rae BropuuHast myTauus c-KIT HaxoauTcss B OMHOM U3 3K30HOB 9,
11, 13 i 17.

8. Crocob mo smobomy u3 . 1-7, rae MacTOLMTO3 MPEACTaBIsIET COO0M CUCTEMHBIN
MaCTOLMTO3.

9. Cnocob mo m. 8, rae CUCTEMHBIH MacTOLMTO3 BbIOPAH M3 TPYIIbI, COCTOSIICH U3
WHJIOJIEHTHOTO CHCTEMHOIO MACTOLMTO3a, BSUIOTEKYIIEro CHUCTEMHOTO MacCTOLIMTO3a,
CHUCTEMHOI0 MACTOLIMTO3a C AaCCOLMHUPOBAHHBIM 3a00JI€BAHUEM, CBS3aHHBIM C JIMHHEH
g QepeHIMPOBKH KIOHAIBHBIX T€MAaTOJIOIMYECKHX KJIETOK, OTJIMYHBIX OT TYYHBIX KJIETOK,
arpecCUBHOTO CUCTEMHOTO MAaCTOLIMTO3a, JIEHKO3a U3 TYYHBIX KJIETOK M CAPKOMBI U3 TYYHBIX
KJIETOK.

10. Crioco6 o 1. 8, rae MacTOIUTO3 MPENCTABIISIET COOOM:

1) MHOOJNIEHTHBIH CUCTEMHBIH MACTOLMTO3, HEOOS3aTEIPHO CHCTEMHBIA MAaCTOLIUTO3 C
BO3BPATHOW aHA(HIAKCHEH WA COCYTUCTBIM KOJUIATICOM B OTCYTCTBHE MOBPEXKICHHH KOXKU,

11) BSUIOTEKY LM CHCTEMHBI MaCTOLIUTO3;

111) CUCTEMHBIH MaCTOLIUTO3 C ACCOLMMPOBAHHBIM 3a00JIEBAHIEM, CBSI3AHHBIM C JIMHUEH
Qg QepeHIMPOBKH KJIOHAJIBHBIX T€MATOJOIMYECKUX KJIETOK, OTJIMYHBIX OT TYYHBIX KJIETOK;

1V) arpecCUBHBINA CUCTEMHBIH MaCTOLIUTO3;

V) VKO3 U3 TYYHBIX KJIETOK WJIM CAPKOMY M3 TYYHBIX KJIETOK; FIJIH

Vi) KOXKHBIH MacCTOLIUTO3.

11. Croco® mo mobomy u3 mm. 1-10, rme MacToUTO3 BEIOPAH M3 TPYIIIBI, COCTOSIIEH

U3 MaKyJIONAIyJE3HOTO KOXXHOTO MAaCTOLIMTO3a, MACTOLMTOMBI WIH AU(PQPY3HOro KOKHOTO



MAacCTOINTO3A.

12. Cnoco6 mo mobomy u3 mm. 1-11, roe uaruburop c-KIT BeiOpan w3 rpynmsl,
cocrosimet u3 1-[4-Opom-5-[1-s3Tmn-7-(MeTnnamMuno)-2-okco-1,2-nuruapo-1,6-sadrupuaun-
3-unl-2-propdpennn]-3-pennnmoueBuHbl WM €€ (HapMALEBTUYECKH TPHEMJIEMOH COJIH,
MUJIOCTaypUHA WJIM €ro (apManeBTUYeCKH MNPUEMJIEMONH COJHM, WMAaTHHHOA Me3Wiara,
cyHHTHHA0a MajiaTa, MUAOCTaypuHa, peropadennda, kpenonannda, PTX9486 nmm BLU-285
WK eT0 (papManeBTHYEeCKH MPUEMIIEMOH COJTH.

13. Cnoco6 mo mobomy u3 mm. 2-12, rne maruburop MEK BbiOpaH U3 rpymmsl,
COCTOSIIIEH U3 TpaMeTHHUOA, CeTyMeTHHNOa, KoOnMeTnHnOa 1 OMHUMETHHHOA.

14. Cnoco6 mo mobomy u3 mm. 2-12, rae unrudurop ERK BreIOpan u3 rpynmsl,
cocrosen u3 ynukceprunnoa, SCH772984 n LY3214996.

15. Cnioco6 no mobomy u3 nm. 1-14, TONOIHUTENBHO BKIFOUAO LN BBEACHUE IPYTOro
CPeACTBA TapreTHOW MPOTHBOPAKOBOH Tepamuy, OHMOJIOTHYECKOrO CpENCTBa TapreTHON
NPOTUBOPAKOBOW Tepamnuy, WHIUOUTOpPAa KOHTPOJIbHBIX TOYEK HMMYHHOIO OTBETa WIH
XUMHOTEPANIEBTUYECKOrO CPEACTBA.

16. Crioco0 neueHust CUCTEMHOIO MacTOLIUTO3a Y MAIMEHTa, HYKAAKOIIErocsi B 3TOM,
BKJIFOYAIOL U BBEJIEHUE MALIEHTY

5(¢(}EeKTUBHOTO  KOJIMYECTBA 1-[4-6pom-5-[1-3Thn-7-(MeTunamMuno)-2-okco-1,2-
auruapo- 1,6-naptupuann-3-unl-2-gropdennn]-3-GpeHUIMOYESBHHBI WITH ee
(dapmaneBTHUECKH TMpHeMJIeMOr coiu U 3P ()EKTUBHOTO KOJMYECTBA OJHOTO WK Ooyee
uHruouropos nytu MAPKAP.

17. Cnocob o . 16, rae unrudurop mytat MAPKAP BeIOpaH U3 rpymiibl, COCTOSIIIEH
U3 MUTOTCH-aKTHUBHPYEeMOH mnpoTenHKuHa3bl (mHruOutopa MEK) u uHruburopa KuHaswl,
peryaupyeMoii BHEKJIETOYHbIME curHajamu (naruoutopa ERK).

18. Croco® mo m. 16 mnm m. 17, rae CUCTEMHBI MAaCTOLMTO3 XapaKTePH3YeTCs
myTauuen c-KIT.

19. Cnocob no mobomy u3 mm. 16-18 roe marudutop MEK BbiOpaH u3 rpymnmsl,
COCTOSIIEN U3 TpaMeTHHHOA, celTyMeTHHNOa, KoOuMeTHHHOa 1 OMHUMETHHHOA.

20. Cnocob6 no mobomy m3 mm. 16-18, rme maruburop ERK BrIOpaH u3 rpymmsl,
cocrosimeit u3 ynukceptunnoa, SCH772984 n LY3214996.

21. Ciocol neueHust MaCTOLIMTO3a y MALMEHTa, HY KIA0IIErocsi B 3TOM, BKIIFOYAROIIHI
BBEJICHHE MALIUEHTY

s dexTuBHOrO KONMTMUecTBa uHrHOUTOpa Cc-KIT 1

s dexTuBHOrO KONMMUecTBa MHrHOUTOpa RAF.

22. Cnoco6 mo m. 21, rae marndutop RAF mpeacraisier co0oil MHHOMTOpP BCeX
uzodopm RAF nmm B-RAF.

23. Cnocob mo m. 21 wnum . 22, rae unrudurop c-KIT npencrasnser coboit 1-[4-0pom-

5-[1-3Tun-7-(meTunamuno)-2-okco-1,2-nuruapo-1,6-naptupunus-3-wi|-2-propdenun]-3-



¢beHnmMoueBUHY 1K €€ (hapMaLeBTHUECKH PUEMIIEMYIO COJIb.
ITo nosepennoctn
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®urypa 2B
oxasare.s COGJII/Z-ICHI/IG COCZ[I/XICHI/IQ COCI[I/XI@HI/IG COCZ[IXICHI/IG COGZ[IXICHI/IC Coe/:lIfXICHHe
4JTATHBHOCTH 5 5M 10 &M 25 uM 50 kM 100 kM 200 eM
Tpal‘l‘elgj[‘m@ 0,03993 2,64367 6,01481 0,44649 0,11076 0,01411
Tpal;“e;;j[‘m‘i 1,25589 0.19588 0.13256 0.05909 0.0101 0.00315
Tpai‘ge;ﬁma 0,24985 0,23826 0,09809 0,03722 0,0063 9 34E-04
Tpazl‘ge;ﬁ“@ 0.63422 0.36434 0.10901 0.03338 0.0032 8.28E-04
Tpasl‘ge;ﬁma 1,10038 0,48744 0,18814 0,03977 0,00477 9,35E-04
TP%SE\‘;“Q 1,87791 1,06924 0,35501 0,04047 0,00308 6,93E-04
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®urypa 3B
Coenuuenue | Coemnnenne | Coequnenne | Coexnnenne | Coennnenne | Coexnnenne | Coeynuenue
CI B B B B B B B

1 5M 5 5M 10 EM 25 BM 50 ’M 100 &M 200 BM
Tpal‘l‘e;ﬁm@ 168069 1,40334 3.41889 507162 564363 0.57337 0.00964
Tpm‘s‘e}g‘f“@ 1,05523 2.96535 186572 1,4174 0.53113 0.00478 2.29E-05
Tp%e;ﬁm@ 5.38596 3.16063 2.68309 106576 0.56445 2.84E-04 1.44E-05
Tpa;‘;;ﬁ“@ 1,94547 1,57549 0.96476 0.03258 0.00435 1.97E-05 | 2.51E-07
Tpa%e;ﬁma 0.85054 107585 0.6726 0.0344 0.00289 3.12E-05 | 7.64E-07
TP%ST:I\‘;“Q 0.97626 035944 0.48969 0.06284 0.00169 1.52E-05 | 2.14E-07
Tpglgngfl\‘jI“Q 2.11003 0,45464 0.48568 0,08116 0,00419 3.14E-05 1,63E-06
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Coenmnerie | Coemmenie | Coemmenne | Coemmenne | Coempnerine | Coemmierive | Coermnennie | Coeprenine
CI A A A A A A A A

0=M 5EM 106M 256M 508M 1008M | 2508M | 5008M

B““;‘?;ﬁﬂm 1,57049 | 1.6855 | 1,51394 | 154333 | 0,74303 | 0,23806 | 0,07988 | 0.00293
B“Hg‘g‘fﬁ‘m 1,78444 | 157824 | 110552 | 1.1015 | 033617 | 008494 | 000687 | 598E-04
Bﬂﬁ%%e;ﬁm 140574 | 190927 | 081771 | 053885 | 0.15853 | 004623 | 000308 | 107E-04
B“‘;;“ge;ﬁ‘m 2,92199 | 1,67399 | 069022 | 0,233 0,0771 | 0,03398 | 0,00408 | 1,07E-04
B“‘{S%“Se;ﬁm 219283 | 050712 | 029592 | 0,13935 | 0,06226 | 0,02526 | 0000273 | 5,07E-04
BHHAMCTHHIG | ) 30508 | 03404 | 0,14626 | 0.12693 | 008277 | 002281 | 0,00192 | 9.26E-05

1000 1M

Bﬂggggﬁm 073725 | 015871 | 0,13631 | 012471 | 008017 | 002714 | 000442 | 3,54E-04
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CoemuaenneCoemnaenneCoemmnenneCoemunenneCoennaenneCoennaenneCoenunennegCoenHenne)
CI B B B B B B B B

1 M 5 M 10 M 25 uM 50 uM 100 M 200 'M 500 uM
B%m 1,16697 1,12369 1,92347 1,87175 1,33032 0,40022 0,08512 0,00433
B%m 0,80429 1,59151 1,83453 1,76275 0,64013 0,24461 0,04974 0,00128
Bw 2,04491 2,46078 1,33485 1,04913 0,35742 0,12945 0,03332 0,00166
Bw 1,19498 1,06822 0,83211 0,43195 0,20689 0,06245 0,01894 3.14E-05
Bw 1,32017 0,62726 0,56972 0,28981 0,15592 0,0513 0,00726 5.92E-05
Bw 2,02996 0,4532 0,37085 0,30154 0,17875 0,06054 0,01473 0,00107
BW 0,8794 0,43685 0,25074 0,25665 0,1561 0,04969 0,0117 0,00191
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Coenunenne | Coequnenue | Coenqunenne| Coeqnuenue | Coenmnenne | Coequnenne | Coequnenne
ClI A A A A A A A

1 M 5 aM 10 eM 25 EM 50 EM 100 aM 200 eM
K06%M§;ZIHH6 0,72367 2,58457 2.84597 6,37493 5.86712 0,38735 0,02608
KO6P;M§ZIHH6 2,03327 2,22709 2.49475 1,92929 0,5199 0,02364 0,00107
K°6?8‘ETM“H“6 4,07508 3.47138 3,05888 1,91627 0,20704 0,00993 1,78E-04
K°6§?ETMHHH6 4,08228 1,74076 0,60978 0,22536 0,03575 0,0036 2,63E-04
K°6?842TMHHH6 3,97974 0,59607 0,21652 0,07886 0,02071 0,00202 3,67E-05
KobumeTHHUO 1,21021 0,08536 0,0658 0,03731 0,00925 0,00381 2,38E-05

100 eM

Kogp(%e;ﬁ{m 0,11777 0,03679 0,04185 0,02953 0,00733 2.49E-04 4,83E-08
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durypa 7B
Coeannenne | Coequnenne | Coeqnnenne| Coemnaenne | Coeqnnenne | Coenunenne | Coeanaenne
Cl B B B B B B B

1 uM 5 uM 10 'M 25 uM 50 uM 100 M 200 ’M
K°6P1M$HH6 1,39961 3,77808 5,66631 9.38659 11,3003 2,06695 0,08926
K06I’;M§§/}’IHH6 5,34532 424727 2,63326 4,01626 5,27338 0,1571 0,00124
K06?84;TMHHH6 4,35207 2,99291 3,57716 3.86343 0,87975 0,01274 1,33E-04
KO6§?;TMHHH6 2,75567 1,98415 2,09289 0,60486 0,03221 1,80E-04 1,49E-05
K06?84;TMHHH6 2,28329 0,93831 0,593 0,04964 0,00576 6,67E-05 8.50E-06
Ko?%hge;ﬁ{m 1,88398 0,34755 0,17375 0,03918 0,00578 1,98E-04 1,09E-05
Kog%hée;ﬁmfi 0,79643 0,18837 0,12431 0,04216 0,00592 1,77E-04 1,29E-05
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®urypa 8B
Coemmierme | Coemmene | Coemmenme | Coemmerie | Coemmiene | Coemmermie | Coemmienne | Coemmenie
a A A A A A A A A
18M 5EM 106M 258M 50EM 1006M 250 M 500 M
ymfg\ﬁmﬁ 1,60258 | 292097 | 2,92056 | 233011 | 3,16429 | 3,40419 | 095172 | 0,0969
YW 234725 | 148965 | 1,55963 | 2,64283 | 289453 | 247874 | 083763 0,0861
VW 2,52682 | 1,04818 | 163023 | 159316 | 3,17247 | 2,16888 | 071586 | 0,03154
VW 0,5764 | 068476 | 129507 | 107784 | 1,14575 | 051154 | 0,12022 | 0,00349
YW 025087 | 036296 | 0,45054 | 0,83564 | 031409 | 0.5004 0,065 2,04E-04
YW 0,34059 | 0,33951 | 0,63595 | 0,77262 | 0,96933 | 0,75802 | 0,15375 | 7.35E-04
VW 2,6495 510326 | 2.44488 | 261636 | 3,22495 | 241533 | 1,00502 | 0.,03806
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OTYET O IATEHTHOM ITOUCKE HoMmep eBpaszuiickoif 3asBKH:

craths 15(3) EATIK 1 nipaBiio 42 ITaTeHTHOI HHCTPYKIIMH K
( ® ens Y 202393242
A. KITACCUOUKALMA TTPEAMETA M30BPETEHUS:
MIIK: CIIK:
A61K 31/155 (2006.01) A61K 31/155
A61K 31/4375 (2006.01) A61K 31/4375
AGIP 43/00 (2006.01) A61P 43/00

b. OBJIACTD ITOMCKA:

A61K 31/155, A61K 31/4375, A61P 43/00

DIeKTpOHHAS 6a3a JTAHHBIX, UCTIOIH30BABITIASICS ITPH TIOMCKe (Ha3BaHHe Gasbl M, €CITH BO3MOXKHO, UCIIONH3Y eMbIE TOHCKOBBIC TEPMUHBI)
EAPATIS, Espacenet, Patentscope, elibrary.ru, Embase, PubMed, Google

B. JOKYMEHTEI, CUMTAIOINUECSH PEJIEBAHTHBIMM

KaTCI‘OpI/ISI* CCHUIKH Ha JOKYMEHTEI C YKa3aHUEM, I'JIE€ 5TO BO3MOXKHO, PEJICBAHTHBIX qacTen OTHOCHUTCS K IIYHKTY No

Y SCHNEEWEISS MATHIAS A. et al, The multi-kinase inhibitor DCC-2618 1-23
inhibits proliferation and survival of neoplastic mast cells and other cell types
involved in systemic mastocytosis, BLOOD, AMERICAN SOCIETY OF
HEMATOLOGY, 2016, vol. 128, Ne 22, p. 1965

[pedepar

Y US 2015/0320759 A (FLYNN DANIEL L ET AL)2015-11-12 1-23
map. [0006]-[0010], popmyna 1. 4

Y  [US2014/0147415 A (MOUSSY ALAIN ET AL) 2014-05-29 1-23
rtap. [0124] 1 [0139]

Y BJIAJIUMHUPOBA JI. 10., llpumenenue uaruéuropoB MEK B oHKOIOTHH: 1-23
[pe3yipTaThl U neperiekTussl, Y CITEX COBPEMEHHOI'O
ECTECTBO3HAHUS, 2015, Ne3, ¢. 18-30

¢dur. 1 u2

A EA 200900573 Al (AMAPAM BJIJICH) 2009-10-30 1-23
pedepar, popmynatm. 1, 18,21 u 22

I:I TTIOCJIEAYIOIUE TOKYMEHTHI YKa3aHbI B ITPO JOJKEHUN rpa(bm

* Oco0ble KATETOPUH CCBUIOYHBIX JIOKYMEHTOB:

«A» - TOKYMEHT, OLPE/ICIISIONIU OOIHH YPOBSHb TEXHUKH

«D» - TOKyMeHT, NIpHUBeACHHBIN B eBpa3uiickoil 3asBke

«E» - Gosiee paHHUI TOKYMEHT, HO ONMyOJIMKOBAHHBIN Ha ATy HOJAUH

€Bpa3HicKOH 3asiBKU WM IIOCHIe Hee

«O» - TOKYMEHT, OTHOCSIIIUHCS K YCTHOMY PaCKpPBITHIO, SKCIIOHUPOBAHHIO)
H T

"P" - TOKyMEHT, OIyGIUKOBAHHBIN JIO JIAThI HOJIAUH €BPA3HICKON 3a5BKH,
HO TOCJIC JaThl HCTIPANIUBACMOTO MpUopuTeTa”

«T» - Goslee MO3AHUN JOKYMEHT, OIyOIHKOBAHHBIN MOC)Ie JaThl IPHOPUTETA H NIPH-
BeJIeHHBIH JUIS1 HOHUMAHHUS H300pSTeHHSI

|« X» - JOKYMEHT, HMeIoIUH HanGosiee GIM3K0e OTHOMEHHE K IIpeIMeTy IIOHcKa,
MOPOYAN[HH HOBU3HY HIIH H300peTaTeNIbCKUH YPOBEHb, B3SITHIH B OTASILHOCTH

«Y» - TOKYMeHT, UMeIoIUH HanGosiee GIM3K0e OTHOMCHHE K IIpeIMeTy IIOHUcKa,
MOpOYaI[UH H300peTaTeNLCKHH YpOBeHb B COUCTAHHH ¢ JPYTUMH JOKyMEHTAMH
TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

«L» - JOKYMeHT, IpHBeJCHHBIN B JPYTHUX MeJLIX

JlaTa npoBeieHUs TIATEHTHOTO TIONCKA: 16 arpenst 2024 (16.04.2024)
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