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COXPAHEHHUE UMMYHHOI'O OTBETA BO BPEMA XUMHOTEPAIIEBTHYECKHUX
CXEM

OMNCAHNE

3asiBJIeHHE OTHOCHTEILHO POACTBCHHbIX 3A5IBOK

CornacHo Hacrosiliel 3asiBKe UCHPALIMBAETCs] MPUOPUTET MO MPEABAPUTENbHON 3asBKE Ha
nateHt CIIIA Ne 62/430302, nogannoii 5 nekaOpst 2016 roxa, v Mo MpenBapUTENbHON 3asiBKE Ha
nareHT CIIIA Ne 62/479605, monmansnoit 31 maprta 2017 roma, monHOe conepKaHUE KOTOPBIX

BKJIFOYCHO B ):[aHHbIﬁ AOKYMECHT BO BCCX OTHOLICHUAX.

00.J1aCTh TEXHUKH, K KOTOPOH OTHOCHTCSH HACTOSIIEE H300peTeHue

Hacrosimee nzobpereHne OTHOCHTCS] K 0OJIaCTH YIIyYILIEHUH B CXeMaxX MPOTHBOPAKOBOIO U
IPOTHBOOIYXOJIEBOTO JIEUEHHS], KOTOPbIE H3MEHSIOT OMyX0JIEeBOe MUKPOOKPYKEHHE TAKUM 00pa3oMm,

94TOOBI CIIOCOOCTBOBATH MPOBOCTATUTEILHOMY MHUKPOOKPYKEHHIO.

IlpeaiecTBYIOIIHNE YPOBEHb TEXHUKH HACTOSINIET0 M300PETEHHUS

B umMmyHOTepamuu paka BpOXKIEHHAs MMMYHHAsh CHUCT€Ma XO3SIMHA HCIONb3YeTCs IS
OoppOBI C paKkoM WM ONYXOJbIO, CTUMYJHPYsS HMMyHHYIO CHCTeMy paloTaTh CHJIbHEE U
s¢dexruBaee. BaxkHON 4aCTbI0 MMMYHHOH CHCTEMBI SIBIISIETCS CIIOCOOHOCTh OTIIMYATh HOPMAJIbHbIE
KJIIETKU OT 4YY>KCPOAHBIX. Z[J'Ii[ BBITIOJIHEHUA 3TOIr0 UMMYHHAsl CUCTEMA UCIOJIb3YET KKOHTPOJIbHBIC
TOYKHY, MPEACTABISIONNE COOOH MOJEKYJbl Ha OMPENENICHHBIX KJIETKaX, KOTOpPbIE JOJDKHBI ObITH
AKTUBUPOBAHBI (MJTH MHAKTUBUPOBAHBI), YTOOBI HAYaTh OTBET. Pak U OMyXOJIM MOTYT HAWTH CIIOCOOBI
HCIIONIb30BaTh 3TH KOHTPOJIbHbIE TOUYKHU JJIs M30ekaHus aTaku UMMyHHOI cuctemoii. [Ipumepamu
«BbIKIrOUarenei» spisttorcs O0enku PD-1, PDL-1 u CTLA-4. HenaBHue ycrexu B JISYEHUU paka
BKJIFKOUAKOT B ce6$[ BBC€ACHUEC aHTUTECII K OHHOﬁ N3 5TUX KOHTPOJIbHBIX TOLIeK-((BbIKJ'II-OLIaTeJ'IeI\/'I», LITO6I:>I
NeaKTUBUPOBATh BBIKJIFOYATENIb U TO3BOJIUTh HWMMYyHHOH CHCTEME XO35IMHA MOBBICUTH CBOIO
CNOCOOHOCTb aTaKOBATh MOPAKEHHYO 3a00IeBaHUEM KJIETKY.

Heckonpko HHTHOUTOPOB HMMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK ObUIM OmoOpeHbI
VYnpasineHneM MO HaA30py 32 Ka4eCTBOM MUINEBBIX NpoaykroB u menukameHToB (FDA). Ilepsoe
Takoe JeKapcTBeHHoe cpenctBo, urmummymad (Yervoy®, Bristol-Myers Squibb), nmomyuusmee
onoOpeHune ISl JIeUeHHsl 3amyIleHHOW MEJaHOMBI, OJOKHMPYET aKTHBHOCTb ACCOLIMHMPOBAHHOTO C

nurorokcrmyeckumu T-mumpountamu Oenka 4 (CTLA-4), Genka-KOHTPOJBHOW TOYKH, KOTOPBIH



SKCIPECCHPYETCsT Ha MOBEPXHOCTH AKTHUBHUPOBAHHBIX HMMYHHBIX  KJIETOK, Ha3bIBA€MbIX
UATOTOKCUYECKUMH T-mumdounramu. CTLA-4 JENCTBYET KakK IIEPEKIIIOYATENDY,
WHAKTUBUPYIOIIUI 3TH T-KJIeTKH, TAKMM 00pa3oM CHM)Kasl CHJIy HMMYHHBIX OTBETOB; HILIHMYyMad
cs3biBaercs ¢ CTLA-4 u mpenoTBpainaeT nepenadyy MHruOUpPyrOIero CUrHajia OT HEero.

HBa npyrux omobperHbix FDA MHruOuTopa KOHTPONBHBIX TOueK, HUBOIyMad (Opdivo®,
Bristol-Myers Squibb) u nembponusymad (Keytruda®, Merck), paboTaroT aHaJIOTHYHBIM 00pa3oMm,
HO HalleJIeHbI Ha OTJIMYAI0INUIiCs OeNOK-KOHTPOJIbHYIO TOUKY HA aKTUBUPOBAHHBIX T-KJIeTKax - OeIoK
1 mporpammupyemoii rudenn kierok (PD-1). Huonmyma®b omoOpeH st JedeHHS HEKOTOPBIX
NALMEHTOB C 3aMyIIeHHOI MeTaHOMOH MK 3aIy LIIEHHBIM PAKOM JIETKOT0, a neMOponnzymad ono0peH
IJIs JIeYeHUs] HEKOTOPBIX MALMEHTOB € 3aIlyLeHHONH MenaHOMOMN. JloMoNHUTeNbHbIE HalleleHHbIE Ha
PD-1 unruburopsl, Haxoasmuecs B pa3padOTKe B HACTOSIIEE BPEMs], BKJIIOYAIOT B ce0st muayiu3ymMad
(Medivation), MGAO12 (MacroGenics) u BGB-A317 (BeiGene). Uurudurtopst PD-1 Takke Obun
ormucanbl Novartis AG B marenrax CIIIA Ne 9683048 u Ne 9683048. Takke Obutn pa3zpaboTaHbI
MHIHOUTOPBI KOHTPOJIBHBIX TOUEK, KOTOpble HapyLIaloT B3aumozelictsue PD-1 ¢ ero qurangom Ha
MMOBEPXHOCTH PAKOBBIX KJIETOK, H3BECTHBIM Kak PD-L1 u PD-L2, koTOpbIi MOHUKAIOIIE PEryIUPYyeET
aktuBHOCTb PD-1, a umenHo, nypsanymab (Imfinzi®, Astrazeneca), aBenymad (Bavencio®, Pfizer) u
arezomu3zymad (Tecentriq®, Genentech/Roche)). JlononmuurensHbie Hauenennsle Ha PD-L1
UHTHOUTOPBI, Haxomsmuecs B pa3pabotke, BkirodaroT B ceds Ca-170 (Curis) m LY3300054 (Eli
Lilly). Murubutopsr PD-L1 Taxke Opimm omumcanel Novartis AG B 3asBke Ha mareHT CIIA
US 2017/0296659 n mexnyHapoaHoii 3asske WO 2016/040892.

Hecmotpst Ha TO 4TO OBUIO MOKA3aHO, YTO HEKOTOpPbIE WHIMOUTOPHI MMMYHOJOTHYECKHX
KOHTPOJIBHBIX TOYEK SBJSIIOTCS 3((EKTUBHBIMU U BEAYT K AJHUTENIbHBIM OTBETaM y IALMEHTOB C
Pa3IMUHBIMU PA3HOBUIHOCTSIMU PaKa, JIULIb MEHbINIAS YaCTh MTALIUEHTOB OTBEUYAIOT HAa TAKOE JIeUeHHeE.
bonee Toro, psa MHIMOUTOPOB UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK, HAIPUMeEp, AEHCTBYIOLIEe
npotus PD-L1 coennnenne BMS-936559, He y4yacTBOBaNu B naybHelel pa3paboTKe BCIEACTBHE
IUIOXUX ToKaszateneil orBera. Ilogxon K TMOBBIIEHHIO IIOKA3aTeNlsi OTBETa HAa HMHTHOUTOPBI
UMMYHOJIOTHYECKUX  KOHTPOJBHBIX  TOYEK  3aKJIOYaeTcs B HUX  KOMOMHHUPOBaHHUU  C
XHUMHOTEPANIEBTHYECKIMHU CPEICTBAMH C LIEJIbIO YCHJIEHNS BBI3BAHHOW UMMYHHBIM OTBETOM I'HOEIH
KJIETOK W «IPUMHPOBAaHMUSA» HMMMYHHOW CHCTEMBI. TeM He MeHee, camMa XHUMHOTEpaIus MOXKET
BBI3bIBATH IIOBPEXKIEHUE PA3JUYHBIX THUIOB KJIETOK MMMYyHHOH CHUCTEMbl, B TOM 4HCJe
IeMOITOITHUECKIX CTBOJIOBBIX KIIETOK M KieTok-npenmectseHHHKOB (HSPC) u uMMyHHBIX
5pGEeKTOPHbIX KIETOK, Takux Kak T-nmumdouutsl, cHuxkasg 3((EeKTUBHOCTb KOMOHMHAIMN

XHUMUOTEPANEBTHYECKOTO CPENCTBA/MHIMONTOPA KOHTPOJIBHBIX TOYEK.



Lenp HACTOSAMIEr0 M300PETEHUs 3aKJII0YAETCS B 0OECIIEUeHUN TepaneBTUIeCKOro MOAXOAa
IUIsL JIEYEHUs XO35IMHA C PAKOM WJIM OIyXOJIbK, KOTOPBIM MOBBIIAET COXPAHEHHUE BPOXKIECHHOMN
UMMYHHOM CHCTEMBI XO35MHA BO BpeMsi XUMHOTEPANUU M /UM TMOCIe Hee TaKuM 00pa3oM, 4ToObI
MOBBICUTb CIIOCOOHOCTb OPraHU3Ma K HCHOJIb30BAHUIO CBOEr0 COOCTBEHHOIO MMMYHHOTO armapara
ISl YHUYTOXKEHUsSI TOPAKEHHbIX  3a00NeBaHMEM KJIETOK Ha  KPAaTKOBPEMEHHOW  W/MIHM

IOJITOBPEMEHHOM OCHOBE.

CyHHOCTL H300peTeHust

bbul0  HEOXXMZAHHO W BHE3AHO  OTKPBITO, YTO  A00aBJIEHHE  CEJIEKTUBHOTO,
obicTponericTyromero naruoutopa CDK 4/6 ¢ KOPOTKUM MEPHOIOM MOJYKU3HU COTJIACHO OY€Hb
cnenuduueckoll CcxeMe IO3MPOBaHUS K KOMOHMHALMM XUMHOTEPAIeBTUYECKOro CpPeAcTBa C
UHTHOUTOPOM KOHTPOJIBHBIX TOUEK 0OeCleunBaeT MPEeBOCXOAHbIE PE3yJIbTAaThl B JIGUEHUHN OIMyXOJU
i paka. HeosknaaHHOE OTKPBITHE 3aKIFOYAETCS B TOM, YTO CIIELHATIBHO PACCUUTAHHOE TI0 BpEMEH!
BBezieHne nuruonropa CDK 4/6 nepen ka)bIM BBEIEHHEM XUMHOTEPANIEBTHYECKOI 4aCTH B COCTaBE
TPOIHOI KOMILIEKCHOM TE€paIuK OKa3bIBaeT rTyOOKOe BO3AEHCTBIE HA HMMYHHBIE KJIETKH B PAKOBOM
MHKPOOKPYKEHUH. Pe3ybTar SBJIsIeTCs 3aMeuaTesbHbIM B TOM, 4TO BBeneHune naruonropa CDK 4/6,
KOTOPBIH OMHUCAH B TAHHOM JTOKYMEHTE, OOECIEeUUBAET OJUH WM HECKOJBKO M3 cienyroiero: (i)
3aIuTa UHQUIBTPUPYIOIUX B OMyXOJb MMMYHHBIX KJIETOK OT MOBpekaeHwus, (i) yBenudeHHas
NPONOJUKUTENIBHOCT ~ MMMYHHOTO ~ OTBeTa  BCIIEACTBHE  Ooyjee  BBICOKOW  4YacTOTHI
onyxonecnermuueckux ~ T-knerok  mamstH, (i)  OoJjplnee  CHIDKEHHE — KOJUYECTBA
MMMYHOCYIIPECCOPHBIX BHYTPHOITYXOJIEBBIX Treg-KiIeTok; W/uiH (1v) N3MEeHeHHEe SKCIPECCHH TeHOB
NPOBOCTIAJIUTENbHBIX CPEACTB. JKCIpPECCHs TIeHOB, (YHKLHOHAIbHO OOOTallleHHBIX B Ciyuae
AKTHBALMH JTUM(POLUTOB U MOBBIIIAIOLIEH PETyJISLIH IPOBOCTIAUTEILHOIO LIMTOKUHA HHTEpdepoHa
Y, SBJSETCS 3HAYWUTENbHO TIOBBIIEHHOH. IlapannenbHO, HECKONBKO T'€HOB, BOBJICYEHHBIX B
UMMYHOZEIpecCHBHblE MeTaboNu4eckue IMpoLecCchl C aKTUBHBIMM (OpMaMU  KHCJIOPOZA,
NOZBEPTAOTCS TMOHIDKAIOIEH peryysiiui. JTH IJaHHBbIE YKa3bIBAIOT HAa TO, YTO pacyeT BPeMEHU
BBeneHus unruouropa CDK 4/6 Bexper k MOAYJISILIMK SKCIIPECCUU T€HOB, TIPUBOIALICH B pE3yJIbTATE
K TPOBOCIAJIUTEILHOMY OIyXOJIEBOMY MHKPOOKPYIKEHHUIO, KOTOPOE SIBJISIETCS] OJIATOIPUSITHBIM JIJIs
CHIDKEHUS BPEIHBIX BO3/I€HICTBUH XMMUOTEPAITHH IPH MOBBIIIEHUH 3G (HEKTUBHOCTH JIsI aKTUBHOCTHU
MHMUOUTOPA KOHTPOJIBHBIX TOUEK. DTO yJIydIleHHe 00ecredrBaeT 3HAUUTENbHBIN IPOrpecc B ypOBHE
TEXHHUKH B 00JIACTU JICUSHHS paKa.

OxoHYaTeNnbHBIN Pe3yJIbTaT 3TOr0 BO3AEHCTBHS HA MUKPOOKPY KEHHE OIyXOJH MPeCTaBIseT

co0oil ynyuiieHne CIOCOOHOCTH BPOKACHHOTO MMMYHHOTO OTBeTa XO3suHA sl 3¢ (eKTUBHOU
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60pbOBI C paKOM HIIH OIYXOJIbIO, MOBBIIIEHNE CITIOCOOHOCTH AOCTHIaTh KPATKOBPEMEHHBIX (BILIOTh

no npuMmepHo 1, 2, 3, 4, 5 wiu 6 MecsALeB), HOATOBpeMeHHbIX (BIIOTh 10 7, 8, 9, 10, 11 wm 12

MeCsILIEB UK OOJIee) UK MOJHBIX OTBETOB.

Hanpotus, 66u10 OTKPBITO, UTO riTyO0oKHe OnaronpustHeie 3P GeKThl ITOH KOHKPETHOH CXeMbI
TO3UPOBAHMS B TPOHHON KOMILIEKCHOH Tepanuy XUMHOTEPANEBTHUECKIM CPEACTBOM, HHTHOUTOPOM
KOHTPOJIbHBIX ToueK 1 nHruouropom CDK 4/6 He mocturatorcst, korna uaruourop CDK 4/6 BBOIST
HETPephIBHO WJIM TPAKTHYECKH HENpPephIBHO, 4YTO MPUBOAUT B peE3yJibTare K IOCTOSHHOMY
uHruouposanno CDK4/6 B 3¢ ekTOpHBIX UMMYHHBIX KJIETKaX, IPH 3TOM 3(pPeKTOpHbIe UMMy HHBIE
KJIETKH OITyXOJIEBOTO MHUKPOOKPY KEHHsI OCTAIOTCSI CYNPECCHPOBAHHBIMH B T€YEHHE HOCTATOYHOTO
BPEMEHHU I TOrO, YTOObI OHM XapaKTEPH30BAJIHUCH 3aMETHO IOHIKEHHOH CIIOCOOHOCTBIO K
YHHYTOKEHUIO ITOPAKEHHBIX 3a00JIeBaHHEM KJIETOK.

KonkperHslie 6maronpustHeie 3G QeKTsl 3TOH Tepanuu BKIKOYAIOT B ce0sl WIM HECKOJBKO M3
CJIeYFOIIUX:

o KPAaTKOBPEMEHHO THUIIBI WMMYHHBIX KIETOK BHyTpu omnyxomu (cybmomymsiuu CD4+T,
CD8+T, Treg, NK 1 MDSC) siBJIsIFOTCSI CHIIBHO TPOJIH(EePUPYIOLIMMHI H Uy BCTBUTEIbHBIMH K
uaruouposannio CDK4/6, uro olbecrieunBaeT BO3MOMKHOCTb BPEMEHHOTO OJOKMPOBaHHUS
Kj1erouHoro uukia uHruoutropom CDK 4/6, kOTOpBIH 3amuinaeT UMMYHHbIE HHOUIBTPAThI
OT TOBPEXICHUS XHMHOTEpamueld MOoJO0OHO T'eMOMOSTHYECKUM MpEeALlIeCTBeHHUKAM B
KOCTHOM Mosre. IIpu crenuanbHO pacCUUTAaHHOM IO BPEMEHHM BBEIEHHU COTJIACHO
HACTOSIIIEMY M300peTeHHUI0 Mpondepannst OTHOTO M HECKOJIBKHUX UX STHX THUIIOB KJIETOK,
HarpuMep, MOXKeT MaKCHMAaJIbHO HHIHONPOBATHCS HAa BEIMYUHY 10 NpHOIM3uTeNnbHO S0, 60,
70, 75 unu 80% wunu Oonee mpumepHO 3a 6-24 yaca, U BOCCTAHABIMBATLCSA 3a NMEPUOL,
IPUMEPHO PaBHBIN MM MeHbIIHH yeM npudmmsurensHo 30, 40, 45, 48, 50 unm 60 gacos.

. COXpaHEHHE UMMYHHBIX KJIETOK BHYTpPH OIMYXOJU C IMOMOIIBIO CIELUANBHO PACCUUTAHHOTO
no BpeMeHu BBeneHusi wunruoutopa CDK 4/6 npu noGaBneHuun kK KOMOWHALIUSM
XHUMHOTEPANTUHI/ MHMMONTOPa KOHTPOJIbHBIX TOUEK BEAET K IOBBILIEHHON TPOAOJIKUTEIbHOCTH
OTBeTa Ha JieueHne. MoxeT HabmoAaThCs Oosee BbICOKAs YacTOTa OMyXojecnennpuiecKux
T-kerok namsiTu. B HEKOTOPBIX MpUMepax MeauaHHas 4yacTota Ha 50 CyTKM MOce JeUeHus
MOXET OBITh 10 MeHbLIeH Mepe npumepHo B 1,2, 1,4, 1,6, 1,8,2,0, 2,2, 2.4 unu 2,6 pa3a BbIllIe
wm Oojiee MpHU CXeMe CO CIELHabHO PACCUUTAHHBIM NO BpeMeHH uHruouropom CDK
4/6/xuMUOTEPATIeBTUIECKHUM CPEICTBOM/HHIHOUTOPOM KOHTPOJIBHBIX TOUEK, YEM IIPU CXeMe

TOJIBKO C XUMHOTCPAIICBTUICCKHUM CpeI[CTBOM/I/IHFI/I6I/ITOpOM KOHTPOJIbHBIX TOYCK. bonbmas



JOJTOBEYHOCTb T-KJIETOK MamsiTH obecrnednBaeT 0ojiee MPOIOJIKUTENBHYIO 3aIUTY XO35IMHA

OT NMOPa’KEHHBIX 3a00JIEBAHNEM KJIETOK.

o nobaBieHHe CIEUAbHO PACCUUTAHHOrO MO BpeMeHH BBeneHus umHruoutopa CDK 4/6 k
KOMOMHHUPOBaHHOII  CXeMe€ C  XHUMHOTEpAaleBTUYeCKUM  CPEACTBOM/MHIMOHTOPOM
KOHTPOJIbHBIX TOYEK BeJIeT K OOJbIIEeMY YMEHBIIESHHIO ONYJISIIUY BHY TPHOIYXOJIEBBIX Treg.
B cootBercTBHH C OnpeaAcICHHbIMU BaApHUAHTAMHA OCYIICCTBJICHUA NOJIs1 BHY TPUOITY XOJIEBBIX
Treg B mony sty CD4+ T-kneTok nmpu npUMEHEHUH 3TON YTy YIIEHHONW CXEMbI MOJKET OBITh
BIUIOTh 10 mpubmusutensHo Ha 10, 20, 25, 30, 35, 40 wiu 50% HuKe MO CPABHEHHUIO C
Tepanueil XUMUOTEPATIEBTHYECKUM CPEACTBOM/UHTHOUTOPOM KOHTPOJIBHBIX TOYEK OTAEJIbHO
crycTs o MeHbIneit mepe 7, 8, 9, 10 wiu 15 cyTok miu Gonbimii nepuox nocie jedeHus. B
COOTBETCTBUU C OINPCACIICHHBIMU BapHUAHTAMH OCYIICCTBJICHUSA KHHCTHUKA I/IHFI/I6I/IpOBaHI/I$[
npomudepanu Treg 3amennsercs o cpaBHeHnto ¢ CD8+ T-kneTkamu, yka3biBasi Ha TO, UTO
CD8+ T-kJeTKH 3aIuIIeHbl JTyqIe.

B cooTBercTBUM ¢ OJHUM HEOrPAHUYUBAKOIIUM BapUAHTOM OCYIIECTBJIEHUS CHELUAIbHO
paccurTaHHOEe TO BpeMeHH BBeaeHue uHruoOutopa CDK 4/6 Bkmtroyaer B cebsi CEeNEKTHUBHBIMH,
OBICTPOEHCTBYIOLIHH, XapaKTePU3YIOIUICS KOPOTKUM MEPHOAOM oy ku3Hu uHruourop CDK 4/6,
coenuHeHrue | (CM. HIKE), XUMHUOTEPANEBTUYECKOE CPEICTBO, LIUTOTOKCHYECKOE B OTHOIICHUH
3¢ ($EeKTOPHbIX UMMYHHBIX KJIETOK, HalpuMep, OKcamurjatuH, u aHtureno k PDI1, PD-L1 wuwm
CTLA4. B cOOTBETCTBUU C APYTMM BAapUAHTOM OCYLIECTBIEHMs CHELMAJIbHO PACCUUTAHHOE IO
Bpemenu BBeeHue naruouropa CDK 4/6 Bkiovaet B cebst coenunenue 1, kapOOIUIaTHH U aHTUTETIO
k PDI1, PD-L1 wimu CTLA4. B cOOTBETCTBHHM C OJHUM aCMEKTOM HACTOSIIEr0 M300pETeHHs pak
npenCTaBsieT cOOOH METKOKIeTOUHY 0 KapiuHomy jerkoro (SCLC). B cooTBeTcTBHH ¢ e111e OTHUM
BapUaHTOM OCYIIECTBJIEHHUS CIIELHANBHO PACCYMTAHHOE 10 BpeMeHH BBeaeHue naruouropa CDK 4/6
BKJItOUaeT B ce0si coenunHenue I, atonosun u antureno k PD1, PD-L1 unu CTLA4. B coorBeTcTBUH
C OIHUM acCMEKTOM 3THUX BAaPUAHTOB OCYINECTBJICHHS PaK MPEACTABISIET COOOW MEJKOKJIETOYHYIO
KapLHHOMY JIETKOTO. B COOTBETCTBUHU C elie OTHUM aCIeKTOM KapOOIJIATHH U STOMO3UI PUMEHSFOT
B KOMOWHAIHH.

Kparkoe onrcaHne BapHaHTOB OCYIIECTBJICHHs HACTOSIIETO n300peTeHus Oojee moapodHO
MPENCTaBIEHO HUXKE.

B CcOOTBETCTBHU € acmeKTaMH HACTOSIIUM H300pEeTEeHHEM BKIIIOYAKOTCS CIIOCOOBI JIEYeHUs
paka WM OMyXOJu y CyObeKTa C MOMOINBI0 YCUJICHHS MPOBOCHAIUTEIbHOTO MHUKPOOKPYKEHHS
MOCPEACTBOM NMPUMEHEHUs PErJlaMEHTUPOBAHHOIO IIPOTOKOJIA JIEUEHHUs], BKIFOYAIOIIEr0 CIeLHaIbHO

paccunTaHHOoe 1O BpeMeHH BBenenue wuHruOutopa CDK4/6, Hampumep, CeleKTUBHOIO,
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OBICTPOEHCTBYIOIErO, XapaKTePH3YIOLIErocss KOPOTKHUM IEPUOIOM TIIONYKU3HU HMHIHOWTOpa
CDK4/6, B koMOMHaLIMH ¢ XUMUOTEPANIEBTHYECKUM CPECTBOM, HAIPUMEp, XUMHOTEPANIeBTHIECKUM
CPEICTBOM, KOTOPOE SIBJISIETCS UTOTOKCUYECKUM B OTHOIIEHHUH () (HEeKTOPHBIX IMMYHHBIX KJIETOK, U
UHIHOUTOPOM MMMYHOJIOTHYECKHUX KOHTPOJIBHBIX TOUeK. bbuto 0OHapy:KeHO, YTO MpU NPUMEHEHUN
unrudbutopa CDK4/6 BO BpeMsi CxeMbl KOMIUIEKCHOW Tepamud ¢ XUMHOTEPAleBTUYECKUM
CPeACTBOM/UHTHOUTOPOM HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK 3((EeKTOpHbIE HMMYyHHbBIE
KJIETKH, Takhe Kak T-TuMQOLUTHL, 3alUINeHbl OT TOKCHYHOCTH XUMHOTEPAIIEBTUYECKOrO CPEeCTBA
U n30aBiieHbl OT BPEMEHHOIro OJIOKMPOBAHMS KJIETOYHOIO IMKJIA B TPHCYTCTBUU BBI3BAHHON
XUMUOTepanue rudenn MMMYHOT€HHBIX KIETOK MOCPEACTBOM criocoda, KOTOpBIH obecrieunBaer
3HAYUTENIBHO YJIy4lLIEHHOE NMPUMUPOBAHUE U aKTHUBALMIO MPOTUBOPAKOBOIO MMMYHHOIO OTBETa U
NpOTUBOPaKOBbI 3 dekt, uem 6e3 npumenerus uarudutopa CDK4/6. Takke Oblio 0OHapY keHO,
4TO NpHU npuMeHeHnu uHrudbutopa CDK4/6 Bo Bpemsi cxeMbl Tepanuu ¢ XUMHOTEepareBTHIeCKUM
CPEICTBOM/UHTUOUTOPOM ~ HUMMYHOJIOTMYECKUX  KOHTPOJIbHBIX ~ TOYEK  IPOTHBOOIMYXOJEBast
AKTHBHOCTb YCHJIMBAETCSI C IIOMOINBIO HE3aBUCHUMBIX M 3aBHCHUMBIX OT KJIETOYHOIO IMKJIA
MEXaHU3MOB, B TOM YHCJI€ C TOMOLIbIO CEJIEKTUBHOTO COKpAILEHHsI Oy AL BHY TPHOIYXOIEBbIX
Treg, coxpaHEeHUs] MPOBOCIATHUTENbHBIX 3()(PEKTOPHBIX MMMYHHBIX KJIETOK, TAKHUX KaK OIyXOJIb-
UHQUIBTPUPYIOLINE JUMQOLUTHL, U YBEJIUYEHHONW NPOJOJLKUTENPHOCTH OTBETa Ha JIeUeHHeE.
KonTtponupyemoe unrubuposanune CDK4/6 ¢ ucnonb3oBannem unrudbutopa CDK4/6, nanpumep,
CEJIEKTHBHOI0, XapaKTepU3YIOLIErocss KOPOTKUM MEePHOAOM Noiyku3Hu uHruoutropa CDK4/6, B
KOMOMHALMM C XUMHOTEPANEeBTUUYECKUM CPEACTBOM W HHTHOUTOPOM HMMYHOJOIHMYECKUX
KOHTPOJIHBIX TOYEK, KOTOpbIE OMHCAHbl B JAHHOM JOKYMEHTe, 00eCneynBalOT 3HAYUTEIbHOE
NOBBILIIEHNE TIPOTHBOOIYXO0JIEBBIX 3()(HEKTOB 10 CPAaBHEHUIO C BBEEHHEM XMMUOTEPANIeBTUYECKOTO
CPencTBa M MHTHONTOpPa UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK OTAEIBbHO MU C HEMPEPbIBHBIM
unrubuposanrem CDK4/6 ¢ ucnonb3oanuem unrudouropa CDK4/6, no3upyemMoro execyToO4HO, B
TOM YHCJIE AEHCTBYIOMINX O0JIee MPOoAoLKUTEIbHOE BpeMst nuHruoutopos CDK4/6, B koMOuHaImm ¢
UHTHOUTOPOM UMMYHOJIOTHYECKHX KOHTPOJBHBIX TOYEK.

MHorue XUMHOTEpareBTHYECKHe CPECTBa, HanpuMmep, 0e3 orpaHUYeHHs, HHIHOUPYIOIIne
cuHre3 Oenka nim nospesxaatromue JJHK xuMuoTepaneBTnieckie cpeacTna, Kak MPaBUilo, SIBISTFOTCS
HecrerMpUIeCKUMH U TOKCHYHBIMH JJIsI HOPMAJIbHBIX, OBICTPO JIENAIINXCS KJIETOK, B TOM YHCIIe
3¢ GEeKTOPHBIX UMMYHHBIX KJIETOK, U FéMaTOJIOrnYeCcKrie TOKCUYHOCTH, TAKUe KaK MHEJIOCYIPeccHs,
SBISIFOTCS.  PACIPOCTPAHEHHbIM TOOOYHBIM 3G (EeKTOM XUMHOTEPAIeBTHUECKOrO  JICUEHHS.
D¢ dexTopHBIE NMMYHHBIE KJIETKH 00BIMHO TpeOyroT akTuBHOCTH CDK4/6 nnst nponudepanuy, T.e.

OHHU SIBJISIFOTCS peruIMKaluoHHO 3aBucumbiMu oT CDK4/6 (cm. Roberts et al. Multiple Roles of Cyclin-
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Dependent Kinase 4/6 Inhibitors in Cancer Therapy. JNCI 2012;104(6):476-487). Bce ocHOBHBIE
THUIIbI BHYTPUOMYXOJIEBbIX HMMYHHBIX KJIETOK, Hanpumep, CD4+ T-knerku, CD8+ T-kneTku, kieTku-
ecrectBeHHble KuIepsl (NK) u mpoucxonsimye U3 MHEOUIHOTO POCTKA CYNPECCOPHBIE KIIETKU
(MDSC), siBnsroTcst uyBCcTBUTENbHBIME K HMHrubuposanmo CDK4/6. ITocpencTBoM mpuUMeHEHHUs
CEJIEKTUBHOTO, OBICTPONEHCTBYIOINETO, XapaKTEePU3YIOLIErocss KOPOTKMM IEPHOAOM IOy KH3HU
uaruouTopa CDK4/6 Bo Bpemst XUMHOTEpaneBTHIECKOro JeueHus 3¢ HeKTOpHbIE MMMy HHBIE KIIETKH,
KOTOpbIE SBJSIFOTCS UyBCTBUTEIBHBIMU K TOBPEXIAIOIIUM 3(QdexTaM XHUMHUOTEpaneBTUIECKUX
cpencTB BO Bpems mpoudepauuu, BpeMeHHO Onokupyrorcs B (pasze GO/G1 kJI€TOYHOro IMMKIIA.
ITocpencTBOM 3alUThI TUX KJIETOK OT MOBPEKAAOLINX 3 (HEKTOB XUMHOTEPANIeBTHIECKUX CPEACTB
NPUMEHEHHUE CIIeHAJIbHO PACCYMTAHHOIO MO BpeMeHH BBeneHus mHruouropa CDK4/6 coxpanser
UMMYHHYIO (QYHKIHIO, YCHIIMBAET aKTUBALMIO T-KJIeTOK U MoBbIIIaeT 3G PeKTHBHOCTb HHT'HOUTOPOB
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYEK, 3HAYMTEJIbHO YJyullas MPOTUBOPAKOBBIM HMMYHHbIN
OTBET.

B cooTBeTcTBUM C HEOTPAHUYUBAKOMIMMU UJUIIOCTPATUBHBIMY BApUAHTAMU OCYIIECTBIICHUS
npuMepbl 5 u 9, ¢ur. 10, 11, 19, 20 moaTBep:KAAIOT, YTO CHEIHAIBHO PACCUUTAHHOE IO BPEMEHH
nosupoBanue wuHruonropa CDK4/6 B komMOuWHammm ¢ XHMHOTEPAaNeBTUYECKUM CPEINCTBOM U
UHTHOUTOPOM MMMy HOJIOTHYECKUX KOHTPOJIBHBIX TOYEK CEJIEKTUBHO 3alUIIAET
IPOBOCHAJINTENbHbIE HH(WIBTPUPYIOIINE BHYTPb OIYXOJH HMMyHHbIE KIETKH, IIPH 3TOM
CEJIEKTUBHO CHIDKAs BHYTPHOITYXOJIEBYIO TMOMY JIALIUEO MIPOTUBOBOCHAIUTENBHBIX
UHQUIBTPUPYIOIUX KJIETOK, Takux kak CD4+/CD25+ Treg kierku. DTO yKa3blBaeT Ha TO, YTO
KOHTpoupyemoe nHruOmposanue mytu ¢ ydactueM CDK4/6 Bemer k motepe cynpeccupyromeit
¢dyHkuun y Treg KI€TOK U U3MEHsAET X CIIOCOOHOCTh K MHIrMONpoBaHuto nponudepannn T-kieTok.
OnsTh ke, B KavyeCTBE WUTIOCTPATHBHOIO BapuUaHTa OCYINECTBJEHHsI B mpumepe 5, Ha ¢wur. 11
NIOKa3aHO, YTO AOJIsI BHYTPHOITYX0JeBbIX Treg kieTok Opiia Ha 40% HUKe y KHUBOTHBIX, MOy YaBLINX
KOMOHMHALIUIO CHeLHagbHO PacCYUTaHHOTO no BPEMEHHU MHrHOuTOpa
CDK4/6/xuMuoTepareBTHIeCKOro CpeCTBa/HHIMONTOpAa HMMY HOJIOTHUECKHX KOHTPOJIbHBIX TOYEK
[0 CPaBHEHUIO C >KMBOTHBIMHM, IOJYYAIOIIUMHU XHMHOTEPANEBTHYECKOE CPENCTBO M HHIUOUTOP
MMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUeK 0€3 CIelHalbHO PACCUMTAHHOTO IO BPEMEHH BBEICHUS
no3bl nHruouTopa CDK4/6. CooTBETCTBEHHO, BKJIIOYEHHE CIIELUAIBbHO PACCUUTAHHOTO 110 BPEMEHU
BBE/IEHHUE JI03bl CEIEKTUBHOIO, OBICTPOEHCTBYIOIIET0, XapaKTePU3YIOIErocsi KOPOTKUM MEePHOAOM
noiykusHu wuHruouropa CDK4/6, kortopblii omnncaH B JaHHOM JOKYMEHTe, oOecrednBaeT
LIEJICHATIPABJICHHBbII TOAXOJ K YCTPAHEHUIO HEXEIAaTeNbHbIX 1Teg-KJIeTOK U IOBBILIEHUIO

UHQUIBTPATOB MPOBOCHATUTENBHBIX 3(P(HEKTOPHBIX UMMYHHBIX KJIETOK.



B TO Bpems kak CreluaibHO pacCYMTaHHOE IO BpeMeHHu BBeneHue mHruoutopa CDK4/6
BEleT K MEpPBOHAYAJIBHOMY 3HAUUTENbHOMY CHIDKEHHUIO Mposudepaluy HUMMyHHBIX KJIETOK (CM.
npumep 10, roe cHUXKeHue cocTaBisieT bosee 75%), a mposudeparius mone3Hbix T-KJIETOK B MOAETSIX
Ha JKMBOTHBIX NTOJHOCTBIO BOCCTAHABIMBAETCS, KaK MPABUIIO, MO MeHbIel Mepe Ha 1,5, 2, 2,5 unu 3
CYTOK no3:xe. bonee Toro, o0mmas sKcnpeccus reéHOB, aCCOLMUPOBAHHBIX C AKTUBALUEH JTUM(OLUTOB
¥ TOBBIIAIOIIEH perysinueil NMpOBOCHANUTENBHOTO IUTOKHMHA HHTep(depoHa 7y, 3HAYUTEIBHO
ycunuBaeTcst (CM. HEOTpaHMUYMBAIOIME WJUIFOCTpaTuBHBIE mpumepsl 12 u 13, ¢ur. 25-31).
CpaBHUTENBHO, T€HBI, ACCOLMHUPOBAHHBIE C UMMY HOAETIPECCUBHBIMI MeTaO0INIeCKUMH IPOLIECCAMU
¢ popMaMu KHCIOPOAA, MOABEPTratOTCs MOHMKAIOLIEH PEeryJIsyY, YKa3blBas HA TO, YTO BPEMEHHOE
OJOKMPOBAaHHUE KJIETOUHOTO LHKJA B MHPWIBTPHPYIOIIUX B OMYXOJb MMMYHHBIX KIJIETKAX MOXKET
BECTU K MOJAYJISILMM OJKCIPECCUU TEHOB, NPUBOASALICH B pe3ysbTaTe K IIPOBOCHAIUTEIBHOMY
OIyXOJIEBOMY MHUKPOOKPY>KEHHIO, KOTOPOE SIBJIIETCS ONaronpusTHBIM JJIsI TOBBIIIEHUS] aKTUBHOCTH
MHTUONUTOpPAa HMMMYHOJIOTHUECKIX KOHTPOJBHBIX TOYEK (CM. HEOTPaHHMUYUBAIOIIUI WILTIOCTPATUBHBIN
npumep 14, pur. 32-37).

BaxxHO, 4YTO cHneLMasbHO PACCUUTAHHOE IO BPEMEHU BBEACHHE MO03bl CEJIEKTUBHOIO,
OBICTPOEHCTBYIOIErO, XapaKTEPH3YIOLIErocss KOPOTKHUM IEpUOIOM TIOJNYKH3HH HMHIHOWTOpa
CDK4/6 B koMOMHAIIMU C XMUMUOTEPANIEBTUYECKUM CPEICTBOM U HHIMOUTOPOM HUMMYHOJIOTHYECKUX
KOHTPOJIbHBIX TOYEK BEAET K MOBBIIEHHON MNPOAOKUTENBHOCTH OTBETA Ha  JICYCHHE.
Heorpannumnsaromuii ULTIOCTpaTUBHBLI puMep npencrasieH B npumepe 11, ¢ur. 23 u 24, KOTOpBIH
HOATBEPIKAAET, YTO OONBINYI0 YACTOTY omyxousecrenudpuueckux T-KIeTOK MamsiTh HaOMIOAAIT B
Mozmensix onyxoned, korma wuHruoutop CDK4/6 no0aBnsioT K KOMIUIEKCHOW Tepamuu C
XHUMUOTEPANeBTHYECKUM CPEICTBOM/HHIHOUTOPOM UMMY HOJIOTHUECKUX KOHTPOJIBHBIX TOYEK B 3TOM
WITFOCTPATUBHOM IIPUMEPE, YTO MPUBOAUT B PE3yJbTaTe K JBYKPATHOMY YBEJIMYEHUIO MOMYJILUN
onyxonecrierpuyeckux T-KI€TOK NaMiATH [0 CPaBHEHUIO C KOMIUIEKCHOH Tepamnuel ¢
XHUMUOTEPANeBTUYECKUM CPEICTBOM/UHIMOUTOPOM HMMMYHOJOTMYECKHX KOHTPOJBHBIX TOUEK Oe3
unrudburopa CDK4/6. Kpome TOro, 3amep’kka MpOrpECCHPOBAHMSI OIMYXOJU 3HAYUTETHHO
yAy4llaeTcss IpPU MNPUMEHEHUU CHELUAIBHO PACCUUTAHHOIO IO BPEMEHU BBEIACHUS [103bl
CEJIEKTUBHOTO, OBICTPONEHCTBYIOINETO, XapaKTEePU3YIOWIErocsi KOPOTKMM IEPHONOM IOy KU3HU
uaruoutopa CDK4/6 B xoMOMHAIMM ¢ XUMHOTEPANEBTHYECKHM CPEICTBOM H HHTHOUTOPOM
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYEK I1I0 CPAaBHEHHIO C JIEYEHHUEM XUMHOTEPANEBTUYECKUM
CPEICTBOM U MHIHOUTOPOM MMMYHOJIOTHYECKHX KOHTPOJIbHBIX Touek Oe3 nHruouropa CDK4/6 wm

HerpeprlBHBIM HHruOupoBanueM CDK4/6 ¢ ucnonszoBanuem unruouropa CDK4/6, nosupyemoro
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€XKeCyTOYHO, B KOMOMHALIMKM C HHTUOUTOPOM HMMMYHOJIOTHUECKHX KOHTPONBHBIX To4ek. (Cw.
npumeps! 7 u 16, gur. 14, 15 u 38).

COOTBETCTBEHHO, COIJIACHO ONHOMY AacCHeKTy HACTOSILEro H300peTeHHs] HacTosIiee
n300peTeHne OTHOCUTCS K YJIyULIEHHOMY CIIOCOOY JIeUeHUs X035IMHA, HallpUMep, YeJIOBeKa, C PAKOM
WJIH Oy XOJIbEO, KOTOPBIN BKJIOYAET B ce0si o0ecnieueHne CyOpeKTa CrelnajbHO PACCUUTAHHBIM 110
BpEeMEeHH BBeIeHHeM cenekTuBHOro uaruontopa CDK4/6 B kxomOuHammm co CXeMOH JiedeHus
XUMUOTEPANEeBTUYECKUM CPEICTBOM M MHTHOUTOPOM HMMMYHOJIOTHYECKHUX KOHTPOJBHBIX TO4UeK. B
COOTBETCTBHU C OJIHUM BapHUaHTOM OCYILNECTBJICHHS BBEICHHE O3Bl CEJIEKTUBHOIO HWHIUOHMTOpA
CDK4/6  sBnsercst  CHenMalbHO  PAaCCUMTAHHBIM [0  BPEMEHU  Iepel  BBEICHHEM
XUMHOTEPANEBTUYECKOrO CPEACTBA WM BO BpeMsl Hero. B COOTBETCTBUM C OAHUM BapHaHTOM
ocymectienus: nHruourop CDK4/6 BBOAST TOJBKO mIepen BBEAEHHEM XHMUOTEPaNeBTHYECKOTO
CpeACTBa WJIM BO BpeMsl HEro. B COOTBETCTBUM C OJHUM BApUAHTOM OCYLIECTBJICHUS JIEYEHUE
BKJIFOYaeT B CeOs MHOTOCYTOUHBIM IIMKJ Jie4eHus, comepkamuii (aszy wuHIykuun u (dasy
NOAJIEPIKAHUSA, TIPH 3TOM (paza MHAYKIUH BKJIIOYAET B ce0s CreluaibHO PACCUMTAHHOE 10 BPeMEeHH
BBeZleHUe celiekThBHOro nHruouropa CDK4/6, XuMHOTEpaneBTUYECKOro CPeACTBAa U MHTHOUTOpA
KOHTPOJIBHBIX TOYEK, PU 3TOM celeKTHBHbIH nHruourop CDK4/6 BBOIST TONBKO OJHOBPEMEHHO C
BBEJCHUEM XUMHOTEPANIEBTUYECKOrO CPEACTBA MM IMepe] HUM, HalpuMep, MeHee 4YeM
NPUOIM3UTENBHO 32 8 YacOB, MEHee YeM NMPUOIU3UTETBHO 32 7 4acOB, MEHee YeM MPUOIH3UTENbHO
3a 6 4acoB, MEHee YeM MPHUOJU3UTENILHO 3a 5 4acOB, MEHee 4eM MPUOIU3UTENBHO 32 4 Yaca, MeHee
4eM MPUOIM3UTENBHO 32 3 Yaca, MeHee YeM NPUOIM3UTENbHO 32 2 Yaca, MeHee YeM NMPUOIH3UTENbHO
3a 1 vac unm npubnusuTensHO 32 30 MUHYT IO BBEACHHUS] XMMHOTEPAIIEBTHUECKOTO CPENICTBA;, MPH
5ToM (a3a nojseps>kaHus BKIKOYaET B ceOs BBEJIEHHE TOJIbKO MHMMONTOPa KOHTPOJIbHBIX TOYEK, U ITPU
5ToM (pa3a mommep’KaHUsl OCYILIECTBISIETCS IOCHEe ONHOM WM HecKonbkux (a3 mHaykmmm. B
COOTBETCTBUHU C OZHUM BapHaHTOM OCYINECTBIIEHHs (pa3a moanep:kaHus BKIOYAeT B ceOsl BBEACHUE
MHMHONTOPAa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK OIMH WIIM HECKOJIBKO pa3. B cooTBercTBuu C
OOHMM BapUaHTOM ocyuiecTsieHus: uHruonrop CDK4/6 mpencraBnsier coOOH CeIeKTHBHBIN,
OBICTPONEHCTBYIOIINH, XapaKTepU3YIOIIUICS KOPOTKUM NEpUOAOM MOJYXU3HU HMHTUOHUTOP,
KOTOPBII 00ecreurnBaeT BpEMEHHYIO 3alUTy 3PPEKTOPHBIX KIMMYHHBIX KJIETOK, TO3BOJISISI OBICTPBII
NOBTOPHBIN BXOH 3(QEKTOPHbIX HMMYHHBIX KJIETOK B KIETOYHBIH LUKJI, YTO OOecrnednBaeT
BO3MOXKHOCTb aKTHBALIMK U MpoiHdepaLuy nocie npekpaieHnst XUMUOTepaneBTHIecKoro sgdexra
BO BpeMs (¢a3bl HUHAYKOUM. B COOTBETCTBHMM C OIHHUM BapHaHTOM OCYLIECTBJICHUS
XHUMUOTEPANeBTUYECKOE  CPENCTBO  NpEeACTaBisgeT CcoOOM  CpeAacTBO, KOTOpOe  sBISAETCA

OUTOTOKCHYCCKHUM HJIM INUTOCTATUYCCKUM IOJIA S(bd)eKTOprIX HMMYHHBIX KJIETOK, HaIllpUMED, oe3
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orpaHMYeHHs1, THrHOUTOp cuHTe3a Oenka, noppexxkaaromee JJHK xumuorepanesrudeckoe cpencTso,
aNKUJIMpPYIOllee CPeACTBO, MHruOuTop TOomousomepasbl, uHruobutop cuHresa PHK, cpenctso,
ces3biBarolnee komriekcel JIHK, TrHonaTHOe ankunupyroliee CpeacTBo, I'yaHHHOBOE aJIKUIHPYOIIee
CPEACTBO, CPEICTBO, CBs3biBaromee TyOysuH, mHruOurop JAHK-monmmmepaspl, mpOTHBOPAKOBBIN
¢depmenT, unrnouTop RAC1, HHTUOUTOP TUMUAMIAT-CUHTA3bI, 0KCa30(OCHOPHHOBOE COEUHEHHE,
UHCHOUTOP WHTETPHHA, TAKOH KaK IMJICHTHTHA, KAMITOTELUH WM FOMOKaMITOTEeLHH, aHTH(OoIaT
WM aHTUMeTa0oMuT (osaTta Ui UX KOMOUHAIUSA.

B cooTBeTCTBHH C ele OHUM aCIeKTOM HACTOSIIIero H300peTeHus HacTosIIee H300peTeHne
OTHOCUTCA K CIOCOOY YBEIMYEeHHs MNOMYJSILIUU IPOBOCHATHUTENbHBIX 3((EKTOPHBIX HMMYHHBIX
KJIETOK B TIOMYJISILMN HUHOUIBTPHPYIOIINX BHYTPb OMYXOJH UMMYHHBIX KJIETOK y CyOBEKTa C PAKOM
YUTU OITYXOJIBIO, BKJTFOUAIOIEMY CIIEIIHATBHO PACCUUTAHHOE [0 BPEMEHH BBEICHNE CYOBEKTY, TAKOMY
Kak 4eyoBek, 3pdekTHBHOro kosmdectsa ceinektuBHoro uHruoOutopa CDK4/6 B xome neueHus
XUMUOTEPANEBTHYECKIM CPEICTBOM H HHIHOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOUEK, KaK
OIHCAaHO B JAHHOM JOKYMEHTe. B COOTBETCTBUM C OJHUM BapHAHTOM OCYLIECTBJICHUS IOITYJISALIUS
IPOBOCHAJIUTENbHBIX 3()(EKTOPHBIX UMMYHHBIX KJETOK YBEJINYMBAETCS HA BEJIMYUHY BIUIOTH A0
10%, 20%, 30%, 40%, 50% wunau Oojiee MO CPAaBHEHUIO C TMOMYJISILIUEH MPOBOCTIANIUTENbHBIX
3¢ GEeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe MOMYJSALUN HHQWIBTPUPYIOLINX BHYTPb OMyXOJIH
UMMYHHBIX KIJETOK Oe3 CHelHabHO pPAcCYMTAHHOTO [0 BPEMEHH BBEIEHHS CEJIEKTHBHOTO
uaruoutopa CDK4/6. B coOTBeTCTBMH € OJHMM BapUaHTOM OCYIIECTBIICHHS CElEeKTUBHBIN
unrubutop CDK4/6 npencrasinsier coboil ObICTPONEHCTBYOMINH, XapaKTEPU3YIOIUNACST KOPOTKUM
nepuoaoM noutyskusHu uaruoutrop CDK4/6.

B cooTBeTCTBHH C ellle OTHUM aCMEKTOM HACTOSIIEro H300peTeHns HacTosIee H300peTeHne
OTHOCHUTCS K CIIOCOOY MOBBIIIEHUS] aKTHBALWHU T-KJIETOK B MOMYJISIMYA HHPIIBTPUPYIOIIUX BHYTPh
OIyXOJIM IMMYHHBIX KJIETOK Y CyOBbEKTa C pAKOM MIIH OITyXOJIBIO, BKIIFOYAIOLIIEMy BBeIeHUE CyOBEKTY
3¢ (ekTHUBHOrO KoIHUecTBa celeKTUBHOro nHruontopa CDK4/6, xumuorepaneBTH4eckoro cpeacTna
¥ MHIHOMTOpPAa MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK, KaK OMHCAHO B JAHHOM IOKyMeHTe. B
COOTBETCTBUH C OJJTHUM BapHaHTOM OCYLIECTBICHUS aKTUBHpOBaHHas T-KiieTka npesncTaBiseT coOon
CD4+ T-knetky. B cooTBeTCTBMM C OTHUM BapHAHTOM OCYINECTBJICHHUS aKTUBUPOBaHHAs T-KjeTka
npexacrasiser coboit CD8+ T-knmerky. B cooTBercTBMM € OJHUM BapHaHTOM OCYLIECTBIICHHS
aKTHBHUPOBaHHblE T-KJIETKU MpOoAyLHPYIOT UHTepdepoH y. B cooTBETCTBUU C OJHUM BapUaHTOM
OCYILIECTBJICHUS] MPOLIEHT AKTUBUPOBAHHBIX T-KJIETOK B MOMYJISIUH HHPWIBTPUPYIOIIUX BHYTPH
ONyXOJIM MMMYHHBIX KIIETOK cocTaBiseT npubmusurensHo 5%, 10%, 15%, 20% wunu Oonee. B

COOTBCTCTBHMU C OJHHM BApPHUAHTOM OCYLICCTBJIICHUA TIIPOAYKIUA I/IHTep(l)epOHa Y MNOBbLIIACTCA
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BCiencTeue mnoBblmatomen perymsunn reHa INFG. B coorBercTBuM ¢ OIHHM BapHaHTOM
OCYLIECTBJIEHUS MPOAYKLUUs HUHTep(epoHa y MOBBIMIAETCS BCIEACTBHE IMOBBIAKOLIEH PEryJaLuu
resa IL2. B cooTBeTcTBMM C OZHMM BapHaHTOM OCYINECTBIICHHs NPOAYKLUUS HHTepdepoHa Y
MOBBIIIAETCS BCJIECTBUE NOBBIIAIOIIeN peryisuuu reHa IL18. B cooTBeTcTBUY ¢ OAHUM BapUAHTOM
OCYIIECTBJICHHs MPOAYKUMS MHTeP(EpOHa Y IMOBBIIIAETCS BCIEICTBHUE NOBBILNAONMIEH PEryJsIuN
reHa LTA. B cooTBercTBUY ¢ OJHIM BapHaHTOM OCYINECTBICHUS ceNeKTHBHbIN nHrubutop CDK4/6
npeAcTaBseT coO0 OBICTPOAEHCTBY IO, XapaKTepU3YIOIIUICA KOPOTKHUM IIEPUOIOM IOy KU3HU
unruoutop CDK4/6.

B cooTBeTCTBMM C OJHUM aCHEKTOM HACTOSINEro H300peTeHHs B JAaHHOM JOKyMEHTE
IPENCTaBIeH CIOCO0 YMEHBINEHUs MOMy UM peryisaropHbix T-knerok (Treg) B momynsumu
UHQUIBTPUPYIOMUX BHYTPb ONYXOJM HMMYHHBIX KJIETOK y CyObekTa, CTpajalomero OT paka,
BKJIOUaromuii  BBemeHHe cyOwpekTy o ¢dexktuBHOoro kommuectsa uHrudburopa CDK4/6,
XHUMUOTEPANEBTHYECKOrO CPECTBA U MHITHOUTOpPa MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK, Kak
OMUCAaHO B JAHHOM JIOKYMeHTe. B COOTBETCTBUM C OIHUM BapUAHTOM OCYINECTBJIeHUs Treg
npexacrasysier coboit CD4+CD25+ Treg. B cooTBeTCTBUU C OAHHM BapUAHTOM OCYLIECTBJICHUS
HOMYJBSIIHS PETyJIATOPHBIX T-KJI€TOK B MONYJSIMMU MHQWIBTPUPYIOIINX BHYTPb OIYXOJH KJIIETOK
yMeHblaeTcs npuoiamusurensHo Ha 10%, 20%, 30%, 40% unu Oonee MO CpaBHEHUIO ¢ MOMyJISAuei
UHQUIBTPUPYIOIIUX BHYTPb OMyXOJU KIETOK OT cyObekTa, He monyuasiiero unruoutop CDK4/6,
XHUMHOTEPANeBTHYECKOE CPENCTBO U HHIMONUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUYEK COTJIACHO
TEPaNneBTUYECKONH CXeMe, KOTOpas ONuCaHa B JaHHOM JAOKyMeHTe. B COOTBETCTBHMH € OOHHUM
BAPUAHTOM  OCYIIECTBJIIEHUs cenekTuBHbI wuHruomrop CDK4/6 mnpencraBmser coboit
OBICTPOEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruourop CDK4/6.

B cooTBeTcTBUM C OJHUM aCIEKTOM HACTOSIIEro M300pETeHUs] HacTosllee H300peTeHne
OTHOCHUTCS K CIIOCOO0Y MHIHOMPOBAaHUSI MMMYHOCYPECCOPHONH (PYHKIIUH PEryJISTOPHBIX T-KJIETOK B
HOMYyJISIUUKA UHQUIBTPUPYIOLUINX BHYTPb OMYyXOJU HMMYyHHBIX KIETOK y CyOBEKTa C PakoM WIIH
OMyXOJIbIO, BKJIIOYAIOLIEMy BBelAeHHE CYObeKTy O((EKTUBHOTO KOJMYECTBA CENEKTUBHOIO
unruoutopa CDK4/6, XuMHOTeparneBTHUECKOrOo CpenCcTBa W HMHIMOMTOpPAa HMMMYHOJOTMYECKHX
KOHTPOJIbHBIX TOYEK, KaK OMHCAHO B JAHHOM JOKYMEHTe. B COOTBETCTBUM C OJHUM BapHaHTOM
ocyectnienus Treg npencrasisier codboit CD4+CD25+ Treg. B cOOTBeTCTBUY C OTHUM BapUAHTOM
OCYLIECTBJICHUS] IOHIKEHHYI0 HMMYHOCYNPECCOPHYIO (YHKLMIO peryJsaTopHeix T-kieTok
U3MEPSIIOT 110 CHIDKEHUIO YpoBHS Gocho-Rb. B cooTBeTCTBHM C OTHIM BapUaHTOM OCYLIECTBIICHHS
ypoBHU (pocdo-Rb B perynsitoproit T-KiIeTKe CHIKAIOTCS 110 MEHbIIeH Mepe nmpuMepHo Ha 5%, 10%,

15%, 20% wunm Oojee MO CpaBHEHUIO ¢ HEeOOpaOOTaHHBIMH pEryJATOpHbIMEH T-kieTkamu. B
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COOTBETCTBUU C ONHHMM BapHUaHTOM OCYIIECTBJICHHs ITOHIKEHHAs MMMYHOCYIIpeccopHasi (pyHKLHsS
peryiaTopHbIX T-KJIeTOK BeleT K MoBbllleHHOH mponudepanuun CD8+ T-knerok, Hampumep, mo
menbineii mepe Ha 10%, 20%, 30%, 40%, 50% wunu Oonee MO CPaBHEHUIO C TMOMYJsALUEH
UHQUIBTPUPYIOLIMX BHYTPh OIYXONM KIETOK OT CcyOBeKTa, HE IOJNy4YaBIIEro CIEHaIbHO
paccUMTaHHBIE IO BpeMeHH celekTuBHbIN HHrHoutop CDK4/6, xuMuoTepaneBTHYECKOe CPEACTBO U
UHTHOUTOP MMMYHOJIOTHUECKHX KOHTPOJBHBIX TOYEK COTJIACHO TEPAIEeBTHUUECKOW CXeMe, KOTopas
ONUCAaHA B JAHHOM JIOKyMEHTe. B COOTBETCTBUM C OZTHUM BapUAHTOM OCYLIECTBJICHHS CE€JIEKTUBHbBIN
uaruoutop CDK4/6 npencrasnsier coboil ObICTpONEHCTBYIOINH, XapaKTepPU3yOIIHNACSI KOPOTKIM
nepuoaoM nounyskusHu uaruourop CDK4/6.

B coOTBEeTCTBHMHM C OIHUM AacCIEKTOM HACTOSIIIEr0o H300pETeHUs! HacTosiee M300peTeHue
OTHOCHUTCS K crtoco0y ycmieHust o0pa3oBaHus onyxojiecnennpuaeckux T-KIeToK maMsaTH y CyObekTa
C pakoM WM OIyXOJbl0, BKIIOYAKOLIEMy BBeAeHHE CyObekTy 3(PQPEeKTUBHOIO KOJIMYECTBA
CIIELIMAIIBHO PaCcCYUTAHHBIX o BPEMEHH CEJIEKTUBHOIO UHruouTOpa CDKA4/6,
XHUMUOTEPANEeBTHYECKOTO CPECTBA U MHTHONTOpPa MMMYHOJOTMYECKUX KOHTPOJBHBIX TOYEK, Kak
OMHCAHO B JAHHOM JOKyMeHTe. B COOTBETCTBHM C OJHUM BapUAaHTOM OCYLIECTBJEHHs MPOLIEHT
omnyxonecrierpuaeckux T-kIeTok namsTy, 0OHapy KUBAEMbIX B CeJe3eHKe CyOBeKTa, IOBBILIIAETCS
10 MeHbLIeH Mepe mpumepHo Ha 0,25%, 0,5%, 0,75%, 1% wnu 6onee ot oOmeit monysiun T-KJIETOK.
B cooTBeTcTBHU C OJHUM BapHAHTOM OCYLIECTBJICHHS MPOLIEHT OMyXoJyecreupuiecKnx T-KIeTok
namsATH, OOHaPy KUBAEMBIX B KPOBH CyOBEKTa, MOBBIIIAETCS MO MEHbIel Mepe npumepHo Ha 0,5%,
1%, 1,5% wnu Oomnee ot oOmieit momymsimuu T-kierok. B COOTBETCTBMM ¢ ONHUM BapUAHTOM
OCyILIecTBJICHUs] celnekTuBHbIH uHruomrop CDK4/6 mpencraBniser coOoil ObICTpOAEHCTBYIOLIHIA,
XapaKTEePU3YIOLINHCA KOPOTKUM NEPUOIOM MOy ku3HN HHruoutop CDK4/6.

B cooTBeTCTBHM C OIHMM AacCIEeKTOM HACTOSIIEro H300peTeHUs! HacTosmiee H300peTeHue
OTHOCHUTCSA K CIIOCO0Y 3aIUThI BHY TPHUOITYXOJIEBbIX HMMYHHBIX KJIETOK OT XUMHOTEpAIHy y CyObekTa
C PpakOM WIH OMNyXOJbl0, BKJIOYANOIIEMY BBEIECHUE CYOBEKTy 3(P(PEKTUBHOTO KOJINYECTBA
CIIELIMAJIBHO PacCYUTaHHBIX o BPEMEHH CEJIEKTUBHOIO UHruouTOpa CDK4/6,
XHUMUOTEPANeBTUYECKOTO CPECTBA U MHTHOUTOpPa MMMYHOJOTHYECKUX KOHTPOJBHBIX TOYEK, Kak
OINHCAaHO B JJAHHOM JOKyMEHTE. 3allliTa BHYTPHOIYXOJEBbIX UMMYHHBIX KJIETOK OT TOKCHYHOCTHU
XUMHOTEpAIUH BeleT K yCHUJIEHHOMY IPOTUBOOITYXO0JIEBOMY UMMYHHOMY OTBeTy. B cooTBercTBuM C
OJJHUM BapUAHTOM OCYLIECTBJICHUS 3AIIUIIECHHbIE BHY TPUOIYXOJIEBbIE MIMMYHHbBIE KJIETKH SIBJISTFOTCS
BoiOpanHbiMu 13 CD8+ T-knerok, CD4+ T-knetok, kieTok-HaTypaibHbIX KujuiepoB (NK),
MOHOLIUTAPHBIX TPOUCXOMAIINX M3 MHEJIOUAHOTO pPOCTKa cynpeccopHbIx kierok (mMDSC) u

IPaHYJIOLUTAPHBIX MPOHCXOMAINX M3 MHEJIOUIHOTO POCTKa cympeccopHbix kietok (gMDSC). B
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COOTBETCTBHH C OJIHUM BapHAaHTOM OCYIIECTBJICHHS BBIPAXXEHHAs B IPOLEHTaX Npoiudeparus
BHYTPUOIYXOJIEBBIX UMMYHHBIX KJIETOK SIBJII€TCS IO MeHbLIe Mepe nmpumepHo Ha 5%, 10%, 15%,
20%, 25% nmm 30% Goree BBICOKOM, 4eM mpouudeparust IMMYHHBIX KJIETOK, OOHAPY KUBAIOIIUX CSI
B Ccelie3eHKe. B COOTBETCTBMM C OAHMM BapHUaHTOM OCYINECTBJIEHHS CEJIEKTUBHBIH HHIHOUTOP
CDK4/6 npencraBnsieT co0oi OBICTPOAEHCTBYIOIINM, XapaKTePU3YOLIHICS KOPOTKUM IEPUOIOM
noiy>kxu3Hu uaruourop CDK4/6.

Hurudurop CDK4/6, npumeHseMblii B 3TOH TepaneBTUUECKONH CXeMe, MOKET MPEeCTaBIATh
coboit moboii cenextuBHbld nHrHONTOP CDK4/6, KOTOPHBIN NOCTHraeT KeJaeMOol LeJH, Hanpumep,
6e3 orpanuuenusi, Tpuiaauukind (Gl Therapeutics, Inc.), pubouuknud (Novartis), maadonukIno
(Pfizer) mmm aGemanuknub (Eli Lily). B cooTBeTCTBHHM ¢ OJHMM BapHaHTOM OCYLIECTBJICHUS
UHTHOUTOP CDK4/6 NPENCTaBIsAET coboi CEJIEKTHUBHBI, OBICTpOAEHCTBYIOIIUIA,
XapaKTePU3YIOUINHCS KOPOTKUM MEpHUOJOM IOJY>KU3HHM, BpeMeHHbI uHruourop CDK4/6,
HanpuMmep, BeIOpaHHbIi u3 coenunenus 1 (Tpunammknud), I, I wm IV, koTopoe onmucano B JaHHOM

TOKYMEHTe, WU ero (papMareBTHYeCKH MpHeMIIeMO KOMITO3UIIMH, COJIHM, U30TOIHOTO aHAJIora Uir
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B cooTBeTCTBHM C OJHIM BapHAaHTOM OCYIIECTBICHHUS CEJIeKTHBHBIN, ObICTPOAEHCTBY FOIINH,
XapaKTEePU3YIOLINHCS KOPOTKUM nepuofoM nonyxusHu uaruourop CDK4/6 npencrasnser coboit
coequHenue | (Tpunauukiaub®) wuau ero (papMaleBTUYECKH MPUEMIIEMYIO KOMIIO3HMLIMIO, COJIb,
W30TOIHBIN aHAJIOT UJIU MPOJIEKAPCTBO.

Kak mpennosnaraercss B JaHHOM JOKyMeHTe, celieKTHBHbI uHruoOmrop CDK4/6 BBOAST
COIJIACHO CIIELHANbHO PACCYUTAHHON IO BpPEMEHHU TepaneBTUYECKON cXeMe, KOTopasl BKIJIIOYAaeT B
ce0s1 XMMUOTEpaNeBTUYECKOe CPEACTBO M MHIHOUTOP MMMYyHOJOTHMYECKHX KOHTPOJBHBIX TOYEK.
XUMHOTEpareBTHYECKOe CPENCTBO MOXKET MPENCTABISITh COO0O0H JT000€ XHUMUOTEpareBTHIECKOe
cpeacTBo, 3ppexTUBHOE WM MPUTOTHOE IJIs JICUEHUS PaKa, OMyXOJeH WM AaHOMAJIbHON KJIETOYHOMN
npoymdepanui. B cOOTBETCTBUH C OIHMM BapHAHTOM OCYLIECTBJICHUS CEJIEKTUBHBI WHTHOUTOP
CDK4/6 BBOZSIT Nepen BBEAEHNEM XUMHOTEPAIIEBTHUECKOT0 CPEACTBA WIIM OJHOBPEMEHHO C HUM JUJIst
TOro, 4T00bI 3(pheKTOpHBIE UMMYHHBIE KIETKH ObLTH 3a0JIOKMPOBAHBI BO BPEMsl T€PaNeBTHUECKOTO
OKHa JJIsl XMMHOTEPANeBTHYECKOrO CPEICTBa, CHIKAS WM HCKIIOYash TOKCHUYECKHe 3(PQPeKTh
XHUMUOTEPANeBTUYECKOrO CpEeNCcTBAa B  OTHOIIEHHH 3(P(EKTOPHBIX MMMYHHBIX KJIETOK. B
COOTBETCTBUU C OJHUM BApUAHTOM OCYINECTBICHUs celekTuBHbIH uHruowmrop CDK4/6 BBOmsT
CyOBeKTy MeHee YeM MPUOIU3UTETHHO 3a 24 4aca, mpubau3uTebHO 3a 20 4acoB, MPUOIUZUTETBHO
3a 16 yacoB, mpuOIU3UTENBHO 32 12 4acoB, NpUOMU3UTENBHO 32 8 4acoB, MPUOIM3UTENBHO 32 4 yaca,
npubNMM3uTebHO 3a 2,5 daca, npuOAM3uUTENbHO 3a 2 4waca, NOpuOIM3MTEIbHO 3a 1 4ac,

HpI/I6J'II/I3I/ITeJ'IbHO 3a Y2 4aca UM MeHee A0 JICHCHHs ¢ UCIIOJIb30OBAHUEM XUMHUOTEPAINIEBTUYICCKOTO
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cpencTBa. B COOTBETCTBUM C KOHKPETHBIM BAPHAHTOM OCYINECTBIICHHS CEJNEKTHBHBI MHIUOUTOP
CDK4/6 BBOASAT MpUOSU3UTENBHO 32 Y2 Yaca 10 BBENEHUS] XUMHOTEPANIEBTUUECKOro cpencTra. Kak
npaBwio, cenekTuBHbIA nHrnoutop CDK4/6 BBOIAT CyOBbeKTy mepen JedeHneM ¢ UCTIONIb30BAaHHEM
XHUMHOTEPANeBTUYECKOTO CPEACTBa, B pe3ynbpTare dero umHruourop CDK4/6 mocturaer mMKOBBIX
YPOBHEH B CBIBOPOTKE KPOBH 10 UJIH BO BPEMsI JICUEHHsI C UCIOJIB30BAHUEM XUMUOTEPAIeBTHYECKOTO
cpencTBa, dTO oObecrednBaeT BO3MOXKHOCTb WHrubmpoBaHust nponudepannn 3¢pQeKTOpHbIX
UMMYHHBIX KJIETOK, TAKAUM 00pa30oM 3aluInas uX OT HeOmaronpusTHeIX 3 ¢exToB xumuorepanuu. B
COOTBETCTBHUHU C OJIHUM BapUaHTOM ocyiuectsieHus nHruourop CDK4/6 BBOAST OJHOBPEMEHHO C
BO3JIefiCTBHEM XUMHOTEPANIEBTUIECKOTO CPEACTBA WM OJM3KO K HeMy. B kauecTBe anbTepHATHBEI,
uarubutop CDK4/6, onucaHHBII B JaHHOM JOKYMEHTE, MOYKHO BBOAMTBH IOCJTE BO3ICHCTBUS
XUMHOTEPANEBTUYECKOTO CPEACTBA, €CIH OTO JKENATeNbHO JUIsl YMEHBIIEHUS IOBPEXICHU
3¢ GEKTOPHBIX UMMYHHBIX KIJIETOK, aCCOLMHMPOBAHHOIO C BO3AEHCTBHEM XHMHOTEPAIEBTUYECKOTO
cpencTBa. B cOOTBETCTBUM C OIHUM BapHAHTOM OCYLIECTBJICHUS celeKTHBHbIN nHrHOnTop CDK4/6
npezacTaBiseT coOoH OBICTPONEHCTBY IO, XapaKTePU3YIOIIUIC KOPOTKHUM IIEPUOIOM IOy KU3HU
unruoutop CDK4/6.

Kax mnpenmonaraercs B JaHHOM JOKYMEHTE, CIELUAIbHO PACCUUTAHHOE IO BpPEMEHU
BBE/IEHHE CEJIEKTUBHOTO, OBICTPOJEHCTBYIOIIEr0, XapakTepU3YIOIErocs KOPOTKHUM IEepHOAOM
nogy>ku3Hu uHruoutopa CDK4/6, koTophlli OMMCaH B JAHHOM JOKYMEHTE, MOXHO M00aBHUTh K
IPOTOKOJIy KOMIUIEKCHOH Tepanmuu ¢ JIOBIM XUMHOTEPANeBTHYECKHM CPEICTBOM/MHTHOUTOPOM
UMMYHOJIOTUYECKHX KOHTPOJIbHBIX TO4eK. Hampumep, CeNneKTHUBHBINA, OBICTPOAEHCTBYIOMIHMA,
XapaKTEePU3YIOLIUICSI KOPOTKUM MEPHOAOM Monysku3Hu HHruourop CDK4/6 MOXHO BBOOUTH IJist
TOro, 4ToObI perunkanuoHHo 3asucumble oT CDK4/6 HSPC u 3¢ dexropHble UMMyHHBIE KIETKH
6nokupoBanuck B (aze Gl BO BpeMsi BO3NEHCTBUS XUMUOTEPANIEBTHUECKOTO CPEACTBA, TPU 3TOM
BCJIEACTBHE ObICTpOro ucuesHoBeHusi Ojokupyromero B Gl sddexra cenexkTUBHBIX,
OBICTPOZEHCTBYIOIINX, XapaKTePU3YIOIIUXCS KOPOTKMM MEPUOJOM IONY>KU3HH HHIHMOUTOPOB
CDK4/6, orncaHHBIX B JAHHOM AOKYMEHTE, 3HAUUTEIbHOE KOJIHMYeCTBO (P (PEKTOPHBIX MMMYHHBIX
KJIETOK TIOBTOPHO BXOIAT B KJIETOYHBIH LMKJ, U SBISIFOTCS CHOCOOHBIMH K PpEIUIMKALUM, U
AKTUBUPYIOTCS  BCKOpPE TMOCJA€  BO3ACHCTBUS  XHMUOTEPANeBTHYECKOIO  CPENCTBa, KOraa
UHIYLUPOBAHHAS XUMHOTEPAIIEBTHUECKIM CPEICTBOM T'MOeNb PaKOBBIX KJIETOK M CEHCHOMIM3aLNs
OIyXOJIEBBIMU AHTHI€HAMH SIBJISIOTCSI HanOosee BBICOKUMHU. B cOOTBeTCTBHU C OmnpeneseHHBIMU
BapUAHTAMH OCYIIECTBICHHS CEJICKTHBHBIN, OBICTPOINEHCTBYIOLIHI, XapaKTePU3YIOIIUICS KOPOTKUM
nepuonoM monyxkusan uHruomrop CDK4/6 BBOmST mepen BBENEHHEM XUMHOTEPANIEBTUYECKOTO

CpeacTea UJii OJHOBPEMEHHO C HUM, ITPU 3TOM XUMHUOTCPAIICBTUYICCKOE CPCACTBO BBOAAT. HAIIPUMED,



16

B 1-3 cyTku kaxxable 21 cyTku; B 1-3 cyTku kaxkasle 28 CyTOK; B 1 CyTku kaxkaele 3 Heneny, B 1 CyTky,
8 cyTku U 15 cyTku kaxable 28 CYyTOK, B 1 CyTKU U 8 CyTKH Kaxable 28 CyTOK; B 1 U 8 CyTKU KaxKble
21 cytkm; B 1-5 cyTku kaxzabie 21 cytku; B 1 cyTku Henenu B TeueHue 6-8 Henenb; B 1, 22 u 43 cyTky;
cytrku 1 wum 2 exeHenenbHO, cyTku 1-4 wu 22-25; 1-4; 22-25 u 43-46, u cCOriacHo
XMUMHOTEPANIEBTHYECKUM CXeMaM MOJO0HOro THma. B COOTBETCTBMM C OJHMM BapHAHTOM
OCYIIECTBJICHUS] CEJIEKTUBHBIHN, ObICTPONEHCTBYIOINH, XapaKTePU3YIOIUICS KOPOTKUM HEPHOAOM
noiyxusHu uHruoutop CDK4/6 BBomAT mnepex mo MeHblIeH Mepe OJHUM BBEAEHHUEM
XHUMHOTEPANEBTUYECKOrO CPEACTBA WJIM OJHOBPEMEHHO C HUM BO BpPeMsl XUMUOTEpPaNeBTUYECKON
CXeMbl JeueHus. B CcOOTBeTCTBUM C OJHUM BapUaHTOM OCYLUECTBJIEHUS CEJIEKTUBHBIN,
OBICTPONEHCTBYIOIIUH, XapaKTePU3YIOIIUICT KOPOTKUM mepuomoM mnonykusiu CDK4/6 BBomsT
nepexl OAHMM WJIM HECKOJbKMMM BBEIEHUSIMU XUMHOTEPANEBTHYECKOrO CpPEeAcCTBAa WU
OIHOBPEMEHHO C HUMHU BO BPEMSI XUMUOTEPAIIEBTUUECKON CXEMBI JIEUeHHsI. B COOTBETCTBUU C OIHUM
BAPUAHTOM OCYIIECTBJICHUS CEJICKTUBHBIN, OBICTPONCHCTBYIOLIHHA, XapaKTEPU3YIOIUICS KOPOTKUM
nepuopoM  monyxusHu — uHrHOutop CDK4/6  BBOmAT  mepen  KakIbIM  BBEACHHUEM
XUMHOTEPANEBTUYECKOrO CPEICTBA MU OAHOBPEMEHHO C HUM BO BPEMsl XMMHOTEPANeBTHUECKOU
CXEMBI JICUEHUSI.

Hacrosimee  n3o0pereHue  BKJIIOYAaeT  BBEeNEHHE WHIUOMTOpAa  MMMYHOJOTMYECKHX
KOHTPOJIbHBIX TOUeK. IHrMOUTOPBI NMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOUEK SBIISIIOTCSI H3BECTHBIMU
B YpPOBHE TEXHMKM W BKIIOUAlOT B ce0s, Hanmpumep, Oe3 orpaHuueHus, uHruobutopel PD-1,
uaruouTopsl PD-L1 u uaruburtopsr CTLA-4, a Takke nOpyrue, KOTOpbIE OMUCAHBI B JAHHOM
DOKYMEHTe, W TPU 3TOM HHTHOUTOP MOKET INPENCTaBISTh COOOH Mayiyro MOJEKyJy, aHTHUTElO,
apyroii Oenok uiay duonoruyueckuii npenapar. B cooTBeTCTBUN ¢ OJHUM BapHAHTOM OCYILECTBIICHUS
MHMMOWTOP HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK BBOIST OJHOBPEMEHHO C BBEIECHHEM
uaruoutopa CDK4/6 1 xumMuoTepaneBTHUECKOro CpefcTBa. B COOTBETCTBUU C OJHMM BapHaHTOM
OCYLIECTBJIEHUs] MHTHOUTOP HMMMYHOJIOTMYECKMX KOHTPOJBHBIX TOYEK BBOAAT OJHOBPEMEHHO C
BBeieHeM uHruomropa CDK4/6 m XUMHOTepaneBTHYECKOrO CpPEACTBA, a 3aTeéM BBOIAT C
PaBHOMEPHBIMU MHTEPBAJIaMU IIOCJIE HUX, HAIIPUMEP, OAMH Pa3 B HEAEIO, ABA pa3a B HENEIIO, TPU
pa3a B Hememwo uiau Oonee, ¢ uenbio noanepxkaHus dpdekra MHMMOMTOpPA MMMYHOJIOTMYECKUX
KOHTPOJIbHBIX TO4YeK. B COOTBETCTBMHM C JAPYrMMH BapHUaHTaAMH OCYINECTBIEHHS HHTHOUTOP
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYEK MOXHO BBOIUTH COIVIACHO 3apaHee OIpPENEIEHHOMY
TepaneBTUYECKOMY LUKy, Hampumep, B 1 cyTku 21-cyrounoro nukia, B 1, 8 u 15 cyrku 21-

CYTOYHOT'O UKJIa U TaK JaJice.
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B cooTBeTCTBHM ¢ OTHHMM aCIEKTOM HACTOSIIEro H300peTeHNs IPECTABIEeH CIIOCO0 JIeUeHuUs
paka y cyObeKTa, BKJIIOYAIOUINI Ha3HauUeHHE CyOBEKTy CXeMbl JO3UPOBAHUs, KOTOpPAas BKJIIOYAET B
ceOs1 BBeIEHHE XHMHOTEPANeBTHYECKOro cpeacTtBa B koMOuHammu ¢ wHruomropom CDK4/6 u
UHIHOUTOPOM HMMYHOJIOTHYECKUX KOHTPONbHBIX Touek. Murudutop CDK4/6 BBOAST B crieliaibHO
PacCUMTaHHBIM MO BPEMEHU CHOCOOOM Iepesl BBEACHHEM XHMHOTEPANEBTUUECKOrO CPENCTBA MIIN
ONHOBPEMEHHO C HUM. B COOTBETCTBMM € OJHHMM BapHaHTOM OCYIIECTBICHUS WHIHOUTOP
UMMy HOJIOTHYECKUX KOHTPOJIBHBIX ~ TOYEK BBOJAT nepen KaKABbIM BBEJICHHEM
XUMHOTEPANEBTUUECKOTO CPEICTBA HIIM OJHOBPEMEHHO C HUM. B COOTBETCTBHM € OHIM BapHaHTOM
OCYIIECTBJICHUS] UHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK BBOIAT Iepel MO MeHbIuei
Mepe OIHHMM BBEICHHEM XHUMHOTEpPANeBTHYeCKOro cpencrsa u wuHruoOuropa CDK4/6 wmun
ONHOBPEMEHHO C HUM. B COOTBETCTBHMM € OJHHMM BapHaHTOM OCYIIECTBICHHS WHIHOHUTOP
UMMy HOJIOTHYECKUX KOHTPOJIBHBIX ~ TOYEK BBOJAT nepen KaKABbIM BBEJICHUEM
XUMHOTEPANEBTUYECKOTO CPEICTBA HIIM OJHOBPEMEHHO C HUM. B COOTBETCTBHM € OIHIM BapHaHTOM
OCYIIECTBJICHUS] MHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUYEK BBOISAT CYyOBEKTY OAMH HIIU
HECKOJIbKO pa3 B KOMOMHALIMU ¢ XMMHOTEPANEeBTHYECKUM CpeAcTBOM U uHrudburopom CDK4/6 Bo
BpeMs MepBOHAYaIbHOW (a3bl MHAYKIUU. B COOTBETCTBUHM C OXHMM BAapHUAHTOM OCYIIECTBIICHUS
UHTHOUTOP MUMMYHOJIOTHYECKHUX KOHTPOJIBHBIX TOYEK BBOIAT CyOBEKTY OJUH WJIM HECKOJBKO pa3 B
KOMOMHAILIMM C XMMUOTEparneBTUYECKUM cperctBoM u uHruoutopom CDK4/6 Bo Bpems ¢asbl
MHIYKIUKA W OAWH WIM HECKOJBbKO pPa3 OTAENbHO, Hampumep, Oe3 OIHOBPEMEHHOI'O BBEIEHUS
XUMHOTEpANeBTHIeCKOro cpencrsa U unruoutopa CDK4/6, Bo Bpemst ¢asbl momaep:xkanus. B
COOTBETCTBHH C ONHHM BaPHAHTOM OCYIIECTBJICHUS ceneKkTHBHbIN nHrnourop CDK4/6 npencrasnser
coboil GRICTPONEHCTBYIOLINH, XapaKTepU3YIOIUIiCs KOPOTKUM IE€PUOOM IOy KU3HH WHTHOUTOP
CDK4/6.

B coorBercTBMM ¢ OgHMM BapHaHTOM ocyiuectieHust uHruoutrop CDK4/6 BBOIAT mepen
KaXbIM BBEIEHUEM XUMHUOTEPANEBTUYECKOrO CPEACTBA UM ONHOBPEMEHHO C HUM, HAlpUMeEp, BO
BpeMsl CTaHIAPTHOIO XHMHOTEPANEBTUYECKOrO MPOTOKOJA, TAKOTO Kak, Hampumep, 21-CyTOuHBIH
IIMKJI, & UTHIHOUTOP KOHTPOJIBHBIX TO4Yek BBOAAT B 1 cyTku. Ilocne mpekpalueHus: CTaHAapTHOTO
XUMUOTEPANEBTHYECKOrO TPOTOKOJA WHTUOWTOP HMMMYHOJIOTHYECKUX KOHTPOJIbHBIX — TOYEK
JIOTIOJIHUTENIBHO BBOJSAT OTZAENIBbHO B MOAAEp KUBatoIell fo3e. B cOOTBETCTBUM C OJHUM BapUaHTOM
OCYLIECTBJIEHUS] HHTMOUTOP UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX TOUEK AOMOJHUTENBHO BBOJST OJUH
pa3, IBa pasa, TPH pasa B HeAEN0 uiu Oojiee B TeUeHUE 10 MeHblel mepe 3, 4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15 wnu 16 Hepens wnu nospuie. B cOOTBETCTBUM C OJHUM BAPUAHTOM OCYIIECTBIIEHUS

UHTHOUTOP KOHTPOJIBHBIX TOYEK BBOIST ONUH pa3 Kaxkable 21 cyTku. B coOTBeTCTBHH C OZHUM
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BapUAHTOM OCYILIECTBICHHUS Kak (asy HHAYKLHH, TaK U $a3y NoaaepskaHus IOBTOPSIIOT IO MEHbIIelH
Mepe 2 pasa, o MeHbluel Mepe 3 pasa, o MeHblIeH Mepe 4 pasa wiu bosnee. B cooTBeTcTBUM ¢ OTHUM
BAPUAHTOM OCYIIECTBICHHs a3y HHAYKIHMH TOBTOPSIOT 1O MeHbIned Mepe 4 pasa, a a3y
NOJIeP KAHUS TIOBTOPSIFOT YeThIpe Win Oosiee pa3, Hanpumep, 4, 5, 6, 7, 8,9, 10, 11, 12 unu Gonee
pa3. B cooTBeTCTBHM C OOHHM BapHaHTOM OCYLIECTBJICHUs celeKTuBHbIM uHruobutop CDK4/6
npeacTaBisieT coOOH OBICTPONEHCTBY IO, XapaKTePU3YIOIIUICS KOPOTKHUM IIEPUOIOM IOy KU3HU
unruoutop CDK4/6.

Kak nmnpemnonaraercs B JgaHHOM Jokymenrte, wuHruburop CDK4/6, Hampumep,
OBICTPOEHCTBY IO, XapaKTEPU3YOLIUICS KOPOTKUM MEPHOAOM moyxku3Hu nHruourop CDK4/6,
BBEJICHHE KOTOPOTO CIELHUAIBHO PACCUUTHIBAIOT MO BPEMEHH, KaK ONMUCAHO B JAHHOM JIOKYMEHTE,
BBOJSIT B KOMOMHAIINH C XUMHOTEPAIIEBTHYECKIM CPEICTBOM M MHTHOUTOPOM HMMYHOJOTHUYECKHX
KOHTPOJIbHBIX TO4YeK. B COOTBETCTBHMM C OJHUM BapHaHTOM OCYIIECTBJIEHHS WHIHOUTOP
MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK MpencTasisier codoi naruourop PD-L1, uarudurop PD-1
wi uHruburop CTLA-4. B COOTBETCTBHMM C OIHHUM BapHAHTOM OCYLIECTBJICHHS HHTHOUTOP
UMMYHOJIOTUYECKMX  KOHTPOJIBHBIX ~ TOYE€K  BBOASAT  OJHOBPEMEHHO  C  BBEACHUEM
XUMHOTEPANEeBTUUECKOrO CpeACcTBa. B COOTBETCTBMM € OJHHUM BAapUAHTOM OCYIIECTBIIEHUS
UHMHOUTOP UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK BBOIMAT rociie BBeneHus: uuruouropa CDK4/6
U XUMHOTEPANEBTUYECKOTO CPEeACTBa. B COOTBETCTBMM € OJHUM BAPUAHTOM OCYLIECTBJICHMS
UHMUONUTOP MMMYHOJIOTHUECKHX KOHTPOJIBHBIX TOUEK BBOJAT OJUH Pas, Ba pasa, TPU pas3a uiu Oonee
BO BPEMsl XUMHOTEPANEBTUYECKOrO LUKIA. B COOTBETCTBUM C OJHUM BapUAaHTOM OCYLIECTBJICHUS
CEJIEKTUBHBIN UHTUOUTOD CDK4/6 MIPECTABIAET coboi OBICTPOAEHCTBYIOLIHI,
XapaKTEPHU3YIOLIUICS KOPOTKUM MEPHOAOM MOy ku3HH nHruoutop CDK4/6.

B naHHOM NOKyMEHTe Takke MPEAINoNaraercs CHIELUalbHO PACCUUTAHHOE IO BPEMEHU
BBezieHne nHrnouropa CDK4/6 B komMOMHaIMK ¢ MHTMOUTOPOM UMMYHOJIOTHYECKHUX KOHTPOJIBHBIX
Touek, TakuM Kak uHruoOurop PD-L1, waruburop PD-1 wmm wunruburop CTLA-4, npu sTom
koMmOuHarmio nHruouTop CDK4/6/MHrnONTOp MIMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK BBOAST AJIS
noanepkaHus oOTBeTa 3(P(EKTOPHBIX MMMYHHBIX KIETOK IIOCJI€ KOHIA CXEeMbl JIeUeHHs C
unruduropom CDK4/6/xumMuoTepaneBTUYECKUM CPEICTBOM/UHIHOUTOPOM HMMYHOJIOTHYECKUX
KOHTPOJIbHBIX TO4Yek. Hampumep, mocie 3aBepuIeHHs CXeMBbl JIeYeHHsT C HHTHOUTOPOM
CDK4/6/xuMHOTEpaneBTHUECKUM ~ CPEICTBOM/UHTUOUTOPM ~ MMMYHOJIOTHYECKUX  KOHTPOJIbHBIX
touek (T.e. a3l wmHAaykumu) uHruOutop CDK4/6 B komOuHammu C HHIHOUTOPOM
UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MOXKHO BBOAUTH CYOBEKTy C TNE€PUOIUYECKUMHU

MHTEpBaJaMH JUIsI MO KaHusI 0TBeTa 3P PEeKTOPHBIX IMMYHHBIX KJIETOK (T.€. (ha3a MmogaepskaHus).
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B cooTBeTrcTBUM C OHUM BapHaHTOM OCYINECTBIICHHS MMOIAEPIKHUBAIOINYIO CXeMy ¢ KOMOMHaLueH
unruoutopa CDK4/6/unrnbutopa HMMMYHOJIOTHYECKHX KOHTPOJBHBIX TOYEK Ha3HA4YalT [0
MeHbIIeH Mepe OAMH HJIM HECKOJIBbKO pa3 Mocie MPeKpalieHnst HCXOJHOW TeparneBTHUECKOH CXEMBL
B cooTBeTcTBUM C OIHUM BapUAHTOM OCYIIECTBJICHUS MOAAEPKUBAIOLIYIO CXEMY HA3HA4YalOT OAMH
pa3 B HEAEeNIo, ABa pa3a B MeCAL, OJUH Pa3 B MeCsl, OAUH pa3 Kaxible LIECTb HEAENb WU B
COOTBETCTBYIOIIEE BPEMsI, €CIIM HEOOXOANMO. B COOTBETCTBHY C OTHUM BapHAHTOM OCYLIECTBICHUS
CEJIEKTUBHBIM UHTUOUTOD CDK4/6 MPEACTABISAET coboit OBICTPOAEHCTBYIOLIHIA,
XapaKTePHU3YIOLIHICS KOPOTKUM MEPHOIOM MOy ku3HU HHruoutop CDK4/6.

B cooTrBeTcTBUM C ONpEENeHHBIMM AaClEeKTaMM IOC€ 3aBEpLICHUS CXEMBbl JIEUEHHs C
uarubutopom CDKA4/6/XuMHOTEpaneBTHUECKUM  CPEICTBOM/UHTUOUTOPOM HMMMYHOJOTHYECKIX
KOHTPOJIbHBIX TOYEK (T.e. (a3bl MHAYKIHUH) UHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX TOYEK
OTZEJbHO MOXKHO BBOJUTH CyOBEKTYy C NMEPUOJUYECKMMU MHTEepBalaMH AJs MOAJEPKaHUS OTBETa
3¢ PEKTOPHBIX IMMYHHBIX KJIETOK (T.€. (ha3a moanep kaHus).

Kak npenmnonaraercsi B JaHHOM JIOKYMEHTe, CyOBEeKT MOXKET UMETh JIF0O0H THI paka, OIyXOoJu
WM aHOMAJIbHOM KJIeTO4HON nponudepanuu. B cooTBeTcTBHN C OHUM BapUaHTOM OCYLIECTBJIEHHUS
CyOBEKT UMeeT peruMKauuoHHO He3aBucuMbiii oT CDK4/6 pak. PerinkaioHHO HE3aBUCUMBIN OT
CDK4/6 pak MOXeT NIpencTaBiIATb cOOOH OAuH U3, Oe3 OrpaHM4YeHHus, MENKOKJIETOYHOIO paka
JIETKOT'0, paka MOJIOYHOM »KeJie3bl C TPOMHBIM oTpullaTeabHbiM (heHoTunom, BITU-monokuTenbHOTo
paka TroJOBBI W IIeH, peTHHOONacToMbl, Rb-oTpuumarensHoro paka modeBoro mysbips, Rb-
OTPULATEJBHOIO paKa MpPEACTaTeIbHON >KeNe3bl, OCTEOCAPKOMBI MM pPaka IIEeHKHM MaTku. B
COOTBETCTBHUHU C OJTHUM BApHUAHTOM OCYINECTBIEHUS CYOBEKT UMEET MEIKOKIETOUYHYIO KapLHHOMY
JIETKOTO.

B coOTBeTCTBHM € OZHHUM BAapPHAHTOM OCYIIECTBJICHHS CYOBEKT HMMEET PEIUIMKALOHHO
3apucumbiii or CDK4/6 pak. Perumkanmonso 3asucumsiii or CDK4/6 pak MoxeT MpencTaBiaTh
coboil oauH u3, 6e3 OrpaHUYeHus, HEMEJIKOKJIETOUHOW KapLUHOMBI Jlerkoro, Rb-nonoxurensHoro
paka MOJIOUHOH KeJie3bl, paka 000JOYHOH KUIIKH, paKka SSIMYHUKA, HEMEIIKOKJIETOYHOT'O paKa JIETKOro,
paka TpencTaTesNbHONW JKene3bl M TIIHO0JacTOMBL. B COOTBETCTBHMM € OAHHMM BapHaHTOM
OCYINECTBJIEHUsI peruTuKaluoHHO 3aBucumbii ot CDK4/6 pak mpencrasnser coboit Rb-
MOJIOXKUTENIbHBIM PaK MOJIOYHOM keje3bl. B COOTBETCTBUMU C OAHMM BapHAHTOM OCYILECTBJICHUS
peruKaronHo 3aBucuMbiii 0T CDK4/6 pak npencrasisier coO0H HEMENKOKJIETOUHYO KapLIUHOMY
JIETKOTO.

B cooTBeTCTBMM € OJHHM BapUaHTOM OCYLIECTBJIEHUS CyOBEKT HMEeT pak, KOTOpPbIH

skcnpeccupyer PD-L1. B cooTBeTcTBUM C OIHMM BapHaHTOM OCYLIECTBJICHHS 3KCIPECCUPYHOLIUI
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PD-L1 pak siBisiercsi BBIOPaHHBIM U3 MEJKOKJIETOYHOH KapLMHOMBI JIETKOTO, HEMEJIKOKIETOUHON
KapLIMHOMBI JIETKOTO, paKa MOY€BOI'0 My 3bIpsi, IOYEYHO-KJIETOUHON KaPLIMHOMBI, PaKa XKelyJKa, paka
TOJIOBBI U €W, ME30TEJINOMBI, KapLHUHOMBI U3 KJIETOK Mepkens, paka SIMYHHMKA, MEJIAHOMbI WJIH
APYTUX CONUIHBIX OMyXOJIEH.

B cooTBeTCTBHHU € OHUM BAPHAHTOM OCYIIECTBIICHHUS CYOBEKT UMEET PaK MOYEBOT'O My3bIPs,
paK Jkely/aKa M NMHUIIeBOAa, CAPKOMY MSTKHX TKaHeH, XOJAHTMOTeHHBIH pak/pak SKeITIHOro My3bIps,
paK SIMYHUKA WK PaK MIEHKU MAaTKHU.

B cooTBeTCTBHH ¢ OJHUM BapHAHTOM OCYLIECTBICHUS CYOBEKT UMEET MEJIKOKJIETOYHBIH paKk
JIETKOTO, M €My BBOZAST XUMHOTEPAIIEBTHUECKOE CPEACTBO, BHIOPAHHOE M3 IPYIIIBI, COCTOALIEH U3
KapOOIIaTHHA, MUCIUIATHHA, STONO3MAA W TOMOTEKAaHAa WM MX KOMOWHALWH, B KOMOMHAIMU CO
CIeLHaIbHO PACcCYUTAHHBIM IO BpeMeHH BBeneHueM mHruontopa CDK4/6, a takke mHruburopa
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK. B COOTBETCTBUM € OJHUM BapUaHTOM OCYILECTBJICHUS
uarudutop CDK4/6 mpencraBiser coboil coenwHeHwe I, W WHTUOUTOpP HMMYHOJOTHYECKHX
KOHTPOJIHBIX TOYEK SIBJSIETCsl BbIOpaHHBIM M3 uHruoburopa PD-L1, urrnburopa PD-1 wmm
unruouropa CTLA-4. B COOTBETCTBHM C OJHHM BapHaHTOM OCYINECTBJIEHUS HHTHOUTOP
MMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOUEK mpencTasisier codoit marudurop PD-L1. B coorBercTBrn
C OHMM BapuaHTOM ocyuiecTBieHus uHruobutop PD-L1 mpencrasnser coboii aresonuzymad. B
COOTBETCTBUHU C OTHUM BAPUAHTOM OCYLIECTBIICHHUs XUMHOTEPANEBTHYECKOE CPEACTBO MPEACTABIISAET
coboit sTorno3un. B cOOTBETCTBUH C OJHHM BapHUAaHTOM OCYINECTBIIEHHsS XMMHUOTEPANEBTHYECKOE
CPENCTBO MPEACTABISIET COOO0M KapOoIIaTuH. B COOTBETCTBHM ¢ OTHMM BapHAHTOM OCYLIECTBIICHUS
XUMUOTEPANeBTHYECKOe CPEACTBO MPEACTaBNseT COOOH KOMOWHHMPOBAHHYIO TEPareBTHYECKYIO
CXeMy, CcolepXKallylo KapOOIUlaTHH U 3Tono3uA. B COOTBETCTBHMM C OIHHM BapUaHTOM
OCYIIECTBJICHHs] XHUMHOTEPAIeBTHYECKOE CPEACTBO IPEACTAaBIsAeT CcoOoH nucriatiH. B
COOTBETCTBUU C OZTHUM BaAPUAHTOM OCYLIECTBICHHSI XUMUOTEPAIEeBTUUECKOE CPEACTBO MPEACTABIISAET
co0oli TOMOTeKaH.

B cOOTBEeTCTBUH C OZHMM BapHUaHTOM OCYIIECTBJIEHUsS] CYOBEKT MMEEeT MENaHOMY, H €My
BBOJSIT XUMHOTEPAIEBTHYECKOE CPEICTBO, BBHIOPAHHOE W3 IPYIIIBL, COCTOsAIIEeH W3 nakapOas3uHa,
TEMO30JIOMHAA, nhab-TakiIuTaKcena, MaKJIUTAKCeNa, [MUCIUIATHHA, OKCAIUIUIATHHA, KapOOIUIaTHHA,
BUHOJMACTMHA WM WX KOMOWHanuu, B kKomOuHaimu ¢ uHruburopom CDK4/6 u uHruburopom
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK. B COOTBETCTBMM C OAHMM BapHUaHTOM OCYILLECTBIICHUS
uaruoutop CDK4/6 mpencrasnsier codoii coenuHenue 1. B cooTBeTCTBHHM C OZHUM BapHaHTOM
OCYLIECTBJICHUS] HHTUOUTOP HWMMYHOJIOTUYECKHUX KOHTPOJBHBIX TOYEK MpeAcTaBiseT coboit

uaruduTop PD-L1, uaru6urop PD-1 wiu unruburop CTLA-4. B cOOTBETCTBUY C OTHUM BapHAHTOM
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OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHMX KOHTPOJBHBIX TOYEK NPEACTaBisieT CcoOok
uaruoutop PD-L1. B cooTBeTcTBHM C OAHMM BapHaHTOM ocyluecTBieHus uHruourop PD-L1
npexacTaBiser codoi arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XHUMUOTEpANeBTUYECKOe CPENCTBO INpencTaBisier coOol nakapOasuH. B cooTBeTcTBHM C OXHUM
BAPHAHTOM OCYIIECTBJICHUS] XUMHOTEPANEBTHUECKOE CPECTBO MPEACTABISIET COOOI TEMO30JIOMU.
B cootBercTBMM C OZHUM BAapUAHTOM OCYIIECTBIEHMsS XHUMHOTEPANEBTUYECKOE CPENCTBO
npexacTaBiseT coboil nab-maknuTakcen. B coOTBETCTBUM C OZHUM BapHUaHTOM OCYLIECTBJIEHUS
XHUMUOTEPANEBTHYECKOE CPEICTBO IMPENCTABISsIET COOOM MakjiuTakcesl. B COOTBETCTBHM C OJHHM
BAPUAHTOM OCYIIECTBJICHUS XUMHOTEPAIEBTHUECKOE CPEICTBO MPECTaBIsAeT coOol nucriaTuH. B
COOTBETCTBUHU C OTHUM BAPUAHTOM OCYLIECTBICHHS] XUMHOTEPAEBTUUECKOE CPEACTBO MPEACTABIISET
coboit kapbomaTuH. B COOTBETCTBHM C OHUM BapHAHTOM OCYIIECTBJICHHSI XHMHUOTEPAIIEBTHIECKOE
CPEZCTBO MpeACTaBIsieT coOOl BUHOMACTHH. B COOTBETCTBUH C OHUM BapHaHTOM OCYILECTBIICHUS
XHUMUOTEPANEeBTHYECKOE CPEICTBO MpEeACTaBisieT coOOi JIeKapcTBEHHOE CpeNcTBO Ha OCHOBE
IUIATUHBL.

B cooTBeTCTBHMU ¢ OJHUM BapUAHTOM OCYIIECTBJICHHS CYOBEKT MMEET IMOYEYHO-KIETOUHYIO
KapLUHOMY, H €My BBOJST XUMHOTEPAIIEBTUUECKOE CPENICTBO, BHIOPAHHOE M3 IPYIIIBI, COCTOSIIIEH U3
BUHONAcTHHA, QuokcypunauHa, S-propypaumna (5-FU), kamenurabuHa u reMuurabuHa WIH HUX
koMOuHauy, B kKoMOuHaumu ¢ wuHruouropom CDK4/6 v MHrHOMTOPOM HMMYHOJIOTMYECKUX
KOHTPOJIbHBIX TO4YEeK. B COOTBETCTBHMHU C OZHHMM BapHaHTOM ocyIuecTBieHust uHruoutop CDK4/6
npencrasnsier coboit coenuHeHne [ B COOTBETCTBHMM € OJHUM BapUAHTOM OCYLIECTBIIEHUS
UHTHOHUTOP UMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOUYEK SIBJIIETCSI BBIOpaHHBIM U3 HHrHOMTOpa PD-L1,
unruoutopa PD-1 u unruburopa CTLA-4. B cOOTBETCTBHM C OJHUM BapUAHTOM OCYIIECTBJIEHHUS
UHTUOUTOP MMMYHOJIOTMYECKHX KOHTPOJIbHBIX TOYEK MpencTaBisieT coboii muruburop PD-L1. B
COOTBETCTBUH C OAHHMM BapuUaHTOM ocyuiecTBieHus uHruOutop PD-L1 npencrasnser coboit
arezonu3ymad. B cooTBETCTBUM C OJHUM BAapHUaHTOM OCYLIECTBJIEHUS XHMUOTEPANEeBTHYECKOE
CPEeZCTBO MpeNCTaBIsieT coOOI BUHOMACTHH. B COOTBETCTBUH C OHUM BapHaHTOM OCYIECTBIICHUS
XHUMUOTEPANeBTUYECKOe CPEICTBO MpPEACTaBisieT coboi ¢uokcypunanH. B cooTBeTCTBUM C OJHUM
BAPHAHTOM OCYLIECTBIICHHUS] XUMHOTEPATIEBTHUECKOE CPECTBO MPEACTaBIsIeT codoil S-dropyparmi.
B coorBercTBMM C OJHUM BAapUAHTOM OCYLIECTBJIEHMsS XHUMHOTEPAIEBTUYECKOE CPENCTBO
npeacTaBnser coboil kameuutaOuH. B COOTBETCTBMM € OIHHUM BAapHAHTOM OCYIIECTBIIEHMUS
XHUMUOTEPANEeBTHYECKOE CPEICTBO MPENCTABIsIET COOOH reMiuTabuH.

B cooTBeTCTBMU C OHIM BApHAHTOM OCYILECTBIIEHUS CyOBEKT UMEET pak MOUEBOTO Iy3bIps,

U €My BBOISIT XHMHOTEPANEBTHYECKOE CPEICTBO, BBIOPAHHOE W3 TPYMIbL, COCTOSINEH W3
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kapOoIUlaTHHA, OKCANMIUIATHHA, LUCIUIATHHA, (QTopypaniia, MHTOMHIMHA, METOTpPeKcara,
BUHOJACTHHA, TOKCOPYOUIMHA, reMIIUTaONHa, aKJINTaKcea WIK X KOMOMHALMY, B KOMOMHALINU C
uaruouTopom CDK4/6 1 HHrHOUTOPOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK. B cOOTBETCTBHMHI
¢ onHMM BapuaHTOM ocyuecteieHus uaruoutop CDK4/6 mpencrasnsier coboii coenunenue 1. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
TOYEK sIBIIsieTCsl BBIOpaHHbIM U3 uHruouropa PD-L1, naruburopa PD-1 u uarnduropa CTLA-4. B
COOTBETCTBUHU C OFIHUM BAPHAHTOM OCYINECTBIEHHS] HHTUOUTOP UMMYHOJOIHYECKUX KOHTPOJIbHBIX
TOYeK nmpeacTanisieT codboit narnduTop PD-L1. B cooTBeTCTBHM ¢ OTHUM BApUAHTOM OCYIIECTBJICHHS
uaruoutop PD-L1 npexncrasnser coboil arezonmmszymald. B cooTBeTcTBMM C OZHMM BapHaHTOM
OCYLIECTBJIEHUS] XHMUOTEPANEeBTUYECKOE CpPEACTBO IpeACTaBiseT coOoi  nucrmiatuH. B
COOTBETCTBUHU C OZTHUM BaApHAHTOM OCYLIECTBICHHSI XUMUOTEPAIIeBTUUECKOE CPEACTBO MPEACTABIISAET
co0oif KOMOMHHUPOBAHHYIO TEPAEBTHYECKYIO CXEMY, COAEP KaIlYI0 LUCIUIATHH U S-pTopypawmi. B
COOTBETCTBUHU C OZTHUM BApHAHTOM OCYLIIECTBIIEHHSI XMMUOTEPAIEBTHUECKOE CPEACTBO MPECTABIISIET
coboit KOMOMHHPOBAHHYIO TEPATIEBTUYECKYIO CXEMY, COAEPIKaIlyI0 MUTOMUIIMH U S-propypauni. B
COOTBETCTBUHU C OTHUM BAPUAHTOM OCYLIECTBICHHS XUMHOTEPAEBTUYECKOE CPEACTBO MPEACTABIISET
coboli KOMOMHHPOBAHHYIO TEPANEBTHYECKYIO CXEMY, COAEPIKAINYI0 LUCIUIATUH U reMuntaOuH. B
COOTBETCTBUU C OTHUM BAPUAHTOM OCYLIECTBICHHSI XUMUOTEPAIEBTUUECKOE CPEACTBO MPEACTABIISAET
co0oif KOMOMHHPOBAHHYIO TEPANEBTUYECKYI CXEeMy, COMEpKAIlyl LUCIIATHH, METOTPEKCaT,
BUHONACTMH W JOKcopyOMuumH. B cooTBeTcTBMM € OJHMM BapHaHTOM OCYLIECTBICHHUS
XHMHOTEPANIEBTUYECKOE CPENCTBO NPENCTaBisieT coOOW KOMOMHHMPOBAHHYIO TEPANEeBTUYECKYIO
CXeMy, COZepIKALIYIO [UCIUTATHH, METOTPEKCaT  BUHONACTHH. B cOOTBETCTBHY ¢ OOHUM BapHaHTOM
OCYILIECTBJICHUS] XHMHOTEPANIeBTUYECKOE CPENCTBO IPENCTaBIseT CO00H KOMOHMHMPOBAHHYIO
TEPAIeBTHYECKYIO0 CXEMY, COMEpIKAIlyI0 KapOOIUIATHH M MAaKJIMTaKceld. B COOTBETCTBHM ¢ OfHUM
BApUAHTOM OCYIIECTBICHUS XUMHOTEPATIEBTHYECKOE CPEACTBO MPEACTaBIsIeT COO0I OKCATUILIATHH.

B cooTBercTBUM C OAHUM BAapUAHTOM OCYINECTBIEHHsS CYOBEKT HMEET ypOTEIHAIbHYIO
KapLUHOMY, H €My BBOJST XUMHOTEPAIIEBTUYECKOE CPENICTBO, BHIOPAHHOE M3 IPYIIIIbI, COCTOSIIIEH U3
kapOoIiaTiHa, LUCIJIATHHA, OKCAJUIUIATHHA, (TOpypaliia, MHUTOMHIMHA, METOTpeKcara,
BUHOJIACTHHA, TOKCOPYOUIIMHA, reMIMTaOMHA, MAKJIUTAKCENa WK UX KOMOHMHALIMY, B KOMOMHAIIHH C
uaruoutTopom CDK4/6 1 HHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK. B cooTBeTcTBHU
C omHUM BapuaHTOM ocyiectBieHus: naruoutop CDK4/6 mpencraenser codoit coenunenue 1. B
COOTBETCTBHUHU C OJHUM BapPHAHTOM OCYIIECTBIICHUS] HHTHOUTOP UMMYHOJIOTHYECKUX KOHTPOJIbHBIX
TOYeK sIBJIsieTCs BIOpaHHbIM U3 nHruouropa PD-L 1, naruburopa PD-1 unu nuaruduropa CTLA-4. B

COOTBCTCTBHUU C OAHUM BapHAaHTOM OCYLICCTBJICHUA I/IHFI/I6I/ITOp HMMYHOJIOT'HYECKUX KOHTPOJbHBIX
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TOYeK npeacTansieT codboit narndutop PD-L1. B cooTBeTCTBHM € OTHUM BApHAHTOM OCY IIECTBIICHHS
unruoutop PD-L1 npexacrasnser coboil arezonmszymad. B cooTBeTcTBMM € OZHMM BapHaHTOM
OCYLIECTBJICHUS] XMMHOTEPANEeBTUYECKOE CpPEACTBO TNpEeACTaBysieT coOolf  mucriatuH. B
COOTBETCTBUH C OJJHIM BaAPHAHTOM OCYIIECTBIIEHHSI XUMHOTEPAIIeBTHUECKOE CPECTBO NPEICTABIIAET
co00ii KOMOMHHUPOBAHHYIO TEPANEBTHYECKYIO CXEMY, COAEP KAy LUCIUIATHH U S-pTopypaumi. B
COOTBETCTBHUH C OJJHIM BAPHAHTOM OCYIECTBIICHHSI XUMHOTEPAIIEBTHUECKOE CPEICTBO PEICTABIIAET
co00it KOMOMHHPOBAHHYIO TEPATIEBTUUECKYIO CXEMY, COAEPIKaIly0 MUTOMUILIMH U S-propypauni. B
COOTBETCTBUH C OJJTHIM BAPHAHTOM OCYIIECTBIICHHSI XUMHOTEPAIIEBTHUECKOE CPEICTBO MPEICTABIIAET
coboli KOMOMHMPOBAHHYIO TEPANEBTHYECKYIO CXEMY, COAEP’KAINYO0 ILHUCIIATUH U reMuuTadnH. B
COOTBETCTBUU C OJJHIM BapHAHTOM OCYIIECTBIIEHHsI XUMHOTEPareBTHUECKOe CPECTBO NPEACTABIISAET
co0olf KOMOMHHMPOBAHHYIO TEpPANeBTHYECKYIO CXEMy, COAEpIKallyl LUCIUIATHH, METOTPEKCaT,
BUHONACTMH U JOKCOpyOMLMH. B COOTBETCTBMM C OJHHUM BapUaHTOM OCYLIECTBJICHUS
XUMUOTEPANEBTHYECKOE CPEACTBO TMPEACTAaBNsET COOOH KOMOWHHMPOBAHHYIO TEPareBTHYECKYIO
CxeMy, COZepIKALIYIO [IUCIUIATHH, METOTPeKcaT 1 BUHOJIACTHH. B cooTBeTCTBIY € OMHUM BapHaHTOM
OCYIIECTBJICHHS] XUMUOTEPANEBTHYECKOE CPEICTBO MPEACTABIseT COOOH KOMOHMHHPOBAHHYIO
TEPANeBTUYECKYIO CXEMY, COAEpIKaIlyl0 KapOOIIATUH U MAaKJIUTaKcel B COOTBETCTBHM C OJHHM
BApUAHTOM OCYILECTBIEHUS XUMHOTEPATIEBTUYIECKOE CPEACTBO MPEACTaBIsIeT COO0M OKCATUIIIATHH.

B cooTBETCTBUY C OHUM BapHAHTOM OCYIECTBIICHHS CyOBEKT HMEET PaK MOJIOYHOH KeJe3bl,
U €My BBOISIT XHMHOTEPANleBTHYECKOE CPEICTBO, BBIOPAHHOE W3 TPYMIbL COCTOSINEH W3
KapOOIIATHHA, OKCAJMIUIATHHA, LMCIUIATHHA, JOKCOPYOMIMHA, S-pTOopypaumia, NaKIHTaKCena,
nukiaopochamuga, reMiuuTabuHa UM UX KOMOMHAIMK, B KomMOuHauu ¢ uaruouropom CDK4/6 u
UHTHOUTOPOM KOHTPOJIBHBIX TOU€K. B COOTBETCTBUM C OAHMM BapHaHTOM OCYLIECTBJICHHUS
unrudburop CDK4/6 npencrasnser coboii coemuneHue 1. B cOOTBETCTBUH C ONHUM BapUAHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK NPEACTaBisieT coOoi
unruourop PD-L1, uarudurop PD-1 nnn uarudburop CTLA-4. B cooTBeTCTBUM C OTHUM BapUAHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK MpPEACTaBIseT CcoOoMH
uaruoutop PD-L1. B cooTBeTcTBHMH C OJHMM BapHaHTOM oOcyliecTBieHus uHrudourop PD-L1
npencraBiser coboil aresonmusymad. B cOOTBETCTBHM C ONHHM BAapHAHTOM OCYLIECTBIICHUS
XHUMHOTEpANeBTHYECKOe CPECTBO NpeAacTaBiser codoil kapOomnatuH. B cooTBeTCTBHH € OTHUM
BapUAHTOM OCYILIECTBJICHUs XUMHOTEPANeBTHUECKOe CPEICTBO MpeACTaBIseT coOol nucmiaTiH. B
COOTBETCTBUH C OJJTHIM BaAPHAHTOM OCYIIECTBIICHHSI XUMHOTEPAIIEBTHUECKOE CPENCTBO PEICTABIIAET
coboif KOMOMHHUPOBAHHYIO TEPAIEBTHYECKYIO CXEMY, COAEP KAIlYI0 LIUCIUIATHH U S-pTopyparmi. B

COOTBCTCTBHU C OAHUM BapUAHTOM OCYIICCTBJICHUSA XUMUOTEPANICBTUYCCKOEC CPECACTBO MPEACTABIIACT
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co0olf KOMOMHHMPOBAHHYIO TEPANEBTHYECKYIO CXEMY, COAEPIKAINYI0 LUCIUIATHH U reMuuTadnH. B
COOTBETCTBUHU C OTHUM BAPUAHTOM OCY LIECTBIIECHUS] XMMUOTEPAEBTUUECKOE CPEACTBO NPENCTABISET
coboit  nmokcopybuumH. B cooTBercTBMM ¢ ONHMM ~ BapuUaHTOM  OCYLIECTBJICHUS
XUMHOTEPANIEBTHUECKOE CPEACTBO MpeACTaBisieT codbol ukiopochamun. B coorBercTBUM C OTHUM
BAPHAHTOM OCYIIECTBIICHUS] XUMHOTEPANIEBTUUECKOE CPEICTBO MPEACTABISIET COOOH makmurakcen. B
COOTBETCTBUHU C OZTHUM BaAPHAHTOM OCYLIECTBICHHSI XUMUOTEPAIIEBTUUECKOE CPEACTBO MPEACTABIISAET
co0oli OKCAJTUIJIATUH.

B cooTBeTCTBHM C OJHHM BapHAaHTOM OCYIIECTBJICHHs CyOBEKT MMeeT pak o0OIOYHOW U
IPSIMOM KUIIKH, U €My BBOZSAT XUMHOTEPATIEBTHYECKOE CPEICTBO, BBIOPAHHOE U3 IPYIIIBL, COCTOSIIEH
u3 S-¢propypaumna, KanenuuTabMHa, UPUHOTEKAHA, OKCATMIUIATHHA, TPU(IyPUANHEHA U THITHPALIUIA
WM UX KOMOMHaIuy, B komOuHaunu ¢ naruonropom CDK4/6 1 MHHrHOMTOPOM MMMy HOJIOTHYE€CKUX
KOHTPOJIbHBIX TO4YeK. B COOTBETCTBHMHU C OAHMM BapHaHTOM ocyluecTBieHus: uaruourop CDK4/6
npexacTaByiser cobol coemuHeHune [ B COOTBETCTBMM € OJHMM BAapUAHTOM OCYLIECTBIICHUS
UHFHONUTOP MMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUYEK MpencTasisier coboit mHruourop PD-L1,
uaruouTop PD-1 wiu uaru6urop CTLA-4. B cOOTBETCTBUU ¢ OJHUM BapHAHTOM OCYLIECTBIICHUS
UHTHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK INpencrasisier codboll muruburop PD-L1. B
COOTBETCTBUH C OAHMM BapuUaHTOM ocyliecTBieHuss uHruOutop PD-L1 npexncrasnser coboit
arezonm3ymMad. B cooTBercTBMM € OJHMM BapHaHTOM OCYILIECTBIICHHS XHMHOTEPANEBTUYECKOE
CPeACTBO Mpencrasisier coboi S-gropypauni. B cOOTBETCTBHM C OTHUM BapHUAHTOM OCYILECTBIICHUS
XMMHOTEPANIEBTUYECKOE CPEACTBO MPENCTABIAET COOOH KamenuTaOuH. B cooTBeTCTBHM € OfHUM
BAPUAHTOM  OCYINECTBICHHS  XHMHOTEPANeBTUYECKOE  CPEACTBO  MpeACTaBisieT  coboit
KOMOMHHMPOBaHHYIO TEpareBTUYECKYI0 CXeMy, COAepKallyro TpU(IypuAWHEH M TUnupauuia. B
COOTBETCTBUHU C OTHUM BAPUAHTOM OCYLIECTBIICHHUs XUMHOTEPANEBTUYECKOE CPEACTBO MPEACTABIISAET
coboil upuHOTeKaH. B COOTBETCTBHM C OXHHUM BapUAHTOM OCYIIECTBIIEHUS XHMHUOTEPANIEBTHYECKOEe
CPEACTBO IpeACTaBIsAeT COO0M OKCAIUIIIATHH.

B cooTBercTBMM C OJHMM BApUAHTOM OCYILIECTBJICHHS CYOBEKT HMeeT KacTpaLMOHHO-
PE3UCTEHTHBIN paK MpPENCTaTEeIbHOW KeJe3bl, U €My BBOIAT XUMUOTEPANeBTUYECKOE CPENCTBO,
BBIODAHHOE W3 TPYMIBI, COCTOSAIIEH M3 JoLeTakcena, KapOasWTakcena, MHTOKCAHTPOHA H
3CTPaMyCTHHA WIM MX KOMOWHanmu, B KoMmMOuHaumu ¢ uHruouropom CDK4/6 m mHrnbutropom
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK. B COOTBETCTBMM C OAHMM BapHUaHTOM OCYILLECTBIICHUS
unrudburop CDK4/6 npencrasnser coboii coenuHenue 1. B cOOTBETCTBUU C OINHUM BapUAHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK NPEACTaBiseT CcoOol

uaruduTop PD-L1, uaru6urop PD-1 wiu unruburop CTLA-4. B cOOTBETCTBUY C OTHUM BapHAHTOM
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OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHMX KOHTPOJBHBIX TOYEK NPEACTaBisieT CcoOok
uaruoutop PD-L1. B cooTBeTcTBHM C OJHMM BapHaHTOM oOcyluecTBieHus uHruourop PD-L1
npexacTaBiser codoi arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XHUMUOTEPANeBTUYECKOe CPENCTBO INPENCTaBIseT co0ON pomerakcesn. B cooTBeTCTBUM C OJHUM
BAPHAHTOM OCYILIECTBIICHNS] XHMHUOTEPANIEBTUIECKOE CPEACTBO MPEACTaBIAET COO0H KapOasuTakce.
B cootBercTBMM C OZHUM BAapUAHTOM OCYIIECTBIEHMsS XHUMHOTEPANEBTUYECKOE CPENCTBO
IpeACTaBIseT COOOH MUTOKCAHTPOH. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBJICHUS
XHUMUOTEPANEBTHYECKOE CPENCTBO MPENCTABISIET COOOM 3CTPaMy CTHH.

B cooTBeTcTBUY C OTHUM BapHaHTOM OCYIIECTBJIEHHSI CyOBEKT HMeeT SKcrpeccupytoiiie PD-
L1 onyxonu, ¥ eMy BBOAAT XMMHOTEPANIEBTUYECKOE CPECTBO, BBIOPAHHOE U3 IPYIIIBI, COCTOSIIIEH
3 kapOomaTWHa, LWCIUIATHHA, reMuuTabuHa, STOmO3MAa, S-propypanmia, NakIUTaKCea,
OKCAJMIUIATUHA W TONOTEKaHa WJIM HX KOMOMHAaLMH, B KOMOMHAUMM C coenuHeHueM [ u
are3onn3ymMadoM. B COOTBETCTBHM C OJHUM BAapHAHTOM OCYIIECTBJICHHS] XHMUOTEPANEBTHYECKOE
CPenCTBO mpeacTaBisieT coOoi 3Tono3ua. B COOTBETCTBHM C OIHUM BapHAHTOM OCYLIECTBIIEHUS
XMMHOTEPANIEBTHYECKOE CPEACTBO MpeNCTaBisieT coboi kapOomiatiuH. B cooTBeTcTBUM € OZHUM
BAPHAHTOM  OCYINECTBICHHS  XHMHOTEPANeBTUYECKOE  CPEACTBO  MpeACTaBisieT  coboit
KOMOMHMPOBaHHYI0 TEpaleBTUYECKYI0 CXEeMy, COJIep)Kallyro KapOommaTWuH U 3Tono3ua. B
COOTBETCTBUU C OTHUM BaPHAHTOM OCYLIIECTBIIECHHSI XUMUOTEPAIIEBTHUECKOE CPEACTBO MPEACTABIISET
coboii nucriaTiH. B COOTBETCTBHM C OAHUM BapHaHTOM OCYIIECTBIEHHS XMMHUOTEPANEBTHYECKOE
CPEZCTBO MNpeACTaBisieT coOOl TOMoTekaH. B COOTBETCTBUM C OJHUM BapHaHTOM OCYIIECTBJIEHUS
XHUMUOTEPANeBTHYECKOE CPEICTBO MPENCTaBIsieT coO00 OKCaNMUIUIATHH. B COOTBETCTBHU C OTHUM
BADHAHTOM  OCYIIECTBIEHHUS  XMMHOTEPANleBTUYECKOE  CPEACTBO  MpeACTaBisieT  coboi
KOMOMHHMPOBAHHYIO TEPANeBTHYECKYI0 CXEeMy, COAepKAaIlyl LHCIUIaTHH U S-propypammi. B
COOTBETCTBUU C OAHUM BaAPUAHTOM OCYLIECTBICHHSI XUMUOTEPANIeBTUUECKOE CPEACTBO MPEACTABIISAET
co00i1 TOKCOPYOHIINH.

B cooTBeTcTBMM C OIHUM aCIEKTOM HACTOSIIEr0 H300peTeHHs MPEeAIoaraercs Crocod
JedeHns CyObeKTa, MMEIOIIEro paK, BKIIOYAIOLINI Ha3HAUeHHe CyOBEeKTy TepareBTHUECKONH CXEMB,
copepskameii ¢asy uHAYKIHMU U (asy moanepskanus, npudeM (asa HHAYKLUHUU BKJIIOYAET: BBEICHUE
cyObekTy 3¢ ¢peKTUBHOro KojimuecTBa ceyektuBHOro uurudutopa CDK4/6, BBeneHue CyObekTy
3¢ (HEeKTHBHOTO KOIMYECTBA XUMHOTEPANIEBTUIECKOTO CPENICTBA U BBEIEHHE CYOBEKTY 3(P(PEKTUBHOTO
KOJIMYECTBa MHIUOUTOpPAa UMMYHOJOTHYECKUX KOHTPOJBHBIX TOYEK; Ipu 3ToM uHruoutop CDK4/6
BBOJAT Nepel BBEACHUEM XUMUOTEPANEBTUYECKOrO CPEACTBA WIIN OAHOBPEMEHHO C HUM;, U IIPU 3TOM

XUMUOTEPANEBTHYECKOE CPEACTBO SIBJISETCSI LUTOTOKCHUYECKUM B OTHOIIEHHH 3((EeKTOPHBIX
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UMMYHHBIX KJIETOK; U (pa3a mopnep:kaHusi BKIFOYAET BBEACHHE CYOBEKTY IO MeHbIIEe Mepe OqHOMH
10351 3(PEeKTUBHOrO KOJIUYECTBA UHTUOUTOpPA UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK, MPH 3TOM
a3y nopneprkaHusl HA3HAYAIOT MOCKE MpeKparieHus ¢a3bl HHAYKUUH. B COOTBETCTBUU C OIHUM
BAPUAHTOM  OCYINECTBJIGHUs]  cenekTwBHbIM  mHruburop CDK4/6 npencraBnser  coboit
OBICTPONEHCTBYIOIIUI, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3Hu nHruourop CDK4/6.

B cooTBeTcTBUM C OOHUM BapHUAHTOM OCYLIECTBIICHUS MPEAIONAraeTcs Crocod JeueHHs
CyOBeKTa, MMEIOIIEro MeEJKOKIETOUHBI paK JIerKOro, BKIIIOYAIOLIMN Ha3HaueHUe CyOBeKTy
TepaneBTUYECKON CXeMbl, conepkameil 21-cyrounyro ¢asy uuaykmmm u 21-cyTouHyro ¢asy
noanepkaHus, npudeM ¢asa HHAYKINH BKIIOYAET: BBeAeHHEe CyObekTy 3(h(heKTHBHOrO KONIU4IecTBa
kapOoruiatiaa B 1 cyTku 21-CyTOYHOTrO IHKIJA, BBeAeHHE CyOBeKTy 3(P(EeKTHBHOrO KOIMYECTBA
sTono3uaa B 1, 2 u 3 cyTku 21-CyTOYHOrO LMKIJIA, BBeneHHE CYObekTy 3(PpPEeKTHBHOTO KOJINIECTBA
cenekTuBHOro uHruouropa CDK4/6 B 1, 2 u 3 cyTku 21-CyTOUHOro LMKJIA U BBEIEHHE CYyOBEKTY
3¢} PEKTUBHOTO KOJNYECTBA MHTHOUTOpPA MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4YeK B 1 cytkm 21-
CYTOYHOTIO LMKJIA; U (a3a MoAnepKaHus BKIOYAeT BBeleHHe CyObekTy 3 (PeKTHBHOro KOIu4IecTna
MHMMOMTOPAa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK B 1 CyTKM 21-CyTOYHOrO IMKJA, IPH 3TOM
¢a3y nopneprkaHus HA3HAYAIOT MOCKE MpeKpalneHus: (Gasbl UHAYKIHU. B COOTBETCTBHUU C OIHUM
BApDUAHTOM  OCYLIECTBJIEHUs  cenekTuBHbI uHruourop CDK4/6 npencraBmser  coboit
OBICTPONEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3Hu uHruourop CDK4/6.

B cooTBeTcTBUM C OJHUM BapHaHTOM OCYLIECTBJICHHUS IPEAIOJAraercsi Crocod JedeHus
CyOBeKTa, MMEIOIIEro MeNKOKJIETOUHbI pak JIerkoro, BKJIIOYAIOLIMN Ha3HaueHUe CyOBeKTy
TePaneBTUYECKON CXeMbl, conepamuii 21-cyrounyro ¢asy wmHAykuun u 21-cyTounyio ¢asy
noajepkaHus, npudeM ¢asza HHAYKIHH BKIIOYAET: BBeeHUE CyObekTy 3(peKTHBHOro KoauyecTna
kapOoriaTiHa BO 2 CyTKH 21-CyTOYHOro LIMKJA, BBeAeHHE CyObekTy 3(h(PeKTHBHOrO KOJIUYECTBa
sTOno3uzaa BO 2, 3 U 4 cyTkH 21-CyTOUHOrO LNKIIA, BBeeHHE CyObekTy 3¢ (eKTHUBHOrO KOJINYECTBa
cenektuBHoro uHruomropa CDK4/6 B 1-4 cyTku 21-CyTOYHOrO LMKIAa U BBEACHHE CYOBEKTY
3¢ PEKTUBHOTO KOJINYECTBA WHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4eK B 1 cyTkm 21-
CYTOYHOTIO LIMKJIA; U (a3a MoAnepKaHUs BKIOYAET BBeleHHe CyObekTy 3 PeKTUBHOro Koau4decTsa
MHMMOWTOPAa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYeK B | CyTKH 21-CyTOYHOro IMKJIA, MPU 3TOM
¢a3y noxpneprkaHus Ha3HA4YAIOT MOCKE NpeKpaiieHus ¢a3bl MHAYKUUH. B COOTBETCTBUU C OIHUM
BAPUAHTOM  OCYINECTBJICHUS CenekTuBHbI  mHruoburop CDK4/6  mpencramser  coboit
OBICTPOEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM Moy xku3Hu uHruourop CDK4/6.

B cooTBeTcTBUM C OJHUM BapHaHTOM OCYLIECTBJICHHUS IPEAIONAraercst Crnocod JeueHus

CyObeKTa, HMMEIOIIEero MeJKOKJIETOUHbIH paK JIeTKOro, BKIIFOYAKOLIMN Ha3HA4YeHUe CyOBeKTy
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TepaneBTUYECKON cxeMbl, conepkameil 21-cyrounyro ¢asy wuuaykumu u 21-cyTounyroo ¢asy
nojiep KaHus, mpuyueM ($aza MHIYKIUH BKIIIOYAET. BBEACHUE CYOBeKTY 3(PPEKTUBHOTO KOJINYECTBA
TormoTekaHa B 1-5 cyTku 21-CyTOYHOro HMKNa, BBeAeHHE CyOBeKTy 3(P(PEKTHBHOTO KOJIMYECTBA
cenextuBHOoro uHruouropa CDK4/6 B 1-5 cyTku 21-CcyTOYHOro nMkia M BBeIdeHHE CyOBEKTY
5 PEKTHBHOTrO KOJIMYECTBA MHIMOUTOPA MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4YeK B 1 cyTku 21-
CYTOYHOTIO IIMKJIA; U (a3a moanepKaHus BKIIOYAET BBeIeHHe CyObekTy 3 QeKTHBHOro KOIu4ecTna
UHMHOUTOPa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYeK B 1 CyTKH 21-CyTOUHOrO LMKJA, IIPU 3TOM
(a3y noxpneprkaHusl HA3HAYAIOT MOCKE MpeKpamneHus: (Gasbl UHAYKIHUA. B COOTBETCTBUU C OIHUM
BAPHAHTOM  OCYIIECTBJIEHUs  cenekTuBHbI uHruourop CDK4/6 mnpencraBmser coboit
OBICTPONEHCTBY IO, XapaKTEPU3YIOLIHICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruoutop CDK4/6.

B cooTBeTcTBUM C OIHUM BapHAHTOM OCYLIECTBJICHUS IPEAIOJIaraercsi Crocod JIe4eHus
CyOBeKTa, MMEIOIIEro MeNKOKJIETOUHBIH pak JIerkoro, BKIIIOYAIOLIMN Ha3HaueHUe CyOBeKTy
TEpaneBTUYECKOH CXeMbl, BKouaromiei 21-cyrounyr ¢asy unaykuud u 21-cyTounyio ¢asy
noazepkanus, npudeM ¢asza HHAYKINH BKIIOYAET: BBeAeHUE CyObekTy 3(pekTHBHOro KommyecTna
TOMOTEKaHa BO 2-6 CyTKH 21-CyTOYHOro LMKJa, BBemeHHE CyObekTy 3(P(eKTHBHOrO KOIM4YecTBa
unrudburopa CDK4/6 B 1-6 cyTtku 21-cyTodHoro uukia u BBeAeHHE CyObekTy 3((HEeKTHBHOrO
KOJIMUECTBAa UHIMONTOPa UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK B 1 CyTKH 21-CyTOYHOrO LIUKIIA,
u (aza momdep:kaHWsi BKIKOYAeT BBeleHHE CyObekTy 3(PdeKTHBHOro KOMM4ecTBa HHrHOMTOpA
UMMYHOJIOTHYEeCKUX KOHTPOJIbHBIX TOueKk B | cyTku 21-CyTOYHOro IuKia, mpu 3ToM (hasy
NOJAJepKaHUS HAa3HAuYaroT Mocje MpekpameHus (aspl MHAYKUUH. B COOTBETCTBUM € OAHUM
BAPUAHTOM  OCYIIECTBJIIEHUs cenekTuBHbI wuHruomrop CDK4/6 mnpencraBmser coboit
OBICTPOEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruourop CDK4/6.
B cootBeTcTBHM ¢ OOHUM BapuaHTOM ocyinecTBieHus uHruourop CDK4/6 mpencrasnser coboii
coenuHeHue L.

B cooTBeTcTBUM C OJHUM BapUaHTOM OCYLIECTBJICHUS IPEAINONAraercsi Crocod JeueHus
cyOBeKTa, UMEIOLIEero pak MOJIOYHOH JKeJie3bl ¢ TPOHHBIM OTpULaTeNIbHBIM (peHoTumnoM B IV craauuy,
BKJIFOYAIOIINN Ha3HaueHUE CyOBEKTy TEepameBTHYECKOW CXeMbl, copepskameit 21-cyTounyro ¢asy
uHAyKoun U 21-cyTounyro (asy mopneprkanusi, npudeM (asa WHIYKLHUM BKIIOYAET: BBEICHUE
cyonpekTy 3¢dpdexruBHOro konmuectsa kapboruatuHa B 1 cyTku U 8 cyTkH 21-CyTOYHOro LKA,
BBeneHHE CyOBekTy 3((HEeKTUBHOTO KonmuecTBa remiuTadbnHa B 1 cyTku U 8 CyTku 21-CyTOYHOrO
IMKJIa U BBeleHHe CyOBekTy 3(¢eKTHBHOro KoimdyecTsa cenekTuBHoro naruouropa CDK4/6 B 1
cyTkH U 8 cyTku 21-cyTOdyHOro nmkia, u Qasa MopnepKaHus BKIFOUAET BBeNEHHE CyOBeKTy

3¢} PEKTUBHOTO KOJNYECTBA MHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4eK B 1 cyTkm 21-
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CYTOYHOTI'O LIUKJIA, TIPH 3TOM (pasy moaaepskaHus HA3HAYAIOT MOCe MpeKpateHus Gpa3bl HHIY KN,
B cooTrBercTBMM C OAHMM BAapUAHTOM OCYILIECTBIEHUs celeKTHBHbIM uHruobutrop CDK4/6
IpeaCTaBIIsAeT COOOH OBICTPONEHCTBY IO, XapaKTEPU3YIOIIUICS KOPOTKHUM IIEPUOIOM IOy KU3HU
unruoutop CDK4/6.

B cooTBeTCTBMH C OZHUM BApHAHTOM OCYINECTBJICHHS INPEAIONAraeTcsi CIocod JIeUeHUs
cyOBeKTa, UMEIOLIEero pak MOJIOYHOH JKesie3bl ¢ TPOHHBIM OTpULaTeNbHBIM (peHoTumnoM B IV craauuy,
BKJIOYAIOIINH Ha3HaueHUE CyOBEKTy TEepamneBTHYECKOW CXeMbl, copepskameit 21-cytounyro ¢asy
uHAyKoun U 21-cyTounyro (asy mnomnmeprkanHus, npudeM (asa MHIYKIMH BKIFOYAET: BBEICHUE
cyOBekTy 3¢ peKTHBHOrO Kojau4yecTsa kapOoruiaTuHa BO 2 CYyTKU U 9 cyTku 21-CyTOYHOrO IMKIIA,
BBeZieHHe CyObekTy 3 (HEeKTUBHOIO KOJMUYECTBA reMIUTaOMHA BO 2 CYyTKU U 9 CyTKHU 21-CyTOYHOTO
IIMKJIa ¥ BBeZieHue cyOpekTy 3¢ extuBHoOro komdectsa nuruonropa CDK4/6 B 1 cytky, 2 cyTky, 8
CYyTKH M 9 cyTku 21-cyTOodyHOro nmkia, u Qasa MopnaepKaHus BKIIOUAET BBeNEHHE CyOBEeKTy
5} PEKTUBHOTO KOJINYECTBA MHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4eK B 1 cyTkm 21-
CYTOYHOTI'O LIMKJIA, TIPH 3TOM (pasy mojmepskaHus HA3HAYAIOT MOCJIe NMpeKparneHust Gpasbl HHIY KLU,
B cooTBeTcTBMM C ONHHMM BApUAHTOM OCYILIECTBICHHs CelekTuBHbII uHrubutop CDK4/6
npeacTaBisieT coOOH OBICTPONEHCTBY IO, XapaKTePU3YIOIIUICS KOPOTKHUM ITEPUOIOM IOy KU3HU
unruoutop CDK4/6. B coOTBETCTBUH C OAHUM BaPUAHTOM OCYLIECTBJICHUS IPEATIONAraeTcs Cocod
Je4eHNs CyOBbeKTa, HMEIOIEro MeJIKOKJIETOUHBIH PakK JIETKOTO, BKIFOYAOLINH Ha3HAUSHNE CYOBeKTY
TepaneBTUYEeCKON cxeMbl, conepkameil 21-cyrounyro ¢asy wuuaykmmm u 21-cytounyro dasy
NOAJEPKaHUsA, IPU 3TOM (paza MHAYKIMU MOXKET ObITh MOBTOPEHA BILJIOTH A0 4 pa3, mpuieM (dasa
WHOYKOUK BKJIFOYAET: BBEIACHHE CYOBeKTy 3((EeKTUBHOro KojmyecTBa kapOoriaatuHa B 1 CyTKu
Ka)X70r0 21-CyTOYHOro LIMKJIa; BBeleHHe CyObeKTy 3(pPeKTUBHOro KoInuecTsa 3rono3uaa B 1,2 u 3
CYTKH Kakaoro 21-CyTOYHOro LMKJIA, BBEACHHE are30u3yMad B 1 CyTku Kaxmoro 21-cyTo4HOro
uukia u BBenenue uHruouropa CDK4/6 B 1, 2 u 3 cyTku xaxaoro 21-cyToyHoro uukia, u ¢asa
NOJJIep>KaHUs BKJIOYAeT BBEIeHHe aTte3onu3ymada B 1 cyTku 21-cyTOUHOro LMKJIA, IPH 3TOM (azy
NOAJIEPKAHNS HA3HAYAIOT MOCIe TPEeKpalIeHus 3aKIIoUnTeIbHON (a3el mHAyKunu. B coorBeTcTBHN
C OJHMM BapHAHTOM OCYLIECTBJIEHUs cenekTHBHbII uHruoutop CDK4/6 mpencrasnser coboit
OBICTPONEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU uHruoutop CDK4/6.

B cooTBercTBUM C OJHUM BapHaHTOM OCYLIECTBJIIEHHUS IPEAIONaraercsi Crocod JedeHus
CyOBeKTa, MMEIOIIEro MeJKOKJIETOUHBI pak JIerkoro, BKJIIOYAIOLIMN Ha3HaueHUe CyOBeKTy
TepaneBTUYECKON cXeMbl, conepkameil 21-cyrounyro ¢asy wuuaykmumu u 21-cyTounyroo ¢asy
NOAJIEPKaHUsA, TIPU 3TOM (paza MHIYKIMU MOXKeET ObITh MMOBTOpPEHA BIUIOTH 10 4 pas, mpuieM ¢asza

WHIYKIHMU BKJIFOYAET: BBEACHUE CYyOBeKTy 3(PeKTHBHOro KOMM4YecTBa KapOOIIaTHHA BO 2 CYTKH
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Ka)XJ0r0 21-CyTOYHOrO UKJIA, BBeeHHE CYOBEeKTY 3 (PEKTHBHOTO KOJIMYEeCTBA STOMO3HMAA BO 2, 3 1
4 cyTKHM Kaxaoro 21-cyTo4HOro IUKIIa; BBEAEHUE are30an3ymada B 1 cyTku Kakaoro 21-cyTouyHoro
nukia u BeBeneHue mHruouropa CDK4/6 B 1-4 cytkm kaxkporo 21-cyToyHoro nwkia; u ¢asa
NOAJIEPKaHUS BKIIOYAET BBEIeHHe are3onuzymada B 1 cyTku 21-cyTOUHOro nukia, npu 3ToM (asy
HOAZEPIKAHNS HA3HAYAIOT MOCIIE MPEKPAIIeHUs 3aKIYUTENIbHON (a3bl MHAYKIUH. B cooTBeTCTBHM
C OOHMM BAapUAHTOM OCYLIECTBJIEHUs! cenekTuBHbI uHrnOutop CDK4/6 mpencrasnser coboit
OBICTPOIEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruourop CDK4/6.

B cooTBeTcTBMM C OJHUM BapUAHTOM OCYIIECTBJICHHS MPEAIOJIAraeTcsi Crocod JieueHus
CyOBEKTa, UMEIOLIEro 3aMylICHHbIH MM METaCTAaTHYECKUH HEOPOTOBEBAIOIIUN MEJIKOKJIETOYHbIH
paK JIerKOro, BKJIFOUAIOMIMN Ha3HAaYeHHE CyOBeKTy TeparmeBTHUECKOW CXeMbl, conmepskameit 21-
cyTouHyro (asy mHaykuuu u 21-cyrouHyro ¢asy nopnepskaHus, Npu 3ToM (aza HHAYKIUHA MOXKET
ObITb TOBTOpPEHA BILUIOTH 10 4 pa3, npuyueM ¢a3za MHAYKLUUH BKIIOYAET. BBEIAEHHE CYOBEKTY
3¢ PEeKTUBHOTO KOJNMYECTBa KapOoruiaTiHa B 1 CyTKH Kaxmoro 21-CyTOYHOrO LMKJIA, BBEACHUE
cyOBeKTy 3 (peKTHBHOrO KOJIMYeCcTBa NEMETPEKCea B IePBble CYTKU KaKIOro 21-CyTOYHOrO 1UKIIA,
BBeZIeHHE CyObeKTy 3 (hEeKTUBHOrO KoNnuecTBa neMoponnsymada B 1 cyTku kasknoro 21-cyTo4HOro
LUKJIa U BBeneHue cyonbekTy addekruBHoro koauydecrsa nuruouropa CDK4/6 B 1 cyTku kaxmoro
21-cytouHoro nmkia, u (asa MONAEpKAHHMA BKIKOYAET BBeneHUE CyOBekTy 3(QeKkTuBHOrO
KonuvyecTBa meMOponusymMadba B 1 cyTku Kakaoro 21-CyTOYHOro LMKJIA, MpU 3TOM (¢asy
NOAJIEPKAHNS HA3HAYAIOT MOCIe MPEKPaIleH s 3aKIIOUNTEIbHON (a3bl MHAYKUUU. B cooTBeTcTBUN
C OOHHM BAapUAHTOM OCYLIECTBJIEHUs! celekTuBHbII uHruOuTop CDK4/6 mpencrasnser coboit
OBICTPONEHCTBYIOIINH, XapaKTePH3YIOLIHICS KOPOTKUM IEPHOAOM oy xku3Hn nHruourop CDK4/6.

B cooTBeTcTBUM C OJHUM BapUAHTOM OCYLIECTBJICHHUS MPEATONAraeTcs Crocod JeueHUs
CcyObeKTa, UMEIOIIEro HeOPOTrOBEBAIOIIMI METKOKJIETOUHbIH pak jierkoro B craguu IIIB wmu IV
craauu 06e3 crocOOHBIX BBICTYIUTH B KauecTBe MUIIeHU reHeTndeckux abeppanuii EGFR mmm ALK,
BKJIFOYAIOIINH Ha3HaueHUEe CyOBEKTy TEepameBTHYECKOW CXeMbl, copepskameit 21-cytounyio ¢asy
UHAYKOUA U 21-cyTouHyo (asy nmopnepskaHus, Mpu 5ToM (aza HHAYKIUH MOXET OBbITh MOBTOPEHA
BILIOTH 710 4 pas3, mpuueM ¢a3a HHAYKIIY BKJIIOYAeT: BBeeHNe CyObekTy 3(p(peKTHBHOro Koau4decTna
kapOomaTiHa BO 2 CyTKHM Kaxaoro 21-CyTouyHOro uukia, BBefeHHe CyObekTy 3¢ dekTuBHOrO
KOJIMUECTBa IIeMeTpeKcena BO 2 CYTKH Kaxaoro 21-CyTOUHOro IHKJA, BBEOEHHE CYyOBEKTY
s dexTuBHOTO KONMMyecTBa nmeMopoausymada B 1 cyTku Kakaoro 21-CyTOYHOro IIUKJIA U BBEIEHUE
cyobekTy 3¢ dextuBHoro konmmuecrsa unrudutopa CDK4/6 B 1 u 2 cyTku kaxmoro 21-cyTouHOro
nukia, U (asa TNOAAEp)KAaHUS BKIOYaeT BBeAeHHE CyObekTy 3((eKTHBHOro KOJIUYeCTBa

nemOpon3ymada B 1 cyTku Kaskaoro 2 1-cyTO4HOro LUKJIa, Mpu 5ToM (asy NoAnepKaHus Ha3HAYAI0T
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HOCIIe TIPEeKpAIleHHs 3aKJIIYUTENbHONH (a3el MHAYKUMU. B COOTBETCTBMM C OIHHUM BapHaHTOM
ocylIecTBIeHUs cenekTuBHbI uHruourop CDK4/6 mpexncraBnser coOoil ObICTpOAEHCTBYIOLINI,
XapaKTEePU3YIOLIUICSI KOPOTKUM MEPUOAOM Moy ku3Hu uHruoutop CDK4/6.

B cooTBeTcTBUM C OJHUM BapHAHTOM OCYLIECTBJICHHUs MPEAIONAraercs Crocod JeueHHs
CcyOBbeKTa, UMEIOIEero MeTaCTAaTUYeCKUH PElMIUBUPYIOLIHIA WK pepakTepHbId pak 000TOYHON U
NpsSIMON KHIIKH, BKJIIOYAIONINNA Ha3HAUeHUe CyOBeKTy TeparmeBTUYECKOW CXeMbl, comeprkamei 21-
cyTOuHY0 (asy HHAyKuuu u 21-cyTounyro (aszy nopaep:kanus, npudeM ¢asa MHAYKLUH BKIIOYAET:
BBe/IeHHE CyOBeKTy 3((eKTHBHOrO KONMUYECTBa HMPUHOTEKaHa B 1 CyTkH 21-CyTOYHOro LKA,
BBezieHHe cyObpekTy addexTrBHOro Konuuectsa nHruouropa CDK4/6 B 1 cyTku 21-CyTOYHOrO LUK
U BBeIeHHE CYOBeKTY 3((EKTHUBHOIO KOJINYECTBA MHIHOMTOPA UMMYHOJIOTHYECKUX KOHTPOJBHBIX
Touek B 1 cytku 21-cyTouHoro nwmkia; u ¢aza MOANEpKAHMUS BKIIOYAET BBEACHUE CYOBEKTY
3¢ GEKTUBHOTO KOJNINYECTBA MHTMOUTOpPa MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYeK B 1 cyTku 21-
CYTOYHOTI'O LIUKJIA, TIPH 3TOM (pasy MoAep:KaHus HA3HAYAIOT MOCJe MpeKpameHns (a3l HHIYKIHH.
B cooTrBercTBMM € OXHHMM BAapUAHTOM OCYILIECTBIEHMs cenekTuBHbIM uHruoburop CDK4/6
npencrasisier coOoi ObICTPOREHCTBYIOLINHN, XapAKTEPH3YIOIINICA KOPOTKUM MEPHOAOM IOy KH3HU
uarudutop CDK4/6.

B cooTBeTcTBUM C OJHUM BapUAHTOM OCYLIECTBJICHUsS MPEATNONAraeTcs Crocod JeueHUs
CyObeKTa, UMEIOIIEro METaCTaTHYECKUN PEeLUIUBUPYIOIIUN WK pedpakTEepHbI pak 000q0UHON U
NpsSIMON KHIIKH, BKJIIOYAIONINHA Ha3HaueHUe CyOBeKTy TeparneBTHUECKOH CXeMbl, comepxkamend 21-
CyTOuHY0 a3y uHAyKuuu U 21-cyTouHyro a3y nopaep:kanus, npudeM ¢asa MHAYKLUH BKIOYAET:
BBeZleHHE CyOBekTy 3((eKkTHBHOrO KONMYECTBa MPHHOTEKaHa BO 2 CYTKH 21-CyTOYHOrO IHMKIIA,
BBeZicHHE CyOBbekTy s dexkruBHOro kommuecrsa naruouropa CDK4/6 8 1 u 2 cytku 21-cyTo4HOTrO
HUKJIa U BBeleHHe CyObekTy 3(P(eKTHBHOrO KONMMYECTBA WMHIHMOUTOpPA HMMYHOJOTHUECKHUX
KOHTPOJIbHBIX TO4YeK B 1 cyTkm 21-cyrouHoro mukia; u ¢asa mopaep:kaHusl BKIKOYAET BBEACHUE
cyOBeKTy 3 (PEeKTUBHOrO KOIUYECTBA MHIMMOUTOpAa MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK B |
CYTKH 21-CyTOYHOTO IMKJIA, ITpH 3TOM a3y MoAnep’kaHHus Ha3HA4YarOT IOCie MpeKpameHust (asbl
UHAYKIUU. B COOTBETCTBUM ¢ OAHMM BapHaHTOM OCYILIECTBIIEHUS ceNeKTUBHBIN nHruourop CDK4/6
npencTaBiseT co00i ObICTPOAEHCTBYIOIINM, XapaKTEPU3YIOIIUNACST KOPOTKUM MEPUOIOM TOJTY KU3HU
unruoutop CDK4/6.

B cooTBeTcTBUM C OJHUM BapUaHTOM OCYLIECTBJIEHUs MPEATNONAraeTcs Crocod JeueHUs
cyOBbeKTa, UMEIOIEero MeTaCTaTUYeCKUH PerMINBUPYIOLIMHA WK pepakTepHbId pak 00OZOYHON U
NpsMON KHUINKH, BKJIIOYAIOI[UI Ha3HaueHHe CyObeKTy TepareBTUYEeCKOH CXeMbl, copepskaueil 6-

HeNeNbHYI0 (pasy MHIYKIMH U O-HeAeIbHY0 (a3y MOoAnepKaHuUs, TpUUeM (Pa3a MHIYKIHH BKIIOYAEeT:
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BBezieHHe cyObpekTy 3¢dexTuBHOro KonmyecTsa HpruHOTEeKaHa B 1, 8, 15 u 22 cyTku 6-HenenpHOro
LIMKJIa, BBeieHne cyObeKkTy s¢dexTuBHoro konuuecrsa uuruouropa CDK4/6 8 1, 8, 15 u 22 cytku
6-HEeTbHOrO LIMKJIA U BBEAEHHE MHTUOMTOPAa MMMYHOJOTMYECKHUX KOHTPOJBbHBIX TOYeK B 1 u 22
CYTKH 6-HeNeNbHOro LMK, U (a3a mopaep kaHus BKIOUaeT BBeneHHe () ()EeKTHBHOIO KOIUYECTBA
UHTHOUTOPA KOHTPOJIBHBIX TOUeK B | 1 22 CyTKH O-HEeJeNbHOTO LIUKJIA, TPH 3TOM (ha3y HOANepKAHUS
Ha3HA4YalOT IOCie TpekpameHus (assl HHAYKIUH. B COOTBETCTBHMM C OJHUM BapHaHTOM
OCylLIecTBJIEeHUs cenekTuBHbI uHruourop CDK4/6 mpexncraBnser coOoil ObICTpOAEHCTBYIOLINI,
XapaKTEePHU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3Hu uHruoutop CDK4/6.

B cooTBeTcTBUM C OJHUM BapHUaHTOM OCYLIECTBJIEHHUS IPEANONaraercst Crocod JedeHus
CcyOBbeKTa, UMEIOLIEro METaCTaTUYeCKUH PElMINBUPYIOLIHIA WK pepakTepHbId pak 000I0YHOH U
NpsSIMON KHUIIKH, BKJIIOYAIOIUI Ha3HaueHHe CyObeKTy TepaleBTHYEeCKOH CXeMbl, comepskarueii 6-
HeleNbHYI0 (pa3y HHAYKIMU U 6-HeAebHy0 (a3y noaaepKaHus, npuueM dasa HHAYKIUU BKIIOYAeT:
BBeZieHHe CyOBekTy 3(p(pekTHBHOro KONMM4ecTBa HPUHOTEKaHa BO 2, 9, 16 u 23 cyTku 6-HeIeTbHOro
LIUKJIa; BBeIeHue CyobekTy a¢gdexTuBHoro koauuectsa naruouropa CDK4/6 8 1, 2, 8, 9, 15, 16, 22
U 23 CyTKU 6-HEAETbHOIO LIMKJIA U BBEJEHNE HHIMONTOPAa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK
B 1 u 22 cyTku O-HenejabHOrO MMKIA, U (a3a MOANep KaHusl BKJIOYaeT BBeaeHue 3(pdexTuBHOro
KOJIMUECTBa UHIMOUTOpa KOHTPOJIbHBIX TOUeK B 1 U 22 CyTKM 6-HeAeNbHOro IMKJIa, IpH 3ToM (azy
NOAJEPKAHNS HA3HAYAIOT MOCJe MpeKpaieHust (a3pl HHAYKUUH. B COOTBETCTBHM C OIHUM
BAPHAHTOM  OCYIIECTBJIEHUs  cenekTHBHbI uHruomrop CDK4/6 mnpencraBmser coboit
OBICTPONEHCTBY IO, XapaKTEPU3YIOLIHICSI KOPOTKUM MEPUOAOM MOy ku3HU HHruourop CDK4/6.

B cooTBeTcTBUM C OIHUM BapUAHTOM OCYLIECTBJIICHHUS IMPEIIONaraercsi Crocod JedeHus
cyOBeKTa, MMEIOIIEro peLUANBUPYIOIINN YyBCTBUTENbHBIN K TUIATHHE PaK SIMYHHUKA, BKIIOYAFOINNI
Ha3HaueHue CyOBbeKTy TepaneBTHUECKOM cXeMbl, comeprkaieii 21-cyTounyro a3y uHayKuuu u 21-
CyTOUHYIO (pasy noanepskaHus, Ipu 5ToM $asza HHAYKLIHUH MOXKeET ObITh TOBTOPEHA BILIOTH 110 6 pas,
npudeM ¢pasa UHAYKIUH BKIFOYAET. BBEACHUE CYOBEKTY 3(P(PEKTUBHOTO KOJNYECTBA KapOOIIaTuHa
B | cytkum kaxmoro 21-CyTOYHOrO ILMKJA, BBeIeHUE CYOBEeKTY 3(P(PEKTUBHOTO KOJUYECTBA
mouerakcena B 1 CyTkM Kaxzoro 21-cyTO4HOro Imukia, BBefeHHE CyObekTy 3ddekTuBHOro
konuvectBa uHruouTopa CDK4/6 B 1 cyTku kaxmoro 21-CyTOYHOrO LMKJIA M BBEIEHHE CYyOBEeKTy
3¢ GEeKTUBHOrO KOJMYECTBA HHIHMOMTOpAa HMMYHOJIOTHYECKHMX KOHTPOJIBHBIX TOUeK B 1 CyTKH
Kax10ro 21-cyToyHOro nukia;, u ¢gasa noaaepKaHus BKIKOYAET BBeAeHHE CyObekTy 3(pdexkTuBHOrO
KOJIMYECTBAa HMHIMONTOpPAa UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUeK B 1 CyTku 21-CyTOUHOro LUKIIA,
npu 3ToM a3y noaaep:kaHus Ha3HAYAro0T MOCIe MPEeKPaIleHNs 3aKII0UUTeNbHOHN (as3bl nHAYKIUU. B

COOTBETCTBHH C OTHHM BAPHAHTOM OCYIIEeCTBIICHUS ceneKTUBHbIN nHrnoutop CDK4/6 npencrasiser
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co0oil OBICTPONEHCTBYIOLINH, XapaKTePU3YIOIUICS KOPOTKUM IE€PUOOM IOy KU3HU WHIHOUTOP
CDK4/6.

B cooTBeTCTBMU C OOHUM BApUAHTOM OCYLIECTBIICHUS MPEAIONAraeTcs Crocod JeueHHs
cyOBeKTa, MMEIOIIero peLuANBUPYIOINN YyBCTBUTENbHBIN K TUIATHHE PaK SUYHUKA, BKIIOYAFOINUI
Ha3Ha4YeHHe CyObeKTy TepareBTUYeCKOW CXeMbl, copepskameii 21-cytounyro ¢asy uHIykmu u 21-
CyTOUHYIO (pa3y moamepskaHusi, Mpu 3ToM (a3a UHIYKIUU MOXKET ObITh MOBTOPEHA BILIOTH A0 6 pas,
npuyeM ¢aza HHAYKLUH BKJIIOUYAET: BBeJeHHE CyOBeKkTy 3(p(PeKTUBHOrO KOJNUECTBa KapOoriaTuHa
BO 2 CYTKH KaXmoro 21-CyTOYHOro IMKja; BBeneHHE CyObeKTy 3(PQPEKTUBHOTO KOJUYECTBA
JoLeTaKkcena BO 2 CYTKHM Kaxnoro 2l-cyrouHoro nukia; BBeneHue cyOwbekTy 3¢ddexkTuBHOro
xonmuectsa HHruouTopa CDK4/6 B 1 u 2 cyTku Kaskaoro 2 1-cyTOYHOTro IUKJIA U BBEIEHHE CyOBEKTY
3¢ EeKTUBHOTO KOJHYECTBA HHIHOUTOPAa MMMYHOJIOTUYECKMX KOHTPOJIBHBIX TOUeK B 1 CyTKH
Kax70ro 21-cyTouHoro 1ukia; u ¢asa noanepKaHus BKIKOYAeT BBeJeHHE CyObekTy 3(h(eKTUBHOrO
KOJIMYECTBAa MHIHONTOPAa UMMYHOJIOTMYECKUX KOHTPOJIbHBIX TOUeK B 1 CyTKH 21-CyTOUHOrO LUKIIA,
npu 3ToM a3y noaaep:kaHus Ha3HAYAIOT MOCIIe MPEeKPAIleHHs 3aKII0UNTeNbHOH (as3bl HHAYKIuU. B
COOTBETCTBUH C OJHHM BaPHAHTOM OCYILIECTBJICHUs ceNleKTHBHbIN nHrnourop CDK4/6 npencrasiser
co0oil OBICTPONEHCTBYIOLINH, XapaKTEePU3YIOIUICS KOPOTKUM MEPUOIOM MOJYKU3HH HHIHOHTOP
CDK4/6.

B cooTBeTcCTBMU C OOHUM BApUAHTOM OCYLIECTBIICHUS MPEAIOJAraeTcs Crocod JieueHHs
cyOBeKTa, NMEIOIEero MeTaCTaTHYECKUH paK MOKENyAOYHOH JKele3bl, BKIFOUAIOIINN Ha3HauYeHHe
CyOBEKTy TepameBTHUYECKOH CXeMbl, conmeprkamieil 14-cyrounyro ¢asy MHAyKIMU U 14-CyTOYHYIO
da3y nogpmep:xkaHus, mpudeM (¢asza HMHAYKLUHUU BKIIOYAeT. BBeAeHHE CyObekTy 3(dexTuBHOrO
konuuectsa komOuHaumu 5-FU u neiikoBopuHa B 1 u 2 cyTku 14-CyTOYHOro LUKJIA, BBEIAEHUE
cyObekTy 3¢ (peKTHBHOrO KoJIM4yecTBa OKCANUIUIATHHA B 1 CyTku 14-CyTOYHOro IMKJIA, BBEICHHE
cyObekTy 3(eKTUBHOrO KONMMYeCTBa UPHHOTEKaHa B | CyTku 14-CyTOYHOrO LMKJIA, BBEACHUE
cyowekty 3¢ dexruBHOoro konmmuectsa naruouropa CDK4/6 B 1 u 2 cyTku 14-CyTOYHOTO 1UKIA U
BBeZIeHHE CyOBeKTy 3(P(PEeKTUBHOrO KONIMYECTBA MHTMOUTOPA MMMYHOJOTMYECKHUX KOHTPOJBHBIX
Touek B 1 cyTku l4-cyTouHoro nmkia, u ¢asa MOANEpKaHUS BKIIOYAET BBEAECHHE CYOBEKTY
3¢} PEKTUBHOTO KOJMYECTBA MHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4eK B 1 cyTku 14-
CYTOYHOTI'O IUKJIA, TIPH 3TOM (hasy moanepkaHus HA3HAYAIOT MOce MpekpameHns Ga3pl HHIY KUK,
B cootBercTBMM C OAHHM BAapUAHTOM OCYINECTBJICHUS CelekTHBHbIN uHruourop CDK4/6
IpeacTaBIIsieT cOOOH OBICTPONEHCTBY IO, XapaKTePU3YIOIIUICS KOPOTKUM IIEPUOIOM IOy KU3HU

unruoutop CDK4/6.
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B cooTBeTcTBUM C OOHUM BapHUAHTOM OCYLIECTBIICHUS MPEAIONAraeTcs Crocod JeueHHs
cyOBeKTa, UMEIOIEro MeTaCTaTHYECKUH pak MOIKeNTyAOYHOH sKeNe3bl, BKIIUAIOIINN Ha3HauUeHHe
CYyOBEKTy TepareBTHUECKOW CXeMbl, coneprkamieii 14-cytounyro ¢asy mHAyKIuu U 14-CyTOYHYIO
da3y noppep:xkanHus, nmpuydeM asza WHAYKLUU BKIOYAeT. BBeAeHHE CyObekTy 3(]dexTuBHOrO
konudectBa komOuHaiuu S5-FU u nefikoBopuHa BO 2 ¥ 3 cyTKu 14-CyTOYHOrO IMKJA, BBEIEHHE
cyOBeKTy 3(pPEeKTHBHOTO KOINYECTBA OKCAIUILUIATHHA BO 2 CYTKH 14-CyTOYHOrO LIMKJIA, BBEIACHUE
cyOBeKTy 3¢ QPEeKTUBHOrO KOJMYECTBA MPUHOTEKaHa BO 2 CyTKU 14-CyTOYHOro LIUMKJIA, BBEIACHUE
cyobekTy 3ddexktuBHoro komuuectsa uHruouropa CDK4/6 B 1-3 cyTtku 14-cyTOYHOro mukia u
BBeZleHHE CYOBeKTy 3(PQEeKTHBHOrO KOJINYECTBA WHTUOUTOpPA MMMYHOJOTMYECKUX KOHTPOJBHBIX
Toyek B | cyTku l4-cyTouHoro nwmkia, u ¢asa MOANEPKAHUS BKJIIOYAET BBEACHUE CYOBEKTY
3¢ PEKTUBHOTO KOJINYECTBA MHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TO4YeK B 1 cyTku 14-
CYTOYHOTIO LIMKJIA, TP 3TOM (ha3y Mmojjep:kaHus HA3HAYAIOT Moce MpekpaieHus Ga3bl HHIYKINUN.
B cooTBeTcTBMM € OJHHMM BApUAHTOM OCYIIECTBICHHs celekTuBHbI uHrubutop CDK4/6
npeacTaBiseT coOO0H OBICTPONEHCTBY IO, XapaKTePU3YIOIINHCA KOPOTKUM ITEPHOIOM Oy KU3HU
unruoutop CDK4/6.

B cooTBeTcTBUM C OOHUM BapHUAHTOM OCYLIECTBJICHUS MPEAIONAraeTcs Criocod JeueHHs
cyOBeKTa, UMEIOIEro MeTaCTaTHYECKUH pak MOKENyAOUYHON JKeNe3bl, BKIIUAIOIINN Ha3HauUeHHe
CyOBeKTy TepameBTHUYECKON CXeMbl, comeprkaiieit 28-cyTouHyr a3y MHAYKIUU U 28-CYyTOYHYIO
da3y noppep:kanHus, mpudeM (¢asza HMHAYKLUU BKIOYAET. BBeAeHHE CyObekTy 3(dexTuBHOrO
KOJIMuecTBa reMunTaOnHa B 1, 8 u 15 cyTku 28-CyTOUHOIO UK, BBeACHUE CYOBEKTY 3((HEKTUBHOTO
KonmuecTsa abpakcana B 1, 8 u 15 cyTku 28-cyTo4HOro 1MiKIiIa; BBeAeHne CyObeKTy 3¢ (eKTHBHOTO
xonuuectsa uHruouropa CDK4/6 B 1, 8 u 15 cyTku 28-cyTOYHOro LUKJIAa U BBEJAEHHE CyOBEKTY
3¢} (PEKTUBHOTO KOJNYECTBA MHTHOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYeK B 1 cyTku 28-
CYTOYHOTI'O LIMKJIA;, U (a3a MoAnepKaHus BKIOYAET BBeleHHe CyOBeKTy 3pPeKTHBHOTO KOJIMIEeCTBA
UHMUONTOpPa UMMYHOJOTHYECKUX KOHTPOJIBHBIX TOYeK B 1 CyTKHM 28-CyTOUHOrO LUKJA, IPU 3TOM
¢asy nopneprkaHusl HA3HAYAIOT MOCKE MpeKparieHus ¢a3bl HHAYKUUH. B COOTBETCTBUU C OIHUM
BAPDHAHTOM  OCYIUECTBJIEHUS  cenekTuBHbI uHruburop CDK4/6 mpencrasnser  coGoi
OBICTPONEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU uHruoutop CDK4/6.

B cooTBeTcTBUM C OJHUM BapHUAHTOM OCYLIECTBJICHUS MPEAIONAraeTcs Crocod JeueHHs
cyOBeKTa, UMEIOIEro MeTaCTaTHYECKUH pak MOKEyAOUYHON JKeNe3bl, BKIIUAIOIINN Ha3HauUeHHe
CyOBEKTy TepareBTHUECKOW CXeMbl, coneprkamieii 28-cyTounyro (asy MHAYKIUH U 28-CyTOYHYIO
da3y noppep:kaHus, nmpudeM (asza HWHAYKLUUU BKIIOYAET. BBeACHHE CyObekTy 3(]dexTuBHOrO

KoymuuecTBa remuurabmHa Bo 2, 9 m 16 cyTku 28-CyTOYHOrO LMKJA;, BBEAECHHE CYOBEKTY
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s¢dexTrBHOrO KonndecTsa abpakcana Bo 2, 9 u 16 cyTku 28-CyTOYHOIO IUKJIA; BBEEHHUE CyOBEKTY
s¢dexruBHOrO KOoNmyectsa nuruouropa CDK4/6 8 1, 2, 8, 9, 15 u 16 cyTku 28-CyTOYHOrO LIUKJIA U
BBeZleHHE CyObeKTy 3(P(PEeKTHBHOrO KOJIMYECTBA MHIHMOUTOpPA MMMYHOJOIMUYECKHUX KOHTPOJbHBIX
Todek B 1 cyTkm 28-cyTouHOro nukia, u ¢asa HOAIEpKaHUS BKIIOYAET BBEAEHHE CYyOBEKTY
5 PEKTUBHOrO KOJIMYECTBA MHIMOUTOpPAa MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4YeK B 1 cyTku 28-
CYTOYHOTI'O LIMKJIA, TIPH 3TOM (pas3y MoanepkaHus HA3HAYAIOT MOCIe MpekpameHns Ga3bl HHIY KUK,
B cooTBercTBHMM C OAHMM BapUAHTOM OCYINECTBIEHUs celnekTHBHbIM uHruburop CDK4/6
IpeaCTaBIIsAeT COOOH OBICTPONEHCTBY IO, XapaKTEPU3YIOIIUICS KOPOTKHUM IIEPUOIOM IOy KU3HU
unruoutop CDK4/6.

B cooTBeTCTBHM C OIHUM BapHAHTOM OCYINECTBJICHHs INPEAIOJAraeTcsi Crocod JeueHHs
cyObeKTa, HMEIOIero CapkOMy MSTKHX TKaHel, BKJIIOYAIOIUI Ha3Ha4YeHHe CyOBeKTy
TepaneBTUYECKON cxeMbl, conepkameil 21-cyrounyro ¢asy unaykuuu u 21-cyTounyro dasy
NOANeprKaHUs, TprudeM (pa3a WHAYKIHH BKIIOYAET: BBeAeHHE CYObeKTy 3(p(heKTHBHOrO KOIUYeCTBa
nokcopyounuuHa B 1 cyTku 21-CyTOUHOro LMKIA; BBeJEHHE CyOBeKTy 3P PEeKTHBHOIO KOJIHYECTBA
udochamuna B 1-4 cytku 21-CyTOYHOrO LMKJIA, BBEACHUE CYOBEKTY 3(P(PEKTUBHOIO KOIUYECTBA
unrudburopa CDK4/6 B 1-4 cytku 21-cyTodHOoro uukia u BBeAeHHe CyObekTy 3((HEeKTHBHOrO
KOJIMUECTBa UHIMONTOPa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK B 1 CyTKH 21-CyTOYHOTO LIUKIIA,
u (aza momdep:kaHWsi BKIKOYAeT BBeleHHE CyObekTy 3(PdeKTHBHOro KOMM4ecTBa HHrHOMTOpA
UMMYHOJIOTHYEeCKUX KOHTPOJIbHBIX TOueKk B | cyTku 21-CyTOYHOro IuKia, mpu 3ToM (hasy
NOAJePKaHUS HAa3HAuYalOT Mocje MpekpaileHus ¢aspl MHAYKUUM. B COOTBETCTBUM € OAHUM
BAPUAHTOM  OCYIIECTBJIIEHUs cenekTuBHbI wuHruomrop CDK4/6 mnpencraBmser coboit
OBICTPOEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruourop CDK4/6.

B cooTBeTCTBHHM C ONHUM BAapHAHTOM OCYINECTBJICHHs IPEAIONAraeTcsi Crocod JeYeHuUs
cyObeKTa, HMEIOIero CapKkOMy MSTKMX TKaHel, BKJIIOYANOIUII Ha3HauYeHHe CyOBeKTy
TEPANeBTUYECKON CXeMbl, coiepkamed 21-cyrounyro (asy wmHaykmum u 21-cyTounyro ¢asy
noAzeprKaHus, npudeM ¢$asa WHAYKIHH BKIIOYAeT: BBeIeHHEe CyObekTy 3(pdekTnBHOro KoandecTna
JIOKCOpyOHIMHA BO 2 CYTKH 21-CyTOUHOro IMKIIa;, BBeAeHHE CyOBeKTy 3(h(eKTHBHOrO KOJIM4YeCTBa
udpochamuaa Bo 2-5 cyTku 21-CyTOYHOro LMKIIA, BBeAeHHE CyObeKTy 3P PEKTHBHOTO KOJIHYECTBA
unruburopa CDK4/6 B 1-5 cytkm 21-cyTodHoro mukiaa u BBeAeHHE CyObekTy 3((HEeKTHBHOTO
KOJIMUECTBa UHIMONTOpa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUeK B 1 CyTkH 21-CyTOYHOrO LIUKIIA,
U ¢asa MmogAep:kaHUsl BKIIOYAeT BBeleHHE CyObekTy 3(dekTHBHOro koiamyecTBa HMHIHOWTOpA
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOueKk B | cyTku 21-cyTOYHOro IuKjia, mpu 3ToM (asy

NoAACPKaHUA Ha3HavarOT IOCJIE TPCKpaLlCHUA (baBI:;I UHAYKIIUU. B cootBeTcTBUM € OIHUM
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BAPUAHTOM  OCYIIECTBJIIEHUs] cenekTwBHbIH wuHruomrop CDK4/6 mnpencraBmser coboit
OBICTPOEHCTBY IO, XapaKTEPU3YIOLIUICSI KOPOTKUM MEPUOAOM MOy ku3HU nHruourop CDK4/6.
B cootBercTBHM C OIHUM BapHaHTOM ocyuiectBieHus nHruonrop CDK4/6 npencrasnser coboit
coenuHeHue L.

B cOOTBEeTCTBHM C OJHUM BapHAHTOM OCYLIECTBJICHHUS CEJICKTHBHBIH, OBICTPONEHCTBY FOLINH,
XapaKTePU3YIOLIMIACS KOPOTKUM IepuonoM mnoiyxkusan uarudutop CDK4/6, nosupyemslii, Kak
ONHCAaHO B JIAHHOM JOKYMEHTe, OOBEeNUHSIOT B €JUHOI JieKapCcTBEHHOH (opme ¢ MHruOUTOpPOM
MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK. B COOTBETCTBHM C OZHHM BapHaHTOM OCYILIECTBIIEHUS
UHMHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK Npencrasiser coboif muruburop PD-L1. B
COOTBETCTBMM C OJHHMM BapUaHTOM ocyuiecTBieHus: uHruOutop PD-L1 mpencrasnser coboit
aTe30Ju3yma.

B cooTBeTCTBHM C OJHUM BapUaHTOM OCYILIECTBJIEHUS CEJIEKTHBHBIH, ObICTPOAEHCTBY IOIINH,
XapaKTEePU3YIOLIUICSI KOPOTKUM MePHOAOM Moy ku3Hu uHruoutop CDK4/6 o0beauHsoT B €IUHOM
nekapctBeHHOW (opme ¢ unruburopom CTLA-4. B cOOTBEeTCTBHMM C OJHHUM BapHAHTOM
ocymectsienus: uHruonTop CTLA-4 npencrasnsier codoii urummmymad (Yervoy®).

B cooTBeTCTBHM ¢ OJHUM BapHAHTOM OCYIIECTBICHHUS CEJIEKTHBHBIH, ObICTPOAEHCTBYFOIINH,
XapaKTEPHU3YIOLIUICS KOPOTKUM MEPUOIOM MOTyku3HU HHrHOuTOop CDK4/6 00BeIUHSIIOT B €IMHOM
JieKapcTBeHHOH (opme ¢ HHrHOuTOpOoM PD-1. B COOTBETCTBMHM C OTHUM BapUAHTOM OCYIIIECTBJICHHS
unruburop PD-1 npencrasnsier coboit HuBonymad (Opdivo®). B cooTBeTcTBHE C OAHUM BapPHAHTOM
ocyuectsienust utHruouTop PD-1 npencrasisier coboit memOpomuzymad (Keytruda®).

B cooTBeTcTBUM C OZHMM BapHUaHTOM OCYIIECTBJICHUS] CYOBEKT WM XO35SUH IPEACTaBIISET

co00i1 MIIEKOMUTAIOIIIEE, B TOM YHCJIE YETOBEKa.

KDaTKOC ONMCAHHE YepPTEXKeH

Ha ¢ur. 1 usobpakeHna ckopocth pocta omyxonu 3a 100 CyTOK B MOmENH CHUHIE€HHOM
mblmuHON omyxoimun MC38 mocie obpaborku (1) cpemoii, (2) coenunenuem I (100 mr/kr), (3)
OKCAJIUILIATHHOM, (4) aHTHUTEeNOM K MbiuHOMY PD-L1, (5) coenunenuem I + okcanunnatuaom, (6)
OKCAJTUTIATHHOM (BBOAUMBIM B 1, 8 1 15 cyTku) u aHTUTENIOM K MbItnHHOMY PD-L1 (BBOIMMBIM B 1,
4,8 u 11 cytkn) u (7) coenunenuem I + okcanuruiaTiHOM (BBOAUMBIM B 1, 8, 15 cyTkn) + aHTHTEIOM
K MbimHOMY PD-L1 (BBOmuMBIM B 1, 4, 8 11 11 cyTku). Ha ocu x npencrasieHa nmpoaoKUTEIbHOCTh
HCCNIe/IOBaHMs, H3MepsieMas B CyTKaxX, a Ha OCH y TPEeCTaBieH 00beM OIMyXOJH, H3MEPSEMbIi B MM,

Ha ¢ur. 2 uzobpaxena odmas BbukuBaeMocTb 32 100 CyTOK B MOZIEIM CUHT€HHOMN MBIIIMHOM

onyxoymt MC38 mocie o6padotku (1) cpenoii, (2) coenunernem I (100 mr/kr), (3) OKCaIUIIIATUHOM,
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(4) aaTuTenom k meimuHOMY PD-L1, (5) coennnaenuem I + okcanurmiatuHom, (6) OKCAIUIUIATHHOM
(BBomuMbIM B 1, 8 1 15 cyTkn) u antuTenom k MeimmHomy PD-L1 (BBogumbim B 1, 4, 8 u 11 cyTku)
u (7) coenunenneMm | + okcanuruiaTHHOM (BBOAMMBIM B 1, 8, 15 CyTkM) + aHTHTENIOM K MBIIIHHOMY
PD-L1 (BBommmeiM B 1, 4, 8 u 11 cyrku). Ha ocu X mnpexncraBieHa NPOAOKUTEIBHOCTD
HCCIIeJOBAHMsS, U3MepsieMasl B CyTKaxX, U Ha OCH Y IPEACTaBJIeHa BbDKHUBAEMOCTb, BBIPDA’KEHHAs B
IPOLIEHTAX.

Ha ¢ur. 3 m3o0paskeH pexuM NO3UPOBAHUS U UCCIENOBAHUN C KCEHOTPAHCIUIAHTATOM,
KOTOpBIE ONMHCAHBI B IpUMepe 2 1 npumepe 3. MpllnaM Ha3HAYaIl OJHH U3 PEKUMOB JTO3UPOBAHUS
XHUMHOTEPANeBTUYECKOT0 CPeICTBA/HHIIMOUTOPa KOHTPOJIBHBIX TOUEK ¢ coennHeHneM I nnm 6e3 Hero.
B uactHOCTH, HMHIUOMTOP KOHTPOJBHBIX TOUEK JaBall TOJNBKO BO BpeMs 00paboTku
XuMuorepaneBTHdeckuM cpenctsoM (I), Tompko mocne 00pabOTKM XHUMHOTEPareBTHYECKUM
cpenctsoM (M) mnu BO BpeMs M mocie oOpaboTKH XuMHoTepaneBTHYeckuM cpenctsoM (IM) mo
IIOJTHOTO OTBETA MJIM FHOeNN JKHBOTHOTO. B sKcriepuMeHTaNbHBIX KOoroprax coeauHeHue | nasamu 3a
30 MuHYT 10 00pabOTKH XUMHOTEPAIIEBTUIECKUM CPEICTBOM.

Ha ¢wur. 4 usobOpakeHa CKOpocTh pocta omyxonud 3a 100 CyTOK B MOIENH CHHT'€HHOM
mbiHON omyxonun MC38 mocne obpaborku (1) cpemoii, (2) OKCaMMIJIATHHOM + AHTUTEJIOM K
mbimnHOMY PD-LI Bo Bpems peskuma nosuposanus (IM), (3) coenunenuem I + okcanunnaTiuHom +
aHtuTesoM K MbimuHoMy PD-LI Bo Bpewmsi pexxuma nosuposanusi (IM), (4) okcanmumiaatuHoMm +
aTtuTenoM K MeimmHOMY PD-LI BO Bpemst pexxuma nosupoBanust (M), (5) coenunenuem I +
OKCAJUIUIATUHOM + aHTHTENoM K MbimuHOMy PD-LI Bo Bpemst pexxuma noszupoBanus (M), (6)
OKCAJMILIATUHOM + aHTuTesNoM K MblimuHOoMy PD-LI Bo Bpems pexuma nosuposanus (I) u (7)
coenquHeHueM | + OKkcanuIIaTUHOM + aHTUTENOM K MblinuHOMy PD-LI BO Bpems pexuma
nosupoBanus (I), kak omucaHo B mpumepe 2. Ha ocu X mpencraBieHa MNPONOJKUTENBHOCTD
MCCNIeIOBaHMsl, U3MepsieMas B CyTKaX, a Ha OCH y MpPeCTaBieH 00beM OMyXOJH, U3MePSEMbIi B MM,

Ha ¢ur. 5 uzobpakena obast BbpkuBaeMocTb 32 100 CyTOK B MOJEIM CUHT€HHOW MBITITTHON
onyxonu MC38 nocne obpadotku (1) cpenoit, (2) OKCANUIIIATUHOM + AHTUTEJIOM K MbILTUHOMY PD-
LI Bo Bpems pesxxuma nosuposanus (IM), (3) coequnenuem I + okcanumiaTMHOM + aHTUTEIOM K
mbirHOMYy PD-LI Bo Bpemsi pexkuma nosupoBanusi (IM), (4) okcajqumiaTHHOM + aHTHTEIOM K
mbimuHOMY PD-LI BO Bpems pexxuma nozuposanust (M), (5) coennnennem I + oxcamumatnaoM +
aHtutesoM K MbimuHOMY PD-LI BO Bpemsi pexuma nosupoBanus (M), (6) okcamumiaTuHOM +
aatuTenioM K MbimuHoMy PD-LI Bo Bpems pexxmma nosuposanus (I) m (7) coemunenuem [ +

OKCAJIUIUIATUHOM + aHTuTenoM K MbimmHOMy PD-LI Bo Bpems pexuma nosuposanus (I), xax
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ornrcaHo B npumepe 2. Ha ocu X mpencrasieHa NpOAOKUTENbHOCTb UCCIIEOBAHMS, U3MepsieMast B
CyTKax, M Ha OCH Yy IIpeJCTaBlIeHa BbDKUBAEMOCTb, BBIpPAXKEHHAs B NpoLieHTax. * pasHo p<0,05.

Ha ¢ur. 6 uzobpakena CKOpOCTb pocTa OmyXoJu 3a 60 CyTOK B MO CHHT€HHON MBIIIIUHOM
onyxonu MC38 nocnie o6padotku (1) cpenoit, (2) OKCATUIIATUHOM + AHTUTEJIOM K MbIIIUHOMY PD-
I Bo Bpemst peskuma nosuposanusi (IM) u (3) coenunenuem | + OKCaJIHMIIIATHHOM + AHTHTENIOM K
meimmuHOMY PD-I Bo Bpemsi pexxnma nosmposanust (IM), xak ommcano B mpumepe 3. Ha ocm x
Ipe/CTaBlIeHa MPOAOKUTEIBHOCTD UCCIIEA0BaHMs, U3MepsieMast B CyTKax, a Ha OCH y IPEACTaBJIeH
006BeM OMyXOJIH, H3MEPAEMBIH B MM".

Ha ¢ur. 7 uzobpakena obmasi BBLKMBaeMOCTb 33 60 CyTOK B MOJAEIH CUHT€HHOW MBILIMHOM
onyxonu MC38 nociie o6pabdorku (1) cpenoit, (2) OKCANUIIIATUHOM + aHTUTEJIOM K MbIITHHOMY PD-
I Bo Bpems pexxuma nosuposanusi (IM) u (3) coenunenunem | + okcaaMIIATHHOM + AHTHTENOM K
mbimnHOMY PD-I Bo Bpems pexxuma nosuposanust (IM), xak omucano B npumepe 3. Ha ocu x
IpeCTaBJIeHa MPOIOJKUTENILHOCTD UCCIIEIOBAHMS, U3MepsieMasi B CYyTKaX, U Ha OCH Y NPEACTaBJIeHa
BBDKMBAEMOCTb, BbIPAJKEHHAS B IIPOLIEHTAX.

Ha ¢ur. 8 uzobpazkeHa CKOPOCTh pocTa OmyXoJu 3a 30 CyTOK B MO CHHI€HHON MBIIIIMHOM
onyxom MC38 nmocie obpabotku (1) cpenoit, (2) 5S-FU + anturenom k meimnaomy PD-LI Bo Bpemst
peskuma nosuposanus (IM), (3) coenunenuem I + 5-FU + anturenom k meimuHoMy PD-LI Bo Bpemst
peskuma posupoBanus (IM), (4) 5-FU + anturenom k wmbiuuHoMy PD-LI Bo Bpems pekuma
nosupoBanus (M), (5) coenunenniem I + 5-FU + anturenom k meimmuaomy PD-LI Bo Bpemst pexxima
nosuposanus (M), (6) 5-FU + anturenom k meimmaomy PD-LI Bo Bpemst peskuma nosuposanus (1) u
(7) coenunennem I + 5-FU + anturenom k meimnHoMy PD-LI Bo Bpems pexxuma nosuposanust (1),
Kak onrcaHo B mpumepe 4. Ha ocu X npezcraBieHa NpooKUTENIBHOCTD UCCIIEIOBAHMS, U3MepsieMast
B CyTKax, a Ha OCH y MPEJICTaBIeH 00beM OMyXOJH, U3MEPSEMBIH B MM’

Ha ¢ur. 9 uzobpakena obmasi BBDKMBaeMOCTb 33 30 CyTOK B MOJAEIN CUHT€HHOW MBILIMHOM
onyxom MC38 nocne odpadotku (1) cpenoit, (2) 5-FU + anturenom k mpimmmHoMy PD-LI BO Bpems
peskuma nosuposanusi (IM), (3) coenunenuem I + 5-FU + anturenom k mbimruHomy PD-LI Bo Bpemst
pexxuma nosupoBanusa (IM), (4) 5-FU + anturenom kx wmpinuuHoMmy PD-LI Bo Bpems pexuma
nosupoBanus (M), (5) coenunenuiem I + 5-FU + anturesnom k meitmuaomy PD-LI Bo Bpemst pexxima
nosuposanust (M), (6) 5-FU + anturenom k meimnHomy PD-LI Bo Bpems peskxuma nozuposanus (1) u
(7) coenunennem 1 + 5-FU + anturenom x meimmuaomy PD-LI Bo Bpems pexkxuma nosuposanust (1),
Kak onrcaHo B mpumepe 4. Ha ocu X pezcraBiieHa IpogoKUTENIbHOCTD HCCIIEIOBAHMS, H3MepsieMast

B CYTKaXx, U Ha OCHU y NIPEACTABJIEHA BBDKUBAEMOCTD, BhIPAXKCHHAS B IIPOLICHTAX.
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Ha ¢ur. 10 m3obpaxken npouent CD4+ T-knetok, korma Hecymue onyxoyib MC38 wmbiiiu
nojiyqanu o0paboTKy cpemol, oKcamuIuiaTuHOM + antutenoMm K PPD-L1 unn okcanummatuHOM +
aHTUTENOM K MbIIIMHOMY PD-L1 + coenunenueM I, noay4ueHHbIi O pe3ybTaTaM aHAJIN3a METOJOM
nporouHoi ruromerpun. Onyxonu codbupanu B MHQUIBTPATAX UMMYyHHBIX KIJIETOK 4epe3 5 CyTOK
TIOCIIE 3aKIIFOUUTEIBbHON 00pabOTKH 11 aHAIN3a, KaK OMUCAHO B IpUMepe 5. «YCbD» NPENCTABISIOT
SEM (cranmaprtHass ommOka CpeAHero 3HAueHWsl), M CTAaTUCTHYECKYI0 3HAYMMOCTb Pa3IHuuil
OLICHUBAJIH C TPUMEHEHHEM ONHO(PAKTOPHOrO JUCHEpCHOHHOro aHammza (**p<0,01 wu
*#%%p<0,0001). Ha ocu X mpeacTaBieHbl yCIOBUs 00pabOTKHU, a Ha OCH y MPEICTABIEHO COAEPKaHHEe
CD4+ T-kneTok, U3MEPEHHOE B BUJIE MPOLIEHTHOIO 3HAYEHUS.

Ha ¢wur. 11 u3obpaken npouentr CD4+ T-kietok, korma Hecyiiue onyxojib MC38 wmbiiiu
nojiyqanu oOpabOTKy Cpenoil, OKCaJWIUIATHHOM + aHTUTeJoM K wmbiuuHoMy PPD-L1 wmm
OKCaJIMIIATUHOM + aHTUTENOM K MbITMHOMY PD-L 1 + coequnenueM I, nomydeHHBbI 110 pe3yabTaTaM
aHaJI3a METOJIOM MPOTOYHOI rTromMeTpuu. Omyxonu codnpany B THQUIBTpATAX HMMYHHBIX KJIE€TOK
gyepe3 9 CyTOK IOCIIe 3aKJII0YUTENbHON 00paboTKY AU aHaN3a, KaK ONMHCAHO B mpuMepe 5. « YCbb»
npencrabisaioT SEM (cranpmapTHas omuOKa CpeHero 3Ha4YeHHs), ¥ CTATUCTHUYECKYH0 3HAYUMOCTh
pa3nuuuii OLIEHWBAIN C NPUMEHEHHEM ORHO(AKTOPHOrO AMCHEepCHOHHOro anammsza (**p<0,01,
*#%p<0,001, ****p<0,0001). Ha ocu X mpeacrasyieHbl yCiaoBUs 00pabOTKH, a HA OCH y IPEICTABIEHO
conepskaane CD4+ T-kyeTok, n3MepeHHOe B BUIE TPOLICHTHOTO 3HAYEHUSI.

Ha ¢ur. 12 uzobpakena konuentpauusi IL-2 mocne ex vivo CTUMYJISIHUU CILUICHOLIUTOB Y
CS57BL/6 mpbiueii, kak onucaHo B mpumepe 6. Mbimam Beoawu 3 cyrounsie IP no3sr cpenser, 5S-FU
wm 5-FU + coepnnenus I, 1 crycTsi 1BOE U CeMb CyTOK IOCIIE 3aKIIOUUTENbHONH 00padoTKH Mbleit
YMEPLIBJISIH, U CeNle3eHKH cobupanu. «Yce» npencrasiasioT SEM (crannaprHast omunbka cpenHero
3HAYEHUsT), U CTATHCTHYECKYIO 3HAYUMOCTD Pa3IMYHi OLIEHUBAJIH C IPUMEHEHHEM IBYX(PaKTOPHOTO
aucriepcuoHHoro ananusa (*p<0,05). Ha ocu x mpexncrasieHbl yciaoBusi oOpaboTKH, a Ha OCH Y
npexacTasieHa koHueHTpauys IL-2, usmepsiemas B ir/mi.

Ha ¢ur. 13 n3obpaxkena konnentpanusi IFNy mocne ex vivo CTUMyJSIIMM CIICHOLIUTOB Y
C57BL/6 mpliiel, kak onmucaHo B mpumepe 6. MplmaM oA 3 cytounsie IP nossl cpensl, 5-FU
wn 5-FU + coenuHenus I, U cyCTsi IBOE M CEMb CyTOK MOCJIE 3aKJIIOYUTENbHOU 00pabOTKK MbILIEH
YMEPLIBJISIIH, U Cele3eHKU codupain. «Ycby npencrasisitor SEM (crangapTHas omubka CpeiHero
3HA4YEHUs1), U CTATUCTUYECKYIO 3HAUUMOCTD Pa3IU4Mi OLIEHUBAJIH C IPUMEHEHHEM ABYX(akTOPHOro
aucnepcuoHHoro aHanmsa (*p<0,05 u *#*p<0,01). Ha ocu x npencrasieHs! ycinoBusi o0paboTky, a Ha

ocu y npencrasneHa koHueHTpauus IFNy, namepsiemas B rmr/mi.
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Ha ¢ur. 14 u ¢ur. 15 uzobpaxen poct onyxonu CT26 y mbliel, Kak OMHCAHO B puMepe 7.
Mpreit nonsepranu oopadorke coenurenneM I (IP, 100 mr/kr, exxeHenenbHo X 3), aHTUTENOM K PD-
L1 (IP, 5 mr/>uBOTHOE, Kaxkaple NIBE Henenw N0 KoHua) w/wmu okcamumiatuHoM (IP 10 mr/kr,
eXKeHeeNbHO X 3) M omyXxonu oleHuBanu. Ha ocu X mpencraBieHa MPOAOJLKUTENBHOCTD
MCCIIEIOBAHMSI B CYTKaX, 4 HA OCH Y MIPEJICTABJIEH 0OBEM OMyXOIH B MM,

Ha ¢wur. 16 usobpaxena aktuBauus CD4+ T-xnerok y Hecymmx omyxonb MC38 CSBL/6
MBbIIIIeH, Kak OonucaHo B npuMepe 8. Mrlieii noasepranu o6padotke okcanumiatuoM (10 mr/kr, IP)
U aHtuTesioM K MbimuHOMy PD-L1 (kxioH 10F.9G2, 100 mMkr/meiusb, IP) mubo (1) ¢ coenunennem I
(100 mr/kr, IP) (TOP), nmubo (2) 6e3 coenunenus 1 (OP) B Teuenne yereipex cyTok. Uepes aBaanarh
YeThIpe Yaca IOCie MOCIEAHEH M03bl MBIIEH YMEpLIBISUIM U UX CeNe3eHKH coOmpamu. «YCbD»
npencrasisitoT SEM (crangaptHas ommbOka cpeaHero 3HaveHus). Ha ocu X mpeacTaBiieHbl yCIOBHs
00paboTKH, a Ha OCU Y TIPEACTABIIEHO COAEpIKaHue akTUBHUPOBaHHbIX CD4+ T-kjieTok, H3MEpeHHOe
B BHJIE MPOLIEHTHOT'O 3HAYEHHUS.

Ha ¢ur. 17 usobpaxena akrtusauus CD8+ T-knerok y Hecymux omyxons MC38 CSBL/6
MBIIIEH, Kak OMUcaHo B mpuMepe 8. Mriieii moasepranmu obpadorke okcanummiatuaoM (10 mr/kr, IP)
U aHtuTesnoM K MbimuHOMYy PD-L1 (xnon 10F.9G2, 100 Mkr/meiusb, IP) mmbo (1) ¢ coenunennem I
(100 mr/kr, IP) (TOP), nubo (2) 6e3 coenunenus I (OP) B TeueHue ueTeipex cyTok. Uepes nBanuaTh
YyeTbIpe 4aca MOCje TMOCHeNHEH M03bl MbIIIe YMEPIIBSUIA M UX Celle3eHKU coOupanu. «YCb»
npencrasisitoT SEM (crangaptHas ommbOka cpeaHero 3HaveHus1). Ha ocu X mpeacTaBiieHbl yCIOBHUs
00paboTKH, a Ha OCH Y TIPEACTABIIEHO Cofep:kaHue akTuBUpoBaHHbIX CD8+ T-kiieTok, H3MepeHHOe
B BHJIE NTPOLIEHTHOI'O 3HAUEHMUSL.

Ha ¢wur. 18 m3obpaxeHa BelpaskeHHas B mporeHtax npoiudepanus CD8+ T-kierok B
NPUCYTCTBUU HIIH B OTCYTCTBHE Treg, kak omucaHo B mpumepe 8. Mbiieit nmoasepraiu odopadboTke
oxcayumiatuHoM (10 mr/kr, IP) u anturenom x meimmuHOoMy PD-L1 (knon 10F.9G2, 100 MKr/mblb,
IP) mu6o (1) ¢ coenunenuem I (100 mr/kr, IP) (TOP), nubo (2) 6e3 coenunenus 1 (OP) B Teuenue
4eThIpeX CyTOK. Uepes3 ABaAlaTh 4eThIpe Haca IOCie MOCIeAHEH 103bl MBIl YMEpPIIBISIIA U HX
ceneseHku codnpanu. CrijIeHOIUTEI CTUMYJIMPOBANHU ex vivo antutenamu k CD3/CD28 B Teuenue 72
YacoB, a 3aTeéM OKpAaIlMBaNN aHTUTeNamMu K IL-2 11 aHamm3a METOZOM IPOTOYHOI LIUTOMETPHUH.
«Ycp npencrassitor SEM (crannaprHast ommnbka cpenHero 3HadeHus1). Ha ocu X mpencraBieHbl
ycinoBuss oOpabOTKH, a Ha OCH y IPEACTaBIEHO COnepkaHMe sKcmpeccupyromux I1-2 kiertok,
W3MEpPEHHOE B BU/IE TIPOLIEHTHOTO 3HAYECHUSI.

Ha ¢ur. 19 nzobpaxkeno ex vivo pochopunuposanue Rb B Treg, seinenennsix nuz C57BL/6

MbILIeH, kak onucaHo B npumepe 9. CD4+CD25+ Treg ouunmianu OT Cene3eHOK C NMPUMEHEHHUEM
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ABYXCTaJMHHOrO TpoLIecCa pa3/eeHUs] Ha MAarHUTHBIX I'PaHyJIaX-OO€IHEHHs] BCEMH KIIETKAMH,
ornuyHbiMU OT CD4+ kneTok, ¢ mocheayroueld nonoxutenbHol cenekiueilt CD25+ knetok.
Ouninennsle Treg KynpTUBUpOBaANH ex Vivo ¢ antutenamu k CD3/CD8 u IL-2 B Teuenne 48 yacos ¢
moObiM kommdectBoM u3 0, 250 mmm 1000 HM coenunenus 1. Kynerusupyemsie Treg 3atem
okpamuBanu aHturegamu k CD4, Foxp3 wu ¢ocho-Rb mnsa aHammza meromoM mnpOTOYHOM
nuromerpun. «Ycer npeacraBisitor SEM (crannmaptHas ommbka cpenHero 3HaueHwst). Ha ocn x
NpENCTaB/IeHa KOHLEHTpalKs COSAUHEHUs1 | B HAHOMOIb, a Ha OCHU y NPEACTABICHO COIEP>KaHUE
docho-Rb™ knetok, M3MepeHHOE B BUJIE MPOLEHTHOIO 3HAYEHUS.

Ha ¢ur. 20 npencrasnena ex vivo npomudepaunss CD8+ T-knerok B mpucyrctsun Treg,
NOABEPTHYThIX 00paboTke coenuHeHueM I, kak omucaHo B mpumepe 9. Mplmell mogsepranu
obpaborke okcamuruiataoM (10 mr/kr, IP) u anturenom k meimuHOMy PD-L1 (xmon 10F.9G2,
100 mkr/mpib, IP) mubo (1) ¢ coenunenunem 1 (100 mr/kr, IP) (TOP), nmu6o (2) 6e3 coenunenus [
(OP) B TeueHue dyeTbipex CyTOK. Uepe3 ABaaLaTh YeThIpe Haca MOCJe MOCHEAHENH M03bI MbILIEH
YMEpIIBJISIN U UX ceneseHku cobupanu. Kierku okpamuBanu anturenaamu k CD4 u CD8, u
nponudepanno T-KJIETOK OLEHUBAIU MO OCIA0NEHHIO CpenHell MHTEHCHBHOCTH (DJIyopecleHInn
CFSE B CD4-CD8+ T-kjerkax ¢ MOMOIIBIO aHAJIN3a METOAOM MPOTOYHON LUTOMETPHUH. «YChbD
npeactasisator SEM  (cranpmaptHast omubOka cpeaHero 3HaueHus). Ha ocu X mpencrasieHa
KOHIIEHTpaLMs COeAMHEHUs | B HAHOMOJIb, @ Ha OCH y TipeacTaBieHa nposudeparus CD8+ T-kneTok,
U3MEPEHHAas B BU/I€ MIPOLIEHTHOI'O 3HAUYEHUSI.

Ha ¢ur.21 wu ¢ur. 22 wu3oOpakeHO BpeMEHHOEe HHIHOMpPOBaHUE mnpoJudepannn
BHYTPHOIYXOJIEBBIX IMMYHHBIX KJIETOK Y HecyIux omyxosib MC38 C57BI/6 mblmeii, kak OnmucaHo B
npumepe 10. Mpimuu nonyuanu obpaborky oxHoil nosoif coemmuuenust I (100 mr/kr, IP) ¢
nocnenyroimumM BimoueHneM EdU (200 mkr/mbimb, IP) uepes 6-48 wacoB mocie oOpaboTku
coequHeHueM [. Mplmeli yMepIuBIsiIn U ONMyXoju coOupanu 1Uisi aHanuza. MIMMyHHbBbIE KJIETKU
NOAIBEPrajiil MEUEHHIO aHTUTENaMU AJIS CIAENYIOLUX MOnmyJ iUl IMMYHHBIX kieTtok: (1) CD8+ T-
kietky, (2) CD4+ T-xnetky; (3) Treg; (4) NK; (5) MOHOLMTapHBIE MPOUCXOSINNE H3 MUEIOHTHOTO
poctka cymnpeccopHbie kietku (MMDSC); (6) rpaHyJoLHUTapHbIE MPOUCXOISAINNE U3 MUEJIOHIHOTO
poctka cymnpeccopHbie kneTku (gMDSC) u (7) makpodaru. Brmtouernre EAU BbIsBIIsUITN C MOMOLIBIO
KJIMK-XUMHUU C MOCJIEAYIOUIUM aHAJIU30M METOJOM MPOTOYHON LIUTOMETPUHU. «Y CbD» MPEACTABISAIOT
SEM (crannmaptHas omuOKa cpeaHero 3HadeHus ). Ha ocu X npencraBiieHo BpeMst 00pabOTKH B Hacax,
a Ha ocM y npencrasneno copepxkanue EdU™ kneTok, n3sMepeHHOe B BHIE MPOLIEHTHOTO 3HAYEHUS.

Ha ¢wur. 23 u ¢ur. 24 u3o0paxkeHo ycuiieHHOe oOpa3oBaHue omyxoJjecnenupudeckux T-

KJIeTok y Hecymux omyxosb MC38 C57BL/6 wmblmeii, kak omucano B mpumepe 11. Mpnuei
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nozasepranu odpadorke okcanuruatiHoM (10 mr/kr, IP) u antutenom x meimuHOMYy PD-L1 (kioH
10F.9G2, 100 mkr/mbitub, IP) ¢ coenunenuem I (100 mr/kr, IP) (TOP) unu 6e3 wero (OP) B Teuenue
58 cyTok mocne peskuma IM, mokazanHoro Ha ¢ur. 3. Mblimei yMepIuBIsUIN U UX cene3eHkH (¢ur. 23)
u nepudepuyeckyro KpoBb (¢ur. 24) cobupanu nmnas aHanusa. «Ycb» mnpencraBisitor SEM
(cranmapTHas omrbKa cpenHero 3Hadenus). Ha ocu X mpeacTaBieHsbl yCaoBHs 00pabOTKH, a Ha OCH
y MPENCTaBICHO COoZeprKaHue ornyxonuecnenuduaeckux T-KIeToK, H3MepeHHOe B BHJE IPOLIEHTHOTO
3HAYEHUS.

Ha ¢ur. 25, ¢ur. 26 u ¢ur. 27 u3obpakeHa MOBBINAOIIAS PEryJSILUS T€HOB, KOTOPBIE
TIOJIOKUTENIBHO PEryJIHPYIOT 3KCIPECCHI0 HHTepdepoHa ramMma y Hecymux omyxosns MC38 C57BL/6
MBIIIEH, KaK OnucaHo B mpumepe 12. Mbimm nony4anu o0paboTKy IBYMs €KEeHEeNeIbHbIMU 103aMHU
coepunenus I (100 mr/kr, IP). Criycrs onHU CyTKH Mociie mocieaHed O3bl MbIeH YMEPIIBISUTH U
OIyXOJIM coOupanu s aHanu3a. AHanus sxcrpeccuu reHoB ais 112 (¢ur. 25), 1118 (¢dur. 26) u Lta
(¢pur. 27) ocyIecTBISUIM Ha LIEJNBIX OMYXOJSX ¢ MPUMEHEHHEeM MaHeH Ui MONydeHHs npoduieit
skcnpeccun PanCancer Immune Profiling Panel. «YVce» npeacrasnsitor SEM (crannaptHast ommndka
cpenHero 3HaudeHus1). Ha ocm X mpencTaBieHb! ycinoBHs 0OpabOTKHM, a HA OCH y TPEICTaBICHBI
HOPMaJIM30BaHHbIE U MpeoOpa3oBaHHbIE ¢ MOMOMIBI0 L0og2 3HAaYeHUs! SKCIPECCHU AJIsT BBIOPAHHBIX
T'€HOB.

Ha dur. 28, ¢ur. 29, ¢ur. 30 u ¢ur. 31 u3odpaskeHa MOBBIIAOLIAS PETYJISLUSA SKCIPECCHH
reHa nHTrepdepona ramma y Hecymux omnyxoiab MC38 CS57BL/6 mbiieii, kak onucaHo B mpumepe 13.
Mpbimu  nonyuanu o0Opabotky: coenuneHuem [ (100 mr/kr, IP) (¢wur. 28), okcanuriaTuHOM
(100 mr/kr, IP) ¢ coenunernem I (100 mr/kr, IP) (TO) wnu 6e3 Hero (O) (¢wur. 29); anturenom xk PD-
L1 (xnmon 10F.9G2, 100 mkr/mpiub, IP) ¢ coenunenunem I (100 mr/kr, IP) (TP) unu Ge3 nero (P)
(dur. 30); u kak okcamurmaruHoMm (100 mr/kr, IP), Tak u antutenom k PD-L1 (xmon 10F.9G2,
100 mxr/mbis, IP) ¢ coenqunenuem I (100 mr/kr, IP) (TOP) unu 6e3 Hero (OP) (¢ur. 31) B Teuenue
BOoCbMU cyTOK. CIyCTs IBaALIaTh YETHIPE Yaca M0Cye 3aKJIFUUTENbHON 03bI MbILIEH YMEpPLIBIAIN U
OIYXOJIM COOMpa AJisl aHAIN3a. AHAJIM3 SKCIPECCHU T€HOB OCYIIECTBISUIN HA LIENbIX OMyXOJISIX C
NpUMEHEHNeM TaHenu A nony4yeHus npoduneii sxcnpeccun PanCancer Immune Profilinf Panel.
«Ycby npenctasnsitoT SEM (cranmapTHas omubka cpeaHero 3HadeHus). Ha ocu x mpencTaBieHbl
ycnoBusi 00paboTKH, a Ha OCH Y NPENCTABIEHbI HOPMAIIM30BaHHBIE U MPE0OPa30BaHHBIE C TOMOIIBIO
Log?2 3nauenus skcnipeccun as Ifng.

Ha ¢wur. 32, ¢wur. 33, ¢ur. 34, dur. 35, ¢ur. 36 u ¢ur. 37 nzobparkeHa NOHMIKAFOIIAST
peryJsLus I'€HOB, CBSI3aHHBIX C MEeTaOOIM3MOM aKTHBHBIX ()OPM KHCIOPOAA, Y HECYIIUX ONYyXOJIb

MC38 CS57BL/6 wpbimeii, kak omnmcaHo B mpumepe 14. Mpimu nonydamu oOpaOOTKy IByMs
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exxeHenenbHbIMHI no3aMu coenuHenus 1 (100 mr/kr, IP). Ciiyctst ogHE CyTKH NOCIIe OCIeaHEeH 036!
MbIIIell YMEpIIBIIN U ONMyXOJu coOupanu Ans aHanusa. AHanu3 skcnpeccuu reHos s Cdkula
(¢ur. 32), Cxcll (¢ur.33), 116 (dur. 34), 110 (Pur. 35), 119 (dur.36) u Ptgs2 (dpur. 37)
OCYIIECTBJISUIN HA LIEJIbIX OIyXOJISAX C IPUMEHEHHEM ITaHeN! AT IoNyueHus npoduieii axcnpeccun
PanCancer Immune Profiling Panel. «Ycb» npencrasisitor SEM (cTanmapTHas omuOKa CpeaHero
3HadeHus1). Ha ocu X mpencramieHbl ycnoBus o0paOOTKM, a Ha OCH Yy TIPEACTaBJIECHBI
HOPMaJIU30BaHHbIE U MpeoOpa3oBaHHbIE ¢ MOMOLIBI0 L0g2 3HaYeHUs SKCIPECCUU AJIST BBIOPAHHBIX
T'€HOB.

Ha ¢wur. 38 usobpaxen poct omyxomu MC38 y Mblimedl ¢ HemnpepblBHONW 00paboTkoit
coenunenneM I (exxecyrouno x28) nmubo ¢ anturesniom k PD-L1 (pa3 B nBe Henenu x2), mubo 6e3 Hero.
Ha ocm x mpencraBineHa NmpoOIOJDKUTENBHOCTh UCCIENOBAHUS B CYTKaX, a Ha OCH y INPEICTaBJIECH
00BEM OMYyXONH B MM’

Ha ¢ur. 39 u ¢ur. 40 usobpaskeHa npoiudepanusi BHy TPHOIYXOJIEBbIX UMMYHHBIX KJIETOK Y
Hecymux omyxonb MC38 C57BL/6 mpiuel, nonyyaBmux oopaboTKy coennHeHHeM I, kak onucaHo
B mpumepe 15. «Ycby npencrasisitor SEM (cranpaptHas omubOka cpeqHero 3HaueHus ). Ha ocu x
IPE/ICTaBJIEH TUII BHY TPHOITYXOJIEBBIX MMMy HHBIX KJIETOK, & HA OCH Y NpeICcTaBiieHa npomudepanus,
W3MepeHHas B BUJIE NPOLIEHTHOIO 3HAUEHHUS.

Ha ¢ur. 41 wusobpakeHa OnoOk-cxema, KpaTKO H3jararolias OpPraHU3aLMOHHBIN IJIaH
KJIMHUYECKOTO HCCIIeIOBAHUS, TpeNCcTaBleHHoro B mnpumepe 17. KimHudeckoe uCHbITaHUE
OpPraHM30BaHO B BHAE ABYX (a3: (a3bl MHAYKLUUH, KOTOpPas MOXKET ObITh ITOBTOPEHA BIUIOTH JIO
qyeTelpex pa3, u ¢aspl nogaepxkanus. CoenuHenue | mmm miane0o KOMOMHHPYIOT C Tepamuen
sTono3uaomM/kapboruiatuHoM/atezonuzymadbom  (E/P/A) Bo Bpemsi (asel mHIykuuu. Tojabpko

aTe30Ju3yMad TO3UPYIOT BO BpeMsi (pa3bl MoaAep KaHuUs.

IloapoOHoe pacKpbITHE HACTOSIET0 H300peTeHust

Bbu10 HEOXKMIAAHHO U BHE3AITHO OTKPBITO, uTo nobdasnenne uHruonropa CDK 4/6 cormacuo
O4YeHb crenuduyueckoll cxeMe AO3MPOBaHMS K KOMOHMHALMM XUMHOTEpPAud C HHCHOUTOPOM
KOHTPOJIbHBIX TOUEK OOeCleunBaeT MPEBOCXOHbIE PE3YJbTaThbl B JEYCHHUH OIMYXONU HIIM PaKa.
HeoxunanHoe OTKpBITHE 3aKII0YAE€TCs B TOM, YTO CHELUAIBHO PACCUUTAHHOE IO BPEMEHU BBEICHUE
cenektuHOro uHruouropa CDK 4/6 Bo Bpemsi BBeA€HUS XMMUOTEPANIEBTUYECKON YaCcTH B COCTaBe
TPOIHOI KOMIUIEKCHON TepariK OKa3bIBaeT ITyOOKOe BO3ACHCTBIE HA HMMMYHHBIE KJIETKH B PAKOBOM
MUKPOOKPYKEHUH. Pe3ynbTaT nmpuMedaTeeH TeM, 4TO CIELUAJIbHO PACCUUTAHHOE IO BPEMEHHU

BBE/ICHHE CEJIEKTHBHOTO, OBICTPONCHCTBYIOIIEro, XapaKTepU3YIOIErocs KOPOTKUM MEepHOAOM
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nony>ku3Hu  uHruouropa CDK  4/6 ofecneduBaeT OOHO WM HECKOJNBKO U3  3alIHUThI
UHQUIBTPUPYIOLIMX B  ONYXOJb HMMMYHHBIX KJI€TOK OT TIIOBPEXJAEHHs, IOBBIIEHHON
NPOIOJLKUTENIBHOCTH HMMYHHOTO OTBETa BCJIECTBHE BHICOKOM YaCTOTHI Oy XoJiecreruduueckux T-
KJIeTOK  mamsATH, Oomee  riayOOKOro — CHIDKEHHS — COIEpXKaHMS  BHYTPHOIYXOJEBBIX
MMMYHOCYIIPECCOPHbIX Treg KIETOK W/WMIM W3MEHEHUs! SKCIPECCHH TeHOB IPOBOCMAIHUTEIbHBIX
CpeAcCTB. DKCIPECcCHsi TeHOB, (PYHKLHUOHAIBLHO OOOTAIEHHBIX B CIy4ae aKTUBALUU JTUM(OILUTOB U
MOBBILIAIOLIEH PeryALUH MPOBOCIAIUTENBHOTO LINTOKUHA HHTEpdEpOHa v, SIBIAETCA 3HAUUTEIbHO
NOBBIMEHHOW. [lapayienbHO, HECKONbKO TeHOB, BOBJIEYEHHBIX B HMMYyHOIENPECCHBHBIE
MeTabonuvyeckue MpOLIecchl ¢ AaKTUBHBIMU ()OPMaMU KHCIIOPOZA, IOABEPTaroTCsl IMOHIDKAroIIei
peryisuuu. JTU JaHHBbIE YKa3bIBAIOT HA TO, YTO CHELUATIBHO PACCUUTAHHOE 110 BPEMEHU BBEICHUE
uaruoutopa CDK 4/6, nHampumep, OBICTPONEHCTBYIOIEro, XapaKTEPH3YIOLIErocsi KOPOTKUM
nepuoaoM nosyxu3Hu uaruouropa CDK4/6, Bener k MOy IALMM SKCIIPECCUH T€HOB, IPUBOASILIEH B
pesyibraTe K TPOBOCHAIHTEILHOMY OIYXOJIEBOMY MHKPOOKPYKEHHUIO, KOTOpOE SIBISIETCS
OnmaronpusITHBIM JJIsl TIOBBILIEHNS] aKTHBHOCTH MHTUOUTOPAa KOHTPOJBHBIX TOYEK. JTO yIydlIeHHE
obecrieunBaeT 3HAYUTENbHBII ITPOTPECC B yPOBHE TEXHUKU B OOJIACTH JICUCHHS PaKa.
Heorpannunsaromue npumepsl nHruoburopos CDK4/6, npennonaraeMbIx st TPUMEHEHUS B
JaHHOM JTOKYMEHTE, MPEACTABISIFOT COOOH, Hanpumep, 0e3 orpannuenusi, coenunenus L, I, T u IV,
SIBJSIFOINUECS CHUJIbHONEHCTBYIOIUMH M CEJIEKTUBHBIMH OOpAaTHMBIMH HHTHOUTOpPAMU LIUKJIMH-
3aBucumoii knHasbl (CDK)4/6, koTopble BpeMeHHO NMPUBOAST K OJOKHPOBAHMIO KJIETOYHOTO IIUKJIA B
daze GO/G1 y HSPC u 3¢ dekTopHbIX UMMYHHBIX KIeTOK. [Tponmudeparius 3TUX KJIETOK SIBJISIETCS
3aBucumoii ot CDK4/6 u Onokupyrorest B (aze GO/G1 kIeTOYHOro ILUKIa MPH BO3AEHCTBUH,
Harpumep, coeaunenust 1. Ecoiu HSPCS u npyrue sddexropHpie MMMyHHbBIE KJIETKH BPEMEHHO
onokupytotcst B GO/G1, onu siBsiroTcst 6ogee ycroiuuBbiMu K moBpeskaaromum JJHK addexram
XHUMUOTEPAITUH, TeM CaMbIM CHH)Kasl MMOCIENYIOLIYI0 TOKCHYHOCTh AJIsI IMMYHHBIX KJIETOK. bonee
Toro, ObpUIO OOHapykeHo, dYro mnpuMeHeHne wuHruoumropa CDK4/6 B komOunanuum ¢
XUMUOTEPANEBTHYECKIM CPEICTBOM U MHIMOMTOPOM MMMYHOJIOTHUECKHX KOHTPOJBHBIX TOUEK IS
JIEYeHUs paKa yCUINBaeT POTUBOPAKOBLIH HIMMYHHBIN OTBeT. [locpencTBOM crielanbHOro pacuera
BpemeHu BBeneHusi uHruoOutopa CDK4/6 s¢ddekTopHBle HUMMyHHbIE KJIETKH 3allUIIAIOT OT
HOBPEXAEHHUS] XUMHUOTEPANIEBTUYECKIM CPEICTBOM M JAalOT UM BO3MOKHOCTH ITOBTOPHO MEPEUTH K
JeJIeHHIO KJIETOK BCKOpe mocie Toro, kak nospexaroimue JIHK a¢ddexTsl xuMuorepaneBTHIeCKOro
CpeZCTBa HCYe3al0T, 00ecreunBasl yIyYIeHHYI0 HMMYHOJIOTHUECKYIO PEaKTHBHOCTD IO CPABHEHHIO
CO cTparerusiMu, rae npuMeHsroT uHruouropel CDK4/6, xoroprie BBOISAT €KECYyTOYHO, HYTO

NPUBOJUT B pe3yJIbTAaTe K MOJIHOMY U MPOJOJUKUTEIbHOMY HHrHOUpoBannuio CDK4/6.
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HepBOHaLIaJ'IbeIe MNOMBITKU B CJIyda€ METOAOB HMMYHOTEpAIIUHU COCPECAOTOYUUBAINCH HaA
NPUMEHEHUH  [MTOKMHOB B KOMOMHALMU €  XHMHOTEpamuel, Tak  Ha3bIBaeMOH
KXUMHOUMMYHOTEPAITUN . Tem He MECHEC, 5TOMY MNOAXOAY NPECHATCTBOBAJIM BBICOKHE ITOKa3aTCIN
TOKCUYHOCTH 0e3 CYLIECTBEHHOI'O YJIyIIeHNs pe3yJIbTaTOB BbLKHBaeMocTH (Atzpodien, J.; Kirchner,
H.; Rebmann, U.; Soder, M.; Gertenbach, U.; Siebels, M ; Roigas, J.; Raschke, R.; Salm, S.; Schwindi,
B.; et al. Interleukin-2/interferon-alpha2a/13-retinoic acid-based chemoimmunotherapy in advanced
renal cell carcinoma: Results of a prospectively randomised trial of the German Cooperative Renal
Carcinoma Chemoimmunotherapy Group (DGCIN). Br. J. Cancer 2006, 95, 463-469). MurepecHo,
YTO METOMABI TEPANUU LUTOKMHAMU OOECTIEYMBAJIM YCTOMYMBBIN ONaronpusiTHbId 3QQPEeKT TOIBKO B
NOATPYTIe MALUEHTOB, MPEHMYLIECTBEHHO Yy TeX, V KOTOPBIX MPOSBISUIUCH KIIMHHYECKHE WU
cepoyiornveckre mpusHaku aytoummyHHou peakumu (Gogas, H.; Ioannovich, J.; Dafni, U,
Stavropoulou-Giokas, C.; Frangia, K.; Tsoutsos, D.; Panagiotou, P.; Polyzos, A.; Papadopoulos, O ;
Stratigios, A.; et al. Prognostic significance of autoimmunity during treatment of melanoma with
interferon. N. Engl. J. Med. 2006, 354, 709-718). Jlpyrue nMMyHOMOIYJMPYIOLINE CPEACTBA
BBOOWIM C TIepeMeHHbIM ycmexoMm. Hampumep, Obuio  0OOHApy’KeHO, YTO JIEBAMHU3OII,
AHTUT'CJIBMUHTHOEC JICKAPCTBECHHOE CPEACTBO, UMECT CBOICTBa YCUJICHUSI UMMYHHOI'O OTBE€TA, U OH
ObLT 0OOpeH mpu pake 00OIOYHOM U MPSMON KHIIKU B KAYECTBE BCIIOMOTATEJIbHOTO CPENCTBA st
5-propyparmna (5-FU), HO mocneayroliie MUCCIEAOBaHUS MOKa3ald OTCYTCTBUE ONaromnpHsITHOrO
sadpdekra. (Wolmark, N.; Rockette, H.; Mamounas, E.; Jones, J.; Wieand, S.; Wickerham, D.L ; Bear,
H.D.; Atkins, J.N.; Dimitrov, N.V.; Glass, A.G; et al. Clinical trial to assess the relative efficacy of
fluorouracil and leucovorin, fluorouracil and levamisole, and fluorouracil, leucovorin, and levamisole
in patients with Dukes’ B and C Carcinoma of the colon: Results from National Surgical Adjuvant
Breast and Bowel Project C-04. J. Clin. Oncol. 1999, 17, 3553-3559). bauunna Kanemera-I'epeHa
(BCG) Obina pa3paboTaHa B Ka4eCTBE BAKLIMHBI TPOTUB TyOepKyJie3a, HO obecreunBalia yCTOHYHBBIE
NPOTHBOPAKOBBIE OTBETBI, KOIJIA €€ BBOAWIM HMHTPABE3UKAJIBHO MPHU PaKe MOUEBOrO My3bIPs, U
MPOIOJDKAET OCTABATHCSI CTAHAAPTOM JIEYEHUsSI [UIsSi TIOBEPXHOCTHO MHBA3MBHOTO paka MOYEBOTO
My3bIps € TEX MOp, Kak oHa Obuta BrepBble onodpeHa B 1990 roay mus sToro nokasanus. (Mungan,
N.A.; Witjes, J.A. Bacille Calmette-Guérin in superficial transitional cell carcinoma. Br. J. Urol. 1998,
82, 213-223; Sylvester, R.J.; van der Meijden, A P.; Witjes, J.A.; Kurth, K. Bacillus calmette-guerin
versus chemotherapy for the intravesical treatment of patients with carcinoma in situ of the bladder:
A meta-analysis of the published results of randomized clinical trials. J. Urol. 2005, 174, 86-91).

bonee coBpeMeHHBIN TOAXOI COCPENOTOUMIICS Ha OJOKUPOBAHMU  CIIOCOOHOCTH

OMNpPEACTICHHBIX 6eJ'IKOB, Ha3bIBAEMBIX OeNKaMHu HUMMYHOJIOTHYECKHUX KOHTPOJIbHBIX TOYCK,
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OrpaHMYMBATH CUJIY U JUINTEIbHOCTb MMMYHHBIX peakuuil. DT Oenku B HOpMe JepKaT UMMYHHbBIE
p€akuuu oA KOHTPOJIEM, Ipe€aOoTBpallas YpeE3MEPHO CUIIbHBIC PEAKLIUN, KOTOPBIC MOT'y T OBPCKIATh
HOPMAJIbHBIC KJICTKH, TAKKE€ KaK WU HCHOPMAJIbHBIC KIICTKH, TE€EM HE€ MCHCEC, 3JI0OKAUYCCTBCHHBIC
OIyXOJIH, SKCIPECCUPYIOIIUE STU OEJIKH, CTOCOOHBI MOAABIISATE UMMy HHBIE peakuuu (cM. Menon, S ;
Shin, S.; Dy, G.; Advances in Cancer Immunotherapy in Solid Tumors, Cancers 2016, 8(12), 1006).
BJ'[OKI/IpOBaHI/Ie AKTUBHOCTH 6eJ'IKOB HUMMYHOJIOT'MYCCKUX KOHTPOJIBHBIX TOYE€K MOBBIMIACT

COoCOOHOCTD 3(p(PEeKTOPHBIX UMMYHHBIX KJIETOK K Pa3pyIIEHHIO PAKOBBIX KJIETOK.

TepMmuHoaorus

CoenuHeHHs OUCaHbI C MPUMEHEHUEM CTaHIAPTHON HOMEHKJATy pbl. Eciu He yka3aHo uHoe,
BCE€ TCXHUYCCKUE U HAYYHBIC TCPMUHDI, IPUMCHACMbBIC B IAHHOM JOKYMCHTC, HMCIOT TO K€ 3HAUCHUE,
KOTOpOE€ OOBIYHO TMOHSTHO CHEHAIUCTY B OOJIACTH TEXHUKH, K KOTOPOW OTHOCHTCS HACTOSIIEE
n3o0peTeHue.

PopMBI €TMHCTBEHHOT'O YHCJIa HE O3HAYAIOT OrPaHUYEHHE KOJIMYECTBA, 4, CKOpee, O3HA4Yat0T
HAJIMYHE TI0 MEHbLIEH Mepe OTHOTO U3 YIIOMHUHAEMBIX 3JIEMEHTOB. TepMUH «MJIN» O3HAYAET «H/HIT».
Hepe‘II/ICHeHI/Ie AUarnas’oOHOB 3HAYEHUHN npeaHasHa4Y€HO TOJBbKO AJIs TOTO, LITO6I:>I CJIy>KUTb B KaU€CTBEC
cnoco0a COKpAIICHUs 3amuCel, OTHOCSINUXCS OTAEIbHO K KaXAOMy OTIEIbHOMY 3HAUEHUIO,
MOTIAAI0NIEMy B TIpeelibl IUara3oHa, €Cld B JAaHHOM JIOKyMEHTE He YKa3aHO WHOe, W KaXKIoe
OTHEJIbHOE 3HAUYEHHE BKJIFOYCHO B JAHHOE OMUCAHUE, KaK €CJIU Obl OHO ObLIO OTAEIBHO H3JIOKEHO B
IaHHOM A0KyMeHTe. KoHeuHble TOUKH BCeX AUana3OHOB BKJIFOUEHBI B AMAMNAa30H U MOTYT HE3aBUCUMO
KOM6I/IHI/IpOBaTI>C$I. Bce CHOCO6I>I, OMUCAHHBIE B AJAHHOM JOKYMECHTC, MOKHO OCYLICCTBIISATH B
MOIXOIALEM TMOPsZIKE, €CJAM B JAaHHOM JIOKYMEHTE HE YKa3aHO WHOE, WM KOHTEKCT SBHO HE
yKa3biBaeT Ha WHoe. Mcronb30BaHHE MPUMEPOB WIIM WJLTFOCTPATUBHBIX BbIpaXKeHHN (HAmpUMep,
«TAaKOW Kak») MpeIHA3HA4YEeHO TOJbKO AJISl JyYIled WJUTIOCTPALMK HACTOSLIEr0 M300pEeTEeHUsl U He
HAKJIaJpIBa€T OTPAHUYEHHH Ha OOBEM HACTOALIETO H300PETEHUs, €CIM HHOE HE ONPEeNeseTcs
bopmynoit uzobperenus. Eciu He yka3aHO MHOE, TEXHUYECKHE M HAyYHbIe TEPMUHBI, IPUMEHSIEMbIE
B JAHHOM JIOKYMEHTE, UMEIOT TO K€ 3HAYeHHEe, KOTOPOe OOBIMHO MOHSATHO CIELUATINCTY B 00JIaCTH
TEXHHMKH, K KOTOPOW OTHOCHUTCSI HACTOsiIee H300peTeHue.

B cootBercTBUH C HEOTPpaHUYUBAOIUMU BapHAHTAMH OCYIICCTBJICHUA I/IHFI/I6I/ITOpr
CDK4/6, nanmpumep, 0Oe3 orpanuueHusi, coenuHenuwe I, coemunenue II, coemunenume III wmm
COCOAUHCHIC IV, XUMHOTECPAINIEBTUICCKOE CPCACTBO HIIN I/IHFI/I6I/ITOp KOHTPOJIBHBIX TOYECK MOXKHO
NPUMEHSTH B (pOpMe, KOTOpasi UMEET M0 MEHbLIEH Mepe OJTHO JKeJIAaTeIbHOE U30TOIMHOE 3aMEIICHUE

aToMa, B KOJHUYECCTBC BLILIC PACIIPOCTPAHEHUA HU30TOIIA B IPUPOAE, T.C. ABJACTCA O6OFaH.IeHHOI71.
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H3oTons! npeacTaBisiioT cOOOH aTOMBI, UMEIONINE OANHAKOBOE aTOMHOE YHCIIO, HO OTIIMYAIOIIHeCs
MAacCOBbI€ 4YHCJA, T.€. OAWHAKOBOE KOJUYECTBO IPOTOHOB, HO OTJIMYAKOLIEEeCs KOJIUYECTBO
HEHTPOHOB.

IIpuMepbl H30TOMNOB, KOTOpble MOryT ObITh BKMO4YeHbl B wuHruoutop CDK4/6,
XMUMHOTEPANIEBTUYECKOE CPEACTBO MM HHIMOMTOP KOHTPOJBHBIX TOYEK JUI TNPHMEHEHUS B
HACTOSIIIEM HM300pETeHUH, BKJIOYAIOT B ceOsi M30TOIBI BOAOPOAA, YIJIEPOAa, a30Ta, KHUCIOPOZAa,
docdopa, propa, xnopa u iona, Takue kax “H, *H, ''C, BC, 14C, PN, 1¥F 31p 32p 35§ 3°CI u '],
COOTBETCTBEHHO. B COOTBETCTBHM € OJHUM HEOIPAHHYMBAIOIIUM BapPUAHTOM OCYIIECTBJICHUS
MeveHble H30TOMOM COEMHEHMs] MOXKHO MPUMEHATb B HCCIenoBaHusx merabomusma (¢ *C),
WCCNIENIOBAHMSIX KMHETHYECKUX XapaKTepMCTUK peakiuu (Harmpumep, ¢ “H unm “H), merommkax
BBISIBJICHUS] WJIM BU3yallM3allU{, TaKUX KakK MO3UTPOHHO-3MHccHoHHas Tomorpadust (PET) wmm
onHOpOTOHHAs 5MHUCCHOHHAs KommbioTepHass Tomorpadus (SPECT), B Tom uucne B aHanmsax
pacmpeneseHus IeKapCTBEHHOTO CPENICTBA WK CyOCTpaTa B TKAHH, WJIH B PAIHOTEPAIUY MALUEHTOB.
B wactHOcTH, MeueHoe ‘°F coenmHEHME MOKET SBJISThCA OCOOEHHO xenarenabHbiM 1t PET wmn
SPECT wuccnenoBanuii. MedeHble H30TOMMAMH COSIMHEHHS COTJIACHO HACTOSALIEMY H300pPETEHUIO U
UX TPOJIEKAPCTBA, B LIEJIOM, MOXHO MOJYyYHUTh OCPEACTBOM BBINOJIHEHUS NMPOLEAYP, PACKPBITHIX B
CXeMax WIM B MPUMEpax M NpoLenypax IOJYYEHUsl, ONMUCAHHBIX HMKE, 3aMEHUB HE MEYEHbIN
H30TOINOM PEAKTUB JIETKO TOCTYITHBIM MEUYEHBIM H30TOIIOM PEAKTHBOM.

B kauectse ofiiero npuMepa u 6e3 orpaHHUEHHsI H30TOIBI BOAOPO/A, HAIIPUMED, AeHTepuit
(*H) u Tputuii (*H) MOXHO MPUMEHSTH BE3/e B OMUCAHHBIX CTPYKTYPax, YTOObI JOCTUYb KENTAEMOrO
pesyJsbpTaTta. B kadecTBe anbTepHATHBBI WJIM JOMOJHEHUs, MOKHO IMPUMEHSTh H30TOIBI yIIEposa,
nanpumep, °C u *C.

H3oTOonHbIe 3aMeLeH s, HApUMep, 3aMeleHHs] AeHTeprueM, MOTYT ObITh YaCTUYHBIMH HITH
noJHBIMU. YacTHUHOE 3aMelleHue AefTepreM O3Ha4aeT, YTo 110 MEHbLIeH Mepe OIUH aTOM BOJOpOa
3aMellleH JeirepueM. B coOTBeTCTBUM C OMNpeAeNeHHbIMH BapUaHTAMH OCYINECTBIEHMs J00oe
NOJIOXKEHHE, TpeACTaBisifolnee uHTepec, sisgercs Ha 90, 95 umu 99% wunu Oonee oborameHHbBIM
U30TONOM. B cOOTBETCTBMU C OHUM HEOTPAHUYMBAOLIMM BAPHMAHTOM OCY IECTBIICHUS JKENaTeNbHOEe
noJjioxkeHue siBnsieTcst Ha 90, 95 unm 99% oboralieHHbIM IeiTepuem.

Wurnburop CDK4/6 nns mpuMeHeHHs B HACTOALIEM H300pETEHHMH MOXET O0Opa30OBBbIBAThH
COJIbBAT C PacTBOPUTENAMH (B TOM 4ucie ¢ Bonoi). CrnemoBaTenbHO, B COOTBETCTBUU C OIHUM
HEOTPaHWYMBAIOIIMM BapPHAHTOM OCYINECTBIICHHsI HACTOsIIee H300peTeHHe BKIIOYAaeT B ceds
COJIbBATUPOBAaHHYIO (QoOpMy coeauHeHHs. TepMHH «CONbBaT» OTHOCHUTCSI K MOJIEKYJISIPHOMY

KOMITJIEKCY COEMHEHHUs COTJIACHO HACTOSIIEeMY H300pETeHHIO (B TOM YHUCIIE €ro COJIHM) C OMHOH HITH
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HECKOJIbLKUMH ~ MOJIEKYJIaMH  pacTBoputens. HeorpanwumBaromye npuMepbl pacTBOpHUTENei
NPEACTaBIAIOT CcO00H BOAY, 3TaHON, AWMETUICYJNb(GOKCHI, ALETOH M APYrue OOIIeNpHUHATbIE
OpraHWYecKHe pacTBOPUTENH. TEepMUH «THApPAT» OTHOCUTCS K MOJIEKYJISIPHOMY KOMILIEKCY,
cofiep’KalleMy COEQUHEHHE COIJIaCHO HacTosmeMy wu3oOpereHH:o u Boay. PapmaneBTHUECKH
IPUEMJIEMBIE COJIbBATHI B COOTBETCTBHM C HACTOSIIMM HM300pETEHHEM BKIIFOYAIOT B ceOs Te, B
KOTOPBIX PAacTBOPUTENHb MOKET OBITh M30TONHO 3aMelleHHbIM, Hanpumep, D20, ds-aneron, ds-
DMSO. ConpBaT MOXKET HAXOAUTHCS B (POPME JKUAKOCTHU WM TBEPAOTO BEIIECTBA.

Kak B 0o0mem npeanonaraercst B JaHHOM JOKYMEHTE, TEPMUH «T'€MOITOITHUECKHE CTBOJIOBBIE
KJIeTKH U kneTku-npenmectseHHUKH (HSPC)» Bkirouaer B cebst, 6€3 orpaHU4eHus], JOITOKUBY LIHX
reMono3THuecKkux cTBONIOBBIX KiIeToK (LT-HSC), KOpOTKOKUBYIIUX MeMOMOSTUYECKHX CTBOJOBBIX
kiaerok (ST-HSC), remomostnyeckux kierok-npenmectseHHHKOB (HPC), MynbTHIIOTEHTHBIX
npenmectseHHUKOB  (MPP),  panHux  npeamectBeHHHKONW  omuroneHapouutoB  (OPP),
NPEALIECTBEHHUKOB MOHOLIUTOB, TIPENIIECTBEHHUKOB TIPAHYJOLUTOB, OOINX MHEJIOHIHBIX
npenmectBeHHUKOB (CMP), obmux numdonnnbix npenmecrseHHUKoB (CLP), rpanynonurapHo-
MOHOIIUTAPHBIX NpenLIeCTBEHHUKOB (GMP), MpeAIEeCTBEHHUKOB rpaHyJIOLUTOB,
NPEeALIECTBEHHUKOB MOHOLIUTOB M 3PHUTPO-MErakapuoLUTapHbIX mpenimectBeHHukos (MEP),
NPEeALIECTBEHHUKOB MErakapuoLUTOB, TPEIIIeCTBEHHUKOB JSpUTpOouAHBIX Kierok, HSC/MPP
(CD45dim/CD34+/CD38-), OPP (CD45dim/CD34+/CD38+), mnpenmecTBEeHHUKOB MOHOLIMTOB
(CD45+/CD14+/CD11b+),  npenmectBeHHukoB  rpanyinouutos  (CD45+/CD14-/CD11b+),
NPEIeCTBEHHUKOB 3pUTPOUIHBIX KieTok (CD45-/CD71+) u npeninecTBeHHUKOB METrakapUOLUTOB
(CD45+/CD61+).

Tepmun «3(dexTopHas MMMyHHas KIETKa», B LEJIOM, OTHOCUTCS K MMMYyHHOH KIIETKE,
KOTOpasi BBITIOJHSIET ONHY WJIM HECKOJbKO crenuduueckux (yHKUui. DPPeKTopHble UMMYyHHbIE
KJIETKH SIBJITFOTCS H3BECTHBIMHU B YPOBHE TEXHHUKH U BKIIFOYAIOT B ce0s1, Harpumep, 0e3 orpaHu4eHus,
T-knerku, B ToM uucyie HawBHble T-knetku, T-kjmeTku mamsith, aktuBupoBaHHble T-kierku (T-
xennepHble (CD4+) u unrorokcndeckue T-knerku (CD8+)), TH1 akruBuposannbie T-knerku, TH2
aktuBupoBaHHble T-xnetkn, TH17 akruBupoBaHHble T-KkjieTkH, HauBHble B-kinerku, B-kieTku
HaMSITH, TUIA3MOOJIACTbI, NEHIPUTHBIE KJIETKH, MOHOLIUTBI, TIPOUCXOSIINE U3 MUEIOHIHOTO POCTKA
cynpeccopsble kietku (MDSC) u knerku-natypanpHble kruieps! (NK).

Tepmun «cenexktuHblli uHrHOUTOPp CDKA4/6», KOTOpPBIN HCMONB3YyETCSI B KOHTEKCTE
COEIIMHeHMH, OINHCAHHBIX B JAHHOM JOKYMEHTe, BKJIIOYaeT B Ce0s COEOMHEHHs, KOTOpbIe
uHruoupyrot aktuBHocte CDK4, aktuBHOCT CDK6 mnn axtusHoCcTh Kak CDK4, tak u CDKG6 ¢

MoJisipHo#t koHueHTpaiueit ICso, mo MeHblel Mepe npubmusureapHo 50, 100, 200, 300, 400, 500,
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1000, 1500, 1800, 2000, 5000 umu 10000 pa3 menbled, yem MojsipHas koHHeHTpauus [Cso,
HeoOxonumasi, 9To0bl HHTUOMPOBATh B TOH ke creneHn akTUBHOCTE CDK2 B cTaHgapTHOM aHajm3e
bochopunupoBaHus.

Tepmun «OpicTponeiicTByrommii uHrubutop CDK4/6» oTHocuTcs K OBICTpOMY Hawany
IPOSIBJIEHHsI OMOJIOTMYECKOH AKTUBHOCTH M KOPOTKOMY BpPEMEHHU st NOCTIDKEHUS! Cmax MOCHE
BBeZleHUs coenrHeHs. Hanpumep, Opictponeiictyromuii naruourop CDK4/6 moxxer umerb Tmax,
COCTaBJISIFOINMI MeHee deM NMpUONM3UTENbHO 2 yaca, npubnusutenbHo 1 yac, nmpubnusutensHo 30
MHHYT WIN TPUOIH3UTENBHO |5 MUHYT HITH MEHee IOCyIe Havalla BBeSHISL.

TepMHUH «XapakTepU3YIOIIUHACS KOPOTKMM I€PHOAOM Nodyxu3Hu uHruourop CDK4/6»
OTHOCHUTCSI K COEIUHEHHIO C IMEePUOAOM IMOJY>KU3HH, COCTaBJSIIOIIMM MEHEee 4eM, Halpumep,
npubnusureapbHo 16 yacos, 15 yacos, 14 yacos, 13 yacos, 12 yacos, 11 gacos, 10 yacoB, 9 yacoB wiu
NpUOIM3UTENBHO MeHee YeM 8 yacoB. B MeUIIMHCKOM CMBICIIE NTEPUO]] TTOJTY KU3HH JIEKaPCTBEHHOTO
cpeAcTBa TpencTaBisieT coOoil Bpems, KOTopoe TpeOyercs ANsi TOro, YTOObl KOHLIEHTpPALUS
JIEKapCTBEHHOT'O CPEACTBAa B IJIa3Me KPOBU JAOCTUIJIA IOJOBHHBI OT €ro IepBOHAYaJIbHOU
KOHLIEHTPALIUH.

CyObexT, monydarouuii jeueHne, Kak MpaBuiio, MPeAcTaBisier codoil cyObekTa-ueaoBeka,
XOTsI CJIEAYET MOHUMATh, YTO CIIOCOOBI, OMMCAHHbIE B JAHHOM JIOKYMEHTE, ABJIIIOTCA 3P EKTUBHBIMU
B OTHOIIEHWH APYTUX JKUBOTHBIX, TAKMX KaK MIIEKOIIUTAIOIIME M BHIbI NMO3BOHOUYHBIX. bonee
KOHKPETHO, TEPMHUH «CyOBEKT» MOKET BKIFOUaTh B CeOsl JKUBOTHBIX, MCIOJIB3YEMBIX B aHAIN3AX,
TaKMX KaK UCTIOJIb3YEMbIE B JOKIMHHYECKUX UCCIEIOBAHUSX, B TOM YHCIIE, 0€3 OrpaHUYeHNS, MbILIH,
KPBICHI, 00€3bsiHBI, COOAKH, CBUHBH U KPOJIMKHU; a TAKXKE OJJOMALITHEHHbIE CBUHbY (CBUHBU 1 KaOaHbI),
YJIEHbl CEMEICTBA JKBAYHbIE, YJIEHbl CEMENCTBA JIOUIaUHbIE, JOMAIIHAs NTULA, YJEHbl CEMENCTBa
KOILIAYbH, YWICHBI CEMEICTBA ObIYbH, YJICHBI CEMENCTBA MBILIMHBIC, YWIEHBI CEMEHCTBA NICOBBIE U T.II.

B cooTBeTCTBUM C HEKOTOPBIMH BapUAaHTAMH OCYLIECTBIEHHsS] TEPMHUH «PEIUTUKALMOHHO
He3aBucuMbiil 0T CDK4/6 pak» OTHOCHTCS K paky, KOTOPOMY He TpeOyeTCs B 3HAUNTENbHOHN CTeTIeHN
aktuBHOCTh juisi CDK4/6 perummkanum. PasHOBHAHOCTH paka TakOro THIA 4YacToO, HO HE BCeraa
XapaKTepU3YIOTCsl (HampuMep, KOTOPBI HMMeEeT KJIETKH, MPOSBISIOIINE) MOBBIIEHHBIM YPOBHEM
aktuBHOCTH CDK2 WM MOHMKEHHOW S3KCIPECCHel CympeccOpHOro Oenika peTHHOONIaCTOMHOM
onyxonu m Oenka(Oenkoii)-uneHa(uIeHoB) cemMelicTBa OEIKOB PeTHHOOIACTOMBI, TAKOTO Kak, 0e3
orpanuuenus, pl07 u pl30. IloBpiueHHbI ypoBeHb akTUBHOCTH CDK?2 uiam nmoHwKeHHas WU
HEIOCTATOUHAs HKCIIPECCHSI CYMPECCOPHOro Oelika peTHHOOIACTOMHOM OnyXoJju 1in Oenka(0enkoit)-
yeHa(YWICHOB) ceMeicTBa OeNKOB PETHHOONACTOMBI MOXKET OBITh TOBBIIIEH WM TOHUKEH,

HaIlpuMmep, no CPpaBHEHUKO ¢ HOpMaJIbHBIMU KJICTKaMU. B cooTrBeTcTBHH C HEKOTOPBIMH BapUaHTaMU
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OCYIIECTBJICHUS MTOBBIIEHHBIN ypoBeHb akTHBHOCTH CDK2 MoskeT ObITh acCOLMUpPOBaH (Hampumep,
MOXET SIBJISIETCS Pe3yJbTaTOM MM MOXET HaONOAAThCsl COBMECTHO C) C amruinduxauueil wuim
cBepxokcnpeccueri mporoonkoreHa MYC. B cOOTBeTCTBMHM € HEKOTOPBIMH BapHaHTaMH
OCYIIECTBJICHUS TIOBBIIIEHHBIN ypoBeHb akTUBHOCTHM CDK2 Moxer ObITh accOLMMPOBaH CO
cBepxakcnpeccuel nukianHa El, nuknuna E2 wnu nukimizHa A.

B cooTBeTcTBUM C HEKOTOPBIMH BapUaHTAMH OCYIIECTBIEHHsS] TEPMHUH «PETUTMKALMOHHO
3aBucumbiii or CDK4/6 pak» oTHocurcs K paky, Kotopbii TpeOyer aktuBHoctH CDK4/6 nns
peIUIMKALMK WM [poNudepaliy, WIH POCT KOTOPOrO MOXKET WHIHOMPOBATHCS BCIEACTBUE
aKTHBHOCTHU ceJiekTuBHOro uHruouropa CDK4/6. PasHOBHAHOCTH paka U HAapyLIEHUs TAaKOTO THIIA
MOTYT XapaKTepH30BaTbCsl (HAMPUMEP, KOTOPBIH HMMEET KJIETKH, MPOSBISIOINNE) MPUCYTCTBHEM
¢yHkunoHanpHOrOo Oenka permHOONMacToMbl (Rb). Takme pasHOBUAHOCTH paka W HapyLICHUsS
Ki1accuuuupyrorcs kak Rb-monoskurenbHble. Rb-nosjoxkurenpHble HapylleHHs € aHOMAIbHOMN
KJIeTOYHOH mnponudepanueii 1 BapHaHTBl 3TOrO TEPMHHA, KOTOpPbIE HCIOJNB3YIOTCS B JTAHHOM
JTOKYMEHTE, OTHOCSTCS K HApYIIEHUsIM WM 3a00/IeBaHUSAM, BbI3BAHHBIM HEKOHTPOJIHUPYEMBIM HIIU
HEHOPMAJbHBIM  KJIETOYHBIM  JEJE€HHEeM,  KOTOpPble  XapaKTePU3YHTCs  MPUCYTCTBUEM

¢dyHKIHOHANTBEHOTO OeJKa peTHHOOIACTOMBI U MOTYT BKJIOUYATh B Ce0sl pA3HOBUIAHOCTH PaKa.

Huruburopsr CDK4/6

Hacrosimmee wn3oOpereHre HampaBlIeHO HAa NPUMEHEHHE CIEeLHANbHO PACCYHTAHHOIO I10
BpeMeHn BBeneHusi crnenuduueckoro k  CDK4/6  wunruburopa B KOMOWMHAUIMU  C
XHUMUOTEPANEeBTHYECKIM CPEICTBOM M HHIHOUTOPOM HMMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK,
Hanpumep, uHruouropom PD-1, unruburopom PD-L1 wmnu unruduropom CTLA-4, nnsa nedenHus
CyObeKTa, UMEIOIIEro pak.

Perynsnust KIeTOUHOTO LIUKJIA YIIPABISAETCS M KOHTPOJIUPYeETCs crelnpuuecKuMu Oenkamu,
KOTOpble AaKTUBUPYIOTCA M JEAKTUBUPYIOTCS MPEUMYILIECTBEHHO IOCPEICTBOM IPOLECCOB
dochopunupoBanus/nehocopuIUpOBaHUS TOYHO COTJIACOBAHHBIM MO BPEMEHH CIOCOOOM.
KnroueBble Oenky, KOTOpble KOOPAMHUPYIOT HAdajlo, Pa3BUTHE U 3aBEpLIEHHE IPOrpamMMbl
KJIETOYHOT'O LIMKJIa, MPEACTABJISIFOT Co00M 1MKInH-3aBucuMbie kiuHas3bl (CDK). IlukarH-3aBHCHMbIE
KHHa3bl OTHOCATCSI K CEMENCTBY CEPUH—TPEOHMHOBBIX NpoTenHKHHA3. OHU MpencTaBisitoT coboi
reTepouMepHble KOMIUIEKCBHI, COCTOSIIE€ W3 KaTaJIUTUYeCKON KHUHA3HOH CyObeAMHUIBl U
PeryJsiTOPHON LUKIMHOBOW CyObenuHuibl. AKTHBHOCTE CDK KOHTponupyeTcst accouuanueii ¢ ux
COOTBETCTBYIOIUMH PETyJIATOPHBIMU CyOBequHHMLAMH (LUKIMHAMH) U OeJIKaMU-UHTHOUTOpaMu

CDK (6enku Cip & Kip, INK4s), cocrosHueM ux (ocHopuiupoBaHUs U OMNOCPEIOBAHHBIM
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yOUKBUTHHOM mpoTteonutndeckuM paspymenueMm (cm. D.G. Johnson, C.L. Walker, Annu. Rev.
Pharmacol. Toxicol 39 (1999) 295-312; D.O. Morgan, Annu. Rev. Cell Dev. Biol. 13 (1997) 261—
291; C.J. Sherr, Science 274 (1996) 1672—-1677;, T. Shimamura et al., Bioorg. Med. Chem. Lett. 16
(2006) 3751-3754).

Cymectsyer uerbipe CDK, KoTOopple CyIIECTBEHHO BOBJE€YEHBl B  KIETOUHYIO
nponudepanmto: CDK1, xoropast npenMy1necTBeHHO perynupyer nepexon u3 ¢assl G2 B pasy M, u
CDK2, CDK4 u CDKO6, xoropsle peryaupyrooT nepexon us ¢gassl G1 B dazy S (Malumbres M,
Barbacid M. Cell cycle, CDKs and cancer: a changing paradigm. Nat. Rev. Cancer 2009;9(3):153-
166). B panneii-cpenneii ¢asze G, xorma kieTka BOCIPUUMYHMBA K MHTOI€HHBIM CTHMYJIaM,
aktuBaiss CDK4-mwknmua D w CDK6-nmknua D unaynupyer  dochopunupoBanue Oenka
perunodnacromsl (pRb). @ochopunrposanue pRb BricBoOOKIaeT TpaHCKpUNIMOHHBIH (akTop E2F,
KOTOPBII MOMaAaeT B AP0, AKTUBUPYS TPAHCKPHUIILUIO APYTHX LUKJIMHOB, KOTOPbIE CTUMYJUPYIOT
nanbpHelIee pa3BuThe Kierodnoro mukiaa (cm., J.A. Diehl, Cancer Biol. Ther. 1 (2002) 226-231; C.J.
Sherr, Cell 73 (1993) 1059-1065). CDK4 u CDK6 npencraBistoT codoi O1U3KOpOACTBEHHbIE OeKH
C, MO CYTH, HEPa3IUUUMbIMH OHOXMMHYEeCKMMHU cBoiicTBamu (cM. M. Malumbres, M. Barbacid,
Trends Biochem. Sci. 30 (2005) 630-641).

bouin  paspaOoraHbl pasauuHBIE CpPEACTBA HAa OCHOBE MHMPUMUAMHA JJSl  JIEYEHUS
rurneprnponudepatuBHbix 3aboseBanuii. B marentax CIIIA NeNe 8822683; 8598197; 8598186,
8691830, 8829102, 9102683 u 9260442 u COOTBETCTBYIOLIEH MEXIyHAPOAHOU 3asBKe
WO 2012/061156, nomanno#i Tavares u Strum, u mpasa no kotopoit nepenanbl G1 Therapeutics,
omuceiBaeTcss  kinacc  N-(rerepoapun)-nuppoio[3,2-d |nupuMHUINH-2-aMUHOBBIX ~ MHTHOUTOPOB
LIMKJIMH-3aBUCIMON KWHA3bl, B TOM HYHCJE€ HMHTUOUTOPbI (HOpMyJibl (C MEPEMEHHBIMH, KOTOpBIE

OTIpeNieIeHbl B TOM JIOKYMEHTE):
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B wmexnyHaponHoii 3asBke WO 2013/148748 (U.S.S.N. 61/617657), o3arnaBieHHOH
«JlaxTamMHBIE WHrHOMTOPBI KHHa3», MexayHaponHod 3asBke WO 2013/163239 (U.S.S.N.
61/638491), ozarnaBneHHoON «CHHTE3 JAaKTaMOB», M MeXayHapomHon 3asBke WO 2015/061407,
noxanHoi Tavares, u mpaBa o kotopoii Takxke nepenansl G1 Therapeutics, onucbiBaercst cuaTe3 N-
(rerepoapun)-nuppoo[3,2-d|nupuMUINH-2-aMUHOB U HMX IPUMEHEHHE B Ka4deCTBE JIAKTAMHBIX
UHIUOUTOPOB KHHA3.

Jpyrue mnyOnukanuy BKIIOYAOT B ce0s clefyrolue: B MEXIYHAPOAHOH 3asBKe
WO 2014/144326, nomanHo#i Strum u coaBT., W mpaBa 1o koropoii nepenanbl G1 Therapeutics,
OIMHUCBIBAKOTCA COCOMHCHUSA U CHOCO6bI 3allUThl HOPMAJIbHBIX KJIETOK BO BPEMsA XUMUOTEpANHUU C
npumeHeHneM wuHruoutopos CDK4/6 Ha ocHOBe mNUpUMHIMHA;, B MEXIYHApOIHOW 3asBKE
WO 2014/144596, nomaHHO¥M Strum u coaBT., U npasa 1o koropoii nepenanbl G1 Therapeutics,
OIMHUCBIBAKOTCA COCAUHCHUA H CHOCO6bI 3alUThI FEMOIIO3TUYECCKUX CTBOJIOBBIX KIJIETOK M KJIETOK-
NPEIIIeCTBEHHIKOB OT MOHU3UPYIOLIEeH paaranny ¢ npuMeHeHnemM naruoutopos CDK4/6 Ha ocHoBe
NUPUMUANHA, B MeKayHaponHoH 3asske WO 2014/144847, noganHoii Strum U coaBT., U mpasa 1o
koropoii mepemanbl G1 Therapeutics, ommchiBaroTcsi cOeperatrommne HSPC wmeronbl nedenus
HEHOPMAJIbHOW KJIeTOUHOW mponudepanun ¢ npuMeHeHneMm wunruomropos CDK4/6 Ha ocHOBe
NUPUMUANHA, B MeKayHaponHoi 3asske WO 2014/144740, noganHoi Strum U coaBT., U Mpasa 10

kotopoii mepenanbl G1 Therapeutics, onMMCHIBAIOTCS BBICOKOAKTUBHBIE AHTHHEOIUIACTUYECKUE U
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artunponudeparusubie nHrnoOuTopel CDK 4/6 Ha ocHOBe MUPUMUANHA; B MEXKIYHAPOIHON 3asBKe
WO 2015/161285, momanHOW Strum u coaBT., u npasa 1o koropoi nepenanbl G1 Therapeutics,
onuchiBatoTCs HHrHONTOpl CDK Ha OCHOBE TPHLMKIMYECKHX MUPUMHIMHOB JUII TIPUMEHEHHUS B
panualOHHOMN 3aIIuTe; B MEXKIyHapoaHoi 3asiBke WO 2015/161287, nonaHHo# Strum u COaBT., U
npaBa 1o koropoii nepenanbl G1 Therapeutics, onuchiBaroTcs aHajgornuHbie HHrHOUTOpHl CDK Ha
OCHOBE TPULUKINYECKUX NHPUMUAMHOB JJISI 3aIUTHl KJIETOK BO BpeMsl XHUMHOTEpaluy, B
MmexxayHaponHoi 3asske WO 2015/161283, nomanHo# Strum U COaBT., W IpaBa IO KOTOPOH
nepenansl  G1 Therapeutics, onuceBatoTcst ananorumunble uHrHOUTOpel CDK  Ha ocHOBe
TPULIMKINYECKUX MHUPUMHINHOB Ui npuMeHeHus B cOeperaromux HSPC meromax nedenus RB-
NOJIOKUTENIbHOH ~ HEHOPMAJbHOH — KJIETOYHOH mpojudepaunu, B MEKIyHAPOTHOH  3asiBKE
WO 2015/161288, momanHo¥ Strum u coaBT., u npasa 1o koropoii nepenanbl G1 Therapeutics,
OIHUCHIBAIOTCA aHanoruuHele HHruOutopsl CDK Ha OCHOBE TPULMKIMYECKUX MHUPUMHAWHOB IS
NPUMEHEHUs] B KayeCTBE AHTHHEOIUIACTHUECKUX W  aHTHIPOIU(pEPATHBHBIX CPENCTB, B
MexxayHaponHoit 3asBke WO 2016/040858, momanHO# Strum M COaBT., W IpaBa IO KOTOPOH
nepenansl G1 Therapeutics, omuceiBaeTcsi npuMeHeHue komOuHanmii wHruOuropos CDK4/6 Ha
OCHOBE NMHUPUMHUAMHA C IPYTMMH aHTHHEOIJACTUYECKHUMU CPENCTBAMHU;, B MEKAYHAPOAHOH 3asBKe
WO 2016/040848, momaHHOW Strum u coaBT., u npasa 1o koropoi nepenanbl G1 Therapeutics,
OMHUCHIBAIOTCS ~ COGNMHEHHS WM CIOCOOBI  JIEYeHMs]  ONpeAeNieHHbIX  Rb-oTpuiarenbHbIX
Pa3HOBUIHOCTEH paka ¢ ucnojabp3oBaHneM HHruoutopos CDK4/6 n nHruburopos Tornousomepassl; B
MexkayHapoaHoi 3asiske WO 2016/126889, momanHOW Strum M COaBT.,, M IpaBa MO KOTOPOH
nepenansl G1 Therapeutics, OnMuCHIBAIOTCS KOHKPETHBIE TO3UPOBAHHBIE COCTABBI JIJISI JISYCHUS paKa ¢
ucronbp3oBaHueM nHruouropos CDK4/6.

B wmexnyHaponuoit 3asBke WO 2003/062236 wunentuduuupoBad psa  2-(MupuadH-2-
WIAMUHO-TUPUA0[ 2,3 [MUpUMHINH-7-0HOB [JIs1 JieueHus1 Rb-1onoskUTeIbHbIX pA3HOBUAHOCTEH paka,
KOTOPBIE MPOSBIISIIOT CENEKTUBHOCTD B oTHOLeHNH CDK4/6, B TOM uncne 6-anerni-8-1uKJIOneHTHI-
5-merun-2-(5-nunepasus- 1 -wn-nupuanH-2-unamMuHo ))-8H-mupuno-[ 2,3 -d|-nmupumuanH-7-0H
(PD0332991), Ha xoTopslii Opl10 nonyueHo onodpenue FDA no yckopeHHO# npoleaype, ¥ KOTOpbIi
B HacTosiiee Bpems peanusyercs kak Ibrance® (manbGoumknub) xommnanuein Pfizer ans neueHus

METACTATUYCCKOr'O pakKa MOJIOYHOH >KeJIe3bl.
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NAIQ0HKIHD

VanderWel u coaBr. onuchIBatOT Hoaconepkauuii nupuno[2,3-d]mupumunns-7-o1 (CKIA)
KaK CUJIbHOAEHCTRYOLIMIA 1 cenekTuBHbIA nHruouTop CDK4 (cm. VanderWel et al,, J. Med. Chem.
48 (2005) 2371-2387).

B wmexnyHaponHoii 3asiske WO 2010/020675, momannoii Novartis AG, ONUCBHIBAIOTCS
MHPPOJIONUPUMHUINHOBBIE COenHEeHNst B KadecTBe nHruouropos CDK. B mexxayHapoaHOi 3asiBKe
WO 2011/101409, Ttaxxe mnomaHHOH Novartis, ONUCHIBAIOTCA  MUPPOJONMUPUMHINHBI  C
unrubupyromeri CDK 4/6 aktuBnocThio. B matentax CIIIA NoNe 8324225; 8415355; 8685980;
9962630; 9193732 1 9416136, nonannbix Novartis AG u Astex Therapeutics Limited, onucsiBarotcst
IHPPOJIONNPUMHUINHOBBIE COSTMHEHUs B kKauecTBe HHrHOuTOpoB CDK, B TOM UncIie 7-IHUKIONEHTHII-
N,N-mumernn-2-((5S-(munepuanH-4-un) i puauH-2-mi)aMuHo)-7H-nmuppono| 2, 3-d | nupumunus-6-
kapOokcamun, KOTopblii Obu1 o1o0peH FDA 1ist iedeHnst MeTacTaTHYeCKOTrO paka MOJIOYHOM JKeJe3bl

U B HacTosiiee Bpemsi peannsyercs kak Kisqali® (pubouukiud).

H puboIHKIHD

B marente CIIIA Ne 7855211 onmcbiBaroTCsi O€H3UMHUIA30JIbHBIE COSIUHEHHS, KOTOPBIE

SBIISIFOTCS IIPUTOHBIMU B KauecTBe HHruouropos CDK4/6, B Tom uncne N-(5-((4-aTunnunepasus-1-



54

YUT)METI) TUPUAUH-2-101)-5-rop-4-(4-¢Top- 1 -uzonponmn-2-merun- | H-6en3o[d|umunazon-6-
WJI)TUPUMUANH-2-aMUH, KOTOphI Obin omobpen FDA nist nedeHust onpeneneHHbIX TUIIOB paka
MOJIOYHOH >KeJie3bl U B HACTOsIIee BpeMs peanusyercs kak Verzenio® (abemauukind) kommaHuei

Eli Lilly and Company.
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Johnson u coaBT. coobmanu o Tom, uTo (papmakonorudeckoe mHruOuposanue CDK4/6 ¢
npumeneHneM wuHruouropos CDK4/6  6-anerun-8-nmkiaoneHTw-5-metnn-2-(S-nunepasus-1-nui-
nupuauH-2-uinaMudo)-8H-nupuno-[2,3-d]-mupumuaun-7-osa  (PD0332991) u  2-6pom-12,13-
aurunpo-SH-unmono[2,3-a]nuppono[ 3,4 |kap6a3on-5,6-quona (2BrIC) mposBisiio XapakTepUCTUKU
3ammThl oT IR B CDK4/6-3aBucumbIx kireTouHbIX THHUAX. (Johnson et al. Mitigation of hematological
radiation toxicity in mice through pharmacological quiescence induced by CDK4/6 inhibition. J Clin.
Invest. 2010; 120(7): 2528-2536).

Coemunenus I, 11, III u IV MoxHO mosydaTh, Kak ObUIO paHee ONMMCAaHO B MEXIYHapOAHOM
3asiBke WO 2014/144326, BKJIFOUEHHOM B JaHHBIM JOKYMEHT BO BCEll CBOEH MOIHOTE.

B coorBercTBUM C KOHKPETHBIMU BapHaHTAMM OCYILIECTBJIEHHUS, KaK Ipearoyiaraercsi B
IaHHOM NoKyMeHTe, nHruoutop CDK4/6 siBisiercss BBIOpaHHBIM U3 JIFOOOTO M3BECTHOIO HHTUOUTOpA
CDK4/6, wnanpumep, w3 TpuiauukinOa, namborukimba, abemaumkinunba u pudoumkianda. B
COOTBETCTBUH C OAHUM BaPHAHTOM OCYILIECTBJIEHHUS ceneKTHBHbIN nHrnourop CDK4/6 npencrasnser
co0oii OBICTPOAEHCTBYIOLINH, XapaKTEPU3YIOIIUIICS KOPOTKUM MEPHOAOM IIOJY>KM3HH HHTHOUTOP
CDK4/6. B cooTBeTcTBMM C OJHHMM BAapUAHTOM OCYIIECTBIECHHS ObICTPOAEHCTBYIOIINH,
XapaKTEPU3YIOLIUICS KOPOTKUM MEePUOAOM oy ku3Hu uHruoutop CDK4/6 sinsiercss BBIOpaHHBIM
u3 coenuHenus | (Tpunauuknu®), coenunenus II, coenunenus Il unu coenunenus IV wnu ero
(dapmanieBTHUECKN NPUEMIIEMON KOMIO3UIMH, COJH, W30TOIHOIO aHalora WM IposekapcTsa. B
COOTBETCTBHU C OMpPeNeeHHbIMU BapHaHTaMu ocyinectsienus uHruobutop CDK4/6 npencrasnser
coboit coenunenue I. B cooTBeTCTBHU € ONpeneneHHbIMU BAPHAHTAMH OCYIIECTBJIEHHUS] HHIUOUTOP

CDK4/6 npencrasnser coboii coenunenue 1. B cooTseTcTBUU € OmnpeneneHHbIMH BapuaHTaMU
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ocymectnienusi uaruoutop CDK4/6 mpencrasnsier coboii coenunenue III. B coorBercTBuu ¢
ONpENeJeHHbIMI  BapuaHTaMu ocymectieHuss unHruoutop CDK4/6 mnpencrasisier coboit

coequuenue IV,

I/IHFI/I6I/ITODI>I HUMMYHOJOIHYECKHUX KOHTPOJBHBIX TOYCK

HWHrubuTopel MMMYyHOJOTMYECKHX KOHTPOJBHBIX TOYEK Ui NMPHUMEHEHHs B CIHoco0ax,
ONHCAHHBIX B JAHHOM JOKYMEHTE, BKJIIOYAOT B cels, 0e3 orpaHudeHus, uHrudbutops: PD-1,
uHruouTops! PD-L1, nuaru6uropst PD-L2, narunouropst CTLA-4, narndurops: LAG-3, nuHruburops!
TIM-3 u uaruburops! V-nomena Ig cynpeccopa akruBauuu T-knetok (VISTA) mnu nx komOuHamm.

B cooTrBeTcTBUM C OJHMM BapHAHTOM OCYLIECTBJIEHHS HHIHOUTOP HMMMYHOJOTHYECKHUX
KOHTPOJIBHBIX TOYEK mpexacTtasisieT codoit narudurop PD-1, xotoperii Onokupyer B3anMoneicTere
PD-1 u PD-L1 nocpeacrBom cesizbiBaHusi ¢ PD-1 peuenTopoM u, B CBOK O4Yepeab, UHTHOUPYET
CYIIPECCHI0O HMMYHHOTO OTBeTa. B COOTBETCTBHM C OJHUM BapHAHTOM OCYIIECTBJICHUS] HHTHOUTOP
MMMYHOJIOTHYEeCKUX KOHTPOJIBHBIX TOYEK IpencTaBisier coO0H MHIMOUTOP HMMMYHOJOTHMYEeCKOMH
KOHTPOJIbHOM TOuKK PD-1, BeiOpaHHbIit U3 HUBONyMada (Opdivo®), nemOponusymada (Keytruda®),
numnsymadba, AMP-224 (AstraZeneca m MedImmune), PF-06801591 (Pfizer), MEDI0O680
(AstraZeneca), PDR001 (Novartis), REGN2810 (Regeneron), MGAO012 (MacroGenics), BGB-A317
(BeiGene) SHR-12-1 (Jiangsu Hengrui Medicine Company and Incyte Corporation), TSR-042
(Tesaro) u uaruduropa CA-170 s PD-L1/VISTA (Curis Inc.). B cooTBeTCTBUHU C OHIM BapHAHTOM
ocyuectienus: unruourop PD-1 npumensitor B komOuHauu ¢ uaruouropom CDK4/6, BeiOpaHHbIM
nu3 coeguHenus I wnu coegunenus II. B coOTBeTCTBHMM € OAHUM BapUAHTOM OCYLIECTBJICHMS
unruoutop CDK4/6 npencrasisier coboii coennnenue 1.

B cooTrBercTBUM C OJHMM BapHAHTOM OCYLIECTBJIEHHsS HHIHOUTOP HMMMYHOJIOTHYECKHUX
KOHTPOJIBHBIX TOUEK MPeCcTaBisieT OO0 HHIMONTOP NMMYHOJIOTHYECKOH KOHTPOJIbHOM ToukHu PD-
1 wuBonmyma®d (Opdivo®), BBOmuMBI B 3(Q(PEKTUBHOM KOJWUYECTBE Ui JIEUCHUS JUM(POMBI
XOIKKHHA, MEJIAaHOMBI, HEMEIIKOKJIETOYHOT'O PaKa JIETKOTo, MeYeHOYHO-KJIETOYHON KapIIMHOMBI WIIN
paka suuHuka. Husomymab O ogo6pen FDA st npuMeHeHus Ipy MeTacTaTH4ecKoil MeJlaHOME,
HEMEJIKOKJIETOUHOM paKe JIETKOro U MOuYeYHO-KJIETOUHON KapuuHoMe. B cooTBeTcTBHU C ApyruM
aCIIeKTOM 3TOTO BapHAaHTA OCYLIECTBJIEHUS] MHIHOUTOP MMMYHOJOIMYECKUX KOHTPOJBHBIX TOYEK
NPEACTaBIsIET COOOM MHIMOMUTOP MMMYHOJIOTMYECKONH KOHTPOJbHON Touku PD-1 memOponuzymad
(Keytruda®), BBoguMBbIii B 3()()eKTUBHOM KOJHUECTBE AJIsI JIEYSHUsT MEJJAHOMBI, HEMEJTKOKJIETOYHOT'O
paka JIerkoro, MeJIKOKJIETOYHOI'O paka JIErKOro, paka roJIOBBI U IIeH MM YPOTeJNHalbHOro paka. B

COOTBCTCTBHU C JOINOJHUTECIbHBIM ACIICKTOM JOTOro BapuUaHTa OCYLICCTBIICHHA I/IHFI/I6I/ITOp
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MMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOYEK IpencTaBisieT coOO0H HMHIMOUTOP HWMMYHOJOTHYECKOMH
KOHTposbHON Touku PD-1 muannusymad (Medivation), BBonumblil B 3ppeKTUBHOM KOJIMYECTBE B
cny4ae pedpakrepHoii nuddy3Hoii B-kpynHokneTouHoi mumdombl (DLBCL) unu MmeTacratudeckoi
MEJIAHOMBI.

B cooTrBeTcTBUM C OJHMM BapHAHTOM OCYLIECTBJIEHHS HHIUOUTOP HMMMYHOJOTHYECKHUX
KOHTPOJIBHBIX TOUEK MpencTasisierT codboit narnourop PD-L1, koTopslit GiokupyeT B3anMoneicTere
PD-1 u PD-L1 nocpenctsom cesizbiBanust ¢ PD-L1 peunentopoM M, B CBOKO Odepenb, UHTHOUpPYET
CyIpeccu0 MMMyHHOro otBeta. Murubutopsl PD-L1 Bkirodator B cebsi, Oe3 orpaHuYeHus,
arezonuzymad, nypsanymad, KNO35CA-170 (Curis Inc.) m LY3300054 (Eli Lilly). B coorBercTBun
C OTHUM BapUaHTOM OcyInecTBieHuss HHruouTop PD-L1 npuMeHsroT B KOMOMHAITNK C UHTHOUTOPOM
CDK4/6, BpiOpansabM 13 coenunenust | i coenunenus II. B cooTBeTCTBUM C OMHHM BapHaHTOM
ocymectnienus: uaruoutop CDK4/6 npencrasnsier coboit coenunenne . B coorBeTcTBUU € OMHUM
BapHUaHTOM ocyiunecTBieHus uaruoburop PD-L1 npeacrasnsier coboit ate3onusymad. B cooTBeTcTBHM
C OIHUM BapHaHTOM ocyuiecTBieHus naruourop PD-L1 Grnokupyer B3aumoneticrsue mexny PD-L1
u CD80, nHruOHpys CynpeccHi0 UMMYHHOTO OTBETA.

B coorBercTBMM C OZHMM BAapHAHTOM OCYIIECTBJIICEHHS WHIHOMTOP HMMMYHOJOTHMYECKHX
KOHTPOJIBHBIX TOUEK MPeCTaBIsieT COO0H MHIMONTOP MMMYHOJIOTHYEeCKOH KOHTPOIbHOM ToukH PD-
L1 aresonmuzymad (Tecentriq®), BBogumbii B 3((HEKTUBHOM KOMUYECTBE MJIs1 JIEYSHHS
METAaCTaTUYECKOr0 paka MOYEBOIO Iy3bIps, METAacCTaTU4YeCKONW MeEJIaHOMBI, METacTaTH4eCKOro
HEMEJIKOKJIETOYHOIO paka JIETKOro HJIM MEeTaCTaTHMYeCKOW MOYEeYHO-KJIETOYHON KapLUMHOMBbI. B
COOTBETCTBHH C APYTHM ACIIEKTOM 3TOTr'O BApHUAHTA OCYINECTBJICHHSI HHTHOUTOP HMMY HOJIOTHUYECKHIX
KOHTPOJIBHBIX TOYEK MpescTaBiseT coboit nypsanymad (AstraZeneca u Medlmmune), BBOAUMBII B
5(p(PEKTUBHOM KOJHYECTBE ISl JICUSHHsS] HEMEJIKOKJIETOYHOIO paka JIETKOro HMJIM paka MOUYEBOTO
ny3bIpsi. B cooTBeTCTBUU C €Ie OJHMM acHeKTOM JaHHOTO BapHaHTa OCYINECTBICHUS WHTHOUTOP
UMMYHOJIOTUYECKHX KOHTPOJBHBIX Touek mnpencrasisier coboii KNO35 (Alphamab), BBonuMbIi B
s¢dekTBHOM KonuvecTBe sl siedeHuss PD-L1-monoskuTesbHBIX  CONMMOHBIX — OMyXOJIEH.
JIONOJHUTENbHBI NpUMEpP MHIUOMTOpAa HMMMYHOJIOTHUECKOW KOHTposnbHOW Touku PD-L1
npezncrapisieT coboit BMS-936559 (Bristol-Myers Squibb), x0T KITHHHYECKHE HCTIBITAHUS C 3THM
UHTHOUTOPOM OBLITM PHUOCTAHOBJIEHBI IO COCTOSIHUIO Ha 2015 rox.

B coorBeTcTBUM € OIHUM AaClEKTOM OTOrO BapHaHTa OCYLIECTBIEHUS WHTUOUTOP
UMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOYEK INpencTaBisieT coOOi HMHIHMOUTOP HWMMYHOJOTHYECKOH
koHTposbHOU Toukn CTLA-4, kotopseiii cBs3biBaercst ¢ CTLA-4 u uHrubupyer cymnpeccuro

ummyHHOro orBera. Uuruburoper CTLA-4 BkmouaroT B cebs, 06e3 orpaHuueHHs, UILUTIMyMao,
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Tpemenumymab (AstraZeneca u MedImmune), AGEN1884 u AGEN2041 (Agenus). B cooTBercTBIEN
c onHuM BapuaHToM ocyuiecTBieHuss uHruourop CTLA-4 npumeHAr0OT B KOMOMHAIMM C
unrudouropom CDK4/6, BeiOpanHbiM U3 coenuHenus | wian coenunenus 1. B coorBeTcTBUM C OTHUM
BapuaHTOM ocyuectBiaenus uaruoutop CDK4/6 npencrasisier coboii coenqunenue 1.

B cooTrBeTcTBUM C OJHMM BapHAHTOM OCYLIECTBJIEHHsS HHIHOUTOP HMMMYHOJIOTHYECKOM
koHTposbHOH TOukn CTLA-4 mnpencraBmsier coboif mrmummmymad (Yervoy®), BBOIUMBIH B
3¢ GEKTUBHOM KOJMUYECTBE AJIsl JIEUEHUs] METaCTaTUIECKO METTaHOMBI, TbIOBAHTHON MEJIAHOMBI UJTH
HEMEJKOKJIETOYHOTO paka Jierkoro. B cOOTBeTCTBHMM C OJHHMM BapUAaHTOM OCYIIECTBIIEHHUS
uaruoutop CTLA-4 npumensror B koMmOmHaumu ¢ wuHruburopom CDK4/6, BbIOpaHHBIM U3
coenunenus | nwnu coenunenus 11 B cooTBeTCTBIM C OTHUM BapHAHTOM OCYIIECTBIEHHSI HHTHOUTOP
CDK4/6 npencrasnsieT coboii coenrHenue 1.

B coorBercTBUM € APYrMM BapHaHTOM OCYLIECTBJIEHUS HHTHOUTOP MMMYHOJOTMYECKHX
KOHTPOJIHBIX TOYEK MPEACTaBIIeT COOOW WHrHOUTOP MMMYHOJOTHMYECKOH KOHTPOJBHOH TOYKHU
LAG-3. ITpumepbl THTHOUTOPOB UMMy HOJIOTHIE€CKOHM KOHTpONbHOH Toukr LAG-3 BKIIFOUaIOT B ceds,
6e3 orpannuenus, BMS-986016 (Bristol-Myers Squibb), GSK2831781 (GlaxoSmithKline), IMP321
(Prima BioMed), LAGS525 (Novartis) u nsoiinoli wunrubutop PD-1 um LAG-3 MGDO13
(MacroGenics). B cooTBeTCTBHH € €11ie OJHUM aCIIeKTOM 3TOT'0 BApHUaHTa OCYLLECTBIEHUS HHTHOUTOP
MMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK MPEACTaBIsIeT cOOOH HHTHOMTOP HMMYHOJOTMYECKOH
koHTposbHOH ToukH TIM-3. Cnienuduueckuii uarnourop TIM-3 Bkimrouaer B cedst, Oe3 orpaHIUeHMS,
TSR-022 (Tesaro).

Jlpyrue WHrUOMTOPBI HMMYHOJOTMYECKHX KOHTPOJBHBIX TOYEK JJIsI TNPHMEHEHHS B
HACTOsAIIIeM M300peTeHNH, ONHCAHHBIE B JAHHOM JOKyMEHTE, BKIIIOUaroT B cedsl, 0e3 orpaHuveHus,
UHTUOUTOPBl MMMYHOJIOTHYECKOH KOHTposibHOUW Touku B7-H3/CD276, Takue kak MGA217,
UHTUOUTOPBI UMMYHOJIOTHYECKOIH KOHTPOJIBHOM TOUKH MHAONAMUH-2,3-1uokcureHassl (IDO), takue
kak uHAokcumon u INCBO024360, wuHruOMTOpbl HMMMYHOJOTHYECKOH KOHTPOJBHON TOUKH
UMMYHOTI00y THOMON00HBIe perenToph! kieTok-kmuiepoB (KIR), Takue kak muprmymad (BMS-
986015), MHrHOUTOPBEI POACTBEHHON PaKOBO->MOPHOHAIBHOMY AHTUTE€HY MOJIEKYJIbl KJIETOYHOMN
anresun (CEACAM) (nmanpumep, CEACAM-1, -3 w/unu -5). WUnarocTpaTUBHBIE aHTHTENA K
CEACAM-1 ommcansl B WO 2010/125571, WO 2013/082366 u WO 2014/022332, Hanpumep,
MOHOKJIOHaNbHOE anTuTeno 34B1, 26H7 u SF4 nnn ux pekoMOuHaHTHas (opMa, KOTOPbIE OMMMCAHBI,
Hanpumep, B 3asBke Ha mateHT CIIIA US 2004/0047858, martente CIIIA Ne 7132255 wu
MesxayHapoaHoit 3asske WO 99/052552. B cooTBeTCTBUM C APYTMMU BapHaHTAMM OCYLIECTBIICHUS

antuteno Kk CEACAM casizeiBaercs ¢ CEACAM-5, kak onmcaHo, Hanpumep, B Zheng et al. PLoS
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One. 2010 September 2; 5(9). pii: €12529 (DOI:10:1371/journal.pone.0021146), nnu nepexpecTHo
pearupyer ¢ CEACAM-1 u CEACAM-5, kak ONMCaHO, HalmpuUMep, B MEXAYHAPOAHON 3asiBKeE
WO 2013/054331 u 3asiBke Ha matent CIIA US 2014/0271618. [Ipyrie HHruOUTOPBI KOHTPOJIbHBIX
TOYEK MOTYT MPEICTABIATE COOOH MOJIEKYJIbI, HANPaBJICHHbIE Ha MoJiekyty B- u T-numdouunrtaproro
arrentoatopa (BTLA), nanpumep, kak onucano B Zhang et al., Monoclonal antibodies to B and T
lymphocyte attenuator (BTLA) have no effect on in vitro B cell proliferation and act to inhibit in vitro
T cell proliferation when presented in a cis, but not trans, format relative to the activating stimulus,

Clin Exp Immunol. 2011 Jan; 163(1): 77-87.

XHUMHOTEpPAIEBTUYECKHE CPEACTBA

Kaxk npeanojara€tcsds B AAaHHOM JOKYMECHTE, CHEHUAIBHO pPaCcCHUTAHHOE IO BPEMCHHU
BBE/IEHHE CEJIEKTUBHOTO, OBICTPOJEHCTBYIOIIErO, XapakTepU3YIOIErocs KOPOTKHUM IEepHOAOM
noiy>ku3Hu uHruonropa CDK4/6 MokeT ocyIiecTBisAThCSl B KOMOMHALIMH € JIFOOBIM CTaHAAPTHBIM
METOAOM JICHCHUS XUMHUOTCPAINICBTUYCCKUM CpPEACTBOM B ):[OHOJ'IHI/ITeJ'IbHOI\/‘I KOM6I/IHaL[I/II/I C
UHMMOMTOPOM HMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK.

B cooTBeTcTBHUU C OOHUM BApUAHTOM OCYLIECTBJICHUA XUMHOTCPAIICBTUYICCKOEC CPEACTBO
SBJISIETCS] TOKCUYHBIM 1JIs1 3(PEKTOPHBIX HMMYHHBIX KJIETOK. B COOTBETCTBUHU € OTHUM BapHaHTOM
OCYIIECTBJICHHs] XMMHUOTEPANEBTUIECKOE CPECTBO MHIHOUPYET POCT KJIETOK. B coorBeTcTBHM C
OAHHUM BapUAHTOM OCYLIECTBJICHHUS BBOAUMOC LHUTOTOKCHUYCCKOC XUMUOTECPAIICBTUYCCKOC CPEACTBO
npezncTaBiseT coboi nospeknaromiee JJHK xumuorepaneBTudeckoe cpeactso. B coorBercTBuu ¢
ONHMM BapHaHTOM OCYILIECTBICHUS XHMHOTEpPAIIEBTUYECKOE CPEINCTBO MpPEACTaBisieT coboi
UHruOuTOp CcuHTe3a Oenka, mnospexparomee JIHK — xumumorepaneBTHdeckoe  CPEACTBO,
AJIKWITPYIOIee CPENCTBO, MHruOWTOp TOomomsomepasbl, mHrubutop cunresa PHK, cpencrso,
cesi3pIBaroinee komruiekcel JJHK, THONMaTHOE anKkuupyomee CpeicTBO, I'yaHHHOBOE alIKUIIHPYOIee
CPENCTBO, CPeNncTBO, CBsi3biBaromee TyOynauH, mHruourop JIHK-mommmepasbl, MpOTHBOPAKOBBII
¢depment, narnourop RAC1, nHruburop THMUANIAT-CHHTA3bI, OKcazodochoprHOBOE coennHEHNE,
MHCHOUTOP MHTErpUHA, TAKOH KakK IMJIEHTHTHA, KAMITOTELUH UM FOMOKAaMITOTEeLHH, aHTHdonat

WM aHTUMEeTaboUT (oiaTa.

LluToTOKCHYSCKHE XUMUOTEPAIIEBTUUSCKHE CPEJICTRA

urtorokcuueckue noppexnarouue JJHK xumuorepaneBTudeckue CpencTsa, Kak MPaBUIIo,
SBIISIIOTCS HECTIELU(PUUIECKMMU M TOKCHMYHBIMH, OCOOCHHO B BBICOKMX J03aX, JJII HOPMAaJbHBIX,

ObicTpo nensmuxcs kinetok, Takux kak HSPC u addexropHpie MMMyHHBIE KJIeTKH. B KOHTekcTe
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JAHHOTO TOKYMEHTa TepMuH «rnospexnatomias JJHK» xumuorepanus wiu XUMHOTEpaNeBTUYECKOE
CPEACTBO OTHOCUTCA K JIEYEHUIO LUTOCTATUYECKUM MJIM LUTOTOKCHYECKHUM CpPEACTBOM (T.e.
COEIMHEHHEM) ISl CHUKEHUS HITH UCKITIOUSHHSI POCTa FITH MPOIH(epaliuil HesKeNaTeIbHbIX KIETOK,
HanpuMep, PaKoOBBIX KIETOK, NMPU 3TOM LMTOTOKCHYECKHH 3((eKT cpencTBa MONKET SBIATHCS
PEe3yJIbTATOM OJHOTO UJIM HECKOJBKUX U3 MHTEPKAISLUU B HYKJICUHOBYIO KHCJIOTY WJIN CBA3bIBAHUS
¢ HykjlenHoBo# kucnoroit, ankunuposanust JJHK wiu PHK, unrubuposanus cuaresa PHK wiu THK,
MHrHOMpPOBaHUs APYrod akTHUBHOCTH, CBSI3aHHOW C HYKJIEMHOBOH KHCIOTOH (Hampumep, CUHTE3a
Oenka), wiu JOOOro APYroro LUTOTOKCHUECKOro 3ddekra. Takue COenMHEHHs BKIIOYAIOT, Oe3
orpaHndeHus, mnospexpaomue JHK coeanHeHus, KOTOpble MOTYT YHHUYTOXATb KJIETKU.
«[MoBpexnaromue JJHK» xumuorepaneBTH4ecKrue CpeAcTBa BKIIOYAIOT B cels1, Oe3 orpaHHYeHHs,
ankuiupyromue cpencrsa, JJHK-mHTEpKansTOpbl, HHTHOUTOPBI CHHTE3a Oelka, HHIHOUTOPbI CHHTE3a
JHK wumu PHK, anamorum ocnosanuii B JIHK, wuHruburtopsl Tomouszomepasbl, HHITHOUTOPBI
TeJoMepasbl U coeAuHeHus], cessbiBatromuecss ¢ teaomepHoil JIHK. Hanpumep, ankunupyromue
CpencTBa BKIIOUAIOT B cels ankmicyinbQoOHAThI, Takue Kak Oycynbdal, umipocyibdaH u
nunocyibdaH;, a3uPUIUHBL, Takue Kak OeH3ommsena, KapOOKBOH, MeTypenena M ypererna,
STUJIEHUMHUHBI M METHJIMEJIaMUHBI, TakHe  KaKk  alNTpeTaMHH,  TPUATHIEHMEIaMUH,
TpusTHIeHpochopamun, TpusTHIEHTHOGOCHOpaAMU U TPUMETHIIONMENAMIH; a30THCTbIE UIIPUTBHI,
TaKHle Kak XJopaMOyLui, xjopHadasuH, nukiaopochamMua, 3CTpaMyCTHH, XJIOPMETHH, XJIOPMETHH-
OKCHAA THApPOXJOpuA, MendanaH, HOBIMOUXWH, (eHEeCTpUH, NpPeRHUMYCTHH, Tpodochamun u
yPaMyCTHH; 1 HUTPO3OMOYEBUHBI, TAKHE KaK KapMyCTHH, XJIOPO3OTOLMH, ()OTEMYCTHH, JIOMYCTHUH,
HUMYCTHMH M paHumycTuH. Jlpyrue mnospexpaomue JHK xumunorepanesTudeckue Cpeactsa
BKJIOYAIOT B ceOsi JayHOPYOHIIMH, NOKCOPYOWLMH, WAAapyOWLWH, 3MHPYOUINH, MUTOMULHMH U
CTPenTO30LUMH. XHMHOTEPANeBTHYECKUE aHTHUMeTaOONUThl BKIIOYAOT B ceOs remMoutabuH,
MEpKanToIypHUH, THOTYaHWH, kiaapuOus, Quynapabuna docdar, ¢ropypaunn (5-FU),
dnokcypuauH, nuTapaOUH, MEHTOCTATHH, METOTPEKCaT, a3aTUOINpPHH, AlMKIOBUD, aaeHuH-B-1-D-
apabuHO3M], aMETONTEPUH, AMUHONTEPHH, 2-aMUHOIY PHH, abUANKONINH, 8-a3aryaHnH, a3acepuH, O-
asaypaiuH, 2'-a3un0-2'-1e30KCUHY KJIEO3U B, 5-0pOMIEe30KCULIUTH/IHH, uuTo3uH-PB-1-D-
apaOWHO3MI,  OUA300KCUHOPJEHLMH, OUAE30KCHHYKJIEO3UIbl, S-(QTOPAE3O0KCHLIMTUAMH,  5-
(dTOpAE30KCUYPUINUH U THAPOKCHMOUYEBHHY .

XuUMHOTepaneBTUYECKHe WHIUOMTOpPBl CHHTe3a Oenka BKIOYAlOT B cebd  abpuH,
aypUHTPUKAPOOHOBYIO KHCIIOTY, XJopaMbeHnkon, koauuuH E3, nuknorekcumua, nupTepOTOKCHH,
SA€HH A, 3METHH, 3PUTPOMHIMH, 3THOHUH, (ropun, S-¢proprpuntodan, (ycHIOBYIO KHCIOTY,

TyaHWIHIMeTWIeHIupochoHat u  ryaHwnwmmunonudocdar, KaHAMULUH, KaCyTaMULMH,
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KuppoMHLIMH U O-MeTUNTPeOHUH. J{ONOMHUTEIbHbIE HHTUOUTOPBI CHHTE3a OeJika BKJIFOYAIOT B ce0st
MOJI€CCHH, HEOMUILIMH, HOPBAJIMH, MAaKTAMULIUH, MAPOMOMULIUH, Iy POMULIUH, pULIMH, TOKCUH [lura,
[IOBIOMUIIMH, CMApP30MHIMH, CMEKTUHOMHIIMH, CTPENTOMULIMH, TETPALUKINH, THOCTPENTOH U
TPUMETOTIPUM.

WNurubutoper cunte3a JIHK BkmouaroT B cedsl alKUIUPYIOIIME CPENCTBA, TaKHe Kak
IUMETUIICYJIb(aT, a30TUCThIE M CEPHUCTBIE HWIIPHUTBI, WHTEPKATUPYIOIIUE CPEACTBA, TAKHE KAk
AKPUIMHOBBIE KPACUTENIM, aKTMHOMHIIMHBI, aHTPALCHbI, OCH30MHpEeH, OPOMHI STUAMS, THUHOMHI
NPONUINS-CIUIETAOIIUNA, U APyTrUe CPeacTBa, TaAKHE KaK JUCTAMHULIMH U HETPOTNCHH. MHrHOUTOpHI
TOMOM30MEpa3bl, Takue Kak HPUHOTEKaH, TEHUIO3WJ, KYMEPMHULIUH, HAJIUIUKCOBas KHUCIIOTA,
HOBOOHMOLIMH U OKCOJIMHOBAsI KMCJIOTA, HHTUOUTOPBI KJIETOYHOTO JEJIEeHUS, B TOM YUCIIE KOJILEMH],
MHUTOKCAHTPOH, KOJIXHUIIMH, BUHOJACTUH U BUHKPUCTHH, U uHrHOuTOpHI cuHTe3a PHK, B ToM uuncne
aKTUHOMUIIMH D, 0-aMaHUTHH U Apyrue rpuOHbIe aMaTOKCUHBI, KOPAULETHH (3'-1€30KCHaICHO31H),
IUXJIOppuO0QYpaHO3MIOSH3NMIITA30JT, PUPAMIULINH, CTPENTOBAPULIMH U CTPENTONUANIHH, TAKKe
MO>KHO IPUMEHATH B KadecTse nospexaaroimero JAHK coequnenus.

B cooTBeTcTBMM C OAHMM BapUAHTOM OCYLIECTBJIEHHS] XUMHOTEPANEBTUYECKOE CPENCTBO
npeacTaBiseT coOol cpencrBo, cBssbBaromee komruiekcel JIHK, Takoe kak KamMnTOTELWH MU
STOMO3MJI;, TUOJIATHOE AJKUIMPYIOIee CPEACTBO, Takoe kak Hutpo3zomoueBuHa, BCNU, CCNU,
ACNU wmmu ¢poTecMyCTHH, T'yaHHMHOBOE AJKWJIMPYIOIIEe CpPEACTBO, TaKOe KaK TEMO3OJOMHI,
CPEnCTBO, CBsi3bIBarOLIee TyOyJINH, TAKOEe KaK BUHOJNACTHH, BUHKPUCTHUH, BUHOPEIONH, BUH(IYHHH,
KpUNTOPUINH 52, raJIONXOHAPUHBI, TAKHE KaK TATUXOHAPUH B, monactaTuHbl, Takue Kak T0JIaCTaTHH
10 u momacratun 15, reMuacTepyiuHbl, TaKHe KaKk TeMHACTEPINH A U reMuacTepind B, komxumms,
KoMOpecTaTuHbl,  2-MeTokcudctpaanoi, E7010, makiaurakcen,  AOLETAKCEN,  SMOTHIIOH,
muckonepmonu;, uaruoutop JJHK-nonumepasbl, Takoii Kak urapabuH; IpOTHBOPAKOBBIN (epMeHT,
TaKOW Kak acraparuHasa, uHruowrop Racl, Takoli kak O-THOTyaHWH, MHTHOHUTOP THMHIWJIAT-
CUHTa3bl, TakoW kak KameumtaOuH wim S5-FU; okcazodochoprHOBOE coenmuHEeHUEe, TaKoe Kak
LUTOKCAH, UHIMOUTOP MHTETPHHA, TAKOH KaK LWIEHTMTUA, aHTH(OJAT, TAKOH KaK MpaiaTpeKcar,
anTuMeTabouT (hosata, TAKOW KaK MEMETPEKCeN; WM KAMITOTELIMH UM TOMOKAMITTOTELIUH, TaKOH
KaK qudIOMOTEKaH.

B cooTBercTBMM € OZHUM BapUAHTOM OCYINECTBIEHUS MHIHOUTOP TOMOH30MEPa3bl
npezncrasisier coboit marnoOuTop I Tuna. B cooTBeTCTBHMU C APYrHMM BapHAHTOM OCYLIECTBIIEHHS
UHTHOUTOP TOMOU30Mepasbl peacTasisier codoi narudurop Il tuma.

Hpyrue nospexparomue JJHK xumuoTepaneBTHUECKHE CPEeNCcTBA, TOKCHUYECKUE 3(PPEKThI

KOTOPBIX YMEHBIIAIOTCS PACKPBITHIMH B TAHHOM JOKYMEHTe CelleKTHBHbIMH HHrHOuTOopamu CDK4/6
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BKJIFOUAOT B cebs1, 63 orpaHUYeHus], LNUCILIATHH, TIEPEKUCh BOAOPOAa, KapOoIulaTHH, npokapbasuH,
udochamun, OIeOMUIMH, TUIMKAMULMH, TaKCOJ, TPAHC-COCOMHEHHE IUIATHHBI, THOTEIY,
OKCAJIMIJIATHH U T.M., a TAKXK€ CPENCTBa MOAOOHOrO THUMa NAEWCTBHS. B COOTBETCTBHH C OIHUM
BapUAHTOM ocyliecTBieHus nospexparomee JIHK xumuorepaneBTHUECKOE CPEACTBO SBISIETCS
BBIOPAHHBIM U3 TPYIIIBL, COCTOSIIEH U3 IUCIUIATHHA, KapOOIUIATHHA, KAMIITOTEIMHA U STOIO3UIA.

Jlpyrue noaxonsiine X MMHOTEPAeBTHYECKHE CPECTBA BKIIIOYAIOT B ce0s1, 0€3 OrpaHIYeHus],
PaaMOAKTHBHBIE MOJIEKYJIbI, TOKCHHBI, TAK)K€ HA3bIBAEMbIEC LIUTOTOKCHHAMU WJIH LIUTOTOKCUYECKHMHU
CPeICTBAaMH, KOTOpBIE BKIIOYAOT B cebs Jo0oe CpencTBo, SBISIOMIEECS BPEAHBIM IS
KM3HECNIOCOOHOCTH KIIETOK, CpPEeACTBA M JUIIOCOMBI WJM JpPyTrHe BE3UKYJbl, COAepKaline
XHUMHOTEPANIEBTUYECKHE COCAMHEHHs. PacrnpocTpaHeHHbIE NPOTHBOPAKOBBIE (hapMaleBTUYECKUE
CpencTBa BKIIOYAIOT B cebs cienyromue: BUHKpUCTHH (Oncovin®), nmurnocomManbHblii BAHKPHCTHH
(Marqibo®), nokcopyounun (Adriamycin®), uurapabun (uurosuH-apabuHo3un, ara-C  wim
Cytosar®), L-acnaparuna3sy (Elspar®) wmu 191 -L-acnaparunasy (neracmaprasy wiu Oncaspar®),
stonosug (VP-16), reaunoszun (Vumon®), 6-mepkanronypul (6-MP umu Purinethol®), npennuzon
U JIeKCaMeTa3oH (fekaapoH). IIpuMepbl NOMOSHUTENBHBIX MOAXOAAINX XHMHOTEPANEBTHICCKUX
CpeACTB BKIIOYAKOT B cebs, Oe3 orpanudenwus, S-¢propypaumi, nakapOasvH, aJTKHIHPYIOIINE
cpenctBa, antpamMuiH (AMC)), aHTUMUTOTHYECKHE CPENCTBA, LUC-AUXJIopAuamMuH Iuatusel (II)
(DDP) uucmiaTvH), [UAMHUHO-AUXJIOPIJIATUHY, aHTPALMKJIUHBI, aHTHOMOTHKH, aHTUMETaOOJUTHI,
acmaparuHasy, kuByto BCG (BHyTpu Be3uKkyJ), cyibdat OJeOMULIHA, KaTUXeaMULIMH, LIUTOXaJa3uH
B, naktuHOMMIMH (paHee akTUHOMHULWH), nayHopyOmumH-HCI, wuTtpar nayHopyOHuMHa,
NEeHUIeHKUH-TU(YTHUTOKC, JUTHAPOKCHAHTPALCH-IHOH, porerakcen, mpokcopyomumn HCL, L-
acraparnsasy E. coli, L-acnaparunasy Erwinia, conp GonuHHeBOI KUCIOTHI U 3TONO3uAa, docdar
srono3uaa, remuutabun-HCl, wumapyOunun-HCI, wunTepdepon a-2b, wupunorexan-HCI,
maiitancunons, xyopmernH-HCl, wmendanan-HCl, wmwutpamuuuy, wmutomuuuH C, MHTOTaH,
nakiurakcen, nonudenpocan 20 ¢ KapMyCTHHOBBIM  HMMILUIaHTaTOM, mpokapOasun-HCl,
CTPENTO30LMH, TeHUNO3uA, THoTeIy, Tonorekan-HCl, Banpyouuns, cynbdat BuHONacTHHa, cyibdar
BHHKPHCTHHA U TapTPAT BUHOPEIOHHA.

JIONONTHUTENIbHBIE [TUTOTOKCHYECKHEe XUMHUOTEPANIEBTHUECKHE CPECTBA I MPUMEHEHHUS C
HACTOSIIUM H300peTeHHeM BKIIIOYArOT B celsi: smupyOuIMH, abpakcaH, TakCOTep, STOTUJIOH,
Tadayno3ua, BUCMOAETU0, a3allUTUANH, TOKCU(ITY PUIUH, BUHIE3UH U BUHOPEIOUH.

B coOoTBeTCTBHH C OHUM BapHAHTOM OCYIIECTBIIEHHS XHMUOTEPANEBTHYECKOE CPEACTBO He
HpencTaBisieT cOOOH MHrHOMTOP apomarasbl. B COOTBETCTBHU C OIHUM BapUAHTOM OCYIIECTBIICHUS

XHUMUOTEPANEeBTHYECKOE CPEINCTBO HE TMPENCTaBiisieT coOol crepornn. B cOOTBETCTBHM C OTHHM



62

BapUaHTOM OCYHIECTBJICHUSA XUMHUOTCPAINIEBTUICCKOEC CPEACTBO HE NMPEACTABIIACT CO6OI71 I/IHFI/I6I/ITOp
BCR-ABL.

B cooTBeTCTBHUH C OAHHUM BAapUaHTOM OCYLICCTBJICHUA XUMHOTCPAIIEBTUYICCKOC CPEACTBO
NpeACTaBisieT co0OM cpeacTBo, cessbiBaroliee komiuiekcbl JIHK. B coorBercTBHM € OXHUM
BAPHAHTOM OCYILIECTBJICHUS XHUMHOTEPAIEBTHUECKOE CPENCTBO MPEACTABIsIET COOOW CPEncCTBo,
CBs3bIBAIOIICC Ty6y.]'II/IH. B COOTBETCTBHHU C OIHHUM BapHUAHTOM OCYyIHIECTBJICHUSA
XHUMUOTEPANeBTUYECKOe CPEICTBO MPECTaBIsieT cOO0N aIKUINpYIOIee CPpencTBO. B cooTBeTCTBIM
C OOHUM BapHAaHTOM OCYIIECTBJIEHUS XUMHOTEPANEBTHUYECKOE CPEICTBO TMPEACTABIsiET COOOM

TUOJIATHOC AJIKUJIUPYIOLIEC CPEACTBO.

HOHOJIHI/ITeﬂbeIe XUMHUOTEPAIEBTHYCCKHUEC CPEACTBA

JlonONHHUTENbHBIE XUMHOTEPANIEBTUUECKHE CPEACTBA, KOTOPbIE MOXKHO NPUMEHSTh, Kak
OMHUCAaHO B JaHHOM JOKYMEHTE, MOTYT BKJHOUYaTh B cebsi 2-meTokcudcTpamuon umn 2ME2,
¢unacyHnar, staparmsymad (MEDI-522), HLL1, huN901-DM1, atunpumon, Me3uaT CakBHHABHUPA,
PUTOHABHUP, Me3WJAT HenpUuHaBUpPa, Cynbdar MHAUHABUPA, muTuaencud, P276-00, tunudapuuo,
JICHAJTUIOMUI, TAJUIOMHI, MOMATUAOMUA, CUMBACTATHH U LeJIEKOKCUO. XUMHOTEepaneBTHYECKHEe
CPeACTBa, NPUTOAHBIE B HACTOALIEM M300PETEHUH, BKJKOYAKOT B cebs, 0Oe3 orpaHuueHus,
tpacty3ymab (Herceptin®), meprysymab (Perjeta™), mamaruan6 (Tykerb®), regrurnt (Iressa®),
spaotunu® (Tarceva®), uerykcumad (Erbitux®), mnammtymymad (Vectibix®), Banmeranud
(Caprelsa®), Bemypadenutd (Zelboraf®), Bopunoctar (Zolinza®), pomunencun (Istodax®),
Oexcaporen (Targretin®), amuperuHoun (Panretin®), tperuHoun (Vesanoid®), kapdumnzomud
(Kyprolis™), npanarpexcar (Folotyn®), 6eBannzymad (Avastin®), sus-apnubepuent (Zaltrap®),
copadennd (Nexavar®), cyaurunaud (Sutent®), nazonanud (Votrient®), peropadenutd (Stivarga®) u
kabo3atuau6 (Cometriq™).

JlononHUTENbHBIE PACCMATPHBAEMbIE XMMHUOTEPANIEBTUYECKHE CPEICTBA BKIFOYAIOT B CeOs,
0e3 orpaHMYeHus], THTHOUTOP KaJbLIMHEBPHHA, HAIIPUMeEDP, IUKIOCIIOPHH WIIK ACKOMHLIMH, HATIPUMep
nuksocnopu A (Neoral®), FK506 (Takponumyc), numekponumyc, naruourop mTOR, Hanpumep,
pamaMHUIIMH WK €ro MPOM3BOAHOE, HanpuMep, cuponumyc (Rapamune®), sseponumyc (Certican®),
TEMCHUPOJIIMMYC, 30TapoJIMMyC, OHonuMyc-7, Omonmmyc-9, pamaior, Hanpumep, punadopoIuMyc,
xomnac 1H, moaymsrop peuentopa S1P, asoitnoit uaru6urop mTORC1 1 mTORC2, nanpumep,
Buctyceptudb (AZD2014), Hampumep, (QUHTOJMMOA WKW €ro aHajor, aHtureso k [L-8,
MHUKO(EHOJIOBYI0 KHUCIIOTY WM €€ COJIb, HalpuMep, HAaTPUEBYIO COJIb, WM €€ MPOJIEKapCTBO,

Hanpumep, Modermna wmukodpeHonar (CellCept®), OKT3 (oproknon OKT3®), npenHusoH,
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ATGAM®, Thymoglobulin®, OpexkBunap wHatpus, OKT4, TI0B9.A-3A, 33B3.1, 15-
IE€30KCUCTIEPTyalluH, Tpecrnepumyc, geduyHomun Arava®, antureno k CD2S, antureno x IL2R,
bazunukcumMad (Simulect®), naknuszymad (Zenapax®), muzopuduH, nekcamerasoH, ISAtx-247, SDZ
ASM 981 (mumexponumyc, Elidel®), abarauenr, 6enarauent, LFA3lg, stanepuent (peanusyemblii
ImmuneXcite kak Enbrel®), amanumymad (Humira®), uadaukcumad (Remicade®), antuteno k
LFA-1, Harammymad (Antegren®), sHIMMOMA0, raBHIMMOMA0, rOIMMYMad, aHTHTUMOLUTAPHBIN
UMMYHOTJIOOYJIMH, curumsyMad, anedauent, s3danu3zymad, meHTacy, MecanasuH, acakod, ¢ocdar
KonenHa, OeHopwiat, ¢peHOydeH, HaAIPOCHH, AUKIOPEHAK, 3TONOJIAK, WHIOMETAIMH, NaCaTUHHO
(Sprycel®), nunoruand (Tasigna®), 6o03yTHMO (Bosulif®), mesunar umatunauba (Gleevec®) u
noHatuHUO (Iclusig™), amudocTrH, Me3unaT A0JaceTpPOH, APOHAOWHOJ, STO3THH-0, 3THIPOHAT,
bunrpactum, GJIyKOHA30J1, aLETAT ro3epesnHa, IPAMHULUANH D, rpaHICeTpOH, JIEHKOBOPHH KaJbLusl,
nupokauH, MecHy, oHpaHceTpoH-HCl, nunokxapnue-HCl, nopdumep Harpusa, Batamanu®, 1-
IEeTUIPOTECTOCTEPOH, aJUIOIY PUHOJ HaTpusl, OeTamMeTa3oH, ¢ocdar HaTpuUs U aleTat ObeTaMeTa3oHa,
HeﬁKOBOpI/IH KaJIbIus, KOHBHOTUPOBAHHBIC OCTPOTCHBI, ACKCPA30KCaH, I[I/I6pOMMaHHI/IT,
5CTepUPHULUPOBAHHbIE 3CTPOTEHBbI, 3CTPAIUOJ, HATPUEBYID CONb  3CTpaMycTHH-pocdara,
STHHIIACTPAnuoN, (GuyTamus, (QOIMHHEBYIO KHCIOTY, TJIFOKOKOPTHKOHWIBL, aleTaT JeWIpoJnaa,
nesamu3zon-HCl, amerar MenpoOKCHIPOrecTepoHa, arerar MerecTpoja, METHITECTOCTEPOH,
HIJIyTAMH], aleTaT OKTPEOTH/Aa, MAMUAPOHAT JUHATPHS, MPOKAHMH, MPOMAHOJOJ, TECTOJIAKTOH,
TeTpakauH, UTPAT TopeMu(eHa U CaprPaMOCTHM.

B cooTBeTcTBHHM C OMHMM BapHUAHTOM OCYINECTBJIEHHS XUMHOTEPANIEBTUUECKOE CPEACTBO
NpEeACTaBseT COOOH JMraHabl 3CTPOr€HOBOTO PELENTOpa, TaKUe Kak TaMOKCH(eH, panokcudeH,
¢bynBecTpaHT, aHopAuH, OasemokcudeH, Opomap3CTPUOI, XJOPTPUAHU3EH, LHUTPAT KIoMU(eHa,
uksodpenun, nazodokcudeH, opmenokcudeH uin TopeMudeH; TUraHa aHAPOreHOBOrO PELENTOpa,
TaKOH Kak OMKanyTaMHI, SH3aJIyTaMUJ, anajlyTaMH[, aleTaT [UIPOTePOHa, alleTaT XJIOPMAaIHHOHA,
CIIMPOHOJIAKTOH, KAHPEHOH, APOCIHMPEHOH, KETOKOHA30JI, TOMWIYTAMH, aleTaT adhpaTepoHa WIIN
LMMETUANH, HWHCHOMTOpP apomarasbl, TakOW Kak JIETPO30J, AaHACTPO30J WIJIM JK3EMECTaH,
IPOTHBOBOCTIAIUTENBHOE CPENCTBO, TAKOE KaK MNPEIHH30H, WHTHOUTOpP OKCHZA3bl, TAKOH Kak
QJIJIONY PHHOJI, IPOTHBOPAKOBOE AHTUTEJIO; MPOTHBOPAKOBOE MOHOKJIOHAJIBHOE AaHTUTEJIO; aHTHTENO
k CD40, Takoe kak jykarymymad unm panery3ymad; antuteno k CD20, Takoe kak purykcmumao,
aHTHUTENO, KOTopoe cBsizbiBaeT CDS2, Takoe Kak ajeMry3yMad, aHTUTEJIO, KOTOPOE CBS3bIBAET
WHTErPHH, TaKO€ KaK BOJOLMKCHMA0 MM HAaTaNN3yMad; aHTUTEJO K PelenTopy HHTepJeHKHHa-O,
TaKO€ KaK TOLMJIN3YyMad, MUMETUK MHTepJeHKNHA-2, TAKOH KaK ajbJIeCIeHKHH; aHTUTENO0, KOTOpOoe

neneHanpasieHHo BosxeiictByer Ha IGF1, momobnoe ¢ururymymaly; aHTHUTENO, KOTOpOE
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LeJIEHANPaBJIeHHO Bo3aelcTByeT Ha DR4, Takoe kak wamatymymad; aHTHTENO, KOTOpOe
neneHanpasieHHo BoszaelicTByer Ha TRAIL-R2, Takoe kak jekcaTymMymad WM JyJaHEPMUH,
ruOpUIHBIN OeNOK, TAaKOH KaK aTalWLenT, UHruOUTop B-KkieTok, Takol kak aTalyuenT; HHrHOUTOp
MIPOTEOCOMBI, TAKOH Kak Kappuizomud, 6bopresomud mimm mapuzomud; uaruourop HSP90, takoit kak
taHecnumuLnH, nHruoutop HDAC, Takol kak BOPUHOCTAT, OSIMHOCTAT HITH MAaHOOHMIIOCTAT; JINTAH]T
MAPK, Ttakoii kak Ttaimanumon, unrubutop PKC, Takoii kak sH3actaypuH; jurangy HER2
peuenTopa, TAaKOM Kak TpacTy3ymal, janatuHuO win nepty3ymad; uaruourop EGFR, takoii kax
re(pTHHUO, SpNOTHHUO, LeTycnMad, mMaHuTyMyMal WM BaHIETaHWO, HATYpabHBINA MPOAYKT, TAKOH
KaK POMUJETICUH, PETHHOMJ, TaKOW Kak OeKCapoTeH, TPETWHOWH WM allUTPETUHOWUH, UHIHOUTOP
peuentopHoi TuposuHknHasbl (RTK), Takoil kak cyHUTHHHO, peropadeHud wiM ma3onaHud; wiu
uaruoutop VEGF, takoii kak 3uB-apnubepuent, Gennzymad Wl JOBUTHHHO.

B cooTBeTrcTBUU C OAHUM BapUaHTOM OCYLIeCTBJIEeHUs kKoMOumHauuu uHruoutopa CDK4/6,
XUMHOTECPAIIEBTUYCCKOTO CpeEACTBA H I/IHFI/I6I/ITOpa HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYEK
JOIIOJIHUTEJIBbHO KOM6I/IHI/Ipy}OT C IPUMEHCHUEM I'€MOIIO3TUYICCKUX q)aKTOpOB pocCTa, B TOM 4YUCIJIC,
0e3 orpaHdHYeHHUs, TPaHYJOLMTAPHOrO KojoHHecTumynupytomero ¢akropa (G-CSF, nanpumep,
takoro kak Neupogen® (¢unrpactum), Neulasta® (mdr-¢uirpacTum) HIN JIEHOTPACTHM),
rpa”yJouuTapHO-MakpodaranbHOro kKosnoHuectumysupytomero ¢akropa (GM-CSF, nanpumep,
peanmusyemMoro kak mojrpamoctuMm u caprpamoctuMm (Leukine®)), M-CSF (maxpodaranbHoro
KOJIOHHECTUMYJIUPYOLIEro akTopa), TpoMOonosTiHa ((pakTopa pocTa U pa3BUTHSI METaKapUOLIUTOB
(MGDF), nanpumep, peanuzyemoro kak Romiplostim® u Eltrombopag®), unrepnetikuna (IL)-12,
UHTepNeiknHa-3, uHTepneiiknHa-11 (pakropa MHrHOMpPOBAaHUS AAMIIOTeHE3a HIIM OIPENIBEKHHA),
SCF (¢axTopa CTBOJIOBBIX KJIETOK, steel-akropa, kit-muranaa wiu KL) u sputponostuna (EPO), a
TaKKe ero MPOM3BOJHBIX (HAIPUMED, PeaTU3yeMbIX B CITydae M0 THHA-0, KaK JapO3TIO3THH, SMOLIEIT,
HAHOKWH, 3MNOQUT, SIOreH, JMPEKC W NPOKPUT, B3MOSTHUH-f, peannus3yeMbli, Hampumep, Kak
HEOPEKOPMOH, PEKOPMOH W MHpILIepa), SMO3THH-AENbTa (HApUMep, pealiu3yeMblii Kak HdaiiHero),
SMO3THH-OMera (HarpuMep, pali3yeMblil Kak 31TOMAaKC), STTIOITHH-3eTa (HallpuUMep, peajn3yeMbli Kak
CHUJIANIO U PETAKPUT), a TAK)Ke, HAIIPUMEp, KaK SIOLENT, SII0TPACT, 3pUNpo-ceiid, pernonTuH, BUHTOP,
3no(UT, SPUKUH, BEMOKC, ICIIOTeH, PEJIUMOITHH, aHNo3THH, 3upon u EPIAQO). B coorBercTBUU C
OJIHUM BapUaHTOM OcyliecTBieHus, coenunenue I, coenunenue I, coenunenue III wnu coenunenue
IV BBOmAT mepex BBEAEHHEM TI'€MOMNOITHUECKOro (pakTopa pocrta. B COOTBETCTBUH C OZHUM
BAPUAHTOM OCYIIECTBIICHHSI BBEIEHHE I'€MOIIOITHUECKOro (PakTopa pocTa pacCUUTaHO 10 BPEMEHHU

TakuM 00pa3om, uToObl 3¢ ekt naruouropa CDK4/6 B ornomennn HSPC ucues. B coorBercTBuM C
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OIHHMM BapHAaHTOM OCYIIECTBIICHHs POCTOBOH (haKTOp BBOIAT MO MeHbIuell Mepe depe3 20 4acoB
noce BBeneHus naruouropa CDK4/6.

JIOTIONTHUTENbHBIE  XUMHUOTEPANEBTUYECKHE CPEACTBA, pPacCMaTpUBAaeMble B JTAHHOM
JTOKYMEHTe, B 0COOEHHOCTH, B JIEUEHUH HEHOPMAJIbHON TKAHH JKEHCKOH penpoayKTHBHON CHCTEMBI,
KaK HalpuMmep, paka MOJIOYHOW JKeJe3bl, SUYHHKA, SHIOMETPHs WIH MATKH, BKJIIOYAOT B ceOs
UHTHOUTOp OCTpOreHa, B TOM uucie, Oe3 orpaHudeHus, SERM (cenexkTHBHBIH MOAYJSATOP
scTporeHoBoro peuentopa), SERD (cenekTHBHBIN Cympeccop 3CTPOreHOBOTO PELENTOpPa), IMOJHBIH
CYIIPECCOp SCTPOT€HOBBIX PELIENTOPOB WIIH IPYTYIO (OPMY YaCTUYHOTO HJIM MOJHOTO aHTArOHHCTA
scTporeHa. YacTHYHO BO3JEHCTBYIOINNE aHTUICTPOT€HOBBIE CPENCTBA, MOAOOHBIE pasokcudeHy U
TaMOKCHU(EHy, COXPaHSIOT HEKOTOpbIE ACTPOreHOnomoOHble 3(PQeKTb, B TOM  YHCTE
SCTPOTCHONONOOHYI0  CTUMYJSILUIO pOCTAa MAaTKH, a Takke, B HEKOTOPBIX CIydasX,
3CTPOreHONON00HOE NeiicTBUE BO BpeMsl Pa3BUTHUSA Paka MOJIOUYHOH KeJe3bl, uTO (PakTUHeCKU
CTUMYJIPYET OMyXOJIeBbIi pocT. B oTinume ot 3TOro, (PyIBECTPaHT, IOJIHOCTHIO BO3IEHCTBYIOIIEE
AHTU3CTPOTEHOBOE CPENCTBO, SIBJISETCSI CBOOOAHBIM OT 3CTPOr€HONOAOOHOrO NEHCTBHS HA MAaTKy, U
OH 3(QeKxTuBeH B YCTOWYMBBIX K TaMokcugeHy omyxonsx. HeorpaHuuusaroiue npuMepbl
AHTUACTPOTECHOBBIX COEIUHEHUH MPeNCTaBIeHbI B MeXyHapoaHoi 3asBke WO 2014/19176, npasa
IO KOTOPbIM IpuHajzjexar Astra Zeneca, B MeXIyHapoaHbIX 3asBkax WO 2013/090921,
WO 2014/203129, WO 2014/203132 wu 3asBke Ha marentr CIIIA US 2013/0178445, mpasa 1o
kotopbiM mpuHamnexar Olema Pharmaceuticals, u B marentax CIIIA NeNe 9078871, 8853423 wu
8703810, a Taxke B 3asBke Ha mareHT CIIA US 2015/0005286, B MeXayHapOAHBIX 3asBKax
WO 2014/205136 u WO 2014/205138.  JloronHUTEIbHbIE HEOTPAHUYMBAIOIINE  PUMEPHI
AHTUACTPOTCHOBBIX COeAMHEHUH BKIOYAOT B cebst: SERMS, takue kak aHopauH, Oazenokcudes,
OpomascTpuon, UUTpaT kKiomudeHna, uukiaopeHus, nazopokcudpeH, opMenokcudeH, paJokcudeH,
taMokcuden, TopemudeH U QyaBECTpaHT, UHTHOUTOPBI APOMATA3bI, TAKUE KAK AMUHOTJTY TETUMUI,
TECTOJIAKTOH, aHACTPO30J1, SIK3eMeCTaH, (axpo3oi, GOpPMECTaH U JIETPO30J, U AHTUTOHAJOTPOIMHBI,
Takue Kak JIeMNpOpeNnuH, LEeTPOPENUKC, aUIMI3CTPEHON, AaleTaT XJIOPMAaJAMHOHA, Aalerar
JeIbMaJIMHOHA, AUAPOTeCTEPOH, aleTaT MEAPOKCUIPOreCTepPOHA, aleTaT MerecTposa, auerar
HOMETeCTpOJIa, alleTaT HOPITUCTEPOHA, IIPOreCTEPOH U CIIHPOHOIAKTOH.

JIOTIONTHUTENbHBIE  XUMHUOTEPANEBTUYECKUE CPEACTBA, pPacCMaTpUBAaE€Mble B JTAHHOM
JIOKYMEHTE, B OCOOCHHOCTH, B JICUEHUH HEHOPMAJIbHON TKAHH MY KCKOW PETPOAYKTHUBHON CHCTEMBI,
TaKOW KaK paK MpeACTaTeIbHOM jKeJIe3bl WIIH sIMYKa, BKIIIOYAIOT B ce0s1, 0e3 orpaHnyueHst, HHTHOUTOp
aHJporeHa (Takoro Kak TECTOCTEPOH), B TOM uHCie O€3 OrpaHHuYEHHs CeJEKTUBHBIA MOAYJATOP

aHPOTEHOBOTO PELENTOPa, CEJEKTUBHBIM CyNpeccop aHAPOre€HOBOTO pPelenTopa, MOJHBIN
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CYIIPECCOp aHAPOTEHOBBIX PELIENTOPOB MIIH IPYTYIO (OPMY YACTHYHOTO WIIM MOJHOTO aHTATOHKCTA
aHaporeHa. B cooTBeTCTBUU C OJHUM BapUAHTOM OCYILECTBIIEHUS PaK MPEACTaTeIbHOI XKene3bl HIn
SIMYKa SIBJISIETCS] YCTOWYHMBBIM K aHnaporeHy. HeorpaHumuuBaromue mpuMepbl aHTHAHIPOT€HOBBIX
COeIMHEHNH TpeNCTaBleHbl B MexayHaponHoi 3asske WO 2011/156518 u marenrax CIHA
Ne 8455534 u Ne 8299112, JlononHUTENbHBIE HEOTPAHUUYMBAIOIINE MPUMEPhl AHTUAHIPOTE€HOBBIX
COeIMHEHNH BKJIIOYAIOT B ceOsl: aleTraT XJOPMaAHMHOHA, CIUPOHOJIAKTOH, KAHPEHOH, APOCITHUPEHOH,
KETOKOHA30J1, TONMIyTaMUJ, alietaT abuparepoHa U [IUMETHIUH.

XUMHOTEpaneBTHYECKOe CPEACTBO MOKET BKIIFOUATh B Ce€0st HHTHOUTOP KMHA3BI, B TOM YHUCIIE,
6e3 orpaHndeHusi, uHruomrop ¢ochonnosurua-3-kuHassl (PI3K), MHruOUTOpP THUPO3UHKUHA3BI
bpyrona (BTK) miu nHrHOUTOp TUPO3SHMHKHHA3KI cene3eHKH (SykK) mim mx KOMOMHALHIO.

Wurnburoper PI3k siBrsitoTcst xopomo usBecTHbIMU. [Ipumeps! mHrnbutopos PI3-xuHass!
BKJIIOYAIOT B cebst, O€3 OrpaHNMYEHUs, BOPTMAHHUH, JEMETOKCUBUPHUINH, Nepu(O3uH, uaenaancuo,
nukTunucud, nanomun 529, ZSTK474, PWT33597, CUDC-907 u AEZS-136, nysenucud, GS-9820,
GDC-0032 (2-[4-[2-(2-n30onpommin-5-merun-1,2,.4-rpuazon-3-un)-5,6-quruaponmunasol 1,2-
d][1,4]6en30kcazenuu-9-mi|nupaszon- 1-ui]-2-merwnnponanamun), MLN-1117 ((2R)-1-dpenokcu-2-
OyTanun-ruapo-(S)-merundocponar WK Meti(okco){ [(2R)-1-peHokcu-2-
OyTanmn|okcu j pochonmii)), BYL-719 ((2S)-N1-[4-meTun-5-[2-(2,2,2-tpudrop-1, 1 -mumernnstun)-
4-nupununun |-2-truazonui |- 1,2-nupponununaukapbokcamun), GSK2126458 (2,4-mudTop-N-{2-
(meTunoken)-5-[4-(4-nupuna3suHu )-0-X UHOIMHWI | -3 -nupu e f OeHzoncynbhoramun), TGX-221
((£)-7-metun-2-(mopponun-4-nn)-9-(1-pennnamunostvn)-nupuno(l,2-a]-nupumuauH-4-0H),
GSK2636771 (murunpoxyopun 2-metu-1-(2-metun-3-(tpudropmetiin)oensn )-6-mopdonuno-1H-
6enzo[d]umunazon-4-kapooHosoit kucnorsr), KIN-193 ((R)-2-((1-(7-meTun-2-moponnHo-4-okco-
4H-nupuno[ 1,2-a]mupuMuauH-9-1i )3T )aMuHo )OoeH3oiiHast  kucnora), TGR-1202/RP5264, GS-
9820 ((S)-1-(4-((2-(2-amuHOMPUMUAHH-S5-11)-7-MeTUI-4-Morupokcunponas-1-on), GS-1101 (5-
¢drop-3-penmn-2-([ S)]-1-[ OH-nypun-6-unamuno|-npomun)-3H-xunazonun-4-on), AMG-319, GSK-
2269557, SAR245409 (N-(4-(N-(3-((3,5-numeroxcueHII1 )aMUHO ) X UTHOKCATNH-2 -
wi)cyabdpamonn)pennn)-3-meTokcu-4-metmnoensamun), BAY80-6946 (2-amuno-N-(7-MeTOKCH-8-
(3-mopdonuHonponokcn)-2,3-nuruapoumuaaso[l,2-cjxunas), AS 252424  (5-[1-[5-(4-¢pTop-2-
ruapokcu-pernun)-pypan-2-ui)-mer-(Z)-ununeH|-ruazonuans-2,4-nuon), CZ 24832 (5-(2-amuHo-8-
¢drop-[1,2,4]rpuazono[l,S-almupunun-6-mn)-N-Tper-Oy THnnupuauH-3-cyabponamun), Oynapaucud
(5-[2,6-nu(4-mopdonunmn)-4-nupumunuam |-4-(tpud ropmerin)-2-nmupunuHamud), GDC-0941 (2-
(IH-unnaszon-4-umn)-6-[[4-(meruncyabdonun)-1-nunepazuxmn | merun |-4-(4-mopdonunnn)tueHo[ 3,2-

d]nupumunmn), GDC-0980 ((S)-1-(4-((2-(2-amMmuHOTUPUMUTUH-5-1T)- 7-MeTHII-4 -
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MopdomHoTHeHO|[3,2-d [T pUuMuANH-6-1IT)MeTHI )TUIIepa3UH-1- 11 )-2-THApOKCHITponiaH-1-0H (Takske
usBecTHbI kak RG7422)), SF1126 ((8S,148S,17S)-14-(xapOoxcumeTnin)-8-(3-ry aHuANHOTIPOIIIIT )-
17-(rugpoxcumernn)-3,6,9,12,15-nenraokco-1-(4-(4-okco-8-¢penmn-4H-xpomeH-2-un)mMopponnH-4-
usi)-2-okca-7,10,13,16-Terpaaszaokranekan-18-oar), PF-05212384 (N-[4-[[4-(aumeTunamuno)-1-
nunepuauHui |[kapoouun|penmn]-N'-[4-(4,6-nu-4-mopdomauann-1,3,5-Tpuaszus-2-
wi)penmn|mouesnna), LY3023414, BEZ235 (2-merun-2-{4-[3-meTun-2-0kco-8-(XUHOINH-3-1T)-
2,3-qurunpo-lH-umunaso [4,5-c]xunonun-l-un]penun jnponanaurpun), XL-765 (N-(3-(N-(3-(3,5-
IMMETOKCH(pEHUIIAMUHO )X HHOKCAJTHH-2-1JT)Cy Ib(aMom )peHmn)-3-MeToKkCH-4-MeTHIIOeH3aMUA) U
GSK1059615 (5-[[4-(4-nupuarHNUIT)-6-X UHOIUHII |MeTHIIeH | -2,4-THa30IUIeHIUOH), PX886
([(3aR,6E,9S,9aR,10R, 1 1aS)-6-[[6uc(mporn-2-eHuiT)aMHUHO |METHITUAEH | -S-THAPOKCH-9-
(merokcumetnn)-9a,11a-gumerni-1,4,7-rpuokco-2,3,3a,9,10,11-
rekcarunpounaeHo[4,5hlusoxpomen-10-mi]-aneraT (TakKe W3BECTHBIH KaK COHOJNUCHO)), a TakkKe
CTPYKTYPY, OIUCAHHYIO B MexyHapoaHoii 3assske WO 2014/071109, umeromyo ¢popmy.y.
Hurnburoper BTK sBisttorcs xopomo ussecTHeIME. [Ipumeps! nHrnouropos BTK BkirouaroT
B cebs ubpytunub (takke usecTHbl kak PCI-32765)(Imbruvica™) (1-[(3R)-3-[4-amuu0-3-(4-
denokcu-penmn)nupasono|3,4-dnupumuans- 1 -un|nunepunun- 1 -un|npon-2-eH-1-ox),
MHTHOUTOPBI HA OCHOBE IHAHWIMHONMUpPUMHINHA, Takue kak AVL-101 u AVL-291/292 (N-(3-((5-
bTop-2-((4-(2-MeTOKCUITOKCH ) €HUIT )JaMHUHO ) TUPUMUIUH-4-1T)aMuHO )beHmn)akpunamun) (Avila
Therapeutics) (cm. nyOnukaumto 3asBku Ha nateHT CIIIA Ne 2011/0117073, BKIFOYEHHYIO B JAHHBIN
IOKYMEHT BO Bceil cBoell momHoTte), npazatuHud ([N-(2-xmop-6-merundennn)-2-(6-(4-(2-
TUAPOKCHATHI)ITUTIePa3UH- | -1IT)-2-MeTHIIMUPUMHINH-4-NIIaMIHO ) THa301-5-kapOokcamuna], LFM-
A13 (anbpa-umano-6era-ruapokcu-oera-mermin-N-(2,5-6pompennn)nponenamun), GDC-0834 ([R-
N-(3-(6-(4-(1,4-numeTHn-3 -oKconumnepasuH-2-ui )G eHnIaMIHO )-4-MeTHI-5-0Kkco-4, 5-
AUTUIPONHpPasuH-2-mi)-2-MeTundennn)-4,5,6,7-rerparuapodenso[b]rnoden-2-kapdbokcamun],
CGI-560  4-(Tper-OyTun)-N-(3-(8-(henunamuno)umunaso| 1,2-anupasun-6-un)pennn)oeHzamus,
CGI-1746 (4-(tper-OyTmn)-N-(2-metmn-3-(4-meTun-6-((4-(Mopdonma-4-kapOOHWIT ) (EHHUIT )aMIHO ) -
5-okco-4,5-gurunponupasuH-2-ui)heHnn)oeH3amMmun), CNX-774 (4-(4-((4-((3-
aKpUIaMUIOPEHIT )aMHHO )-5-QTOpTUpUMHIUH-2-1JT)aMUHO )peHOKCH )-N-METHIITUKOJIMHAMHKT ),
CTAO056 (7-6en3un-1-(3-(nmunepuann- 1 -um)nponmn)-2-(4-(mupuans-4-un)pennn)- | H-umunaso[4,5-
glxunokcamna-6(SH)-on), GDC-0834 ((R)-N-(3-(6-((4-(1,4-numeTmn-3-oKconunepasnH-2-
wi)peHnT)aMuHo)-4-MeTHII-5-0kco-4, S-muruaponupasuH-2-ni)-2-metund enmn)-4,5,6,7-
teTparuapodensolbruopen-2-kapbokcamun), GDC-0837 ((R)-N-(3-(6-((4-(1,4-numeTnn-3-

OKCOTHITEPa3HH-2-11)(h eHIIT)aMUHO )-4-MeTHII-5-0KCO-4, S- TUTHPONHPA3UH-2 - 1T)-2-MeTHII(PSHII )-
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4,5,6,7-retparunpobensolblrnoden-2-kapbokcamun), HM-71224, ACP-196, ONO-4059 (Ono
Pharmaceuticals), PRT062607 (4-((3-(2H-1,2,3-rpuazon-2-un)penun)amuno)-2-(((1R,25)-2-
AMHUHOLIMKJIOT€KCHJT)aMIHO )ITUPUMHUINH-5-KapOokcamuia THAPOXJIOPUN), QL-47 (1-(1-
AKPUIOMIUHIONNH-6-1111)-9-(1-meTun- 1 H-nupaszon-4-un)oensolh][ 1,6 Jnaprupunnua-2(1H)-onH) u
RN486  (6-umuknonpomnui-8-prop-2-(2-ruapokcumerui-3-{ 1-metun-5-[ 5-(4-meTun-nunepasus-1-
YUIT)-TTUPUANH-2-UIIAMHHO |-6-0Kco- 1,6-nurunpo-nupuaus-3-un § -permn)-2H-u3oxunonns-1-o1),  a
TaKXke pyrue MOJIEKYJIbl, CIOCOOHbBIE K MHIHOMpoBaHuto akTuBHOoCcTH BTK, HanpumMep, HHruOUTOps!
BTK, kotopsie packpbiTsl B Akinleye et ah, Journal of Hematology & Oncology, 2013, 6:59, monxoe
coziepkaHHe KOTOPOI BKIIFOUEHO B TAHHBII JOKYMEHT IIOCPEICTBOM CCHUIKH.

Wuruburoper Syk SBISIFOTCS XOpOLIO M3BECTHBIMH W BKJIFOYAOT B cebs, Hampumep,
Lepay IaTHHHUO (4-(muxnonponmnamMuHo)-2-((4-(4-(3Trncy nbdoHmn ) munepasus- 1 -
wi1)peHnT)aMuHO )TUPpUMHINH-5-kapOokcamMun),  3HTOoCcIUIeTHHUO  (6-(1H-unnazon-6-mm)-N-(4-
Mopdomunopenmn)umuaasol 1,2-ajnupasun-8-amun),  pocramatunnd®  ([6-({5-¢pTop-2-[(3,4,5-
TPUMETOKCU(EHNIT)aMHUHO |-4-TUPUMHUIANHNT | AMUHO)-2,2-TUMeTIII-3-0KCco-2, 3-nuruapo-4H-
nupuno|3,2-b][1,4]okcazun-4-wi |metun-nuruapodocdar), auHaTpueByro coib Gpocramatuanoa ((6-
((5-pTop-2-((3,4,5-TpumeToKCH( SHIIT)aMUHO ) TUPUMHUAHH-4 -1 )aMHHO )-2, 2-TUMeTHII-3-0Kco-2H-
nupuno|3,2-b][1,4Jokcasun-4(3H)-un)merundochpar  Harpus), BAY  61-3606  (2-(7-(3,4-
auMeTokcudeHmn)-umunasof 1,2-cnupumuaun-5S-unamuHo )-aukotuHamua-HCl), RO9021 (amun 6-
[(1R,2S)-2-aMUHO-IIMKIJIOT€KCUIIAMUHO |-4-(5,6- IMMETHII-ITUPUINH-2-UIAMIHO )-TUPU 31 H-3 -
KapOOHOBOH KHCJIOTHI), IMAaTHHUO (TJuBeK; 4-[(4-MeTmnunepasu- 1 -wn)metin |-N-(4-metui-3-{[4-
(MupuauH-3 -1 IUPUMUANH-2 -1 |aMuHO } penrn)oen3amun), craypocnopus, GSK143 (2-(((3R,4R)-
3-amuHoTeTparuapo-2H-nupan-4-uin)amMuHo)-4-(napa-ToauIaMIHO )TUPUMHIUH-S-KapOOKcaMun),
PP2 (1-(tper-6yTun)-3-(4-xnopdenun)- 1 H-nupazono[3,4-d Jnupumuann-4-amun), PRT-060318 (2-
(((1R,2S)-2-aMHUHOIMKJIOT€KCHIT ) aMUHO)-4-(MeTa-TONMIAMUHO ) IUPUMUAH-5-kapOokcamun), PRT-
062607 (rumpoxnopun 4-((3-(2H-1,2,3-tpuazon-2-uin)dpenwmn)amuno)-2-(((1R,2S)-2-
AMHUHOLIMKJIOT€KCHUIT)JaMHIHO )TUpUMHINH-5-kapOokcamuna), R112  (3,3'-((5-¢pTopnupumunns-2,4-
muun)ouc(azanaumn))audenon), R348 (3-stun-4-merunnupunnd), R406 (6-((5-drop-2-((3,4,5-
TPUMETOKCHU( EHIIT)aMUHO )TUPUMHUINH-4- 1T )aMIHO)-2,2-numMeTin-2H-mupuno[ 3,2-b][1,4]okcazun-
3(4H)-on), YM193306 (cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase
(SYK) Inhibitors, J. Med. Chem. 2012, 55, 3614-3643), 7-azaunrnoun, nukeatanHos, ER-27319 (cm.
Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med. Chem.
2012, 55, 3614-3643, BKIIOUEHHYIO B JaHHBIH JTOKYMEHT BO BCEH CBOEH MOJHOTE), coequHerne D

(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
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Chem. 2012, 55, 3614-3643, BKJIIOUEHHYIO B ITAHHBII TOKYMEHT BO Bceii cBoeti monHote), PRT060318
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKJIFOUEHHYIO B JaHHBINA JOKYMEHT BO BCEH CBOEM MOJHOTE), Iy TEOJUH
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKJIFOUEHHYIO B JaHHBIN JOKYMEHT BO BCEH CBOEH MOJTHOTE), alTMTeHUH
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKIIIOYEHHYIO B JaHHBIN JOKYMEHT BO BCEH CBOEH MOJHOTE), KBEPLETUH
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKIIOYEHHYIO B JaHHBII JOKYMEHT BO BCEH CBOEH MOJHOTE), (PU3ETUH
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKJIFOUEHHYIO B JAHHBIN JJOKYMEHT BO BCEil CBOEH MOJTHOTE), MUPHLIETUH
(cm. Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med.
Chem. 2012, 55, 3614-3643, BKJIIOUEHHYIO B JaHHBIH JOKYMEHT BO BCEH CBOEH MOJHOTE), MOPHH (CM.
Singh et al. Discovery and Development of Spleen Tyrosine Kinase (SYK) Inhibitors, J. Med. Chem.
2012, 55, 3614-3643, BKJIFOYSHHYIO B TAHHBII IOKYyMEHT BO BCEH CBOEH IOJIHOTE).
XUMHOTEpareBTHYECKOe CPEACTBO TAK)KE MOJKET IPECTaBIATE COOOH nHrnourop denka 2 B-
kierouHolt mumeomsl (Bcl-2). Maruburoper BCL-2 sgBnsAOTCS M3BECTHBIMHU B YPOBHE TE€XHUKU U
BKJIIOYalOT B cebs1, Hanpumep, ABT-199 (4-[4-[[2-(4-xnopdhenun)-4,4-muMeTHIIUKIOTeKC-1-eH-1-
wi|metun |nunepasul-1-wi|-N-[[3-autpo-4-[[(TeTparunpo-2H-nmupan-4-
wi)Metun |amuHo | benun |cy b ormn|-2-[ (IH-muppono[ 2,3 -b Jmupunun-5-un)okcu|oenzamun), ABT-
737  (4-[4-[[2-(4-xnopdenmn)dennn |merni |nunepasus-1-mn]-N-[4-[[ (2R)-4-(numeTnnamus0)- 1 -
denuncynbpannndyran-2-unlamuno|-3-uutpodpenun|cynsponnndensamun), ABT-263 ((R)-4-(4-
((4'-xnop-4,4-mumetnn-3,4,5,6-rerparuapo-[1,I'-oudennn]-2-un)merun)nunepasun- 1 -um)-N-((4-((4-
mop¢onuno-1-(pennntno)dyraH-2-1i1)aMUHO)-
3((rpudTopmernn)cynbponmn)penmn)cyappornn)oensamun), GX15-070 (obarokmakc-mMe3unar,
(22)-2-[(5Z)-5-[(3,5-mumeTrun-1H-mupposn-2-mn)MeTiinnaeH|-4-MeTOKCUITHPPOJI-2 - FITUIEH | HTHZTOJT;
COJIb METaHCYJIb(POHOBOI KHCIOTHI))), 2-meTokcu-antumMuuuH A3, YCI137 (4-(4,9-auokco-4,9-
nuruaponadTo[2,3-d]tuazon-2-unaMuHo)-peHUIOBBIN 3P UP), MOTOCHH, STHII-2-aMUHO-6-0pom-4-(1-
[IHaHO-2-3TOKCH-2-0KCo3TUI)-4H-xpomeH-3-kapbokcunar, HunotuHuO-d3, TW-37 (N-[4-[[2-(1,1-
numeTi T )pern|cynbdonnn | permn]-2,3,4-Tpurunapokcu-5-[[2-(1-
MeTr3THN )perun | metmn |0er3amun), anoroccumnoyion (ApoG2) wnu G3139 (obaumepceH).
JIoNOHUTENbHBIE XUMHUOTEPANEeBTHUECKHE CpPEACTBA Ul IPUMEHEHUs B Crocolax,

paccMaTpuBaA€MbIX B HJaHHOM JOKYMCHTE, BKJIIKOUAKOT B ce6;[, oes OI'paHHUYCHHA, MUAA30JI1aM,
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uarnouTopsl MEK, uarunduropsr RAS, uaruouroper ERK, uaruduropsr ALK, uaruduropst HSP
(marmpumep, uaruouropsl HSP70 u HSP 90 wnu nx komOunHauwms), uaruouropsl RAF, coennnaenus,
BBI3BIBAIOIIME AIONTO3, WHrHOUTOpHI Tomou3omepasbl, uHruouroper AKT, B Tom umcie, 6e3
orpannuenus, MK-2206, GSK690693, mnepudocun, (KRX-0401), GDC-0068, Ttpuunputdus,
AZD5363, ronokuon, PF-04691502 u munredo3un, uau unruoutopsl FLT-3, B Tom uucne, Oe3
orpannyenusi, P406, nosutuHuO, kBm3apTuHu® (AC220), amysatmHu®O (MP-470), TaHnyTUHHO
(MLN518), ENMD-2076 u KW-2449, mnun ux xomOunauumu. I[Ipumeps! unrubutopos MEK
BKJIIOYAIOT B cebst, 6e3 orpanunueHus, pametnaud/GSK1120212 (N-(3-{3-uuknonponun-5-[(2-drop-
4-tiondennn)amuHo|-6,8-gumernn-2,4,7-tpuokco-3,4,6,7-rerparuaponupunol 4,3 -d nupumMunuH-
1(2H-un} pennn)aneramun), CeNlyMETUHHUO (6-(4-6pom-2-xTopaHUIUHO)-7-hTOp-N-(2-
T'UAPOKCHITOKCH)-3-MeTHIIOeH3NMHa301-5-kapOokcamuy), numacepTrd/AS703026/MSC1935369
((S)-N-(2,3-gurunpoxcunpomnn)-3-((2-prop-4-iioadeHnn)aMiuHO )H3OHUKOTHHAMHL ), XL-
518/GDC-0973 (1-({3,4-mudprop-2-[(2-prop-4-itondenwmn)amuno| pernn  kapOonwmn)-3-[(2S)-
NHUIepUANH-2-1i|a3eTuanH-3-01), pedamernHnt/BAY869766/RDEAILIS  (N-(3,4-nudrop-2-(2-
¢dTop-4-itondernnamMuao)-6-mMeToKcudpeHmN)-1-(2,3 -TUruIpOKCUITPOITII ) IUKIIONPOTaH- 1 -
cynbponamun), PD-0325901  (N-[(2R)-2,3-nurunpoxcunponokcu]-3,4-gudrop-2-[(2-prop-4-
nondennn)amunol-6enzamun), TAK733  ((R)-3-(2,3-nurunpoxcunpornun)-6-¢prop-5-(2-pTop-4-
Hondenunamuno)-8-merunnupuno|2,3d jnupumunun-4,7(3H,8H)-auon), MEK162/ARRY438162
(5-[(4-6pom-2-propdennn)amuno]-4-pTop-N-(2-rugpokcusTokcn)- 1 -merun-1 H-6en3nmunazon-6-
kap6okcamun), R05126766 (3-[[3-¢pTop-2-(MeTuicy nbhaMOnIaMiuHO )-4-MUPUAUI [METHI |-4-MeTHIT-
7-IMPUMUANH-2-WIOKCUXpOMeEH-2-0H), WX-554, R04987655/CH4987655 (3,4-nudrop-2-((2-drop-
4-tiondenni)amuHo)-N-(2-ruapoKkcUdTOKCH)-5-((3-0KC0o-1,2-0KCca3uHaH-2- 1T )METHIT )OEH3aMU) WK
AZD8330 (2-((2-dprop-4-tiondenun)amMmuHo)-N-(2-rHaAPOKCUITOKCH)- 1, 5-qumMeTu-6-okco-1,6-
aurunponupunuH-3-kapbokcamun). Ilpumepst wuHruOuropos RAS Bikmouator B cebs, 0Oe3
orpanndenust, peonusud U siG12D LODER. Ilpumeps! narudburopos ALK BkmrogaroT B cebst, Oe3
orpannyenusi, kpu3zotuHuO, AP26113 u LDK378. HMuruburopsr HSP Brmouator B cebs, 0e3
OrpaHuYeHus, renpaHamMuuuH uinu 17-N-anmunamuHo-17-gemerokcurennaHamunud (17AAG) u
PaAULUKOI.

Wzsectable narndutopsl ERK Bkirouator B cebst SCH772984 (Merck/Schering-Plough),
VTX-11e (Vertex), DEL-22379, ynukceptunud (BVD-523, VRT752271), GDC-0994, FR 180204,
XMD8-92 u ERK5-IN-1.

Wuruburoper Raf sBsroTcs XOpOLIO HM3BECTHBIMH M BKJIOYAIOT B ceOs, Hampumep,

BeMypapuHHO (N-[3-[[5-(4-xnopdenun)-1H-nuppono[2,3-b Jnupuaun-3-ui|kapoonun|-2,4-
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mudropdenmn]- 1 -nponancynbhoHamMun), TO3WJIAT copadenuda (4-[4-[[4-xm0p-3-
(Tpudropmernn)pennn|kapdbamonnamuHo |penokcu|-N-MeTUInUpUANH-2-KapOokcaMu; 4-
MeTuiOeH30icy b oHaT), AZ628 (3-(2-umanonpomnaH-2-ni)-N-(4-metwn-3-(3-meTin-4-okco-3,4-
JAUTUIPOXHUHA30JIMH-0-UIaMUHO )(heHIIT)OeH3aM1 ), NVP-BHG712 (4-merun-3-(1-meTun-6-
(mupunus-3-mn)-1H-mupazono[ 3,4-d Jmupumuauns-4-mnamuHo )-N-(3-
(Tpudropmernn)pennn)oenzamun), RAF-265 (1-merun-5-[2-[5-(tpudropmernn)-1H-umunazon-2-
wn | nupuauH-4-un]okcu-N-[4-(TpudTopmerin)pernn | 6eH3uMua3on-2-aM1uH), 2-0poMananu3ut
(2-6pom-6,7-gurunpo-1H,5SH-nuppono[2,3-clazennn-4,8-nuon), wmarundurop IV Raf-kunaser (2-
xJop-5-(2-pernn-5-(mupunus-4-un)- 1H-umnnazon-4-un)penon) u N-oxcun copadenuda (4-[4-
[[[[4-xm0p-3(TpudTopmeTi)heHmn |aMmuHo |kapOoHu |aMuHo | peHokcH |-N-MeTH-2-
nupuIuHKapOokcamu-1-okcupn).

M3BecTHble MHIMOMTOpPBEI TOMOM3OMepasbl I, mMpurogHble B HACTOAIIEM H300peTeHUH,
BKJIFOYAIOT B ceOst MoHOoruapoxyopua (S)-10-[(aumerunamuno)metn|-4-3tui-4,9-nuruapoxcu-1H-
nupano[3',4":6,7lurnonusunol 1,2-b xunonun-3,14(4H,12H)-nuona  (tomorekan), (S)-4-atun-4-
runpokcu-1H-mupano[3',4":6,7 luanomusunol| 1,2-b [xunonun-3,14-(4H,12H)-nnon  (kamnToTenun),

(18S,95)-1-amun0-9-3THN-5-¢PTOp-1,2,3,9

2T T

12,15-rexcaruapo-9-runpokcu-4-meruin-10H, 13H-
6enzo(ne)mpano(3',4":6,7)unnonm3uno(1,2-b)xunonnn-10,13-n1uoH (skcarekan), (7-(4-
MetunnunepasuHomeruien)-10, 1 1-atunenanokcu-20(S)-kamnrorenun (nyprotekan) wiu (S)-4,11-
nuaTii-3,4,12,14-terparunpo-4-rugpokcu-3,14-nuokco- | H-nupano[3°,4:6,7|-ungonuszuno| 1,2-
b]xuHonuH-9-1n-[ 1,4’ Oununepuant]-1’-kapookcunar (upuHotekaH), (R)-5-5tun-9,10-gudTop-5-
THIPOKCHU-4,5-TUTHAPOOKCETTIHO [3',4":6,7lunnonusuno[ 1,2-b [xunonun-3,15(1H, 13H)-nuon
(mupnomoTekaH), (45)-11-((E)-((1,1-muMeTHITOKCH )UMHUHO )METH )-4-3THi-4-runpokcu-1,12-
nuruapo-14H-mupano(3',4":6,7)unnomuzuno-(1,2-b)xunonun-3,14(4H)-nuon  (rumarekan), (S)-8-
STUN-8-runpokcu-15-((4-metunnunepasun- 1 -un)mermn)-11, 14-nuruapo-2H-[ 1,4] nnokcuno[2,3-
g|mupano[3',4'":6,7 [uamomuzuno[ 1,2-b|xunomnn-9,12(3H,8H)-mnon  (myprotekan), (4S)-4-stun-4-
runpokcu-11-[2-[(1-metumstun)amuno |3t |- | H-nupano[3?,4?:6,7 Jluanonusuno| 1,2-b |xuHonmH-
3,14(4H,12H)-nuon (6enorekan), ©6-((1,3-aurunpokcunponan-2-ui)aMuHo)-2,10-guruapokcu-12-
((2R,3R,4S,5S,6R)-3,4,5-Tpuruapokcu-6-(ruapokcumerun))rerparuapo-2H-nupan-2-mi)-12,13-
aurunpo-SH-unnono[2,3-aJnuppono[3,4-c]kapbazon-5,7(6H)-nnon (3morekapus), 8,9-nuMeTokcu-
5-(2-N,N-aumetunaMunostin)-2,3-metunenauokcu-SH-aubdenso(c,h)(1,6)sadprupunus-6-o1
(ronosane), Oenzo[6,7 ungonusuno|1,2-b|xunonun-11(13H)-on  (pocerranun), (S)-4-3THn-4-
ruapokcu- 1 1-(2-(tpumernncunmn)stin)- 1 H-nupano[3',4":6,7 |luanonusunol 1,2-b |xunonus-

3,14(4H,12H)-nuon (xocutekan), Terparuapoxiopun terpakuci(4S)-9-[([1,4'-oununepununam]-1'-
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kapOonun)okcu]-4,11-nustn-3,14-nuokco-3,4,12, 14-rerparuapo-1H-nupano[3',4':6,7 JuHnonu3nHo
[1,2-b]xunomuH-4-mn}-N,N',N" N"'-{ MeTaHTe TpannTeTpakuc| METHIEHMONU( OKCUITHIIEH JoKcH( 1 -
OKCOSTWIIEH)| }TeTparnuuuHara (3tupuHorekad meron), 10-rugpokcu-kamnrorenuH (HOCPT), 9-
HUTpoKamnroreund (pyourekan), SN38 (7-stun-10-rugpoxcukamnrorenvH) u 10-rugpoxcu-9-
Hurpokamnroreuud (CPT109), (R)-9-xnop-S-3Tun-5-runpokcu-10-mermn-12-((4-MeTruinunepuauH-
1-un)meTrin)-4,5-AUruAPOOKCEUHO [3',4":6,7lunnonu3uno[ 1,2-b Jxunonun-3,15(1H, 13H)-nuon
(3nMOTEKAH).

B cooTBeTcTBUYM C OJHIM BapUAHTOM OCYINECTBJICHHS] XUMHOTEPAIIEBTUIECKOE CPEICTBO HE
npexacTasiseT co0oi MHrHONTOp apomarasbl. B COOTBETCTBUH C OJHUM BapUAHTOM OCYLIECTBIICHUS
XHUMHOTEPANIEBTHYECKOE CPEACTBO HE MPEACTABISIET COOOH arOHUCT MIIM AHTArOHHUCT 3CTPOr€HOBOTO

YT aHAPOTEHOBOTO PELeTITOpA.

daxTopsl pocTa

B cooTBercTBUM C OZHUM BapuUaHTOM OCYLIeCTBJIEHUs kKoMOuHauuu uHruoutopa CDK4/6,
XHUMUOTEPANeBTUYECKOTO CPEACTBA U HMHIHOUTOpAa KOHTPOJIBHBIX TOYEK JONOJHUTEJBHO
KOMOMHHPYIOT C IPUMEHEHHEM reMOIIO3THYEeCKHUX (PAKTOPOB POCTa, B TOM 4YHUCIe, Oe3 OrpaHUIeHus,
rPaHyJIOLUTAPHOTO KosoHuecTumMyupytomero ¢akropa (G-CSF, Hanpumep, Takoro kak HEMIOreH
(unrpactum), Heynacrta (M3T-GUATPACTUM) WU JIEHOTPACTHM), TPaHyJIOLUTAPHO-MaKpOodaraabHOro
kosioHuectumyiupyromero ¢akropa (GM-CSF, nanpumep, peanu3syeMoro Kak MOJIPaAaMOCTHUM U
caprpamoctuM (neykuH)), M-CSF (makpodaraipHOro KOJOHHUECTHMYJUpYIOmeEro daxropa),
TpombomnoaTuHa (akropa pocra u passurus merakapuouutoB (MGDF), Hanpumep, peanusyemoro
KaK POMHIUIOCTHM U snrpomoOonar), uHrepieiikuna (IL)-12, unrepnelikuna-3, unrtepnelikuxa-11
(baxTopa unrubupoBaHus anunoreHesa uiu onpensekrHa), SCF (¢akTopa CTBONOBBIX KJIETOK, steel-
daxTopa, kit-muranga wim KL) u sputponostuna (EPO), a Takxke ero nmpou3BOAHBIX (HampuMmep,
peanu3yeMbIX B Cllydae SMO3THHA-0 KaK AapO3MO3THH, 3MOLENT, HAHOKHUH, 3TI0QUT, SIIOTeH, SIPEKC
U TPOKPUT, BIO3TUH-P, peannu3yemblil, Hampumep, Kak HEOPEKOPMOH, PEKOPMOH H MHpLEpa),
SMO3TUH-NIENbTA (HATIPUMED, PEaTH3yEeMblil KaK JalHEINO0), 3MO3TUH-OMera (HalpuMep, pPajnu3yeMblid
KaK 3MOMAKC), 3MO3THH-3€Ta (HanpuMep, peaqn3yeMblil Kak CHIJIAIO U PETAKPUT), a TAKIKE, HATIPUMED,
KaK SIIOLENT, SMOTPACT, 3PUNpPO-ceiid, pernouTuH, BUHTOP, 3MO(PHUT, SPUKHH, BEIOKC, JCIIOTEH,
penunosTHH, maHnodTHH, 3upon U EPIAO). B cooTBeTcTBUM ¢ OHUM BapUAaHTOM OCYINECTBIICHHUS,
coenuHenue I, coenunenue II, coenunenue Il wnmu coenunenuwe IV BBOASAT mepen BBEAEHUEM
reMOIIO3THUYECKOro (akTopa pocta. B cooTBeTCTBUYM € OHIM BapUAHTOM OCYIIECTBJIEHUS BBEICHUE

IeMOIIO3THYECKOTO (pakTopa pocTa pacCYUTaHO 1O BPEMEHH TakuM o0pa3oM, 4ToObl 3(dexT
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uaruoutopa CDK4/6 B orHomenun HSPC wucues. B coorBercTBMHM ¢ OXHUM BapHaHTOM
OCYIECTBJICHUS POCTOBON (pakTOp BBOASAT MO MeHblIeH Mepe depe3 20 4acoB MOCE BBEASHUS

uHruoutopa CDK4/6.

Tuobl paka WM ONYXOJIU

Kaxk npeanojara€tcsds B AAaHHOM JOKYMECHTE, CHEHUAIbHO pPaCcCHUTAHHOE II0 BPEMCHHU
npumenenne uHruouropa CDK4/6 B xoMOMHAaLuMM € XUMHOTEPAaNeBTUYECKUM CPEICTBOM U
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYE€K MOXHO NMPHUMEHATH B JICHCHUU Cy6’beKTa,
UMEIOIIEro pak WM ONyXojb. B COOTBETCTBUM C OAHMM BapHAHTOM OCYLIECTBICHHS paK HIU
OMyXOJib TMPEACTABISIIOT COOOW peruiukanuoHHO 3aBucumbie or CDK4/6 pak wnu omyxojb. B
COOTBETCTBUH C OJIHUM BapHaHTOM OCYILIECTBJICHHUS paK MM ONyXOJib MPEACTaBIIIOT COOOH
perMKanuoHHO HezaBucuMelil o1 CDK4/6 pak umu onyxonb. B cooTBeTcTBHM ¢ OMHIM BapHaHTOM
OCYILIECTBJICHUS] paK MPeICTaBlIsieT cOOOW COMMIOHBINA paK MM OMyXOjb. B COOTBETCTBHU C OIHUM
BapPUAHTOM OCYLIECTBJIEHUS PAaK WM OMyXOJb MPEACTABISIET COOON HECOMUIHBIN PaK I OIMyXOJb.
B cooTrBeTcTBHU ¢ OAHUM BapUAHTOM OCYILECTBJEHUS CONMAHAsA Onmyxoub skcnpeccupyer PD-L1. B
COOTBECTCTBHUU C OAHUM BapUAaHTOM OCYILIECTBJICHUA paK MNPEACTABIISACT CO6OI>1 reMaTOJIOrMYeCKUI
pak. B cooTBeTCTBHUY C ONpeneNeHHbIMU aCIeKTaMH PaK MpeAcTaBiseT coOoi Neiiko3, TuMpoMy HiIn
MHO>KE€CTBEHHYIO MUEJIOMY .

B HYaCTHOCTH, CHOCO6I:;I, OMUCAHHBIC B TAHHOM AOKYMCHTEC, MOKHO NPUMCHATD JIA JICUCHUA
cyonekTa ¢ Rb-nonosxkutenbHbiM pakom niu 1pyruM Rb-nosnoxurensHeiM HapyeHHeM, CBS3aHHbIM
C aHOMaJlbHOW KJeToyHOH mnpommdepauneii. B cooTBeTCTBHMM € HEKOTOPbIMU BapHaHTAMU
OCYLIECTBJICHUS paK WIM HapylleHHe KJIeTOYHOH mponudepalyy MpencTaBiser coOoi
peruuKaoHHo 3aBucuMbiii o CDK4/6 pak uiu HapylieHue KIETOYHOH Mposudepaiy, KoTopoe
OTHOCHUTCS K PaKy WJIH HapyIIEHHIO KJIETOYHOH nponudepaniuy, 1J1s perIuKalui Wil npoiudepannn
npu KoTopoMm Tpebyercs akTuBHOCTH CDKA4/6, uam pocT KOTOPOro MOKET HHTHOHPOBATHCS
BCJIeCTBHE akTUBHOCTH MHrnouropa CDK4/6. PasHOBHAHOCTH paka M HapyIIEHHs TaKOro THIIA
MOTyT XapakTepHU30BaThCs (HANpUMep, KOTOPBIH HMEeT KJIETKH, MPOSBIAOLINE) IMPUCYTCTBHEM
(dyHKIMOHANIBHOTO Oejika peTruHOOJacTOMbl. Takue pasHOBUAHOCTH paka W HapylIeHHUs
kinaccupuuupyroTcss kak Rb-nosokutenbHbie. Rb-monoskuresbHblE HAPYLIEHHS € AHOMAJIbHOMW
KJIeTOYHON mnponudepanueii 1 BapuaHTbl 3TOrO TEPMMHA, KOTOpPbIE HCIOJNB3YIOTCA B JIAHHOM
AOKYMEHTE, OTHOCATCSA K HAPYLICHUAM WU 33,6OJ'IeBaHI/I$IM, BbI3BAHHBIM HEKOHTPOJIUPYEMBIM WJIU
HEHOPMAJIbHbIM  KJIETOYHBIM  J€JIEHHWEM,  KOTOpble  XapaKTepU3YHOTCS  MPUCYTCTBUEM

($yHKIHOHAIBHOTO Oejlka PeTHHOOIACTOMBI M MOTYT BKJIIOYaTh B Ce0sl Pa3HOBHIHOCTH paka. B
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COOTBETCTBHUH C OJHUM aCHEKTOM HACTOSIIEero n3o0pereHust npumeneHne nHruontopos CDK4/6 B
KOMOHMHALIMK C JONOJHUTENbHBIMU TEPANeBTHUECKUMU CPEACTBAMH U CIIOCOOaMHU, ONMHUCAHHBIMU B
OaHHOM JOKYMEHTE, MOXKHO NMPHUMEHSTh IUIS JICYeHUs] He3JIoOKauyecTBeHHOro Rb-mojoxwurenbHOro
HapyLIEHUs, CBSI3aHHOIO C HEHOPMaJIbHOI KiteTo4uHOI nponudepauneii. [Ipumeps! Takux HapymeHUH
MOTYT BKJIOYaTb B ce0s HE3JOKAYeCTBEHHYK Mponudepanuro JUMPOHIHBIX  KIETOK,
HE3JIOKaUeCTBEHHbIE HOBOOOPA30BAHMS MOJIOUHOM JKeNe3bl, IICOpHa3, apTPUT, [epPMAaTHT,
IpeApaKoBbIe OYary WM MOJMIbI B 000A0UHON KHUIIKe, HApYLIEHNUs] aHTHOT€He3a, ONOCPEOBaHHbIE
UMMYHHOI CHUCTEMOI M He OTMOCPeIOBaHHbIE HMMYHHOH CHCTEMON BOCIHAJIUTEIbHbIE 3a00IeBaHus,
apTPUT, BO3PACTHYIO MAaKyJSIPHYIO JAEreHepaluio, nuadeT M JApyrue He3JI0KAueCTBEHHBbIE HIIN
noOpokadecTBEHHbIE HAPYIIEHHS KJIETOYHOMN nposrdepaniu.

SBnsromuecss MUIIEHBIO I BO3AEWCTBUS TUIIBI pPaka, MNOAXOASIIUE [ BBEACHUS
COEIMHEeHMs, OMMCAHHOIO B JAHHOM JOKYMEHTe, MOTyT BKIouaTh B cebs Rb-momoxwurensHble:
3CTPOreHOBBIN PEeLeNTOP-NONOKUTENbHbIN pak, HER2-oTpuuaTenbHblil 3aMy LEHHBII pak MOJIOYHON
JKEJIEe3bl, METAaCTaTUYECKUI paKk MOJIOYHOW JKeJle3bl Ha MO3JHUX CTagusiX, JIUIOCAPKOMY,
HEMEJIKOKJIETOYHBIH PaK JIETKOTrO, Pak IeYeHH, paK sSWYHUKA, IIHOOJIacToMy, pedpakTepHbie
COJIMIHBIE OMYXOJIH, ITOJIOKUTEIBHBIA 110 OENKy peTHHOOIACTOMBI paK MOJIOYHOMH JKeJe3bl, a TaKKe
NOJIOXKUTENbHBIE TI0 OeNKy peTHMHOOJIACTOMBI Pa3sHOBUAHOCTU pPaka JHAOMETPHUs, BJarajuia u
SAUYHUKA M PAa3HOBUIHOCTH paka JIETKOrO M OpOHXOB, aJ€HOKAPLUUHOMY TOJICTOH KHIIKH,
aJICHOKapLMHOMY MpPsIMON KUIIKHM, T€PMHHOTEHHBbIE OIYXOJIM LEHTPAJbHON HEPBHOW CHCTEMBI,
TEPATOMBI, 3CTPOTCHOBBLIM PELENTOP-OTPULIATENILHBIM PaK MOJIOUYHOH JKeJie3bl, 3CTPOTE€HOBBIN
pPeLenTOP-NOJOKUTEIbHBIN PAaK MOJIOYHON >KE€JE3bl, CEMEHHbIE FepMHHOIEHHBIE ONyXOJH SIUYKa,
HER2-otpunarenpHblii pak MOJI0YHOM xkene3bl, HER 2-1o10:KUTebHBIN paK MOJIOYHOM JKEJIE3bl, PAK
MOJIOYHON >K€Je3bl Y My KUMH, HE3pesble TepaTOMbl SUYHHKOB, 3pEJble TEePaTOMbl SIMYHUKOB,
MOHOZIEPMAJIbHBIE U BBICOKOCHELUAIN3UPOBAHHBIE TEPAaTOMBbl SIMYHUKOB, IPOreCTEPOHOBBIN
PEeLenTOP-OTPULIATENbHBIA PAK MOJOYHOM KEJNE3bl, MPOreCTEPOHOBBIA PELENTOP-MOIOXKNUTEIbHBIN
paK MOJIOUHOM JKeje3bl, PELUAUBUPYIOLIMI pak MOJOYHOM JKEJe3bl, PEeLUAUBUPYHOLIUN pak
O0OOYHOI  KUIUKH, PpELUIUBUPYIOIIHE SKCTPAaroHajalbHble T'€PMHHOIEHHbIE  OIyXOJH,
PEeLMAUBUPYOLIYIO 5KCTPAarOHaAAJIbHYIO HECEMHHOMHYO I€pMHHOT€HHYIO OIyXOJIb,
PeLUIMBUPYIOLUE  OJKCTPArOHAJAJbHBIE CEMHUHOMBI, PELUAUBUPYIOLIUE  3JI0KAYECTBEHHBIE
T€PMHHOT€HHBIE Oy XOJIU INYKA, PELIUANBUPYIOIINE MEIAHOMBI, PELIUANBUPYIOIIUE T€PMUHOT€HHbBIE
ONyXOJIN AUYHUKOB, PELUAUBUPYIOLIUI PaK MPAMOI KUIIKH, KCTPAroHalalbHble HECEMUHOMHbIE
repMmuHOrensnle onyxomnu Il cranuu, sxcrparoHaganbabie ceMuHOMSI 111 cTaauy, 3710Kka4eCTBEHHbIE

repMUHOTeHHble omyxonau sudka III cragum, repmuHoreHHsle omnyxonu suuHuka III craauwm,
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Pa3HOBUIHOCTH paka MOJIOUHOW jkene3bl IV cTamuy, pasHOBHUAHOCTH paka OOOZOYHOHM KHIIKU
IVcranuu, 5SKCTparoHajajlbHbIE HECEMUHOMHBbIE TIepMUHOreHHele onyxonu IV craguu,
3KCTparoHajajbHyl0 cemuHoMy IV craamu, menaHombl IV craaum, TeépMHHOTEHHBIE OIMYXOJIH
auyHuka IV craguy, pasHOBUAHOCTH paka npsimod kuumku IV craguu, He3pesble TepaTOMbl sIMUKA,
3penble TepaTOMbl siM4Ka. B COOTBETCTBHMM € KOHKPETHBIMU BapHAHTAMU OCYILIECTBJIECHHS
ABJIAOIIHUECS MUILIICHBIO JISA BO3I[€I\/'ICTBI/IH Pa3HOBUAHOCTHU paKa BKIHOHAJIN SCTpOFeHOBbIﬁ peaenTop-
noJIokUTeNbHbI, HER2-0TpULaTeNIbHbIN 3alyEHHBIA PaK MOJIOYHOM JKEJIE3bl, METACTATUYECKUI
pak MOJIOYHOH JKejie3bl Ha NO3AHUX CTAAUAX, JIUIIOCAPKOMY, HEMEJIKOKJIETOUHBIN pak JIErKOoro, pak
IeYeHH, paKk SUYHUKA, MIHo0NIacToMy, pedpakTepHble COJHMIHBIE OMYXOJH, TOJIOKUTEIBHBIA 110
Oenky peTMHOONACTOMBI pPaK MOJIOYHOM JKeNe3bl, a TaKKe MOJOKUTEIbHbIE N0 OelKy
peTI/IHO6J'IaCTOMIJI PasHOBUAHOCTU pPaKa SHAOMETPUS, Bjarajuina U AsMYHUKA U pa3HOBUAHOCTHU paKa
JIETKOTO M OpPOHXOB, METAaCTaTU4eCKUH pak OOOMOYHOH M MNPAMON KHUIIKH, METACTaTUYECKYIO
MenmaHoMy ¢ MyTtanued wim amrummukanperd rena CDK4 wnm He mopmaromuecs JeUSHHIO
OUCILIATUHOM, HepeseKTa6eanble TFEPMUHOICHHBIC OITY XOJIN.

B cooTBeTCTBHHM C OHUM BAPHAHTOM OCYIIECTBICHUS CyOBEKT HMEET PAK MOUEBOTO ITy3bIPS,
pak JKexyaKa M NHUIIEeBOAa, CAPKOMY MSTKHX TKaHEH, XOJNAaHTMOTeHHBIH pak/pak >KeIYHOTO My3bIps,
paK SIMYHUKA WK PaK HIEHKU MAaTKHU.

B cooTrBercTBHM C OZHUM BapHaHTOM oOcyliecTBieHHs Rb-momoxurenpHbIi pak sBIsIETCS
BBIOpaHHBIM U3 Rb-MONOXKNTENPHON KapIMHOMBI, CAPKOMBI, B TOM 4YHcie, 0e3 OrpaHM4YeHHUs, paK
JIETKOTO, PaK KOCTH, paK MOAXKETYyAOYHOMN KeJe3bl, paK KOKH, paK TOJIOBbl WIH IIEH, KOXKHYIO WU
BHYTPUIJIA3HYIO MEJTAHOMY, paK MaTKH, PaK sIMYHHKA, paK MPsMOW KHUIIKH, PaK aHAIBbHOH o0iacTy,
pak >keyaKa, pak 0000YHOHN KUIIKH, paK MOJIOYHOM XKeJe3bl, pak MaTKH, KAPLIMHOMY (paJlIONHUEBbIX
TpyO, KapLIMHOMY 3SHIOMETPHs, KApLUUHOMY IIEHKH MAaTKH, KapLUHOMY BJIATraJIMIIA, KapLUHOMY
BYJIbBbBI, paK IMUIIEBOAA, PaK TOHKOTO KHUIICYHUKA, pakK 3HL[OKpHHHOﬁ CUCTEMBI, pakK H.[I/ITOBI/I)IHOI\/'I
JKeJIe3bl, paK NapalluTOBUIHON JKeJe3bl, PAK HAAMOYEYHHUKA, CAPKOMY MSTKHX TKAaHEH, PaK ypeTpel,
paK MOJIOBOTO HJIEHA, PaK IPeNCTaTeIbHON >KeJe3bl, paKk MOYEBOrOo IMy3bIps, PaKk IMOUYKH WU
MOYETOYHHKA, IOUYEYHO-KJIETOUHYIO KaPLIMHOMY, KapLITHOMY OYE€YHOH JIOXaHKH, HOBOOOpa30BaHUs
B 1ieHTpanbHoi HepBHOU cucteme (LIHC), nepeuunyto mumpomy ITHC, omyxonu CIMHHOTO MO3ra,
IJIMOMYy CTBOJIa MO3ra, aaeHOMy runodu3a Wi KOMOMHALMIO OJHOM WM HECKOJbKHUX
BBILIEYKA3aHHBIX PA3HOBUIHOCTEH paka.

B coorBercTBHU C OAHUM BAPHAHTOM OCYHICCTBJICHUA Rb-HOJ'IO)KPITGJ'IbeIﬁ paK SABJISACTCA
BBIOpaHHBIM U3 TPYMIbL, cocTosmed u3 Rb-nonokutenpHbIX: (HOPOCAPKOMBL, MHUKCOCAPKOMBI,

XOHAPOCAPKOMBI, OCTEOCAPKOMBI, XOPAOMBI, 3JIOKAYeCTBEHHOH (PUOPO3HOW TMCTHOLMTOMBI,
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Fr€MaHI'MOCAPKOMbI, AaHTUOCAPKOMBI, J'II/IMq)aHFI/IOcapKOMbI, MC30TCIINOMBI, .]'IeI\/'IOMI/IOC&pKOMI:J,
pabroMHOCapKOMEL, TUIOCKOKJIETOYHOMN KapLUHOMBI, SMUIEPMOUTHOMN KapLIHOMBI,
3JIOKQYECTBCHHBIX OHYXOHeﬁ BCKa, AACHOKAPLUUHOMBI, I'€rnaToMBblI, [IEYEHOYHO-KJIETOYHOMN
KapLIUHOMBI, TOYEYHO-KJIETOYHOH KapLTHOMBI, THIIepHE(PPOMBI, XOJaHMOKAPLITHOMBI, [IEPEXOHO-
KJIETOYHON KapLHUHOMBI, XOPHOKAPILIMHOMBI, CEMUHOMBI, KapLIUHOMbI M3 3MOPHOHAIBHBIX KJIETOK,
AHATIACTUYECKON TJIMOMBI, MyJbTH(QOPMHON MHOOIaCTOMBI, HEHPOOIACTOMBI, MEAY JLIIO0IaCTOMBI,
3JI0Ka4eCTBEHHOI MEHMHTMOMBI, 3JI0KaUe€CTBEHHON IIBAHHOMBI, HeHpopuOpOCapKkoOMBbl, KapLIHHOMBI
MApAIIUTOBUIHON JKeJie3bl, MeAYJUIIPHOW KapLUHOMBI LIUTOBHIHOW JKeNe3bl, OpOHXUAIBLHOTO
KapuuHOuAa, (PEeoXpOMOLMTOMBI, KAapLHHOMBI U3 OCTPOBKOBBIX KJIETOK, 3JI0KaYeCTBEHHOIO
KapLMHON/A, 3JI0KAYECTBEHHOI MaparaHriMOMbl, MEAHOMBI, 3JIOKAYECTBEHHOTO OOpa30BaHMS M3
KJIETOK MepKeisi, [IMCTOCAPKOMBI (PUIJLTOMIHOM, PA3HOBUIHOCTEH paka CIFOHHBIX XKeJie3, KapLUuHOM
THUMyCa, paka MOYEBOT0 My3bIpsl U OMyxoiu BunbMmca.

B Gonpimem 4Yrcie BapHAaHTOB OCYLIECTBJICHHS Rb-MOJOXKHUTENBbHBIA pak WM HapyLICHHE
BKJIFOUaeT B ceOs cpenu mpouero 3abosneBaHHe KPOBH WM I'eéMaTOJOTHYECKYHO 3JI0KAYeCTBEHHYIO
OIyXOJIb, B TOM 4HCJIe, O3 OrpaHUYeHNs, HapylLIeHUe B KJIeTKaX MUEJIOUIHOIO POCTKA, HapyLIeHNUe
B KJEeTKax JIUM(OUIHOrO POCTKa, JIeiKo3, nuMpoMy, MUenoxucruiactTuaeckuii cuaapom (MDS),
muesnonponudeparusHbiii cuaapom (MPD), HapylieHne B TyUHBIX KJIETKaX U MUEJNIOMY (Hampumep,
MHOKECTBeHHYI0 Muenomy ). HenopmanbHast nponudepanus T-kierok, B-kinerok u/umu NK-kineTok
MOXET TPHUBOAMTH B pe3yjibTaTe K I[IHPOKOMY CIEKTpPy 3a0oneBaHMN, TakuX Kak pak,
nposmdepaTuBHble HAPYIIEHNS U BOCIAIHUTENbHbIE/ UMMy HHbIE 3a00eBaHus. X0341H, HAIpUMeD,
YeJIOBeK, MOPaKEHHbIN JIOOBIM M3 3TUX HAPYILIEHUH, MOXET IMoyy4arh JiedeHue 3(pdexTnBHbIM
KOJIMUYECTBOM KOMOMHAIMH, KOTOpas ONMCaHa B JAHHOM JIOKYMEHTE, JIsl JOCTH)KEHHsI Y MEHbLICHUS
CUMNTOMOB (MaJJTHATUBHOE CPENCTBO) UJIHM OCNA0JIeHUs IEPBONPUIHMHHOTO 3a00seBaHus (CpEACTBO,
mMoauduIupyoIee 3a00IeBaHue).

[Tpumeps! Briro4arOT B ce0s T-knerounyro win NK-knerounyro numbomy, Harpumep, Oe3
orpaHnyeHus: nepudepudeckyro T-KIeTOYHYI0 TUM(GOMY; aHAIIACTHYECKYIO KPYITHOKJIETOYHYIO
mumboMy, Hampumep, KuHa3a aHarmactudeckodl numpomsl (ALK)-monoxwurenshyro, ALK-
OTPHUIATENIBHYI0 AHAIUIACTUYECKYI0 KPYNMHOKJIETOYHYIO JHM(POMY WIM NEPBHYHYIO KOXKHYIO
AHAITACTHYECKYIO KPYIHOKJIETOUHYIO JUM(OMY, aHrHOMMMYHOOJIAacTHYIO nuMpomy; KoxHYO T-
KJIETOUHYIO JUM(OMYy, Hampumep, rpuOOBUAHBIN MuKO03, cuHapoM Ce3apy, NEPBUUHYIO KOXKHYIO
AHAIUIACTHYECKYIO KPYIHOKJIETOYHYIO JuM(poMy, MepBUYHOE KOXKHOe JuMponponrdepaTuBHOS
Hapymenue u3 CD30+ T-knerok; NepBUYHYIO KOXHYKO arpeCCUBHYIO 3MHUAEPMOTPONHUYECKYIO

mumpomy 13 CD8+ nurorokcruecknx T-KIETOK, TEPBHYHYIO KOKHYIO raMMa-IenbTa T-KIeToOuHy o
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auMpoMy; TEpBUYHYIO KOXKHYIO TuMpomy u3 Menkux/cpeqaux CD4+ T-kneTok u TuM(pOMaTOUTHbIH
namye3; T-knetounsiii nefikos/mumdomy B3pocibix (ATLL); NK-kneTounyro 0gacTHyO JTuMpOMY;
T-knerounyo nuMGOMy THIIA YHTEPONATHH, T'€MAaTO-CEIe3eHOYHYI raMMa-IenbTa T-KIeTOYHYIO
mumbomy; mumboOnacTHyro auMdomy, HasanbHble NK/T-knerounele nUMQOMBI, CBA3aHHBIE C
IPOBENIEHNEM JieueHUs] T-KJIETOUHBIX JTUM(OM; HanpuMep, JUM(POMBI, KOTOPbIE BOSHUKAIOT MOCIE
TPpaHCIUIAaHTAIUU NapeHXUMATO3HOrO OopraHa N KOCTHOI'O MO3ra, T-kneToyHbIN
nponuMdonuTapHblii Jefiko3, T-kiaeTouHelil Jeifiko3 u3 OOJBIIMX TIPaHYJIAPHBIX JUMQOLUTOB,
XpoHHuueckoe JumponponudeparuBHoe HapyiueHue 3 NK-kierok; arpeccuBHbiii NK-KIeTOYHbIH
neiiko3; cuctemuoe EBV+ T-knerounoe numdonponudeparuBHoe 3a00/1eBaHUE B IETCKOM BO3PAcTe
(accouumpoBaHHOe ¢ xpoHHYecku akTuBHOW uH(pekuueit EBV); nmumdomy, nogobHyr CBeTOBOI
ocrne; T-KJIeTouHbIH TeHK03/TMM(pOMY B3POCIBIX; aCCOLMIPOBAHHYIO C SHTeponarneil T-KIeTouHyo
TUMGPOMY; TMEYEHOUHO-CENe3eHOUHYI T-KJIeTOYHYI JUM(pOMY WM MOAKOKHYIO IaHHUKYJIUT-
nonobuyo T-kieTounyo sumMdomy.

B coorBeTCcTBUH C OOHUM BApUAHTOM OCYIICCTBJIICHUS CHOCO6I:;I, OINMCAHHBIE B AJaHHOM
JIOKYMEHTE, MOJKHO NPHUMEHSTH IUJIs JIeUeHUs] XO35MHA, HalpUMep, 4elloBeka, ¢ JuMpOoMOoil miu
HapyLIeHHeM WIH aHoMmaiued mnponudpepanu TUMEOLUTAPHBIX WIM MHEJOLHUTAPHBIX KIIETOK.
Hanpumep, crocoObl, KOTOpble OMUCAHbI B JAHHOM JOKYMEHTE, MO)KHO HAa3HAuaTh XO3SIMHY C
aumpomoit XOMKKMHA WM HEXOKKMHCKOW juMpomoii. Hampumep, XO3sMH MOKET HUMETH
HEXOJDKKMHCKYI0 nuMmpomy, Takyro kak, 0e3 orpanmuenws: CIIHM]I-accoumupoBaHHas numdoma,
aHaIjacTU4eckas KpyMHOKJIeTOo4YHas JuMdoma; aHrnouMMmyHoOnacTHas numpoma; NK-knerounas
onactrHas mumpoma; mumpoma bepkurra; SepkurronogodHas mumdpoma (MeITKOKIeTOUHas TuMpoma
C HepacCeYeHHBIMH  SApPaAMH), XPOHUUYECKUH  JUMQOLUTAPHBIM  JIEHKO3/MEIKOKIETOUHAs
aumponuTapHas naumdoma; kokHas T-kiaerounas numboma; nuddysHas B-kpymHOKIeTOUHAs
mumboma, T-knetouHas numdoma THMA >HTEponaTtuy;, (QONIHKyJsipHas Jumdoma; MeYeHOUHO-
CeJIe3eHOYHasi ramMma-fenbra T-kjerouHas jgumdoma; numboOnacTHas aumdoma; Jumpoma H3
KJIETOK MAaHTHHHOW 30HbI, JTUM(oMa M3 KIETOK MaprHHAIbHOW 30HBL, HasajbHas T-KIETOYHas
mumboma; muMmdoma B IETCKOM Bospacte, nepudepudeckue T-kieTodyHble TUMQPOMBI, NepBUIHAS
auMmdomMa LEHTpaJbHONW HEPBHOH CHUCTEMbI; T-KJIETOYHbIE JIEWKO3bl, TpaHCHOPMHUPOBAHHBIE
J'II/IM(l)OMbI; CBsI3aHHBIC C MMPOBEACHUEM JICHCHUA T-kneTo4Hble .]'II/IM(bOMbI NN MaKpOFJ'IO6y.]'II/IHeMI/I$[
BanbaencTpema.

B xauectBe AJIbTCPHATUBBI, CHOCO6bI, OMUCAHHBIE B JAHHOM AOKYMEHTE, MOXXHO IPUMEHATDH
1151 JIeYeHUs1 Cy ObeKTa, HalpUMep, YeIoBeKa, ¢ TuMGPOMON XOMKKUHA, TAKOH KaK, 0€3 OrpaHUYeHUS:

aumpoma XOImKKHHA ¢ HOAyJsipHbIM ckieposom (CHL), cmemanno-knerounas CHL; CHL c
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ucroumenneM duMonaHol TkaHu, Ooratas numdonunnoi Tkanpio CHL; mumdpoma XomxkuHa ¢
npeobnafanueM JUMGOUIHON TkaHu Uiy HoaysipHas HL ¢ npeobnananueM numMQponaHoi TKaHH.

B kauecTBe anbTepHATHBBI, CIOCOOBI, OMMCAHHBIE B JAHHOM JOKYMEHTE, MOXKHO TIPUMEHSITh
IJIs IeYeHNs1 KOHKpeTHOH B-kyeTounoii tum¢oMe! win nponudepaTiBHOrO HapyIEeHHs, TAKOTO Kak,
0e3 oOrpaHMYeHHUs: MHOXKECTBeHHas wmwuesnoma, naupdysHas B-kpynHokieTouHas muMpoma,;
domnukyasipHas aumdoma; TumMpoMa M3 ACCOLUUPOBAHHOW CO CIAMZUCTOH JIUM(POUTHONW TKAHU
(MALT);, wmenkoknerouHass JauMmdouuTapHas JumMpoMa; CpPeAOCTeHHass B-KpymHOKJIETOYHAs
auMdomMa, HonmanbHas B-knerouHas auMdoMa W3 KIETOK MapruHaibHOH 30HBI (NMZL);
cene3eHoUHass JuMdpoMa M3 KIETOK MapruHanbHOW 30HBI (SMZL), BHyTpucocyaucras B-
KPYTHOKJeTOYHass JuM(POMa, TepBUYHAsl BBINOTHas JuMpoMa WM  JIUM(POMATOUIHBIN
rpaHyyiemMaro3, B-kieTo4HbIi MponMMMQOLUTAPHBIN JIEHKO3; BOJIOCATOKIETOUHBIH  JIEWKO3;
cene3eHouHas TuMpoma/neiikos, He noanaromuecs knaccupukauy; 1udpdy3Has MeIKOKIETOUHas
B-knerounast nmumdoma M3 KpacHOH MyJIbIBI CENe3€HKH, BOJOCATOKJIETOYHbIH JIEHKO3-BapPHAHT;
mumMbornnasmManuTapaas tumMdoma; 60e3HN TSDKENbIX Lierel, HarpuMep, O0Ne3Hb TSDKENbIX anbda-
1erneii, 00Je3Hb TSUKENBIX raMMa-1ienel, 00Ne3Hb TSHKENbIX MIO-IIETIeH; MIa3MaKIETOUHAs MUEJIOMa,
COJIMTapHAs TUIA3MAIUTOMa KOCTH; SKCTPAOCCAIbHAS TUIA3MOLITOMA;, NIEpBUYHAS KOJKHAsI TUMGpoMa
U3 KJIEeTOK (DOJHMKYJSIpHBIX LeHTpoB; Oorartas T-kiaeTkamu/rucTHOLMTAMH B-KpynHOKJIETOYHAs
mumpoma, DLBCL, accouumupoBaHHAasi C XPOHHYECKMM BOCHAleHHEM, BHpYyC JmiuteiHa-bapp
(EBV)+ DLBCL B mnoxuioM BO3pacTe; NepBUYHAs MeAHACTHHANbHAsA (TUMHUYecKas) B-
KPYIHOKJIeTOUHast tumpoma; nepsuyHas koxHas DLBCL ¢ mopakeHneM HIKHUX KOHEYHOCTEH,
ALK+ B-kpynHokjeTo4Has Jumdpoma; miazmodaactHas aumdoma; B-kpynHokneTouHas tumdoma,
Bo3HuKarommas npu HHV8-acconnnpuoBanHoi My nbTuieHTpUdeckoit popme; 6onesnp Kacrnemana,
B-knerounast numdoma, He mopnmaromasics KJIACCU(HUKALUKM, ¢ CHUMITOMAaMH, MPOMEXYTOYHBIMU
otHocuTenbHO AupPy3HONH B-kpynHOKIeTouHONW nuMQoMBL, Wi B-knerouHas numdoma, He
MOJIAOIASCS KIacCU(pUKALUU, C CUMIITOMAMH, MPOMEKYTOUHBIMH OTHOCUTENBHO AudQy3HON B-
KPYIHOKJIETOYHOH TUM(OMBI B KJIACCUIECKOH JTMM(POMBI X OJ’KKHHA.

B cooTBeTCTBMM C ONHHUM BAapHAHTOM OCYIIECTBJIEHHUS CIIOCOOBI, ONHCAHHBIE B JaHHOM
JTOKYMEHTE, MOXHO INPUMEHSTh Ui JieueHus Jjeriko3a. Hampumep, cyOBeKT MOXET CTpajaTh OT
OCTPOT0 WJIM XPOHUYECKOTO JIeHK03a TUM(OIUTAPHOTO WIM MUEJIOT€HHOTO MTPOUCXOKIEHUS, TAKOTO
Kak, 0e3 orpaHuueHusi: ocTpblii JuMdoOmacTHeIi Jneiiko3 (ALL); ocTpblil MHENOTreHHBIN JeHKO3
(AML); xpornueckuii mumponurapueii neiiko3 (CLL); xporndeckuii MuenoreHssiii setiko3 (CML);,
IOBEHHJIbHBII MUeTOMOHOUUTapHBIH sefiko3 (JMML); Bonocatoknerounsiii netikoz (HCL); octpeiit

IPOMHUENIONUTAPHBIN Jieiko3 (moxrtun AML); netiko3 13 OOJBIINX TPaHyJSIPHBIX JTUM(GOLUTOB WIIH
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XpOHHYEeCKUHN T-KJI€TOUHBIH JIEHKO3 B3POCIbIX. B COOTBETCTBUY C OAHUM BaPUAHTOM OCY LECTBJICHUS
NalMeHT UMeeT OCTPbIN MHEJIOreHHbIH Jeliko3, Hanpumep, Heauddepernunposanubiii AML (MO);
muenobnacTHel Jeiko3 (M1; ¢ MUHMMaJbHBIM CO3pEBAaHHEM KIIETOK/Oe3 Hero), MuenoOIacTHBIN
netiko3 (M2; ¢ co3peBaHMEM KIIETOK), IPOMHENOLUTAPHBIN Jeliko3 (M3 unu Bapuant M3 [M3V]);
MHEJIOMOHOLMTAPHBIN Jieliko3 (M4 wmn Bapuant M4 ¢ so3unodwmmmein [M4E]); MoHOUMTapHBIH
netiko3 (MS); spurposnetiko3 (M6) nnm merakapnoOiacTHbIi Jetiko3 (M7).

B cooTBeTCTBUM C HEKOTOPBIMU BapUAaHTAMH OCYLIECTBJIEHHs paK, MOJJIEKALIUN JIEYEHHIO,
SIBJIIETCS] BLIOPAHHBIM U3 TIOJIOKUTENILHOTO 10 3CTporeHoBoMy penentopy, HER2-otpunatensuoro
3aMyLIEHHON0 paka MOJIOYHOM >KeJe3bl, METACTaTHYECKOrO paka MOJIOUHOM >Kejle3bl Ha MO3JHUX
CTagusiX, JIMIIOCAPKOMBI, HEMEJKOKJIETOUYHOIO paka JIErKOro, paka I€YeHH, paka sMYHUKA,
TJIHO0IaCTOMBI, pe(ppaKTePHBIX COMMIHBIX OMyXOJIEH, MOJOKUTEIBHOTO N0 OeNIKYy PeTUHOOIaCTOMBI
paka MOJIOUHOW 3Kele3bl, a TaKKe IOJOKUTENbHBIX MO OeNKy peTHHOOIACTOMBbI THUIIOB paka
SHJIOMETPUS, BJIArJINIA U SMYHUKA U TUIIOB PaKa JIErKOro U OpOHXOB.

PerunkanmionHo Hesasucumble ot CDK 4/6 mHapymeHus kierouHoil nponudepauny,
HaIrpuMep, KOTOpble HAOIONAIOTCSl TPHU OIPEAENIEHHbIX THIIAX PAaKa, MOTYT XapaKTePH30BATHCS
ONHMM W3 WJIM KOMOHWHAIMeld MOBBIIEHHOH aKTUBHOCTH LUKIMH-3aBUCUMOI kmHasbl 1 (CDKI1),
MOBBIIIEHHOW aKTUBHOCTHU LIMKJIMH-3aBUCUMOM KuHa3bl 2 (CDK?2), norepeii, HeIOCTaTOUHOCTHIO WIIH
OTCYTCTBUEM CyTpeccopHoro Oejka pernHodsacromHol onyxonu (Rb) (Rb-Hynessie), BbICOKMMU
ypoBHsimu skcnpeccut MYC, noseiieHHbIM ypoBHeM LukianHa El, E2 1 noBbllIeHHBIM YPOBHEM
mMKJIMHA A. Pak MOXeT XapakTepu30BaTbCs MOHMKEHHOIN 3KCHpecCHel CynmpecCOpHOro Oemka
peTHHOOMACTOMHON OMyXOdW MJIM OeNKka-4jieHa WM OEeJKOB-YJIEHOB CeMeicTBa OeNKoB
peruHOOIACTOMBI (TaKUX Kak, 0e3 orpanndenus, pl07 u p130). B cooTBeTcTBUN C OHUM BapHaHTOM
OCyIlecTBeHUsT CyObekT umeer Rb-HysneBoii uimu Rb-meduumtHbii pak, B TOM uyucie, 0Oe3
OTpPaHUYEHUs] MEJKOKJIETOUHBIN PaK JIETKOro, pak MOJOYHOM KeJie3bl ¢ TPOIHBIM OTPULIATEIbHBIM
¢denorunom, BITU-nonoxuTenpHbIN pak royioBsl U e, peTuHobdaacromy, Rb-otpunatensHeiii pak
MOY€EBOT0 My3bIpsi, Rb-oTpunaTenbHbIi pak mpeacTaTeNbHOM jKele3bl, OCTEOCAPKOMY HITH PaK IIeHKH
MAaTKH.

ITpoucxoxaeHne peruKaioHHO 3aBUCUMBIX 0T CDK4/6 THMoB paka MOXHO yCTaHOBUTH Ha
OCHOBAHMM THUIA ONYXOJU U MOJIEKYJSIPHO-TEHETUYECKOrO0 HCCIIEOBAHUA C IPUMEHEHUEM
CTAHAAPTHBIX METOJIUK, U OHU MOTYT XapaKTepU30BaTbCs OJHUM WJIM HECKOJIbKUMHU U3 TPYIIIIbI, B TOM
gyucne, 0Oe3 orpaHuueHus, moBbimeHHONW akTuBHOCTRIO CDKI1 wumu  CDK2, mortepei,
HEIOCTATOYHOCTBIO HJIM OTCYTCTBHEM CyIpeccopHOro Oenka permHobsacTomMHou omyxonu (RD),

BBICOKMMH ypOoBHsIMU dKcrpeccuu MY C, moBeieHHbIM ypoBHeM LukivHa E (Hanpumep, E1 nim E2)
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Y TIOBBIIIEHHBIM YPOBHEM LMKJINHA A HIN 3Kcrpeccueil Rb-nHakTuBupyromero 0enka (Takoro Kak
konupyembiii BITY E7). Takue Tumbl paka MOTyT BKJIKOYAaTh B ce0s, 0e3 oOrpaHuYeHus,
MEJIKOKJIETOYHBIN paK JETrKOro, peTI/IHO6J'IaCTOMy, BITU-nooxuTeNbHbIE  3JI0KAUECTBEHHbBIE
HOBOOOpa3oBaHUs, MONOOHBIE paKy MIEHKH MAaTKM M TUIAM paka TOJIOBbI M IIEH, OMyXOJNU C
ammmnduuupoBanHeiM reHoM MYC, Takue kak juMmdoma bepkutra, U pak MOJOYHON JKeNe3bl C
TPOMHBIM OTpULIATEIBHBIM (PEHOTHIIOM; OIpPEAETeHHbIe KJIACCHl CAPKOMBI, ONpeNeeHHbIe KIIACChI
HEMEJIKOKJIETOUHON KapLIMHOMBI JIETKOTO, OTpeIeIeHHbIE KIACChl MEIAHOMBI, OIIpeeNIeHHbIE KJIACChl
paka MmoJKeI Ty JOYHOM JKelle3bl, OTpeieIeHHbIe KIACCh JISHK03a, ONpeaeSIieHHbIe KJIacChl TUM(OMBI,
OIpeNeNIeHHbIe KJIACChl paka TOJIOBHOTO MO3Ta, ONpesielieHHble KJAcChl paka 0OOMOYHON KHIIKH,
OIpeJieNIeHHbIE KJIACChl Paka IpPeACTaTeNbHON >Kesle3bl, OMNpe/eleHHble KJIAcChl paka SUYHUKA,
OIpeNeNIeHHbIe KJIACChl paka MATKH, ONpeleeHHble KJIACChl paka LIMTOBHIHOH »KeJe3bl U JAPYroi
SHJIOKPUHHON TKaHH, OIpeNeNeHHble KJAacChl paka CIFOHHON >XeNe3bl, ONpeeJIeHHbIE KJAacChl
KapLUHOMBI THUMyCa, OIpEeIeNICHHbIe KJIACChl paka MOYKH, ONpEeIeNICHHbIe KJIACChl paka MOYEBOTO
IIy3bIPsl U ONPEAEIICHHBIE KJIACCHI PaKa SIUYKA.

B cooTBeTCTBHHU C HEKOTOPHIMU BAPUAHTAMH OCYLIECTBJICHUS PAK SIBISIETCS] BBIOPAHHBIM U3
MEJIKOKJIETOYHOTO paka JIeTKOro, pPeTHHOOJIACTOMBI M paka MOJIOYHOHM JKene3bl C TPOHHBIM
orpunarensHbiM  perotuniom (ER/PR/Her2-orpunarensroro) umm «0a3anbHONOJOOHOTO» paka
MOJIOYHOM JKeJie3bl, KOTOpbIH TPAKTHYECKH BCETAa XapaKTepPU3yeTCs HHAKTHBUPOBAHHBIMU
CyIpeccopHbIME OenkamMu peruHoOIacTOMHOM onyxonu (Rb) u, cienoBarenbHO, HE HYKOAeTCs B
aktuBHocTd CDK4/6 nis mponudepanuu. Pak MONOYHON >kene3bl ¢ TPOHHBIM OTPHIATENbHBIM
¢deHotunom (0a3anbHOMOAOOHBIN) TaKXKe TMPAKTHUECKU BCErna sIBJIIETCS TEHETHYECKH WITH
¢dyHkunonansHO Rb-HynessiM. Kpome Toro, onpeneneHHble HHAYLMPYEMble BUPYCaMH THIIbI paka
(HampuMep, pak LISHKH MATKH U MOIATUIBI PaKka TOJIOBBI M LIEH) SKCIPECCUPYIOT BHPYCHBIN OOk
(E7), xoropeiii nHaktuBupyer Rb, nenas stu onyxonu ¢ynkunonansHo Rb-nyneseimu. Ilomnarator,
YTO HEKOTOPbIE TUIIBI paKa JIErKoro Takxe Bbi3biBatoTcsi HPV. B cooTBeTCTBUM € OTHUM KOHKPETHBIM
BAPUAHTOM OCYLIECTBJICHUS paK MPECTaBIsieT cOOOH MENKOKJIETOYHbIH pakK JIETKOro, U MalleHT
nojydaer nedeHue nospexnparomuM JIHK cpeactBoM, BbIOpaHHBIM W3 TIPYMIBL, COCTOSINEH W3
3TONO3KAA, KapOOIIaTHHA ¥ LUCIUIATHH FJTH UX KOMOWHALINH.

Hanmnume wmm  orcyTcrBue  cympeccopHoro Oenka permHoOnactomel  (Rb)  (Rb-
TMIOJIOKUTENIbHBIE) MOXKHO OIMPEAETUTh TOCPEACTBOM JIFOOOT0 U3 CTAaHAAPTHBIX aHAJN30B, N3BECTHBIX
CpeaHeMy CIHeLMaINCTy B JaHHOH OONAacTH TEXHUKHU, B TOM YHUCIe, 0e3 OrpaHuYeHUs, BECTEpPH-
6norrunra, ELISA (TBepnodasnoro nMmmyHodepmenTHoro ananusa), IHC (MMMyHOrHXUMHYECKOTO

anammsa) U FACS (¢nyopecrieHTHO-aKTHBHPOBAHHBII KJIETOYHBIN cOpTHHT). BeIOop aHamu3a Oyner
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3aBHCETh OT TKaHU, KJIETOYHOH JIMHUU WJIM 3aMEHSIOIIero TKaHb oOpasiia, KOTOPBIH HCIONb3yeTcs,
Hanpumep, BecTepH-OOTTUHT U ELISA MOXHO NpUMEHSTH C JTIOOBIMH WJIM BCEMH THITAMU TKAHEH,
KJIETOYHBIX JIMHUH WM 3aMeHUTeNell TkaHu, B TO BpeMs kak criocod IHC Oyner Sonee moaxonsmum
B Clly4dae, KOrna TKaHb, UCIOJNb3yeMas B CIOCO0ax COrJIacHO HAcTOosIeMy H300peTeHuio, Oyner
npeACTaBIATh cOO0M omyxonesbiii OnonTtat. AHam3 merogoM FACs Oyner Hanbonee npruMeHUMBIM
K oOpasuam, KOTOpble MPeACTaBIUIN OO0 CyCIIeH3UH OTHENbHBIX KIIETOK, TaKHe KaK KIETOUHBbIE
JUHUU U BbIIEJIEHHblE MOHOHYyKJeapHble KJeTKH mnepudepuyeckoii kposu. Cm., Hampumep,
nateHTHeI nokymMeHT US 20070212736 «®yHKIMOHANBHBII HMMYHOTMCTOXHMHYECKUN aHAIN3
KJIETOYHOT'O [IHKJIA B KA4€CTBE TPOrHOCTUYECKOTrO ITOKa3aTess s pakay. B kauecTse alpTepHATHBEI,
MOJIEKY IIPHO-T€HETHUECKOe HCCIIEIOBAaHNE MOXKHO NMPUMEHATD AJIsl ONpeAeNeHNs COCTOSHUS T'eHa
Oenka peruHOONACTOMBI. MOJEKYJSIpHO-TEHETUYEeCKOe HCCIeOBaHWE B OTHOIIEHHH Oelka
peTHHOOIACTOMBI BKJIFOUAET B cedsl CleAyroliue MpoLenypel, KoTopsle onucanbl B Lohmann and
Gallie “Retinoblastoma. Gene Reviews” (2010): “A comprehensive, sensitive and economical
approach for the detection of mutations in the RB1 gene in retinoblastoma” Journal of Genetics, 88(4),
517-527 (2009).

B cooTBeTCTBMHM € OJHMM BapHaHTOM OCYLIECTBJICHHS CyOBEKT HMeeT pak, KOTOPBIH
skcnpeccupyer PD-L1. Dxcnpeccuro PD-L 1 MOXXHO ONpenenuTh ¢ TOMOIIBIO CIIOCOOOB, U3BECTHBIX
B ypoBHe TexHukU. Hampumep, skcrpeccuro PD-L1 moxHo BeIsiBUTE ¢ ipumerernem PD-L1 THC
22C3 pharmDx, ogobpennoro FDA nuarnoctuueckoro nmmyHorucroxumudeckoro (IHC) in vitro
Tecta, pasdpaboranHoro Dako m Bristol-Meyers Squibb B kadecTBe COMyTCTBYIOIIEro TeCTa IS
nedeHus nembOponmsymadom. OH mpezncraBisieT coOOM KONWYECTBEHHBIH aHAIH3 C IPUMEHEHHEM
MBILIMHOIO MOHOKJIOHAIbHOrO anTutena k PD-L 1, knon 22C3 PD-L1, u Busyanusupyouiei CUCTEMbI
EnVision FLEX B aBTOMaTH4eCKOM YCTPONCTBE IJsI MMMYHOTHCTOXMMUYECKOTO OKpAaILIHBaAHHS
Autostainer Link 48 nns BbisiBnenus PD-L1 B 3apuxcuposannoii popmannHoM, 3anuToii B napadux
(FFPE) TkaHu HEMENKOKJIETOYHOI'O paKa JIETKOro YeJIOBEeKa. Y POBHH SKCIIPECCUU MOYKHO U3MEPSITh C
npuMeHeHreM Oayta npornopuun onyxonu (TPS), koTopast uamepsieT MpOLEHT KU3HECTIOCOOHBIX
ONYXOJIEBBIX KJIETOK, MPOSBIAIOLIMX YacTUYHOE WJIM TIIOJIHOE OKpalluBaHHEe MeMOpaHbI.
OxpammBaHue MOKeT Toka3biBaTh sKcnpeccuto PD-L1 ot 1% no 100%.

Okcmnpeccro PD-L1 takske MoxHO BbisiBUTH ¢ npuMmeHeHneM PD-L1 THC 28-8 pharmDx,
onoopernHoro FDA nuarnoctmueckoro ummynorucroxummuueckoro (IHC) in vifro Tecra,
pazpaboranHoro Dako u Merck B kauecTBe COMyTCTBYIOLIETO TECTa JJIs JIeUeHUs] HUBOJymabom. B
5TOM KOJIMYECTBEHHOM aHAIN3€E UCIIONBb3YEeTCs KPOIUIbe MOHOKJIOHAIbHOE aHTUTENO K PD-L1, kioH

28-8, u Bmyammsmpyromas cucrema EnVision FLEX B aBTOMarm4eckoM yCTpOWCTBE st
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UMMYHOTHCTOXMMHUYECKOro OkpammBaHusi Autostainer Link 48 nnst BeisBienuss PD-L1 B
3aukcupoBanHoi ¢opmanuHoM, 3anutod B napapuH (FFPE) TkaHuM HeMeIKOKJIETOYHOro paka
JIETKOT'O YeJIOBEKA.

Jlpyrue KOMMEpUYeCKU AOCTYIHbIe TeCThl 1yl BbisiBlieHHss PD-L1 BkirouaroT B ce0st aHammn3
Ventana SP263 (pa3paboraHHblii Ventana B COTpyaHHMYECTBe C AstraZeneca), B KOTOPOM
HCTIOJIb3Y €TCSl KPOJIMUbe MOHOKJIOHATBHOE aHnTuTeNno k PD-L 1, kmon SP263, u ananus Ventana SP142
(pa3paborannbiii Ventana B corpyanuuectBe ¢ Genentech/Roche), B koropom wucnonb3yercs
KPOJIMUbe MOHOKJIOHaNbHOE aHTuTeNo k PD-L1, xnon SP142.

B coorBercTBUM ¢ OOHUM BapUaHTOM OCYLIECTBJEHUs 3kcnpeccupyromuii PD-L1 pak
SIBJIIETCS BBIOPAHHBIM M3 MEJKOKJIETOYHON KapILMHOMBI JIETKOTO, HEMEJIKOKJIETOUHOH KapIIMHOMBI
JIETKOT'O, paKa MOUYEBOr0 Iy3bIpsi, TOUEYHO-KJIETOYHOI KapILIMHOMBI, pakKa >KelyaKa, paka rojIOBbI U

ey, MeE30TCJINOMbI, KapUUHOMBI U3 KJIETOK MepKeJm, paka sAUYHUKA, MECJIAHOMBI, paka

2

MOKETy JOUHOM YKeJIe3bl UK APYTUX COMUAHBIX OMyXOJIeH.

CxeMbl JIEUEHUS

Kak npenmnonaraercsi B JaHHOM JOKyMeHTe, BBeneHne naruouropa CDK4/6 B komOuHaLuu ¢
XHUMHOTEPANEBTUYECKUM CPENCTBOM, Hampumep, nospexnaromum JIHK xumuorepaneBTHueckum
CPEICTBOM, H MHTUOUTOPOM MMMYHOJOTHUYECKIX KOHTPOJBHBIX TOYEK CHELHATbHO PACCUUTHIBAIOT
IO BPEMEHH B JI03€, OMMCAHHON B JAHHOM JOKYyMEHTE, IUIst TOro, 4To0bI OyokupoBanue B pasze GO/G1,
uHnyuupoBanHoe uHruouropom CDK4/6, sSBIsIOCh KPaTKOBPEMEHHBIM M BPEMEHHBIM IO CBOEH
npupoze. KieTku, KoTopbie HaXOIATCsl B COCTOSIHUM MOKOs1 B (paze kineTouHoro ukia Gl, sBisiroTcst
Oonee yCTOMYMBBIMH K MOBpeXAaromeMy 3(QQexTy XHUMHOTEPareBTHUECKUX CPEACTB, HEKETU
nponuepUpyroIIne KIETKH.

Kak omucano B maHHOM nokymenre, uHruobutrop CDK4/6 MOXHO BBOOUTBH CyOBEKTY IO
JIEYeHUsT C UCIHOJIb30BAHMEM XHMHOTEPANeBTUUYECKOrO CpPEACTBA, BO BpEMsl JIEUEHHUS C
HCIIOJIb30BAHNEM XUMHUOTEPAIIEBTHUECKOTO CPEACTBA, TOCIe BO3EHCTBUS XUMHOTEPAIEBTHUECKOTO
CpeAcTBa WM TpH KOMOMHAUWW S5TuUX ychiouil. Kak mnpenamonaraercss B JaHHOM JOKYMEHTE,
unrudurop CDK4/6, xak npaBuio, BBOIAT CIIOCOOOM, KOTOPbIi 00ecrieunBaeT BO3MOKHOCTD JIETKOTO
JOCTyNa JIEKAPCTBEHHOI'O CPEACTBA B KPOBOTOK, HANpUMep, C MOMOLIbI0 BHyTpuBeHHOH (IV)
UHBEKIMU. B COOTBETCTBMM C OJHHUM BapuUaHTOM ocymecTBieHuss uHruourop CDK4/6 BomsT
CyOBeKTy MeHee YeM MpHOIM3UTeNbHO 3a 24 vaca, 20 yacos, 16 yacos, 12 yacos, 8 yaco uiu 4 vaca,
2,5 4aca, 2 4aca, 1 gac, Y2 yaca unu MeHee 10 JIe4YeHUs1 C UCIIOJIb30BAHUEM XUMHOTEPAIIEBTHIECKOTO

cpeacrsa. B cootBercTBUHU C AJIBTCPHATUBHBIM BAPHAHTOM OCYLICCTBJICHUA COCIUHECHUC BBOIAT
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cyOBeKTy MeHee ueM NpHuOIM3HTeNbHO 3a 48 yacos, 40 yacos, 36 yacos uiy 32 yaca MM MEHee J10
JIeYEHUs] C MCIONb30BAHUEM XHUMMOTEPANEBTHUECKOrO CpEeACTBa. B  COOTBETCTBUM C OAZHUM
BAPUAHTOM  OCYIIECTBJICHUs cenekTuBHbI wuHruomrop CDK4/6 mnpencraBmser  coboit
ObICTPONEHCTBYFOIINH, XapaKTePU3YIOLINNCSA KOPOTKUM IEPHOAOM MOy ku3HN nHruourop CDK4/6.
B cootBercTBHM C OIHUM BapuaHTOM ocyiuecTieHus naruourop CDK4/6 mpencrasnsier coboi
coenuHeHue L.

Kak npasuno, uaruéurop CDK4/6 BBOmAT CyOBeKTy Iepen JieueHHEM C HCIIONb30BaHUEM
XUMHOTEPANEBTUUECKOTO CPEACTBA, B PE3yJIbTaTe Yero COSNMHEHNE JOCTUIaeT MIUKOBBIX YPOBHEH B
CBIBOPOTKE KPOBH JI0 UJIM BO BPEMsl JIEYUEHHUsI C UCIIOJIb30BAHNEM XUMHUOTEPANIEBTUYECKOTIO CPEACTBA.
B cootBercTBUM ¢ omHUMM BapuaHTOM ocyinecteieHus wHruourop CDK4/6 Beomsar cyObekty
npuOIM3UTENBHO 32 30 MUHYT IO BBEIEHHS XUMHOTEPAIIeBTHUECKOrO CPeNCTBa. B cooTBeTCTBUH C
OJTHMM BapHaHTOM ocyliecTBiaeHus uaruonrop CDK4/6 BBoasT cyObekTy mpubnusurenbHo 3a 30-
MHHYTHBIA IEPUOJ, a 3aTeM CYOBEKTY BBOASIT XMMHUOTEPANIEBTHYECKOE CPENCTBO. B cooTBeTCTBHHU C
OIHMM BapuaHTOM ocyiuectBieHuss nHruourop CDK4/6 BBOIAT OOHOBpPEMEHHO C BO3JEHCTBHEM
XHUMUOTEPANeBTUYECKOrO CpecTBa WM Onusko k HeMy. Ecnu jxkenaTenpHO, COeIUHEHHE MOXKHO
BBOJIUTH HECKOJIBKO Pa3 BO BpeMsl JIEUEHUSI XUMHUOTEPAIIeBTUIECKUM CPEICTBOM TSI MAKCUMaJIbHOTO
NOBBILIEHNUS MHIHMOMPOBAaHUS, B OCOOEHHOCTH, KOIZla XHUMHOTEpaleBTHYECKOE JIEKapCTBEHHOE
CPEACTBO BBOAAT B TEYEHHE MJIUTENIBHOTO MEPHOAA, WIM OHO XapaKTepU3yeTCs UIUTEIbHBIM
NIEPHOIOM IOJYKU3HH. B COOTBETCTBUY € allbTEPHATUBHBIM BAPHAHTOM OCYIIECTBIIEHHSI HHTHOUTOP
CDK4/6 MOXHO BBOAWTH TOCHE BO3IACHCTBUS XHMHOTEPANEBTHYECKOTO CPEACTBA, €CIH 3TO
JKEJIATEeNIbHO AJIS1 YMEHbIIEHHUs TOBPEKASHHSI 3J0POBbIX KJIETOK, aCCOLIMUPOBAHHOTO C BO3JI€HCTBHEM
XUMHOTEPANIEBTUYECKOTO  CpeAcTBa. B COOTBETCTBUM € ONpENENeHHbBIMH  BapUAaHTAMHU
ocymectsienus: uHruoburop CDK4/6 BBOmAT BILUIOTH A0 MpUONU3UTENBHO Y2 Yaca, BIUIOTH A0
npubIM3UTeNBbHO | Yaca, BILUIOTH 10 MPUOIU3UTENIBHO 2 YacOB, BILIOTH 10 MPUOIU3UTENBHO 4 4acoB,
BIUIOTb A0 NPUOIM3UTENbHO 8 YacoB, BIUIOTH 10 MpudnusutenbHo 10 yacoB, BIUIOTH [0
npuOIM3UTENBHO 12 YacoB, BIUIOTH A0 NMPHONMU3UTENBHO 14 4acoB, BILUIOTH 1O MPUOIH3UTENBHO 16
4acoB WM BIUIOTh 710 npubmmsurensHo 20 dwacoB wunu  Oonee mocie  BO3AEHCTBUS
XUMHOTEPANEBTUUECKOrO CPeACTBa. B COOTBETCTBUM € KOHKPETHBIM BAPUAHTOM OCYIIECTBIICHHS
uHruouTop CDK4/6 BBOIAT BIIOTH 0 BPEMEHHOIO MHTEpBaia MpUOIM3UTeNbHO 0T 12 "acos no 20
4aCcOB MOCJI€ BO3JEMCTBU XMMHOTEPANIeBTUIECKOIO CPeACcTBA. B COOTBETCTBUU C OAHUM BapUAHTOM
ocyecTBIeHUs] celekTuBHbI wHrHoOmTop CDK4/6 mpencraBiser co0oil OBICTPOAEHCTBYIOLIHI,
XapaKTEePU3YIOLIUICSI KOPOTKUM mepuonoM mnonyskusau unruoutop CDK4/6. B coorsercTBum ¢

OIHHMM BapuaHTOM ocyectsienus nHruoutop CDK4/6 npencrasisier coboit coenuuaenue 1.
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B coorBercTBUU C OZHUM acmnekToM npuMeHeHne nHruouropa CDK4/6 MoxHO HazHavaTh
COIVIACHO MHAYKLHUOHHOMY pEKUMY JO3UPOBAaHUS CO CTAHJAPTHBIM pEXHMOM WIH CXeMOMU
NO3UPOBaHHUS  XUMHOTEpAINeBTUYECKOTO  CPeACcTBA B KOMOMHAIMM C  HUHTUOMTOPOM
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYEK B TE€YEHHE MHOIOCYTOYHOIO LMKJIa. B cooTBercTBuu ¢
OJJHUM BapHaHTOM OCYLIECTBJIEHUs] MHOTOCYTOYHBIN LUKJ cocTaBiAeT 21 cyTku. B coorsercTuu ¢
JOTOTHUTENIBHBIM BAPUAHTOM OCYLIECTBIICHUs 21-CyTOUHBIN LUK NOBTOPIOT 1, 2, 3, 4 umu 5 unun
6onee pa3. Hanpumep, narudurop CDK4/6 MOXHO BBOIUTB TAKMM 00pa3oM, YTOOBI PETUIMKALIMOHHO
3asucumble o CDK4/6 HSPC u s¢dexropHble mMMyHHBIEe KieTku OsokupoBaiuchk B ¢ase G1 Bo
BpeMs BO3IEHCTBHSI XHMHOTEPANEBTHYECKOrO CPEACTBA, IPH 3TOM BCJIEACTBHE OBICTPOrO
ucuesHoBeHUs1 Onokupyromero B ¢aze Gl sddexra coennHEHMH 3HAYUTETBHOE KOJMYECTBO
3I0POBBIX KIIETOK IIOBTOPHO BXOAAT B KJIETOYHBI IIMKJ M CIIOCOOHBI K AaKTUBALMU W/WJIN
BOCIIPOU3BOJCTBY MOCPEACTBOM JAEJIEHHsI BCKOpE MOCHAE€ BO3JAEHCTBUS XUMHOTEPANEBTUYECKOTIO
CpeICTBa, HaMpUMep, B Mpeaenax MeHee ueM npudausutenbHo 24, 30, 40 unu npubau3utensHo 48
qacoB. B coorBercTBMM ¢ OmHMM BapuaHTOM ocyiiecTBieHus uHruourop CDK4/6 BBOmsT B
KOMOMHALMM C XWUMHOTEPANeBTUUYECKUM CPEACTBOM U HHTHOUTOPOM HMMYHOJOTHMYECKHX
KOHTPOJIbHBIX TOYEK, B TOM 4YHcle, 0e3 OrpaHWYeHHs, COTJIACHO CXeMe JICYeHHMs, MPHU KOTOPOH
XHUMHUOTEPANIEBTUYECKOE CPEACTBO BBOIAT: B 1-3 cyTku Kaxkaple 21 cyTku; B 1-3 cyTku Kaxabie 28
CyTOK; B 1 cyTku kaxkabie 3 Hemenu; B 1 cyTku, 8 cyTku u 15 cyTku kaxnabie 28 cyTok, B 1 cyTku u 8
CyTKH Kaxxable 28 cyTok; B 1 u 8 cyTku kaxzaple 21 cyTku; B 1-5 cyTku kaxapie 21 cyTku; B 1 CyTkun
B Henlenu B TeueHue 6-8 Henenb; B 1, 22 u 43 cyTky; 1 u 2 cyTku exeHeAenbHo; 1-4 u 22-25 cyTku;
1-4, 22-25 u 43-46 cyTku;, W COIJIaCHO CXeMaM MOJOOHOTO THMA, MPH STOM PEIUIMKALIMOHHO
3apucumble ot CDK4/6 xnerku Onokupyrorcs B ¢ase Gl Bo Bpems Bo3neHCTBUSA
XHMHOTEpANEBTUYECKOIO  CpeACcTBa. B COOTBETCTBMM € JOMNOJHUTENBbHBIM  BAPUAHTOM
OCYILIECTBJICHUS] HHIHOUTOP HMMYyHOJOTMYECKMX KOHTPOJBHBIX TOYEK BBOMAST KaXble CYTKH,
KaXJble IBO€ CYTOK, KaXKJbple TPOe CYTOK, Pa3 B HEIENIO WIN ABa pa3a B Heaeno. B cooTsercTBuu ¢
OMHUM BapuaHTOM ocyuiectBieHus: uHruourop CDK4/6 mnpexncraBnsier coboii coenuHeHue I,
MHTHOUTOP UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK NpeacTasnseT codoi narudutop PD-1, PD-L1
w CTLA-4. B cOOTBETCTBHH C OTHUM BapUAHTOM OCYLIECTBIIEHUS] MHTMOUTOP UMMy HOJIOTUYECKIX
KOHTPOJIBHBIX TOUEK Ipeacrasisier coboit marndurop PD-L1. B cooTBeTcTBHM C OOHUM BapUAHTOM
ocymiectiienust nHruouTop PD-L1 mpencrasnsier coboli are3onmmn3ymad. B cooTBeTcTBHHM ¢ OTHUM
BApUAHTOM OCYLIECTBIICHHUS XMMHUOTEPANIeBTHYECKHE CPEICTBA MPENCTABISIFOT COOOH KapOomIaTuH u
sTono3uA. B cOOTBETCTBUU C OAHUM BAPUAHTOM OCYIIECTBJICHUS XUMHOTEPANIEBTUYECKOE CPENCTBO

IPECTABIISET COOOH TOMOTEKAH.
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B coorBercTBUU C OZHUM acmnekToM npuMeHeHne nHruouropa CDK4/6 MoxHO HazHavaTh
COIVIACHO MOAAEPKUBAKOIIEMY PEXKHUMY IO3UPOBAHUS CO CTAHAAPTHBIM PEXUMOM UM CXEMOHU
TO3UPOBAHUS XMMHOTEPAIIEBTHYECKOTO CPEACTBA U HHTHOUTOPAa MMMYHOJIOTHYECKIX KOHTPOJIBHBIX
Touek, npu 3ToM uHruourop CDK4/6 m xummorepaneBTHUECKOE CPEACTBO BBOASAT OTIENBHO B
TeUeHHEe MHOTOCYTOYHOTO IIMKJIA M TIOCIE 3aBEPLISHNS] MHOTOCYTOYHOTO IIUKJIA BBOAAT MHTHOUTOP
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYE€K. B COOTBETCTBMM C OAHMM BApHAHTOM OCYLIECTBICHUS
uaruoutop CDK4/6 n xuMuorepaneBTH4ecKoe CpeCTBO BBOAAT B TeUeHHE 2 1-CyTOYHOro LUK H,
HauuHas ¢ 22 CyTOK, HHMHOUTOpP MMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK BBOAAT B TEUSHHE IO
MeHblIel Mepe 21 CyTok, o MeHbIlel Mepe 42 CyTOK, IO MeHbLIEH Mepe 63 CyTOK, IO MEHbIIEH
Mepe 84 cyTok uiaum mo MeHbledl Mepe 105 cyTtok. B COOTBETCTBUM € OJHUM BapUAHTOM
ocymecTBiIeHus 2 1-cyTounbli uk BBeneHust naruonropa CDK4/6 u xumuorepanuy mosTopsitor 1,
2,3, 4 unu 5 pas nepex TeM, Kak BBOJAAT MHMHMOUTOP MMMYHOJOIMYECKUX KOHTPOJBHBIX Todek. B
COOTBETCTBHUHU C OJHUM BAapPHAHTOM OCYIIECTBJICHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
TOYEK BBOIAT OJUH Pa3 B CYyTKH. B COOTBETCTBUH C OAHUM BapHAaHTOM OCYILECTBICHHUS MHIHOUTOP
UMMYHOJIOTUYECKUX KOHTPOJBHBIX TOYEK BBOAST Pa3 B ABOE CyTOK. B cOOTBETCTBMM C OIHHUM
BApUAHTOM OCYIIECTBICHNS] HHTHOUTOP UMMYHOJIOTHYECKHUX KOHTPOJIbHBIX TOYEK BBOMST pa3 B TPOE
CYyTOK. B cooTBeTCTBMM C OJHMM BapHAHTOM OCYINECTBJIEHHS WHIMOUTOP MMMYHOJOTMYECKHX
KOHTPOJIbHBIX TOYEK BBOAAT OJAWH pa3 B HeAenro. B CcOOTBETCTBMM C OAHMM BapHUaHTOM

ocymectsiaenuss uHrubutop CDK4/6 mnpencraensier coOoif  coenuHeHue I, uwHrudburop

>
UMMYHOJIOTUYECKUX KOHTPOJIbHBIX TOUEK MPeNncTaBiisier codoi narudurop PD-1, unruburop PD-L1
wii uHruburop CTLA-4. B COOTBETCTBHMM C OIHHUM BapHAHTOM OCYLIECTBJICHHS HHTHOUTOP
KOHTPOJIBHBIX TOUEK IpencrasiseT codboit uarudutop PD-L1. B coorBeTcTBUN C OAHUM BapUAaHTOM
ocyinectBienus uaruourop PD-L1 npencrasnser coboii ate3onuzymad, U XUMHOTEPANIEBTHUECKHE
CpencTBa MpPeACTaBIsIIOT coboil kapOommaTuH u 3Tono3uA. B cooTBeTCTBHM C OIHUM BapHaHTOM
ocymectienuss unruourop CDK4/6 mnpencraBnser coboit coenmHenue I,  wHrHOUTOp
UMMYHOJIOTHYECKUX  KOHTPONBHBIX ~ TOYEK  IpexacraBisier  coboit  areonmmsymad, U
XHUMHOTEPANeBTUYECKOE CPENCTBO MPENCTABIsIET COOOH TOMOTEKAaH.

B cootrBercTBUM ¢ OMHUMM acrekToM mpumeHeHue uHruoutopa CDK4/6 MoXHO Ha3HadaTh
COIJIACHO MHIYKLMOHHOMY U MOJAEPKUBAIOIIEMY PEKUMY AO3UPOBAHUS CO CTAHAAPTHBIM PEXXUMOM
W CXEMOH JO3UPOBAHMs XUMHOTEPANeBTUUECKOrO CPEACTBA U MHIHMOUTOPAa MUMMYHOJOTHYECKUX
KOHTPOJIbHBIX TOYEK, Ipu 3ToM HHruoutop CDK4/6, xumuorepaneBTHIeCKoe CPeCTBO U HHTHOUTOP

HUMMYHOJIOTUYCCKNX KOHTPOJIbHBIX TOYEK BBOAAT B TEUCHUE MHOIOCYTOYHOI'O IUKJIA B (ba:se

WHAYKIOHU W IOCJIC 3aBEPLUICHHA MHOIOCYyTOYHOIO IHKIJIA, I/IHFI/I6I/ITOp HMMYHOJIOTHYECKHX
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KOHTPOJIbHBIX TOYEK IOMOJIHUTENBHO BBOISIT B (pase moxmnepskaHusi. B COOTBETCTBUU C ONHUM
BAPUAHTOM OCYINECTBJICHUS (asa HMHIYKLUUH TPEACTaBisieT coOoi 21-cyTouHeli wnuki. B
COOTBETCTBUU C JOTOJHUTEIbHBIM BapUAHTOM OCYINECTBIeHUsT 21-CyTouHyr (a3y HHAYKLUU
MOBTOPSIIOT BIUIOTH 10 1, 2, 3, 4 unu 5 pa3. B cOOTBETCTBUM C OAHUM BAPUAHTOM OCYIIECTBJIEHUS
(aza moxneprkaHUsl COCTABJISIET MO MeHbLIed Mepe 21 CyTkH, MO MeHbIIel mepe 42 CyTOK, Mo
MeHbLIell Mepe 63 CyTOK, MO MeHbluel mepe 84 cyTok mnu no Messwed mepe 105 cyrok. B
COOTBETCTBUU C OJJHUM BAPUAHTOM OCYLIECTBJIEHUS MHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX
TOYEK BBOISAT OJMH pa3 B CYTKH. B COOTBETCTBHH C ONHUM BAPHAHTOM OCYILIECTBJICHMSI HHTUOUTOD
MMMYHOJIOTUYECKUX KOHTPOJBHBIX TOYEK BBOIAT pa3 B JIBOE€ CYTOK. B COOTBETCTBUHM C OOHUM
BapUAHTOM OCYILIECTBICHUS] HHTHOUTOP UMMYHOJIOTHY€CKHUX KOHTPOJIbHBIX TOYEK BBOMST pa3 B TPOE
CYyTOK. B COOTBETCTBUMU C ONHMM BAapUAHTOM OCYLIECTBJICHHS WHTHOUTOP HMMYHOJIOTHYECKHX
KOHTPOJIBHBIX TOYEK BBOASAT OOWMH pa3 B Hexenmo. B CcoOOTBeTCTBUM C OJHHMM BapHAaHTOM

ocymectsienus: uHruobutop CDK4/6 mnpencraBnsier coboit  coemuHeHue I, uHruowurtop

>
UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK SIBIISIETCS] BEIOpaHHBIM M3 uHruouropa PD-1, nuaruburopa
PD-L1 unu uarubutopa CTLA-4. B cOOTBETCTBUY C OJJHHM BapUAHTOM OCYILIECTBICHUS HHTHOUTOD
UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK MpencTasisier codoit nurudurop PD-L1. B coorBercTBrn
C OIHHM BapHaHTOM ocyinecTBieHus uHruourop PD-L1 mpexncrasnser coOoii atesonmusymad, u
XHMHOTEPANIEBTHYECKHIE CPENICTBA MPEACTABIISIOT COO0H KapOOoIIaTHH 1 3Tono3ua. B coorBercTBum
C OomHUM BapuaHTOM ocyiectieHust nHruoutop CDK4/6 mpencrasnsier coGoif coemunenue I,
MHMMOWTOP HMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK MpeAcTaBisier coOOH are3onmmsymad, u
XHUMHOTEPANeBTHIECKOE CPEICTBO MPENCTABIsIET COOOH TOMOTEeKAaH.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruourop CDK4/6 B komOuHaumu ¢
MHMMOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK M XHMHOTEPANEBTHYECKUM CPEICTBOM
MOXHO TMNPUMECHATDb JIs1 YBCJIMYCHUA MOMYJIAIUNU MPOBOCHAIUTCIIBHBIX Sq)(l)eKTOprIX HUMMYHHBIX
KJIETOK B COCTaBe MOMYJIALUN UHOUIBTPUPYIOIINUX BHYTPb OMyXOJIU UMMYyHHBIX KJIETOK y CyOBbeKTa
C PaKOM WM OITyXOJIbIO. B cooTtBeTcTBHUH C OAHUM BapUaHTOM OCYLIECTBJICHUA TIOMMYJIALNA
IPOBOCTIATIUTENbHBIX 3()(EKTOPHBIX UMMYHHBIX KJIETOK YBEIWYMBAETCS HA BEJNUUMHY BIUIOTH 1O
10%, 20%, 30%, 40%, 50% wunau Oojiee MO CPAaBHEHUIO C TMOMYJISIIMEH MPOBOCIANIUTENbHBIX
3¢ GEeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IMOMYJSLUN HHOWIBTPUPYIOLMX BHYTPb OMYXOJH
MMMYHHBIX KJIETOK 0€3 CIerraibHO PacCCUUTAaHHOrO MO BpeMeHH BBeaeHus: naruoutopa CDK4/6. B
COOTBETCTBUH C OJHMM BapHUAHTOM OCYIIECTBIICHHS TIOMYJISILNS IIPOBOCTIATUTENBHBIX 3PP EKTOPHBIX
MMMYHHBIX KJIETOK B COCTaBe MOMYJIALUN HHQUIBTPUPYIOIIHUX BHYTPh ONMYXOJH UMMYHHBIX KJIETOK

yBENUUUBAETCs MpuONMM3uTeNbHo Ha 10% 1o CpaBHEHHMIO C TOMYJISIHMeN MPOBOCHATHUTENBHBIX
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3¢ GEeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IMOMYJSLUN HHOWIBTPUPYIOLIMX BHYTPb OMYXOJIH
UMMYHHBIX KJIETOK 0€3 CIelManbHO PacCYUTaHHOrO 10 BpeMeHU BBeaeHus nuruouropa CDK4/6. B
COOTBCTCTBHUU C OAHUM BApUAHTOM OCYILICCTBJIICHHS MONYJIALUA TPOBOCHAIUTECIIBHBIX 3(1)(1)6KTOpHI>IX
UMMYHHBIX KJIETOK B COCTaBe MOMYJIALUN HHQUIBTPUPYIOIINUX BHYTPDb ONMYXOJH UMMYHHBIX KJIETOK
yBEIMYUBAeTCs NpUOIM3nTenbHO Ha 20% MO CPaBHEHHMIO C TOMYJISIIMEH NPOBOCHAIHTENBHBIX
3¢ EeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IOMYJILUN HHPIIBTPUPYIOIUX BHYTPb OIYXOJH
UMMYHHBIX KJIETOK O€3 CIellManbHO PacCYUTaHHOrO 10 BpeMeHU BBeaeHus nuruouropa CDK4/6. B
COOTBETCTBHH C OJHUM BapHUAHTOM OCYIIECTBICHHS TIOMYJISILNS IIPOBOCTIATUTENBHBIX 3PP EKTOPHBIX
UMMYHHBIX KJIETOK B COCTaBe MOMYJIALNUN HHQUIBTPUPYIOIIUX BHYTPb OMYXOJN UMMYHHBIX KJIETOK
yBeIMYUBaeTCs NpuOIM3nTenbHO Ha 30% MO CPaBHEHHIO C TOMYJISIIHMEH NPOBOCHAIHTENBHBIX
3¢ PEeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IMOMYJSILUN HHOWIBTPUPYIOLIMX BHYTPb OMYXOJIH
UMMYHHBIX KJIETOK 0€3 CIellManbHO PacCUUTaHHOrO 10 BpeMeHU BBeaeHus nuruouropa CDK4/6. B
COOTBETCTBHH C OJHHM BapHUAHTOM OCYIIECTBIICHHS TIOMYJISILNS IPOBOCTIATUTENBHBIX 3PP EKTOPHBIX
UMMYHHBIX KJIETOK B COCTaBe MOMYJIALUN HHQUIBTPUPYIOIIUX BHYTPhb OMYXOJH NMMYHHBIX KJIETOK
yBeIMYUBaeTCs NpuOIM3nTenbHO Ha 40% MO CPaBHEHHIO C TOMYJSIMEH NPOBOCHAIHTENBHBIX
5 PEKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IMOMYJSILUN HHOWIBTPUPYIOLIMX BHYTPb OMYXOJH
UMMYHHBIX KJIETOK O€3 CIelManbHO PacCYUTaHHOrO 10 BpeMeHU BBeaeHus nuruouropa CDK4/6. B
COOTBETCTBHH C OZTHUM BapPHAHTOM OCYIIECTBJICHHS TTOIY LN TPOBOCHATUTENBHBIX 3 PEKTOPHBIX
UMMYHHBIX KJIETOK B COCTaBe IMOMYJIALUN HHQUIBTPUPYIOIIUX BHYTPb OMYXOJH HUMMYHHBIX KJIE€TOK
yBeIMYUBaeTCs NpUOIM3nTenbHO Ha 50% MO CPaBHEHHMIO C TOMYJISIIHMEH NPOBOCHAIHTENBHBIX
3¢ PEeKTOPHBIX MMMYHHBIX KJIETOK B COCTaBe IMOMYJSILUUH HHOWIBTPUPYIOMIMX BHYTPb OMYXOJH
UMMYHHBIX KJIETOK 0€3 CIelMaibHO PacCYUTaHHOTO 10 BpeMeHU BBeneHus naruouropa CDK4/6. B
COOTBETCTBUM C OJHHMM BapuaHTOM ocyiiectieHuss unruourop CDK4/6 mnpencrasnser coboit
coenuHenue I. B cooTBeTcTBHM C OMHUM BapUAHTOM OCYLIIECTBJIEHUS] THTHOUTOP UMMY HOJIOTHYECKHIX
KOHTPOJIbHBIX To4eK mpenctasisier codoit narnoutop CTLA-4, uarudurop PD-1 unu uarudurop
PD-L1. B coorBercTBUM C OJHMM BapHaHTOM ocyliecTBieHus uHruourop PD-L1 mpencrasnser
coboit aresommzymald. B COOTBETCTBUM € OIHUM BapUaHTOM OCYILIECTBJIEHUS WHIHOUTOP
UMMYHOJIOTUYECKMX KOHTPOJIbHBIX TOYEK mpeacTasisier codoit uaruoutop CTLA-4, BeiOpaHHBIN U3
rpynnsl, cocrosimed n3 unauMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OFAHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP UMMYHOJOIHYECKUX KOHTPOJIbHBIX
TOYeK npencrasisier coboit narudourop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIECH M3 HUBOMyMaba

(Opdivo®), nembOponuzymada (Keytruda®) u nuaunuzymada.
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B cooTBercTBUM ¢ OgHUM BapuaHTOM ocyuiecTsieHust nHruontop CDK4/6 B komOnHanmu ¢
UHFHOUTOPOM HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK M XUMHOTEPANeBTHUYECKHUM CpPEICTBOM
MOKHO MPUMEHSITD JIJIsI TOBBIIIEHHST aKTHBALUHU T-KJIETOK B MOMY I HH)IIIBTPUPYIOINX BHYTPh
ONYyXOJM HWMMYHHBIX KJIETOK Yy CyOBEKTa C pakoM WM ONyXONbk. B cooTBeTcTBMU C ONHUM
BapUAaHTOM OCYIIECTBJICHHUsSI aKTHUBHpOBaHHas T-kjerka mpexacraBisier codoit CD4+ T-knetky. B
COOTBCTCTBHUU C OAHUM BAPUAHTOM OCYIICCTBIICHUA aKTUBUPOBAHHAs T-xneTka npeaAcCTaBJIsIET CO6OI>1
CD8+ T-knetky. B cooTBeTCTBUM ¢ OAHUM BapHAHTOM OCYILECTBJICHUsI aKTUBUPOBaHHbIE T-KiIeTKH
npoAyUUpPYIOT uHTEpepoH y. B COOTBETCTBHMH ¢ ONHHUM BapHAHTOM OCYIIECTBICHHS MPOLIEHT
AKTHBHPOBAHHBIX T-KJIETOK B IOMYJIALUN HHQUIBTPUPYIOIIUX BHYTPD OMYXOJH UMMYHHBIX KJIETOK
cocTaBisieT npubu3uTeabHo 5%, 10%, 15%, 20% wnu Gonee. B COOTBETCTBHM C OJHUM BapHAHTOM
OCYIIECTBJICHUS] NPOLIEHT AKTHBUPOBAHHBIX T-KJIETOK B MOMYJISLIUHM HHPUIBTPUPYIOIINUX BHYTPH
OIyXOJI UMMYHHBIX KJIETOK COCTaBJISIET MPUOIU3UTENBHO 5%. B COOTBETCTBUY C OHUM BapUaHTOM
OCYILIECTBJICHUS] MPOLIEHT AKTUBUPOBAHHBIX T-KJIETOK B MOMYJISIIUH HHPUIBTPUPYIOIIUX BHYTPH
OMyXOJIW MMMYHHBIX KJIETOK cocTaBisier npuOnusurenpbHo 10%. B cooTBercTBUM C OXHHM
BapUAHTOM OCYILECTBJIEHUS MPOLIEHT aKTUBUPOBAHHBIX T-KJIETOK B MOMY ALY HHQUIBTPUPYIOLINX
BHYTPb OIMYXOJIM MMMYHHBIX KJIETOK COCTaBJisieT nmpubiusutenbHo 15%. B cooTBeTcTBUU ¢ ONHUM
BApUAHTOM OCYILECTBJIEHUS MPOLIEHT aKTUBUPOBAHHBIX T-KJIETOK B MOMY ALY HHQUIBTPUPYIOLINX
BHYTpPb OIYXOJM UMMYHHBIX KJIETOK cocTaBisieT npudiamsutenbHo 20%. B cooTBeTcTBHM € OTHUM
BapUAHTOM OCYLICCTBJICHUSA IMPOAYKIIMA I/IHTep(I)epOHa Y NOBBIINACTCA BCJICACTBHUEC HOBbILHaIOU.[efI
peryssiuuu reda IL2, rena IL 18 wnu rena LTA. B coOTBETCTBUN C OJHUM BapUAHTOM OCY LIIECTBJICHUS
NPONyKIMsl HWHTepdepOoHa Y MOBBILAETCS BCIEACTBHE NOBbIMAamomeil perymsunun rema 1L2. B
COOTBETCTBUU C OJHHM BApHUAHTOM OCYIIECTBJIEHHS MNPOAYKLHUS HMHTeppepoHa 7y IOBBILIAETCS
BCJIEZICTBUE TOBbIIaroLed peryssinua reda IL18. B cooTrBercTBuM ¢ OIHMM BapuaHTOM
OCYIECTBJICHUSI MPOAYKLHs MHTep(EepOHa Y MOBBIIAETCS BCJICACTBHE MOBBIMLAOLICH PEryJsLun
reda LTA. B cooTBeTCTBIH ¢ OHIM BapHaHTOM ocyiuecTsiaeHus naruourop CDK4/6 npencrasnser
coboit coemuuenne I. B cooTBeTcCTBMM € OJHUM BAapPUAHTOM OCYINECTBICHHS HHTHOUTOD
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK npencTasiser codoit naruéurop CTLA-4, uaruéurop PD-
1 vnu uaru6utop PD-L1. B coOTBETCTBHM ¢ OAHUM BapuaHTOM OCyliecTBIeHHs HHruoutop PD-L1
npexacrTaBiser coOoi arte3onm3yMad. B COOTBETCTBMM C OJHUM BapHAHTOM OCYIIECTBIICHHUS
UHTUOUTOP MMMYHOJIOTUYECKUX KOHTPOJIbHBIX TOUEK mpeacTaBisier codoit marudourop CTLA-4,
BBIOpaHHBIN U3 Tpymmbl, cocrosinedl u3 urummymada (Yervoy®), tpemenumymada, AGEN1884 u

AGEN2041. B cOOTBETCTBUH C OTHUM BapHAHTOM OCYLIECTBJIEHUS] HHTUOUTOP UMMYHOJOTHYECKUX
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KOHTPOJIBHBIX TOUEK IpeacTanisieT coboit maruontrop PD-1, BEIOpaHHBIN U3 TPYHIIbL, COCTOAIIEH U3
HuBosymaba (Opdivo®), nemOpommsymada (Keytruda®) n nuaunmzymabda.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHFHOUTOPOM HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK M XHMHOTEpPANeBTUYECKUM CPEICTBOM
MOXHO TPUMEHATb JJIsl YMEHbLIEHUs MOMysauuu peryastopHbix T-xierok (Treg) B momymsauuun
UHQUIBTPUPYIOLMIUX BHYTPDb OMYXOJM MMMYHHBIX KJIETOK y CyOBEKTa, CTPaJaroLero OT paka MM
onyxoiu. B cooTBeTCTBMM C OJHUM BapuUaHTOM OCylLIecTBIeHus Treg mnpencrasnser coboit
CD4+CD25+ Treg. B cooTBeTcTBUM C OTHUM BapUAHTOM OCY LIIECTBIICHHSI MOy JILINS PETYJIATOPHBIX
T-knerok B mnonymsiuMd  MHQUIBTPUPYIOINUX  BHYTPh ONYyXOJHM  KJIETOK  YMEHbLIAETCs
npubnusurenpbHo Ha 10%, 20%, 30%, 40% wnu Oojee 1O CpPaBHEHHIO C TOMYJIsALUE
UHQUIBTPUPYIOLINX BHYTPb OMYXOJIN KJIETOK OT CyObekTa, He mosydasiuero naruourop CDK4/6. B
COOTBETCTBUU C OJHUM BAPUAHTOM OCYINECTBIEHMs MOMYJSILIUs PEryATOpHbIX T-KJIeTok B
HOMNYJISIUY HHQHIBTPUPYIOLINX BHYTPb OMYyXOJH KJIETOK yMeHbLIaeTcst mpudm3uTenbHo Ha 10% mo
CPaBHEHHIO C THomysinueld WHQUIBTPUPYIOLIMX BHYTPb OINYXOJNU KJIETOK OT CcyOBeKkTa, He
nojydasiiero uHruOurop CDK4/6. B cooTBeTCTBMM € OOHUM BAapUAHTOM OCYLIECTBJICHUS
HOMYJBSIIHS PETyJIATOPHBIX T-KJI€TOK B MONYJSIMMU MHQWIBTPUPYIOIINX BHYTPb OIYXOJH KJIIETOK
yMeHblIaeTcs Npuoau3uTenbHo Ha 20% 1o CpaBHEHUIO € MOMYJIALUed HHQUIBTPUPYIOLIUX BHYTPb
OMyXOJIU KJIETOK OT cyObekTa, He moyuaBiiero uaruourop CDK4/6. B cooTBeTCTBUU C OXHUM
BApUAHTOM OCYILECTBIICHUS MTONYJISILUS PETyIATOPHBIX T-KIETOK B MOMYJISNH HHQUIBTPUPYOLINX
BHYTpPb OINYXOJH KJIETOK YMEHbIIaeTcs npuobausutenbHo Ha 30% MO CpaBHEHUIO C MOMyJsIuei
MHQUIBTPUPYIOLINX BHYTPb OMYXOJIN KJIETOK OT CyOBbekTa, He rnony4asiero naruounrop CDK4/6. B
COOTBETCTBUU C OJHUM BAPUAHTOM OCYINECTBIEHMs MOMYJSILUS PEryJATOpHbIX T-KJIeTOKk B
HOMY JIALUY HHQUIBTPUPYIOIINUX BHYTPb OIYXOJIH KJIETOK YMEHbIIAeTCst Npuonmm3uTenbHo Ha 40% 1o
CPaBHEHHIO C mTomyJsinuell HHQUIBTPUPYIOIIMX BHYTPb OINYXONH KJIETOK OT CyObekTa, He
nogy4asiero uaruoutop CDK4/6. B cooTBETCTBUY C OJTHIM BApUAHTOM OCYIIE€CTBICHUSI HHTHOUTOP
CDK4/6 npencrasmnsier codoii coenuHenne 1. B cooTBeTCTBUHM C OMHUM BapHaHTOM OCYLIECTBIICHUS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4eK mpexacTrasiser coboi mHruburop CTLA-4,
unHrudurop PD-1 unu uaruburop PD-L1. B cOOTBETCTBHH C OIHUM BapHAHTOM OCYILIECTBJICHHS
uaruoutop PD-L1 npexncrasnser coboil aresonnszymald. B cooTBeTcTBMM C OZHHM BapHaHTOM
OCYLIECTBJIEHUS] HHTUOUTOP HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK IpeACTaBiIseT cobolt
uaruoutop CTLA-4, BeOpanHblii w3 rpymmbl, cocrosimeil u3 wumimmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUU C OJHUM BapHaHTOM OCYINECTBIICHHS

UHTHOUTOP HMMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboit mHruourop PD-1,
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BBIOpAHHBIN U3 TPyIIbL, cocTosiiei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
nuaunu3ymadba. B cooTBeTCTBMM C OAHMM BapHaHTOM OCYILECTBIEHUS CEJNEKTHBHBIN MHIHOUTOP
CDK4/6 mpencraBnsieT co00i OBICTPOAEHCTBYIOIINI, XapaKTEPU3YIOLIHICS KOPOTKUM MEPHOIAOM
noiy>xu3Hu uHruduTop CDK4/6. B coOTBETCTBHM C OJHUM BapHaHTOM OCYIECTBIIEHUS HHTHOUTOP
CDK4/6 npencrasnsieT coboii coenriHeHue 1.

B cooTBercTBUM ¢ OgHUM BapuaHTOM ocyuiecTsieHust nHruontop CDK4/6 B komOnHanmu ¢
UHTHOUTOPOM HMMMYHOJIOTUYECKUX KOHTPOJBHBIX TOUEK M XHMHOTEpPAreBTUYECKHUM CPENCTBOM
MOKHO MPUMEHSITD JUII HHTHOUPOBAHUS HIMMY HOCYTIPECCOPHOH (DYHKIIMU PETYJSITOPHBIX T-KJIeTOK B
NOMYJSIIUN UHQUIBTPUPYIOLIMX BHYTPb OMYXOJH KJIETOK Y CyOBEKTa ¢ pakoM WIIM ONMyXOojbio. B
COOTBETCTBHU C OJHUM BapUAHTOM OCyLIecTBIeHus Treg mpencrasiser codoit CD4+CD25+ Treg. B
COOTBETCTBUU C OAHHMM BAPUAHTOM OCYLIECTBJIEHHs AOJsI BHYTPHOIYXONEBBbIX 1reg B MOmyJsiiuu
CD4+ T-kneTok HUXe Ha BEJIMYUHY, COCTABJAOIY 0 BILIIOTE A0 10, 20, 25, 30, 35, 40 unu 50%, no
CPaBHEHHIO C XMMHOTEPAMEBTHYECKUM CPEICTBOM/UHTUOUTOPOM KOHTPOJBHBIX TOYEK OTHEIHHO
cycts 1o MeHbineil mepe 7, 8, 9, 10 mnu 15 cyrok mim Oonblumii mepuop mocne jedeHus.. B
COOTBETCTBUM C OJHUM BAapHAHTOM OCYINECTBIEHHUS HMMYHOCYIIPECCOPHYIO  (PYHKLHIO
peryaTopHbIX T-KIETOK M3MEpSIIOT MO CHIDKeHHIO ypoBHs ¢ocdo-Rb. B coorBercTBHM ¢ ogHUM
BapPUAHTOM OCYyLIeCTBIeHUs YpoBHH (poco-Rb B perynsaropHoii T-KIeTKe CHUXKAFOTCS IO MEHbIIEH
mepe Ha 10%, 20%, 30%, 40%, 50% unu Oonee 1Mo CpaBHEHHIO C MOMYJIALUENd HHPUIBTPUPYIOIIUX
BHYTPb OIYXOJM HMMYyHHBIX KJIETOK OT CyObekra, He mosyuasinero unruourop CDK4/6. B
COOTBETCTBUHU C OJIHUM BapHaHTOM OCYILECTBIeHUs ypoBHU ¢pocho-Rb B perymnaropHoit T-kierke
CHIDKAIOTCS MpuOnu3nTenbHo Ha 10% mo cpaBHEHUIO ¢ MOMyJsiHed WHQUIBTPUPYIOMUX BHYTPb
OIyXOJIM UMMYHHBIX KJIETOK OT CyObekTa, He nojyuasiiero uaruourop CDK4/6. B coorsercrBuu ¢
OTHUM BapHaHTOM OCYINeCTBieHUss ypoBHU (ocho-Rb B perynstopHoii T-kjeTke CHHKAIOTCS
npubnmsurenbHo Ha 20% 1O CpaBHEHUIO € NOMyJsInUell MHOUIBTPUPYIOIIUX BHYTPb ONYXOJH
UMMYHHBIX KJIETOK OT CyOBekTa, He mojydasiuero uaruourop CDK4/6. B coorBercTBUU ¢ ONHUM
BApUAHTOM oOcCyliecTBieHus: ypoBHH ¢ocdo-Rb B perymsaroproit T-knerke CHIXKAOTCS
npubnmsurenbHo Ha 30% MO CpaBHEHUIO C NOMyJsIIUel MHOUIBTPUPYIOIIUX BHYTPb ONYXOJH
UMMYHHBIX KJIETOK OT CyObekTa, He mojy4vasinero uHruourop CDK4/6. B cooTBeTcTBUU ¢ OTHUM
BAPUAHTOM oOcCylLiecTBieHus ypoBHH ¢ocdo-Rb B perynaroproit T-knerke CHMXKAOTCS
npubausuTenbHo Ha 40% MO cpaBHEHUIO C NOMyJsIMel MHOUIBTPUPYIOIUX BHYTPb ONYXOJH
UMMYHHBIX KJIETOK OT CyObekTa, He mosydasiunero uaruourop CDK4/6. B cooTBeTcTBHM C OIHUM
BApPUAHTOM OCyllecTBieHUus: ypoBHH ¢ocdo-Rb B perynaroproit T-knerke CHUXKAOTCS

npudmmuTenbHo Ha 50% 1O CpaBHEHUIO ¢ TOMyJsInUed MHQWIBTPUPYIOIIUX BHYTPb OMYXOJH
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UMMYHHBIX KJIETOK OT CcyObekTa, He mosyuasinero naruourop CDK4/6. B cooTBeTCTBHM C OIHUM
BapuaHTOM ocymectsiaeHust wuHruourop CDK4/6 mnpencraensier coboii coequnenne [ B
COOTBETCTBHUHU C OJHUM BAapPHAHTOM OCYIIECTBJICHUS] HHTUOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
touek mnpencrasiser coboi mHrnbutop CTLA-4, mnruburop PD-1 wmmm urruburop PD-L1. B
COOTBETCTBMH C OJHHMM BapUaHTOM ocyuiecTBieHuss uHrubutop PD-L1 npexncrasnser coboit
arezonmu3ymad. B cooTBeTcTBUM ¢ OOHMM  BAapUAHTOM  OCYIIECTBJIEHHSI  WHTHOHMTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasiseT codol uarnoutop CTLA-4, BoiOpaHHbBIN U3
rpynmsl, cocrosimed u3 urmmmMmymada (Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYIIECTBJIEHUS HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIBbHBIX
TOYeK mpencrasisier coboit narudurop PD-1, BeIOpaHHBIN U3 TPYIIILL, COCTOALIECH M3 HUBOJNyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nugunuzymadba. B cOOTBETCTBHM C OJHUM BapUAHTOM
OCylLIecTBJIEeHUs cenekTuBHbI uHruourop CDK4/6 mpexncraBnser coOoil ObICTpOAEHCTBYIOLINI,
XapaKTEePU3YIOLIUICSI KOPOTKUM MepuonoM moayskuzuu unruoutop CDK4/6. B cooTBeTcTBHM C
OIHMM BapuaHTOM ocyiectsienus naruoutop CDK4/6 npencrasisier coboii coenuHenue 1.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTsieHus: nHruoutop CDK4/6 B komOuHaumu ¢
UHTHOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUEK M XHMHOTEPANeBTUYECKHUM CPEICTBOM
MOXXHO TPUMEHTb JIJIs1 YCUJIEHHs oOpa3oBaHHs omyxosjecnenuduyeckux T-KJIeTOK MaMsTH y
cyOBeKTa C paKkoM HJIM OMyXOJIbI0. B COOTBETCTBUM ¢ OJHUM BapHAHTOM OCYLIECTBJICHHUS MPOIICHT
onyxonecriermpuyeckux T-kIeTok namsaTy, 0OHapy KUBAEMbIX B CeJe3€HKe CyOBEeKTa, IOBBILIAETCS
o MeHbIIel Mepe nmpumepHo Ha 0,25%, 0,5%, 0,75%, 1% wunu Oonee ot obmelt monyisauuu T-KJIeTOK.
B cooTBeTcTBHM ¢ OIHMM BapHAHTOM OCYINECTBIIEHHS IMPOLEHT omyxodecnenuduaeckux T-kieTok
naMsATH, OOHapy)KMBaeMbIX B cCelle3eHKe CyObekTa, Mmosblaercs npudmmsutensHo Ha 0,25% or
obmeit momynsumu T-kietok. B cOOTBETCTBMU ¢ ONHUM BAapPHAHTOM OCYINECTBICHUS MPOLICHT
onyxonecrierpuaeckux T-kIeTok namaTy, oOHapy KUBAaEMbIX B CeJe3eHKe CyOBEKTa, MOBBILIAETCS
npubmusurenbHo Ha 0,5% ot obuielt nonynsanuu T-kneTok. B cooTBeTcTBUM ¢ OMHUM BapUaHTOM
OCYILIECTBJICHUS] TPOLEHT omyxojecrnenuduyeckux T-KI€TOK MamsTH, OOHapyKMBaeMbIX B
ceye3eHke CyOBbeKTa, MoBbIIaeTcs npuoan3utenbHo Ha 0,75% ot obmeit monynsiuun T-knerok. B
COOTBETCTBUU C OJHHMM BApUAHTOM OCYINECTBJICHHs MPOLEHT omyxojecreruduaeckux T-KIeTok
namsTH, OOHaPy KUBAaEMBIX B Celie3eHKe CyOBeKTa, MOBBIIAeTCs NPHOIU3NTeNbHO Ha 1% ot olmmeit
nonyssiuuu - T-knetok. B cooTBeTCTBMM C OJHMM BAapUaHTOM OCYLIECTBJIEHHS IPOLIEHT
omnyxoJecrerpuieckux T-KIeTOk maMsaTH, OOHAPYKUBAEMBIX B KPOBH CyOBEKTa, MOBBILIAETCS 110
MeHblned Mepe npumepHo Ha 0,5%, 1%, 1,5% wunu Gonee ot obmel monyssinuu T-kierok. B

COOTBCTCTBHU C OAHUM BapHAHTOM OCYIICCTBJICHUA IPOLECHT OHYXOHGCHGHI/Iq)I/ILIeCKI/IX T-xyeTok
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namsTH, oOHapy)KMBaeMbIX B KPOBH CyObeKkTa, MoBblaercs npuonmsuresnbHo Ha 0,5% ot obmeit
nonyyusauun  T-xknetok. B COOTBETCTBUM C OJHUM BapUAaHTOM OCYIUECTBJIEHUS IMPOLIEHT
onyxoJecrermpuieckux T-KJIETOK MaMsATH, OOHAPYKUBAEMBbIX B KPOBU CyOBEKTa, IMOBBILIAETCS
npubmusurenpbHo Ha 1% ot olmei nonysuuu T-kietok. B cOOTBETCTBUU C ONHUM BapHUAHTOM
OCYIIECTBJICHHs TPOLIEHT omyxoJjecrnenuduyeckux T-kieTok maMsaTH, oOHapyKMBAaeMbIX B KPOBHU
cyOBbeKTa, MoBbIIaeTcst Npudu3uTeNnbHO Ha 1,5% ot obrueii nonyisiuuu T-knetok. B cooTBeTcTBIM
C OIHMM BapuaHTOM ocyuiecteieHus uaruoutop CDK4/6 npencrasnser coboit coenunenue 1. B
COOTBETCTBHUHU C OJHUM BAapPHAHTOM OCYIIECTBJICHUS] HHTUOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
touek mnpencrasiser codoi uHrnbutop CTLA-4, maruburop PD-1 mmm marnburop PD-L1. B
COOTBETCTBMM C OJHHMM BapUaHTOM ocyuiecTBieHus: uHruOutop PD-L1 mpencrasnser coboit
arezonmn3ymad. B cooTBeTcTBUM ¢ OOHMM  BAapUAHTOM  OCYLIECTBJIEHHSI ~ MHTHOHTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasiseT codol uarnoutop CTLA-4, BoiOpaHHbBIN U3
rpymnmsl, cocrosimed u3 urmmMmymada (Yervoy®), tpemennmymada, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBbHBIX
TOYeK mpeacrasisier coboit nHrudutop PD-1, BEIOpaHHBIN U3 TPYIIIBL, COCTOSIIEN M3 HUBOJMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nugunuzymadba. B cOOTBETCTBHM ¢ OOHUM BapUAHTOM
oCylLIecTBJIEeHUs celekTuBHbI uHruourop CDK4/6 mpexncrasnser coOoil ObICTpOAEHCTBYIOLINI,
XapaKTEePU3YIOLIUICSI KOPOTKUM MepuonoM monyskuzuu unruoutop CDK4/6. B cooTBeTcTBHM C
OIHHMM BapuaHTOM ocyectsienns naruoutop CDK4/6 npencrasisier coboii coenuuenue 1.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTsieHus: nHruoutop CDK4/6 B komOuHaumu ¢
UHTHOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJBHBIX TOYEK M XHMHOTEpPANeBTUYECKHUM CPEICTBOM
MOKHO TPUMEHSTb AJsl 3alUTbl BHYTPHUOIYXOJEBBIX HMMYyHHBIX KJIE€TOK OT XUMHOTEPANHUU Yy
cyOBbeKTa ¢ pakOM WM OMyXOJbi0. B COOTBETCTBUH ¢ OIHUM BapHAHTOM OCYIIECTBIICHHUS 3aIlNTA
BHYTPHOIYXOJIEBBIX MMMYHHBIX KJIE€TOK OT TOKCHYHOCTH XHUMUOTEpANMUU BeNeT K YCUJIEHHOMY
IPOTHBOOIYXOJIEBOMY UMMYHHOMY OTBETY. B COOTBETCTBMM C OJHUM BAPUAHTOM OCYILECTBJICHUS
3alHIIeHHbIe BHY TPHUOIYXOJIEeBble HMMYHHBIE KIIETKH SBISIOTCS BBIOpaHHbIMU U3 CD8+ T-kieTok,
CD4+ T-kneTok, KJIETOK-HaTypaJIbHbIX KUJJIEPOB, MOHOLIMTAPHBIX MPOUCXOAALINX U3 MUEJIOUAHOTO
poctka cympeccopubix kierok (mMDSC) u rpaHyJIOIUTapHBIX MPOUCXOMSIIUX U3 MUEIOHIHOTO
poctka cympeccopHbix kjerok (gMDSC). B coOTBETCTBHM ¢ OJHUM BapUAHTOM OCYIIECTBJICHUS
3alUIIEeHHbIE BHYTPHOMYXOJIeBble UMMYHHBIE KJETKU TpenacTaBisitoT cobori CD8+ T-kmerku. B
COOTBETCTBUU C OJHHUM BapHAHTOM OCYINECTBJICHUs 3alUIIEHHbIE BHYTPHOIYXOJIEBble NMMYHHbBIE
KJIETKHU NpeAcTaBisaoT codoit CD4+ T-kneTku. B coOTBETCTBUM € OTHUM BapUAHTOM OCYLIIECTBIICHUS

SalIUIICHHBIC BHYTPUOITYXOJCBBIE UMMYHHBIC KJIIETKU IPCACTABIAKOT coboii KJICTKU-HATYyPAaJbHBIC
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KWJLIephl. B COOTBETCTBUY C OJHUM BapHAHTOM OCYINECTBIICHHS 3aIUIIEHHbIE BHYTPHUOITYXOJIEBbIE
UMMYHHBIC KJIETKH MpenctaBsiror cobdoii mMDSC. B coOTBETCTBHM C OJHUM BapHUAHTOM
OCYILIECTBJICHUS] 3aIlWIIEHHbIE BHYTPHUOMYXOJIEBblE HMMYHHBIE KJIETKH TMPENCTABISAIOT COOOH
gMDSC. B cooTBeTcTBUM € OAZHMM BapHAHTOM OCYINECTBJIEHHsSI BBIPAKEHHAs B IPOLEHTaxX
nposudepanus BHyTPUOMYXOJIEBbIX UMMYHHBIX KJIETOK SIBJISIETCSI IO MEHbLIEH Mepe MPUMEPHO Ha
5%, 10%, 15%, 20%, 25% wumu 30% Oomnee BBICOKOH, YeM mponudepanusi UMMYHHBIX KIETOK,
O0OHapyKMBAIOLIMXCSI B Cele3eHKe. B COOTBETCTBHMM C OAHUM BapHaHTOM OCYLIECTBJIEHUS
BBIDAKEHHAs] B MpPOLEHTaxX mposudepanus BHYTPUOMYXOJEBBIX HMMYyHHBIX KJIETOK SIBJISIETCS
npubmusurenbHo  Ha 5%  Oomee  BBICOKOH, dYeMm mponudepanuss HWMMyHHBIX — KIETOK,
OOHApy’KMBAIOIIMUXCS B CEJE3€HKE. B COOTBETCTBUM C OJHUM BApHAHTOM OCYIIECTBIJICHUS
BBIDAKEHHAs] B IMPOLEHTaxX mponudepanus BHYTPUONYXOJEBBIX HMMYHHBIX KJIETOK SIBIISIETCS
npubmusurenbHo Ha 10% Oonee  BbICOKOM, dweM mnpoiudepanuss HMMYHHBIX — KIETOK,
OOHApYKHMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHUM BapHAHTOM OCYLIECTBICHUS
BBIDAKEHHAs] B IMIPOLEHTax Nponudepanus BHYTPUOINYXOJEBBIX HMMYHHBIX KJIETOK SIBIISIETCS
npubnmsurenbHo Ha 15% Oojee BBICOKOW, ueM mnpojudepanusi HWMMYHHBIX —KJIETOK,
OOHapYKHMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHHUM BapHAHTOM OCYLIECTBIICHUS
BBIDAKEHHAs] B IMIPOLIEHTax mponudepanus BHYTPUONYXOJEBBIX HMMYHHBIX KJIETOK SIBJISIETCS
npubnusureapbHo Ha 20% Oojee  BBICOKOH, ueM mnpojudepanus HMMYHHBIX —KJIETOK,
O0OHapyKMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHUM BAapHAHTOM OCYLIECTBJICHUS
BBIDAKEHHAs] B IMIPOLIEHTax mponudepanus BHYTPUONYXOJEBbIX HMMYyHHBIX KJIETOK SIBJISIETCS
npudbmmsurensHo  Ha  25%  Oonee  BBICOKOW, dYeM mponudepanuss HMMYyHHBIX — KIETOK,
O0HapyKHMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHUM BapHAaHTOM OCYLIECTBJIEHUS
BBIPQXKEHHAS! B TPOLEHTaxX Mponudepanuss BHYTPHOIMYXOJEBbIX HMMMYyHHBIX KJIETOK SIBJISIETCS
npudbmsurensHo  Ha 30% Oonee  BBICOKOHM, dYeM mnpoiudepanuss HMMYHHBIX — KIETOK,
00Hapy KUBAIOLIUXCS B Cee3eHKe. B COOTBETCTBUU C OIHUM BapUAHTOM OCYILECTBIEHUS UHTUOUTOP
CDK4/6 npencrasmnsier codoii coenuHenne 1. B cooTBeTCTBUHM C OMHUM BapHaHTOM OCYLIECTBIICHUS
UHMHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4ek mpexacTrasiser coboil mHruburop CTLA-4,
unHrudurop PD-1 unu uaruburop PD-L1. B cOOTBETCTBHH C OIHUM BapHAHTOM OCYILIECTBJICHHS
uaruoutop PD-L1 npexncrasnser coboil aresonnszymald. B cooTBeTcTBMM C OZHHM BapHaHTOM
OCYLIECTBJICHUS] HHTUOUTOP HMMYHOJIOTUYECKUX KOHTPOJBHBIX TOUYEK MPEACTaBiseT CcoOol
uaruoutop CTLA-4, BeOpanHbli w3 Tpymmbl, cocrosimeil u3 wummmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUU C OJHUM BapHaHTOM OCYINECTBIICHHS

UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT cobod wuHrubmrop PD-1,
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BBIOPAHHBII U3 TPYIbI, COCTosALIeH U3 HuBoyMada (Opdivo®), nemOpommsymada (Keytruda®) u
nugunusymadba. B cooTBeTcTBMM € OJHHUM BapUaHTOM  OCYLIECTBIEHMs Mposudepanus
BHYTPHOIYXOJIEBbIX MMMy HHBIX KJIETOK MOKET MHIHOUPOBATHCS HA BEJIMUMHY BILIOTH A0 IPUMEPHO
50%, 60%, 70%, 75%, 80% wu Oonee mpuMepHO 3a 6-24 yaca. B cOOTBETCTBHUY C OTHUM BapUAHTOM
OCYLIEeCTBJICHUsS] TpoJirepannsi BHYTPHOMYXOJNEBbIX HMMYHHBIX KJIETOK MOKET HMHIHOHPOBATHCS
npudbmmsurensHo Ha 50% mnpumepHo 3a 6-24 waca. B cOOTBETCTBHMH C OIHUM BapHaHTOM
OCYIIECTBJICHHUSI MpoJHdepanusi BHYTPHUOIYXOJEBbIX UMMYHHBIX KJIETOK MOXKET MHIHOUPOBATHCS
npudbmmuTensHo Ha 60% mnpumepHo 3a 6-24 baca. B COOTBETCTBHMH C OIHHUM BapHaHTOM
OCYINECTBJICHUsI MpoJjrdeparysi BHYTPUOMYXOJNEBbIX UMMYHHBIX KJIETOK MOXET MHTHOUPOBATHCS
npudmmsurenbHo Ha 70% mnpumepHo 3a 6-24 waca. B cOOTBETCTBHMM C OIHHUM BapHAHTOM
OCYINECTBJICHUsT MpoJrdeparisi BHYTPHUOMYXOJEBbIX UMMYHHBIX KJIETOK MOXET MHIHOUPOBATHCS
npubmusurenbHo Ha 75% mnpumepHo 3a 6-24 waca. B COOTBETCTBHMH C OIHUM BapHaHTOM
OCYIECTBJIEHUsT MposHdeparisi BHYTPHOMYXOJEBbIX UMMYHHBIX KJIETOK MOXET MHIHOUPOBATHCS
npubmsurensHo Ha 80% mnpumepHo 3a 6-24 waca. B COOTBETCTBHMH C OIHUM BapHaHTOM
OCYLIECTBJICHUsI BHYTPUOIYXOJIEBbIE HMMYHHBIE KJIETKH MOTYT BOCCTAHABJIMBATBCSA 3a BpeMs,
MpUMEpPHO paBHOE uiu MeHbiuee uyem 30, 40, 45, 48, 50 unu 60 yacos. B cooTBeTcTBHMU C OOHUM
BAPUAHTOM  OCYLUECTBJIEHHs] BHYTPUOIYXOJIEBblE HMMYHHbIE KJETKM BOCCTAaHABIMBAIOTCA
npubnusureapbHo 3a 30 wacoB. B COOTBETCTBMHM ¢ OAHMM BapUAaHTOM OCYINECTBJICHUS
BHYTPHOIYXOJIEBbIE MMMYHHBIC KJIETKH BOCCTAHABJIMBAIOTCA NpuOnmmusuteapbHo 3a 40 uacoB. B
COOTBETCTBUM C OJHUM BApPUAHTOM OCYLIECTBJIECHUS BHYTPHOIYXOJE€Bble HMMYHHbIE KJIETKH
BOCCTaHABJIMBAIOTCS MPUONU3UTENBHO 3a 45 4acoB. B COOTBETCTBMM C OJHUM BapUAHTOM
OCYLIECTBJIEHUS BHY TPUOITYyXOJIEBbIE UMMYHHbIE KJIETKH BOCCTAHABINBAIOTCS PUOIM3UTENBHO 32 48
4yacoB. B cOOTBETCTBUY ¢ OJHUM BapUAHTOM OCY LECTBJICHHsI BHY TPUOITYXOJIEBbI€ HMMY HHbIE KJIETKH
BOCCTaHABJIMBAIOTCS mpubim3uTenbHo 3a 50 4YacoB. B COOTBETCTBMM € ONHUM BapUAHTOM
OCYLIECTBJIEHUS] BHY TPUOITYXOJIEBbIE UMMy HHbBIE KJIETKH BOCCTAHABINBAIOTCS MPUOIU3UTENBHO 3a 60
4acoB. B COOTBETCTBHMU C OZHHMM BapHAHTOM OCYINECTBIECHHUS celeKTHBHbIN nHruoutop CDK4/6
npesacTaBseT coO0 OBICTPONEHCTBYIOIUI, XapaKTepU3YIOIIUIiCS KOPOTKHUM IIEPUOIOM IOy KU3HU
unrudurop CDK4/6. B cooTBeTCTBUM € OOHHM BapHaHTOM ocyuiecTBieHusi uHruourop CDK4/6
npencrasisieT codbol coenrHeHue 1.

B cootBercTBUM ¢ OnHUM BapHaHTOM ocyinecTsieHus uaruoutop CDK4/6 B komOuHaimm ¢
UHIUOUTOPOM HMMMYHOJIOTHYECKHUX KOHTPOJIbHBIX TOYEK M XHMUOTEPANeBTHUYECKHM CPENCTBOM
MOKHO MPHUMEHATH JJIS YBEJIUYEHHUS TOMYJISALUN MPOBOCTIATHTEIBHBIX 3(P(PEKTOPHBIX UMMYHHBIX

KJIETOK B MOMYJISIUMH HHQUIBTPUPYIOIINX BHYTPb OMYXOJU HMMYHHBIX KJIETOK Y CYOBEKTa C paKOM
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U OIMyXOJIbIO. B COOTBETCTBUU C OIHHUM BAPpHUAHTOM OCYILIECTBJICHUSA oy Jiius
IPOBOCHAJIUTENbHBIX 3()(EKTOPHBIX UMMYHHBIX KJIETOK YBEJINYMBAETCS HA BEIMYUHY BIUIOTH A0
10%, 20%, 30%, 40%, 50% wunau Oojee MO CPaBHEHUIO C TOMYJISLKEH MPOBOCHATUTEIBHBIX
3¢ GEeKTOPHBIX MMMYHHBIX KJETOK B COCTaBe IMOMYJSALUM HHQWIBTPUPYIOLUMX BHYTPb OMYXOJH
UMMYHHBIX KJIETOK 0€3 CIenHalbHO pACCYMTAHHOIO IO BPEMEHH BBEICHUS CEJIEKTHBHOTIO,
OBICTPOEHCTBYIOIErO, XapaKTePH3YIOLIErocss KOPOTKHUM IEPUOIOM TIIONYKU3HU HMHIHOWTOpa
CDK4/6. B cOOTBETCTBMU C OAHUM BapUAHTOM OCYIIECTBJIEHHUS IMOMYJALMS MPOBOCHAIUTEIbHBIX
3¢ PEKTOPHBIX IMMYHHBIX KJIETOK B MOMNYJISIMUA WHQUIBTPUPYIOLINX BHYTPD OMYXOJIH UMMYHHBIX
KJIETOK YBEIHYHBaeTCs NpUOIM3uTenbHO Ha 10% 1o cpaBHEHHIO ¢ oMy JIIKEl MPOBOCIAINTEIbHBIX
5 PEKTOPHBIX UMMYHHBIX KJIETOK B MOMYJALUH HHQUIBTPUPYIOIINX BHYTPb OMYXOJIH MUMMYHHBIX
KJIeTOK 0e3 CrenuanbHO pacCYNTAHHOrO II0 BpeMeHH BBeneHuss uHruomropa CDK4/6. B
COOTBETCTBUHU C OJHUM BapUaHTOM OCYIIECTBIEHUS MOMYJISILNS TPOBOCTIAUTENBHBIX 3P (PEKTOPHBIX
UMMYHHBIX KJIETOK B MOMNYJISIIUH HHQUIBTPUPYIOUINX BHYTPb OIYXOJIH HMMYyHHBIX KJIETOK
yBenuuuBaeTcs npuOnusutensHo Ha 20% 1O CpaBHEHUIO C NONyJBILHEd MPOBOCHAIUTENBHBIX
3¢ GEeKTOPHBIX UIMMYHHBIX KJIETOK B MONYJISILUU UHQUIBTPUPYIOLIUX BHYTPb OMYXOJIH UMMYHHbIX
KJIeTOK 0e3 CrenuanbHO pacCYNTAHHOrO 10 BpeMeHH BBeneHust uHruomropa CDK4/6. B
COOTBETCTBUH C OJHUM BapUaHTOM OCYIIECTBIEHUS MOMYJISILUS TPOBOCTIATUTENBHBIX 3P (PEKTOPHBIX
UMMYHHBIX KJIETOK B MOMYJSIUUM HHOWIBTPUPYIOIINX BHYTPb ONYXOIH HMMYHHBIX KJIETOK
yBenuuuBaeTcs npuonmmsutensHo Ha 30% 1O CpaBHEHMIO C MOMyJSIMHMEH MPOBOCHAIUTENBHBIX
3¢ GEeKTOPHBIX UIMMYHHBIX KJIETOK B MONYJISILUU UHQUIBTPUPYIOLIUX BHYTPb OMYXOJIH UMMYHHbIX
KJIeTOK 0e3 CrenuanbHO pacCYNTAHHOIO 10 BpeMeHH BBeneHuss uHruomropa CDK4/6. B
COOTBETCTBUHU C OJHUM BapUaHTOM OCYIIECTBIEHUS TOMYJISILNS TPOBOCTIAIUTENBHBIX 3P (PEKTOPHBIX
UMMYHHBIX KJIETOK B MOMYJSIUUM HHOWIBTPUPYIOIINX BHYTPb ONYXOJH HMMYHHBIX KJIETOK
yBenUuuBaeTcs npuOnusutensHo Ha 40% 1o CpaBHEHHIO C NONyJsIHHed MPOBOCHAIUTENBHBIX
3¢ GEeKTOPHBIX UMMYHHBIX KJIETOK B MONYJSLMU UHQUIBTPUPYIOLIMX BHYTPb OMYXOJIH UMMYHHbIX
KJIeTOK 0e3 CrenuanbHO pAcCUYMTAHHOIO IO BpeMeHH BBeneHusi unHruomropa CDK4/6. B
COOTBETCTBUHU C OJHUM BapUaHTOM OCYIIECTBIEHUS MOMYJISILNS TPOBOCIATUTENBHBIX 3P (PEKTOPHBIX
UMMYHHBIX KJIETOK B MOMYJSIUUM HHOWIBTPUPYIOIINX BHYTPb ONYXOJH HMMYHHBIX KJIETOK
yBeIUUMBaeTcs NpuOnmmsuTensHo Ha 50% 1o CpaBHEHHMIO C NOMYJSIHMEH ITPOBOCHAINTENBHBIX
3¢ GEeKTOPHBIX UMMYHHBIX KJIETOK B MONYJISLMU UHQUIBTPUPYIOLIUX BHYTPb OMYXOJIH UMMYHHbIX
KJIeTOK 0e3 CrenuanbHO pacCYNTAHHOrO IO BpeMeHH BBeneHuss uHruomropa CDK4/6. B
COOTBETCTBUU C OJHHM BapHaHTOM ocyinectsieHus unruourop CDK4/6 mnpencrasnser coboit

coenuHenue I. B cooTBeTCTBUH C OMHUM BApHUAHTOM OCYIIECCTBJICHUA I/IHFI/I6I/ITOp HMMYHOJIOTUYCCKUX
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KOHTPOJIbHBIX TOuek rnpexncrasisier codoil narudbutop CTLA-4, uaruburop PD-1 unu uHrudurop
PD-L1. B coorBercTBUM C OJHMM BapHaHTOM ocyliecTBieHus uaruourop PD-L1 npencrasnser
coboit arte3ommsymad. B COOTBETCTBMM C OIHHUM BapUAaHTOM OCYIIECTBJICHUS WHIHOHUTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasnser codol uarnoutop CTLA-4, BoiOpaHHBIN U3
rpymnmbl, cocrosied u3z ummmmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHUHU C OJHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP MMMYHOJOIHYECKUX KOHTPOJIBHBIX
TOYeK NpencTasisieT coboil narndurop PD-1, BeIOpaHHBIN U3 IPYMIIBL, COCTOALIEH U3 HUBOMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nugunuzymadba. B cooTBeTCTBUU ¢ OMHUM BapUaHTOM
OCyILIeCTBJIEeHUS celekTuBHbIH nHruourop CDK4/6 mpexncraBniser coOoil OBICTPOAEHCTBYIOLIN,
XapaKTEePU3YIOLIUICS KOPOTKUM MepuonoM monysku3uu uHruoutop CDK4/6. B cooTBeTcTBUM C
OIHHMM BapHaHTOM ocyiectsienns nHruoutop CDK4/6 npencrasisier coboit coenmuaenue 1.

B cooTBercTBUYM C OAHUM BapuaHTOM ocyliecTieHus: nHruourop CDK4/6 B komOuHauuu ¢
UHTHOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUEK M XHMHOTEPANeBTUYECKUM CPEICTBOM
MOKHO NPUMEHSTH JJIsI TOBBIIIEHNS aKTUBALIUU T-KJIETOK B IOMYJIALUHI HHQMIBTPUPYIOINX BHYTPb
ONYXOJM HUMMYyHHBIX KJIETOK Yy CyOBEeKTa C pakoM WM ONyXoJblo. B cooTBercTBUU C OfHUM
BaApUAHTOM OCYILIECTBJICHHsI aKTHUBHpPOBaHHas1 T-kjerka mpexacrasisier codoit CD4+ T-knetky. B
COOTBETCTBUU C OJHUM BapHaHTOM OCYLIECTBJICHUs aKTUBUPOBaHHAs T-KJeTka IpencTaBseT coOon
CD8+ T-knetky. B cooTBeTCTBUM C OTHUM BapHAHTOM OCYIIECTBJICHUS aKTUBUPOBaHHBIEC T-KJIETKH
NPONyLHUPYIOT HHTEpepoH Y. B COOTBETCTBHHM C OAHMM BapHAHTOM OCYINECTBIEHUS MPOLIEHT
AKTHBUPOBAHHBIX T-KJIETOK B MOMYJIALUN HHQUIBTPUPYIOIIUX BHYTPb OMyXOJH UMMYHHBIX KJIETOK
coctaBisieT npudmusuTeabHo 5%, 10%, 15%, 20% wnu 6osee. B cOOTBETCTBHM ¢ OHUM BapUAHTOM
OCYLIECTBJIEHUS] NPOLIEHT aKTUBUPOBAHHBIX T-KJIETOK B MOMYJALUM UHPUIBTPUPYIOIIUX BHYTPb
OIyXOJII UMMYHHBIX KJIETOK COCTABIISIET MPUOIM3UTENBHO 5%. B COOTBETCTBHY C OHUM BapHAHTOM
OCYILIECTBJICHUS] NMPOLIEHT aKTUBUPOBAHHBIX T-KJIETOK B MOMYJALUM HHPUIBTPUPYIOIIUX BHYTPb
ONYXOJM HMMYHHBIX KJIETOK cocTaBiser mnpubmusutensHo 10%. B coorBercTBUM € OAHUM
BapUAHTOM OCYILIECTBICHHUS IPOLIEHT aKTHBHPOBAHHBIX T-KJIETOK B MOMY I HHQUIBTPUPYIOLIHX
BHYTpPb OIYXOJM MMMYyHHBIX KJIETOK COCTaBJsgeT npuodmsurensHo 15%. B coorBercTBHM € OHUM
BAPHAHTOM OCYILIECTBIICHUS NTPOLIEHT AKTHBUPOBAHHBIX T-KJIETOK B OMYJIALMH HHPHIBTPUPYFOIIIX
BHYTpPb OIYXOJM UMMYyHHBIX KJIETOK cocTaBisieT npuoimsurensHo 20%. B coorBercTBHM € OIHUM
BApUAHTOM OCYILIECTBIEHUs MPONYKIMsA HMHTep(EepOHa Y MOBBILIAETCS BCIEICTBHE MOBbIIAMOINEH
peryssiuu reda [L2, rena IL 18 nnu rera LTA. B coorBeTcTBIE € OTHUM BapHAHTOM OCYIECTBICHUS
npoayKuusi UHTepepoHa Y TOBBINAETCS BCIEACTBHE TMOBBINAOLICH perynsuuun reHa 1L2. B

COOTBCTCTBHU C OJHHM BApHUAHTOM OCYUICCTBJICHUSA MNPOAYKIUA I/IHTep(l)epOHa Y MNOBBLIIACTCA



97

BCIIEZCTBUE TOBbIIalOLel perysiqud redHa IL18. B cooTBercTBUM € OIHMM BapUaHTOM
OCYLIECTBJIEHUS MPOAYKLUUs HUHTep(epoHa y MOBBIMIAETCS BCIEACTBHE IMOBBIAKOLIEH PEryJaLuu
reda LTA. B cooTBeTcTBHH C OHUM BapHaHTOM ocyinectsienus naruourop CDK4/6 mpencrasiser
coboit coemuuenune I. B cooTBeTcTBMM C OJHHUM BAapHAHTOM OCYINECTBIEHUS HHTHOUTOD
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK mpenctasisier coboit narnourop CTLA-4, uaruburop PD-
1 unmu marudurop PD-L1. B cooTBeTCTBHM C OZHUM BapHaHTOM OcCylecTBIeHus: nHrubutop PD-L1
npexacTaBiser coOoi arte3onau3yMad. B coOTBeTCTBMM C OJHUM BapHAaHTOM OCYIIECTBIIEHHUS
UHTHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYeK mpexactasisier coboil mHrudburop CTLA-4,
BBIOpaHHBII U3 rpymnmel, cocrosimeil u3 umummymada (Yervoy®), tpemenumymada, AGEN1884 u
AGEN2041. B cOOTBETCTBUH C OHUM BAPHAHTOM OCYLIECTBJICHUS] HHTUOUTOP UMMYHOJOTHYECKIX
KOHTPOJIBHBIX TOUEK NpeacTanisieT coboit maruonrop PD-1, BEIOpaHHBIM U3 IPYMIIbL, COCTOAIIEH U3
HuBosymaba (Opdivo®), nemOpommsymada (Keytruda®) n nuaunmzymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiectBieHus: HHruoutop CDK4/6 B komOuHaumu ¢
UHIHOUTOPOM HMMYHOJIOTHYECKMX KOHTPOJBHBIX TOUEK M XHMHOTEpPANleBTUYECKUM CPEICTBOM
MOXHO TPUMEHATH JJIsl YMEHbLIeHUs mnomynsauuu perynstopHbix T-xierok (Treg) B momynsauuun
UHQUIBTPUPYIOLMINX BHYTPh OMYXOJH MMMYHHBIX KJIETOK y CyObBeKTa, CTPajaroIero OT paka WiIu
onyxoiu. B cooTBeTCTBMM € OJHUM BapuUaHTOM OCyLIecTBIeHUs Treg mnpencrasnser coboi
CD4+CD25+ Treg. B cooTBeTCTBUM C OTHUM BApHAHTOM OCYIIECTBJICHUS ITOMY JISILIUS PETYJIITOPHBIX
T-knerok B mnonymsiuMyd  MHQUIBTPUPYIOIIMX  BHYTPb  ONYXOJNM  KJIETOK  YMEHbBIIAETCs
npudmusurenbHo Ha 10%, 20%, 30%, 40% wunu Ooysee TO CpPAaBHEHHUIO C TOMYJISIIHEH
UHQUIBTPUPYIOMMUX BHYTPb ONYXONHM KJIETOK OT CyObekTa, He IOJNy4YaBLIErO CEJIeKTHBHBIM,
OBICTPOIEHCTBY IO, XapaKTEPU3YIOLIUICS KOPOTKUM MEPHOAOM MOy ku3HU nHruoutop CDK4/6.
B cooTBeTrcTBUM € OAHMM BapUAaHTOM OCYLIECTBJICHMS MOMyJISALUS PEryJsaTOpHbIX T-KiIeTOk B
HOMNYJSIUY HHPHUIBTPUPYIOLINX BHYTPb OMYXOJH KJIETOK yMeHbIIaeTcst Ipubau3uTenbHo Ha 10% mo
CPaBHEHUIO C TOMyJsiuuell HHQUIBTPUPYIOIIUX BHYTPb OIYXOJIH KJIETOK OT CyOBeKkTa, He
MOJTyYaBIIEro CEJeKTUBHbBIN, OBICTPOACHCTBYIOIINIM, XapaKTEPU3YIOLIUICSI KOPOTKHUM MEPHOIOM
noJy>xu3Hu uHruoutop CDK4/6. B cooTBeTCTBHM C OJHUM BaPUAHTOM OCYIIECTBJIECHHS ITOMYJIALIUSI
peryaTopHbIX T-KJI€TOK B MOMYJISILMY HHOWIBTPUPYIOIINUX BHYTPb OMYXOJH KJIETOK YMEHBINASTCS
npubnmsurensHo Ha 20% 1O CpaBHEHUIO € NOMyJsInUed MHOWIBTPUPYIOIIUX BHYTPb ONYXOJH
KJIETOK OT CYOBEKTa, HE MOJIyYaBLIETO CEJIeKTUBHBIN, OBICTPONECHCTBYIOIINN, XapaKTePU3YIOMUNHCS
KOPOTKUM TmepuoaoM mnonykuzHu uHruourop CDK4/6. B COOTBETCTBHM C OJHUM BapUAHTOM
OCYLIECTBJICHUS MOMYJSIIUSA PEryJSTOPHbIX T-KJIETOK B MOMyJALUUH HHOUIBTPUPYIOIIUX BHYTPb

ONMyXOJIM KJIETOK yMeHbInaercs mnpubnusurenbHo Ha 30% 1O CpaBHEHHIO C TOMyJisiuei
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UHQUIBTPUPYIOMIUX BHYTPb OINYXONHM KJIETOK OT CcyObekTa, He IOJy4YaBIIEro CEJIeKTHBHBIN,
OBICTPOIEHCTBY IO, XapaKTEPU3YOLIUICS KOPOTKUM MEPHOAOM MOy ku3HU uHruourop CDK4/6.
B cooTtBercTBHM ¢ OZHMM BAapHUAHTOM OCYLIECTBJIEHHS MOMYJSALUS PEryJsATOPHBbIX T-KIeTOK B
HOMNY JSIUY HHPUIBTPUPYIOLINX BHYTPb OMYyXOJIH KJIETOK yMeHbIIaeTCst IpuOIu3uTenbHo Ha 40% 1o
CPaBHEHMIO C TMOMYJsIIMell HMHQUIBTPUPYIOIIMX BHYTPb ONYXOJH KJIETOK OT CyObekra, He
nojy4asirero uaruoutrop CDK4/6. B cooTBeTcTBIY C OHUM BapHAHTOM OCYIIECTBICHHUSI HHTHOUTOP
CDK4/6 npencrasmnsier coOoii coenuHenue 1. B cooTBeTcTBUHN C OAHUM BapUaHTOM OCYLIECTBIICHUS
UHTHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK Mpeacrasisier codoi mHrudomrop CTLA-4,
uHruouTop PD-1 nmu uarubutop PD-L1. B cooTBeTcTBHM ¢ OJHMM BapHaHTOM OCYILIECTBIICHUS
uarubutop PD-L1 mpexncraBnser coboit arezonuszymad. B COOTBETCTBHM C OOHHM BapHaHTOM
OCYILIECTBJICHUS] HHTUOUTOpP HWMMYHOJIOTUYECKUX KOHTPOJBHBIX TOYEK MpeAcTaBisieT coboi
uaruoutop CTLA-4, BwOpanHbi u3 rpynmbl, cocrosimeil u3 wumninmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHMHONUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK Ipeacrasisier coOod wuHrudurop PD-1,
BBIOpPAHHBIN U3 TPYIIIbI, cocTosMIel u3 HuBoayMada (Opdivo®), memOponuzymada (Keytruda®) u
nuauIn3ymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruourop CDK4/6 B komOuHaumu ¢
MHMMOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK M XHUMUOTEPAIleBTHYECKHM CPEACTBOM
MOKHO MPUMEHSITD JUIsi HHIHOUPOBAHUS HIMMY HOCYTIPECCOPHOHN (PYHKIIMU PEeTyISITOPHBIX T-KJIeTOK B
HONY I MHQUIBTPUPYIOIINX BHYTPb ONMYXOJH KJIETOK Y CyOBEKTa ¢ PakOM WM ONMyXOJbio. B
COOTBETCTBHH C OJHUM BapHaHTOM ocyLiecTBieHus Treg mpencrasiser codboit CD4+CD25+ Treg. B
COOTBETCTBUU C OAHMM BAPUAHTOM OCYLIECTBJIEHHs AOJsI BHYTPHOMYXONEeBbIX Treg B momyJssinuu
CD4+ T-kneTok HMXKe Ha BEJIMYHUHY, COCTaBISIONMY 0 BILUIOTE 10 10, 20, 25, 30, 35, 40 wmm 50%, no
CPaBHEHHIO C XMMHOTEPANeBTUYECKUM CPENCTBOM/MHTHOUTOPOM KOHTPOJBHBIX TOYEK OTHENBHO
cnycTtst mo MeHblied mepe 7, 8, 9, 10 unu 15 cyTok mnm Oonpiiuii mepuon mocnie jeueHus. B
COOTBETCTBMUHM C OJIHHUM BApPHAHTOM OCYINECTBICHHS HMMYHOCYIIPECCOPHYIO  (PYyHKLIHIO
peryiaTopHbIX T-KJIETOK M3MEpSIOT MO CHIXEeHUIO ypoBHA (ocdo-Rb. B coorBercTBHM ¢ OgHUM
BapUaHTOM OCYIeCTBIeHHUS YpoBHH (Hocho-Rb B perynsaropHoii T-kaeTke CHUKAKOTCS MO MEHbIIIEH
mepe Ha 10%, 20%, 30%, 40%, 50% wnnu Goree o CpaBHEHHIO C MONyJIHKell HHQUIBTPUPYIOIIHNX
BHYTPb OINYXOJU HMMYHHBIX KJIETOK OT CyObekra, He mnomydasmero uaruoutop CDK4/6. B
COOTBETCTBHUHU C OJTHUM BAapUAHTOM OCYIIEeCTBIeHHs ypoBHHU ¢ocho-Rb B perymsaropnoii T-kierke
CHIDKAIOTCS MpubnusutenbHo Ha 10% mo cpaBHEHUIO ¢ MOMyJsAnHMed WHQUIBTPUPYIOIUX BHYTPb

OIYXOJI IMMYHHBIX KJIETOK OT CyObekTa, He nojydasiiero naruourop CDK4/6. B coorBercTBru ¢
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ONHMM BapHaHTOM ocyInecTBieHuss ypoBHH (ocdo-Rb B perymaropHoit T-kierke CHUXKAIOTCS
npubmusurenbHo Ha 20% MO CpaBHEHUIO C NOMyJsiuell MHOUIBTPUPYIOIIUX BHYTPb ONYXOJH
UMMYHHBIX KJIETOK OT CyObekTa, He mosydasinero uaruourop CDK4/6. B cooTBeTCTBHH C OXHUM
BAPUAHTOM oOcCylLiecTBieHus ypoBHU (ocho-Rb B perymaroproit T-knerke CHUXKAOTCS
npudmmsuTenbHo Ha 30% MO CPaBHEHHIO C MOMyJILUed MHOWIBTPUPYIOIIUX BHYTPb OMYXOJH
UMMYHHBIX KJIETOK OT CcyObekTa, He mosyuasinero naruourop CDK4/6. B cooTBeTCTBHM C OIHUM
BApPUAHTOM OCyllecTBieHus: ypoBHH ¢ocdo-Rb B perynaroproit T-knerke CHUXKAOTCS
npudmm3uTenbHo Ha 40% TO CpaBHEHUIO € NOMyJsIHUed MHQWIBTPUPYIOIIUX BHYTPb OMYXOJH
UMMYHHBIX KJIETOK OT cyObekTa, He monyuasinero uaruourop CDK4/6. B cooTBeTCTBHM C OHUM
BAPUAHTOM OCyLIecTBiIeHUus ypoBHH (¢ocdo-Rb B perynsaropuoii T-knerke CHIXKAOTCS
npudmmsurenbHo Ha 50% 1O CpaBHEHUIO € NOMyJsInUed MHOMIBTPUPYIOIINUX BHYTPb ONMYXOJH
UMMYHHBIX KJIETOK OT cyObekTa, He monyuasinero uaruourop CDK4/6. B cooTBeTCTBUM C OHUM
BapuaHTOM ocyiiectsieHuss uHruoutop CDK4/6 mnpencraensier coboii coequHenwe [ B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIECHUS HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIBbHBIX
Touek mpencrasisier codoir mHrubutop CTLA-4, wnrubutop PD-1 wmm waruburop PD-L1. B
COOTBETCTBUH C ONHHMM BapuUaHTOM ocyuectBieHus uHruoutop PD-L1 npencrasnser coboit
arezonmuzymad. B cooTBercTBUM ¢  OJHMM  BAapUAHTOM  OCYLIECTBJIEHHS]  MHTUOUTOP
UMMYHOJIOTUYECKHX KOHTPOJIbHBIX TOYeK npenctassier codoit unrudutop CTLA-4, BeiOpaHHbIN U3
rpynnsl, cocrosimed n3 unmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUSI HHTHOUTOP UMMYHOJOIHYECKIX KOHTPOJIBHBIX
TOYeK npencrasisier coboit narndourop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIEH M3 HUBOMyMaba
(Opdivo®), nembOponmzymada (Keytruda®) u nuaunuzymada.

B cooTBeTCTBUU C OHUM BapHaHTOM oOcCyinecTBieHus: uHruouTop CDK4/6 B koMOUHAIMH C
UHIHOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUEK M XHMHOTEPANeBTUYECKHUM CPEACTBOM
MOXXHO TNpPHUMEHSTb A1 yCUJIEHHs OOpa3oBaHHs omyxojecnenuduyeckux T-KJIeTOK MaMsITH y
cyOBeKTa ¢ paKkoM HJIM OMyXOJIb0. B COOTBETCTBHM C OIHMM BapHAHTOM OCYLIECTBJICHUS MPOLIEHT
onyxonecrermpuiyeckux T-kIeTok namaTy, oOHapy KUBAEMbIX B CEJI€3€HKE CyOBEKTa, MOBBILIAETCS
10 MeHblIei Mepe mpumepHo Ha 0,25%, 0,5%, 0,75%, 1% wunu 6omee ot oOeit monysituu T-KJIETOK.
B cooTBeTcTBHM ¢ OZHMM BapHAHTOM OCYINECTBIIEHHS IPOLEHT omyxoJecnenuduaeckux T-kieTok
naMsATH, OOHapy)KMBaeMbIX B celle3eHKe CyObekTa, Mmosbllnaercss nmpudnusutenpsHo Ha 0,25% ot
obmeit momysiumu T-kietok. B cOOTBETCTBMH ¢ ONHUM BAapHAHTOM OCYINECTBICHUS MPOLICHT
onyxonecnermpuiyeckux T-KIeTok naMATH, 0OHAPYKUBAEMBbIX B Cele3eHKe CyObeKTa, MOBBIIIAeTCs

npudmurensHo Ha 0,5% ot obuiedt monynsuu T-kieTok. B cOOTBETCTBHH ¢ OMHUM BapHaHTOM



100

OCYLIECTBJIEHUSI ITPOLIEHT onyxonecneun(bnqecxnx T-xjeToKk  mMaMsITH, O6H3,py>KI/IBaeMbIX B
celle3eHKe CyOBeKTa, MoBbIIaeTcs nmpuoamsuTenbHo Ha 0,75% ot obmeit monyssinuu T-knerok. B
COOTBCTCTBHUU C OAHUM BapUAHTOM OCYIICCTBJICHUA IMPOLCHT onyxonecneumbnqecxux T-kieTox
namsiTH, OOHAPYKUBAEMbIX B CEJIE3EHKE CYyOBEKTa, MOBBILIACTCA MPUOIU3NUTENBHO Ha 1% oT obmeit
nonyiasiuuu  T-knerok. B COOTBETCTBMM C OAHMM BapHAHTOM OCYLIECTBJICHHsI IPOLIEHT
omnyxonecrierpuaeckux T-KIIeTOk maMATH, 0OHAPYKUBAEMBIX B KPOBH CyOBEKTa, MOBBIIAETCS 110
MeHblneld Mepe mpumepHo Ha 0,5%, 1%, 1,5% wnu Gonee ot obmel monyssinuu T-kierok. B
COOTBCTCTBHUU C OAHUM BapUAHTOM OCYIICCTBJICHUA IMPOLCHT onyxonecneumbnqecxux T-kieTox
naMsATH, OOHApy)KUBAaEMBbIX B KPOBH CyOBeKTa, MOBBILAeTcs npuonmusuTensHo Ha 0,5% ot obmeit
nonyasiuuu  T-knerok. B cOOTBeTCTBMM C OAHMM BapHAHTOM OCYLIECTBJICHHsI IPOLICHT
onyxonecrerpuaeckux T-KJIeTOK maMsaTH, OOHApY’KHMBA€MBIX B KPOBHU CyObBEKTa, IMOBBILIAETCS
npubmmsurenpHo Ha 1% ot olmei nonysiuuu T-kierok. B coOTBETCTBUM € ONHUM BapHUAHTOM
OCYILIECTBJICHUS MPOLIEHT OMyXoJyiecrienu(puieckux T-KIeTOK MmamsTd, OOHApPYKUBAEMBIX B KPOBHU
cyOBeKTa, MoBbIaeTcst NpudnM3nuTeNnbHO Ha 1,5% ot obmeli nonysauuu T-kineTok. B cooTBeTcTBIM
C OIHMM BapuaHTOM ocyuiectBieHus uHruoutop CDK4/6 mpencrasnser coboii coenunenue 1. B
COOTBECTCTBHUU C OAHUM BAPUAHTOM OCYILICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYECKUX KOHTPOJIbHBIX
touek mnpencrasiser coboi uHrudbutop CTLA-4, mnruburop PD-1 wmmu unruburop PD-L1. B
COOTBETCTBUM C OJHMM BapHaHTOM ocyluecTBiaeHuss uHruourop PD-L1 mnpencrasiser coboii
arezonu3ymad. B cooTBeTcTBMM C  OOHMM  BapHAHTOM  OCYLIECTBJIEHHS]  MHTHOUTOP
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOUeK npeactanisier codor uarnoutop CTLA-4, BbiOpaHHbIN U3
rpynnsl, cocrosimed n3 urmmmMmymada (Yervoy®), tpemennmymada, AGEN1884 1 AGEN2041. B
COOTBETCTBUU C OJJHUM BAPUAHTOM OCYLIECTBJIEHUS MHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX
TOUEeK MpeacTaBnsieT codoii uurudutop PD-1, BeiOpaHHBIN U3 IPYMIbI, COCTOSIIEH M3 HUBOJIyMada
(Opdivo®), nembponuzymada (Keytruda®) u nuaunuzymada.

B cootBercTBUUM ¢ OMHUM BapHaHTOM ocyinecTsieHus uaruoutop CDK4/6 B komOuHammum ¢
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIBHBIX TOYCK W XUMHOTCPAINICBTUYCCKUM CPECACTBOM
MOKHO TNPUMEHATh IJIsl 3alIUThl BHYTPUOIMYXOJEBbIX HMMYHHBIX KJIETOK OT XHMHUOTEpANuu Yy
cyOBeKTa ¢ pakOM HIIM OMyXOJbl0. B COOTBETCTBUH C OIHUM BapHAHTOM OCYIIECTBIICHHUS 3aIUTA
BHYTPUOIMYXOJICBBIX HMMYHHBIX KJIETOK OT TOKCHYHOCTHU XHUMHOTEpANNMU BEACT K YCUICHHOMY
IIPOTUBOOMYXOJEBOMY UMMYHHOMY OTBETY. B COOTBETCTBHM C OAHUM BapHaHTOM OCYLIECTBJICHUS
3alMIICHHbIe BHY TPHUOIMYXOJIEeBble HMMYHHBIE KIIETKH SIBISIFOTCS BhIOpaHHbIMU 13 CD8+ T-kierok,
CD4+ T-kJeToK, KJIETOK-HaTy PaJIbHbIX KWJJIEPOB, MOHOLIUTAPHBIX MPOUCXOALINX U3 MUETOUTHOTO

poctka cympeccopubix kietok (mMDSC) u rpaHyJIOLHUTAPHBIX MPOUCXOASIINX H3 MHUEJIOHIHOTO
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poctka cymnpeccopHbix kjerok (gMDSC). B cooTBeTCTBHM ¢ OJHHUM BapUaHTOM OCYIIECTBJICHHS
3aIMUIIECHHbIE BHYTPHOMYXOJIEBblE UMMYHHbIE KJIETKH TpeactaBisitoT codoit CD8+ T-knerku. B
COOTBETCTBUU C OJJHUM BAPHUAHTOM OCYINECTBJICHMS 3alUINEHHbIE BHYTPHUOIMYXOJEBblE NMMYHHbBIE
KJIETKHU NpeAcTaBisitoT codoit CD4+ T-knerku. B cooTBeTCTBHM C OZHUM BapUAHTOM OCYILECTBICHHUS
3aIIMINEHHbIE BHYTPHOIYXOJIEBbIE HMMYyHHBIE KIETKH TPEICTABISIOT COOON KIIETKH-HATYPAJIbHbIE
KUJUIEpbl. B COOTBETCTBUYU ¢ OAHUM BapHaHTOM OCYIIECTBIEHHS 3alUIEHHbIE BHY TPUOMYXOJIEBbIE
UMMYyHHbIE KJETKH mpencTtasisitoT coboii mMDSC. B cooTBercTBUM € OJHUM BapHaHTOM
OCYILIECTBJICHUS] 3aIlWIIEHHbIE BHYTPHUOMYXOJIEBblE HMMYHHBIE KJIETKH TMPENCTABISAIOT COOOH
gMDSC. B cooTBeTCTBUM C OAHMM BapUAaHTOM OCYIIECTBJICHUs BBIPA)KEHHAs B IPOLIEHTax
nposmdepanus BHyTPUOIYXOJIEBbIX UMMYHHBIX KJIETOK SIBJISIETCSI IO MEHbLIEH Mepe NMPUMEPHO Ha
5%, 10%, 15%, 20%, 25% wumu 30% Oomnee BBICOKOH, 4eM mponudepanusi UMMYHHBIX KIETOK,
O0OHapyKMBAIOLIMXCSI B Cele3eHKe. B COOTBETCTBHMM C OAHUM BapHaHTOM OCYLIECTBJIEHUS
BBIDAKEHHAs] B MPOLEHTaxX mposudepanus BHYTPUOMYXOJEBBIX HMMYHHBIX KJIETOK SIBJISIETCS
npubmmsurenbHo  Ha 5%  Oomee  BBICOKOH, ueM mponudepanust HWMMyHHBIX — KIETOK,
OOHapy’KUBAIOIIMUXCS B CEJE3€HKE. B COOTBETCTBUM C OJHUM BApHAHTOM OCYIIECTBIICHUS
BBIDAKEHHAs] B IMPOLEHTax mponudepanus BHYTPUONYXOJEBBIX HMMYHHBIX KJIETOK SIBIISIETCS
npubmusurenbHo Ha 10% Oonee  BbICOKOW, dYeM mnpoaudepanuss HMMYHHBIX — KIETOK,
OOHapy>KMBAIOIINUXCS B CeJe3eHKE. B COOTBETCTBUM € OAHUM BApHAHTOM OCYIIECTBIJICHUS
BBIDAKEHHAs] B IIPOLIEHTax mponudepanus BHYTPUONYXOJEBBIX HMMYHHBIX KJIETOK SIBJISIETCS
npubnmsurenbHo Ha 15% Oojee BBICOKOW, ueM mnpojudepanusi HWMMYHHBIX —KJIETOK,
OOHapYKHMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHHUM BapHAHTOM OCYLIECTBICHUS
BBIDAKEHHAs] B IIPOLIEHTax mponudepanus BHYTPUONYXOJEBBIX HMMYyHHBIX KJIETOK SIBJISIETCS
npubnusureapbHo Ha 20% Oojiee  BBICOKOW, ueM mnpojudepanusi HUMMYHHBIX —KJIETOK,
O0OHapyKMBAIOIINXCSI B Celle3eHKe. B COOTBETCTBHMM C OJHUM BAapHAHTOM OCYLIECTBJICHUS
BBIDAKEHHAs] B IMIPOLIEHTax mponudepanus BHYTPUONYXOJEBbIX HMMYyHHBIX KJIETOK SBJISIETCS
npubmmsurenbHo  Ha  25%  Oonee  BBICOKOW, dYeM mpoiudepanusi HMMYHHBIX — KIETOK,
O0OHapyKMBAIOLINXCSI B Celle3eHKe. B  COOTBETCTBUM C OJHHUM BAapHAHTOM OCYIIECTBIEHHUS
BBIPQXKEHHAS! B TPOLEHTaxX Mponudepanuss BHYTPHOIMYXOJEBbIX HMMMYyHHBIX KJIETOK SIBJISIETCS
npudbmmsurensHo  Ha 30% Oonee  BBICOKOHM, dYeM mnpoiudepanuss HMMYHHBIX — KIETOK,
00Hapy KUBAIOLINXCS B Cee3eHKe. B COOTBETCTBUY C OIHUM BapUAHTOM OCYILIECTBIEHUS HHTHOUTOP
CDK4/6 npencrasisier codoii coenuHenne 1. B coOTBEeTCTBUHM C OTHUM BapUaHTOM OCYLIECTBIICHUS
UHMHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4eK mpeacTrasiser coboil mHrubutrop CTLA-4,

uHruouTop PD-1 mmm uarubutop PD-L1. B cooTBeTCTBHMU ¢ OJHHM BapHUAHTOM OCYIIECTBIICHUS
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uaruoutop PD-L1 mnpexncraBnser coboit aresonmnszymad. B cooTBeTCTBHM C OOHHM BapHaHTOM
OCYLIECTBJICHUS] HHTUOUTOP HMMYHOJOTUYECKUX KOHTPOJBHBIX TOUYEK MPEACTaBiseT coOol
uaruoutop CTLA-4, BeiOpanHblii w3 rTpymmbl, cocrosimeil u3 wummmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUM C OIHUM BapUAHTOM OCYIIECTBJICHHS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboi wmHrubmrop PD-1,
BBIOPAHHBIN U3 TPyIIbL, cocTosiei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
nuaunusymaba. B cooTBercTBMM € OJHMM BapUaHTOM  OCYILIECTBIEHUS Mpoiudepanus
BHYTPUOIYXOJIEBBIX UMMy HHBIX KJIETOK MOKE€T HHIHOHPOBATHCS HA BEJIMYHHY BIUIOTH A0 IPUMEPHO
50%, 60%, 70%, 75%, 80% wu Oonee mpuMepHO 3a 6-24 yaca. B cOOTBETCTBUY C OTHUM BapUAHTOM
OCYIIECTBJICHHs Mposudepanyst BHYTPUONYXOIEBbIX UMMYHHBIX KJIETOK MOKET MHIHOHPOBATHCS
npudmmurensHo Ha 50% mnpumepHo 3a 6-24 waca. B cOOTBETCTBHMH C OIHUM BapHaHTOM
OCYLIECTBJIEHUs NpoJudepalns BHYTPUOMYyXOJNEBbIX UMMYHHBIX KJIETOK MOKET MHIMOMPOBATHCS
npudbmmsuTenbHo Ha 60% mnpumepHo 3a 6-24 yaca. B COOTBETCTBHMH € OJHUM BapHAHTOM
OCYLIEeCTBJICHUS NpoJudepanns BHYTPHOMYXOJNEBbIX MMMYHHBIX KJIETOK MOKET MHIMOMPOBATHCS
npubmmsurenpbHo Ha 70% mnpumepHo 3a 6-24 uaca. B cOOTBETCTBHMM € OJHHUM BapUAHTOM
OCYILIEeCTBJICHUs] NpoJrdepannss BHYTPHOMYXOJNEBbIX UMMYHHBIX KJIETOK MOXKET MHIMOMPOBATHCS
npubmusurenbHo Ha 75% mnpumepHo 3a 6-24 waca. B cOOTBETCTBHMM C OIHUM BapHaHTOM
OCYILIEeCTBJICHUS] NpoJiriepannsi BHYTPHOMYXOJIEBbIX UMMYHHBIX KJIETOK MOKET HMHIHOHPOBATHCS
npubmmsurensHo Ha 80% mnpumepHo 3a 6-24 waca. B cOOTBETCTBHMH C OIHUM BapHaHTOM
OCYILECTBJICHUsI BHYTPUOINYXOJIEBbIE MMMYyHHBIE KIETKH MOTYT BOCCTAHABIMBATBCA 34 BpEMs,
MpuUMepHO paBHOe uiu MeHbiuee uyem 30, 40, 45, 48, 50 unu 60 yacos. B cooTBeTcTBHMU C OOHUM
BAPUAHTOM  OCYINECTBJICHUS BHYTPHOIYXOJIEBbIE HMMYyHHBIE KJETKH BOCCTaHABIUBAOTCS
npubnusureapbHo 3a 30 wacoB. B COOTBETCTBMHM ¢ OAHMM BapUAaHTOM OCYINECTBJICHUS
BHYTPHOITYXOJIeBble MMMYyHHbBIE KJIETKH BOCCTAHABIMBAIOTCA NpHOnm3uTensHo 3a 40 dvacos. B
COOTBETCTBUU C OJHHUM BapHAaHTOM OCYLIECTBJIEHUs BHYTPUOIYXOJIEBbIE MMMYHHBIE KIETKH
BOCCTaHABJIMBAIOTCS MPUONU3UTENBHO 3a 45 4acoB. B COOTBETCTBMM C OJHUM BapUAHTOM
OCYLIECTBJIEHHUS BHY TPUOITYXOJIEBbIE UMMYHHbBIE KJIETKH BOCCTAHABIUBAIOTCS MPUOIM3UTENBHO 3a 48
4yacoB. B cOOTBETCTBUY ¢ OJHUM BapUAHTOM OCY LECTBJICHHS] BHY TPUOIYXOJI€BbI€ MMMy HHbIE KJIETKH
BOCCTaHABJIMBAIOTCS mpubimsutenbHo 3a 50 4yacoB. B COOTBETCTBMM € OJHHMM BapUAHTOM
OCYLIECTBJIEHUS] BHY TPUOITYXOJIEBbIE UMMYHHbBIE KJIETKH BOCCTAHABINBAIOTCS MPHUOIM3UTENBHO 3a 60
4acoB.

B cooTBeTCTBHM C OJHUM BapHaHTOM OCYLIECTBIEHUS CYOBEKT UMEET MEIKOKJIETOUHBIH pak

nerkoro, u uaruoutop CDK4/6 coennnenne I BBOIAT BHYTPUBEHHO B T€YEHHE MPHONN3NTENHHO 30-
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MHHYTHOTO nieproza 3a 30 MUHYT 10 BBeAeHUs IHO0 3Torno3naa, oo kapOoriatuaa B 1 cyTku u
3TOMNO3KAA BO 2 ¥ 3 CYyTKH B TeueHHe 21-CyTOUHOro LUKIIA JIEYEHHs], IIPU 3TOM CyOBEKTY BBOAST Kak
STOMO3U, TaK ¥ KapOomuaTvH B | CyTKH U 5TOMO3UA BO 2 U 3 CYTKHU B T€4eHHe 21 -CyTOYHOro LKA
IO TMPOTOKOJY TEpaIry MEePBOH JMHUK, IPU 3TOM CyOBEKTY IOMOJHUTEIBHO BBOAST HHTHOUTOD
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOUEK. B COOTBETCTBMM C OAHUM BapUaHTOM OCYILLECTBIICHUS
UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK Ipencrasisier coboit muHrudurop PD-1,
uHruoutop CTLA-4 unu unarubutop PD-L1. B cooTBeTCTBUH C OAHUM BapUAaHTOM OCYLIECTBJIECHHUS
UHTHOUTOP MMMYHOJIOTHUECKHX KOHTPOJIBHBIX TOUYEK MpeacTaBiser codoii naruonrop PD-L1, Takoi
Kak aresonm3ymad. B cOOTBeTCTBMM ¢ OJHMM BapUaHTOM OCYIIECTBJIEHHS HMHTHOUTOP
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUeK npeacTanisier codor uarnoutop CTLA-4, BbiOpaHHBIN U3
rpynmsl, cocrosimed n3 urmmmMmymada (Yervoy®), tpemennmymada, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OFIHUM BAPHAHTOM OCYINECTBIEHHS] HHTUOUTOP UMMYHOJOIMYECKUX KOHTPOJIBbHBIX
TOYeK mpencrasisier coboit narndoutop PD-1, BeIOpaHHBIN U3 TPYIIIBL, COCTOALIECH M3 HUBOMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nuaunuzymada.

B cooTBeTcTBHM € OHUM BapUaHTOM OCYLIECTBJIEHUS CyOBEKT UMEET MEJIKOKJIETOUHBIH pak
aerkoro, u uarnoutrop CDK4/6 coennnenne I BBOAAT BHYTPUBEHHO B TeUeHUE MPUOIU3UTEIHHO 30-
MHHYTHOTO IepHojia NpUOIU3UTENbHO 32 30 MUHYT 70 BBEACHHUS TONOTEKaHa BO BpeMs 21 -CyTOYHOro
L[UKJIa IEYEHUsI, IPH 3TOM CyOBEKTY BBOIAT TomoTeKaH B 1, 2, 3,4 u 5 cyTku B TeueHue 2 1 -CyTOYHOrO
IIMKJIa TIO TIPOTOKOJIY TEeparuy BTOPOH WIIM TpPeTbell JMHUH, NMPH 3TOM CYOBEKTY JOMOJHHUTEIBHO
BBOJSIT MHTMOUTOP UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUYEK. B COOTBETCTBUU C OJHUM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK MPEACTaBiIsieT CoOOH
unruoutop CTLA-4, uaru6urop PD-1 unu uaruburop PD-L1. B cooTBeTcTBUN € OAHUM BapHaHTOM
OCYIIECTBJICHHs] MHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK IIPEACTaBIsAeT COOOH
uaruouTop PD-L1, Takoii kak aTe3onn3ymMad. B cooTBeTcTBUM ¢ OHUM BapHAHTOM OCYILECTBICHHUS
UHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUeK mpeactaBisier codoit marudburop CTLA-4,
BBIOpaHHBII U3 Tpymmbl, cocrosimedl u3 nmummymada (Yervoy®), tpemenumymada, AGEN1884 u
AGEN2041. B coOOTBETCTBUH C OTHUM BapHAHTOM OCYLIECTBJIEHUS] HHTUOUTOP UMMYHOJOTHYECKUX
KOHTPOJIbHBIX TOYEK MpeAcTaBisier codboii uHrubutop PD-1, BRIOpaHHbI U3 TPYIIIbL, COCTOSIIIEH 13
HuBosymaba (Opdivo®), nemOponmsymada (Keytruda®) u nuaunmsymada.

B cooTBeTcTBHM € OHUM BapUaHTOM OCYLIECTBIEHUS CyOBEKT UMEET MEIKOKJIETOUYHBIH pak
nerkoro, u uarnoutop CDK4/6 coenunenue I BBonAT BHYTPUBEHHO B Te4eHUE MPpUOIM3NTENbHO 30-
MHHYTHOTO ITepHoJia NPpUOIU3UTENBHO 32 30 MUHYT 0 BBEACHHUS TONOTEKaHa BO BpeMs 21 -CyTOYHOro

MKJIA JICYSHHSI, TIPH 3TOM CYOBEKTy BBOIST TOMOTEKaH B 1, 2 U 3 cyTku B TedeHue 21-CyTOYHOro
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LIMKJIa TIO TPOTOKOJY TEpParvy BTOPOH WIIM TPeThel JIMHUH, IPU 3TOM CYOBEKTY JOMOJHHUTEIBHO
BBOJST MHTMOUTOP UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUYEK. B COOTBETCTBUY C OJHUM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJOTHYECKHX KOHTPOJBHBIX TOYEK MPEACTaBIsIeT COOOH
uaruoutop CTLA-4, uarn6urop PD-1 wnu uaruburop PD-L1. B cooTBeTcTBUN € OHUM BapHaHTOM
OCYIIECTBJICHHs] HMHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK IPEACTaBIsAeT COOOH
uHruouTop PD-L1, Takoii kak aTe3onn3ymMad. B cooTBeTcTBHM ¢ OHUM BapHAHTOM OCYILECTBICHUS
UHMUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4ek MpeacTtasiser coboi mHrubutop CTLA-4,
BBIOpaHHBIN U3 Tpymbl, cocrosimedl u3 nmummymada (Yervoy®), tpemenumymada, AGEN1884 u
AGEN2041. B cOOTBETCTBUH C OTHUM BapHAHTOM OCYLIECTBIEHUS] HHTUOUTOP UMMYHOJOTHYECKUX
KOHTPOJIBHBIX TOUEK MpeacTaBisieT coboit mHruouTop PD-1, BRIOpaHHBIA U3 TPYMIIbL, COCTOSIIEH U3
HuBosymaba (Opdivo®), nembpommsymada (Keytruda®) u nugunmzymada.

B cooTBeTCTBHM € OJHUM BapHaHTOM OCYLIECTBIEHUS CYOBEKT NMEET MEIKOKJIETOUYHBIH pak
aerkoro, u wuHrHoOutrop CDK4/6 coemunenne 1 BBOAST COMIaCHO HMHAYLHUPYIOLIEMY U
NOJACP>KUBAIOLIEMY PEXUMY TO3UPOBAHUS, IIPU 3TOM COeJUHEeHNE | BBOAAT BHYTPUBEHHO B TEUEHUE
npuOIBUTEIbHO  30-MHHYTHOTO mepuoja mnpuOIM3uTeNibHO 3a 30 MHMHYT 1O BBEAEHUS
KapOoIIaTHHA, 3TOMO3UAAa W HHTHOUTOpPa MMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK, IIPU 3TOM
KapOOoIIaTHH BBOIAT B | CYyTKHU M 3TOMO3UA BBOIAT B | CyTKH, 2 CyTKU U 3 cyTKHU 21-cyTouHOMN (assl
WHAYKLUUA B XUMHOTEPANIEBTUYECKOM LIUKJIE, U 21-CyTOuHBIN UK NOBTOPStOT 1, 2, 3, 4 unu S pas,
IPH 3TOM CYOBEKTY JIOMOJHUTENIBHO BBOIAT TOJIBKO HHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBbHBIX
Touek B (hase Mojjep:kaHMs, KOTOpBIM HadMHAeTcs, Korja Qasa MHAyKLUU 3aBeplleHa. B
COOTBETCTBHUHU C OHUM BapPHAHTOM OCYILECTBJICHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
TOYEK JOMOJHUTENBHO BBOIAT B (aze Mojaep:kaHus B T€YeHHE 1O MeHbllel Mepe 21 cyTok, Mo
MeHbIel Mepe 42 CyTOK, IO MeHbIIEH Mepe 63 CyTOK, 10 MeHbIIel Mepe 84 CyTOK WM 110 MEHbIIEH
mepe 105 cyrok. B coorBercTBMM € OZHMM BapHMaHTOM OCYILIECTBIEHHUS HHTUOUTOP
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOYEK BBOAAT OAMH pa3 B CYTKH. B COOTBETCTBUH C ONHHUM
BApUAHTOM OCYILIECTBICHUS] HHIHONTOP MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK BBOJAT Pa3 B ABOE
CYyTOK. B cooTBeTCTBHMM C OJHMM BapHAaHTOM OCYINECTBJIEHMS WHIMOUTOP HMMMYHOJOTMYECKHX
KOHTPOJIbHBIX TOYEK BBOJSAT Pa3 B TPOE CYTOK. B COOTBETCTBMM C OTHUM BapUAHTOM OCYIECTBJICHUS
UHIHONUTOP UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK BBOISAT OMH pa3 B Helelno. B cooTBeTcTBIM C
OHUM BapUaHTOM OCYINECTBJIEHHS WHTUOUTOP HMMYHOJOIMYECKHX KOHTPOJIBHBIX TOYEK
IpEeICTaBIIsAET COOOM aTe30ImM3ymal.

B coOTBETCTBHM C OJHIM BapUAaHTOM OCYLIECTBJIEHUS CYOBEKT HMEET MEIKOKJIETOYHBIH pak

gerkoro, u wuHruburop CDK4/6 coemunenne [ BBOAST COIrNAaCHO UWHAYLMPYIOIIEMY U
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NOJIEP>KUBAIOIIEMY PEXUMY TO3UPOBAHUS, IIPU 3TOM COoeIMHEeHNE | BBOAAT BHYTPUBEHHO B TEUEHUE
npuOIM3UTENbHO 30-MUHYTHOTO IIEpHOAa NPUOIN3UTENbHO 32 30 MUHYT 10 BBEJIEHUS TONOTEKaHa U
UHTHONUTOpPAa UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK B KaXkable M3 1 CyTOK, 2 CyTOK, 3 CyTOK, 4
CYTOK " 5 cyTOK 21-cyTouHOl (a3za MHAYKIUH B XUMHOTEPANIEBTUYECKOM LUKIE, U 21-CyTOUHBIH
IIMKJI TTOBTOPSIFOT YETHIPE pas3a, MPU 3TOM CYOBEKTY MOMOJHHUTENBHO BBOAAT TOJBKO HHTHOUTOP
MMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOYEK B (ha3e MOoAneprKaHus, KOTopas HauWHaeTcs, korzaa ¢asa
UHAYKIUK 3aBeplieHa. B COOTBETCTBHMM C OAZHMM BapUaHTOM OCYINECTBIEHHUS WHTUOUTOP
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK IOMOJHUTENLHO BBOIAT B (pa3e MoaAep:KaHUs B TEUCHUE
0 MeHbLIEeH Mepe 21 cyTOK, O MeHbLIel Mepe 42 CyTOK, 10 MEHbLIEH Mepe 63 CYyTOK, 10 MEHbLIEH
Mepe 84 cyTok uiaum mo MeHbledl Mepe 105 cyTtok. B COOTBETCTBUM € OJHUM BapUAHTOM
OCYIIECTBJICHUS] HHTHOUTOP MMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK BBOJSAT OJUH pa3 B CyTKHU. B
COOTBETCTBUHU C OFHUM BAPHAHTOM OCYIIECTBJIEHHUS HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIBHBIX
TOYEK BBOJST pa3 B JABOE CYTOK. B COOTBETCTBUH C OJHUM BapHUAHTOM OCYINECTBICHUS HHIHOUTOD
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX TOYEK BBOISAT pa3 B TPO€ CYTOK. B COOTBETCTBMM C OIHUM
BAPHAHTOM OCYINECTBJICHUS] HHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK BBOASAT OJHH pas3
B HeZeNo. B COOTBETCTBHM C OJHMM BapHAHTOM OCYIIECTBJICHUS MHTHOUTOP MMMYHOJOTHYECKHX
KOHTPOJIbHBIX TOUEK MpeCcTaBisieT coOoit are3omu3ymad.

Kak mpenmonaraercss B gaHHOM JokymeHTe, uHruoburop CDK4/6 B komOuHammu ¢
UHI'HOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIBbHBIX TOYEK MOKHO NPHMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEeBTUYECKUX CXEeM JIeUeHMs, SIBJSIIOLIUXCS CTAHAApTOM JieueHMs, Hampumep, 0Oe3
OTpaHWYeHMs, C TPOTOKOJIOM TEeparuy MEJKOKIETOUHOrO0 paka JIerKOro, TakuM Kak, 0e3
orpaHueHus:: ucnnatu, 60 mr/m? IV (BHyTpuBeHHO), B 1 cyTku mmoc stonosus, 120 mr/m* IV, B
1-3 cyTku Kaxbie 21 cyTku B TeueHue 4 UKNOB; LucniaTtuy, 80 Mr/m” IV, B 1 cyTKH MIHOC 5TONO3M,
100 mr/m? IV, B 1-3 cyTku Kaxble 28 CyTKH B TedeHue 4 HUKIOB; nucmiatuy, 60-80 mr/m? IV, B 1
cyTkM mmoc 3tonosua, 80-120 mr/m? IV, B 1-3 cyTku kaxabie 21-28 cyTok (MakcUMyM 4 LUKTIA);
kapbommatus, AUC 5-6 mun.*mr/ma IV, B 1 cyTku nmroc sronosux, 80-100 mr/m* IV, B 1-3 cyTku
KaxIble 28 cyToK (MakcUMyM 4 1ukna); mucnnatuy, 60-80 mr/m* IV, B 1 cyTku mmoc sTonos3us, 80-
120 mr/m* 1V, B 1-3 cyTku kaxasie 21-28 cyTtok; kapbonnatun, AUC 5-6mun.*mr/mn IV, B 1 cyTku
nutroc sTonosus, 80-100 Mr/m? IV, B 1-3 cyTku kaxable 28 cyTok (MakCHUMyM 6 [IMKJIOB); [UCTIIATHH,
60 mr/mM* IV, B 1 cyTku mmoc upunoTekan, 60 mr/m? IV, B 1, 8 u 15 cyTku kaxable 28 CyTOK
(MakcumyM 6 cyTok); nucmiatus, 30 mr/mM? IV, B 1 u 8 cytku, umu 80 mr/m> IV B 1 cyTku, mmoc
upuHoTekaH, 65 Mr/mM? IV, B 1 u 8 cyTku kaxnble 21 cyTku (MakcuMyM 6 LUKJIOB), KapOoIaTyH,

AUC 5 mun.*mr/mn IV, B 1 cyTku nmtoc upuHorekas, 50 mr/m> IV, B 1, 8 u 15 cyTku kaxabie 28
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cyTok (MakcumyMm 6 1ukjos); kapborutatun, AUC 4-5 IV, B 1 cytku mitoc upuHoTekaH, 150-
200 mr/M? IV, B 1 cyTku Kaxkable 21 cyTku (MaAkCUMyM 6 LUKIIOB); Huktodpocdamua, 800-1000 mr/m?
IV, B 1 cyTkn mmoc nokcopyounus, 40-50 mr/m? IV, B 1 cyTku mmoc Bunkpuctus, 1-1,4 mr/m® IV, B
1 cyTku kaxabie 21-28 cyTok (MakcuMyM 6 LUKIOB); 3Tono3us, S0 Mr/m> PO, execyTo4HO B TeYeHHE
3 Henenb Kaxable 4 Hemenu, Tonotekad, 2,3 mr/mM® PO, B 1-5 cyTku kaxable 21 CyTKM, TOMOTEKaH,
1,5 mr/mM? IV, B 1-5 cytku kaxasie 21 cyTku; kap6onmnatun, AUC 5 mun.*mr/ma IV, B 1 cyTku mmoc
upuHoTekaH, S0 Mr/mM? IV, B 1, 8 1 15 cyTku kaxabie 28 cyTok; kapbomnarun, AUC 4-5 1V, B 1 cyTku
mmoc upuHoTekaH, 150-200 mr/m? IV, B 1 cyTku kakable 21 cyTkum; mucmiatus, 30 mr/m? IV, B 1, 8
u 15 cyTku mmroc upunotekan, 60 mr/mM? IV, B 1, 8 1 15 cyTku kaxible 28 CyTOK; LUCTLIATHH, 60 Mr/m?
IV, B 1 cyTku mmoc upuHoteka, 60 mr/m> IV, B 1, 8 u 15 cyTku kaxzble 28 CyTOK, LMCIIATHH,
30 mr/m? IV, B 1 u 8 cytku, umu 80 mr/m? IV B 1 cyTku, mmoc upuaoTekas, 65 mr/m> IV, B 1 u 8 cyTkn
kaxple 21 cyTku; naknutakcen, 80 Mr/m? IV, exxeHesieIbHO B TedeHHe 6 Heleslb Kaxkble 8 Hemlelb,
naxiurakcen, 175 mr/m® IV, B 1 cyTku xaxaeie 3 Hememn; stonosun, 50 mr/m? PO, execyTodHo B
TeueHue 3 Hemenb Kaxkable 4 Hemenmu, TomoTekaH, 2,3 mr/m* PO, B 1-5 cyTku kaxaele 21 cyTku;
tonotekaH, 1,5 mr/m* IV, B 1-5 cyTku kaxasie 21 cytku;, kapoomnatun, AUC 5 mun. *mr/mn IV, B 1
cyTKH mmoc upuHoTekaH, 50 mr/m? IV, B 1, 8 u 15 cyTku kaxasle 28 cyTok; kapoonnatun, AUC 4-5
IV, B 1 cyTku mmoc upuHoTekaH, 150-200 mr/m? IV, B 1 cyTku kaxiable 21 CyTKM, LMCILIATHH,
30 mr/M* IV, B 1, 8 u 15 cyTku mimoc upunotekas, 60 mr/m> IV, B 1, 8 u 15 cyTku Kax/ble 28 CyTOK;
nucrnatuy, 60 mr/m® IV, B 1 cyTku mmoc upunoTekas, 60 mr/m> IV, B 1, 8 u 15 cyTku kaxabie 28
cytok; mucnnatud, 30 mr/m> IV, B 1 u 8 cyTku, unu 80 Mr/m*> IV B 1 CcyTKM, MIOC MPUHOTEKaH,
65 mr/m> IV, B 1 u 8 cyTku kaxcasie 21 cyTku; makmurakcen, 80 mr/m* IV, exxeHenensHO B TeueHne 6
Helenb Kaxkable 8 Helenb, M makiurtakcen, 175 mr/m®> IV, B 1 cyTku kaxnaele 3 Hemenu. B
COOTBETCTBUHM C aJbTEPHATUBHBIMU BApHUAHTAMU OCYIIECTBJIEHUs coenuHeHue | BBomsT ms
o0ecreueH st 3aIUThI P XUMHUOTEPAITUN IO MMPOTOKOJIY TEPANUU MEJIKOKJIETOYHOI'O paKa JIErKoro,
TaKOMy Kak, 0e3 orpaHudeHus: Tonorekan, 2,0 mr/m> PO, B 1-5 cyTku kaxpie 21 CyTKH; TOMOTEKaH,
1,5-2,3 mr/m? PO, B 1-5 cyTku kaxasle 21 cyTku; sTonosun, 100 mr/m? BayTpusenHo (IV), B mepuosn
¢ 1 mo 3 cytku mmoc nucmiatuy, 50 mr/m? IV, B 1 1 2 cyTku (LUKJIIBI IeU€HUS HA3HAYAIOT KaKable 3
HeNeJIM 10 MAaKCUMAJIbHOTO KOJIMYEeCTBA IECTh LUKIIOB), 3Tono3ua, 100 mr/m? BHyTpuBeHHO (IV), B
nepuon ¢ 1 mo 3 cytku mmoc kapoomnatus, 300 mr/m? IV, B 1 cyTku (LUKJIbI IEYSHHUST HA3HAYAIOT
KaKJIble 3 HeJleu 10 MaKCHUMAIbHOTO KOJIMYECTBA IeCTh UKIOB); kapbomiatud (300 mr/m* IV B 1
CYTKH) M BO3pACTAIOIINe AO03bI 3Tomo3uaa, HaumHas ¢ 80 mr/m> IV, B 1-3 cyTku; kapOomiaTus,
125 mr/m?/cyTkn, B koMOMHaUuu ¢ 3tomo3uaoM, 200 Mr/M?/CyTkH, BBOAST B TEYEHUE 3 CYTOK,

stonosun, 80-200 mr/m? BHyTpuBeHHO (IV), B mepuoxn ¢ 1 mo 3 cyTtku mmoc kapOoruiatus, 125-
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450 mr/m? IV, B 1 cyTku (LUMKJIBI JIeYeHUs] HA3HAYAKOT Kaxkabie 21-28 cyTok); kapoomnarun, AUC 5-
6 mun.*mMr/mMn IV, B 1 cyTkn mmoc stonosua, 80-200 mr/m? IV, B 1-3 cyTku kaxkmable 28 CyTOK
(MakcumyM 4 nukia). B cooTBeTCTBHM ¢ OMHUM BapuaHTOM ocyInectBieHus uHruounrop CDK4/6
npexacraBiser coboi coemuHeHune [ B cOOTBETCTBMM € OJHMM BAapHAHTOM OCYLIECTBJICHUS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MpeacTtamisieT cobor mHrudburop CTLA-4,
uHruouTop PD-1 mmm uarnburop PD-L1. B cooTBeTcTBHU ¢ OJHMM BapHaHTOM OCYIIECTBIICHUS
unruoutop PD-L1 npexacrasnser coboil arezonuszymald. B cooTBercTBMM C OZHMM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MpPEACTaBisieT CcoOok
uaruoutop CTLA-4, BeOpanHbli w3 rpynmbl, cocrosimeil u3 uminmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTCTBUU C OJHIM BaPHAHTOM OCYINECTBIICHHS
UHTHONUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK Mpencrasisier coboit wmHruourop PD-1,
BBIOPAHHBIN U3 TpyIMbl, cocTosuiei u3 Hupoiaymada (Opdivo®), memOponmuzymada (Keytruda®) u
nuauIn3yMada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus nHruourop CDK4/6 B komOnHaumu ¢
MHMMOMTOPOM HMMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MOJKHO IPHUMEHSTb COBMECTHO C PSAOM
XUMUOTEPANEBTHYECKUX CXEeM JICUSHHs, SIBJSIIOINUXCS CTAHAApPTOM JIeUeHHs, Hampumep, 0e3
OTPaHUYEHHUsA, C MPOTOKOJIOM JICUECHHUSI PEIUTMKAIHOHHO He3aBucuMoro ot CDK4/6 paka rojoBsl u
1€y, TAKMM KaK, 6e3 orpanudenus: mucnnatuy, 100 mr/m? IV B 1, 22 u 43 cyTku uau 40-50 mr/m? IV
eXeIHEBHO B TeueHue 6-7 Heenb, LeTykcumab, Harpysounas nosa 400 mr/m? IV, 3a 1 Hememo 10
Ha4ana paguoTepanuu, 3ateM 250 Mr/M* exeHenenbHO (MpeBapuTeNbHas JIEKAPCTBEHHAS Teparus
fiekcaMeTa3oHoM, NU(GEHIHAPaMUHOM M PaHUTUAMHOM), nucriatul, 20 mr/m® IV, Bo 2 cyTku
eXKEeHENENbHO B TeYeHHe MePHOJia BILIOTh 10 7 Henelb TIIroc nakmutakcen, 30 mr/m* IV, B 1 cyTku
exeHeNeNbHO B TedeHHe Mepruoa BIJIOTh A0 7 Hejenb, nucriaTtus, 20 mr/m?/cytku IV, B 1-4 u 22-
25 cytku nmoc 5-FU, 1000 Mr/m?/cyTku nocpenctBom HenpepbisHOit IV undysuu, B 1-4 u 22-25
cyTku; 5-FU, 800 mr/m* nocpencTBoM HenpepbiBHOM IV uH(y3un, B 1-5 CyTKH ¢ BBEIEHHEM B CyTKH
obnyuenus runoc rugpokcumoueBuna, | r PO kaxabie 12 wacos (11 103 3a 1ukin), XuMuOTepanus u
paguoTepanus, Ha3HadaeMble pa3 B JABE HEAENH B TedeHHe B oOuiel ciokHocTH 13 Henens,
kapbornatun, 70 mr/m*/cytku IV, B 1-4, 22-25 u 43-46 cytku mmoc 5-FU, 600 mr/m*/cyTkn
nocpencTBoM HenpepbiBHOH [V undysun, B 1-4, 22-25 u 43-46 cyTku; kapbormnatun, AUC 1,5 1V, B
1 cyTkH ekeHeseNbHO IUIOC makauTakcen, 45 mr/m> IV, B 1 cyTkH exXeHe[eNbHO, LUCILIATHH,
100 mr/M*> TV B 1, 22 u 43 cytku unu 40-50 mr/m? IV exeHenenbHO B TedeHue 6-7 HeJlelb,
nouerakcen, 75 mr/m> IV, B 1 CYyTKHM IUIOC nucruiatul, 100 mr/m> 1V, B 1 cyTku mmoc S-FU,

100 mr/m*/cyTku nocpecTBOM HenpepbiBHOM IV uHpy3un, B 1-4 CyTKu Kax/ble 3 HENEIU B TeUEHHe
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3 umkIoB, 3aTem cnycts 3-8 Hepenb, kapboriatud, AUC 1,5 IV, exxeHenenbHO B TeUeHHE Mepuoaa
BILIOTH 710 7 HeJlesIb BO BpeMsl pafidoTepanuu; aoueTtakces, 75 mr/m? IV, B 1 CyTKH IIFOC LUCIIATHH,
75 mr/m? IV, B 1 cyTku nmoc 5-FU, 750 mr/m*/cyTku nocpesicTBoM HernpepbisHoi IV undysum, B 1-
4 cyTKH Kaxble 3 Hemenu B Tedenue 4 Lukjos, nucrmiatud, 100 mr/m? IV, B 1 cyTku kaxabie 3
HEeNH B TedeHue 6 LukoB mmoc 5-FU, 1000 mr/m*/cyTku nocpencTBoM HenpepbiBHOM IV nHdy3uy,
B 1-4 CyTKH Kaxble 3 HeJenu B TedeHne 6 IUKJIOB ILT0C LeTykcuMab, Harpy3ouHas 1o3a 400 mr/m>
IV, B 1 cyrku, 3atem 250 mr/M®> IV ekKeHENENbHO [0 HPOrpPeccCUpoBaHus 3aboneBaHuUs
(mpenBapuTeNnbHAS JIEKAPCTBEHHAS TEPAIHS IEKCAMETA30HOM, NH(PEHTHAPAMHHOM U PAHHTHAUHOM),
kap6oruatius, AUC 5 mus. *mr/mn IV, B 1 cyTku kaxasle 3 Henenu B TedeHue 6 nukios mioc 5-FU,
1000 mr/m*/cyTku nocpencTBoM HenpepbiBHOM IV uHdy3uu, B 1-4 CyTKU Kaskable 3 HeleU B TEUeHHE
6 UMKJIOB TUIIOC IleTykcumad, HarpysouHas mo3a 400 mr/m®> IV, B 1 cyTku, 3atem 250 mr/m* IV
€XKEHEJIeNIbHO 10 NpOrpeccupoBaHusi 3a0oneBaHus (TpenBapUTENbHAsl JIEKApCTBEHHAs Teparus
leKCaMeTa30HoM, JU(PEHrHAPAMUHOM U PaHUTUAMHOM), HucaTuH, 75 mr/m? IV, B 1 cyTku mmoc
mouerakcen, 75 Mr/m? IV, B 1 cyTku kaxnable 3 Helenu; UUCIUIATUH, 75 mr/m> IV, B 1 cyTku mmoc
naxnuTakcen, 175 mr/m? IV, B 1 cyTku kaxable 3 Henenu; kapoornatun, AUC 6 IV, B 1 cyTku miroc
nouerakcen, 65 mr/m* IV, B 1 cyTku xaxmasie 3 Hemenu; kapbomnatun, AUC 6 IV, B 1 cyTku mmoc
naxaurakcen, 200 mr/m? IV, B 1 cyTku kaxble 3 Heaenu; uucriaatus, 75-100 mr/m? IV, B 1 cyTku
Ka)KIbIe 3-4 Hemeu IIoc eTykeuMab, Harpy3ounas 1o3a 400 mr/m> IV B 1 cyTkn, 3aTem 250 mr/m>
IV exxenenenpHO (TIpenBapuUTENbHAs JIEKAPCTBEHHAS TEPAIHs 1eKCAMETa30HOM, TU(PEHTHIPAMUHOM
1 paHUTUAMHOM); tucraaTtul, 100 mr/m? IV, B 1 cyTku mmoc 5-FU, 1000 mMr/m%/cyTku nocpencTBoM
HenpepbiBHOI IV undysuu, B 1-4 cyTku kaxable 3 Hesenu; Metotpekcart, 40 mr/m* IV, exeHenensHo
(3 menenu pasHbl 1 nukiy); naknurakcen, 200 mr/m* IV, kakabie 3 Hemenu; pouerakcen, 75 mr/m?*
IV, xaxble 3 Heneny; LeTykcuma0, HarpysouHas 1o3a 400 mr/m> IV B 1 cyTku, 3atem 250 mr/m? IV
eXeHeIeNIbHO A0 MporpeccupoBaHusi 3adoneBaHus (TperBapUTENbHAsl JIEKAPCTBEHHAs Teparus
JIEKCAMETa30HOM, IU(DEHrUAPaMUHOM M PaHUTUAMHOM), uucratud, 100 mr/m*> IV, B 1 cyTku
Kakable 3 Helenu B TedeHue 6 nukios mmoc 5-FU, 1000 Mr/mM?/cyTku MocpeicTBOM HeNpephIBHOI
IV undysun, B 1-4 cyTku kaxxaple 3 Heenu B TeUeHUE 6 [UKIIOB IUIIOC LEeTYKCHMaO, Harpy3o4Has
no3a 400 mr/m? IV B 1 cyTku, 3aTeM 250 mr/m” IV exxeHenenbHo (IpeBapuTeabHasi JeKapCTBeHHAs
Tepamust JeKCaMeTa30HOM, TU(EHTHIPAMUHOM U PAHUTHANHOM), KapOoruatis, AUC 5 MuH. *Mr/mn
IV, B 1 cyTku Kaxzaele 3 Helenu B TedeHue 6 LukioB mmoc 5-FU, 1000 mr/mM%/cyTku nocpencTsoM
HenpepbiBHOH [V nH(y3um, B 1-4 cyTkH kaxable 3 Henean B TeUeHHe O HUKIIOB IUTIOC LETYKCUMao,
Harpy3ouHas no03a 400 mr/m? IV B 1 cyTku, 3atem 250 mr/m® IV exeHenenbHo (MpeasapuTeNbHast

JCKAPCTBCHHAsA TEpanusa ACKCAMETA30HOM, I[I/I(l)eHFI/II[paMI/IHOM )41 paHI/ITI/IZ[I/IHOM); OUCIIIATHH,
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75 mr/m? IV, B 1 cyTku mmoc gouerakcen, 75 mr/m? IV, B 1 cyTku kaxble 3 Hemenu; LUCIIATHH,
75 mr/m? IV, B 1 cyTku mumoc nakautakcen, 175 mr/m? IV, B 1 cyTku kaxble 3 Henenu, kapOorniaTuH,
AUC 6 1V, B 1 cyTku mmoc nouerakcen, 65 mr/m> IV, B 1 cyTkn xaxcaple 3 Hememu; KapOOTUIaTHH,
AUC 6 1V, B 1 cyTku nmoc nakmutakces, 200 mr/m* IV, B 1 cyTkH Kaxable 3 HeJenu; UCILIATHH,
75-100 mr/m? IV, B 1 cyTku Kaxable 3-4 Heeau MIkOC HeTykcumad, Harpy3ouHas 1o3a 400 mr/m? IV
B 1 cyTku, 3arem 250 mr/m* IV exeHemenbHO (MpenBapuTenbHas NeKapcTBEHHAs Teparius
IeKCaMeTa30HOM, U EHruAPAaMUHOM U PAHUTUAMHOM ), HucIiaTuH, 100 mr/m? IV, B 1 CYTKH IUTKOC
5-FU, 1000 mr/m*/cyTk1 TIOCpeACTBOM HernpepbiBHOM 1V undysuu, B 1-4 cyTku Kax/bie 3 Hememw,
meToTpekcar, 40 mr/m* IV, exenenensho (3 Hemenu paHbl | 1ukiy); nakaurakcen, 200 mr/m* 1V,
Kaxabple 3 Hemenu; gouerakcen, 75 mr/m* IV, kaxele 3 Hemenu; LEeTyKCUMad, Harpy3ouHas 1032
400 mr/m®> IV B 1 cyTkm, 3atem 250 mr/m®> IV exeHemenbHO [0 MPOTPECCUPOBAHHUs 3a00NeBaHHUSA
(mpenBapuTeNnbHas IEKAPCTBEHHAS TEPAIUS 1EKCAMETa30HOM, TU(PEHTUAPAMUHOM U PAHUTHIUHOM);
nucnnatus, 100 mr/m? IV, B 1, 22 u 43 cyTku ¢ paauoTepanueii, 3ateM mucrniatus, 80 mr/m* IV, B 1
cyTku mmoc 5-FU, 1000 Mr/m?*/cyTku nocpeacTBoM HenpepbiBHOi [V uHpy3un, B 1-4 CyTKU Kaxabie
4 Henleny B TeUeHUeE 3 LUKIIOB; LUCILIATUH, 75 Mr/M> IV, B 1 cyTku ntoc nouerakcen, 75 mr/m* IV, B
1 cyTku kaxbie 3 Hemenw; nucmatuy, 75 mr/m* IV, B 1 cyTku mmroc nakmurakcen, 175 mr/m? IV, B
1 cyTku kaxbie 3 nenenu; kapoomnatun, AUC 6 IV, B 1 cyTku mmoc nouerakcen, 65 mr/m> IV, B 1
CyTKM Kaxable 3 Hemenu, kapoonnatun, AUC 6 IV, B 1 cyTku mmoc nakautakcen, 200 mr/m? IV, B 1
CYTKM Kaxkable 3 Hexenu; nucruiatud, 100 Mr/m? IV, B 1 cyrku mmoc 5-FU, 1000 MF/Mz/CyTKI/I
MOCPEACTBOM HernpepbiBHOH 1V undysuu, B 1-4 cyTku Kaxable 3 Hemenu, uucnaaTus, 50-70 mr/m?
IV, B 1 cytku mmoc remuurabun, 1000 mr/m? IV, B 1, 8 u 15 cyTku kaxaple 4 Heeu; TeMIUTa0uH,
1000 Mr/M? IV, B 1, 8 u 15 cyTku Kaskable 4 Henenu unu reMuutabun, 1250 mr/m? IV, B 1 1 8 cyTku
Kaxaple 3 Hemenu, Mertorpekcar, 40 mr/m> 1V, exenenembHo (3 Hemenu paBHbI 1 LUKIY);
naxnuTakcen, 200 mr/m? IV, kaxmele 3 Hemenmu; nouerakcen, 75 mr/m® IV, xaxnabie 3 Hemenw,
nucratus, 75 mr/m* IV, B 1 cyTku nmoc pouerakcen, 75 mr/m” IV, B 1 cyTku kaxable 3 Heenu,
nucnnatuy, 75 Mr/m? IV, B 1 cyTku nmroc maknutakcen, 175 mr/m? IV, B 1 cyTku Kakable 3 Hemenu,
kapbomnatun, AUC 6 IV, B 1 cyTku mmoc nouerakcen, 65 mr/m> IV, B 1 cyTku Kaxable 3 Hemenu,
kap6ornatun, AUC 6 IV, B 1 cyTku mmoc nakautakces, 200 mr/m? IV, B 1 cyTkH Kaxble 3 HEENH;
nucrnatus, 100 mr/m? IV, B 1 cyTku mmoc 5-FU, 1000 mr/m%/cyTku MocpencTBoM HempepbiBHOi IV
uHdy3un, B 1-4 cyTkH Kaxable 3 Hemenu, mucnnatus, 50-70 mr/m? IV, B 1 cyTKH MTIOC reMIUTaOuH,
1000 mr/m> IV, B 1, 8 1 15 cyTku kaxasle 4 Hemenu; remuutabus, 1000 mr/m> IV, B 1, 8 1 15 cyTkn
Ka)k[ple 4 Hemenu Uiy remiuuradux, 1250 Mr/m? IV, B 1 u 8 cyTku kaxzable 3 HENENU, METOTPEKCAT,

40 mr/m* 1V, exenenenvHo (3 Henmenu pasHbl | mukiny), nmaknurakcen, 200 mr/m®> IV, kaxnabie 3
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Hemenu, W gouerakces, 75 mr/m?> IV, kxaxzapie 3 Hemesln. B COOTBETCTBHH C OXHHM BAPHUAHTOM
ocymectsienus: uaruoutop CDK4/6 npencrasnsier coboit coenunenne . B coorBeTcTBUU € OHUM
BaApUAHTOM OCYINECTBJICHHsS] WHIMOUTOP MMMYHOJOTMYECKHUX KOHTPOJBHBIX TOYEK MPEICTaBISET
coboit uarndourop CTLA-4, uarudurop PD-1 wnu unruburop PD-L1. B coorsercTBuu ¢ OIHUM
BapUaHTOM OcyinecTBieHus nHruoburop PD-L1 npencrasnsier coboit ate3onusymad. B cooTBeTcTBHM
C OJHMM BapHAHTOM OCYIIECTBJCHHS HWHTHOUTOP HMMMYHOJOTHYECKUX KOHTPOJIBHBIX TOYEK
npexactasnser coboit uaruourop CTLA-4, BRIOpaHHBIM M3 IPYyMIbL, COCTOAIIEH U3 HILTUMyMada
(Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B coOOTBETCTBHM C OIHHUM BapHAHTOM
OCYILIECTBJICHUS] HHTUOUTOP HWMMYHOJIOTHUYECKHUX KOHTPOJBHBIX TOYEK MpeAcTaBisieT coboit
uHrudurop PD-1, BeiOpaHHbIi U3 IPyMIbI, cocTosiei u3 HuBonymabda (Opdivo®), nemOponusymada
(Keytruda®) u nupmmmsymada.

B cooTrBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruoutop CDK4/6 B komOuHauuu ¢
UHTUOUTOPOM HUMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK MOKHO MPUMEHSITh COBMECTHO C PSIIOM
XUMHOTEPANEBTUUECKUX CXEM JICUEHUs], SIBJSIIOIIMXCS CTAHOAPTOM JIEYCHUs, Hampumep, 0e3
OTPaHUYEHHUs, C TPOTOKOJIOM JIUCHHUS PEIUTMKAIIMOHHO He3aBucumoro ot CDK4/6 paka monodHoi
JKeJie3bl ¢ TPOWHBIM OTPULATENIbHBIM (DEHOTUIIOM, TAKUM Kak, 0e3 OrpaHUYeHUs. TOKCOPYOHUINH
(ampuiaMUIIMH) C COKpAleHHbIMH HMHTEpBAJaMHU BBeNEHUs 103 M Lukiopochamun (LUTOKCAH)
KakKIble JBE HENeIH B TEYCHHE YEeThIpeX LHKIOB C IMOCIESOYIOIIUM BBEJEHHEM MNaKIUTaKceIa
(Taxol®) ¢ cokpalmeHHBIMH WHTEpBaJaMH BBEICHMS 103 KaX[Ible ABE HElENHU B TEUEHHE YETBhIPEX
LUKJIOB, aqpUaMHLIH/MAKIUTAKCE/HUKIoPochamMu Kaxkaple TPU HEOeNd B TeYeHHe B OOIel
CJIO)KHOCTH YeTBhIPEX IHUKJIOB, aJpUaMHIIMH/MaKIuTaKce)/uukiodpochamMun Kaxable IBe HEHEeNU B
TE€YeHHE B OOINEH CIIOKHOCTHU YEThIPEX LUKJIOB, aApHaAMULUH/IHUKIOPOCchHaMUa ¢ MOCIENYOIINM
naknuTakceaoM (Taxol®) xkaxkaple TpU Hemenu KakObli B TEYEHHE YeThIpeX LUKIOB, U
anpuamunus/uukiaodochamun ¢ mocneayromum nakautakcenoMm (Taxol®) kaxkapie nBe Hemean
KQXIbIil B TEUEHUE YEThIPEX LUKJIOB. B COOTBETCTBMM C OIHHUM BAapUAHTOM OCYINECTBJICHUS
unrudburop CDK4/6 npencrasnser coboii coenuneHue 1. B COOTBETCTBUH C OIHUM BapUAHTOM
OCYINECTBJICHUSI HMHTHOUTOP HMMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MpencTaBisieT coOoit
unrudurop CTLA-4, unrubutop PD-1 unu uarudurop PD-L1. B cOOTBETCTBHH C OAHUM BapHaHTOM
ocyiectsienusi uHruoutrop PD-L1 npencrasnser coboii are3onn3ymad. B cooTBeTCTBUU ¢ OIHUM
BAPUAHTOM OCYINECTBJICHHS WHTHOUTOP MMMYHOJIOTUYECKHUX KOHTPOJBHBIX TOYEK MPEACTABISET
coboit marndurop CTLA-4, BbiOpaHHBI W3 rpymmbl, coctosimed u3 urmumyMada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUU C OJHUM BapHaHTOM OCYINECTBIICHHS

UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT cobod wuHrubmrop PD-1,
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BBIOpAHHBIN U3 TPyIIbL, cocTosiiei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
A3y Mada.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHIUOUTOPOM HUMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK MOXKHO MPUMEHSTh COBMECTHO C PSIIOM
XMUMHOTEPANEBTUYECKIX CXEM JICUSHHMs], SIBISIIOLIMXCS CTAHAAPTOM JICUSHHUS, HampuMep, Oe3
OTpaHUYEHHUsI, C MPOTOKOJIOM JICUEHHUS PEIUTMKAMOHHO He3aBrcumoro ot CDK4/6 paka MoueBOro
My3bIps, TAKUM Kak, O€3 OrpaHMYeHHUs: NOCIeONepaliOHHasl BCIIOMOraTe/lbHas UHTPaBe3nKalbHas
XUMHOTEpAIus s paka MOUYEBOTO My3bIpsi O€3 MPOpacTaHUsl B MbIIIEYHBIN CJIOH, XUMHUOTEPATHS
NEepBON JIMHUM JJI1 paka MOUYEBOIO IMy3bIPsl C MPOPACTAHUEM B MBIIIEYHBIM CJIOM M XUMUOTEpaIus
BTOPOH JIMHMM [UIsI paka MO4YEBOrO TMy3bIps C MPOPACTAHUEM B  MBIIICUHBI  CJIOM.
Heorpanuunsaromue mpuMepsl MOCIEONEPALOHHON XUMUOTEpAnuy Uil paka MOYEBOTO Iy3bIps
BKJIFOUAIOT OAHY 103y uinu mutomunuHa (40 mr), snupybunmna (80 mr), tuorens! (30 mr), wiu
nokcopyornuuHa (50 mr). Heorpann4mparomye npuMepbl XUMHOTEPAIMH MTEPBON JIMHUK JJIsT paka
MOUEBOTO TMy3bIps BKIOYAIOT B cebs: remuutabun, 1000 mr/m?, B 1, 8 1 15 cyTKu MIIOC LUCTIIATHH,
70 mr/m?, B 1 uau 2 CyTKM ¢ MOBTOPEHUEM LUK/ KaKable 28 CyTOK B TeUeHHe B 00LIeH CIOKHOCTH
YeThIpeX LUKJIOB;, BBEIEHHE 103bI MeToTpekcara, 30 mr/m> IV, B 1, 15 1 22 cyTKH, NIF0C BUHONIACTHH,
3 mr/m? 1V, Bo 2, 15 u 22 cyTku, miroc aokcopy6unun, 30 Mr/m? IV, Bo 2 cyTkM, IITFOC LUCTIATHH,
70 mr/m* IV, BO 2 CyTKHU ¢ TOBTOPEHUEM LKA Kaxkble 28 CyTOK B TeueHHe B oOwiel CI0kKHOCTH 3
LUKJIOB, U CXEMbl C COKpPAIEHHbIMH HWHTEPBAJaMU BBEACHHS 103 BbIIIEYKAa3aHHBIX CPENCTB,
BBOJMMBIX BMECTE C J03aMH CTUMYJIHPYIOLINUX (GakTOpOB pocTa. B cooTBeTCTBUNU C OJHUM BapUAHTOM
ocyiectsienus: unruoutop CDK4/6 npencrasmisier coboii coenunenne . B cooTBeTcTBUU C OMHUM
BAPUAHTOM OCYILIECTBJICHUS WHIMOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK IPENCTaBISAET
coboii uarnourop CTLA-4, uarubutop PD-1 unu uaruburop PD-L1. B cooTBercTBHM C OIHUM
BapUaHTOM ocyinecTienus naruburop PD-L 1 npeacrasnsier coboit ate3onusymad. B cooTsercTBrn
C ONHMM BAapHAHTOM OCYIIECTBJICHHS WHTHOMTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX TOYEK
npexacrasysier codoit naruourop CTLA-4, BRIOpaHHBIM M3 IPYMIIbI, COCTOSMIEH W3 HILTUMyMada
(Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B cOOTBETCTBHM C OIHUM BapUAHTOM
OCYILIECTBJICHUS] HHTUOUTOP HWMMYHOJOTHYECKUX KOHTPOJBHBIX TOYEK MPEACTaBIsIeT COOOH
uHruburop PD-1, BeiOpaHHbIii U3 rpymmnbl, cocTosimel u3 HuBonymada (Opdivo®), nemOponuzymada
(Keytruda®) u nununusymada.

B cooTBercTBUM ¢ OgHUM BapuaHTOM ocyiiecTsieHust nHruontop CDK4/6 B komOnHanmu ¢
UHIUOUTOPOM HMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK MOXKHO MPUMEHSTh COBMECTHO C PSIIOM

XUMHOTCPANIEBTUYCCKHUX CXEM JICUCHUS, ABJIAOIMHNXCA CTAHAAPTOM JICUCHUA, HaAIpUMED, oe3
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OTpaHUYEHUsI, C POTOKOJIOM JICUEHUS PEIUTMKALIMOHHO He3aBucumoii ot CDK4/6 perunobnacTomsl,
TaKUM Kak, 0e3 orpaHH4YeHUs1, BBeJeHNe KapOOIIaTuHA, BUHKPUCTHHA WU ATONO3U/A B COUETAHUH C
XUPYPrUUeCKUM BMEIIATEIbCTBOM, pPaAHOTepaueli, KpuoTepanuen, TepMoTepaniuel Wik IpyramMu
METOUKAaMH MECTHOH Tepanuu. B cOOTBETCTBUM C OXHHUM BapHAHTOM OCYIIECTBJIEHUS] HHTHOUTOP
CDK4/6 npencrasmnsier coboii coenuHenue 1. B cOOTBETCTBUH C OTHUM BapUaHTOM OCYLIECTBIICHUS
UHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK mpexacrtasisier coboil mHruburop CTLA-4,
uHruoutop PD-1 umu uaruburop PD-L1. B cooTBeTcTBHU ¢ OJHMM BapHaHTOM OCYILIECTBIICHHUS
uaruoutop PD-L1 mpexncraBnsier coboil arezonuszymad. B cOOTBETCTBHM C OOHHM BapHaHTOM
OCYILIECTBJICHUS] HHTUOUTOP HMMYHOJIOTUYECKUX KOHTPOJBHBIX TOYEK IIpescTaBiseT coboi
uarubutop CTLA-4, BeiOpanHblii w3 rpymnbl, cocrosimeil w3 wummmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHHU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHMHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOUYEK IpeAcTaBiseT coboit uHrudurop PD-1,
BBIOpAHHBIN U3 TPyIbl, cocTosei u3 HuBoaymada (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Mada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTsieHus: nHruoutop CDK4/6 B komOuHaumu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOJKHO NMPHUMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEBTUYECKUX CXEeM JIeUeHMs, SIBJISIIOIIUXCS CTAHAApTOM JIeueHMs, Hampumep, Oe3
OrpaHUYeHHUs], C MPOTOKOJOM JIeYeHHs pPEerUIMKalMOHHO He3zaBucuMoro or CDK4/6 paka mieiiku
MaTK{, TakuM Kak, Oe3 OrpaHMueHHs, BBeleHMe wLucrnatuHa, 40 mr/m? IV, pas B Henemo,
nucratuna, 50-75 mr/m* IV, B 1 cyTku, nmoc S-propypauun (5-FU), 1000 Mr/m? npoaonsKkurebHas
IV undysus, Bo 2-5 cytku u 30-33 cyTku, nucnnatus, 50-75 mr/m* IV, B 1 cyTtku, mitoc 5-FU,
1000 mMr/m? IV undysus B TeueHue 24 4acos, B 1-4 CyTKM Kaxible 3 HENENM B TedeHue 3-4 LHUKIIOB,
OeBaumzymad, 15 mr/kr IV 3a 30-90 MUHYT, MJIFOC LUCTIIATHH B 1 WK 2 CYTKH, TUTIOC MAKJIHUTAKCEN B
1 cyTku kaxable 3 Heneny, OeBaru3ymad IUTIOC MAKJIUTAKCeN B | CyTKH IUFOC TONIOTEKaH B 1-3 cyTku
KaXble 3 HeAeNu, MaKIUTAKCeNl C MOCAeNYHOIMM LUCIIATUHOM B | CyTKM Kaxkable 3 HEIEINH,
TOMOTEKaH B 1-3 CYyTKHU € MOCAEAYIOLUIMM LUCIUIATUHOM B 1 CyTKH Kakable 3 HEAeNHU U MaKJIUTAKCeN
B | cyTku kaxzable 3 Hexenu. B COOTBETCTBUU C APYTMM BAPUAHTOM OCYIUECTBJIEHUS MPOTOKOJ
Tepanuy paka MeHKH MaTKU SBJIAETCS TAKHM, KaK H3JI0’KEHO BbIIIE, JOMOJHUTENBHO K O0JyUYEeHHIO,
XUPYPruuecKoMy BMeELIATENbCTBY WM APYroil mpouenype. B cooTsercTBuu ¢ OAHUM BapUaHTOM
ocymiectsiienust uHruouTop CDK4/6 npencrasisier codoit coenunenne I. B cooTBeTcTBUM C ONHUM
BAPUAHTOM OCYILIECTBICHUS HHIHOUTOP MMMYHOJIOTHUECKHX KOHTPOJIBHBIX TOYEK IPEICTaBIIET
coboit uarndourop CTLA-4, uarudurop PD-1 wnu unruburop PD-L1. B coorsercTBuu ¢ OnHUM

BapUAHTOM ocyuiecTBieHus: unruourop PD-L 1 npencrasnser coboii atesonmsymad. B coorBeTcTBHM
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C OJHUM BAPUAHTOM OCYLIECTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK
npexactasnser coboit uaruourop CTLA-4, BeIOpaHHBIM M3 IPyMIbL, COCTOAIIEH U3 HILTUMyMada
(Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B coOOTBETCTBHM C OIHHUM BapHAHTOM
OCYILIECTBJICHUS] WHTUOUTOpP HMMYHOJIOTHUYECKHUX KOHTPOJBHBIX TOYEK MpeAcTaBiseT coboi
uHruourop PD-1, BeIOpaHHbIi U3 TPyMIbI, cocTosel u3 HuBonymabda (Opdivo®), nemOponusymada
(Keytruda®) un nupmmsymada.

B cooTrBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruoutop CDK4/6 B komOuHauuu ¢
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKHUX KOHTPOJIbBHBIX TOYCK MOYKHO MNPHUMEHATH COBMECTHO C pPAAOM
XUMHOTEPANEBTUUECKUX CXEM JIEUEHUs], SIBJIAIOLINXCS CTAaHIAPTOM JIEYEHUs JUIsl paka MOJIOUHOU
xkene3bl ¢ TpoiHbiM HeratuBHbIM (enorunom (TNBC). TNBC omnpenensercs kak OTCYTCTBHE
OKpAIIMBAaHMS IO 3CTPOr€HOBOMY pelenTopy, nporecteponosoMy peuenropy u HER2/neu. TNBC
ABJISIETCS] HEUYBCTBUTEJbHBIM K HEKOTOPBIM Hanbonee 3¢ GeKTHBHBIM TepaeBTUYECKUM CPENICTBAM,
AOCTYIIHBIM IJid JICHCHHSA pPakKa MOJIOYHOMH JKE€JIE3bl, B TOM 4YHUCJIE K HallpaBJICHHOMY Ha HER2
TepaneBTUIECKOMY CPEICTBY, TAKOMY KakK TpacTy3ymal, 1 CpeicTBaM 3HIOKPUHHOM Teparuu, TaKiuM
KaKk TaMOKcueH uiu HHruouTopsl apomarasbl. KommuekcHas Tepamus LIUTOTOKCHUYECKUMU
XUMHOTCPAIIEBTUYICCKUM  CPEACTBAMU, BBOAUMBIMU  COIMIACHO PEXKUMY C  COKpAll€HHbIMH
UHTEPBaJIaMU BBEACHUs 103 WIIN PEKUMY € NEPUOJUYECKUM BBEEHUEM J103, OCTAETCs CTAHAAPTHON
teparnued 111 TNBC Ha panHux craamsx. Cpeacrsa Ha OCHOBE IUIATUHBI HENABHO BBICTYIIJIN B
Ka4yeCcTBE TPEACTABJSIIOLINX HHTEPEC JIEKapCTBEHHBIX cpeAcTB s JjedeHus TNBC, npuuem
KapOommaTHH ~ J00ABISIFOT K XUMHOTEpANUU  MAKJIUTAKCENIOM M aAPUAMHIMHOM  IUIFOC
uKJI0pochamMuaIoM B HEOAbIOBAHTHBIX yCIoBUsX. MHriOuTops! nomu(AdD-pudosza)noarnmepassl
(PARP), B TOM wumcrne HupamaHu® (Tecapo), BBICTYIAIOT B KauecTBE€ IEPCIEKTUBHBIX
TepaneBTu4Yeckux cpencts ais jgedeHuss TNBC. PARP npencraBisitoT coboii ceMelcTBO (hepMEHTOB,
BOBJIEYEHHbIX BO MHOECTBO KIJIE€TOYHBIX IIpolieccoB, B TOM uucie B penapaunro JHK. B
COOTBETCTBUHU C OJJHUM BapUAHTOM ocyluecTBieHus Tepaniio TNBC koMOMHUPYIOT ¢ HHTHOUTOPOM
CDK4/6 n mHruOMTOpOM HMMMYHOJIOTHYECKMX KOHTPOJIbHBIX TO4YeK. B COOTBETCTBUH C OIHUM
BapUAHTOM OCYINeCTBiIeHUs1 cpencto ans tepanuu TNBC npencrasnsier coboit uarudutop PARP
Hupanapub. B COOTBeTCTBUM € OJHHUM BapUaHTOM ocyinecTBieHus uHruoutop CDK4/6
npexacrasiser coboil coemuHeHne [ B COOTBETCTBMM € OOHMM BAapHAHTOM OCYLIECTBIICHUS
UHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUeK mpexactaBisier coboit marudburop CTLA-4,
uHruouTop PD-1 mmm warnbutop PD-L1. B cooTBeTcTBHU ¢ OJHMM BapHUaHTOM OCYINECTBIICHUS
uaruoutop PD-L1 npexncrasnser coboil arezonuszymald. B cooTBercTBMM C OZHMM BapHaHTOM

OCyHICCTBJICHUSA I/IHFI/I6I/ITOp HMMYHOJIOTUYCCKHUX KOHTPOJIBHBIX TOYCK TMIPCACTABIACT coboit
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uaruoutop CTLA-4, BeOpanHbi w3 rTpynmbl, cocrosimeil u3 ummmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUU C OJHUM BapUaHTOM OCYINECTBIICHHS
UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJIBHBIX TOYEK IMpencrasisier coboit wmaHruourop PD-1,
BBIOPAHHBIN U3 TpyIMIbl, cocTosuei u3 HuBoaymada (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Maoa.

B cooTBercTBUM ¢ OgHUM BapuaHTOM ocyuiecTsieHust nHruontop CDK4/6 B komOnHanmu ¢
UHMHOUTOPOM MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO IPUMEHSTbh COBMECTHO C PSIOM
XUMHOTEPANEBTUUECKUX CXEM JIEUEeHUs, SIBJISTFOIIMNXCS cTaHnapToMm jedenus anst AML. Cpencrsa s
nedennss AML BkmrouaroT B ce0st tuTapabul (IMTO3NH-apabuHO3u UK ara-C) U aHTPaLMKINHOBbIE
JIEKapCTBEHHbIE CPEACTBA (TaKHe KaK JayHOpYyOUIHH/1ay HOMULIMH, HAAapyOHUIIMH 1 MUTOKCAHTPOH).
Jlpyrue XuMHOTepaneBTHYeCKHe CPeACTBa, KOTOpPbIE MOXKHO MpPHUMEHsSThb s Jjedenus AML,
BKJIFOUAtOT B cebst: knaapubuH (Leustatin®, 2-CdA), paynapabun (Fludara®), Tonorekan, 3Tono3un
(VP-16), 6-tuoryanun (6-TG), ruppoxkcumouenny (Hydrea®), KOpTHKOCTEpOHIHBIE
JIEKapCTBEHHbIE CPENCTBA, TaKHWe Kak NpeqHu30H miu aekcamerasoH (Decadron®), merorpekcar
(MTX), 6-mepkantonypun (6-MP), asamurunun (Vidaza®), nermrabun (Dacogen®). B
COOTBETCTBHUHU C OJJHUM BapHUAHTOM OCYIIECTBJIeHUs Teparnnio AML KOMOMHHPYIOT ¢ HHTHOUTOPOM
CDK4/6 n uHruOMTOPOM MMMYHOJIOTHYECKHX KOHTPOJIBHBIX TO4YeK. B COOTBETCTBMM C OXHUM
BapuaHTOM ocyiiectsieHuss uHruoutop CDK4/6 mnpexncraensier coboli coequHenwe [ B
COOTBETCTBUHU C OJHUM BAPHAHTOM OCYINECTBIIEHHS] HHT'HOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBbHBIX
Touek mpencrasisier codoir mHrubutop CTLA-4, wnrubutop PD-1 wmm waruburop PD-L1. B
COOTBETCTBHH C ONHHMM BapuaHTOM ocyuiecTBieHus: uHruoutop PD-L1 npencrasnser coboit
arezonuzymad. B cooTBeTcTBUM ¢ OJHMM  BApHUAHTOM  OCYLIECTBJIEHHs]  MHTHUOUTOP
UMMYHOJIOTUYECKMX KOHTPOJIbHBIX TOYeK npencrassier coooit uarudutop CTLA-4, BeiOpaHHbBIN U3
rpynnsl, cocrosimed n3 unmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OFAHUM BAPHAHTOM OCYILECTBJIEHUS] HHTUOUTOP UMMYHOJOTHYECKUX KOHTPOJIbHBIX
TOYeK npencrasisier coboit narudburop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIECH M3 HUBOMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nuaunuzymada.

B cooTBeTCcTBUHM C OMHUM BapHaHTOM OCyInecTBieHus nuruoutop CDK4/6 B koMOuHaImu ¢
UHIHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOUEK MOXKHO NMPUMEHSTh COBMECTHO C PSAOM
XHUMUOTEPANeBTUYECKUX CXEM JIUeHUs], SBIAIIMXCS craHzapTtoM JeudeHus niast CLL u apyrux
mumbom. Cpencra mnst nedennss CLL BxkimowaroT B ceOsi: NMypHHOBBIE AHAJIOTH, TaKUe Kak
¢bnynapabun (Fludara®), mnenrocratrun (Nipent®) u xwinagpubun (2-CdA, Leustatin®), wu

ATKWIMPYIOIINE CPENCTBA, KOTOpble BKMOYaloT B ceds  xyopamOyumn (Leukeran®), wu
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mukiopochamun (Cytoxan®), u Oennamyctun (Treanda®). Jlpyrue nexapCTBEHHBbIE CPENCTBA,
uHorna mnpumensiemble B ciydae CLL, Brmouaror B cebst mokcopyourmu (Adriamycin®),
METOTpPEKCaT, OKcaaumiaThH, BUHKpUCTUH (Oncovin®), stono3un (VP-16) u uurapabun (ara-C).
Jlpyrue JnekapCTBEHHBbIC CpPEACTBAa BKIHOYAOT B ceds putykcumad (Rituxan®), oOunyTy3ymad
(Gazyva™), odparymymad (Arzerra®), anemry3symad (Campath®) u ubpyrunud (Imbruvica™). B
COOTBETCTBHUHU C OJHUM BapHUaHTOM ocyinectsieHus Tepanuio CLL koMOMHHPYIOT ¢ HHTUOUTOPOM
CDK4/6 n uHruOMTOPOM HMMMYHOJOTHMYECKHX KOHTPOJIBHBIX TO4Y€K. B COOTBETCTBMM C OIHUM
BapuaHTOM ocyiiectsieHuss uHruoutop CDK4/6 mnpencraensier coboii coequHenwe [ B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYIIECTBJICHUS] HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJBbHBIX
touek mpencrasisier codoi uHrubutop CTLA-4, wnrubutop PD-1 wmm unruburop PD-L1. B
COOTBETCTBUH C ONHHMM BapuUaHTOM ocyuectBieHus uHruoutop PD-L1 npencrasnser coboit
arezonuzymad. B cooTBeTrcTBUM ¢  OJHMM  BApUAHTOM  OCYLIECTBJIEHHS  MHTHOUTOP
MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOuek npeactasisier codor uarnoutop CTLA-4, BoiOpaHHBIN U3
rpynnsl, cocrosimed n3 unauMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHUHU C OJJHHM BAPUAHTOM OCYIIECTBJIEHHS HHIMOUTOP MMMYHOJOTHYECKHX KOHTPOJIBHBIX
TOYeK npencrasisier coboit narndbutop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIEH M3 HUBOMyMaba
(Opdivo®), nemOponmzymada (Keytruda®) u nuaunuzymada.

B cooTBeTcTBUU C OMHUM BapHaHTOM oOcCyInecTBieHus uuruoutop CDK4/6 B koMOuHaImu ¢
UHIHOUTOPOM HMMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MOKHO INPHMEHSTh COBMECTHO C PSIOM
XUMHOTEPANEBTUUECKHUX CXEM JICUEHUs, ABJIOMUXCs cTanaapToM jedenus 1yt CML. Cpencrsa nis
nedennss CML Bkirouator B cebsi: mHTepdepon, nmatunud (Gleevec®), xumuorepaneBTHYECKOE
JeKapcTBeHHOe cpenctBo runpokcumoueBuHa (Hydrea®), nurapabun (Ara-C), Oycynbdan,
uksopochamun (Cytoxan®) u BunkpuctuH (Oncovin®). Omanerakcus (Synribo®) mpencrasinser
co0oli XMMHUOTEPANeBTHYECKOE JICKAPCTBEHHOE CPEICTBO, KOTOpoe ObUIO OAOOpEeHO IUIsl JIeUeHUs
CML, kortopas siBisieTcsl ycToiunBoi K HekoTopbiM U3 TKI, mpumeHsieMbIM B HacTosiiiee Bpems. B
COOTBETCTBHUH C OJTHUM BapHUaHTOM ocymecTBieHus: Tepanio CML KOMOMHUPYIOT ¢ HHTHOUTOPOM
CDK4/6 n uHruOUTOPOM HMMMYHOJIOTHYECKHX KOHTPOJIHBIX TO4YeK. B COOTBETCTBMM C OXHUM
BapuaHTOM ocyiiectBieHus wuHruourop CDK4/6 mpencrasnser coboit coemunenue [ B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
Touek mnpencraBisier codoit mHrubutrop CTLA-4, uaruburop PD-1 wmm unrunbutop PD-L1. B
COOTBETCTBMH C ONHHMM BapuUaHTOM ocyuiectBieHuss uHruobutop PD-L1 mnpexncrasmser coboit
arezonmuzymad. B cooTBeTcTBUM ¢  OJHMM  BApUAHTOM  OCYIIECTBJIEHHS  MHTUOMUTOP

UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOueK npenactasisier codor uarnoutop CTLA-4, BoiOpaHHBIN U3
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rpynnel, cocrosimed n3 urmuMmymada (Yervoy®), tpemennmymada, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOMTOP UMMYHOJOTHYECKHX KOHTPOJIBHBIX
TOYeK mpencrasisier coboit narndoutop PD-1, BeIOpaHHBIN U3 IPYIIIEL, COCTOALIECH M3 HUBONyMaba
(Opdivo®), nembponmzymada (Keytruda®) u nuaunuzymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTieHus: HHruoutop CDK4/6 B komOuHaumu ¢
UHMMOMTOPOM MMMy HOJIOTHYECKUX KOHTPOJIbHBIX TOYEK MOJKHO MPHUMEHSTH COBMECTHO C PSIAOM
XHUMUOTEPANEeBTUYECKUX CXEM JIeUeHHUs, ABILIIOIUXCs cTanaapToM jedenus 1t CMML. Cpencrsa
st nedennss CMML BkirouaroT B cebst nepepasupoke (Exjade®), nurapabun ¢ unapyOUIHOM,
uTapabuH ¢ TONOTEKaHOM U LuTapaOuH ¢ GuynapabuHOM, 'HAPOKCHMOUYEBUHY (THAPOKCHKapOamar,
Hydrea®), azauutunus (Vidaza®) u neunradbun (Dacogen®). B cooTBETCTBHM ¢ OHUM BapUaHTOM
ocymectsienus: tepanmuro CMML komOunmpyror ¢ uHruburopom CDK4/6 u wmHrubutopom
UMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOYEK. B COOTBETCTBHHM C OAHMM BAapHAHTOM OCYILIECTBJICHHUS
uarudutop CDK4/6 mpencrasnsier coboit coenuHenue 1. B cOOTBETCTBHHM ¢ OZHMM BapHaHTOM
OCYILIECTBJICHUS WHTUOUTOpP HWMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYEK MpeAcTaBiseT coboi
uaruoutop CTLA-4, uaru6urop PD-1 wiu uaruburop PD-L1. B cooTBeTCTBUY C OOHUM BapHAHTOM
ocyiectsienust uHruourop PD-L1 npencrasnser coboii are3onn3ymad. B cooTBeTcTBUU ¢ ONHUM
BAPUAHTOM OCYLIECTBJICHUS MHIMOUTOP MMMYHOJIOTHUECKHUX KOHTPOJIBHBIX TOYEK IpPEACTaBIsAET
coboii unrudutop CTLA-4, BeiOpaHHBII W3 TIpymmbl, cocTosuiedl u3 urummymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeacraBisier coboit wHruourop PD-1,
BBIOPAHHBIN U3 TPYyIbL, cocTosei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Maoa.

B cooTBeTCcTBUHM C OMHUM BapHaHTOM OCyInecTBieHus nuruoutop CDK4/6 B koMOuHaImu ¢
UHMMOMTOPOM HMMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MOKHO HMPUMEHSTh COBMECTHO C PSAOM
XUMUOTEPANEBTUYECKUX CXEM JIEUEHUs], SBJISIIOLINXCS CTAHAAPTOM JIEUEHHs i1 MHO>KECTBEHHOMH
muenomel. Cpencrsa Ui JieUeHHs MHOJKECTBEHHOW MHENIOMBbI BKJIIOYAIOT B Ce0sl MOMalUAOMHL
(Pomalyst®), kappumsomub (Kyprolis™), speponumyc (Afinitor®), nexcameraszon (Decadron®),
NpeqHU30H M MeTuanpenHu3ojoH (Solu-medrol®) u ruapokopTH3oH. B COOTBETCTBHM C OXHHM
BAPUAHTOM OCYINECTBIICHHs TEPAIHI0 MHOXKECTBEHHON MHEJIOMBI KOMOMHHPYIOT ¢ MHTHOUTOPOM
CDK4/6 u uHruOMTOPOM HMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK. B COOTBETCTBHM C OIHUM
BapuaHTOM ocyiuectsieHuss wuHruoutop CDK4/6 mnpencraensier coboii coemunenwe [ B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYILNECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKHX KOHTPOJIBHBIX

touek mnpencrasisier codoi uarudbutop CTLA-4, unruburop PD-1 wmm unrnburop PD-L1. B
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COOTBETCTBHH C ONHHMM BapuUaHTOM ocyuiecTBieHus uHruOutop PD-L1 npexncrasnser coboit
arezonuzymad. B cooTBeTrcTBUM ¢  OJHMM  BApUAHTOM  OCYLIECTBJIEHHS]  MHTUOMUTOP
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOuek npeactasisier codor uarnoutop CTLA-4, BoiOpaHHBIN U3
rpynnsl, cocrosimed u3 unauMmymada (Yervoy®), tpememnmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
TOYeK npencrasisier coboil narndourop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIEH M3 HUBOMyMaba
(Opdivo®), nemOponuzymada (Keytruda®) u nuaunnsymada.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHIHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIbHBIX TOYEK MOKHO NPHUMEHSTb COBMECTHO C PSIOM
XHUMHOTEPANIEBTHIECKUX CXEM JICUSHUS], SIBISTFOLIMXCS CTAHAAPTOM JIEUeHUs 11t 00J1e3HN X OJIKKHIHA.
Cpencrsa st neueHust bone3nn XOIKKIHA BKIFOYAIOT B cedst Opentykcumabd BenotuH (Adcetris™):
antureno k CD-30, purykcumad, Adriamycin® (moxcopyOuiuH), OneoMHLIMH, BUHOJIACTHH,
nakapbasun (DTIC). B cooTBeTcTBHHM C OZHMM BAapHUAHTOM OCYINECTBIICHHS Tepamuio OOJe3HU
XomkkuHa KoMOUHHUpYIOT ¢ uHruoburopom CDK4/6 u uHruOUTOPOM HMMYHOJOTHYECKHX
KOHTPOJIbHBIX TOYEK. B COOTBETCTBHMM C OIHUM BapuUaHTOM ocyecTByieHus naruourop CDK4/6
npexacraBiser coboi coemuHeHune [ B COOTBETCTBMM € OZHMM BapHAHTOM OCYIIECTBIICHUS
UHMHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TO4ek mpexacrasiser coboit mHruburop CTLA-4,
unrudurop PD-1 unu uaruburop PD-L1. B cOOTBETCTBHH ¢ OIHUM BapHAHTOM OCYIIECTBJICHHS
uaruoutop PD-L1 npexncrasnser coboif aresonnszymald. B cooTBeTcTBMM C OZHHM BapHaHTOM
OCYIUECTBJICHHs] MHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK TPEACTaBIsAeT COOOH
uaruoutop CTLA-4, BeOpamHbli w3 rpynmbl, cocrosimeil u3 umimmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUU C OJHUM BapHaHTOM OCYINECTBIICHHS
UHTUOUTOP HMMYHOJIOTHYECKMX KOHTPOJIbHBIX TOYEK MpeacTaByiseT coboii uurubutop PD-1,
BBIOPAHHBIN U3 Tpymbl, cocTosuiei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Mada.

B cooTBercTBUM ¢ OgHUM BapuaHTOM ocyiiecTsieHust nHruontop CDK4/6 B komOuHaumu ¢
UHI'HOUTOPOM HMMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUYEK MOXKHO INPUMEHSTh COBMECTHO C PSIOM
XHUMUOTEPANEBTUYECKUX CXEM JIEUEHUs], SIBJISIIOLINXCS] CTAHAAPTOM JIeUeHHs! AJil HEXOMKKUHCKOMN
mumbombl. Cpencrsa Asl JieYeHHUsT HEXOIKKMHCKOW JMM(OMBI BKIIOYAIOT B ceOs pUTyKCcHMad
(Rituxan®), ubpurymomad (Zevalin®), tocutymomad (Bexxar®), amemry3symab (Campath®)
(anturen CD52), odparymymad (Arzerra®), Opentykcumad BemotuH (Adcetris®) u neHanumoMun
(Revlimid®). B cooTBeTcTBUM C OAHMM BAapHUAHTOM OCYLIECTBJIEHHUS TEPANUIO HEXOIKKUHCKOMN

auMpoMbl  KOMOMHUpPYIOT ¢ uHruouropom CDK4/6 u WHMHONTOPOM HMMMYHOJOTHYECKHX
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KOHTPOJIHBIX TOYEeK. B COOTBETCTBHMHU C OZHMM BapHaHTOM ocyuectBieHust nHruoutop CDK4/6
npexacTaBiser coboi coenuHeHue [ B cooTBeTCTBUM € OJHMM BapHAHTOM OCYLIECTBJIEHUS
UHTHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYeK mpexactasisier codoi murudomrop CTLA-4,
uHruouTop PD-1 nmu uarubutop PD-L1. B cooTBeTcTBHM ¢ OJHMM BapHaHTOM OCYILECTBIICHHUS
uarubutop PD-L1 mpexncraBnser coboit arezonmszymad. B COOTBETCTBHM C OOHHM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTMYECKHMX KOHTPOJBHBIX TOYEK IIpeACTaBiseT CcoOoMH
uaruoutop CTLA-4, BwOpanHbi u3 rpynmbl, cocrosimeil u3 wumninmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHUU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasBisieT coboi wuHruburop PD-1,
BBIOpPAHHBIN U3 TPYIbI, cocTosmel 3 HuBoayMada (Opdivo®), nemOpomzymada (Keytruda®) u
nuauIn3ymada.

B cooTrBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruoutop CDK4/6 B komOuHauuu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO MPHMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEBTHYECKUX CXEM JIEUeHUs, SBISIOLINXCS CTaHAAapTOM JedeHus s nuddysHoi B-
kpynHokjaerouHoi aumomsl (DLBCL). Cpencrea mis neuenuss DLBCL Bkirouarot B cebst CHOP
(umknodochamun, TOKCOPYOUIMH, BUHKPUCTUH U MPEIHU30H) IUIFOC MOHOKJIOHAJIBHOE AHTHTEJO
purykcumab (Rituxan®). Oty cxemy, u3BecTHyro kak R-CHOP, oOblMHO Ha3sHauyarOT B TeueHHE
npubIU3UTEHHO 6 MecsLieB. B COOTBETCTBUU C OHUM BapuaHTOM ocyliecTBieHus Tepamnio DLBCL
KOMOMHHPYIOT ¢ uHrnduTopom CDK4/6 m MHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK.
B cootBercTBHM C OIHUM BapuaHTOM ocyuiecTBieHus uaruourop CDK4/6 npencrasnser coboii
coenuHenne I. B cooTBeTcTBNYM C OMHUM BapHAHTOM OCYLIIECTBIICHUS] MHTHOUTOP HMMY HOJIOTHYECKHIX
KOHTPOJIbHBIX TOuek rnpencrasisier codoit narudbutop CTLA-4, uaruburop PD-1 unu uarudurop
PD-L1. B cCOOTBETCTBHH ¢ OAHMM BapHAHTOM oOCyinecTBieHuss uHruoutop PD-L1 mnpencrapnser
coboit aresommzymad. B cOOTBETCTBMM € OIHHUM BapUaHTOM OCYILIECTBIEHUS WHIHOUTOP
UMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOUEK npencranisier cotoit nunruoutop CTLA-4, BeiOpaHHbIN U3
rpynmsl, cocrosimed u3 urmmmmymada (Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIbHBIX
TOUEeK MpeacTaBnsieT codoii uurudutop PD-1, BeiOpaHHBIN U3 IPYMIbI, COCTOSIIEH M3 HUBOJIyMada
(Opdivo®), nembponuzymada (Keytruda®) u nunuiansymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHust uHruoutop CDK4/6 B komOuHauuu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO NMPHMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUUECKUX CXEM JIEUEHUs], SBJIAIOLIUXCA CTaHAAPTOM JIEYEHUs] Al MEepBUYHOU

MequacTUHAIBHON B-knerouHol mampomsl. Cpencrsa uist Te4eHus] MePBUYHON MeTHaCTHHAIBHON
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B-knerounoii nmmdomer BkmoudaroT B cebs R-CHOP. B coorBercTBHM ¢ OZHMM BapHaHTOM
OCYIECTBJICHHUS] TEPAIHIO NMEPBUYHON MEAHACTUHAIBHONW B-kiieTouHON JTMM(pOMBI KOMOMHHUPYIOT C
uaruouTopom CDK4/6 1 HHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYeK. B cooTBeTCTBHMHI
C OIHMM BapuaHTOM ocyuiectieHus: uaruoutop CDK4/6 npencrasnsier coboit coenunenue 1. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
touek mnpencrasisier codoi marubutrop CTLA-4, maruburop PD-1 mmm wrrnburop PD-L1. B
COOTBETCTBUM C OAHMM BapuUaHTOM ocyliecTBieHuss uHruOutop PD-L1 npencrasnser coboit
arezonmu3ymad. B cooTBeTcTBUM ¢ OOHMM  BAapUAHTOM  OCYIIECTBJICHHS  WHTHOHMTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npexacrasisier codoit nurnourop CTLA-4, BoiOpanHbIi U3
rpymnmsl, cocrosimed u3z ummnmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHUHU C OHUM BAPHAHTOM OCYILECTBJICHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
TOYeK NpencTasisieT coboil narndurop PD-1, BeIOpaHHBIN U3 IPYMNIIBL, COCTOSIIEH U3 HUBOMyMaba
(Opdivo®), nembponusymada (Keytruda®) u nuaunuzymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus nHruourop CDK4/6 B komOnHaumu ¢
MHMMOUTOPOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MOJKHO HPUMEHSTh COBMECTHO C PSOAOM
XUMUOTEPANEBTHYECKUX CXEM JICUEHUs], SIBJISIFOIIMXCS] CTAHIAPTOM JIeUeHUs Ut (OJUIMKYJISIPHON
mumbombl. Cpencrsa sl JedeHUs (QOJUIUKYJSAPHOM JUMGOMBI BKIIOYAIOT B ceOs pUTyKCUMad
(Rituxan®), kOMOMHUpyEMBIi C XHUMHOTEpANueil, B KOTOPOW TMpUMeEHsieTcs JubO OIHO
XUMHOTEPANIEBTHUECKOE JICKAPCTBEHHOE CPEACTBO (Takoe Kak OeHaamycTuH win ¢uiyaapabuH) win
KOMOHWHAIMS JIeKapCTBEeHHBIX cpencts, Takas kak cxembl CHOP wimm CVP (¢ nuknodochamunom,
BUHKPHUCTHHOM, NPEAHHU30HOM). PannoaxkTHBHBIE MOHOKIIOHAJbHBIE AaHTHTENa, HOpUTYyMOMad
(Zevalin®) u Tocutymomad (Bexxar®) Takke SBJIAIOTCS BO3MOXKHBIMH BapUaHTaMH JieueHus. B
Clly4ae MAaILHEeHTOB, KOTOpble MOTYT OBITh HECNIOCOOHBI NEPEHOCHTb OoJiee WHTEHCHBHBIE
XUMUOTEpANeBTUYECKHE  CXeMBbl,  INPHUMEHSIOT  TONBKO  puUTykcumad, Oomee  MsArkue
XUMHOTEPANIEBTHUECKHE CPENCTBA (TaKue Kak xjIopaMOyLmi mim nukiodochamun). B coorercreun
C OOHMM BAapUAHTOM OCYINECTBICHHS Tepanuio (OJMKYISIPHOH JTUMGPOMbI KOMOMHHUPYIOT C
uaruoutTopom CDK4/6 1 mHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK. B cooTBeTcTBHMU
C OIHMM BapuaHTOM ocyuiectBieHus uaruoutop CDK4/6 mpencrasnser coboii coenunenue 1. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
Touek mnpencraBisier codoit mHrubutrop CTLA-4, uaruburop PD-1 wmm unrunbutop PD-L1. B
COOTBETCTBMH C ONHHMM BapuUaHTOM ocyumectBieHus: umaruoutop PD-L1 mnpexncraBmser coboit
arezonmuzymad. B cooTBeTcTBUM ¢  OJHMM  BApUAHTOM  OCYIIECTBJIEHHS  MHTUOMUTOP

UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOueK npenactasisier codor uarnoutop CTLA-4, BoiOpaHHBIN U3
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rpynnel, cocrosimed n3 urmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 1 AGEN2041. B
COOTBETCTBUHU C OFAHUM BAPHAHTOM OCYIIECTBJIEHUS] HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIbHBIX
TOYeK mpencrasisier coboit narndoutop PD-1, BeIOpaHHBIN U3 IPYIIIEL, COCTOALIECH M3 HUBONyMaba
(Opdivo®), nembponmzymada (Keytruda®) u nuaunuzymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTieHus: HHruoutop CDK4/6 B komOuHaumu ¢
UHIHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO INPHMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUUECKUX CXEM JICUEHMs], SBJIAIOLIUXCSA CTAaHAAPTOM JIEUEHHs Ui XPOHUYECKOTrO
TUM(pOLIUTAPHOTO JIeHiK03a/MeNKOKIeTOuHOH TuMponurapHoit umMdomel. Cpencrsa sl JeYeHUs
XPOHUYECKOTO JIUM(OLUTAPHOTO JIeHK03a/MeNKOKIETOYHOH JTUM(OLUTAPHOH JTUM(POMBI BKIIFOYAIOT
B cebst R-CHOP. B cooTBeTCTBUH C OJHUM BapHAHTOM OCYINECTBIICHHS TEPANUI XPOHHYECKOTO
TUM(POLUTAPHOTO  JIEHKO3a/MENKOKJIETOYHOH —JmMbonuTapHoH JHM(OMBI  KOMOMHHPYIOT €
uaruouropom CDK4/6 1 MHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUeK. B cooTBeTcTBHMU
C OIHMM BapuaHTOM ocyuiectBieHus unruoutop CDK4/6 npencrasnser coboit coenunenue 1. B
COOTBETCTBUHU C OJHUM BAPHAHTOM OCYIIECTBIECHHS] HHT'HOUTOP UMMYHOJOIHYECKUX KOHTPOJIBbHBIX
Touek mpencrasisier codoir mHrubutop CTLA-4, wnrubutop PD-1 wmm waruburop PD-L1. B
COOTBETCTBUH C ONHHMM BapuUaHTOM ocyuectBieHus uHruoutop PD-L1 npencrasnser coboit
arezonmuzymad. B cooTBeTcTBUM ¢ OOHMM  BAapHAHTOM  OCYLIECTBJIEHHS ~ WHTUOUTOP
UMMYHOJIOTUYECKHX KOHTPOJIbHBIX TOYeK npenctassier codoit unrudutop CTLA-4, BeiOpaHHbIN U3
rpynnsl, cocrosimed n3 unmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
TOUeK npencrasisier coboit narndourop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIEH M3 HUBOMyMaba
(Opdivo®), nembOponmzymada (Keytruda®) u nuaunuzymada.

B cooTBeTCcTBUHM C OMHUM BapHaHTOM OCyInecTBieHus nuruoutop CDK4/6 B koMOuHaImu ¢
UHI'HOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOJKHO NMPHUMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEeBTUYECKHUX CXEM JIEUEHUs], SIBJISIOLINXCS CTAHAAPTOM JIeUeHHUsl U151 TUM(POMBI U3 KJIETOK
MaHTHUITHOM 30HBI. CpencTsa Aus eueHust TUM(POMBI U3 KIETOK MAHTUHHOHN 30HBI BKJIIOYAIOT B CEOsT:
¢bnynapabun, knagpubun win nearocratud; doprezomud (Velcade®), n nenamunomun (Revlimid®),
u ubpytHuO (Imbruvica®). B cOOTBETCTBHMH C OAHMM BapHAaHTOM OCYINECTBJIEHUS TEPAITHIO
TuMGOMBI U3 KJIETOK MAaHTHUIHOHW 30HBI KOMOMHMPYIOT ¢ umHruouropom CDK4/6 u mrrnburopom
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX TOUEK. B COOTBETCTBUM € OJHUM BAPUAHTOM OCYILECTBJICHUS
uaruoutop CDK4/6 mpencrasnsier codoii coenuHenue 1. B cooTBeTCTBHHM C OZHUM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK NPEACTaBiseT CcoOol

uaruouTop CTLA-4, uaru6urop PD-1 wmu uaruburop PD-L1. B cooTBeTcTBUY € OOHUM BapHAHTOM
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ocyiectsienusi uHruourop PD-L1 npencrasnser coboii are3onn3ymad. B cooTBeTcTBUU ¢ ONHUM
BAPUAHTOM OCYLIECTBJIEHUS MHIMOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK IMPENCTaBIsAET
coboit marndurop CTLA-4, BbiOpaHHBI W3 rpymmbl, coctosimed u3 umummymaba (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHUU C OJHUM BapHaHTOM OCYINECTBIICHUS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboi wmHrubmrop PD-1,
BBIOPAHHBII U3 TPYIIbI, cocTosei u3 HuBoayMada (Opdivo®), nemOponusymada (Keytruda®) u
U3y Maoa.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHIHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIbHBIX TOYEK MOKHO NPHUMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEeBTUYECKUX CXEM JIeUeHUs, SIBJIAIOIINXCSA CTAHAAPTOM JieUueHUsl JUIs SKCTPaHOAAIbHOM
B-knerouHol numMQpOMBI M3 KJIETOK MapruHAIbHOH 30HBI — JHUM(OMBI U3 JTHUM(OHTHOH TKaHH,
acCOLIMMPOBAHHOM co cnu3uctbiMu obonoukamu (MALT). Cpenctsa 11 1edeHNs SKCTPAHOJAIBHON
B-knerouHol JuM(OMBI M3 KJIETOK MAaprUHAIBHOH 30HBI — JUM(GOMBI U3 JTUMGOUIHON TKaHH,
aCCOLIMMPOBAHHON co cnu3ucTbiMu obonoukamu, (MALT) Bkmrodator B cebs pUTyKCHMAOD,
XJI0paMOy LI vtk ¢uiynapabuH win koMmOuHanuu, Takie kak CVP, 4acTto BMecTe ¢ pUTYKCHMaOOM.
B coorBercTBUM ¢ OZHMM BapMaHTOM OCYLLUECTBJICHHUS TEPAIHI0 3KCTPAHOHAIbHON B-KieTouHoi
TUM(GOMBI U3 KJIETOK MapruHaIBHON 30HBI — TUM(OMBI U3 TUMPOUAHON TKaHU, aCCOLUMPOBAHHOMN
co cnmusuctbiMu obonoukamu, (MALT) komOunupyrotr ¢ unruburopom CDK4/6 u unrudburopom
UMMYHOJIOTHYEeCKUX KOHTPOJBHBIX TOUEK. B COOTBETCTBMHM C OXHMM BapHAHTOM OCYILIECTBICHUS
unrubutop CDK4/6 mpencraensier coboit coenunenue . B COOTBETCTBUM C OJHMM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK MPEACTaBiIsieT CoOOH
unruoutop CTLA-4, uaru6urop PD-1 unu uaruburop PD-L1. B cooTBeTcTBUN € OAHUM BapHaHTOM
ocyinectienuss uHruourop PD-L1 npencrasnser coboii are3onu3ymad. B cooTBeTCTBUU ¢ OMHUM
BAPUAHTOM OCYILIECTBJICHUS MHIMOUTOP MMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUEK IPENCTaBIsET
coboii unrudutop CTLA-4, BeIOpaHHBII W3 rpynmsl, coctosuiedl u3 urummymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTCTBHM C OIHIM BapUAHTOM OCYIIECTBJICHHS
UHMHONUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK mpeacTasiseT coOoi wuHruburop PD-1,
BBIOpPAHHBIN U3 TPYIbI, cocToslel u3 HuBoayMada (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Maoa.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTieHus: HHruourop CDK4/6 B komOuHauuu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO NMPHMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEeBTUYECKUX CXEM JIEUEHHUs, SBJLSIFOLINXCS CTaHIApTOM JIeUEeHUs Uil HOoAajdbHOH B-

KJIETOYHOH JUM(OMBI U3 KJIETOK MaprHHAIBHOW 30HBI. CpencrBa Ui JIEYeHUs] HONAIbHOW B-
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KJIETOYHOH JIUM(POMBI U3 KJIETOK MAapPTUHAJIBHOMN 30HBI BKJIIOUAIOT B cedsi putykcumad (Rituxan®),
KOMOMHMpPYEMBI ¢ XUMUOTEpanuel, B KOTOpol NMpUMeHseTCsl MO0 OfHO XMMUOTEpaNeBTUIECKOe
JeKapCTBEHHOE CpeAcTBO (Takoe Kak OeHmamycTwH wiu (uaynapabuH) wWin KoMOWHAms
JIeKapCTBEHHBIX cpencTB, Takas kak cxeMbl CHOP unn CVP (¢ nuknopochaMunom, BUHKPUCTHHOM,
NpPEAHU30HOM). PaJnOaKkTHBHBIE MOHOKJIOHAJBbHBIE aHTHTEeNa, uOputymomad (Zevalin®) wu
tocutymoMad (Bexxar®) Taxke SIBISIOTCS BO3MOXHBIMH BapHaHTaMH JiedeHus. B ciyuae
NAalMeHTOB, KOTOpble MOTyT OBITb  HECHOCOOHBI  IEPEHOCUTh  Ooyiee  MHTEHCHUBHbBIE
XUMUOTEPANEeBTHYECKHE  CXEMbl, MPHUMEHSIOT  TOJNbKO  puTykcumad, Oomee  Msrkue
XHUMUOTEpaIreBTHYEeCKIe CPENCTBA (Takue Kak xjopaMOyui wiu nukinodocdamun). B coorsercTsin
C OJHMM BapHAHTOM OCYINECTBJICHHs TEPaNui0 HOAAJIbHOW B-kieTouHOH nMM(OMBI U3 KJIETOK
MapryuHaJIbHOH 30HBI KOMOMHUPYIOT ¢ HHrHOuTOpoM CDK4/6 1 MHrHOUTOPOM MMMy HOJIOTHYECKUX
KOHTPOJIbHBIX TO4YeK. B COOTBETCTBHMU C OAHUM BapHaHTOM ocyluecTBieHust uHruoutop CDK4/6
npeacTaByiser coboll coenuHeHune [ B COOTBETCTBMM € OJHMM BApUAHTOM OCYLIECTBICHUS
UHMHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TO4eK mpexacTtasisger coboil mHruburop CTLA-4,
uHruouTop PD-1 wmm warubutop PD-L1. B coOTBETCTBHMU ¢ OJHMM BapHUAHTOM OCYIIECTBJICHUS
uaruoutop PD-L1 mnpexncraBnsier coboii aresonuszymad. B cooTBeTCTBHM C OOHHM BapHaHTOM
OCYLIECTBJICHUS HHTUOUTOP HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUYEK NPEACTaBiIseT CcoOOH
unruourop CTLA-4, BbeIOpaHHBIE U3 Trpymnmbl, cocrosied w3 umimMmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHUHU C OHUM BapHaHTOM OCYIIECTBIICHHS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboi wuHruburop PD-1,
BBIOPAHHBIN U3 TPYIbL, cocTosei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Mada.

B cooTBeTCTBUH C OHUM BapHaHTOM OCyinecTBieHus: uHrHouTop CDK4/6 B koMOuHaImu ¢
UHI'HOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIBbHBIX TOYEK MOKHO NPHMEHSTb COBMECTHO C PSIOM
XHUMUOTEPANEeBTUYECKUX CXEM JIeUeHHs], SBJISIIOLIUXCS CTAHAAPTOM JIeUeHHsl [l celle3eHOYHOoH B-
KJIETOYHOH JUM(OMBI U3 KJIETOK MapruHajbHON 30HbI. CpencTBa IJisl JeUeHHs Cele3eHO4HON B-
KJIeTOYHOH JuM(OMBI W3 KJIETOK MapruHajbHOH 30HBI BKIIOYAOT B ceds purykcumad. B
COOTBETCTBHU C OZTHUM BAPUAHTOM OCYIECTBJICHHS TEPAITHIO CeJIe3eHOYHOH B-KiieTouHOM 1M OMBI
U3 KIETOK MapriHaJbHOM 30HBI KOMOMHHpYIOT ¢ wuHruonropom CDK4/6 u unrnbutopom
UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK. B COOTBETCTBUHM C OAHUM BapHAHTOM OCYILIECTBJIECHHUS
uaruoutop CDK4/6 mpencrasnsier codoii coenuHenue 1. B cooTBeTCTBHHM C OZHUM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK NPEACTaBiseT CcoOol

uaruouTop CTLA-4, uaru6urop PD-1 wmu uaruburop PD-L1. B cooTBeTCTBUY ¢ OOHUM BapHAHTOM
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ocyiectsienusi uHruourop PD-L1 npencrasnser coboii are3onn3ymad. B cooTBeTcTBUU ¢ ONHUM
BAPUAHTOM OCYLIECTBJIEHUS MHIMOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK IMPENCTaBIsAET
coboit marndurop CTLA-4, BbiOpanHbIA M3 rpynmbl, coctosmed u3 umummymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHUU C OJHUM BapHaHTOM OCYINECTBIICHUS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboi wmHrubmrop PD-1,
BBIOPAHHBIN U3 TPyIIbl, cocTosmei u3 HuBoaymabda (Opdivo®), nemOpomsymada (Keytruda®) u
U3y Maoa.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHIHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIbHBIX TOYEK MOKHO NPHUMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUYECKUX CXEM JICYEHHs, SBILSIIOLINXCS CTAHAAPTOM JIeUeHHS Ui JTHM(OMBI
bepkurra. Cpencrea ans nedeHust mumdomel bepkurra BKmo4aoT B cebsi METOTpeKcaT, rumep-
CVAD - uuknodochamua, BUHKPUCTHH, AOKCOPYOUIMH (Takke M3BECTHBINH Kak Adriamycin®) u
nexkcamerazoH. Kypc B cocrout u3 merorpekcara u murapaduna; CODOX-M - nuknodochamun,
nOoKcopyOHnuuH, MeroTpekcat/ndochamun B BHICOKOH 103€, STONO3U U UTapabuH B BHICOKOMH 103€;
STOMO3U, BUHKPHUCTUH, NOKcopyOunmH, uukiopochamun u npenanzod (EPOCH). B coorBercTBIM
C OZHHMM BapHaHTOM OCYILIECTBJICHHUS Teparnuio TuMpombl bepkurra KOMOMHHUPYIOT ¢ HHTHOUTOPOM
CDK4/6 n uHruOMTOPOM MMMYHOJIOTHYECKHX KOHTPOJIBHBIX TO4YeK. B COOTBETCTBMM C OXHUM
BapuaHTOM ocyiiectsieHuss uHruoutop CDK4/6 mnpexncraensier coboli coequHenwe [ B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYIIECTBJIEHUS WHIHOUTOP MMMYHOJOTHYECKHX KOHTPOJbHBIX
Touek mpencrasisier codoir mHrubutop CTLA-4, wnrubutop PD-1 wmm waruburop PD-L1. B
COOTBETCTBHH C ONHHMM BapuaHTOM ocyuiecTBieHus: uHruoutop PD-L1 npencrasnser coboit
arezonmuzymad. B cooTBeTcTBUM ¢  OJHMM  BApUAHTOM  OCYLIECTBJIEHHS  MHTHOMUTOP
UMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK npenctassier codoit unruoutop CTLA-4, BeiOpaHHbBIN U3
rpynnsl, cocrosimed n3 unmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OFIHUM BapHAHTOM OCYILECTBJIEHHS] HHTUOUTOP MMMYHOJIOTHYECKUX KOHTPOJbHBIX
TOYeK npencrasisier coboil narndourop PD-1, BeIOpaHHBIN U3 IPYIIIBL, COCTOALIECH M3 HUBOMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nuaunuzymada.

B cooTBeTCcTBUHM C OMHUM BapHaHTOM OCyInecTBieHus nuruoutop CDK4/6 B koMOuHaImu ¢
UHI'HOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOXKHO INPHMEHSTh COBMECTHO C PSIOM
XUMUOTEPANEeBTUYECKUX ~ CXEM  JIeUeHMs,  SBJIAIOINMXCA  CTAHAAPTOM  JIeYeHus A
aumMborasmMannTapaoil tuMdombl. CpexctBa st JiedeHHus JUMQOIUIa3MauTapHOH JUM(OMBI
BKJIFOUAIOT B ceOs puTykcumad. B COOTBETCTBHM C OZHMM BapHAHTOM OCYLIECTBJIEHUS TEPAITHIO

auM@orIa3sMauuTapHoi uMpomMel  KoMOuHUpYIOT ¢ wuHruouropom CDK4/6 u wuHruburopom
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MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK. B COOTBETCTBHM C OAHMM BapHaHTOM OCYIIECTBIIEHUS
unruoutop CDK4/6 mpencrasmisier coboii coenuHeHue 1. B cOOTBETCTBUM C OJHMM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJOTHYECKHX KOHTPOJBHBIX TOYEK MPEACTaBIsIeT COOOH
uaruoutop CTLA-4, uarn6urop PD-1 wnu uaruburop PD-L1. B cooTBeTcTBUN € OHUM BapHaHTOM
ocyinectBienus uHruourop PD-L1 npencraBnser coboii are3onu3ymad. B cOOTBeTCTBUU ¢ OXHUM
BAPUAHTOM OCYILIECTBJICHUS HHIMOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK IIPENCTaBISET
coboit unrudurop CTLA-4, BbiOpanHbIi u3 rpynmbl, coctosmed u3 umnmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHHU C OIHIUM BapHAHTOM OCYIIECTBJICHUS
UHTHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasBisieT coboi wuHruburop PD-1,
BBIOpPAHHBIN U3 TPYIIbI, cocTosmiel u3 HuBoayMada (Opdivo®), memOponuzymada (Keytruda®) u
nuauIn3ymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyluecTieHust uHruourop CDK4/6 B komOnHauuu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOKHO MPHMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUUYECKUX ~ CXEM  JIEYEeHHUs,  SIBJBIIOINUXCS ~ CTAHAAPTOM  JIHeHMsl  JJid
BOJIOCATOKJIETOUHOTO Jieiiko3a. CpeacTsa Al Je4eHHs BOJOCATOKJIETOYHOIO JIEHKO3a BKJIKOYAKOT B
ce0s xmanpubun (2-CdA) mnm nenrocTatuH, putykcumad, narepdepon anbda. B coorBercrBuu ¢
OHUM BapHAHTOM OCYIIECTBIIEHHs TEPANUI0 BOJOCATOKJIETOYHOrO Jieiiko3a KOMOMHUPYIOT C
unrudouropom CDK4/6 u H"HrMOUTOPOM MUMMYHOJIOTMYECKHUX KOHTPOJIBHBIX TOYEeK. B COOTBeTCTBUU
C OIHMM BapuaHTOM ocyuectBieHusi uaruoutop CDK4/6 mpencrasnsier coboii coenunenune 1. B
COOTBETCTBHMHU C OJJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
touek mnpencrasisier codoi mHrnbutop CTLA-4, mnruburop PD-1 wmmm wrrnburop PD-L1. B
COOTBETCTBUH C OAHMM BapHaHTOM ocyliecTsieHuss uHruoutop PD-L1 npencrasnser coboit
arezonmm3ymad. B cooTBercTBMM ¢ OJHMM  BapHaHTOM  OCYILIECTBJEHHUS  HMHTHOUTOP
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX Touek npeacTtasnser codor uarnoutop CTLA-4, BoiOpaHHbIN U3
rpymnmbl, coctosmeil n3 urmmymada (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B
COOTBETCTBHUHU C OHUM BaPHAHTOM OCYIIECTBJICHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
TOYeK NpencTasisieT coboil narndburop PD-1, BeIOpaHHBIN U3 IPYMIIBL, COCTOALIEH U3 HUBOMyMaba
(Opdivo®), nembponusymada (Keytruda®) u nuaunuzymada.

B cooTBercTBUM ¢ OAHUM BapuaHTOM ocyiiecTsieHust nHruoutop CDK4/6 B komOnHanmu ¢
UHMHOUTOPOM MMMYHOJIOTHUECKUX KOHTPOJIbHBIX TOUYEK MOKHO NMPHUMEHSTh COBMECTHO C PSAOM
XUMUOTEPANEBTHYECKUX CXEM JIUEHUs], SIBJIIOIINXCS CTAaHAAPTOM JiedeHus 1t T-nmumdodiacTHOMI
muMoMbl/Neiiko3a U3 KJIEeTOK-TpeniecTBeHHuKoB. Cpencrsa ans sedeHus T-numdobnacTHON

auM(pOMBI/NIefiKO3a W3  KIETOK-TIPENIIECTBEHHUKOB BKJIIOYAIOT B ceds  nmkiopochamun,
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nokcopyounuH (Adriamycin®), BUHKpUCTHH, L-acnaparnHasy, METOTPEKCaT, MPEAHU30H U, HHOTAA,
nurapabun (ara-C). Bcenencrsue pucka pacnpocTpaHEHHs B TOJOBHOW MO3I M CHUHHOM MO3T
XHUMUOTEPANEeBTHYECKOE JIEKAPCTBEHHOE CPEACTBO, TAKOe KaK METOTPEKCaT, TakKe BBOIAT B
CIIMHHOMO3TOBYIO JKHUJAKOCTb. B COOTBETCTBHHM C OIHUM BapUaHTOM OCYINECTBIEHMs Tepamnuio T-
M OoOTACTHON TUM(POMBI/JIEHKO3a U3 KJIETOK-TIPEAIIECTBEHHUKOB KOMOUHHUPYIOT ¢ HHTHOUTOPOM
CDK4/6 n mHruOMTOpOM HMMMYHOJIOTHYECKHX KOHTPOJIbHBIX TO4YeK. B COOTBETCTBMH C OXHUM
BapuaHTOM ocymectsiaeHuss wuHruoutop CDK4/6 mnpencraensier coboii coequnHenne [ B
COOTBETCTBHUHU C OJHUM BAaPHAHTOM OCYIIECTBJICHUS HHTHOUTOP MMMYHOJOTHYECKHX KOHTPOJBbHBIX
touek mnpencrasiser codoi uHrnbutop CTLA-4, marubutop PD-1 wmmm urrnburop PD-L1. B
COOTBETCTBMM C OJHHMM BapUaHTOM ocyuiecTBieHus: uHruOutop PD-L1 mpencrasnser coboit
arezonmn3ymad. B cooTBeTcTBUM ¢ OOHMM  BAapUAHTOM  OCYIIECTBJIICHUS  WHTHOHMTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasiseT codol uarnoutop CTLA-4, BoiOpaHHbBIN U3
rpymnmsl, cocrosimed u3 urmmMmymada (Yervoy®), tpemennmymada, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OJIHUM BAPHAHTOM OCYIIECTBIECHHS] HHT'HOUTOP MMMYHOJIOTHYECKUX KOHTPOJBbHBIX
TOYeK mpencrasisier coboit narudurop PD-1, BeIOpaHHBIN U3 TPYIIILL, COCTOALICH M3 HUBOJNyMaba
(Opdivo®), nembponusymada (Keytruda®) u nuaunuzymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyliecTsieHus uHruourop CDK4/6 B komOuHaumu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MOJKHO MPUMEHSTb COBMECTHO C PSIOM
XUMUOTEPANEBTUYECKUX CXEM JIeUeHUs], SBISIOINXCS CTAHAAPTOM JIEYEHUS I JTUMGOM KOXKH.
CpenctBa s yedeHuss JUMGOM KOXHM BKJIKOUYAIOT B ceOsf reMuuTaOWH, JIUIIOCOMAJbHBIN
nokcopyounmH (Doxil®); metorpekcar; xjaopamMOyuui;, ukiaogochaMu; MEHTOCTATHH, STOMO3U,
temo3ojomuy, npanarpekcar; R-CHOP. B cooTBercTBUM ¢ OJHUM BapUaHTOM OCYIIECTBJICHUS
Tepanud  JUMPOM  KOXKH  KOMOMHUPYIOT ¢ uHruoutopom CDK4/6 wu  wunHruburopom
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4YEK. B COOTBETCTBHM C OIHHUM BapHAaHTOM OCYIIECTBJICHUS
unruourop CDK4/6 npencrasnser coboii coenunenne 1. B cOOTBETCTBUHM C OIHHUM BapUAHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHX KOHTPOJBHBIX TOYEK MPEACTaBisieT CcoOOM
uaruoutop CTLA-4, uarn6urop PD-1 wnu uaruburop PD-L1. B cooTBeTcTBUN € OAHUM BapHaHTOM
ocyinectienuss uHruourop PD-L1 npencrasnser coboii are3onu3ymad. B cooTBeTCTBUU ¢ OMHUM
BAPUAHTOM OCYILIECTBJICHUS HMHIMOUTOP MMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOUEK IPENCTaBIIsET
coboii unrudutop CTLA-4, BeIOpaHHBI W3 rpynmsl, cocrosmiedl u3 wrmumymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHHU C OJHIM BapHAHTOM OCYINECTBIICHHUS

UHMHOUTOP HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasiseT coOoi wuHruburop PD-1,
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BBIOPAHHBII U3 TPYIbI, cocTosiei u3 HuBoayMada (Opdivo®), nemOponusymada (Keytruda®) u
U3y Maoa.

B cooTBercTBUM ¢ OIHUM BapuaHTOM ocyuiecTsieHust nHruoutop CDK4/6 B komOuHanmu ¢
UHI'HOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJIbHBIX TOYEK MOKHO IPUMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUYECKUX ~ CXEM  JICYEHHUs,  SBJSIOIUXCA ~ CTAaHAApPTOM  JIEYeHHs Ui
aHruonmMmyHobnactHoi T-kinerounoit muMdomsl. Cpencrsa [uis ieueHust aHruonMmy HoonactHoi T-
KJIETOYHOHN TUM(OMBI BKIIIOYAIOT B ce0s MPEIHNU30H WM JIEKCAMETa30H. B cOOTBETCTBUH C OHUM
BApUAHTOM  OCYINECTBJEHUs Tepamuio  aHrHouMmyHoOjsacTHoi — T-kierouHoit  guMQOMBI
KOMOMHMPYIOT ¢ uHrnoutopom CDK4/6 n HHrHONTOPOM MMMYHOJIOTHYECKHUX KOHTPOJIBHBIX TOYEK.
B cootBercTBHM C OIHUM BapuaHTOM ocyiuecTieHus: nuaruourop CDK4/6 mpencrasnsier coboi
coenuHenne I. B cooTBeTcTBNYM C OMHUM BapUAHTOM OCYLIIECTBIICHUS] HHTHOUTOP HMMY HOJIOTHUYECKHIX
KOHTPOJIbHBIX TOuek rnpencrasisier codoit narubutop CTLA-4, uarubutop PD-1 unu unrudurop
PD-L1. B cooTBeTcTBUM C OJHHM BapHaHTOM oOcyuiecTBieHus uHruourop PD-L1 mpencrasnsier
coboit are3ommzymad. B coOTBETCTBMM € OIHHUM BapUaHTOM OCYIIECTBIEHUS WHIHOUTOP
UMMYHOJIOTUYECKUX KOHTPOJIBHBIX Touek npeacranisier codoit narnourop CTLA-4, BeiOpaHHbIN U3
rpynnsl, cocrosimed n3 urmmuMmymada (Yervoy®), tpemennmymadba, AGEN1884 u AGEN2041. B
COOTBETCTBUHU C OFTHUM BAPHAHTOM OCYIIECTBJIEHUS HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIbHBIX
TOUYEK MpeacTaBnsieT codoii uurudutop PD-1, BeIOpaHHBIN U3 IPYMIbI, COCTOSIIEH M3 HUBOJTyMada
(Opdivo®), nembponuzymada (Keytruda®) u nuaunusymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTsieHus: nHruoutop CDK4/6 B komOuHaumu ¢
UHTHOUTOPOM HMMMYHOJIOTHUECKUX KOHTPOJBHBIX TOUEK MOXKHO IPHMEHSTb COBMECTHO C PSIOM
XUMHOTEPANEBTUYECKUX CXEM JIeYeHMs], SBJISAIOLIMXCS CTAaHAAPTOM JIEYeHUs Juid  JJId
SKCTPAHOAAIBHON JMM(pOMBI U3 HATYpaJIbHBIX KUIepoB/ T-kineTok, HasambHbIN THIL. CpencTsa IJist
JIeYeHNsl SKCTPAHOAAJIBHOM IUM(OMBI W3 HATypalbHbIX KWiiepos/T-KJI€TOK, Ha3aJbHbIA THII,
Bkro4aroT B ce0st CHOP. B cooTBeTcTBMM € OAHUM BAapUAHTOM OCYLIECTBJICHHS TEPAIUIO
HKCTPAHOAAIBHON JTUM(POMBI M3 HATYPaIbHBIX KUIUIEPOB/T-KII€TOK, Ha3aIbHBIN THIT, KOMOMHUPYIOT
¢ uaruduropom CDK4/6 n nHrubUTOPOM UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUeK. B cooTBeTcTBUN
C OIHMM BapuaHTOM ocyuiectBieHus uHruoutop CDK4/6 npencrasnser coboit coenunenue 1. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYILECTBJIEHUS] HHTHOUTOP MMMYHOJOTHYECKUX KOHTPOJIBHBIX
Touek mnpencraBisier codoit mHrubutrop CTLA-4, uaruburop PD-1 wmm unrunbutop PD-L1. B
COOTBETCTBMH C OJHHMM BapuaHTOM ocyumectBieHus uHruoutop PD-L1 mpencrasmser coboit
arezonmuzymad. B cooTBeTcTBUM ¢  OJHMM  BApUAHTOM  OCYIIECTBJIEHHS  MHTUOMUTOP

UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOueK npenactasisier codor uarnoutop CTLA-4, BoiOpaHHBIN U3
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rpynnel, cocrosmed n3 urmMymada (Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOMTOP UMMYHOJOTHYECKHX KOHTPOJIBHBIX
TOYeK mpencrasisier coboit narndoutop PD-1, BeIOpaHHBIN U3 IPYIIIEL, COCTOALIECH M3 HUBONyMaba
(Opdivo®), nembOponmzymada (Keytruda®) u nunuimnsymada.

B cooTBercTBUM C OAHUM BapuaHTOM ocyuiecTsieHus: nHruoutop CDK4/6 B komOuHaumu ¢
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYEK MOXHO MNPUMCHATH COBMCCTHO C pAAOM
XHUMHOTEPANEBTUYECKUX CXEM JICUSHHUs], SBJAIOLINXCSA CTAHAAPTOM JICYCHUs! JUIS aHATUIACTUYECKOM
KpyHnHOKJIeTOuHOH JsmuMmdomer. Cpencrsa aisi JIEYEHUS aHAIUTACTHYECKOH KPYMHOKJIETOYHOH
mumpomsl BrrouaroT B cebst CHOP; mpanatpekcar (Folotyn®), nieneHanpaBieHHO BO3ACHCTBYFOIINE
JIeKapCTBEHHbIE CpencTBa, Takue kak Oopresomud (Velcade®) wmmm pommpencun (Istodax) wmm
UMMYHOTEpArieBTUYECKHE JIeKApCTBEHHbIE CpPEACTBa, Takue kak ajemty3symad (Campath®) u
neanneiikuH-nuTuToke (Ontak®). B coOOTBETCTBHM ¢ OHUM BaPUAHTOM OCYILIECTBIICHUS TEPAITUIO
AHAIIACTHYECKOH KPYIMHOKJIETOYHOH JuMpoMbl KoMOuHHpyroT ¢ uHruobutopom CDK4/6 u
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK. B coorBercTBUM C OOHHUM BapHUaHTOM
ocyinectsienus uaruoutop CDK4/6 npencrasisier coboii coenunenne . B cooTBeTCTBUU C OHUM
BapUaHTOM OCYIICCTBIICHUA I/IHFI/I6I/ITOp HMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK IMPEACTABIIACT
coboit uarndurop CTLA-4, unrudurop PD-1 wnu unruburop PD-L1. B coorsercTBuu ¢ OIHUM
BapUaHTOM ocyiunecTBieHus nHruourop PD-L1 npencrasnsier codoit ate3onusymad. B cooTBeTcTBHM
C OJHUM BAPHUAHTOM OCYLICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK
npexacrasysier codoit uaruourop CTLA-4, BRIOpaHHBIM M3 TPYMIbI, COCTOSMIEH U3 HILTUMyMada
(Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B cOOTBETCTBHM C OIHHUM BapUAHTOM
OCYIUECTBJICHHs] HMHIUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK TPEACTaBiIsAeT COOOH
uHrudurop PD-1, BeiOpaHHbIi U3 rpyMIbl, cocTosiiei u3 HuBonymada (Opdivo®), memOponuszymada
(Keytruda®) n nupnnmsymada.

B cootBercTBUUM ¢ OMHUM BapHaHTOM ocyinecTsieHus: nHruontop CDK4/6 B komOuHammu ¢
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYEK MOXHO MNPUMCHATH COBMCCTHO C pAIOM
XHUMHOTEPANEBTUYECKUX CXEM JICUSHHMs], SBISIOLIMXCSA CTAHAAPTOM JICYCHUs! U TEePBUYHOU
aumdombl neHTpaabHON HepBHOU cuctembl (IIHC). Cpenctsa s nedeHus: epBUYHON JTUM(OMBI
ueHrpanbHoit HepBHOH cuctembl (IIHC) Brimouaror B cebsi metorpekcar, purykcumad. B
COOTBETCTBHU C OJHUM BapHUAHTOM OCYIIECTBICHUS TEPAIHIO NEPBHYHON JUM(OMBI LEHTPATbHON
HepBHOH cucrembl (IIHC) xomOunmpyror ¢ wmHruduropom CDK4/6 wu wunruburopom
MMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK. B COOTBETCTBHMH C OIHUM BaPUAHTOM OCYLIECTBIICHHUS

uarubutop CDK4/6 mpencrasisier coboii coenuHenne 1. B cOOTBETCTBUM C OJHMM BapHaHTOM
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OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHMX KOHTPOJBHBIX TOYEK NPEACTaBisieT CcoOok
unruoutop CTLA-4, uaruburop PD-1 unu uaruburop PD-L1. B cooTBeTcTBUN € OAHUM BapHaHTOM
ocyiuectBienust uHruourop PD-L1 npencrasnser coboii are3onn3ymad. B cooTBeTCTBUU ¢ OMHUM
BAPUAHTOM OCYLIECTBJICHUS MHIMOUTOP MMMYHOJIOTHYECKHX KOHTPOJBHBIX TOUEK IPENCTaBIsAET
coboit marundutop CTLA-4, BeiOpaHHbIA W3 rpymmbl, coctosmed u3 urummymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUH C OJHIM BapHAHTOM OCYILECTBJICHHS
UHMHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasBiseT coboi wuuruburop PD-1,
BBIOpAHHBIN U3 TPyIbI, cocTosmei u3 HuBoaymada (Opdivo®), nemOponuzymada (Keytruda®) u
U3y Mada.

B cooTBeTcTBHM C OTHUM BapHAHTOM OCYIIECTBIECHHUS CYOBEKT UMEET MEJIKOKJIETOUHBIH pak
JIETKOTO, M €My BBOZST XUMHOTEPAIEBTUUECKOe CPEACTBO, BHIOPAHHOE U3 IPYIIIBI, COCTOSINEH U3
kapOoIIaTHHA, LUCIJIATHHA, OKCAJUIUIATHHA, STONO3UAa M TOIMOTEKaHa MM MX KOMOMHALUH, B
xoMOuHarmu ¢ narudoutTopoM CDK4/6 n HHrHONTOPOM UMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOUeK. B
COOTBETCTBUH C OJHHM BapuaHTOM ocyinectBieHus uHruourop CDK4/6 mnpencrasnser coboit
coenuaeHne I wn coennnenue 11 B cooTBeTCTBHM C OTHMM BAPHAHTOM OCYIIECTBIICHUS] HHTHOUTOP
MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK npenctasisier coboit narnourop CTLA-4, uarnburop PD-
1 wnu warubutop PD-L1. B cooTBeTcTBMM C OIHHUM BapHUaHTOM OCYIIECTBJIEHUS WHIUOUTOP
UMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK MpenctaBiser codoit uaruoburop PD-L1 BeiOpaHHbIi 13
aypBanymada, aBeaymada u aresonmsyMada. B cOOTBETCTBUU ¢ OAHMM BapUAaHTOM OCYINECTBIICHUS
uarubutop PD-L1 mpexncraBnser coboit aresonuszymad. B COOTBETCTBHM C OOHHM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK MPEACTaBiIsieT CoOOH
uaruoutop CTLA-4, BwOpanHbli 13 rpynmbl, cocrosimeil u3 ummmymaba (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cCOOTBeTCTBHHU C OAHUM BapHAHTOM OCYIIECTBIICHHS
UHMHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasBisier coOod wuHruburop PD-1,
BbIOpAHHBIN W3 TPyNIbl, cocrosieil n3 HuBoiaymada (Opdivo®), memOponmuzymada (Keytruda®) u
nuauIn3ymada.

B cooTBeTcTBUH C OJHMM BapHAaHTOM OCYIIECTBJIEHHS XHMHOTEPANEBTHUECKOE CPEACTBO
npencrabnsier coboit sromozua, uHrubutop CDK4/6 mnpencraBnser coboii coemuHeHue I, u
uaruoutop PD-L1 mnpexncrasnser coboil aresommszymald. B cooTBercTBMM € OJHHM BapHaHTOM
OCYIIECTBJICHHSI XUMUOTEPATIEBTHYECKOE CPENCTBO MPEACTABIIET COOOM KapOOIIaThH, HHTHOUTOP
CDK4/6 mpencraBnsier coboii coenunenune I, u wunruburop PD-L1 mnpeacraBmsier coboii
arezonu3ymad. B cOOTBETCTBHHM C OJHUM BAapHAHTOM OCYLIECTBJIEHUS XHMHOTEPANeBTHYECKOE

CPEICTBO TpeAcTaBisieT co00i KOMOWHHPOBAHHYIK) TEPANEBTHUECKYIO CXEMy, COAepIKaIlyro
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kapOorutaTis u sTonosuy, nHruourop CDK4/6 npencrasnser coboit coennnenwue I, u marndurop PD-
L1 mpencraBnsier coboii are3onuszymad. B COOTBETCTBMM C ONHUM BapUAHTOM OCYIIECTBJICHUS
XHUMUOTEPANeBTHYECKOe CPENCTBO MpeAcTaBisieT cobod 1mcrutatud, uHrubutop CDK4/6
npencrasisier coboit coenunenue I, u uarudburop PD-L1 mpexacrasnsier coboit atezonuzymad. B
COOTBETCTBHH C OZTHUM BAPHAHTOM OCY IECTBIICHHS XUMUOTEPAIIEBTHIECKOE CPEACTBO MPENICTABIAET
coboii Tonorekan, uaruourop CDK4/6 npencrasnser coboii coenunenue I, u unrudburop PD-L1
npexacTaBiser coOoi arte3onau3yMad. B coOTBeTCTBMM C OJHUM BapHAaHTOM OCYIIECTBIIEHHUS
XHUMUOTEPANeBTHYECKOe CPEACTBO MpeAcTaBisier coboil okcamuruiatuH, uHruourop CDK4/6
npexncrasisieT codolt coenunenue I, u uarudutop PD-L1 npencrasnsier coboii atezonusymad.

B cooTBETCTBMM C OJHMM BapHAHTOM OCYLIECTBJIEHHs CyOBEKT MMEET MENaHOMY, U €My
BBOZSAT XMMHOTEPANEBTUYECKOE CPECTBO, BBIOpPAHHOE M3 TPYIIIBL, COCTOsIEl u3 makapOasuHa,
TEMO30JIOMHIA, hab-MakINTaKceNa, MakJIUTaKCeNa, LHUCIJIATHHA, OKCANUIUIATHHA, KapOoIjaTHHa,
BUHOJMACTMHA WM WX KOMOWHauuH, B koMmOuHaiuu ¢ wHruoutopom CDK4/6 u unrudburopom
MMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK. B COOTBETCTBHMH C OIHUM BAPUAHTOM OCYLIECTBIICHHUS
uarubutop CDK4/6 mpencraensier coboii coenunenue | mnm coenunenue 11 B coorBercTBuM C
OIHUM BApUAHTOM OCYINECTBJICHHS HHIMOMTOP HMMYHOJOTUYECKHX KOHTPOJIBHBIX TOYEK
npeactasiser coboit uarudutop CTLA-4, narudurtop PD-1 mnu uaruburop PD-L1. B coorsercTBrn
C OOHUM BApUAHTOM OCYINECTBJICHUS HHIHOUTOP HMMYHOJOTHYECKUX KOHTPOJIBHBIX TOYEK
npencrasisieT codoit uarudurop PD-L 1, BeiOpanHblii u3 nypBanymada, aBeaymada u ate3onuzymada.
B cootBercTBUM C OZHMM BapuUaHTOM ocyuiecTBieHus: uHruourop PD-L1 mpencrasisier coboit
arezonm3ymab. B cooTBeTCTBMM €  OJHMM  BapHAHTOM  OCYLIECTBJICHHS  HWHTHOHTOP
MMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasnseT codol uarnoutop CTLA-4, BoiOpaHHbBIN U3
rpymbl, cocTosueil u3 urumymabda (Yervoy®), tpemenumymada, AGEN1884 u AGEN2041. B
COOTBETCTBHMHU C OJHHM BaPUAHTOM OCYILIECTBJICHHSI HHIMOUTOP MMMYHOJOTHYECKHX KOHTPOJIBHBIX
TOUEK MpeacTapisier codoit uarudurop PD-1, BeiOpaHHBIN U3 Irpynmbl, COCTOSIIIEH M3 HUBOTyMada
(Opdivo®), nembponuzymada (Keytruda®) u nugunuzymadba. B cOOTBETCTBHM ¢ OOHUM BapUAHTOM
OCYLIECTBJICHUS] XUMHOTEPANEBTUUECKOE CPEACTBO INMpPEACTaBIsieT co0oi nakapOasuH, MHIHOUTOP
CDK4/6 mpencraBnser coboii coenunenue I, u wunruburop PD-L1 mnpeacraBnsier coboii
are3onn3ymMab. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPEeNCTBO MpeAcTaBisieT codol Temo3onomun, uaruonrop CDK4/6 npencrasisier codoit coequHeHne
I, u narndurop PD-L1 npencrasnsier coboii are3ommsymad. B cooTBeTCTBUM C OMHUM BapHaHTOM
OCYILIECTBJICHUS] XHUMHOTEPANEBTHUECKOE CPENCTBO IpeAcTaBiseT co0oi nab-makiauTakcern,

uarudutop CDK4/6 npencrasisier coboii coenunaenue I, u narudburop PD-L1 npencrasnser coboi
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arezonn3ymad. B cOOTBETCTBUH C OJHUM BapHAHTOM OCYILIECTBIEHUS XHMHOTEPANEBTHYECKOE
CPeACTBO MpeacTaBisieT codbol makaurakcen, uaruoutop CDK4/6 npeacrasnsier coboil coennHeHne
I, u uarudurop PD-L1 npencrasnsier coboii ate3onmsymad. B coOTBETCTBUM C OTHUM BapHUaHTOM
OCYIIECTBJICHUS] XMMHOTEPANIEBTUYECKOE CPEACTBO MpPEACTaBiseT COOOH LMCIUIATHH, WHTHOUTOP
CDK4/6 mpencraBnser coboii coenunenne I, w wunruburop PD-L1 mnpeacraBisier coboii
arezonn3ymad. B cOOTBETCTBUH C OJHUM BapHAHTOM OCYILIECTBIEHUS XHMHOTEPANEBTHYECKOE
CpeAcCTBO mpeAcTaBisieT co0oit kapborutatu, nuaruoutop CDK4/6 npencrasnsier coOol cCoeTMHEHNE
I, u narudurop PD-L1 npencrasisier coboii are3ommsymad. B cOOTBETCTBUM C OMHUM BapHaHTOM
OCYIIECTBJICHUS] XUMHUOTEPANIEBTHYECKOe CPENCTBO MPEACTaBIsieT coOOH BMHONACTHH, MHIHOUTOP
CDK4/6 mnpencraBiser coboii coenunenne I, w wuaruburop PD-L1 mnpeacraBmsier coboii
arezonn3ymad. B cOOTBETCTBUH C OJHUM BapHAHTOM OCYILIECTBICHUS XHMHOTEPANEBTHYECKOE
CPEACTBO TMpeAcTaBiseT coboil okcanumuatud, uHruoburop CDK4/6 mnpencrasuser coboit
coenunenue [, u uarndurop PD-L1 npencrasisier coboit ate3onuzymad.

B cooTBeTcTBUM ¢ OAHUM BAPHAHTOM OCYIIECTBJIEHUS CYOBEKT MMeeT NMOYeUHO-KIETOUHYIO
KapLUHOMY, U €My BBOJAT XUMHOTEPANEBTUUECKOE CPENICTBO, BHIOPAHHOE U3 IPYIIIIBI, COCTOSILIEH U3
BUHONACTHHA, (IOKCYpHANHA, S-propypannia, kanenurabrHa 1 reMINTa0MHA M UX KOMOMHALHY,
B koMOuHauuu ¢ uHruouropoMm CDK4/6 n nHrubuTOpOM MMMYHOJOTHYECKUX KOHTPOJIBHBIX TOUEK.
B cootBercTBHM ¢ OOHUM BapuaHTOM ocyinecTBieHus uHruourop CDK4/6 mpencrasnser coboii
coenuHenue | mnu coenuHenue II. B cooTBeTCTBHY C OMHUM BapHAaHTOM OCYIIECTBJIEHUS] HHIHOUTOP
UMMY HOJIOTUYECKUX KOHTPOJIbHBIX TOUEK mpenctasisier codoit narunourop CTLA-4, uaruburop PD-
1 wmm warubutop PD-L1. B cooTBercTBHM ¢ OXHHMM BapHaHTOM OCYIIECTBICHHS WHIHOHUTOP
MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK MpencTaBiseT codoit naruourop PD-L1, BeiOpanHbIi u3
nypsanymada, aBeqymada u are3onmsymada. B cooTBeTCTBHM C OJHUM BapHAHTOM OCYIIECTBIICHUS
uaruoutop PD-L1 npexncrasnser coboif aresonnszymald. B cooTBeTcTBMM C OZHHM BapHaHTOM
OCYLIECTBJIEHUS] HHTUOUTOP HMMYHOJIOTUYECKUX KOHTPOJBHBIX TOUYEK IPEACTaBiIseT CcoOOM
uaruoutop CTLA-4, BeOpanHbli w3 rpynmbl, cocrosimeil u3 umimmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBUH C OJHUM BapUAHTOM OCYIIECTBJICHHUS
UHTUOUTOP HMMYHOJIOTHYECKMX KOHTPOJIbHBIX TOUYEK TNpencTaBisieT coboii uHruobutop PD-1,
BBIOpAHHBIN U3 Tpymmbl, cocTosuiei u3 HuBoiaymada (Opdivo®), nemOponuzymada (Keytruda®) u
nuaunusymadba. B cooTBeTCTBUM C OAHUM BAapUAHTOM OCYILECTBIEHUS XUMHOTEpPAreBTUYECKOe
CpencTBO mpencTasisier coboii BunOnacTuH, naruoburop CDK4/6 npencrapnsier coboii coenuHeHne
I, u narudurop PD-L1 npencrasnsier coboii are3onmsymad. B cooTBeTcTBUM C OMHUM BapHaHTOM

OCYLIECTBJICHUS] XHMHUOTEPATIEBTUYECKOE CPEICTBO MPENCTaBIsieT co00i (PIOKCYpUAH, HHIHOUTOP
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CDK4/6 mpencraBnsier coboii coemunenune [, u wunruburop PD-L1 mnpeacrasnsier coboii
arezonu3ymad. B cOOTBETCTBUH C OJHUM BAapHaHTOM OCYLIECTBJIEHUS XHMUOTEPANEBTHYECKOE
CpeACTBO TpenctaBisieT coboii  S-propypaumn, wunrubutop CDK4/6 mnpencraBnser coboi
coequnrenue I, u uarudburop PD-L1 npencrasisier coboii are3onu3ymad. B cooTBeTCTBUM ¢ ONHUM
BAPHAHTOM OCYLIECTBIICHUS XUMHOTEPAIIEBTHIECKOE CPENCTBO MPEACTABISIET COOOH KarenuTaluH,
uaruoutop CDK4/6 npencrasisier codoii coenunaenue I, u narnoburop PD-L1 npencrasnser coboit
arezonu3ymad. B cOOTBETCTBUH C OJHUM BAapHaHTOM OCYLIECTBJIEHUS XHMUOTEPANEBTHYECKOE
CpeACTBO MpencTansieT codoit remuntabu, naruourop CDK4/6 mpencrasnser coOoit coenrHeHne
I, u uaruburop PD-L1 npencrasnser coOoii arezonuzymad.

B cooTBeTCTBHMHM ¢ OHUM BAPHAHTOM OCYIIECTBICHHUS CyOBEKT HMEET PAK MOUEBOTO ITy3bIPS,
U €My BBOIIT XHMHOTEPAlleBTHYECKOE CPEICTBO, BBIOpAaHHOE W3 TPYMIbL COCTOSINEH W3
kapOoIlaTiHA, OKCANUIUIATHHA, LUCIUIATHHA, (TOpypaliia, MHUTOMHUIMHA, METOTpeKcara,
BUHOJIACTHHA, TOKCOPYOUIIMHA, reMIIMTaOMHA, TAKJIUTAKCENa WK UX KOMOWHAIMK, B KOMOWHAIINH C
uaruoutTopom CDK4/6 1 MHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK. B cooTBeTcTBHU
C OIHHMM BapHaHTOM ocyiectBieHust nuHruoutTop CDK4/6 npencrasisier coboit coenunenue 1 umu
coenuHerne II. B cooTBeTcTBUM C OZHMM BAapUAaHTOM  OCYINECTBJICHUS HHIHOHTOP
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK MpencTasiser codoit narnourop CTLA-4, uaruéurop PD-
1 wnu waruburop PD-L1. B coOTBeTCTBMHM C OZHHUM BapHaHTOM OCYINECTBJIEHHUS HHTHOUTOP
MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEeK mpencTasnser codoi narubutop PD-L1, BeiOpanHbIi 13
nypBanymada, aBenymMaba U ate3onnsymada. B cCOOTBETCTBHMU ¢ OMHUM BapUAHTOM OCYIIECTBIICHHS
uaruoutop PD-L1 mpexncraBnsier coboit aresonuszymad. B cooTBeTCTBMM C OOHHM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUYEK NPEACTaBiIseT CcoOol
unruoburop CTLA-4, BbeIOpaHHBIM U3 rpymnmbl, cocrosimed w3 umimMmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHTUOUTOP MMMYHOJIOTUYECKHX KOHTPOJIBHBIX TOUYEK NpeAcTaBisier coboit mHruoOutop PD-1,
BBIOpAHHBIN U3 TPyIbl, cocTosmei 3 HuBoaymabda (Opdivo®), nemOpomsymada (Keytruda®) u
nuaunuzymadba. B cOOTBETCTBMM € OZHMM BapHUaHTOM OCYINECTBIEHHS XMMHOTEPANEBTHYECKOE
CpencTBO mpeAcTaBisieT codoi nucmaatul, nHruoutrop CDK4/6 npencrasnsier codoii coenunenue I,
u narudurop PD-L1 npencrasusier coboil arezonmu3ymad. B cooTBeTCTBHHM ¢ OJHHM BapHaHTOM
OCYLIECTBJICHUS] XHMHUOTEPANIeBTUYECKOE CPENCTBO IPENACTaBIsieT COo00H KOMOMHHUPOBAHHYIO
TEPANEeBTUYECKYI) CXEeMy, COAEpIKallylo LUCIUTATHH u  S-propypaumn, unruoutop CDK4/6
npencrasnsier coboit coenunenue [, u uaru6burop PD-L1 mpeacrasnsier coboit atezonuzymad. B

COOTBCTCTBHU C OAHUM BapUAHTOM OCYIICCTBJICHUSA XUMUOTEPANICBTUYCCKOEC CPECACTBO MPEACTABIIACT
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cobolf KOMOMHHUPOBAHHYIO TEPAIEBTHUECKYIO0 CXEMY, COIEep KAIyI0 MUTOMHLIMH U S-(TOpyparu,
unruoutop CDK4/6 npencrasisier codoii coenunenue I, u uurudéurop PD-L1 npencrasnser coboit
arezonu3ymad. B COOTBETCTBUH C OJHUM BapHUAHTOM OCYILIECTBICHUS XHMHUOTEPANEBTHYECKOE
CPEACTBO TpeAcTaBiseT co0OW KOMOMHHPOBAHHYIO TEPANeBTHUECKYI0 CXEMYy, COAEpIKaIlylo
nucIuiaTiH U remuurabud, nHruourop CDK4/6 mpencrasisier coboit coenunenue I, 1 uHruOUTOp
PD-L1 mpencrasnsier coboli are3onu3ymad. B COOTBETCTBUU C OHUM BapUAHTOM OCYIIECTBJICHUS
XHUMUOTEPANeBTUYECKOE CPEACTBO NpEACTaBiseT CcoOOH KOMOWHHMPOBAHHYIO TepareBTHYECKYIO
CXeMy, COMIep Kally 0 LUCIUIATHH, METOTPEKCAT, BUHOIACTHH U NOKcOopyOuiuH, unruoutop CDK4/6
npencrasnsier coboit coenunenue [, u uaruburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBUU C OJJHIM BapHAHTOM OCYIIECTBIIEHHsI XUMHOTEPareBTHUECKOe CPECTBO NPEACTABIISAET
coboli KOMOMHUPOBAHHYIO TEPANeBTUYECKYIO CXEMy, COIEepIKAINyI0 LHCIUIATHH, METOTPEeKcaT U
BuHOnactTuH, uHruobutop CDK4/6 mnpencrasisier coboii coeaunenue I, m unruburop PD-L1
npexacTaBiser coboil arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XUMHOTEPANEBTUYECKOE CPENCTBO MPEACTABNsAET COOOH KOMOMHHUPOBAHHYH) TEPANeBTUYECKYIO
cxeMy, COAepKalyr KapOoriatuH u maknutakcen, unruourop CDK4/6 mpencrasmisier coboit
coenunenue I, u uaruburop PD-L1 npencrasisier coboii are3onu3ymad. B cooTBeTCTBUM ¢ OTHUM
BApUAHTOM OCYIIECTBIIEHUS XUMUOTEPANIEBTUYECKOE CPECTBO MPEICTABIAET COO0I OKCANUIUIATHH,
unrudurop CDK4/6 npencrasnser codoit coenunenue I, u unrudutop PD-L1 npencrasisier coboii
aTe30Ju3yma.

B cOOTBETCTBMM € OZHUM BapHAHTOM OCYIIECTBICHUS CyOBEKT MMEET YpOTENHAJIbHYIO
KapLUHOMY, H €My BBOIST XUMHOTEPAIIEBTUUECKOE CPENICTBO, BHIOPAHHOE M3 IPYIIIbI, COCTOSIIIEH 13
kapOoIlaTHHA, LUCIJIATHHA, OKCAJUIUIATHHA, (TOpypaluia, MHUTOMHIMHA, METOTpeKcara,
BUHOJIACTHHA, TOKCOPYOUIIMHA, reMUMTaONHA, MaKJIUTAKCeNa WM UX KOMOMHALIMK, B KOMOUHALIMU C
uaruoutTopom CDK4/6 1 mHrHONTOPOM MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUeK. B cooTBeTcTBHU
C OJHUM BapuaHTOM ocyinecTBierus nHruouTop CDK4/6 npencrasisier coboii coennaenne [ mnm
coenuHerne II. B cooTBeTcTBUM C ONHMM BApUAHTOM  OCYINECTBICHHS WHTHOHMTOP
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK npencTasiser coboit nuarnourop CTLA-4, uarudéurop PD-
1 wnu waruburop PD-L1. B coOTBeTCTBMH C OZHHUM BapHaHTOM OCYINECTBJIEHHUS HHTHOUTOP
UMMYHOJIOTHYEeCKUX KOHTPOJIbHBIX TOUEeK mpexcTasnser codoi nHrubutop PD-L1, BeiOpanHbIH 13
nypsBanymada, aBenymada U ate3onu3ymada. B COOTBETCTBUHU ¢ OHUM BapUAHTOM OCY IIIECTBIICHHS
uaruoutop PD-L1 mpexncraBnsier coboit aresonmszymad. B coOTBETCTBMM C OOHHM BapHaHTOM
OCYILIECTBJICHUS HHTUOUTOP HWMMYHOJIOTHYECKHUX KOHTPOJBHBIX TOYEK NPEACTaBiseT CcoOol

uaruoutop CTLA-4, BeOpanHblii w3 rTpymmbl, cocrosimeil w3 wummmymada (Yervoy®),
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tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHU C OJHIM BapHAHTOM OCYINECTBIICHHS
UHMHOUTOP MMMYHOJIOTHUECKUX KOHTPOJBHBIX TOYEK MpeacTasiseT coboi uurudburop PD-1,
BBIOpAHHBIN U3 TPyIbI, cocTosmei u3 HuBoaymada (Opdivo®), nemOponuzymada (Keytruda®) u
nuauian3ymaba. B coOTBETCTBHMH € OfHHUM BapHaHTOM OCYINECTBICHHS XUMHOTEPANEBTHYECKOE
CpenCTBO MpeAcTaBisieT codol nucmaatul, nHruoutop CDK4/6 npencrasnser codoii coenunenue I,
u uarudurop PD-L1 npencrasusier coboil arezonmu3zymad. B cooTBeTCTBUH ¢ OOHHM BapHaHTOM
OCYIUECTBJICHHS] XUMUOTEPANEBTHYECKOE CPEICTBO MPEACTABIseT COOOH KOMOMHHUPOBAHHYIO
TEPaNeBTUYECKYI0O CXEeMy, COAepiKallyr LUCIUIAaTHH Hu  S-¢ropypaumwi, wuHruourop CDK4/6
npencrasnsier coboit coenunenue [, u uaruburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBHH C OZTHUM BAPHAHTOM OCY IECTBIICHHS XHUMUOTEPAIIEBTHYECKOE CPEACTBO MPENICTABIAET
co00ii KOMOMHHUPOBAHHYIO TEPANEBTHUECKYIO CXEMY, COAEPIKAILIYI0 MHUTOMHLUH H S-(ropyparmi,
unruoutop CDK4/6 npencrasmusier codoii coenunenue I, u naruoburop PD-L1 npencrasnser coboit
are3onn3ymMab. B COOTBETCTBMM C OJHMM BapHAHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPeACTBO TpeAcTaBisieT co0OW KOMOWHHPOBAHHYIO TEPANeBTHUECKYI0 CXEMYy, COAEpIKaIlyIo
ucIuiaTiH U remuurabund, uaruourop CDK4/6 npencrasisier cobdoii coenunenue [, u nHruourop
PD-L1 npencrasnsier coboii are3onu3ymad. B cOOTBETCTBHU ¢ OHUM BapUAaHTOM OCYIIECTBJICHUS
XHMHOTEPANEBTUYECKOE CPENCTBO MPENCTaBisieT coOOW KOMOMHHMPOBAHHYIO TEPANEBTUYECKYIO
CXeMy, COMEpIKally 0 LUCIUIATHH, METOTPEKCAT, BUHONACTUH U OoKcopyOuruH, uaruourop CDK4/6
npencrasisier coboit coenunenue [, u uarudburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBHU C OZTHUM BAPHAHTOM OCY IECTBIICHHS XHUMUOTEPAIIEBTHYECKOE CPEACTBO NPENICTABIAET
co0oii KOMOMHHMPOBAHHYIO TEPANEBTUYECKYIO CXEeMy, CONEpPIKAIIYIO LHCIUIATUH, METOTpPeKcaT U
BuHONactTuH, uHrubutrop CDK4/6 mnpencrasisier coboii coenunenue I, m unruburop PD-L1
npexacTaBiser coboil arte3oiam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XUMHOTEPANIEBTUYECKOE CPENCTBO MPEACTABIsET COOOH KOMOMHHUPOBAHHYIO TEPAeBTUYECKYIO
CXeMy, CoaepKalyro KapOoruaTuH W mnakiurakcen, uHruomrop CDK4/6 mpencrasmser coboit
coenunenue I, u uaruburop PD-L1 npencrasisier coboii ate3onu3ymad. B cooTBeTCTBUM ¢ OTHUM
BAPHAHTOM OCYILECTBJICHHUS] XUMHOTEPANIEBTUUECKOE CPEACTBO MPEACTABIAET COOOH OKCAUIIATHH,
unrudurop CDK4/6 npencrasnser coboii coenunenue I, u unrudutop PD-L1 npencrasisier codoii
aTe30Jau3yma.

B cooTBETCTBUY C OTHIM BapUAHTOM OCYLIIECTBIEHHS CYObEKT HMEET PAK MOJIOYHOM JKEJe3bl,
U €My BBOIAT XUMHOTCPAIIEBTUYCCKOEC CpPEACTBO, BbI6paHHOe U3 TPYIIIBL, COCTOHH.Ieﬁ nu3
kapOoIIaTHHA, OKCANWIUIATHHA, LMCIUIATUHA, AOKCOpyOHMLMHA, S-(QTopypauiia, NakIUTaKcena,

nukaopochamuaa, remMiuuTabuHa UM UX KOMOMHAIMK, B KoMOMHAIMK ¢ uHruouropom CDK4/6 u
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I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK. B coorBercTBUM C OOHHUM BapUaHTOM
ocymectnienus: naruourop CDK4/6 mpencrasnsier coboii coenunenne | wiu coenunenune 11 B
COOTBCTCTBHUU C OAHUM BapHUAHTOM OCYILICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTHYECKUX KOHTPOJIbHBIX
touek mnpencrasiser coboi mHrnbutop CTLA-4, mnruburop PD-1 wmmm urruburop PD-L1. B
COOTBETCTBHHU C OJHHM BAPHAHTOM OCYINECTBJICHUSI HHIMOUTOP UMMYHOJOTHYECKHX KOHTPOJIBHBIX
TOueK mpeacrapisier coboii mHruOurop PD-L1, BbiOpanHBI M3 aypBanymaba, aBenymada u
arezonuzymaba. B cooTBercTBUM C OJHUM BapuUaHTOM oOcyliecTBieHuss uHruourop PD-L1
npexacTaBiser codoi arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XUMHOTEPANIEBTUUECKOE CPENCTBO TpeAcTaBisier coboit kapborutatuH, unruoOutop CDK4/6
npexacTasysier coboi coenuHenue I, u uarunburop PD-L1 mpencraensier cobol atezonusymad. B
COOTBECTCTBHUU C OAHUM BAPUAHTOM OCYLICCTBJICHUS I/IHFI/I6I/ITOp HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX
Touek Impencrasisier coboif umHruOutop CTLA-4, BbIOpaHHBII W3 TpyNmbl, COCTOAIIEH U3
urinmymada (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B cOOTBeTCTBUU C OJHUM
BapUaHTOM OCYIICCTBIICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK MNPCACTABJEICT
coboit wmuruburop PD-1, BbIOpaHHBI W3 rpymmbl, cocrosimed w3 HuBonymada (Opdivo®),
nemOpomu3ymaba (Keytruda®) wu nuagwimsymada. B COOTBETCTBHM € OAHMM BapHAHTOM
OCYILIECTBJICHHS] XUMHOTEPATIEBTHYECKOE CPEICTBO MPENCTaBisieT COOOW LUCIIATHH, WHTHOUTOP
CDK4/6 mpencraBnser coboii coenunenune I, u wunruburop PD-L1 mnpeacraBnsier coboii
are3onn3ymMad. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPENCTBO MPENCTABIACT COOOH KOMOMHHPOBAHHYIO TEPANEBTHYECKYIO CXEMy, COIEpIKAIIYIo
uucratil u S-propypaumn, uaruburop CDK4/6 npencrasnisier codoit coenunenue I, 1 uHrHOUTOP
PD-L1 npencrasnsier coboii arezonu3ymad. B cooTBeTcTBUN C OMHUM BapUaHTOM OCYINECTBJICHUS
XHUMUOTEPANEBTHYECKOE CPEACTBO MPEACTABNsET COOOH KOMOWHHMPOBAHHYIO TEPaNeBTHYECKYIO
CXeMy, CONEep’Kallyl LUCIUIATUH u remiutadun, unruoutop CDK4/6 mnpencrasisier coboit
coenunenue I, u uarn6urop PD-L1 npencrasisier coboii atezonn3ymad. B cooTBeTcTBUM C OTHUM
BAPUAHTOM OCYIIECTBICHUS XUMHOTEPAIIEBTHUECKOE CPECTBO MPENCTABISIET COOOH NOKCOpYOUIINH,
unruoutop CDK4/6 npencrasisier codoii coenunenue I, u narudéurop PD-L1 npencrasnser coboit
arezonu3ymad. B COOTBETCTBUH C OJHUM BAapHUAHTOM OCYILIECTBICHUS XHMUOTEPANEBTHYECKOE
cpeactBo mpencrtaBisier cobor nmknodochamun, unrudburop CDK4/6 mnpencrasisier coboi
coenunenue I, u uarn6urop PD-L1 npencrasisier coboii atezonn3ymad. B cooTBeTCTBUM C OTHUM
BAPUAHTOM OCYIIECTBIICHHUS] XUMHOTEPAIIEBTUUECKOE CPEACTBO MPECTaBIsieT cOOON MakIUTaKCel,
unruoutop CDK4/6 npencrasisier codoii coenunenue I, u naruburop PD-L1 npencrasnser coboit

aTGBOJ'[I/IBYMa6. B cootBercTBUM ¢ OZHUM BaApHUAHTOM OCYIICCTBJICHUA XHUMUOTEPAIICBTUYCCKOC
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cpencTBo mpexacTaBisieT coboil  okcamuruiatuH, wuHruowmrop CDK4/6 mpencraBusier coboit
coenurenue I, u uaruburop PD-L1 npencrasisier co0oit atezonuzymad.

B cooTBeTcTBHM C OZHMM BapHUaHTOM OCYIIECTBJICHHs CyOBEKT MMeeT pak 0OOIOYHOW U
NPSIMOY KUIIKH, U €My BBOJST XMMHOTEPATIEBTUYECKOE CPECTBO, BRIOPAHHOE U3 IPYIIIIbI, COCTOSIIEH
u3  S-¢propypaumna, kaneumtaOuHA, HPUHOTEKAHA, OKCAJNUIUIATHHA, TPHUQIypUIUHEHA,
OKCAJIMIUIATHHA U TUMHpPAIMIA WK UX KOMOWHaumu, B KoMOuHaimu ¢ uHruouropom CDK4/6 u
UHCHOUTOPOM HMMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4YeK. B COOTBETCTBUMH C ONHUM BapHAHTOM
ocyiectBienuss uaruourop CDK4/6 mpencrasnsier coboii coemunenue | unu coemunenue 1. B
COOTBETCTBUHU C OJHUM BAPHAHTOM OCYINECTBIICHHUS] HHTHOUTOP MUMMYHOJIOTHYECKUX KOHTPOJBHBIX
Touek mpencrasisier codoi uHrubutop CTLA-4, wnrubutop PD-1 wmm unruburop PD-L1. B
COOTBECTCTBHUU C OAHUM BAPUAHTOM OCYILICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYECKUX KOHTPOJIbHBIX
TOUeK mpexacrasisier coboli mHruOurop PD-L1, BeiOpanHBI U3 aypeamymada, aBenymada u
arezonuzymaba. B cOOTBeTCTBHMM C OOHUM BapUaHTOM OCyLlecTBiIeHus wuHruowmrop PD-L1
npexacTaBiser coOoi arte3onm3yMad. B COOTBETCTBMM C OFHUM BapHAHTOM OCYILIECTBIICHUS
XUMHOTEPANIEBTHYECKOE CPENCTBO IMpeacTaBiseT coboii S-¢ropyparun, wunrubutop CDK4/6
npezncrasisieT coboit coenunenue I, u uarudburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBUHU C OJHUM BAPHAHTOM OCYIIECTBIICHHS UHTUOUTOP UMMYHOJOIMYECKUX KOHTPOJIBHBIX
touek mpencrasnsier coboii uHruOutop CTLA-4, BbIOpaHHBI W3 TPYMIbL, COCTOSINEH U3
uruinmymada (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B coOTBeTCTBUU C OJHUM
BAPUAHTOM OCYLIECTBJICHUS MHIHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK MPEACTaBISIET
coboit wmurudurop PD-1, BeiOpaHHBIH W3 rpymmbl, cocrosimedl w3 HuBomymadba (Opdivo®),
nemOpomm3ymadba (Keytruda®) wu nummmmsymada. B COOTBETCTBHMM € OAHMM BapHAHTOM
OCYILIECTBJICHUS] XHUMHOTEPANEBTHYECKOE CPENCTBO MPEACTABISET COOOM KaneuuTabuH, HHIHOUTOP
CDK4/6 mpencrasnsier coboii coenunenune I, w wunruburop PD-L1 npeacrasnsier coboii
are3onm3ymMad. B coOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPenCTBO TpeAcTaBisieT co0OW KOMOWHHPOBAHHYI) TEPANEeBTHUECKYIO CXEMYy, COAEpIKaIlyro
Tpudnypuauaen u tunupaumwa, uHruourop CDK4/6 mnpencrasnser coboili coepunHenue 1, u
unrudburop PD-L1 mpeacraBnsier coboii are3onusymad. B COOTBETCTBHM ¢ OZHUM BapUAHTOM
OCYILIECTBJICHUS] XUMHUOTEPANEBTHYECKOE CPECTBO MPENCTABISIET COOONH MPUHOTEKAH, UHTUOUTOP
CDK4/6 mpencraenser coboit coemuuenue [, m wHrHOMTOp PD-L1 npeacraBmser coOoit
are3onn3ymMab. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPenCcTBO TpexacTaBiseT coboil okcanumuatud, wuHruoburop CDK4/6 mpencrasiser coboit

coenunenwue I, u nuarndburop PD-L1 npencrasnsier coboii are3onm3ymad.
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B cooTBercTBUM C OJHMM BAapUAHTOM OCYILIECTBJICHHUS CYyOBEKT HMeeT KacTpalMOHHO-
PE3UCTEHTHBIN paK NpeNCTaTeNbHON jKeJe3bl, U €My BBOIAT XHUMMOTEPaNeBTHYECKOE CPENCTBO,
BBIOpAaHHOE W3 TPYIIBL, COCTOSINEH U3 JOLeTakcena, KapOa3uTakceda, MHUTOKCAHTPOHA U
3CTPaMyCTHHA WJIM HX KOMOHMHAIMH, B KOMOMHaLuu C coenuHeHueM | m artesommsymabom. B
COOTBETCTBUU C OJJHIM BapHAHTOM OCYILECTBIIEHHs] XUMHOTEPareBTUUECKOe CPECTBO NPEACTABIISAET
coboit nouerakcen. B coOTBETCTBUY C OZHUM BapHaHTOM OCYIIECTBJICHHSI XHMHUOTEPANIEBTHIECKOE
CPenCTBO IpeacTaBisieT cobol kapbasuTakcen. B coOOTBETCTBUY C OAHUM BaPUAHTOM OCYLIECTBIICHUS
XHUMUOTEPANEBTHYECKOE CPEICTBO MPEACTABIsIeT COOOW MUTOKCAHTPOH. B COOTBETCTBHU € OTHHM
BApUAHTOM OCYILIECTBIICHHS XUMHUOTEPATIEBTUYIECKOE CPEICTBO MPENCTaBIIsAeT COO0H 3cTpaMycTuH. B
COOTBETCTBHU C OJHHUM BapHaHTOM ocyinectBieHus uHruoOurop CDK4/6 mpencranser coboi
coenuHenne | wm coenunenue II. B cooTBeTCTBHY C OTHUM BapHaHTOM OCYIIECTBJICHUS] HHTHOUTOP
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK MpencTasiser codboit nuarnourop CTLA-4, uarudéurop PD-
1 wmu warubutop PD-L1. B cooTBercTBHM ¢ ONHHMM BapHaHTOM OCYIIECTBICHUS WHIHOHTOP
MMMYHOJIOTHYEeCKUX KOHTPOJIbHBIX TOUEeK mpencTasnser codoi nHruburop PD-L1, BeiOpanHbIi U3
nypBanymada, aBenymada u ate3onusymada. B COOTBETCTBUU ¢ OMHUM BapHUAHTOM OCYIIECTBIICHHS
uaruoutop PD-L1 mpexncraBnsier coboit arezonuszymad. B cooTBeTcTBHM C OOHHM BapHaHTOM
OCYLIECTBJICHUS HHTUOUTOP HMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUYEK NPEACTaBiIseT CcoOOH
unruourop CTLA-4, BbeIOpaHHBIE U3 Trpymnmbl, cocrosied w3 umimMmymada (Yervoy®),
tpemenumymada, AGEN1884 u AGEN2041. B cooTBeTcTBHHU C OJHUM BapHAaHTOM OCYINECTBIICHHUS
UHTHOUTOP MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK MpeAcTaBisieT coboi wuHruburop PD-1,
BBIOPAHHBIN U3 TPYyIbL, cocTosei u3 HuBoaymabda (Opdivo®), nemOponuzymada (Keytruda®) u
nuaunn3ymadba. B cOOTBETCTBHM € OZHMM BapHUaHTOM OCYINECTBIIEHHSI XHUMUOTEPANEBTHYECKOE
CpPeICTBO MpeacTaBysieT codoii nouerakcen, uaruoutop CDK4/6 npeacrapnsier coboit coenrnenue I,
u uaruburop PD-L1 npencrasusier coboil arezonmu3ymad. B coOTBeTCTBHH ¢ OJHHM BapHaHTOM
OCYLIECTBJIEHUS] XUMHOTEPaNEeBTHYECKOE CPENCTBO MPeNCTaBsieT OO0l kapOa3uTakces, UHTHOUTOP
CDK4/6 mpencraBnser coboii coenunenune [, u wunruburop PD-L1 mnpeacrasnsier coboii
arezonu3ymad. B cOOTBETCTBHMH C OJHUM BAapHAHTOM OCYLIECTBJIEHUS XHMHUOTEPANEBTHYECKOE
CPeACTBO TMpeACTaBNsieT coOoi mutokcaHTpoH, wuHruOutop CDK4/6 mnpencrasnsier coboi
coequnenue I, u uaruburop PD-L1 npencrasisier coboii are3onu3ymad. B cooTBeTcTBUM ¢ OTHUM
BapUAHTOM OCYILECTBIEHHs XMMUOTEPANEBTUYECKOE CPECTBO MPEACTaBIsAeT cOO0H 3CTpaMyCTHH,
uaruoutop CDK4/6 npencrasisier coboii coenunenue I, u nuarundburop PD-L1 npencrasnser coboit

aTe30Ju3ymal.
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B cooTBeTcTBUH C OTHUM BapHaHTOM OCYIIECTBIJIEHHSI CyOBEKT HMeeT SKcrpeccupytomie PD-
L1 omyxonu, u eMy BBOAAT XUMHOTEPANEBTHUECKOE CPEACTBO, BEIOpAHHOE U3 IPYIIIBI, COCTOAIIEH
3 kapOomyaTWHa, LUCIUIATHHA, TeMiuTabWHA, J3TONO3WAa, S-propypamnmia, NakIUTaKCea,
OKCAJIMIUIATUHA W TONOTEeKaHa WM MX KOMOHWHaiuy, B KoMOmHaumu ¢ uHruoutopom CDK4/6 n
MHMMOUTOPOM HMMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOYEK. B COOTBETCTBHM C OZHHUM BapHUaHTOM
ocyectienuss uaruourop CDK4/6 mpencrasnser coboii coenunenue | unmu coenuuenue 1. B
COOTBETCTBUHU C OFHUM BAPHAHTOM OCYIIECTBJIEHHUS HHTHOUTOP UMMYHOJOTHYECKUX KOHTPOJIBHBIX
Touek mnpencrasnsier codoi mHrubutop CTLA-4, mnruburop PD-1 wmmm urrnburop PD-L1. B
COOTBETCTBUHU C OHUM BAPHAHTOM OCYIIECTBJIEHUS MHTHOUTOP MMMYHOJOIHYECKHX KOHTPOJbHBIX
Touek mpezacTaBnsieT coboii mHruOutop PD-L1 BuiOpaHHbIi M3 aypBanymaba, aBenymaba W
arezonuzymaba. B cooTBeTcTBHMM C OOHUM BapUaHTOM OCyLiecTBiIeHus wuHruowurop PD-L1
npeacTaBnser coOoi are3onu3ymMald. B cooTBeTcTBMM € ONHUM BapHaHTOM OCYLIECTBJIEHUS
XHUMUOTEPANeBTHYECKOE CPENCTBO  mpencraeisier coboit  sromo3wpn, wuHrHoOutop CDK4/6
npencrasisier coboit coenunenue [, u uarudburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBHUHU C OJJHMM BaPUAHTOM OCYIIECTBJIEHHS HHIMOUTOP MMMYHOJIOTHYECKHX KOHTPOJIBHBIX
Touek rmpencrasisier codoit mHrHOuTop CTLA-4, BBIOpaHHBII W3 TpyNmbl, COCTOSINEH U3
uinmymada (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B cooTBeTCTBUM C OIHUM
BAPUAHTOM OCYILIECTBJICHUS HHIHOUTOP HMMMYHOJIOTHUYECKUX KOHTPOJBHBIX TOUEK IPENCTaBISET
coboit wmurudburop PD-1, BeiOpaHHBIH u3 rpymmel, cocrosimedl u3 HuBomymadba (Opdivo®),
nemOpomu3ymaba (Keytruda®) wu nuagunusymaba. B COOTBETCTBUM ¢ OAHMM BapHaHTOM
OCYIIECTBJICHUS] XUMHOTEPAIIEBTHYECKOE CPEICTBO MpPEACTaBisieT co00i KapOOomIaTuH, HHrHOUTOP
CDK4/6 mpencrasnsier coboit coenmnenune [, um wuaruburop PD-L1 npeacrasnsier coboi
arezonu3ymad. B COOTBETCTBUH C OJHUM BAapHUAHTOM OCYILIECTBICHUS XHMUOTEPANEBTHYECKOE
CPeACTBO TpeAcTaBisieT co0OW KOMOWHHPOBAHHYIO TEPANEBTHUECKYI0 CXEMy, COAEpIKaIlyIo
kapOomaTiH 1 3tono3un, naruourop CDK4/6 npencrasnser codoii coenunenue I, u marudurop PD-
L1 npencraBnser coboii aresonnzymad. B cOOTBETCTBHM C OIHHUM BapHaHTOM OCYINECTBJICHHS
XUMHOTEPANIEBTUYECKOE CPEACTBO MpencraBisier cobod uucruiatuH, wunHruburop CDK4/6
npezncrasnseT coboit coenunenue I, u uarudburop PD-L1 mpexacraBnsier coboit atezonuzymad. B
COOTBETCTBUH C OJJHIM BaAPHAHTOM OCYIIIECTBIIEHHS XUMHOTEPAIIEBTHUECKOE CPEICTBO PEACTABIIAET
coboit TonorekaHn, naruourop CDK4/6 npencrasnsier codoii coequnenue I, u uarudurop PD-L1
npexacTaBiser coboi arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XUMHOTEPANIEBTUUECKOE CPENCTBO MpEACTaBisieT coboi okcanmuruiatuH, uHruourop CDK4/6

npexacTasysier codoi coenuHenue [, u marunoburop PD-L1 mpencraensier coboli atezonmusymad. B



138

COOTBETCTBHH C OZTHUM BAPHAHTOM OCY LIECTBIIEHHS X IMUOTEPAIIEBTHYECKOE CPEACTBO MPEICTABIISET
co00ii KOMOMHHMPOBAHHYIO TEPANEBTUYECKYIO CXEMy, COAEPIKAINYI IMCIUIATUH U S-(Topyparm,
unruoutop CDK4/6 npencrasisier coboii coenunaenue I, u naruoburop PD-L1 npencrasnser coboi
are3onn3ymMad. B COOTBETCTBMM € OJHMM BapHAHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CpencTBO mpexacTaBisieT coboii  mokcopyounus, wunruoutop CDK4/6 mpencraBnser coboii
coenunenue I, u uarndburop PD-L1 npencrasisier coboit ate3onuzymad.

B cooTBEeTCTBMM C OIHUM BapUAHTOM OCYILIECTBJICHHS CyOBEKT MMEET PaK XKeyaKa, U eMy
BBOJAT XMMHUOTEPATIEBTHYECKOE CPEICTBO, BEIOPAHHOE M3 TPYIIIbI, COCTOsMIEH U3 S-pTopypaumnia,
karnenurtabuHa, KapOOIJIaTHHA, LMCIUIATHHA, JOLETAKCena, OJMNHUPYOWIMHA, HWPHHOTEKaHa,
OKCAJIMILIATUHA, MAKJIUTAKCEeNIa WM UX KOMOWHAIuH, B koMOuHamwu ¢ uHruoutopom CDK4/6 u
I/IHFI/I6I/ITOpOM HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK. B cootBercTBUM C OOHUM BapUaHTOM
ocymectnienuss uaruourop CDK4/6 mpencrasnsier coboii coenunenne | mmm coenunenune 11 B
COOTBCTCTBHUU C OAHUM BapHUAHTOM OCYILICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTHYECKHUX KOHTPOJIbHBIX
Touek mnpencrasiser codoi uHrnbutop CTLA-4, mnruburop PD-1 mmm marnburop PD-L1. B
COOTBETCTBHMHU C OJJHHM BAPHAHTOM OCYINECTBJICHUS] HHIHOUTOP UMMYHOJOTHYECKIX KOHTPOJIBHBIX
TOueK mpexacrapisier coboii mHruOurop PD-L1, BbiOpanHbI U3 aypBanymaba, aBenymada u
arezonuzymaba. B cooTBercTBUM C OJHUM BapuUaHTOM oOcCyliecTBieHuss uHruourop PD-L1
npexacTaBiser coboil arte3onam3yMad. B COOTBETCTBMM C OJHHUM BapHAHTOM OCYIIECTBIICHUS
XUMHOTEPANIEBTUYECKOE CPENCTBO MpenacTaBisier cobor S-propypammn, wunrudutop CDK4/6
npezncrabnseT coboit coenunenue I, u uarudburop PD-L1 mpeacraBisier coboit atezonuzymad. B
COOTBETCTBHUU C OAHUM BAPUAHTOM OCYLIECCTBJICHUS I/IHFI/I6I/ITOp HUMMYHOJIOTUYECCKHUX KOHTPOJIbHBIX
Toduek rmpencrasisier coboil umHruOutop CTLA-4, BbIOpaHHBII W3 TpyNmbl, COCTOAIIEH U3
urinmymaba (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B cOOTBeTCTBUU C OJHUM
BapUaHTOM OCYIICCTBIICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYCECKHUX KOHTPOJIbHBIX TOYCK MNPCACTABIISICT
coboii mHruOutop PD-1, BeIOpaHHBII u3 Tpymmbl, cocrosimeld u3 HuBonymadba (Opdivo®),
nemOpomu3ymadba (Keytruda®) wu nuagmnmsymada. B cOOTBETCTBMHM C OOHHUM BapUAHTOM
OCYILUECTBJICHHS] XUMHOTEPANEBTUUECKOE CPEACTBO MPENCTaBIsAET COOOI KaneuuTaOuH, HHTHOUTOp
CDK4/6 mpencraBnser coboii coenunenue I, u wunruburop PD-L1 mnpeacraBnsier coboii
are3onn3ymMab. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CPENCTBO MPENCTABIAECT COOOH KOMOMHHPOBAHHYIO TEPANEBTHYECKYIO CXEMy, COAEPIKALIYIO
SnupyOULIMH, UUCIIIATHH U S-pTopypaumi, uaruoutop CDK4/6 npencrasisier codoii coenuuenue I,
u uarudurop PD-L1 npencrasnsier coboil arezonu3zymad. B coOTBeTCTBHH C OJHHM BapUaHTOM

OCYILIECTBJICHUS] XUMHOTEPANEBTHUYECKOE CPEICTBO MPEACTaBIsIET cOO0M KapOOIIaTHH, HHIHOUTOP
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CDK4/6 mpencraBnsier coboii coemunenune [, u wunruburop PD-L1 mnpeacrasnsier coboii
arezonu3ymad. B cOOTBETCTBUH C OJHUM BAapHaHTOM OCYLIECTBJIEHUS XHMUOTEPANEBTHYECKOE
CpeACTBO MpeAcTaBisieT codol nucmiatul, naruoutop CDK4/6 npencrasnsier codoii coenunenue I,
u uaruburop PD-L1 npencrasnsier coboil arezonmu3zymad. B coOTBeTCTBHHM ¢ OJHHM BapHaHTOM
OCYIIECTBJICHHs] XMMHUOTEPANEBTUIECKOE CPENCTBO MPEACTaBIsAET COOOH NoLeTaKces, WHrHOUTOp
CDK4/6 mpencraBnsier coboii coemunenune [, u wunruburop PD-L1 mnpeacrasnsier coboii
arezonu3ymad. B cOOTBETCTBUH C OJHUM BAapHaHTOM OCYLIECTBJIEHUS XHMUOTEPANEBTHYECKOE
CPeACTBO MpeACTaBIsieT coboii snupyounmH, narudburop CDK4/6 npencrasisier codoit coennHeHne
I, u narudurop PD-L1 npencrasnsier coboli aresonmmsymad. B cooTBeTcTBHM C OMHUM BapHaHTOM
OCYIUECTBJICHHS] XUMUOTEPANEBTHYECKOE CPEACTBO MPEACTABIAeT COO0H KOMOHMHHPOBAHHYIO
TEPaNeBTUYECKYI) CXEMy, COAepKallyro kapOoruiaTiH W mnakiutakcen, uHruburop CDK4/6
npencrasiser coboit coenunenue [, u uarudburop PD-L1 mpexacrasnsier coboit arezonuzymad. B
COOTBETCTBUU C OZTHUM BAPHAHTOM OCYLIIECTBIIEHUSI XUMUOTEPATIEBTHUECKOE CPEACTBO MPEICTABIISIET
coboit upunorekan, naruourop CDK4/6 npencrasnsier coboit coenunenue I, u narubutop PD-L1
npencrasiser coboil aresonu3ymad. B cOOTBETCTBHM C ONHMM BAapHAHTOM OCYLIECTBJICHHUS
XHUMUOTEPANeBTHYECKOe CPEACTBO IMpeAcTaBisieT codol okcamuruiatud, uHruourop CDK4/6
npencrasisier coboit coenunenue [, u uarudburop PD-L1 mpexacrasnsier coboit arezonuzymad. B
COOTBETCTBUU C OTHUM BaPHAHTOM OCYLIIECTBIIECHHSI XUMUOTEPAIIEBTHUECKOE CPEACTBO MPEACTABIISET
coboti maknurakcen, naruburop CDK4/6 npencrasisier cobori coenunenue I, u uarudutop PD-L1
NpeACTaBIseT COOOH aTe30an3ymMad.

B cooTBeTcTBHM ¢ OZHMM BapHAHTOM OCYINECTBIIEHHS CYOBEKT UMEEeT ME30TEeIHOMY, U eMy
BBOJSIT XUMHOTEPATNIEBTUYECKOE CPENICTBO, BHIOPAHHOE M3 IPYIIIBL, COCTOsAIIEH M3 KapOoIiaTHHa,
LICIUTATHHA, OKCAINIUIATHHA, TeMIUTaOWHA, aTUMThI, OHKOHA3bI U HABEJIOMHA FJTH HX KOMOWHAIIHY,
B koMOuHauuu ¢ naruouropom CDK4/6 n nHrubuTOpOM MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK.
B cootBercTBHM ¢ ogHUM BapuaHTOM ocyecTBieHus uHruourop CDK4/6 mpencrasisier coboit
coenuHenue | win coenunenue II. B cooTBeTCTBHY C OMHUM BapHAHTOM OCYLIECTBICHUS] HHTHOUTOP
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TOUEK npencTasiser coboit nuarnourop CTLA-4, uarudéurop PD-
1 wnu waruburop PD-L1. B COOTBETCTBMM C OZHHUM BapHaHTOM OCYIIECTBJEHHsS HWHTHOUTOP
UMMYHOJIOTHYEeCKUX KOHTPOJIbHBIX TOUEeK mpexcTasnser codoi nHrubutop PD-L1, BeiOpanHbIH 13
nypBanymada, aBenymMada u ate3onnsymada. B cCOOTBETCTBHMU ¢ OMHUM BapUAHTOM OCYIIECTBIICHHS
UHTHONUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOYeK mpexacrtasisier coboil mHrudomrop CTLA-4,
BBIOpaHHBII U3 rpynmel, cocrosiedl u3 urummymada (Yervoy®), tpemenumymada, AGEN1884 u

AGEN2041. B cOOTBETCTBUH C OIHUM BAPHAHTOM OCYLIECTBICHUS] HHTUOUTOP UMMYHOJIOTHYECKIX
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KOHTPOJIBHBIX TOUEK IpeacTanisier codoit naruourop PD-1, BeIOpaHHBINA U3 IPYIIIBL, COCTOAIIEH U3
HuBosymaba (Opdivo®), nembponuzymada (Keytruda®) u nuaunusymada. B cooreTcTBum ¢ ogHIM
BapHUaHTOM ocyiunecTBieHus naruourop PD-L1 npeacrasnsier coboit ate3onusymad. B cooTseTcTBHM
C OIHMM BapHUAaHTOM OCYLIECTBJIEHUS XHMHOTEpAaeBTUYECKOE CPEACTBO MpEACTaBiIsieT coOOi
kapOoratun, uHruourop CDK4/6 npexncrabnsier coboii coemuuenue [, u unrudburop PD-L1
npexacrtaBiser coboi arte3onm3yMad. B COOTBETCTBMM C OJHUM BapHAHTOM OCYIIECTBIICHUS
XHUMUOTEPANeBTUYECKOe CPENCTBO IMpeAcTaBiseT coboi 1mcruiatud, uHruobutop CDK4/6
npezncrasiseT coboit coenunenue [, u uarudburop PD-L1 mpexacraBnsier coboit atezonuzymad. B
COOTBETCTBUH C OJJHIM BaAPHAHTOM OCYIIECTBIICHHSI XUMHOTEPAIIeBTHUECKOE CPEICTBO NPEICTABIIAET
coboii remuutabu, naruourop CDK4/6 npencrasisier coboit coenunenue I, u uarudurop PD-L1
npexacrasiser codoil arte3onm3yMad. B COOTBETCTBMM C OJHUM BapHAHTOM OCYIIECTBIICHUS
XHUMUOTEpaNeBTUYECKOe CPEICTBO MpeacTaBisieT coboit anumry, uaruourop CDK4/6 npencrasiser
coboii coequnenue I, u uaruburop PD-L1 npencrasnsier coboii arezonuzymad. B cooTBeTcTBHM C
ONHMM BapHaHTOM OCYLIECTBJIEHUS XHMHOTEpPAIeBTUYECKOE CPEICTBO MpeACTaBisieT coboi
KOMOWHHPOBAHHYIO TEPANEBTHYECKYIO CXEMy, COAEPKAIIYyI LHCIUIATMH M AJIUMTy, WHTHOHTOP
CDK4/6 mpencraBnsier coboii coemunenue [, w wunruburop PD-L1 npeacrasmsier coboii
arezonuzymad. B coOTBETCTBUH C OJHUM BAapUAHTOM OCYLIECTBIEHUS XHUMUOTEPANEBTHYECKOE
CpeACTBO mpeacTaBisieT codoit onkoHasy, naruourop CDK4/6 npencrasnset coboit coenunenue I, u
uaruoutop PD-L1 npexncrasnser coboif aresonnszymald. B cooTBeTcTBMM C OZHHM BapHaHTOM
OCYIIECTBJICHHS] XUMUOTEPAIEBTHYECKOE CPEACTBO IPEACTaBisieT COOOH HaBeJIOWH, WHTHOUTOP
CDK4/6 mpencraBnsier coboii coenunenune I, u wunruburop PD-L1 npeacrasnsier coboii
arezonu3ymad. B cOOTBETCTBUH C OJHUM BapHaHTOM OCYLIECTBJIEHUS XHMUOTEPANEBTHYECKOE
CPeACTBO TpEACTaBNIseT coOoi okcanumuatuH, uHruoutop CDK4/6 mnpencraBnser coboi
coequnenue I, u uarndburop PD-L1 npencrasisier co0oit ate3onuzymad.

B cooTBeTCTBUM C OZHUM BapUaHTOM OCYLIECTBJIEHHUs CyOBEKT UMEET pak sIMYHHUKA, U eMy
BBOJSIT XUMHOTEPAIEBTUIECKOE CPENICTBO, BHIOPAHHOE M3 IPYIIIBL, COCTOsIIEH M3 KapOoIuiaThHa,
OKCAJTMTUIATUHA, LIUCIUIATHHA, TOKCOPYOUIIMHA, S-pTopypaliia, nakiuTakcena, nukiodochammna,
reMuuTabuHa WIM WX KOMOWHaImu, B KoMOuwHauuu ¢ uHruouropom CDK4/6 u uHrudburopom
UMMYHOJIOTHYECKUX KOHTPOJIbHBIX TO4YeK. B COOTBETCTBHH C OIHHUM BapHaHTOM OCYLIECTBICHUS
unruourop CDK4/6 mpencrasnser codoit coennnenue | nmm coenunenue II. B coorBerctBum ¢
ONHMM BApUAHTOM OCYINECTBJICHHS WHTUOUTOP WMMYHOJOIHYECKHX KOHTPOJBHBIX TOYEK
npexctasiser coboit uarndutop CTLA-4, narudurtop PD-1 wnu uaruburop PD-L1. B coorsercTBun

C OJAHUM BAPHUAHTOM OCYIICCTBJICHUA I/IHFI/I6I/ITOp HUMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOUYCK
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npezncrasisieT codoit uarudburop PD-L 1, BeiOpanHbIii 13 qypBanymada, aBeaymada u ate3onuszymada.
B cootBercTBUM C OZHMM BapHaHTOM ocyliecTBieHus uHruourop PD-L1 mpencrasisier coboit
arezonmu3ymMabd. B cooTBeTcTBUM ¢ OOHMM  BAapUAHTOM  OCYIIECTBJICHHS  WHTHOHMTOP
UMMYHOJIOTHYECKUX KOHTPOJIBbHBIX Touek npeacTasnser codol uarnoutop CTLA-4, BoiOpaHHBIN U3
rpymnmbl, cocrosimed u3z ummmmymada (Yervoy®), tpemennmymada, AGEN1884 u AGEN2041. B
COOTBETCTBHUHU C OJHUM BAaPHAHTOM OCYIIECTBJICHUS] HHTHOUTOP UMMYHOJOIHYECKUX KOHTPOJBHBIX
TOYeK NpencTasisieT coboil narndurop PD-1, BeIOpaHHBIN U3 IPYMIIBL, COCTOALIEH U3 HUBOMyMaba
(Opdivo®), nembponuzymada (Keytruda®) u nugunuzymada. B cOOTBeTCTBUM ¢ OMHUM BapHaHTOM
OCYLIECTBJICHUS] XUMHOTEPAIEBTUUECKOE CPEICTBO MPEACTaBisieT co00il kapOomaTuH, HHIHOUTOP
CDK4/6 mpencraBnser coboii coenunenune I, w wuaruburop PD-L1 mnpeacraBmsier coboii
arezonn3ymad. B cOOTBETCTBUH C OJHUM BapHAHTOM OCYILIECTBICHUS XHMHOTEPANEBTHYECKOE
CpeacTBO npeAcTapisieT cobol nucmarul, naruourop CDK4/6 npencrasnser coboit coennnenue 1,
u uaruourop PD-L1 npencrasusier coboit arezonmu3zymad. B cOOTBETCTBUH ¢ OJHHM BapHaHTOM
OCYILIECTBJICHUS] XHMHOTEPANIeBTUYECKOE CPENCTBO IPENCTaBisieT co0OH KOMOMHHPOBAHHYIO
TEPANeBTUYECKYI0 CXeMy, COAepiKallyr LUCIUIAaTHH U S-¢propypauwt, wuHruourop CDK4/6
npezncrasisieT coboit coenunenue I, u uarudburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBUU C OJJHIM BaPHAHTOM OCYIIECTBIIEHHsI XUMHOTEPAIIeBTHUECKOE CPECTBO NPECTABIIAET
co0oli KOMOMHHPOBAHHYIO TEPANEBTUUECKYI0 CXEeMy, COIEep KAINyl LUCIUIATHMH W TeMIHUTaOWH,
unruoutop CDK4/6 npencrasisier codoii coenunaenue I, u naruburop PD-L1 npencrasnser coboit
arezonu3ymad. B coOTBeTCTBUHM C OJHUM BAapUaHTOM OCYLIECTBJIEHUS XHUMUOTEpaNeBTHYECKOE
CpencTBO mpexacTaBisieT coboil  mokcopyouuun, unruourop CDK4/6 mnpencrasisier coboi
coequrenue I, u uaruburop PD-L1 npencrasisier coboii are3onu3ymad. B cooTBeTcTBUM ¢ OHUM
BAPHAHTOM  OCYIIECTBJIEHUS  XMMHOTEPANIEBTUYECKOE  CPEICTBO  IPEACTABIsiET  COOOH
nukiodochamun, uarudbutrop CDK4/6 npencrasnsier coboit coenunenue I, u uarudurop PD-L1
npeacTaBiser coOoi aTte3onausyMad. B cooTBeTcTBUM C OJHUM BapHAaHTOM OCYILIECTBJIEHUS
XHUMUOTEPANeBTHYECKOe CPEACTBO Mpencrasisier coboit maknurakcen, uHruomrop CDK4/6
npencrasisier coboit coenunenue [, u uarudburop PD-L1 mpeacrasnsier coboit atezonuzymad. B
COOTBETCTBHH C OZTHUM BAPHAHTOM OCY IECTBIICHHS XIMUOTEPAIIEBTHIECKOE CPEACTBO MPENICTABIAET
coboit okcanumatus, naruourop CDK4/6 npencrasnser codoii coennnenue I, u narndburop PD-L1
npencTaBisieT COO0H are30an3ymad.

B cooTBeTcTBUM C OTHUM BapHAHTOM OCYLIECTBICHHS CyOBEKT MMEEeT paK r'OJOBBI U LIeH, U
€My BBOAAT XHMMOTEPANEBTHUECKOE CPENCTBO, BbIOPAHHOE M3 TPYIBL, COCTOSAIIEH W3

KapOOIlIaTHHA, OKCATUIUIATHHA, [IUCIUIATHHA, S-QTopypanmia, reMurabiHa 1 JOLETaKce a WIH UX
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koMOuHaimy, B koMOuHaumu ¢ wuHruoburopom CDK4/6 u MHrHOUTOPOM HMMYHOJIOTHMYECKUX
KOHTPOJIbHBIX TO4YeK. B COOTBETCTBHMU C OAHMM BapHaHTOM ocyluecTBieHust uHruoutop CDK4/6
npexacrasiser cobolt coenunenne | mim coemunenue II. B coOTBETCTBUHM C OJHUM BapHaHTOM
OCYLUECTBJICHHS] HMHIUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK MPEACTaBisieT CcoOOMH
uaruoutop CTLA-4, uaru6urop PD-1 wiu uarudurop PD-L1. B cooTBeTCTBUY ¢ OOHUM BapHAHTOM
OCYILUECTBJICHHs] HMHIUOUTOP MMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK TPEACTaBiseT COOOH
unruoutop PD-L1, BeiOpanHblii 13 nypsanymMaba, aBerymada u aresonuszymada. B coorsercTsun ¢
OHMM BapHaHTOM ocyiuectieHus wHruourop PD-L1 mnpencrasnsier coboif aresommsymad. B
COOTBETCTBHMHU C OJHHM BAPHAHTOM OCYILIECTBJICHHUS] HHIMOUTOP UMMYHOJOTHYECKHX KOHTPOJBHBIX
Touek mpencrasisier coboit mHrnOutop CTLA-4, BbIOpaHHBIH W3 TpyNObL, COCTOSINEH U3
urinmymabda (Yervoy®), tpemenumymadba, AGEN1884 u AGEN2041. B cooTBeTcTBUM C OJHUM
BAPHAHTOM OCYIUECTBJICHUS WHTHOMTOP MMMYHOJOTMYECKUX KOHTPOJIBHBIX TOYEK MPENCTABISAET
coboit wmurudburop PD-1, BbiOpaHHBIH W3 rpymmbl, cocrosimedl w3 HuBomymada (Opdivo®),
nemOpomu3ymaba (Keytruda®) wu nuagmimsymada. B cOOTBETCTBHM C OOHMM BapUAHTOM
OCYIIECTBJICHHS] XMMHOTEPANIEBTUUECKOE CPEACTBO MPENCTABIAET COO00H KapOOIIaThH, HHIHOUTOP
CDK4/6 mpencraBnsier coboii coemunenue [, w wunruburop PD-L1 npeacrasmsier coboii
are3onn3ymMad. B COOTBETCTBMM € OJHMM BapHUAHTOM OCYLIECTBIEHUS XHMHOTEPANEBTUYECKOE
CpeACTBO mpeAcTaBisieT codoii nucmaatul, naruoutop CDK4/6 npencrasnsier codoii coenunenue I,
u uaruburop PD-L1 npencrasusier coboil arezonmu3ymad. B coOTBeTCTBHH ¢ OJHHM BapHaHTOM
OCYIIECTBJICHHS] XUMHOTEPANIEBTHIECKOE CPEACTBO MPEACTABISIET COO0MH S-GTopypari, HHruOuTOp
CDK4/6 mpencraBnsier coboii coenunenune I, u wunruburop PD-L1 npeacrasnsier coboii
are3onn3ymMad. B COOTBETCTBMM € OJHMM BapHAHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CpeACTBO MpencTanisieT codoit remuutadbun, uaruourop CDK4/6 mpencrasnser codoit coenuHeHne
I, u narudurop PD-L1 npencrasnsier coboii are3ommsymad. B cooTBeTcTBHM C OMHUM BapHaHTOM
OCYIIECTBJICHHS] XHMHOTEPAIIEBTHYECKOE CPEICTBO MPEACTABISIET COOOH OKCANUIUIATHH, HHTHOUTOP
CDK4/6 mpencraBnsier coboii coenunenune I, u wunruburop PD-L1 npeacrasnsier coboii
are3onn3ymMad. B COOTBETCTBMM € OJHMM BapHaHTOM OCYLIECTBIICHUS XHMHOTEPANEBTUYECKOE
CpPeICTBO MpeacTaBysieT codoii nouerakcen, uaruoutop CDK4/6 npeacrapnsier coboit coenrnenue I,
u uarudurop PD-L1 npencrasnser coboii arezonusymad.

B manHOM mokymeHTe Takske npexamnonaraercs seenenne naruouropa CDK4/6 B komOuHanmum
C MHTHOMTOPOM HMMYHOJOIMYECKHX KOHTPOJBHBIX TOYeK, Hampumep, ¢ uHruouropom CTLA-4,
uaruoutropom PD-1  wumum  unruburopom PD-L1, mnpum 3ToM KOMOWMHALMIO HMHTHOUTOP

CDK4/6/uHruOuToOp KOHTPOJIBHBIX TOYEK BBOIST Ui NOANEpKaHHs oOTBeTa 3(PQeKTOpHBIX
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MMMYHHBIX KJIETOK ITOCJIe KOHLIA CXeMblI JieueHus ¢ nHruonropom CDK4/6/xumuorepaneBTuaeckum
CPeACTBOM/MHTHOUTOPOM MMMYHOJIOTHYECKUX KOHTPOJbHBIX Todek. Hampumep, nocne 3aBepiieHus
cxembl JedeHusi ¢ uHruomropom CDK4/6/xuMuorepaneBTHYeCKUM CPEACTBOM/HUHTHOUTOPM
UMMYHOJIOTHYEeCKUX KOHTPONbHbIX Todek HHruoutop CDK4/6 B komOuHammm ¢ MHruOUTOpPOM
MMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOYEK MOXKHO BBOJAUTH CYOBEKTY € HNEPHOIUYECKHMHU
MHTEpBaJaMH JUIsl TOAEP KaHMsI OTBeTa 3((EeKTOPHBIX HIMMYHHBIX KJIETOK. B COOTBETCTBHY € OTHUM
BApUAHTOM OCYLIECTBJICHUS MOIAEPKUBAIOIIYI0 cxeMy c uHruoutopom CDK4/6/unrnduropom
MMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK HA3HAYAIOT 10 MEHbIIEH Mepe OAMH UM HECKOJBKO pa3
nocje MpeKpaleHus] UCXOIHOM TepaneBTUYeCKOW CXeMbl. B COOTBETCTBUHM C OJHUM BapHUaHTOM
OCYILECTBJICHUS] MOAACPKUBAIOILYI0 CXEMy HAa3HA4YaIOT OAMH pa3 B HENEIO, 1BA Pa3a B MECAL, OOUH
pa3 B MecsLl, OMH pa3 KakKable IeCTh HeAeb WM B COOTBETCTBYIOLIEe BpeMs, eciii Heodxoaumo. B
COOTBETCTBUU C OJHHM BapHaHTOM ocyinectsieHus unruourop CDK4/6 mnpencrasnser coboit
coenuHernne [, U MHrHOMTOP HMMMYHOJIOTHYECKHX KOHTPOJIBHBIX TOUEK MPENCTaBisieT coOoi
unruoutop PD-L1, BeiOpanHslii n3 nypsanymMada, aBexymada u aresonusymada. B coorsercTsun ¢
OOHMM BapHaHTOM ocyuiectBieHus: uaruourop CDK4/6 mpencrasnsier coboit coenunenue I, u
uaruoutop PD-L1 mpexncraBnsier coboit arezonuszymad. B cooTBeTcTBHM C OOHHM BapHaHTOM
ocymectienuss unruoutop CDK4/6 mnpencraBmsier coboit coegmnenue I, u  umHruOUTOp
UMMYHOJIOTUYECKHX KOHTPOJIbHBIX ToUeK npenctanssiet codoit uarudourop CTLA-4. B coorBeTcTBUM
C OIHHUM BapuaHTOM ocyuectsienus uHruonrop CDK4/6 npencrasnser coboli coenunenue I, u
UHTHOUTOP UMMYHOJIOTMYECKUX KOHTPOJIBHBIX TOUEK MPeACTaBIsieT coboi nHrudutop PD-1.

B 1aHHOM OOKyMeHTE [ONOJHUTEIBHO IPENIojaraeTcss BBEIeHHe WHIHOMTOpa
UMMYHOJIOTHYEeCKUX KOHTPOJIBHBIX TOYEK, Harmpumep, uHruoutopa PD-L1, mpu 3ToM uHrudurop
MMMYHOJIOTHYECKHX KOHTPOJIbHBIX TOYEK BBOJAT MJIsI MOAJep:kaHWs oOTBeTa 3(PQPEeKTOPHBIX
MMMYHHBIX KJIETOK I1OCJIe KOHLIA CXeMblI JieueHus ¢ nHruonropom CDK4/6/xumuorepaneBTuaeckum
CPeACTBOM/MHTHOUTOPOM UMMYHOJIOTHYECKHUX KOHTPOJIBHBIX Touek. Hampumep, nocne 3aBepiieHus
cxembl JedeHusi ¢ uHruomropom CDK4/6/xumMuorepaneBTHYeCKUM CPEACTBOM/HHIHOUTOPM
UMMYHOJIOTHYECKUX KOHTPOJIBHBIX TOYEK WHIMOUTOP HMMMYHOJIOTHUYECKHX KOHTPOJBHBIX TOYEK
MOXKHO BBOAMTb CYOBEKTY C MEpHOAMYECKUMU WHTEpPBaJaMU JUId MOAJEP)KAHHWS OTBETa
3¢ EeKTOPHbIX HMMMYHHBIX KJIETOK. B COOTBETCTBHM € OJHHUM BapHUaHTOM OCYIIECTBJICHHS
NOAJIEPKUBAIOLIYIO CXEMY ¢ HHTUOUTOPOM UMMYHOJIOTHUECKUX KOHTPOJIBbHBIX TOUEK Ha3HAUYAIOT 110
MeHbIIeH Mepe OANH MM HECKOJIBKO pa3 Mociie MPeKpalleHns HICXOAHOW TeparneBTHIeCKON CXEeMB.
B cooTBeTcTBUM C OAHUM BapUAHTOM OCYILECTBJIEHUS MOAAEP>KUBAIOILYIO CXEMYy Ha3HA4YarOT OAMH

pa3 B HEAECIIO, ABA pa3a B MECAL, OAUH pa3 B MECAL, OAUH pa3 KaXAbIC HIECTb HCACIb WJIN B
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COOTBETCTBYIOIlee BpeMsi. B COOTBETCTBMM C OJHHUM BApUAHTOM OCYINECTBICHHS WHIHOHTOP
UMMYHOJIOTHYECKUX KOHTPOJBHBIX TOUEK MpenacTaBiser coboil unrudutop PD-L1 BeiOpaHHBIH U3
nypBanymada, aBeayMada u are3onuzyMada. B cOOTBETCTBUU ¢ OAHMM BapUaHTOM OCYINECTBIICHUS
uaruoutop PD-L1 npexncrasnser coboil arezommszymald. B cooTBercTBMM € OJHHM BapHaHTOM
ocymectsienus: unruoutop CDK4/6 mnpencraBnser coboit coemmuHenue [, u  wuHrudburop
MMMYHOJIOTHYECKUX KOHTPOJIBbHBIX TOUeK npeacTasiisier codoit uarnourop CTLA-4. B coorBercTBrn
C ONHMM BapuaHTOM ocyinecTBieHuss nHruourop CDK4/6 mpexncraensier coboit coenunenue I, u

MHTHONUTOP UMMy HOJIOTHYECKHUX KOHTPOJIBHBIX TOUEK MpecTaBisier codor narudutop PD-1.

CDa[zMageBTI/ILIeCKI/Ie KOMIO3UIINH U JICKAPCTBEHHLIC gl}OQMbI

AXTHBHBIE COEIMHEHUs], OMMCAHHBbIE B JAHHOM AOKYMEHTE Ul IPUMEHEHHs B Criocobax,
KOTOpPBIE ONMUCAHBI B JTaHHOM JOKYMEHTE, WU UX COJIb, U30TOIMHbIN aHAJIOT WIH IPOJIEKAPCTBO MOKHO
BBOIUTH B 3 (HEKTUBHOM KOJIMUYECTBE CyOBEKTy C MPUMEHEHHEM JI0O0ro MOIXOMASIIero MOaX0/a,
KOTOPBIM JOCTUrAeT >KEIaeMOro TePaneBTUYECKOro pesyiabprata. KomnuecTso BBOOUMBIX aKTUBHBIX
COENMHEHNH M BPEMEHHbIE PAMKH HX BBEACHHsS OyIyT, €CTECTBEHHO, 3aBHUCETh OT CYOBEKTa,
HOJTy YaKOIIero JISYeHNe, HHCTPYKIHH OCY IECTBISFOINEro HAOM0JeHHEe MeTULITHCKOT'O CITeL[UAITICTA,
OT AMHAMHKH BO3JIEIICTBUSA, OT METO/Ia BBEACHHUS, OT (hapMaKOKMHETHUECKUX CBOMCTB KOHKPETHOTO
aKTUBHOTO COENMHEHWs] M OT peueHus Jedamero Bpada. (CliemoBaTeNbHO, BCIEACTBUE
BapuaOeIbHOCTH MEX/y X035€BaMU NPUBEIEHHBIE HIKE TO3UPOBKH SBISIFOTCS PEKOMEHIY EMBIMH, U
Bpad MOXET W3MEHSTb 03bl AKTUBHBIX COEAMHEHUN Uil JOCTUXKEHMs JIEYEHMs], KOTOpPOe Bpad
omnpezenseT Kak noaxogsuee And xo3sauHa. [Ipu onpepeneHun sxeinaemMol CTENEHU JIEUEHUS Bpad
MOXET YyuuTbIBaTh psA  (akTOpOB, TaKMX KakK BO3pacT M Macca XO35MHA, Haluuue
IPEACY LECTBYIOIIEro 3a00IeBaHus, a TaK»Ke HaJIN4ue Npyrux 3adonesanuii. O0mue 103UpOBKH AJIs
BBeneHuss MHruouTopoB CDK4/6, Takux kak coenuHeHne I, Obuiu paHee OMUCaHbl B MEXKY HAPOIHOM
3asiBke WO 2016/126889, BKiIFOUEHHOMN B JAHHBIM JOKYMEHT BO BCEll CBOEH MOIHOTE.

dapmareBTHYECKasT KOMIIO3ULMSI MOXKET OBITh COCTaBjieHa B JIFOOOH moaxomsmei c
(dapmaneBTHUeCKOl TOUKU 3peHHs (opme, Hampumep, B BHIE a3p030Js, Kpema, Ielisl, IHIIFOJN,
UHBEKI[HOHHOTO MM MH(Y3UOHHOTO PACTBOpPA, KAamCyJbl, TabJEeTKH, CHPOINA, TPAHCAESPMAIBHOIO
NJ1AaCThIPsl, MOAKOKHOIO ILIACTBIPS,, CYXOro MOPOLIKA, MHTAISALUOHHOIO COCTaBa, B MEIULIMHCKOM
yCTpOICTBE, CYMNO3UTOpUS, coOcTaBa [ OyKKaJbHOTO WM TOABSA3BIYHOIO BBEICHMS,
NapeHTEePaJbHOTO COCTaBa WM OQTAIbMOJIOTHYECKOro pacTtBopa. HekoTopele JekapcTBEHHbBIE

(bOprI, Takhe Kak TaOJeTKH Hu KarcyJbl, NOAPAa3ACIAOT Ha HUMEHIINC MTOIX OJISIIITAM pasmep



145

CTaHAApPTHBIE JO3bl, COAEpP KAIINe COOTBETCTBYIOIIME KOJIMYECTBA AKTUBHBIX KOMIIOHEHTOB,
HarpuMmep, 3QPekTHBHOE KOTMUYECTBO [T AOCTHKEHUS JKeNaeMOo LieH.

Tepanestiuecku 3pdexkTuBHasT 103UPOBKA JFOOOr0 aKTUBHOTO COCAMHEHHs, ONMMCAHHOTO B
JTaHHOM JOKYMEHTe, OyIeT OmnpenessaThCs JIeUalluM BpadoM B 3aBUCHMOCTH OT COCTOSIHUS, pasmepa
U BO3pacTa MalUeHTa, a TAKKe OT MyTH BBEACHHUs. B COOTBETCTBUU C OJHUM HEOTPAHUYHUBAIOLINUM
BApPUAHTOM OCYLIECTBIEHUs nao3a oT mnpudmmsurensHo 0,1 no mnpubmnmsurenpbHo 200 mr/kr
XapaKTEePU3YeTCsl TEPAreBTUYECKONH 3(P(PEKTUBHOCTBIO, NMPUYEM BCE MAaCChl PACCUMTBHIBAIOT HA
OCHOBAHHMM MAacChl aKTMBHOT'O COCIMHEHUs, B TOM YHCIIE B CIy4asx, KOTJa HUCIOJb3yeTcs conb. B
COOTBETCTBUM C HEKOTOPBIMH BAapUAHTAMH OCYIIECTBJCHHS J03a MOXKET MPEACTaBJSTh COOOI
KOJIMYECTBO COSNUHEHMUs, HEOOXOAMMOe Il OOeCTIeYeHUs] KOHLIEHTPALNU aKTUBHOTO COEIMHEHUS B
CBIBOPOTKE KPOBH, COCTABIISIIOLICH BILUIOTH A0 npudamsutrensHo 10 HM, 50 HM, 100 uM, 200 uM,
300 M, 400 M, 500 HM, 600 HM, 700 M, 800 uM, 900 M, 1 MxM, 5 MxM, 10 MxM, 20 MM,
30 MmxM u 40 MxM.

B cooTBercTBUM ¢ ONpeAENEHHbIMH BapUAHTAMHU OCYIIECTBJCHHs (apMaleBTUUECKAs
KOMITO3HLIUS IPUCYTCTBYET B JIEKAPCTBEHHOH (hopMe, KOTopasi COOEPKUT OT npuOnm3nuTessHo 0,1 mr
no npubmmsurensHo 2000 mr, ot npubmmsurensHo 10 Mr mo npubnmsurensHo 1000 mr, ot
npubmuzurensHo 100 mr po npubmusurensHo 800 Mr mnm ot npubnusurensHo 200 mr mo
npubnusutepbHO 600 M aKTUBHOTO COEIMHEHUS U, HeoOs13aTeNIbHO, OT npuom3uTensHo 0,1 Mr 1o
npubdbmmsurensHo 2000 mr, ot npubmmsurensHo 10 Mr go  mpubGnusurensHo 1000 mMr, ot
npubmmsurensHo 100 mr no mpubnmsurensHo 800 Mr wnmu or mpubmmsurensHo 200 Mr go
npubnm3uteapbHo 600 MI TOMOJHUTEPHOTO AKTUBHOTO CPEACTBA B CTAHAAPTHOW JIEKApCTBEHHOMU
dopme. ITpumeps! ekapcTBeHHBIX GopM 1Mo MeHbluel mepe ¢ 5, 10, 15, 20, 25, 50, 100, 200, 250,
300, 400, 500, 600, 700 unu 750 Mr akKTUBHOTO COEAMHEHUsS] WJIH €ro cojiu. PapmMaleBTHUYeCKas
KOMIIO3ULIUSI TAKXKE MOXKET BKJIIOUATh B CeOsl MOJIIPHBIE KOHLIEHTPALMKU AKTUBHOTO COSAMHEHUS U
JONOJHUTENPHOTO AaKTUBHOIO CPEACTBA B COOTHOIUIEHHH, KOTOpOE OOeCcledMBaeT >KelaeMble
pe3yJIbTaThI.

B cooTBercTBUM € ONHUM BapHaHTOM OCYLIECTBJIEHUS BBOnMUMBIH uHruourop CDK4/6
npeACTaBIseT coOol coenriHeHue I, KOTOpoe BBOAST B 103€, COCTABJISIIOINENH OT MPHOIM3UTETHHO
180 mr/m> 1o npubnusurenbHo 280 mr/M>. B COOTBETCTBHM C OIHUM BApPUAHTOM OCYLIECTBJICHUS
coenuHenue [ BBogsT B no3e mpudnusurensHo 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230,
235, 240, 245, 250, 255, 260, 265, 270, 275 umu npubmusurenso 280 mr/m*. B cooTsercTBum ¢

OOHUM BapUaHTOM OCYLIECTBJICHUA COCAUHEHNC I BBOZISIT B 03¢, COCTaBJISIFOLI €T HpI/I6JII/ISI/ITeJIbHO
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200 mMr/m?. B COOTBETCTBUM C OJHMM BapUaHTOM OCYILIECTBJEHHS CoeluHeHHe | BBOAAT B MO3€,
COCTaBIIsIOLIEH MPUOTU3UTENLHO 240 MI/M?,

B cooTBeTcTBMM ¢ ONHUM BapHUAHTOM OCYLIECTBJIEHHs BBOxuUMbIH uHruourop CDK4/6
npexacTasiser coboii coennnHenue II, koTopoe BBOAAT B 103€, COCTABIAIOLIEH OT NMPUOINU3UTENBHO
180 mr/m* no npubmusurensHo 280 mr/m?. B COOTBETCTBMH C OJHMM BapHAHTOM OCYIIECTBJIEHHS
coenunenue I BBomsT B 103e mpudnmusurensHo 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230,
235, 240, 245, 250, 255, 260, 265, 270, 275 unu npubnusutenbHo 280 mr/M*. B cooTBeTcTBUM C
OIHMM BapHaHTOM OCYLIEeCTBJIeHUs coenuHeHne 11 BBOAAT B 103€, COCTAaBISIOMIEH NMPHOIN3UTETEHO
200 mMr/m?. B COOTBETCTBMH C OHMM BAapMaHTOM OCYILIECTBIEHHUs coenuHeHue Il BBOAAT B 103€,
COCTaBJIsArOLIelH MPUOIM3UTENLHO 240 MI/M?.

B coorBercTBHM ¢ OXHUM BapHUAHTOM OCYLIECTBJIEHHS BBOxMMBbIH uHruoburop CDK4/6
npezncrasisier codoit coenunenue 11, koTopoe BBOAAT B 103€, COCTABISIFOLIECH OT MPUOIU3UTEITBHO
180 mr/m?> mo mpubmusuTensHo 280 Mr/mM?. B COOTBETCTBHMH C OJHHM BAPUAHTOM OCYIIECTBICHHS
coenurenue 11l BBomsT B nose nmpubnusurensuo 180, 185, 190, 195, 200, 205, 210, 215, 220, 225,
230, 235, 240, 245, 250, 255, 260, 265, 270, 275 unu npudbausuTensHo 280 Mr/M?. B cOOTBETCTBUH C
OIHHMM BapHUaHTOM OCyIIecTBIeHUs coenuHerne 111 BBOmAT B 103€, COCTABISIOIEH MPUOIN3UTETEHO
200 mMr/mM?. B COOTBETCTBUM ¢ OIMHHUM BapHaHTOM OCYILECTBIeHHUs coenuHenue 111 BBOAAT B 103€,
cocTapIsArOLelH MpUOIM3UTeNLHO 240 MI/M?.

B cooTBercTBUM € OXHUM BapHaHTOM OCYLIECTBJIEHUS BBOXMMBIH uHruburop CDK4/6
npencTaBisieT codoit coenuHeHne IV, KOToOpoe BBOAST B 103€, COCTABIISIIOIIEH OT MPUOTHU3UTEIBHO
180 mr/m?> o mpubmmsuTensHo 280 Mr/M>. B COOTBETCTBUM C OJHHM BAPUAHTOM OCYILNECTBIICHHS,
coequrenue 1V BBomsaT B no3e mpubmusurensHo 180, 185, 190, 195, 200, 205, 210, 215, 220, 225,
230, 235, 240, 245, 250, 255, 260, 265, 270, 275 unu npudbausuTensHo 280 Mr/m?. B cOOTBETCTBUH C
OIHMM BapHaHTOM OCYLIECTBICHHUsS coequHeHne [V BBOAAT B 103€, COCTABISIOIIEl IPUOTU3UTETBHO
200 mr/M”>. B COOTBETCTBHHU C OIHMM BapHaHTOM OCYIIECTBJIEHHMs coenuHende IV BBOIAT B 103€,
COCTABIISAIOMIEH MPUOTIBUTENBHO 240 MI/M2,

CoenuHeHusi, paCKpbITble B JAHHOM JOKYMEHTE WIH MPUMEHsIEMblE, KaK ONUCAHO B JAHHOM
JOKYMEHTE, MOKHO BBOAMTH NEPOPAIBHO, MECTHO, MAPEHTEPAIBbHO, OCPEACTBOM HHIAJSILUN WU
BIIPBICKMBAHUS, MOABSI3bIYHO, MOCPEACTBOM HMMIUIAHTATA, B TOM YHUCJIE€ [JIa3HOTO HMILIAHTATA,
TPAHCAEPMAJIbHO, ITOCPEACTBOM OyKKaJbHOTO BBEIEHMs, PEKTAJIbHO, B BUAE O(TaIbMOIOTHYECKOTO
pacTBOpa, WHBEKIMH, B TOM YHCJI€ TJIA3HOW WHBEKIWH, BHYTPUBEHHO, BHYTPHUMBILIEUHO,
NIOCPEACTBOM MHIJSILIUH, BHY TPHAOPTAJIbHO, HHTPAKPaHUAJIBbHO, CyOepMalbHO, BHY TPUOPIOIINHHO,

MOAKOKHO, TPAaHCHA3aJIbHO, MOABA3BIYHO HJIM PEKTAJBHO WK C MMOMOILIBIO APYIrUX CPEACTB B BUIAC
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COCTAaBOB B CTAHAAPTHBIX JICKAPCTBEHHBIX (1)OpMaX, COACPIKALUX TPAAULITUOHHBIC (I)apMaLIeBTI/ILIeCKI/I
npueMieMble HOCUTENU. B ciy4ae ryasHOW JOCTaBKH COEIMHEHHE MOKHO BBOIUTH, €CJIH 3TO
JKE€JIATCIIbHO, HAIpHUMEP, HNOCPEACTBOM HMHBCKUHWU B CTEKJIIOBUAHOC TECIO, HHTpaCTpOMaJ'IbHOfI,
UHTpPAaKaMepaJbHON WHBEKIHNH, HHBEKIMU B CYOTEHOHOBO MPOCTPAHCTBO, CyOpEeTUHABHOM,
peTpolbypbapHOH, nepudyTIbOapHOI, CyTpaxopOoHIaTbHOM, KOHBIOKTHBAJIbHOM,
CYOKOHBIOKTHBAJIBHOHN, SMHUCIEPANbHON, NEPUOKYJISIPHOHN, TPaHCCKIEPAJIbHOH, peTpodynbdapHOit
UHBEKIH, UHBEKLUUH B 3aJHIOI0 OKOJOCKJIEPATbHYIO O00JaCTh, MHBEKIHUU B OKOJOPOTOBHYHOE
MMPOCTPAaHCTBO WJIM UHBEKLIUH B HOCOCJIE3HBIN KaHaJl, UWJid 4€pe3 CJIN3b, MyLUH WIA MYKOSaHBHbIﬁ
Oapbep, C HEMEIJICHHBIM WM KOHTPOJHPYEMBIM BBICBOOOKICHUEM WM C  IOMOIIBIO
0(hTaNTbMOJIOTHYECKOT0 Y CTPONCTBA.

B cooTBETCTBHU C PACKPBITHIMU B JAHHOM JOKYMEHTE CIOCOOaMU MEPOpPasbHOE BBEIECHUE
MOKET OCYLIECTBIIATHCS B JIOOOM jkenaeMoit hopMme, Takol Kak TBepasi, rejeo0pasHast WK JKUIKas,
B TOM d4uciie B (opMe pacTBOpa, CYCIIEH3UH WK SMyJbCHU. B COOTBETCTBHH C HEKOTOPBIMH
BaprUaHTaAMH OCYILICCTBJICHU COCANHCHUS UK COJIM BBOAAT MOCPEACTBOM UHTAJISIUNU, BHYTPHUBCHHO
WM BHYTPUMBIIIEYHO B BHIE CYCIEH3MH JIUNOCOM. [IpM BBEAEHHWH MOCPEACTBOM WHTAJSILIUU
AKTUBHOC COCAMHEHUE UK COJIb MOT'YT IIPUCYTCTBOBATH B (I)opMe MHOXKECTBA TBEPABIX YaCTULl U
KareJb, UMEIOIINX JI0O0H JKeTaeMblil pa3Mep 4acTull, U, Hampumep, oT npudmusurensHo 0,01, 0,1
wm 0,5 no mpubnusurtenbho 5, 10, 20 uau Oosiee MUKPOH, U, HEOOSI3aTENIbHO, OT MPUOIM3UTENBHO |
no mnpubnusutensHo 2 MuKpoH. CoenuHEHHs, pacKpbIThle B HACTOSINEM M300peTeHHH,
NPONEMOHCTPHPOBATIHM Xopomne (papMakokuHeTHYeckue u (papMakOAMHAMHYECKHE CBOMCTBA,
HaInpuMep, IPU BBEACHUH NIOCPEACTBOM NEPOPAIBHOIO UM BHYTPUBEHHOIO MyTEH.

dapmareBTHYECKIe COCTABbI MOT'Y T COAEPIKATh AKTUBHOE COSTUHEHHUE, OMTUCAHHOE B JAHHOM
IOKyMeHTe, Wih ero (apMaleBTUYECKH MpHEMJIEMYI0 COJb B JEOOOM (apMaleBTHYECKH
MPUEMJIEMOM HOCHUTCIIC. Ecau kenaTenbHBIM SIBIISIETCS pacTBOp, BOAAa MOXKET HMHOrAA SBJIATHCA
NPEANOYTHTEIbHBIM HOCUTEJIEM JJIsl BOJOPAaCTBOPUMBIX COeNUHEHHH Wi conell. [IpuMeHuTenpHo K
BOAOPACTBOPUMBIM COCAUHEHUAM WU COJIAM HOI[XOI[;IH_IGI\/'I MOXET SABJIATBCA OpraHU4veCKast cpeaa,
TaKasi Kak MIULEPUH, TPOMUIEHIUKOb, OJHATHIICHIJIUKOJb WIIK UX CMeCH. B mociennem ciydae
OpraHmyeckas cpefa MOJKET COepKaTh 3HAYUTEIbHOE KOJIMYECTBO BOABL PacTBop B M000OM ciyuae
MOKHO 3aTeM CTePHIIU30BATh MOIXOSIINM CIIOCOOOM, M3BECTHBIM CIIELIMAIICTAM B JaHHOW 00JacTh
TEeXHUKH, W Ui WUIFOCTPALUU C MOMOIIBI (UIBTPOBAHHS 4epe3 (UIBTP C pasMepoM siueeK
0,22 mukpona. Ilocne crepunuzanuu pacTBOP MOXKHO pPaCHpeneisiTb B COOTBETCTBYIOIINE
pe3epByapbl, Takue KaK IMy3bIpbKH H3 alupOreHHOro crekia. PacmpeneneHue HeoOs3aTENBHO

BBIITOJIHAKOT C IMOMOIIBIO ACCIITUYECCKOIO criocoba. CTepI/IHI/ISOBaHHbIe KPBILIKHA MOTYT OBITH 3aTEM
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HaA€Tbl Ha MY3bIPbKHU, U €CJIM  KEJIATCJIbHO, COACPIKUMOE IYy3bIPbKOB  MOXKET OBITb

,
JTUOPHUIN3UPOBAHO.

Hocurenu BkirO4aroT B cedsi BCIIOMOraTeIbHbIE BEIIeCTBA M pa30aBUTENH H TOJKHBI HIMETh
JAOCTaTOYHO BBICOKYK) YHCTOTY M AOCTATOYHO HU3KYIO TOKCHUYHOCTb, YTOOBI 3TO JEeNano HxX
NOAXOAIIUMH JJIsl BBEAEHHUs NAaLUEHTy, Mojyuaroliemy JedeHne. Hocurenb MOXeT SBIATbCS
WHEPTHBIM, WJIM OH MOXeT o0nanmath (apmManeBTHUECKUMU OJaronpusaTHBIMH 3¢ dekramu caM 1o
cebe. KonnvecTBo HOCUTENS, UCIOIB3YEMOIO COBMECTHO C COEIMHEHHEM, SIBIISETCS AOCTATOYHBIM
st obecriedeHHs TNMPAaKTHYECKH TNPUMEHUMOrO KOJMYeCTBA Marepuaia Juisi BBEIEHHUS Ha
CTAHAAPTHYIO 7103y COEIUHEHHS.

Krnaccel HocHuTeNnel BKIFOYAKOT B cedst, Oe3 orpaHnveHus], CBS3yIOLIHNe BelecTna, OydepHble
CpeZCTBa, KpacwuTeny, pa3daBHTENH, Pa3phIXIUTENH, 3MYJbIaTOPbl, apOMATH3aTOPhI, CKOJB3SIINE
BEI[ECTBA, CMAa3blBAIOIINE BELIECTBA, KOHCEPBAHTHI, CTAOMIN3ATOPbL, IOBEPXHOCTHO-AKTHUBHbBIE
BEI[ECTBA, CPEACTBA i TaOJETUPOBAHHS M CMAa4YHMBAaIOIINEe CpencTBa. HekoTopble HOCHTENN MOTYT
ObITb mepednciieHbl Oonee 4YeM B OIHOM KJlacce, HalpuMep, PaCTHTEIbHOE MAacll0 MOKET
IPUMEHSITHCS B KAYECTBE CMA3bIBAIOIIETO CPEACTBA B HEKOTOPBIX COCTABAX M B KAYECTBE Pa30aBHUTEINs
- B apyrux. MimroctpaTuBHbIe (papManieBTHUECKH NTPHEeMIIeMble HOCHTENH BKIIIOYAIOT B ceds caxapa,
KpaxMalibl, LEJITI0JIO3b], TPAarakaHTOBYIO KaMelb B MOPOLIKOBOI (opMme, COJOA, KeJTaThH, TalbK U
pactuTenbHbIe Macia. B ¢papmaneBTHIECKY0 KOMIIO3UIIMIO MOTYT OBITh BKJIFOUEHBI HEOOs3aTeIbHbIE
aKTHBHBIE CPEJICTBA, KOTOPbIE HE CO3AAI0T 3HAUUTEIbHBIX MPEMATCTBHHA aKTHBHOCTH COEIMHEHUS
COIJIaCHO HACTOAIIEMY H300PETEHHIO.

JIONOJTHUTENPHO K aKTHBHBIM COEJUHEHHUSIM WM UX COJsIM (hapMaleBTHYECKHE COCTaBBI
MOIyT cozepKaTb Apyrue noOaBku, Takue Kkak no0aBku g koppekumu pH. B uactHOCTH,
TIOAXOMAIINE CPEACTBA At KoppeKuun pH BKIIFOUArOT B ce0st KUCIIOTBI, TAKHE KAK COJITHAsI KUCIIOTA,
ocHoBaHUs WK Oydepsl, Takue Kak JIAKTaT HATPHs, alleTaT HaTpus, pocdar HaTpus, TUTPAT HATPUS,
OopaT HaTpus WM INIIOKOHAT HaTpusl. KpoMe Toro, coctaBbl MOTYT COZEPIKaTh MPOTUBOMUKPOOHBIE
KOHCepBaHTHI. [IpUrogHble MPOTHBOMHUKPOOHBIE KOHLIEHTPATHI BKIIIOYAIOT B ceOsi MeTmimnapadeH,
npomnapabeH U OeH3WnoBBI cnupT. IIpOTHBOMHMKPOOHBIM KOHCEPBAHT, Kak IPaBUIIO,
HCIIONB3YIOT, KOTZAa COCTaBbl IOMEIAIOT B Iy3bIPEK, INPEAHA3HAYEHHBIH M1 NPHIMEHEHUs
HECKOJNIbKUX 103. PapmaneBTHUECKHE COCTaBbI, OIMCAHHBIE B JAaHHOM JOKYMEHTE, MOXHO
TUOPUIN3UPOBATE C IPUMEHEHHUEM METOUK, XOPOLIO U3BECTHBIX B YPOBHE TEXHUKH.

B ciydae mepopanmpHOro BBeneHHs! (papMmaneBTHUECKass KOMIO3HMLHUS MOXKET NPUHHMATh
dbopmy pacTBOpa, CyCreH3uH, TaOJIEeTKH, MUIIOJIH, KarcyJibl, mopouka u T.1. TabneTku, cogepsxarine

Pa3IU4YHbIC BCIIOMOI'ATCJIbHBIC BCIICCTBA, TAKHME KAK LUTPAT HATPHA, Kap6OHaT KaJbusd 1 (bOC(baT
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KaJIbLUsA, MOTYT HUCHOJIb30BATHCA BMECTEC C PA3JIMYHBIMU PA3PBIXIIUTCIIAMUA, TAKUMH KdK Kpaxmall
(Hanmpumep, KapTO(eabHbIH HITH TAMUOKOBBIA KpaXMall) U ONpeaesieHHbIE KOMITJIEKCHbIE CHUJTUKATBI,
BMECTEC CO CBA3YHOLIUMU CpEACTBAMU, TAKUMH KaK IMOJMBUHUWIIIIUPPOJIUAOH, Caxapo3ad, XKEJIATUH U
apaBuiickass kamenb. Kpome TOro, CMmasbIBalOINME CPENCTBA, TaKHe Kak CTeapar MarHusi,
JaypuIICYTIb(AT HATPUS U TABK, YaCTO SIBJISIOTCS] OUeHb MOJIe3HbIMU 115 TabNieTnpoBanus. TBepabie
KOMITIO3UILINU HOI[O6HOFO THUIIa MOT'YT UCTIOJIb30BATHCA B KAUECTBE 3aMOJHUTENEH B MSITKUX U TBEPAbIX
3aMOJIHSIEMbIX JKEJNIATHHOBBIX Karcyjax. Marepuaibl, HUCIOJNb3yeMble B 3TOM Cllydae, TaKxkKe
BKJIFOYAKOT JIAKTO3Y HJIU MOJIOYHBIN caxap, a TaKKE€ BBICOKOMOJICKYJISIPHBIE IMOJUITUIICHTIJIMKOJIN.
Ecniu BofHBIE CYCTIEH3UU W/WITH SJTUKCUPBI SIBJISTFOTCS JKENATEIbHBIME JJIsI TIEPOPATIBHOTO BBEICHHUS,
COEIMHEHHsT B COOTBETCTBHHM C PACKPBIBAEMBIM B JAHHOM JOKYMEHTe OOBEKTOM HACTOSIIIErO
1/1306peTeH1/1$1 MOKHO KOM6I/IHI/IpOBaTb C pa3jiiHbIMU TOACJIIACTUTCIIMU, aApOMaTU3aATOPAMU,
KPACUTEJSIMK, SMYJIBIUPYIOIIUMH CPEACTBAMH W/WIN CYCIEHIUPYIOIUME CPEICTBAMH, & TaKKe
TaKUMHN paS6a.BI/ITeJ'I$[MI/I, KaK BOJ4, 5TaHOJI, MPOMUJICHITIMKOJIb, INTULUEPHUH U PA3JIMIHBIC HOI[O6HBIC nux
KOMOWHALINHA.

B cooTBercTBMM ¢ elle OZHHM BAapPHAHTOM OCYIIECTBJIEHHsS OOBEKTa HACTOSIIEro
I/I306peTeHI/Iﬂ, OMHUCAHHOI'O B JAHHOM AOKYMEHTEC, MPEANONIaratoTCd MHbCKIIUOHHBIC, CTa6I/IJ'IIJHbIe,
CTEpUJIbHBIE COCTABbI, COAEPIKALINE AKTHBHOE COSMHEHHNE, KOTOPOE OIMHCAHO B TAHHOM JJOKYMEHTE,
WK €r0 COJIb B CTAHIAPTHOM JIEKapCTBEHHOM (POpMe B repMeTHYIHOM KOHTeliHepe. CoennHeHe uim
cojib o0ecneunBaroT B popme uoduinsara, KOTOPbIH MOKHO BOCCTAHABJIMBATD C MCIIOJIb30BAHUEM
NOAXOSIIEro (papMaLeBTHYECKH MPUEMIIEMOrO HOCHTENsI ¢ OOpa3OoBaHUEM >KHUIKOTO COCTaBa,
NnoAXOoAAIeEro ajid UHbEKIUNU €T0 XO35AHHY. Ecnu COCAUMHECHUE UJIU COJIb ABJIAIOTCSA MPAKTUYCCKU
HEPACTBOPUMBIMH B BOJIE, TOCTATOUHOE KOJUYECTBO SMYJIbIHPYIOIIEro CPENCTBA, KOTOPOE SIBISIETCS
pHEMJIEMbBIM C (HHU3HOJOTHUECKOH TOUKH 3PEHHSI, MOXKHO HCIIOJIb30BATh B JOCTATOYHOM KOJIMYECTBE
IUIS OMYJIbTUPOBAHUSI COENUWHEHUsT WM COJMM B BOAHOM Hocurene. OCOOEHHO TOJE3HbIe
SMYJIBTUPYIOIIHE CPENCTBA BKIKOYAKOT B ce0st pochHaTHaUITXOTUHBI U JICLIUTHH.

HOHOJ’IHI/ITCHBHBIQ BapuaHTbl OCYILICCTBJICHUA, MMPEACTABIICHHBIE B JaHHOM JOKYMEHTE,
BKJIFOUAIOT B Ce0sl COCTaBbI JIMIIOCOM C AKTUBHBIMH COEIUHEHUSIMH, PACKPbITBIMU B JaHHOM
nokymente. TexHOOTHst 00pa30BaHMUs CyCIEH3HIA JTUITOCOM SIBJISIETCSI XOPOLIO W3BECTHOM B YPOBHE
TexHUKU. ECIi coenrHeHne npeacTaBisieT co00i BOJOPACTBOPUMYIO COJIb, €€ MOKHO BKJIFOYUTH B
JIMMTUJIHbIE BE3UKYJIbI C MPUMEHEHHEM TPATULMOHHON TEXHOJIOTHU MOJYYeHHUs JIMIMOCOM. B Takom
clly4ae, BCIIEICTBHE PACTBOPUMOCTH aKTHBHOTO COEAMHEHMsSI B BOIE aKTUBHOE COEIUHEHHE MOYKET
OBITh MPAKTUYECKH 3aKJIIOYEHO BHYTPH MHAPOQUIBHOrO LIEHTPa WK KOopa JUIMocoM. M crnonb3yembiii

JIMITUIHBINA CJIOH MOKET UMeTh JIF0OOH TPaIUIIHOHHBII COCTAB U MOKET JINOO COAepIKaTh XOJIECTEPHH,
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a0 MOXET SIBJIATBCSI HE COAepskalquM xojectepuH. Ecnu mpencrapinsrolnee MHTEpeC aKTUBHOE
COeIMHEHNE SIBJISIETCS HEPACTBOPHMBIM B BOJI€, UCTIONB3YS BCE Ty XK€ TPAJAULHOHHYIO TEXHOJIOTHIO
o0pa3oBaHMSl JIMIIOCOM, COJb MOXKHO TPAKTHUYECKH 3aKJIIOUUTh B Mpeaenax ruapodoOHOro
JIMITUHOTO OMCIIOs, KOTOpBbIM oOpasyeT CTPyKTypy JHmocomsl. B mrobom w3 ciyudaeB pasmep
MOJTy4aeMbIX JINTIOCOM MOKHO YMEHBIIUTb, KaK HallpUMep, TOCPEICTBOM IIPUMEHEHHsI CTAHAAPTHBIX
METOIUK YJBTPa3BYKOBOH 00paboTku M romoreHmzauuu. COCTaBbl C JIMIIOCOMAaMH, COAEpKaIlne
AKTHBHbIE COEIMHEHMs], PACKPBITHIE B JAHHOM JIOKYMEHTE, MOXKHO JTHO(PHUIN3UPOBATH C MOJNyUeHHEM
aroduII3aTa, KOTOPbI MOKHO BOCCTAHOBHUTD C UCTIONIb30BaHHEM (hapMarleBTHYECKH MPUEMIIEMOTO
HOCHUTEJIS, TAKOTO KaK BOAA, AJIsl pereHepaly CyCIeH3UH JIUTTOCOM.

Takke mpenmonararoTcst papMaLEeBTHIECKHE COCTABbI, KOTOPBIE SIBJISIOTCS MOAXOAAIINMHU
IJIsl BBENEHHUs B BUJE a3pPO30Js1 MOCPEACTBOM HHIASILIUU. DTH COCTABBbI COIEPIKAT PACTBOP WIIH
CYCIIEH3UIO JKEJIAeMOr0 COEJUHEHMs], ONMCAHHOIO B JAaHHOM JAOKYMEHTE, WIM €ro COJU WU
MHOKECTBO TBEPABIX YaCTHUI] COSNMHEHUs WIN COJH. JKenaemMple COCTaBbl MOTYT OBITh IOMEIEHbI B
HeOOJIbINYI0 KaMepy U pPacHbUIeHbL PacrmbuieHHEe MOXKET OCYLIECTBIIATHCS C MOMOILIBIO CHKATOTO
BO3[lyXa WJIM C TOMOIIBIO SHEPTUH YIBTPA3BYKOBBIX BOJH C OOpa3OBaHHEM MHOXKECTBA Kalelb
JKMIKOCTH FUIM TBEPHABIX YACTHL, COAEPKAIUX COEAMHEHHs] Wi conu. Kammm skupkocTu wimn
TBEp/blE YaCTULBI MOTYT UMETh Pa3Mep YaCTHLl, HAIPUMeED, B [Uana3oHe oT npubiausurensHo 0,5 no
npubnu3uteapbHo 10 MUKPOH M, HeoOsi3aTeNbHO, OT MpHOAM3UTENbHO 0,5 10 MpUOIU3UTENBHO 5
MHKpPOH. B cOOTBETCTBUHM C OZHMM BapHaHTOM OCYLIECTBJIEHHS O0ECHEeYHBAIOT KOHTPOJIHPYEMOe
BBICBOOOJK/ICHHE TBEPABIX YaCTHUIl MOCPENCTBOM NMPUMEHEHHUS pasjiaraeMoro nojmmepa. Tsepabie
YaCTHIBI MOTYT OBITH TOJIy4eHBI MOCPEACTBOM OOpaOOTKH TBEPAOIrO COENUHEHHs WM €ro COJU
JFOOBIM MOAXOISIIUM 00pa30M, H3BECTHBIM B YPOBHE TEXHUKH, KaK HAIPHUMeEp, C MOMOLIBI0 TOHKOTO
n3MenbdyeHus. Heobs3aTenbHO, pasMep TBEPABIX YACTHULl WIJIM Karelb MOXET COCTaBIATh OT
npubau3uTenbHo 1 1o npubnu3uTenbHO 2 MUKPOH. B ¢BsA3m ¢ 3TMM KoMMepueckue HeOynah3epbl
ABJISIFOTCS JOCTYIHBIMH U1l JOCTIOKeHMss oTol uHenu. CoeAauHEHHsT MOXXHO BBOAMUTH B BHUZE
ad3pO30JIbHON CYCIIEH3UH BJBIXaeMbIX YaCTHI] C MOMOLIBIO criocoda, m3nokeHHoro B natente CIITA
Ne 5628984, packpbIiTHe KOTOPOrO BKJIKOYEHO B JAHHBIM JOKYMEHT IOCPENCTBOM CCBUIKH BO BCEU
CBOEH MOJIHOTE.

Taxke mpeamonararoTcsi  ¢apMaleBTHYeCKHe  COCTaBbl, KOTOpble  00ECHeunBaroT
KOHTPOJIUPYEMO€e BBICBOOOJKAEHNE COEAMHEHHs], OMMCAHHOIO B JJAHHOM JIOKYMEHTE, B TOM UHCJIe
MOCPEACTBOM MPUMEHEHHS Pa3jiaraéMoro MojIuMepa, Kak U3BECTHO B YPOBHE TEXHUKU.

Ecnu ¢dapmaneBTHUeCKHE COCTABbIL, MOAXOAININE Ui BBEAEHHUS B BUJAE ad3PO30Jisi, UMEIOT

(opMy JKHUIKOCTH, COCTAaBbI MOTYT COZIEPKATh BOAOPACTBOPHMOE aKTHBHOE COSMHEHNE B HOCUTEJIE,
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KOTOPBIN COAEpPKUT BOAY. MOKET MpUCYTCTBOBATH MOBEPXHOCTHO-aKTUBHOE BEILECTBO, KOTOPOE
CHIDKAET MOBEPXHOCTHOE HATSXKEHUE B COCTAaBaX B JIOCTATOYHOM Mepe I TOT0, YTOObI IPUBOJAUTD B
pe3yibTaTe K 00pa30BaHUIO Kalesb C pa3MepOM B MpeieNax jKelaeMoro AHana3oHa, KOraa COCTaBbl
NIOZIBEPTar0TCsl PACIbIIIEHUIO B HeOynaizepe.

Tepmun «dapmaneBTHYECKH TNpHEMIIEMble COJM» B KOHTEKCTE€ JAHHOTO JOKYMEHTa
OTHOCHTCSI K TAKUM COJISIM, KOTOpPBIE TI0 pe3yJIbTaTaM TLIATEIbHON MEAULIMHCKOMN OLIEHKHU SIBIISTFOTCS
NOAXOMAIUMH JJIsI IPUMEHEHUsl B KOHTAKTe C XO03seBaMM (HampuMep, X03seBaMH-TIOJIbMH) 0e3
HEOIPaBIaHHONW TOKCHYHOCTH, Pa3Apa’KeHUsi, aJUIePTUYeCKON pPeakuuu U T.II., COU3MEPHMO C
00OCHOBaHHBIM COOTHOILIEHHEM I0JIb3a/pUCK U 3(PPEKTUBHO A UX MPEATIONAraeMoro NPHUMEHEeHHUs,
a TaKke B ClIydae, KOrJa 5TO BO3MOXKHO, IIBUTTEPHOHHBIE (POPMBI COETUHEHHH B COOTBETCTBHH C
PaCKPBITHIM B JTAHHOM JIOKYMEHTE OOBEKTOM HACTOSIIIETr0 H300peTeHus.

Takum 00pa3oM, TEPMHMH «COJM» OTHOCHUTCS K CPAaBHUTENBHO HETOKCHYHBIM COJISIM
NPUCOETUHEHNSI HEOPTAHUYECKON M OPraHUYIECKON KHUCIIOTBI, ITOJyY€HHBIM C PACKPBITBIMHU B JTAHHOM
JOKYMEHTE COEAMHEHUSIMU. DTU COJH MOXHO IMOJYYUTb BO BPEeMsl OKOHYATEJbHOIO BBbIAENEHUS U
OYMCTKHU COEAMHEHHH UM TOCPECTBOM OOecIieueH sl OTAENbHOM peakliuy OYHLIEHHOTO COeIUHEHUS
B ero popmMe CBOOOIHOTO OCHOBAHUS C MOAXOSLICH OpraHMUECKON MM HEOPTaHUYEeCKOH KUCIOTOM
U BblIesieHus oOpa3oBasLIelics mpu 3ToM cosu. OCHOBHBIE COEAMHEHHsI CIIOCOOHBI K 00pa30oBaHUIO
OonbIIoro pasHooOpasusi pasHbIX COJNEH C Pa3IMYHBIMH HEOPraHWYeCKHMMH U OPTraHUYeCKUMU
kucinotamu. CoMM NPUCOEAUHEHMs] KHUCJIOTbl OCHOBHBIX COEAMHEHMH MOJIy4aroT MOCPEACTBOM
obecriedeHust KOHTakTa (OpMbl CBOOOJHOrO OCHOBAHUS C AOCTATOYHBIM KOJMYECTBOM JKEJAeMOH
KUCJIOTBI JJISl TIOTyYEHHsI COJIM TPAAULIUOHHBIM criocodoM. @opMy CBOOOTHOrO OCHOBaHHS MOYKHO
pereHepupoBaTh OCPENCTBOM oOecrieueHNs1 KOHTaKTa COoNeBOi (OPMbI C OCHOBAHHEM U BbIEIECHUS
CBOOOIHOTO OCHOBaHHUSI TPAIMLMOHHBIM CcrocoboM. DopmMbl CBOOOTHOrO OCHOBAHUS MOTYT
OTJINYATBHCS] OT COOTBETCTBYIOLINX UM COJIEBBIX (POPM OmnpeneneHHbIMU (PU3NIECKUMHU CBOWCTBAMH,
TaKMUMH KaK PacTBOPUMOCTb B IOJIAPHBIX PacTBOPUTENsX. PapMalEeBTUYECKU MPHUEMIIEMbIE COJIH
NPHUCOETNHEHNs] OCHOBAHUS MOTYT ObITh 00pa30BaHbI C METAJJIAMU WJIM AMHHAMH, KaK HaIIpuMep, C
TUAPOKCUAAMU INEJIOYHBIX M LIEJOYHO3EMENbHBIX METAJJIOB WIM W3 OpPraHMYECKUX AaMHHOB.
ITpumMepbl MeTaJyIoB, MPUMEHSIEMbIX B Ka4eCTBe KAaTHOHOB, BKIIIOYAIOT B ceOs, 0e3 orpaHiyYeHws,
HaTpul, Kajguii, MarHuil, kanpuil u T.1. IIpuMepsl MOAXOASMINX aMUHOB BKIIIOYAIOT B cels, Oe3
orpanuyeHus, N,N'-1nOeH3 U3 TUIeHANaMIH, XJIOPIIPOKANH, XOJIUH, TU3TaHOJIAMUH, STHUJIEHIUAMUH,
N-metunrmokamMuH U npokanH. Coiau TMPUCOEIUHEHHs] OCHOBAHUS KHCJIOTHBIX COEIWHEHUH
NOJTy4arT IMOCPEACTBOM obecreueHHs] KOHTakTa (popMbl CBOOONHONW KHCJIOTBI € AOCTATOYHBIM

KOJIMYECTBOM JKE€JIa€MOro0 OCHOBAaHUA OJIA MOJYYCHHA COJIM TPpaaUIHNOHHBIM CIIOCOOOM. (DOpMy
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CBOOOMHO# KUCJIOTHI MOKHO PET€HEPHUPOBATH MOCPEACTBOM O0ECIIeUeH sl KOHTAKTa COJIEBOH (POpMBI
C KHCJIOTOM W BBIAENEHUs] CBOOOAHON KHCJIOTHI TPAJWLUOHHBIM criocodom. @opmbl CBOOOIHOM
KHUCJIOTBI MOTYT B HeKOTOpOﬁ CTEIIEHU OTJIMYAaTbCsA OT COOTBETCTBYIOLHUX HM COJICBBIX (bOpM
ONpeneNeHHbIMU  (DU3MYECKMMH CBOWCTBAMM, TAaKHMH KaK pPacTBOPUMOCTb B  MOJISIPHBIX
PacTBOPHTEJISIX.

Conn MoOryT OBITH MOJYYEeHbI U3 HEOPraHWMYECKHX KHCJIOT U BKIIOYAIOT B ceds cynbdar,
nupocynbdar, Oucynedar, cynpdur, Oucynbdur, nurpar, docdar, MoHOoruapodocdar,
nurunpodocdart, meradocdar, mupodocdar, xnopua, OpoMun, HoaAUA, KaK HAPUMEp, U3 COJISTHOM,
a30THOH, QochopHOll, cepHON, OpPOMHCTOBOIOPONHON, HOAMCTOBOAOPONHOH, (ocdopucToi
KUCJIOTBI U T.. TWNHWYHBIE COJM BKJIIOYAIOT B cebs rumpoOpoMui, THAPOXJIOPUA, CyJjbdar,
oucynbhat, HUTpAT, aLleTaT, OKCaJlaT, BaJiepaT, OJieaT, MaJbMUTAT, CTeapar, Jaypar, bopar, OeH3oar,
naktar, ¢ocdar, To3mNaT, UMTPAT, Majnear, Qymapar, CyKIHHAT, TapTpaT, HapTHIAT, ME3WUJIAT,
TJIFOKOTENTOHAT, JIAKTOOHOHAT, JIaypHiICyib(OHAT, a Takke u3eTuoHaT U T.Im. ColM Takke MOTyT
6bITb MOJIYy4YCHbI U3 OPraHUYCCKUX KHCJIOT, TAKHUX KakK a.]'II/I(baTI/ILIeCKI/Ie MOHO- H I[I/IKap6OHOBbIe
KUCJIOTHI, (DeHHUJI-3aMEIeHHbIE AJIKAHOBBIE KUCJIOThI, THAPOKCHAJIKAHOBBIE KUCJIOTHI, AJKAHIHOBBIE
KHCJIOTBI, apOMATUYECCKUE KUCJIOTHI, aJ'II/I(i)aTI/ILIeCKI/Ie U apOMATUICCKUE Cy.]'[b(I)OHOBIJIe KHUCJIIOTBI U T.O.
u nonoOHble. TUNHYHBIE COJMM BKJIOYAIOT B ces aleraTt, MpOMHOHAT, KampuiaT, u300yTHpar,
OKcaJiaT, MaJIOHAaT, CyKIMHAT, cybepar, cebanunat, pymapar, MajieaT, COJIb MUHIAIBHON KHCIIOTHI,
OeHszoat, xyopOeHzoaT, MeTmwiaOeH30aT, AUHUTpPOOeH3o0atT, (¢ramar, OeH30yCYIbGOHAT,
TONyONICYIb(oHAT, (eHHanerar, LUTPAT, JIAKTAT, MaJjieaT, TapTpaT, MeTaHCyiIb()OHAT MU T.IL
q)apMaLIeBTI/ILIeCKI/I MMPUEMJIEMBIC COJIM MOT'YT BKJIFOYATh B ce651 KAaTHUOHBI HA OCHOBE€ IIICJIOYHBIX U
LIEJIOYHO3EMENbHBIX METAJJIOB, TAKMX KaK HATPUH, JUTUH, KaJIUN, KaJIbLUNi, MATHUN U T.I., & TAKKE
HETOKCHYHbIE KATHOHBI aMMOHUS1, Y€TBEPTUYHOIO aMMOHHUSI 1 aMUHA, B TOM UHCIie, 0e3 OrpaHuYeHus],
aMMOHHM, TeTpaMETHUIAMMOHUMN, TETPAdTUIAMMOHUM, METUJIAMUH, IUMETHIAMUH, TPUMETUIIAMUH,
TPUSTHJIAMUH, 3TWIAMUH U T.I. Takike MpeAnoyiararoTcsi CONM aMUHOKHUCIIOT, TAKHE KaK aprHHAT,
IJIFOKOHAT, rajakTypoHat u T.11. Cwm., Harpumep, Berge et al., J. Pharm. Sci., 1977, 66, 1-19, xotopas

BKJIFOUCHA B L[aHHbIﬁ AOKYMEHT NOCPEACTBOM CCBLIKU.

IIPUMEPBI

Ilpumep 1. Ilpumvenenue unruouropa CDK4/6 mnosbimaer 3¢ ¢dheKTHBHOCTH

MPOTHBOONYX0,JIEBOI0 __OTBETA B KOMOMHAIIMH _ ¢ OKCAJHIJIATHHOM _H__ COEIHHEHHEM,

aercTeyiomuM nportus PD-L.1.
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Wzyuamn s>ddext npumenenus maruouropa CDK4/6 (coenmnenue I) B xomOuHammm ¢
XUMHUOTEPANEBTUYECKUM CPEACTBOM OKCAJIMIUIATUHOM U AHTUTENOM K MbIIHUHOMY PD-L1, kjon
10F.9G2, (BioXcell, kar. Ne BEO101) B momenu cuHreHHoii MpimmHOW omyxomu MC38. B
HCCIIEIOBAHUM, NPOBOAMMOM B TedeHue 100 CyTOK, H3Mepsuld POCT OMyXONW M OOIIYIO
BBDKHBAEMOCTh Mblmeld. Poct omyxomm mnpeactaBieH Ha ¢ur. 1, m obmas BbDKMBAEMOCTb

npencrasieHa Ha ¢ur. 2. I'pymnel, y4acTBYIOLINE B UCCIEIOBAHNUY, BKIIIOYAIIH CJIEIYIOLINE:

1) cpena
2) coenunenwue I (100 mr/kr)
3) OKCAJTUTUTATUH

4) aHTuTeNo K MpimrHOMy PD-L1 (kson 10F 9G2)

5) coenuHenue I + okcanumiaTuH

6) OKCaJMIUTaTUH (BBOANMBIH B 1, 8 1 15 cyTku) u anTuTeno k mpimmuomy PD-L1 (kion

10F.9G2) (BBomumoe B 1, 4, 8 u 11 cyTkn)

7) coenunenue | + oxcanumatuH (BBOAUMSBIH B 1, 8, 15 cyTkH) + aHTHTENO K MBILTTHOMY

PD-L1 (BBomumoe B 1, 4, 8 cyTku), npuuem coenuHenue | BBoxsaT 3a 30 MUHYT 10
OKCaJIMIIIATHHA

VY MbliieH, moay4aBUInx oOpaOOTKY OKCANUIIATUHOM M aHTUTENOM K MblmuHOMYy PD-L1
(Arm 6), nHabmomanu 30% mnoka3aTeNb MOJHOTO OTBETA, a y MbIIIeH, MOMy4aBIIUuX 00pabOTKy
COelMHeHHEeM |, OKCanMIUIaTHHOM M aHTUTeNoM K MeimmmHOMy PD-L1 (Arm 7), HaOmomamu 60%
NIOKa3aTellb MOJIHOTO OTBETA.

MenuaHHOe o01ee BpeMs JOXKUTHS B CIIy4ae MBIIIEH, Oy YaBUINX 00pabOTKy COeNMHEHNEM
I, oxcanmuMIIaTHHOM M aHTUTENOM K MbIuHOMY PD-L1 (Arm 7), cocraBisio 98 cyTok U MequaHHOe
obuiee BpeMst JOKUTHUSA B ClIydae MbIIIEH, MOMy4aBIINX 00pabOTKy OKCAJIUILUIATHHOM U aHTHTENIOM K
mbimuHOMY PD-L1 (Arm 6), cocraBisiio 61 cyTkm.

OTHU pe3yJIbTaThl AEMOHCTPUPYIOT, 4TO AoOaBneHue nHruonropa CDK4/6, B manHOM ciiyuae
COeIMHEeHMS |, K KOMIUIEKCHOH Tepaniy ¢ XUMHUOTEpaNeBTUIECKUM cpencTBoM/nHruouropom PD-L1
3HAYUTENILHO YJIy4llIaeT NMPOTHBOONYXOJEBYK aKTUBHOCTb. B wacTHOCTH, BABOe Ooublie MbIIIE,
NOJIyYaBIIUX 00pabOTKy COrTacHO cxeme jiedeHust ¢ tHruouropom CDK4/6/xuMuoTepaneBTHUECKUM
cpencrBom/unruoburopom PD-L1, umenn mnonueii orser (CR) mo cpaBHeHuro ¢ obpaborkoit
xumuorepanesTuaeckuM cpenctsoM/PD-L1; 6/10 CR B cpaBuenun ¢ 3/10 CR, cOOTBETCTBEHHO.
Kpome toro, CR ObutH IpOIODKUTENBHBIME U 0e3 Kakux-IHOO MPH3HAKOB PELUANBA B TEUECHUE
nepuoaa 100 cytok. bonee Toro, cxema neuenus ¢ uaruouropom CDK4/6/xuMuorepaneBTuIeCKUM

cpencrBom/uHrndouropom PD-L1 BbibIBaNa 60% yBenuuenue odmero Bpemenu noxutus (OS) mo
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CPaBHEHHUIO c MBIIIAMH, MOJTy 4aBLITIMU o0paboTky XHUMUOTEPAINIEeBTHYECKIM
cpenctsom/unrudburopom PD-L1; wmenuannas OS pns rpynnel  oOpaOoOTKH  HMHTHOUTOPOM
CDK4/6/xumuotepaneBTideckiM cpenctsom/unrudoutopom PD-L1  cocraBnsma 98 cyTok mo
cpasHeHun c¢ 61 cytkamm (HR, 0,53) s rpynmel oO6pa®oTkM  XHUMHOTEparneBTHUECKUM
cpenctBom/uHrudburopom PD-L1.

B3siTble B COBOKYITHOCTH, 3TH JaHHbIE IEMOHCTPUPYIOT, YTO MPUMEHEHHE KPaTKOBPEMEHHO
netictyroinero uaruouropa CDK4/6 coxpaHseT UMMyHHYIO (YHKIHIO BO BPeMsl XMMUOTEPAITUH U
YCHJIMBAET TMPOTUBOOMYXOJIEBYI) AKTUBHOCTb KOMILUIEKCHOH Tepamuyl XHMHOTEPANeBTHYECKUM

CPenCTBOM/UHTHOUTOPOM KOHTPOJIBHBIX TOUEK.

Ilpumep 2. Coeannenue | nopbimaer 3¢ peKTHBHOCTE NPOTHBOONYX0JIEBOI0 OTBETA B

KOMOMHAIIUHU ¢ oKcagunaaTuaom u PD-L1.

ITpoTHBOOMYXONIEBYIO aKTUBHOCTb coenuHeHust | B komOuHauu ¢ PD-L1 (kjou 10F.9G2) u
OKCAJTUTUJIATUHOM OLICHUBAJIM B MOZENN CHHI€HHOW MBIIIUHOW KapLUHOMBI OOONOYHON KHIIKH
MC38. B cinydae BceX HCCNENOBaHUH C KCEHOTpaHCIUTaHTaToM caMkam CS7BL/6  wmbleit
(C57BL/6NCrl) BOo3pacToM AeBsITh HEAEb UMILIAHTUPOBAIHN KiieTKu onyxoau MC38 u oOpaboTky
HAYMHAJIK, KOTJA CPefHMil 00BbeM OMyXomu CocTapsan mpumepHo 100 mm®. KpaTkoe omucaHue
KOMOMHAIMI U pesKUMOB 00pabOTKHU MpeacTaBieHo Ha dur. 3.

Bkpatue, coenunenue I (100 mr/kr) u okcanumiatud (10 Mr/kr) BBOAWIN BHY TPHOPIOIINHHO
(IP) pa3 B HenmenO B TeYEHHE TEPHOAA BBEACHUs TPEX 03 U BBEIEHHE WHIHOUTOPAa KOHTPOJIBHBIX
TOYEK BApbUPOBAJIHM B 3aBUCHUMOCTH OT pekuma aoszupoBanus. [Ipu uHaykmuonHoMm (I) pexume
JIO3UPOBAaHUSA aHTUTENO K MbimHHOMY PD-L1 (100 Mkr/>uBotHOe, IP) naBanu nBaXkabl B HENEIO B
TeYeHUe NBYX Henmesb, HauuHas ¢ JHa 1 u 3akanuuBas B Jlenb 15. ITpu nomnmepskuBaromem (M)
peKkuMe TO3UPOBaHUs aHTUTENO K MblmuHOMY PD-L1 (100 mkr/xxuBotHoe, IP) naBanu nBaxabl B
Hezaenmo, HaunHasa ¢ JHs 15 u npopomkas 10 OKOHYaHMs uccienosaHus. llpu mHayuupyomem +
noanepxkusatromem (IM) pexxime nozupoBanus aHTuTeNo K MpiuHoMy PD-L1 (100 Mkr/skuBOTHO®E,
IP) naBanu nBaxbl B Henento, HaunHas ¢ JlHs 1 1 nponosskas 1o OKOHYAHHSI UCCIIEI0OBAHMUS.

HccnenoBamn KOMOMHALIMK C OJHHUM, ABYMSI U TpPeMsl JIEKAPCTBEHHBIMU CPEIACTBAMH U
coenuHenne 1 BBoaumm 3a 30 MUHYT 1O 00pabOTKH XUMHOTEpareBTHIECKUM cpencTBoM. ITomHbIi
otBeT (CR) n uactnunsii oteeT (PR) paccuntsiBanu ¢ npuMeHeHneM cranaapTHbx kpurepues (CRL;
RTP, NC) Charles River Laboratories. Maccy Tena (BW) u cocTosiHue 300pOBbsI OTCJIEKHBAIH, U

o0beM OIyXOJIN U3MEPATIA ABAXKIbl B HEACJHO. O}KI/II[aeMbIe pe3yabTaThl OJid OLCHKU o0bema
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oTmensHOi omyxomu coctasusmu 1000 My’ umu enb 100 B 3aBHCHMOCTH OT TOTO, YTO HACTYIIUT

pasbine. ['pynmsl, y4acTBYIOIIME B UCCIEOBAHUY, BKIFOUAIH CIEAYIOIIHE:

1) cpena
2) coenunenue I + antureno k PD-L1 (xnon 10F.9G2), pexxum nozuposanus IM
3) coenunenne [ + okcamurmiatiH + antureno k PD-L1 (xmon 10F.9G2), pexum

nosuposanusi IM
4) OKCAJIMIUTATUH + aHtuTeno Kk MeimuHOMYy PD-L1  (knon 10F.9G2), pexum
no3upoBanusi M
5) coenuHenue | + oxcanmumuatuH + aHtuteno k meimuHOMYy PD-L1 (xioH 10F.9G2),
pexXuM 103upoBaHus M
0) OKCaJuIIaTUH + aHtuteno K MeimmmHOMy PD-L1 (kmon 10F.9G2), pexum
no3upoBanus [
7) coenuHenne | + okcamumuatuH + antuteno Kk MeimuHOMy PD-L1 (xioH 10F.9G2),
pexumM n10o3upoBanust 1
OmnyxoneBblii POCT Y MBIIIEH, MOJy4YaBUINX 00paboTKy coenmHeHueM | B KOMOWHAIUH C
OKCAJMIUIATUHOM M aHTuTeNoM K MbimuuHOMy PD-L1, mpencraBnen Ha ¢ur. 4. KomOunanms
coenuHeHus I, okcanumuatuHa U aHTUTeNna K MbimuHOMY PD-L1 Obia Gonee sddexrusHOi npu
JIEYEHUH OIyXOJIEBOI0 POCTA, HEXENH B Cy4ae, KOrAa BBOAWIN TOJIbKO OKCAJIUIUIATUH U aHTUTENIO
k MbinuHOMY PD-L1 B ciydae Bcex pexxuMoB n03UpoBaHusi B ucciaeaosanuu. Kak nokasaHo Ha
¢ur. 5, obiiee AOKUTHE y MBIIIEH, MOAy4YaBIIMX 00pabOTKy coenuHeHHeM | B KOMOWHAIMU C
OKCAJIMIUIATUHOM U aHTUTENOM K MbliMHOMY PD-L1, mpuBoauno B pesysbraTe K YJy4dIIEHHOHN
BBDKMBAEMOCTH. BbIpakeHHast B MPOLIEHTaxX BBDKMBAMOCTH Yy MBIIIEH, MONy4YaBIIUX OOpabOTKy
coefrHeHUeM [, OKCANUIIATUHOM U AHTUTEJIOM K MbItnHHOMY PD-L1, Oblia 3HAYUTENBHO BBILIE, YEM
COOTBETCTBYIOIAS BbIpa)kK€HHAsl B IPOLIEHTaX BbDKHUBAEMOCTb Y MBIIIEH, Mmosy4yaBIIux oOpadoTky
TOJIBKO OKCAJMUIUIATUHOM U aHTUTENOM K MblmiMHOMY PD-L1, B ciydae Bcex Tpex peXUMOB
nosupoBaHusa. Kpome TOro, KOMIUIEKCHAash Tepamusl XOpOINO IePEeHOCHNIACh U HE BbI3bIBAJIA
3HAYUTEJIbHOM MOTEPH MACChl BO BPEMsI U NOCIIE JIEYEHHUS.
B tabnuue 1 kpatko uznoxkeH 3gdekt coeariHenus | B KOMOMHAIIMHN C OKCAJIUILJIATUHOM U
a"TuTeNoM K MblnnHOMYy PD-L1 B X0zne nccnenoBanus ommyxoJeBoro pocra y mpimeit. KomOnHanms
coenuHeHus | ¢ okcanumIaTHHOM M aHTUTENOM K MbliuuHoMy PD-L1 mpencraBneHa nis Bcex

PEXKUMOB OO3UPOBAHUS, UCIIOJIb3YEMBIX B UCCJIICAOBAHUU.
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Taosauua 1. Coequnenne I ycnausaet noaHsblii oTseT (CR) 1 noBbimaeT o61ee BpemMsi 10KUTHS

(OS) npu nob6aBjeHHN K KOMILUIEKCHOH TePANHH € OKCAJMILUIATHHOM U aHTHTeJ oM K PD-L1.

Oo6paboTka YJacTHYHBIH IosnbIii Yacrora O01ee

oTBeT, %0 oTBeT, % | 00BEKTHBHOIO BpeMs
oTrBeTa, % JOKUTHUSA
(08)

Cpena (n=20) 0 5 5 19

Coeaunenne I (n=9) 0 0 0 19

AnTHTeN0 K MbIInHOMY PD-L1 0 11 11 33

(n=9)

Oxkcanunjatud (n=9) 0 22 22 36

Coennnenne I + oxkcaumiaTuH 10 10 20 37

(n=10)

OxkcamMmiaTuH + AHTHTEJI0 K 7 36 43 52

mbimuHOMy PD-L1 (IM) (n=14)

Coeaunenne I + okcaquNIATHH 7 79 86 He
+ aHTHUTEeN0 K MblIMHOMY PD- JIOCTUTAJIOCH
L1 (IM) (n=14)*
OkcanumjiaTuH + AHTHTENO K 13 33 46 59
mpimuaomy PD-L1 (I) (n=24)
Coeaunenne I + oxkcaqunIaTHH 8 67 75 He
+ aHTHUTEeN0 K MblIHHOMY PD- JOCTUTATIOCH
L1 (I) (n=24)*
OxkcaiunjaTuH + AHTHTEI0 K 0 15 15 44
mbimuHomMy PD-L1 (M) (n=13)
Coeaunenne I + okcaJUIIATHH 8 62 70 He
+ aHTHUTEeN0 K MblIMHOMY PD- JOCTUTAJIOCH
L1 (M) (n=13)*

Cokpawenust: I = HHAYKUMOHHBI pPEXUM JO3UPOBaHUs, M = MNOANEPKUBAIOLIMNA PEKUM

no3upoBanusi, IM = HHAYKUMOHHBIN + MOAAEPKUBAIO NI PEKAM O3UPOBAHUS

*p<0,05 npu M3MepeHNH ¢ UCIIONB30BAHNEM TOYHOTO KpuTepust Purmepa.

Ilpumep 3. Coeannenue | nopbimaer 3¢(eKTHBHOCTE NPOTHBOONYX0JEBOI0 OTBETA B

KOMOMHAIIMHY ¢ oKcajunaaTuaom u PD-1.

ITpoTHBOOIYXONEBYO aKTHBHOCTh coeanHeHusi 1 B komOunauuu ¢ PD-1 (knon RMP1-14
(xpoicunslii IgG), BioXcell, kar. Ne BE0146) u okcanuIIIaTHHOM OLIEHUBAIHN B MOJIEJIN CHHTE€HHOMN
MBILIMHON ~ KapuuHOMBbI oOomounHoit kumku MC38. B ciaydae Bcex wHccinenoBaHWi €
KceHoTpaHcriantatoM camkam CS7BL/6 wmbrmeit (CS7BL/6NCrl) Bo3pacToM neBaTh Henenb
UMITJIAaHTUPOBaNH Ki1eTku omyxonu MC38 u 00paboTKy HadMHAIM, KOTJa CPeNHU 00beM OMyXOonu

coctapusan npumepHo 100 mv®. CoenuHeHue 1 BBOAMIM B KOMOMHALMM C OKCANHUILIATUHOM U
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artutenoM K PD-1 cormacHo mHAyKuMOHHOMY U moanepxusatoiemy (IM) pesxumy 103MpOBaHus,
KOTOpBIH IpescTaBieH Ha ¢ur. 3.

Bkparue, coenunenue [ (100 mr/kr) u okcanumiatud (10 Mr/xr) BBOOWIN BHY TPUOPIOIINHHO
(IP) pa3 B Heneno B TeueHHE NMEPUO/IA BBEACHUS TPEX 03 U aHTUTENO K MpImHOMY PD-1 (5 mr/kr,
IP) naBanu nBa pasa B Henesnto, HauMHas B JleHb 1 1 mpoposkast A0 OKOHYaHMS UCCIIEIOBAHUS.

HccnenoBanmn KOMOMHALIMK C OJHHMM, ABYMsI M TpeMs JIEKAPCTBEHHBIMU CPEINCTBAMH U
coenuHenue I BBoauu 3a 30 MUHYT 10 00pabOTKH XUMHOTEpaneBTH4YeCKuM cpencTsoM. ITomHbli
oteT (CR) n wactuunsiii otBet (PR) paccunTsiBanu ¢ mpuMeHeHneM cranaapTHbIX kpurepues (CRL;
RTP, NC) Charles River Laboratories. Maccy tena (BW) u cocTosiHue 300pOBbsl OTCIICKHBAIHU, H
0o0BEM OMyXOJM H3MEPsUTH IBaKIbl B Henenmto. OKupaemble pe3yJsIbTaThl IJsl OLEHKH oO0beMa
oTmensHOl omyxomu coctasusmu 1000 Mv® umu Jenb 100 B 3aBHCHMOCTH OT TOTO, YTO HACTYIIUT
pasblie. ['pynmnsl, y4acTBYIOIKE B UCCAEIOBAHUY, BKJIOYAIN CIEAYOLIUE:

1) cpena

2) OKCaJMIIaTUH + aHTUTeNno K MbimuHOMy PD-1 (xi1oH RMP1-14 (xpbicunsiii 1gG),

BioXcell, xkar. Noe BE0146), pesxxum nozuposanus IM
3) coenuHenne | + okcamuruiatiH + aHTHTENo K MbImuHOMY PD-1 (k1o RMP1-14
(xpoicunslii IgG), BioXcell, kat. Ne BE0146), pesxxum no3uposanus IM

OmnyxoneBelii poCT y MbIlIeH, mony4aBmux o0paboTky coeauHerueMm | B komOuHanmm ¢
OKCAJMIUIATUHOM M aHTUTeJIOM K MbimmHOMy PD-1, mpencrainen Ha ¢ur. 6. KomOuHaums
coenuHenus I, okcamumuiaTMHA M aHTUTeNa K MblmuHOMY PD-1 Oputa Gonee 3¢ ¢dexTuBHON mpu
JIeUE€HUH OIyXOJIEBOTO POCTA, HEXKENU B CIIyyae, KOTJa BBOAUIIHN TOJIbKO OKCAJUIUIATUH U aHTUTEJIO
K MbimnHOMy PD-1 B cnyuae peskuma nosuposanus IM B uccnenosanuu. Kak nokasano Ha ¢ur. 7,
oOliee MOKUTHE Y MBIIEH, Mody4aBimux oOpaboTKy coenuHeHueM | B KoMOWHAIMKM C
OKCAJIMIUIATUHOM WM AaHTUTEIOM K MbIIMHOMY PD-1, mpuBoauno B pe3yibTaTe K YJIy4YIIEHHOHR
BBDKMBAEMOCTH IO CPAaBHEHHIO C MBILIIAMH, IOJyYaBHIMMU OOpabOTKY OKCAIMIUIATUHOM U
aHTuTesoM K MbimuHOMY PD-1. Kpome Toro, koMruiekcHasi Teparnusi XOpolIo NePeHOCHIach U He
BBbI3bIBAJIA 3HAYUTENILHON OTEPU MACCHl BO BPEMsI U MOCJIE JICUEHUS].

B tabnuue 2 kpaTko uznoxkeH 3pdekt coeariHeHus | B KOMOMHAIIMHN ¢ OKCAJIUILJIATUHOM U

anturesnioM k PD-1 B xozae ucciaenoBaHus OMyX0JIEBOrO POCTA Y MBILIEH.

Taouauua 2. Coequnenue I ycnausaet noassblii oTseT (CR) 1 noBbimaeT o61ee BpemMsi 10°KUTHS

(OS) npu 1o0aBJIeHUN K KOMILIEKCHOH TePANHH € OKCAJHILIATHHOM H aHTHTe oM K PD-1.
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Oo6paboTka YJacTHYHBbIH IoJnbIii Yacrora Oo01ee

oTBeT, % oTBeT, % | 00BLEKTHBHOIO BpeMs
oTrBeTa, % AOKUTHUSA
(0S)

Cpena (n=10) 0 0 0 18

Coenunenne I (n=10) 10 10 20 22

AHTHTeN0 K MBIIIHHOMY PD-1 0 0 0 22

(n=10)

Oxcamuniatud (n=10) 0 10 10 31

Coenunenne | + okcaaunmiaTuH 0 20 20 44.5

(n=10)

Coenunenne 1 + aHTHTENI0 K 10 0 10 31

mpimuHomMy PD-1 (n=10)

OkcanunjaTuH + AHTHTEO0 K 7 33 40 He

mpimuaOoMy PD-1 (IM) (n=15) JIOCTUTAJIOCh

Coenunenue | + okcannnjaaTux 7 53 60 He

+ aHTHTEN0 K MbllIMHOMY PD-1 JOCTUTAJIOCH

(IM) (n=15)

Cokpawenust: I = HHAYKUMOHHBI pPEXUM JO3UPOBaHUs, M = MNOANEPKUBAIOLIMNA PEKUM

no3upoBanusi, IM = HHAYKUMOHHBIN + MOAAEPKUBAIO NI PEKAM TO3UPOBAHUS

Ilpumep 4. Coeaunenue I nosbimaer 3¢ eKTHBHOCTL NPOTHBOPAKOBOIO OTBETA B

komOuHanuu ¢ S-propypauuaom (S-FU) u anTurenom Kk mpimunomy PD-L1.

[TpoTHUBOOITYXOJIEBYEO AKTUBHOCTb COENMHEHUs | B KOMOMHALIUY C AHTUTEIOM K MBIIITHOMY
PD-L1 (xnon 10F.9G2) u 5-propypaumnom (5-FU) onieHuBaau B MOAETH CHMHIMEHHON MBIIIMHOM
KapuuHOMBI obomouHol kumku MC38. B ciyuae Bcex HCCIeNOBaHUII C KCEHOTPAHCIJIAHTATOM
camkam CS57BL/6 wmprmeit (C57BL/6NCrl) Bo3pacToM neBATh Henenb WMILUIAHTUPOBATIH KJIETKH
onyxomt MC38 u o0paboTKy HaunmHamy, KOrjga CpemHHil oObeM ONMyXOJM COCTABISUI MPHUMEPHO
100 mm*. KpaTkoe onucanue kKoMOMHALIMI U pesKUMOB 00pabOTKH MPENCTaBNeHo Ha Bur. 3.

Bkparue, coenunenue I (100 mr/kr) u 5-FU (75 mr/kr) BBomumu BHyTpuOprommHHO (IP) pas
B HEJIEJIIO B TeUEHHUE Neproa BBeeHus Tpex 103. Kak nmokasaHo Ha ¢ur. 3, pexkuM NO3UPOBAHUS AJIs
BBEIICHUS WHTMOMTOpPAa KOHTPOJIbHBIX TOYeK BapbupoBaiu. llpu wunaykuuonnom (I) pexume
IO3UPOBaHUs aHTUTENO K MbiHOMY PD-L1 (100 Mkr/;xuBoTHOe, IP) naBanu nBakabl B HENEJIO B
TE€YeHUEe NIByX Henesb, HauuHas ¢ JHsa 1 u 3akanuuBas B Jlenp 15. Ilpu nmopnepskusaromem (M)
pexrMe No3upoBaHHs aHTHTENO K MbimmmHOMYy PD-L1 (100 mxr/sxuBotHoe, IP) naBanu aBaskabl B
Hezaeno, HaunHasA ¢ Jua 15 u nponomkas 10 OKOHYaHMs uccienoBaHus. lIpu unaynupyromem +
nonnepskuparorieM (IM) pexxume no3upoBaHust aHTUTENO K MbimuHoMy PD-L1 (100 MKT/5kMBOTHOE,

IP) naBanmu aBaknbl B Hemewto, HaunHas ¢ [{Hs 1 u mpomosskas 10 OKOHYAaHUSI HCCIIEAOBAHMS.
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HccnenoBanmn KOMOMHALIMK C OJHHMM, ABYMsI U TpeMs JIEKAPCTBEHHBIMU CPEICTBAMH U
coenuHenue I BBoaumm 3a 30 MUHYT 1O 00pabOTKH XUMHOTEpaneBTUIEeCKUM cpencTBoM. ITomHbIi
oteT (CR) n wactuunblii otBet (PR) paccunThiBanu ¢ mpuMeHeHneM cranaapTHbIx kpurepues (CRL;
RTP, NC) Charles River Laboratories. Maccy tena (BW) u cocTosiHue 300pOBbsl OTCIIEKHBAIH, H
0o0BEM ONMyXOJM H3MEpsUTH JBaKAbl B Henemo. Okupaemble Pe3ysbTaThl A OLEHKH oObeMa
oTmensHOi omyxomu coctasisima 1000 My’ umu ens 100 B 3aBHCHMOCTH OT TOTO, YTO HACTYIIUT
pasblie. ['pynmnsl, y4acTBYIOIKE B UCCAEIOBAHUY, BKJIOYAIN CIEAYOLIUE:

1) cpena

2) 5-FU + anrureno k PD-L1 (xion 10F.9G2), pesxum no3uposanus IM

3) coequnenue I + 5-FU + antureno k PD-L1 (xnon 10F.9G2), pexxum nosuposanus IM

4) 5-FU + antureno k mpnunaoMmy PD-L1 (knon 10F.9G2), pexxum nosuposanust M

5) coenunenue I + 5-FU + antureno k mpimmuHoMmy PD-L1 (xmon 10F.9G2), pexum

no3upoBanusi M

0) 5-FU + antureno k mpinaoMmy PD-L1 (knon 10F.9G2), pexxum nosuposanus |

7) coequHenne 1 + 5-FU + antuteno k meimmaomy PD-L1 (kmon 10F.9G2), pexum

no3upoBanHus [

Omnyxonesblii poCT y MblLIeH, MOMy4aBIINX 00padoTKy coennHenneM I B komOunanmu ¢ 5-FU
u a"rtutenioM K MeimuHOMy PD-L1, mpencraBnen Ha ¢ur. 8. KomOunanus coenuneHust I,
OKCANMIUIATHHA U aHTuTena K MeimuuHoMy PD-L1 Obuta Gomee sddexrTuBHON mnpu JedeHUU
OMYXO0JIEBOTO POCTa, HEXKEJIU B Ciyyae, korga BBOAWIU Tojibko S5-FU u aaTHTEN0 K MBIIHHOMY PD-
L1 B ciiyuae Bcex pe)XMMOB AO3UPOBaHU B HccinenoBannu. Kak mokasano Ha ¢wur. 9, o0miee noxurtue
y MBILIEH, moy4daBumx 00pabotky coequaenueM I B komOunanuu ¢ 5-FU 1 aHTUTEJIOM K MBIIITHOMY
PD-L1, nmpuBoamio B pe3yJibTare K YJyYIIEHHOW BBDKUBAEMOCTH IO CPaBHEHHIO C MBIIIAMH,
noJiy4aBiinMu 00padotky Tosibko S5-FU u anturesnom k PD-L1. Kpome Toro, KOMIieKCHast Tepamnusi
XOpOLIO MEPEHOCUIIACHh U HE BBI3bIBAJIA 3HAYUTEJILHONU MOTEPH MACChI BO BPEMsI U MOCJIE JICYCHHUS.

B tabnune 3 kpaTtko uznoxeH s¢dext coenuHenus | B komOuHauu ¢ 5-FU u aHTHTENOM K
mbimnHOMY PD-L1 B Xoze nccnenoBaHus omyxoneBoro pocra y mbineil. KomOuHaims coenuHeHus
I ¢ 5-FU u anturenom k PD-L1 npencrasniena jist BCeX PeKMMOB TO3UPOBAHUS, UCIIONb3YEMBIX B

HUCCICOOBaHUH.

Tao6auua 3. IlpenBapurtenbHbie JaHHBbIE, onHchIiBaIHe 3¢ PexThl coenunenus I, koraa ero

A00aBJsIOT K KoMILIeKcHOH Tepanuu ¢ S-FU u anturesiom k PD-L1.
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OGpa6oTka YacTuasbni Monnbrii YacroTta Mporpeccuporanne Oomas
oTBeT, % oTBeT, % 00bEKTHUBHOT'O 3a0osieBanus, % BLLEKHBACMOCTD
oTBera, % B D29, %

Cpena (n=10) 0 0 0 100 0
AHTHTENO K 0 0 0 90 40
MbiminHOMY PD-
L1 (n=10)
5-FU (n=10) 0 0 0 100 30
Coeaunenne 1 + 0 0 0 90 50
5-FU (n=10)
Coenunenne 1 + 0 0 0 93 43
AHTHUTEJ10 K
mbiinHOMy PD-
L1 (IM) (n=14)
5-FU + anTuTeNO 14 14 28 71 93
K MBILIHHOMY
PD-L1 (ImM)
(n=14)
Coeaunenne 1 + 29 14 43 36 93
5-FU + antuTesio
K MBILIHHOMY
PD-L1 (IM)
(n=14)
5-FU + anruresio 36 0 36 50 79
K MBILIHHOMY
PD-L1 (I) (n=14)
Coeaunenne 1 + 36 7 43 21 86
5-FU + antuTesio
K MBILIHHOMY
PD-L1 (I) (n=14)
5-FU + anTHTe]I0 0 0 0 93 29
K MBILIHHOMY
PD-L1 M)
(n=14)
Coeaunenne 1 + 0 0 0 71 64
5-FU + antuTesio
K MBILIHHOMY
PD-L1 ™M)
(n=14)
Cokpawenust: I = HHAYKUMOHHBIM pPEXUM JO3UPOBaHUS, M = MNOANEPKUBAIOMIMNA PEKUM

no3uposanust;, IM = HHAYKUMOHHBIN + NOAAEPKUBAIOIINN PEKUM TO3UPOBAHUS
IIporpeccupoBanue 3a00J€BaHUs ONpENeNsieTcss KakK IMPOLIEHT OIyXOJiel, KOTOpble YABOWINCH B

pasmepe ko Jlnro 29.
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Ipumep 5. JoGasjenue coenuHeHust I K KOMILIEKCHON TepanUH ¢ OKCAIUIIIATHHOM H

AHTHTEJI0M K MbIIIHHOMY PD-L.1 10I0JTHUTEJILHO YMEHLIIAET HONVJISIIHH BHYTPHONYX0JIEBBIX

TrEG.

Hecymue onyxons MC38 C57BL/6 mbIn noydanu o0padoTky okcanuriaaTuHoM (10 Mr/kr,
IP) u anturenom k wmbimuHOMy PD-L1 (kmon 10F.9G2, 100 mkr/memnus, IP) + coenunenue |
(100 mr/kr, IP) B Teuenne nubo deTripex, TuOO BOCbMH CyTOK. Uepes ABaAIaTh 4eThIpe yaca 1mocie
3aKJIFOYUTENBHON J03bI MBILIEH yMEPILIBISIN U OMyXOdu Opanu Al aHanu3a WHQUIBTPUPYOIUX
UMMYHHBIX KJIETOK IIOCJIe TISITH CYTOK U AeBATH cyTok. Omyxosu 3aTeM moaseprain oOpadoTke u
okpamnsanu Ha CD45, CD3, CD4, CD25 u FOXP3. INonymsauuto CD25+FOXP3+ usmepsnu B
nonyysitun  CD45+CD3+CD4+ mnocpencTBoM aHaqu3a METOAOM MNPOTOYHONW LIUTOMETPHH.
[Monysitust CD4+-kj1eTok, COOpaHHBIX uepe3 5 CYTOK U 9 CYyTOK MOCIIe 3aKIF0UUTENbHON 00padoTKHy,
nokaszaHa Ha ¢wur. 10 u ¢ur. 11, coorsercreenHo. [lonyasiuny BHyTPUOIMYXOJEBbIX Treg KIETOK BO
¢pakumn CD4+ T-knerok OblIa 3HAYUTETHPHO YMEHBIIEHHOH y MBbIIeH, MOTy4aBIIHX 0OpaboOTKy
coenrHeHHeM | B KOMOMHAINK C OKCATUILIATHHOM U aHTUTEJIOM K MbltnnHOMYy PD-L1 no cpaBHeHuHto
C MbIIIAMM, MOJYyYaBIIMMU Cpedy, U MbIIIAMH, TMOJY4YaBIIUMH O0OpabOTKy OKCaJMIIJIATUHOM U

aQHTUTEJIOM K MbIlIHnHOMY PD-L1.

Ilpumep 6. Coenunenue I coxpanser (yHkuui JumM¢ounToB npH ao0aBJeHHH K

oopaodorke 5-FU.

CS7BL/6 wmpimm monydanu oOpabotky 3 execyrounbiMu I[P mozamu 50 mr/kr 5-FU +
100 mr/kr coenunenust 1. Uepes nBoe u ceMb CyTOK IOCTE 3aKIFOUUTENBHON 00paOoTKM MbIeit
YMEpLIBIIN U cele3eHku coOupanu. CIIEHOLUTB! CTHUMYJHPOBAIN €X Vivo C HCHOJIb30BaHUEM
antutes k CD3/CD28 B Teuenue 72 yacoB u ypoBHU unTepdepona ramma (IFNy) unu unTepeiikuna-
2 (IL-2) mmepsinu ¢ momotnbio ELISA (R&D systems). ITocie cTUMYIAIUM CIUIEHOLIUTOB €X Vivo y
C57BL/6 mbimeli coenuaenne | ycunuano nponykmuo 1L-2 (pur. 12) u coxpaHsao mpomyKIHO
IFNy (¢ur. 13) nocne oOpaborku 5-FU. BO03MOXHBIH MeXaHU3M, IOCPEICTBOM KOTOPOTO
coefilHeHNe | yCunBaeT NpoTHBOOIYXOJIEBYIO aKTHBHOCTb, BKIIFOUAET Npenoxpanenue GyHkuun T-

JTUM(POLIUTOB OT XUMHUOTEPATTHH.

Ilpumep 7. Coeannenue 1 ycuiuBaeT NpOTHBOONYX0J1eBYI0O 3G ¢eKTHBHOCTL NpH

100ABJICHHH K KOMILIEKCHOU Tepanuu ¢ anTturejaoMm Kk PD-L1/oxkcaiuniaTuaom.

Hecymux CT26 mbiei nogsepranu oopadotke coenunenueM I (IP, 100 mr/kr, exxeHenenpHO

x3), autureniom k PD-L1 (IP, 5 Mr/>kuBOTHOE, KasK/Ible IBE HEJeJTN 10 KOHLA) W/WIJTA OKCATTUILIATHHOM
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(IP 10 mr/kr, exxeHenenbHO *3) M omyxonu oueHuBanu. JlobaBneHue coenmHenuss I k cxeme ¢
antutesoM K PD-L1/okcanumiaTHHOM CHCTEMAaTHYE€CKH YCHWIMBAJIO IMPOTHUBOOIYXOJEBYIO
s¢dexrrBHOCTD B MOnean CT26.

Kak nokazano Ha ¢ur. 14 u 15, coequnenne | B komOuHauuum ¢ antureaom k PD-L1 u
OKCAJIUIJIATUHOM TIPOSIBIISIET MOBBIMIEHHYIO MTPOTHBOONYXOJEBYIO 3((MEKTUBHOCTb B CPABHEHHHU C

JIOOBIM M3 COENMHEHHUI OTIEIbHO WIIU B TAPHBIX KOMOWHAIIHSX.

Ipumep 8. doGaBjenue coenHenuss | K KOMIUIEKCHON Tepanuu ¢ OKCAJIUIIIATHHOM H

anTutesioM K PD-L1 vennusajo aktusanuo T-KJIeTOK.

Hecymue onyxons MC38 CSBL/6 mbriu nonydanu o6paboTky okcanmummiataHoM (10 mr/kr,
IP) u anturenom k MbimuHOMy PD-L1 (xsmon 10F.9G2, 100 mxr/meims, IP) ¢ coenunenmnem I
(100 mr/kr, IP) unu Ge3 Hero B TedeHHME deTbIpex CyTOK. CmycTs OBaAIaTh YEThIpE Haca MOCIe
3aKJIFOUUTENIbHOM J03bl MBIIIEH YMEPIUBISIIN U CeJle3eHKH coOupanu U moasepranu oOpaboTke ¢
NOJIyYEHUEM CYCIEH3UH OTHENbHBIX KJIETOK A aHanu3a T-kieTok. CIUIEeHOLUTHI OKpALIUBAIU C
ucnosp3oBanueM antuten k CD4, CD8 u CD69 nns aHanu3a METOAOM MPOTOYHON LIUTOMETPHHM.
ITpouent aktuBupoBanHbIx CD4+ T-knerox onpenensiu kak oo CD69+ knerok Bo ¢paxim CD8-
CD4+ T-kneTok, B TO BpeMsi Kak NPOLEHT akTUBUPOBaHHbIX CD8+ T-kieTok onpenesnsinu Kak JOJ0
CD69+ knetok Bo ¢pakiuun CD8+CD4- T-kneTok, pe3ynbTaThl OIS KOTOPBIX MPEACTAaBJIEHbI Ha
¢ur. 16 u 17. Kpome TOro, Crui€HOLUTHI TAK)KE CTUMYJIMPOBANIN €X ViVO ¢ UCTIONb30BaHHEM aHTUTEN
k CD3/CD28 B Teuenue 72 4acoB U OKpaInuBajn ¢ ucnojpzoBanueM anturen k CD4, CD8 u IL-2 nns
aHaim3a MeronoM mpotodHoil uuromerpuu. Ilpouent IL-2+ knerok onpenesnsiin kak posro IL-2+
kJ1eTok Bo (ppakiyn CDK4+CD8- T-kneTok, pe3ybTaThl A KOTOPBIX MpeAcTaBieHb! Ha ¢ur. 18.

ITo cpaBHEHHIO C MOJYy4aBIIUMH O00pabOTKy OKCamuriaTHHOM U aHTuTenoMm Kk PD-L1 (OP)
’KMBOTHBIMHU MBIIIH, TTOJTy4aBInre oopaboTKy coerHeHHeM I, OKCaIUIIaTHHOM B aHTHTENIOM K PD-
L1(TOP), xapakrepnu3zoBanuch A0ISIMH akTUBUPOBaHHBIX CD4+ u CD*+ T-k1€TOK M MOBBIIIEHHOH

ciocobHocThi0 CD4+ T-kJ1eToK K mpoayKuuu nuToknHa IL-2 mocne akTUBayy ex vivo.

IIpumep 9. Ilpavoe nuruouposanue nytu ¢ vuactuem CDK4/6-Rb B pervasitopunix T-

kjeTrkax (Treg) BeaeT K noTepe HMMYHOCYIIpeCCOPHOH (YHKIMH H YCHIEHHOH npoJudepanun

CD8+ T-kjerok.

CD4+CD25+ Treg ounmmanun ot ceneseHok CS7BL/6 wMpinueld ¢ mnpuMeHEHHEM
ABYXCTaJIUHHOrO TpoLecca pa3/eleHus] Ha MarHWUTHBIX TpaHyJax-OOe[HEHHs BCEMH KIJIETKaMH,

ormmuHbiMU 0T CD4+ knerok, ¢ mocnenyromeii mojoxkutenpbHon cenekuneir CD25+ kmetok.



163

Ounimennsle Treg KynpTHBHpOBaNH ex vivo ¢ antutenamu k CD3/CD8 u IL-2 B Teuenne 48 yacos ¢
TpunauukiauboM B noOoi u3 koHueHtpauuit 0, 250 wmnmmu 1000 EM. Kax BugHO Ha dur. X,
KyJIbTHBHpYeMble Treg okpamuBanu ¢ ucnonb3oBanueMm anturen k CD4, Foxp3 u ¢ocho-Rb mms
aHaJIn3a METOIOM MpOoTOYHOM uromerpun. [Ipouent ¢pocdo-Rb+ Treg onpenensu kak pocdo-Rb+
kietku B onyssiiuu CD4+Foxp3+. J[0303aBUCHMYHO TTOHMKAIOIIYIO peryisiiuto ypoBHs Gocho-Rb
Habmonanu B Treg mocie oOpaboTku coequHeHueM I, UTO sIBJIsIeTCSl TOKa3aTeseM MHTHOUPOBaHUS
nytu ¢ yuactuem CDK4/6-Rb. Meuensie CFSE cruieHOLMTBI CTUMyNIHpOBAIU ex Vivo ¢
ucnonp3oBanneM anturen k CD3/CD28 B Teuenune 72 4acoB B IPUCYTCTBUU WK B OTCyTCTBUE Treg,
obpaborannbix coenuHenneM . Knerku okpamusanu ¢ ucnonp3osanueM antuten k CD4 u CD8 u
nposudepanuro T-KIETOK OLEHHBAIU IO OCIAOJNEHUIO CPEAHEH MHTEHCUBHOCTH (JIyOpeCcleHINH
CFSE B CD4-CD8+ T-knerkax C TNOMOIIBIO aHAJIM3a METOIOM IPOTOYHON IIMTOMETPUH.
BoipakeHHYIO B NpOLEHTax Mponnudepaluio pacuuThIBaIN Kak (cpenHss nuateHcuBHocTh CFSE nis
CD8+ T-knetok, cruMynupyemMbix B otcytcrue Treg) / (cpennsis uarencusaoctb CFSE s CD8+
T-knerok, cruMyiaupyeMelx B mnpucyTtcTBuu Treg) < 100, pe3ynbraTsl IUid 3TOrO IOKAa3aTess
nokaszassl Ha ¢ur. 19 u ¢ur. 20.

Jlo3zo3aBucuMoe noBbiteHue nposudeparn Hadmoganu B CD8+ T-kieTkax B MpUCy TCTBHH
Treg, oOpaboTaHHbIX coenuHeHHEM I, ykasblBaroliee Ha TO, YTO MPSMOE MHIMOMPOBAaHHE IMyTH C
yuactieM CDK4/6-Rb moxer Bectu k motepe Treg cynpeccupyroineii GyHKIHH, UHIHOUPYIOLIEH

nponudeparnmto T-KIeToK.

Ilpuvep 10. Bpemennoe u _o0paTuMoe HHruOupoBaHue mnpoaudepanuy nonyJasiiuu

BHYTPHONVX0JEeBLIX HMMVHHBIX KJIETOK II0CJI€¢ 00pa0oTKH coenunenuem L.

Hecyuue onyxoas MC38 C57BL/6 mbiiu nonyyasiu o0paboTKy OnHOM 10301 coenuHeHus |
(100 mr/kr, IP) ¢ mnocnemyromum BkitoueHueMm in vivo EdU (5-3TuHHMI-2’-ne30KCHypUONH,
200 mkr/mbIib, IP) uepes 6-48 yacos nocne oOpadoTku coenunenueM 1. CrycTsi BOCEMHAALIATh YacOB
nocie BBeneHus: 103bl EdU Mmblineli yMepIuBIsin U ONMyxoJiu cobupanu i aHanuza. Omyxonu
noasepranu oopaboTke ¢ MoNyueHHeM CyCIIeH3UI OTJIENbHBIX KJIETOK C MOCIEAYOLUIMM 00eTHEHUEM
noru0mumMu  kjetkamu u oborameHneM CD45+ HUMMyHHBIMH KJIETKAMH TIiepell MeYeHHEeM
AHTUTEJIAMU K pAa3JIMYHBIM TOMYJISALUSAM JUMPOUIHBIX M MHEJOUIHBIX HMMYHHBIX KJIETOK,
omnpenenaeHHbIME crieay oM oopazom: CD8+ T-knerku (CD4-CD8+), CD4+ T-knetku (CD4+CDS8-
Foxp3-), Treg (CD4+CD8-Foxp3+), NK (CD3-NK1.1+), MoHOLUTapHble MPOUCXOISIINE U3
MHEJIONIHOTO pocTka cynpeccopubie KieTku (mMMDSC, CD11b+Ly6C+Ly6G-), rpanyonuTapHbie

MPOHCXOSALINE U3 MUEJIOHIHOTO pocTka cynpeccopHbie kietku (gMDSC, CD11b+Ly6C+Ly6G+) n
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makpogaru (CD11b+Ly6C-Ly6G-). [Tocne okparinBaHus KJIETOYHON MOBEPXHOCTH 00pa3Libl KIETOK
¢duxcuposamu u BkmoueHne EdU BIABISNN € MOMOINBIO METOAOB KIMK-XUMHH C TOCIEAYIOIUM
aHaJIM30M METOAOM MPOTOUHOM uToMeTpun. Murubuposanue nposudepaiuu npeacraBieHo kak (Yo
EdU+ B o6paborannbix coequnenneM 1) / (%EdU+ B oOpaborannbix cpemoit) x 100 mist kaxkmou
KJIETOYHOH MOMYJISIHUK B KaKAbIi MOMeHT BpeMeHH. Kak mMoxHO yBunetb Ha ¢ur. 21 u 22, Bce
AHAJU3UPYEMBIC TOIMYJIALNN .]'II/IM(bOI/I)IHbIX U MUCJIOUIHbIX UMMYHHBIX KIJIIETOK XapaKTCPU30BAJIUCH
BBICOKOI 4y BCTBUTENBHOCTBIO K MHrHONposanuto CDK4/6, BenyineMy K BpeMEHHOMY U 00paTUMOMY
MHTHOMPOBAHUIO Nposdepanuy KIETOK. JTH Pe3yJbTaThl YKa3bIBAIOT HA TO, YTO NOOaBICHHE
coeanHeHus | Kk XuMHoTepaneBTHYeCKUM CXeMaM UMeeT MOTEHLUA JIJIS 3ALUThI BHY TPHOIY XOJIEBBIX
UMMYHHBIX KJIETOK OT TOKCUYHOCTH XMMUOTEPANEBTUYECKOrO CPENCTBA, YTO BEAET K YCUICHHOMY

IIPOTUBOOIMYXOJIEBOMY OTBETY.

Ipumep 11. oGasaenue coequaenus I (T) kK KOMILIEKCHOH TePANINH ¢ OKCAJTUILIATHHOM

(0) u anturesom k PD-L1 (P) venausaer o0pa3oBanue onyxoJgecnenuduyecknx T-KjaeTok

NAMSTH.

Hecymue onyxons MC38 C57BL/6 mbiu nonydanu o6padoTky okcanmuriatuaoM (10 Mr/kr,
IP) u anturenom k mbimuHomy PD-L1 (xkjmon 10F.9G2, 100 mkr/meimb, IP) ¢ coenmnenuem |
(100 mr/kr, IP) unu Ge3 Hero B TeueHue 58 cyTok mocie pexxuma IM, kak mokasaHo Ha (¢wur. 3.
Cenesenky u nepudepudeckyrdo KpoOBb COOHMpanu y MBI, MONy4aBIIUX 0OOpabOTKy
okcamuIuiaTiHOM u aHtutesioM Kk PD-L1 (OP), u mpiteii, monydaBmmx oOpaboTKy coenuHeHneM I,
okcayuriatTiHoM U antutesioM K PD-L1 (TOP), B Jlenp 58 nns ananmza. Mplel, moiay4aBIimx
00paboTKy cpenoil, yMepiuBIsiu Ajsl aHanu3a B JleHb 28 1pu JOCTHXKEHUHN 0JKHUAaeMOT0O pe3yJibTara
OMyXx0JieBoro pocrta (06bem onyxomu >1000 mm®). CriieHOUUTE! 1 00pasiibl nepudepuuecKoil KpoBu
C IU3UPOBAHHBIMU SPUTPOLUTAMH OKPALIMBAJIU C HCIIONIb30BaHUeEM crienududeckoro k CD4, CD8 u
MC38 nekcrpamepa (H-2 Db/ASMTNMELM). Ilpouent omnyxonecnenuduueckux T-kieTok
UeHTH(OUIMPOBATIN KaK JOMI0 AekcTpamept kieTok Bo (pakumm CD4-CD8+ T-knerok. Kax
nokasaHo Ha ¢ur. 23 u 24, 0onpIINHCTBO Moay4asuInx oopadorky TOP mblneit xapakTepu30Bannuch
Oonee BBHICOKOW monieii omyxosecnenudpuieckux T-KJIeTOK B Celie3eHKE U KPOBHU MO CPABHEHHUIO C
rpynnoi, noay4vasiiel oopadorky OP, 4To ykas3pIBaeT Ha TO, YTO COXPAaHEHHE BHYTPHOIYXOJIEBBIX
T-xkneroxk ¢ mnomompro coeauHeHuss [ Bo  BpemMs 00palOTKHM XHUMHOTEpaneBTUYEeCKUM
CpeACTBOM/UHTHOUTOPOM KOHTPOJIbHBIX TOYEK MOKET BECTU K 00pa30BaHUIO OOJBIIErO KOJUYECTBA

onyxonecnenpduueckux T-KIETOK MaMsITH.
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Hpumep 12. UmnvabncHoe no3upoBaHHe coeauHeHuss | Beaer K NOBBLIINAIOIIEH

PErvjsiliii reHoB, KOTOPbIC MNOJIOKUTEJIbHO PErYJAHPYVIOT IKCHPECCHIO I/IHTCD(l)eDOHa ramMma,

MNPOBOCHAJIUTEJIHbHOIO HHTOKHHA H KDUTHYECKH BA’KHOI'0O KOMIIOHEHTA B INPOTHBOOIIYVXO0JIE€BOM

orBeTe T-KJIeTOK.

Hecymue onyxoms MC38 CS57BL/6 mbimu monydanu oOpabOOTKy IBYMsI €KEHEIEeTbHBIM
nozamu coeaunenuss 1 (100 mr/kr, IP). CnoycTss omHM CyTKM TOCj€ TOCHeqHEeH I03bl MbIIlen
YMEPILIBJIAIN U OMyXOJU coOupanu i aHanu3a. AHalu3 SKCIPECCHU I'€HOB OCYLIECTBIAIM Ha
LIeJIBIX OMyXOJISIX C IPIMEHEHUEM TaHeNH! JUIsl oy 4YeHus npoduneii skcnpeccnn PanCancer Immune
Profiling Panel. Hopmanu3oBanHble u npeoOpa3oBaHHbIe ¢ OMOLIbI0 Log2 3HaueHMs SKCIpeccuu
MCTIONIBb30BAIIH JUIs MeHTU(GUKAK AU(HEPEHIINATBHO SKCIIPECCHPYEMbIX T€HOB, ONPEAEISIEMBIX C
UCTIOJIb30BAHUEM MOPOToBOro p-3HaueHust <0,05 U KpaTHOCTH M3MEHEHUs1 aOCONIOTHOTO 3HAYEHUS
>1,3. Ananu3z oOoramenus no GpyHKIHOHaIbHON npuHagexxHoctd GO npoBoauIn B OTHOLIEHUU
NOABEPTIINXCS TOBBIMIAIOIEH pEeryJsiidd TeHOB, ONMCHIBAEMBIX TEPMHUHAMH, TAKHUMH Kak
«TIOJIOKUTENIbHAS PEryJIsALUs NPOAYKIMH HHTepdepoHa ramMMay M (IOJOKUTENbHas peryJisiius
npoiudepani aKTUBUPOBAHHBIX T-KJIeTOK», KOTOpbIe BKIIOUaroT B ceOs rensl 112, 1118 u Lta, xak
nokazaHo Ha ¢ur. 25, 26 u 27. DTu pe3ynpTaThl YKa3bIBAIOT HA TO, YTO KPATKOBPEMEHHOE
BO3JlelicTBHE coefrHEeHHs | MOXKeT NMPUBOAUTEL B pe3ysbTaTe K U3MEHEHHsSM B JKCIIPECCHM I'€HOB,
KOTOpPO€ CMOCOOCTBYET MPOBOCHAJIHTEILHOMY OIMYXOJEBOMY MUKPOOKPYKEHHIO, OJaronpusiTHOMY

JJIs1 OTBETA HA 6JIOKaI[y HUMMYHOJIOT'HYCCKUX KOHTPOJbHBIX TOYCK.

Hpumep 13. UmnviancHoe no3upoBaHue coeauHeHuss | Beaer K NOBBLIINAIOIEH

PErvjasiniii _ SKCIpPECCHH  I'€Ha I/IHTCDQ)CDOHa raMMa B OOVXOJHM__NpPH__J00ABJEHHH K

OKCAJHMIIIATHHY HJIH KOMOHHAIHAM OKCAJTUNIATHHA/anTHTeaa K PD-1.1.

Hecymue onyxone HMC38 C57BL/6 wmpimm monydanu o0OpaboTky coennHeHueMm |
(100 mr/kr, IP), okcamumiatusaoMm (10 mr/kr, IP) + coenunenue I (100 mr/kr, IP), anTurenom x PD-
L1 (xmon 10F.9G2, 100 mkr/mbimb, IP) + coenunenne I (100 mr/kr, IP), okcanumiatusaom (10 mr/kr,
IP) u anturenom k PD-L1 (xmon 10F.9G2, 100 mkr/mbims, IP) + coenunenue 1 (100 mr/kr, IP) B
TeueHne BOCBMH CyTOK. CIycTs IBajalaTe 4eThIpe Haca IMOCHE 3aKJIFOUUTENIbHON IO03bl MbILIEH
YMEPLIBIBSUIN M ONMyXOJU COOMpanu Ui aHanu3a. AHain3 SKCIPECCHHU I'€HOB OCYLIECTBIIM Ha
LIeJIBIX OMyXOJISAX C MPUMEHEHNEM IaHeNH! [Uis oy deHus npoduneii sxkcnpeccun PanCancer Immune
Profiling Panel. HopmanusoBanHele u mpeoOpa3zoBaHHble ¢ momomnbio Log2 3Ha4YeHHs YpPOBHS
skcnpeccun uHTepdepona ramma (Ifng) HaHOCAT Ha rpaduk Ay KaXA0H mape! rpynn o0padoTku ¢

coenunenveM I wnm 6e3 Hero. T = coenunenne I, O = okcanumiarus, P = antureno k PD-L1. Kak
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nokazaHo Ha ¢ur. 28-31, 3TH pe3yabTaThl YKa3blBAIOT HA TO, YTO KPATKOBPEMEHHOE BO3IEHCTBHUE
coequHeHus [ MOXKET NPUBOAUTL B PE3yJbTaTe K U3MEHEHHUSIM B OKCIIPECCUU TEHOB, KOTOPOE
CIOCOOCTBYET MPOBOCHAIUTENPHOMY OIYyXOJIEBOMY MHUKPOOKPYKEHUIO, OJIarONpHUsITHOMY JJIs

OTB€TAa Ha 6J'IOKa}:[y HMMYHOJIOTUYCCKUX KOHTPOJIbHBIX TOYCK.

Hpumep 14. UMmnvJbcHoOE 103UPOBaAHNE coeauHeHus | BeaeT K NOHUKAIOLIEH PervJsiiuu

T€HOB, CBSI3AHHbIX ¢ META00JIM3MOM AKTHBHbBIX (]_)ODM KHCJO0POAAa - BAYKHbIM IIYTEM, KOTOPbIH

CTHMVJIMPYVET HMMVHOCYIIPECCHIO NMPOUCXOAAINMHA H3 MHECJOHIHOIO POCTKA CYNPECCOPHBIMH

KJIETKAMH.

Hecymue onyxoms MC38 CS57BL/6 mbium monyyanu oOpabOTKy OBYMs €KEHEAEIbHbIM
nozamu coeaunenus 1 (100 mr/kr, IP). CnoycTss omHM CyTKM TOCj€ TOCHeaHEH I03bl MbIIei
YMEPLIBJIAIN U ONMyXOJU coOMpanu Iy aHaiu3a. AHalu3 SKCIPECCHU T'€HOB OCYINECTBIIAIM HA
LEJIBIX OMyXOJISIX C MPUMEHEHHEM MaHe H Jis oy yeHus npoduneii skcnpeccuu PanCancer Immune
Profiling Panel. Hopmanu3oBanHble u npeoOpa3zoBaHHbIe ¢ oMoLIb0 Log2 3HaueHus SKCIpeccuu
UCTIONB30BAIHN IJIs1 uAeHTUUKAIuU 1udepeHInaIbHO SKCIIPECCUPYEMBIX T€HOB, ONPEAEIIIEMBIX C
UCTIOJIb30BAHUEM MOPOTOBOro p-3HaueHust <0,05 U KpaTHOCTH M3MEHEHUs1 aOCONIIOTHOTO 3HAYEHUS
>1,3. Ananu3 oborameHust o GyHKIUOHANBHON npuHamiexkHocTH GO MpoBOAMIM B OTHOLICHUU
NOABEPTIINXCS TMOHIKAIOWEH PeryJisiqid TeHOB, OIHCBIBAEMBIX TEPMHHOM «IIOJIOKUTEIIbHAS
peryJsinust MetaboJM3Ma aKTUBHBIX (popMmbl Kuciopoaay, B Tom uncie Cdknla, Cxcll, 116, 1110, 1119,
Ptgs2. Kak mokazano Ha ¢ur. 32-37, 3Tu pe3yJabTaThl YKa3bIBAIOT HA TO, YTO KPATKOBPEMEHHOE
BO3JeHCTBUE coequHeHuss | MOKeT MPUBOAWTH B pPE3yJibTaTe K M3MEHEHHUSM DKCIPECCHU TeHOB,

MPUBOAALIINUM K OIMyXOJICBOMY MUKPOOKPYKEHUIO, KOTOPOE ABIKICTCA MEHEC UMMYHOICTIPECCHUBHBIM.

Ipumep 15. Honvassiuy BHYTPHONOVXO0JEBLIX HMMVHHBIX KJETOK XAPAKTEPH3VIOTCS

BbICOKHMH YPDOBHAMH m)o.JerQagml N0 CPABHECHUIKO ¢ UX COOTBETCTBYIOUIHMMH AHAJIOaMH B

CCJIE3CHKE, YTO VKA3bIBA€T HA TO, YTO ).IOﬁaB.]'leHl/le coenrHeHus I K XuMHOTEpANIEBTHYECKHM

CXCMAM HMEET MNOTCHLUHAJJ A 3AINHUTHI  BHYTPHONVXO0JEBbIX HMMVHHBIX KJICTOK OT

XHUMHOTECPANHH, IPUBOASA K YVCUJICHHOMY IIPOTHBOOIIVX0JI€EBOMY OTBETY.

Hecymum onyxons MC38 C57BL/6 mbimam BBoamnu EdU (5-sTuHHMN-2’-ne30KCHy pUanH,
200 mkr/mbimb, IP). Cniycts BoceMHanuaTe 4acoB nocie BeeneHus 1036l EQU mbimeit ymepiusisim
¥ ONYXOJIM U CeJle3eHKH coOmpanu aisi aHanu3a. OnyXonu U cele3eHKH Mmoaseprainn odpadoTke ¢
NIOJTyY€HHEM CYCIeH3HH OTAENbHBIX KIETOK C NMOCIEAYOUINM 00eIHeHHeM TOrHOINMY KIIETKaMU U

oboramenneM CD45+ uUMMyHHBIMH KJIETKaMH TIepel] MEYEHHEM AaHTHTEJIaMH K pa3IHYHbIM
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HOMYJBSIIUAM JTUM(OUIHBIX ¥ MHENOUAHBIX MMMYHHBIX KIIETOK, OINpPENEJICHHBIMU CIIENYIOIUM
obpazom: CD8+ T-knetku (CD4-CD8+), CD4+ T-knerku (CD4+CD8-Foxp3-), Treg (CD4+CD8-
Foxp3+), NK (CD3-NKl1.1+), MoHOUMTapHbBIE TPOUCXOMSALINE U3 MHEJIOUJHOIO pPOCTKA
cynpeccopuble kietku (mMDSC, CD11b+Ly6C+Ly6G-), rpaHyJoLnUTapHble NPOUCXOASLINE U3
MHEJIOUTHOrO pocTka cynpeccopHele kietku (gMDSC, CD11b+Ly6C+Ly6G+) u makpodaru
(CD11b+Ly6C-Ly6G-). Ilocne oxpammBaHusi KJIETOYHOH MOBEPXHOCTH 00Opas3mbl  KJIETOK
¢uxcuposamu u BkmoueHne EdU BBIABISNN € MOMOINBIO METONOB KJIHUK-XUMHH C TOCIEAYIOIIUM
aHAJM30M METOIOM IPOTOYHOH LIUTOMETPHH. BbIpakeHHYI0 B TNPOLIEHTAX MpoiHdepannto
onpenensn kak %EdU+ B kaxxnoit onpenenenHoi nonynsanun kietok. Kak nmokasaHo Ha ¢ur. 39 u
40, Bce cyoOmomymsaumu sgumdoruroB 1 MDSC B OmyxoJsix NpOSIBJISIOT BBICOKHE YPOBHU
nponudepanuy, 4TO yKa3blBaeT Ha TO, 4TO noOaBjeHHe coenuHeHHs | K XMMHOTeparneBTHIeCKUM
cXeMaM HMeeT MOTEHIMal AJIA 3al[UThl BHYTPHOIYXOJEBbIX UMMYyHHBIX KJIETOK OT TOKCHYHOCTHU

XUMHOTECPAIIEBTUICCKOTO CPEACTBA, YTO BEACT K YCUJICHHOMY IIPOTUBOOITYXOJICBOMY OTBETY.

Ilpumep 16. HenpepbiBHOE 103HpOBaHHE coeArHeHHs | B KOMOHHAIIMH ¢ HHTHOUTOPOM

KOHTPOJIbHbBIX TOYCK HE NPHBOJANUJIO B PE3VJIBTATE K VCHJICHHIO IIPOTHBOOIIVX0JE€BOI0 OTBETA.

Hecymue onyxone MC38 mplmm nomyvanu o0paboTky coenuHeHueM I (execyTouHo x28
cytok, IP, 100 mr/kr) ¢ antureniom k PD-L1 (pa3 B aBe Henenu x2 Hepenu, IP, 100 MKI/*KHBOTHOE)
wim 0e3 Hero W oueHuBamu oObeM omyxonu. Kak moxHO yBuuers Ha ¢ur. 38, nobasneHue
coenuHeHus | k cxeme ¢ antutenom k PD-L1 nogasnsano MuHNMabHbIN 3¢ (ekT, HaOmonaeMblii B
KOropTe ¢ BBeIeHHEeM TOJbko aHTuTena k PD-L1. OTu nanHble yka3bIBalOT Ha TO, 4TO AOOaBICHNE
HerpepbIBHON 00paboTku coennHeHneM I k antureny k PD-L1 He ycunnBaeT npoTHBOONYXOJEBBIH

a¢dekt, a pakTHUECKH BbI3bIBAET HEKOTOPOE OCIabIEHHE.

Ipumep 17. IIpoToKOJ KJIHHHYECKOr0 HMCCAEAOBAHMS /ISl JIeYeHUs] NALHEHTOB ¢

MEJKOKJIETOYHONH KAPUMHOMONM JErkoro ¢ HCnoJbL30BaHueM coeauHeHust 1| B koMOuHAIUM C

ATe30JJH3YMA00M, 3TONO3HIAOM H KAPOOIJIATHHOM.

bbu10 CrIaHMPOBAaHO KIMHUYECKOE MCHBITAHUE JJIsl JIEUEHUs MEJKOKJIETOYHON KapLMHOMBbI
JIETKOTO C MPUMEHeHneM KOMOWHAIMU coequHeHus 1, arezonu3ymaba, sTono3naa u kapOorniaTuHa,
conepxaiee 21-cyrounyro a3y nHAyKIuu 1 2 1-cyTounyro ¢a3y nogaep:kanus. BmoTs 10 ueTeipex
LUKJIOB (a3l HHAYKIUH OyeT BBITOJHEHO, €CJIU MALeHT COOTBETCTBYET CIEAYIOIINM KPUTEPHUSIM
nepen KakabiM LUKJIOM B (asbl unaykiuu: ANC >1.5 x 10°/n; komuuectBO TpOMOOLMTOB

>100 x 10°/n; ¥ OlleHKa TOKCHYHOCTEH, He CBA3aHHBIX C I'eMaTOJOTMYeCKUMH JIeKapCTBEHHLIMU
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CpencTBaMH, (3a UCKJIFOYEHHEM OOJIBICEHUsT) JOJDKHA COCTABISITh <1 MM Bo3Bpamarbes K poHOBOMY
3HadeHuro. Llukn dasbl mopaep:kaHust HAUMHAIOT Cpa3y Mocie caMoil mocneaHel (as3pl MHAYKLUH,
€CJIM NAaUEHT HE COOTBETCTBYCT BbILICYKA3aHHBIM KPUTCPUSAM. ITo 3aBCPHICHUHN LIUKJIOB UHAYKLHUU B
KOJIMYECTBE BILJIOTh 0 YETBIPEX 3aTeM HAaUMHAIOT 2 1-CyTouHBIH LUK (pas3bl noanepskanusa. OauH uim
HECKOJIBKO JIOTIOJTHUTENBHBIX IIMKJIOB (ha3bl MOIAEPKAHUS MOTYT ObITh HA3HAYEHBI 10 3aBEPIICHUS
WICCIIEIOBAHYSI, €CIT OHH MEePEHOCSTCS.

B (ase UHAyKLUM MAalUeHTHl NOJy4aroT coenunenue I (240 mr/m?, passenenHoe B 250 mu
DSW wunnm 0,9% pactBope xnopuna Hatpus) win miane6o (250 mu DSW unu 0,9% pactBop xiopuaa
Hatpus), BBomuMMoe IV ommH pa3 B cyTku B 1-3 CyTKHM KaXAOro LHMKJIA Teparnuu
sTono3uaomM/kapdoratuHomM/atezonuzymadbom (E/P/A) (B obrueii cioxuHocTH 10 4 nukioB). B daze
noAAcCp KaHusd TMAalUCHTBhI IOJIy4ar0T aTe3OJ'II/ISYMa6 KaXabIie 21 CYTKH. HaL[I/IeHTbI noay4aroT
tepanuto E/P/A B Buzme 21-cyTOYHBIX LUKJIOB BO BpeMs (asbl mHaykimu. Jlozy kapOoraTtuHa
pPaccUMTHIBAIOT C MCHONb3oBaHUEeM (popmyisel KampBepra [cymmapHas nosa kapOormiatuHa (Mr) =
(uenesast AUC) x (GFR + 25)], npuuem uenesasi AUC = 5 (makcumym 750 mr) IV 3a 30 munyT B 1
cyTku, u 100 mr/m* sTonosuaa BeoaaT IV 3a 60 MUHYT execyTouHo B 1, 2 1 3 cyTkH Kaxmoro 21-
cytouHoro rukia. Arezonuszymad (1200 mr) B 250 mit 0,9% pacTBopa XJIopuaa HaTpUs BBOAST B BHIE
IV undysun B 1 cyTku kaxporo 21-cyTodHOro LuKiIa Kak B ¢asze MHAYKIMU, Tak U B ¢ase
noanepskanus. Ate3onnsymad BBOIAT B Buae nH(py3un 3a 60 MUHYT IPH NEPBOM BBEICHUU U, €CITH
3TO MEPEHOCUTCs, BCE IMOCIenyLre HHPY3UH NOCTaBIAoT 3a 30 MUHYT. ATe30omu3yMad BBOAST
TIOCIIE 3aBEPIIEHNs BBEICHUS coeqnHeHus | mmn riane6o, 3Trono3uaa u kapOorniaTHHa.

HuTepBan Mexay no3amu coenquHenus | mim ninanedo Ha Ciieayromme CyTKH COCTaBIIsIeT He
bonee uem 28 uacos. MHTepBan mMexay no30i coenuHenus | wim maane0o B 3alaHHBIC CYTKHU (C
BBEJICHHEM 3TOMNO3UAA WM KapOoriaTiHa) coctapisieT He Oonee yeMm 4 yaca. CoenuHenue I mnn
riane0o BBOIAT TOJIBKO ¢ Tepanuei sronosunom/kapbornaruaom (E/P). Ecnu HasHaueHne Tepanuu
E/P npuocraHaBIMBaIOT WM IPEKpPAINalOT, BBeAeHUEe coeauHeHus | wunm mnanebo Taxoke
MPUOCTAHABJIMBAIOT HWJIM  HNPCKpaLlaroT. BBeI[eHI/Ie XUMHUOTEPAINIEBTUICCKOTO CpEACTBA HE
OCYLIECTBJISIIOT 10 MOMEHTa Iocje 3aBeplieHus uHQys3uu coeauHeHus | mnu nmanedo. B obenx
YacTsIX MHCCJIEN0OBAHUS BBEJEHHUE HCCIENyEeMOro JIeKapCTBEHHOIO CpeNCTBa MPOAODKAIOT A0
nporpeccupoBanusi 3aboneBanusi cornacHo oueHke RECIST v.1.1, HempuemieMol TOKCHYHOCTH,
OT3bIBa COMJIACHsI MM TNpeKpallleHus] M0 MHULMATuBe Huccienosatens. Ilocne mporpeccupoBaHus
3abonesanust 1o onenku cormacHo RECIST v1.1, eciu mpencraBisieTcs, YTO MALMEHT IOJydYaeT
OnaronpusTHEIA KIMHUYECKUH PEe3yJIbTaT, UCCIEN0BATENb M0JIAraeT, YTo 3TO HAMIYYIINM 00pa3oM

OTB€YACT HHTECpPECAM MAalMCHTA, W TAaHUCHT TMIPpEAOCTABUJI IIOBTOPHOEC COIJIACUC, BBCACHUEC
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HUCCICAYEMOTO JICKAPCTBCHHOI'O CpeACTBA MOXKET OBITh MPOAOIKEHO OO0 NOTEPU 6J'IaFOHpI/I$ITHOFO

KIMHUYECKOTO 3 deKTa.

JanHoe onmcaHue OBUIO OMMCAHO CO CChUIKOW HAa BAPHAHTBI OCYLIECTBICHMS HACTOSILETO
u3obperenusi. Hacrosimee nzodpereHne ObLIO OMUCAHO CO CChUTKOM Ha COOTBETCTBYIOIUE BAPHAHTHI
OCYILECTBJICHHS, KOTOpPble MIUIIOCTPUPYIOTCS] COMYTCTBYIOLIMMU MpuMepamu. Tem He MeHee,
HacTosIee M300pEeTeHHe MOXKET OBbITh OCYLIECTBJIEHO B Pa3JIMYHBIX (POpPMAx, U €ro He CIeayer
pacCMaTpuBaThb KaK OIPaHUYCHHOC BapUaHTaMU OCYILICCTBJICHUS, MH3JOXKCHHBIMU B JaAHHOM
nokymeHnte. C yueroM UHGOpMAUU B JAHHOM JOKYMEHTE CPEIHUN CIEeUAUCT B JaHHOH o0aacTu
TEXHUKH OyzneT crocoOeH MOnu(pHUUpPOBaTh HACTOsIIEEe N300peTeHne Uil HEOOXOAMMON Lienu, U

TAKUE€ BAPUAHTBI CHUTAOTCA HAXOAALIUMUCS B IpEACiax obbeMa HaCTOALIECTO I/I306peTeHI/I$I.
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POPMYJA U3OBPETEHUA

1. TlpumeHeHHe CENeKTHBHOIO WHIHOWTOpa LUKIMH-3aBHCHMON KuHa3bl 4/6 (CDK4/6)

CTPYKTYPBHL:
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Wi ero (apMareBTUYeCKH NPUEMIIEMON CONMU JUIs JICUSHHs YeJIOBEeKa, MMEIOIIEro pak
MOYEBOTO IMy3bIpsi, BKIIOYAIOIee Ha3HAUEHHE YeJIOBEKY TePareBTHIECKOH CXeMbI, COAep Kallei:

a) a3y uHayKIMy, rae Gasa MHAYKIUY BKIIOYAET OAWH WU 00Jiee XUMHOTEPATEBTHUECKIX
IIMKJIOB, BKITFOUAIOIIINX

1) BBeZieHHe uenoBeky 3¢ dexrusHoro konuuecrsa uarudutopa CDK4/6;

1) BBeIeHHE YEJOBEKY 3(P(PEKTUBHOIO KOJIHYECTBA XUMHOTEPAIEBTHUECKOrO CpE/CTBa,
BBIOPAHHOTO M3 LIKMCILIATHHA, KapOOIIaTHHA ¥ reMIMTa0HA WK UX KOMOMHALINY,

npu 5TOM BO BpeMs ¢a3bl uHAyKimuu nHruourop CDK4/6 BBOAAT TOMBKO NPUOIU3UTENBHO 32
24 yaca WM MeHee Nepes] BBeICHUEM XHMHOTEPANeBTHIECKOrO CPENICTBA, U

NpU 3TOM XHUMHOTEPANEBTHYECKOE CPEACTBO SIBJSETCS IIUTOTOKCHMYECKUM B OTHOIIEHUH
3¢ PEKTOPHBIX IMMYHHBIX KJIETOK;

b) dbasy nonneprkanus, rae ¢pasza NOAASPIKAHKS BKIIOYAET OJUH WK O0Jiee LIUKJIOB JICUSHHS,
BKJTFOUAIOIINX

1) BBemeHHe uYeNOBeKy 5((EeKTUBHOIO KOJIWYECTBA HHIHOUTOpPA HWMMYHHOJOTHYECKHX
KOHTPOJIbHBIX TOYEK, U

i1) BBeeHue uenoBeky 3¢ dexruHoro konuuecrsa nHruoburopa CDK4/6,

npu 5ToM a3y NoAepKaHNs Ha3HAYAIOT MOCIIe peKparieHust Gpaspl HHAYKLIUH.

2. Ilpumenenue no 1. 1, rae uaruéurop CDK4/6 u xumnorepaneBTHIECKOE CPEICTBO BBOASAT
B T€4eHHE 21-CyTOYHOro LUKA.

3. Ilpumenenue o m. 2, rae 21-CyTO4HbIH LIUKJI TOBTOPSIIOT YEThIpe MK OoJiee pas.

4. Tlpumenenwe no 1. 1, rae Bo Bpems (assl nunaykiun nHruoutop CDK4/6 BBOIST 4enoBeky

HpI/I6.]'II/I3I/ITe.]'[bHO 3a 4 yaca WU MeHee nepea BBEACHUEM XUMUOTEPANIEBTUYCCKOTI'O CPpEACTBA.
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5. Ilpumenenue mo 1. 1, rae Bo Bpemst (asbl nHaykuuu nHruontop CDK4/6 BBOAsT uenoBexy
npuOIM3UTENbHO 32 30 MUHYT Iiepell BBeleHHEM X UMHOTEPANIeBTHYECKOrO CPEACTBA.

6. IIpumenenue 1o 1. 1, rne MHrUOUTOP UMMYHHOJIOTHYECKUX KOHTPOJIBHBIX TOUEK BBIOpaH
U3 TIpynmbl, cocrosimeil u3 uHrubutopa Oenka 1 mporpammupyemoil rubemu kierok (PD-1),
uHrubuTopa juranga 1 Oenmka mnporpammupyemoii rubemu kierok (PD-L1) u wunruburopa
aCCOLIMMPOBAHHOTO ¢ nUTOTOKCHYecKHMH T-mumdounTtamu Oenka 4 (CTLA-4).

7. llpumenenue mo 1.6, rAe HHMMOUTOP HUMMYHHOJOTMYECKUX KOHTPOJBHBIX TOYEK
npexacTasisieT codoi naruduTop PD-1.

8. Ilpumenenue mno n. 7, rae uHruOutop PD-1 BeIOpaH wu3 rpymnmsl, cocrosimeil u3
HUBOJIyMaba, muauau3ymada u nemoponuzymada.

9. Ilpumenenne mo m. 6, TOe HMHIHOUTOP WMMYHHOJOTHYECKHX KOHTPOINBHBIX TOYEK
npexacTasiseT codoi narudurop PD-L1.

10. Ilpumenenue mo m. 9, rae uHruOutop PD-L1 BRIOpaH W3 rpynmbl, COCTOSAIIEH H3
ate3onu3ymada, nypBanymada u aBemymada.

11. IIpumenenue no . 10, rae uarudurop PD-L1 npencrasmnsier coboii aBenymad.

12. Tlpumenenue 1o 1.1, rae pak MOYEBOTro IMy3bIpsi IPEACTaBIsAeT COO0H METACTATHUECKYIO
yYPOTENNANbHYI0 KaPLIUHOMY .

13. TlpuMeHeHHe CEIEKTUBHOTO HMHTHOMTOpAa LMKJIMH-3aBUCHUMON KuHaszbl 4/6 (CDK4/6)

CTPYKTYPBL:
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u ero (¢apMaleBTU4ecKd NpUeMIIeMON Colu AJsl JieueHHs 4YelloBeKa, MMEIOIIEero pak
MOJIOYHO# »KeJie3bl ¢ TPOHHBIM OTPULATENbHBIM (DEHOTHIIOM, BKIIFOUYAIOIee Ha3HAYEHHE YETOBEKY
TepaneBTUYECKON CXEeMBI, CozlepsKalleil:

1) BBeeHue uesioBeky 3 dexTuBHoro konuyuecrsa nuruoutopa CDK4/6;

1) BBermeHHE UeNOBeKY 3((EKTUBHOIO KOJIMYECTBA XUMHOTEPAIEBTUYECKOrO CpEe/CTBa,
BBIODAHHOTO W3 TPYMIBI, COCTOSIIEH M3 KapOOIUIaTWHA, OKCAJNMIUIATHHA, LHCIUIATHHA,
noKcopyOnuuHa, S-pTopypanmia, NakiuTakcena, LukiIopochamuna, reMuuTabMHa MW UX

KOMOHWHAIMH, U
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ii1) BBemeHueE 4eaoBeKy 3 PeKTUBHOTO KOJIMUYECTBA eMOpon3ymada;

npu 5ToM uHruouTop CDK4/6 BBOAST TONBKO MPUOMU3UTENBHO 3a 24 Yaca UJIN MEHee Nepes
BBEZICHHEM XUMUOTEPAIEBTHUECKOTO CPECTBA.

14. Ilpumenenne mno 1. 13, rme wunruOurop CDK4/6 BBOAAT ueNOBEKy TOJNBKO
IPUOM3UTENBHO 32 4 Yaca MM MEHee Iepell BBEACHHEM XUMHUOTEPAIeBTHUECKOTO CPENICTBA.

15. Ilpumenenne mno 1. 13, rme wunrHOurop CDK4/6 BBOmST UeNOBEKy TOJBKO
npuOIM3UTENbHO 32 30 MUHYT Iepell BBEIeHHEM X UMHOTEPANIeBTHYECKOrO CPEACTBA.

16. Ilpumenenne mo 1. 13, rne XMMHOTEpAaNeBTUYECKOE CPENCTBO MpPEACTaBisieT coOoi
KapOorIaTHH.

17. TlpumeHenue mo m. 13, rae XUMHOTEpPANEeBTUUECKOE CPEICTBO IMPENCTABISET COOOM
reMuuTabuH.

18. IlpumMeHeHue CeIeKTHMBHOINO HMHTHOMTOpa LUKIMH-3aBUCUMOM KkuHasel 4/6 (CDK4/6)

CTPYKTYPBHI:
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W ero ¢apManeBTU4ecKd NpUeMIIeMON CONMM Ul JieYeHHs 4YelOBEeKa, MMEIOIIEro pak
MOJIOUHOMN »eJie3bl ¢ TPOHHBIM OTPULIATEIbHBIM (EHOTHUIIOM, BKJIIOHANOLEe HA3HAUEHHE YeIOBEKY
TePaNeBTUIECKON CXEMBI, COlepIKaleii:

1) BBeZieHHe uenoBeky 3¢ dexruBHoro konuuecrsa uarudutopa CDK4/6;

i1) BBeieHUE YeIoBeKy 3P PEeKTHBHOTO KOJIMUYECTBA KapOOIIaTHHA,

1i1) BBeZieHHe UesoBeKy 3(pQeKTHBHOro KOINYeCTBa reMIUTa0nHa; U

1V) BBeZIeHHE 4eNIOBeKY 3((HEKTHBHOTO KOJNYECTBA EMOPOIH3yMala;

npu 5ToM uHruduTop CDK4/6 BBOIST TONBKO MPUOMU3UTENBHO 32 24 Yaca W MEHee repen
BBE/IEHHEM XUMHUOTEPAIeBTHYECKOTO CPEICTBA.

19. TIlpumenenue mno m. 18, rme wunruburop CDK4/6 BBOmAT 4eNOBEKY TOJBKO
npuOIM3UTENBHO 32 4 Yaca WM MeHee Tiepe]] BBeIeHHeM KapOoriaTiHa W/ Wi reMiuraduHa.

20. Ilpumenenne mno m. 18, rme wunrubmurop CDK4/6 BBOmAT 4ENOBEKY TOJIBKO

npubIM3uTeNbHO 32 30 MUHYT Hepen BBeneHHeM KapOoIutaTHHA W/ reMIUTa0uHA.
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21. Ilpumenenue no 1. 18, rae TepameBTHYECKasi cxeMa BKJIOYaeT: a) 21-cyrounyro dasy
UHAYKIUHU U b) 21-cyTouHy!0 a3y noanepskaHus,
a) (haza MHAYKLUU BKIIFOYAET:

1) BBezeHue uenoBeky 3¢dexTuBHOro konndecrsa uaruouropa CDK4/6 B 1 u 8 cytku 21-
CYTOYHOTIO LKA,

1) BBemeHue uesnoBeky dS¢¢dexTuBHOro konudectsa kapboruatmaa B 1 u 8 cytkm 21-
CYTOYHOTO LKA,

1i1) BBeieHUe YenoBeKy 3GPEeKTHBHOIO KojmuecTa reMuuradunaa B 1 u 8 cytku 21-cyTouHoro
LIMKJIa,
b) dhasza momnep kaHusi BKIKOYAET:

1) BBeZieHre 4eNoBeKy 3¢ eKTHBHOrO KouvyecTna rnemoponmsymada B 1 cytku 21-cyTogHOro
LIMKJIA,

npH 5TOM a3y NOANEPIKAHNS HA3HAYAIOT TOCIIE MPeKparieHust (pa3bl HHAY KIUH.

22. Ilpumenenne no 1.18, rne TepaneBTHUYECKas cXxeMa BKJIOYaeT. a) 21-cyrounyro Qasy
UHIYKUIUHA 1 b) 21-cyTounyto a3y noaaepranus,
a) (haza MHAYKLUUU BKIIFOYAET:

1) BBeieHue uenoBeky 3¢ddexruBHoro konudectsa naruouropa CDK4/6 B 1, 2, 8 u 9 cytku
21-cyTOYHOTO LIUKJIA;

1) BBenmeHue uenoBeKy 3(PQeKTHBHOro KonudecTBa kapOomatuHa BO 2 M 9 cytku 21-
CYTOYHOTIO LKA,

1il) BBeneHHWe 4eJOBeKY d>((eKTHBHOro KojudyecTBa remuuradbmHa Bo 2 u 9 cytku 21-
CYTOYHOTO LKA,
b) dhasza nmomnep kaHusl BKIKOYAET:

1) BBeieHre 4enoBeKy 3¢ ¢ eKTHBHOro KonudecTsa rnemoponmsymada B 1 cytku 21-cyTogHoro
LMKJIA,

npu 5TOM a3y NOANEepKaHNS HA3HAYAIOT TOCIIEe MPeKpaieHust a3bl HHAY KIUH.

23. IlpuMeHeHHe CENeKTHBHOTO MHIMOMTOpa LUMKIMH-3aBUCHUMOI kuHasbl 4/6 (CDK4/6)

CTPYKTYPBL
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Wi ero (apMaleBTHYECKH MPUEMIIEMOW COMM U JIEYEHHs 4YeJOBeKa, HMMEOLIero
METACTATUYECKUM HEIUIOCKOKJIETOUHBIN HEMEIKOKJIETOYHBIH PaK JETKOro, BKIKYAKLIEe HA3HAYEHUE
YeJIOBEKY TEPaNeBTHUECKON CXEMBI, COJEpIKALLEH!

a) ¢asy wuHaykimu, rae (asa HMHAYKLIMH BKJIOYAET OJUH WM HECKOJNBKO 21-CyTOYHBIX
XHUMHOTEPANEBTHYECKUX LIUKJIOB, BKIIOYAIOIINX:

1) BBeneHue uenoBeky 3¢ddexruBHOro kxommuecrsa mHruOuropa CDK4/6 B 1 cytkm 21-
CYTOYHOTO XHMHOTEPANEBTUYECKOTO IUKJIA,

11) BBeneHue uenoBeky 3(dexruBHOro KomuuecTsa kapdoriatuHa B 1 cyTku 21-cyTouyHOro
XHUMHOTEPANEBTUYECKOrO LIUKJIA,

1ii) BBemeHHe 4enoBeKy 3((PEeKTHBHOTO KOJNYeCTBa neMeTpekcena B 1 cyTku 21-CyTouyHOro
XHUMHOTEPANeBTUYECKOr0O LKA, 1

1v) BBeneHue uesnoBeKy ¢ ¢dexTuBHOro KommdecTBa mnemOponusymadba B 1 cytku 21-
CYTOYHOTO XMMHOTEPANEBTUYIECKOTO LIUKJIA;

Ipu 3TOM B TedeHue ¢a3pl nHAYKuUK nHruourop CDK4/6 BBOIAT TONBKO NMPUOTU3UTEIBHO
3a 24 yaca WM MeHee Mepes BBeIeHneM KapOoIulaTHHA W/ IIH IeMeTpeKcea,

b) pa3y nognep:kanus, rae ¢haza moanepsKaHUs BKIIFOYAET OJUH HIIM HECKOJIBKO 2 1 -CYyTOUHBIX LIMKJIOB
JI€YEHUs1, BKIIFOYAIOIIUX

1) BBemeHue uesioBeKky 3G (HeKTHBHOIrO KOJHUecTBa neMoponusymada B 1 cyTku 21-CyTOYHOTO
LIMKJIA JICYEHHS,

pH 3TOM a3y MOAAEPKaHUS HA3HAYAIOT MOCTIe peKpareHns (a3bl HHIYKLUH.

24. Ilpumenenue mo 1. 23, rae BO Bpems (asel mHaykimu uHruOurop CDK4/6 BBOZST
YeJIOBEKY TOJIBbKO MPUOIM3UTENBHO 32 4 Yaca WM MeHee Neperl BBEACHUEM XUMUOTEPAleBTHYECKOTO
CpencTna.

25. Ilpumenenue mno 1. 23, rae Bo Bpems (assl mHaykimu uHruOurop CDK4/6 BBOOST
YeJIOBEKY TOJBKO NPUONM3UTENbHO 32 30 MHHYT Nepel BBEACHHEM XHMUOTEPAIeBTHYECKOrO

CpencTBa.
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