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KOMBMHAIIMM, TIPUT'OOHBIE B CIIOCOBE JIEUEHWA
CAPKOMEI

[lepekpecTHasa CCHUJIKA Ha POIOCTBEHHHE 3asaBKU

[Io IaHHOM 3asBKe UCIpallMBaeTCsa IIPMOPUTEeT Ha OCHOBaHUU
npenBapuTesibHOM 3agBku CIIA M 62/825,017, nomaHHOM 27 MmapTa 2019,

comepXaHMe KOTOPOM BKJIOUEHO B HACTOAMUM OOKYMEHT IIyTeM CCBUIKM.
OBJlacTh TeXHMKU

B HacToOdmeM OOKYMEeHTe OIMCaH Crnocob JieueHUS CapKOMH VY
cybbekTa, HyXIaomeI'oCs B HeM, coIepXallMi BBeIdeHMe CyOBeKTy
S0OEKTUBHOTO KOJIMUECTEBa HU3KOMOJIEKYIIAPHOTO COeOVMHeHusa. BoJee
KOHKPETHO, B HAacCTOdlleM NOOKYMEHTe ONUCAH CIHOCOO JIeueHUS CapKOME
y cCcyb0bekTa, HyXIawomerocs B HeM, COoIepXallri BBeldeHMe CyOBLeKTy
SQOEKTUBHOTO KOJMUECTBa HM3KOMOJIEKYJIAPHOTO COeIMHEeHUSI OTIOeJIbHO

WX B KOMOMHALMM C XMMHUOTEpAalleBTUUECKMM areHTOM.
YPOBEHL TeXHUKU

CapkoMa MATKMX TKaHey (CMT) nOpencrabJjseT cobom pak,
IPOUCXOOANUN M3 Me3eHXMMAaJIbHEX TKaHelM, TaKMX KakK IJlaIKMe MBI
(MaTKM, KeJyOokKa, TOHKOM  KUIIKMU, 3a0pOIMHEHOTO IPOCTPAaHCTBRa,
KPOBEHOCHEX COCYIOOB UM KOXM), CYXOXKWIMA, XUp, JUMbaTUUeCKME
COCyIH, COCYyIOMUCTas TKaHb M HEPBH, a TaKXe XpAlleBHe U IOpyIue
TKaHM, OKpyXawlyie CyCTabBh. HecMOTpsa Ha TO, YUTO BTO TOJBKO OKOJIO
1% oT of6mero umMcJa HOBHEX pakKoB eXeToIHO, Kaxaek r1oxm B CIA
oIMarHocTupyeTcsa okoJo 15000 HOBHX cClIyyaeB CapKOMEl. CapKOME
MATKUX MBI ABJIATCA 0O0Jiee pPacClIpOCTPaHEHHEIMM, COCTaBJIAS OKOJIO
5-10% oT Bcex cCcapkKoM MATKMX TkKaHelM. B OOHOM TakKoM IIpuUMepe
CapKOMEl, al'peCcCUBHas, MeCTHO-pPelUVMIOUBMPpyKMas, HeollepabeJjibHas, C
MEeTacTaTUUEeCKUM PelMuIMBOM/He MOoIIalmascd JIeUeHU JIeMOMMOCapKoMa

(JIMC) npencrabjigdeT OKOJIO 24% TakKUX CapKOM.

CTaHOapT MeOMUMHCKOM nomomm (SOC) [npu JIedeHUM CapKOMEH
BRJIOUAET B Celbda XUpYypI'MUeCKOoe JieueHMe, JIYUYEeBYK Tepalluln U
XuMMoTepanno. OOHaAKO, HabiomaeTcsa HeOOJIBION NIPOTPecC B JIeUeHUU

arpeccuBHEX JIMC. TepaluM IEepBOM JIMHUM BKJOUAKT B ced®a KOMOMHALIUU



Adriamycin® wmiau Rubex® (moxcopyOuLMH), c wmm ©Bez Ifex®
(npocohammmnm) , a TakKxe Gemzar® (reMunTabUH) C Taxotere®
(mouerakceJ) . LUTOTOKCUUECKMM areHT TpabeKTeIMH M aHTMOT'E€HHHU

VHTUOUTOP PeLelTOPHOM TUPO3MHKMHASZE IIa30HnaHmu® ObBUIM HeDaBHO
omobGpeHEl 0OJia JedeHuda JIMC B KadeCTBe TepaluM BTOpOM MM 0OoJiee
nosmHeM JMHMM, ofecHeurBasd I[IpPeuMymeCcTBO B BEXMBAeMOCTU 0e3
IIPM3HAKOB IIpoTpeccUupoBaHUA  3abojieBaHMA (PF'S) B HECKOJIbKO
MecHdlleB, XOTA ¥ He IOeMOHCTPpHUPYA yJyulleHus oOmel BBEXXMBAEMOCTU

(0S) (van der Graaf 2012, Demetri 2016).

DTIC-Dome® (makapba3muH), IMPOKO MCIOJL3IYEeMHM IOJIg JeueHUS
CapkKOMEl MATKMX TKaHel, YacTo I[IpuMeHdIeTCcs B KaudecTBe Tepaluu
foJlee MHO3IOHEM JIMHMM UM B cJjydae JIMC mnos3BoJideT ITOOMTHLCA YaCTOTH

OTBETOBR Ha JeueHMe, COCTaBJAlMen OPUOIIN3UTEIJIBEHO 10%.

OCHOBHBASACH Ha He3HAUUTEJIEHEX YIIYUIIEHU X YaCcTOTEH
KpaTKOCPOUHOTO OTBeTa B CJydae KoMOuHaluM TpabekTeOmMHa U
nasonaHmba, OakapbasMH OCTaeTCsa MNOOXONAUMM BEHOOPOM IJIA Tepaluu
JIMC, HeCcMOTpA Ha HU3KYO JacToTy OTBEeTAa Ha JleueHue.
CoOTBETCTBEHHO, JIMC [pencTaBJdeT cobom OTHOCUTEJILHO
PAaCHpPOCTPaHeHHH MIOIBUI CAPKOMH, HYXIAMUNCS B HOBHX KJIMHUUECKU

S0PEKTUBHEIX XVMMUOTEPAleBTUUECKMX al'eéHTaxX WM MX KOMOMHaLUMAX.
KpaTkoe omnmcaHme

OOHMM acCIleKTOM, OIIMCAHHEM B HAaCTOAlleM NOKYMEHTe, SABJISETCH
crioco® JleyeHMs CapKOMEL y CyOBeKTa, HyX»oawomel'ocd B HeM,
comepxamuil BBeleHUe CYOBLeKTY 20PeKTMBHOTO KoJMUecTBa S5-dpTop-2-
(6-dpTOop-2-MeTHJI-1H-0eHs30 [d] uMuOasoJi-1-uj) —-N4-[4-
(TpudTOPMEeTUII) QeHWUIT ] IUPpUMUIVH-4, 6—-OMaMMUHa, WMeKlel'o CTPYKTYPY
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i ero @apMaHeBTquCKM HpMeMﬂeMOﬁ coJii, MJIn eTro

@apMaHeBTquCKOﬁ KOMITIO SMIIUNM .

IpyTMM acCIeKTOM, OIMCAaHHEM B HaCTOAlleM HOKYMEeHTe, SBJIAeTCS
Ccrioco® JIeUeHUS CAPKOMH Yy CYOBLeKTa, HykIaoleTocd B HeM, COIepXallui
BBeIeHre CYOBeKTYy 50OeKTMBHOTO KoJMUecTBa CoeIMHEHMS 1 MM eTo
@apMaHeBTquCKM HpMeMﬂeMOﬁ CcoJI, nJin ero @apMaHeBTquCKOﬁ
KOMIIO3MIIVMM B KOMGMHaHMM C 9®®GKTMBHHM KOJIMUEeCTBOM II0 MeHbIlen

Mepe OIOHOT'O XVMMMOTepalleBTUMYeCKOI'O al'eHTa.

OOHMM AacCIeKTOM, OIIMCAHHEIM B HACTOANEeM IOKYMEHTe, SABJISeTCSH
nprMeHeHre CoenMHeHMS 1 MM eTro dpapMalleBTUUYECKM IPpMeMJIEeMOM COJIM,
WIM ero O(apMaleBTUUYECKOM KOMIIOBMIMM, IJISA JIeUeHUSI CapKOME Y
cyBbexkTa, HyXODaomerocs B HeM, Ccolepxamee BBeleHMe CyOhLeKTy
20peKTUBHOTO KoJIMUecTBa CoeOMHeHMsS 1 WMIM ero (papMaleBTUUYECKH

IpUeMJIEMOV COJIM, WM eTo ¢dapMalleBTUUeCKOM KOMIIO3ULIVN.

IpyI'MM aclIeKTOM, OIMCAHHEIM B HACTOAMEeM OOKYMEeHTe, SBJISeTCHd
npuMeHeHre CoenmHeHUd 1 MM eTo QapMalleBTUUECKM IpMeMIJIeMOM COJIM,
WIM ero dpapMalleBTUUYECKOM KOMIOSULIMM OJIS JeUueHMS CapKOMH Y
cy®bekTa, HyXIaomerocs B HeM, coIepxalee BBeleHMe CyOnLeKTy
2bbeKTUBHOTO KoJMUecTBa CoenuHeHusa 1 ero  dapMalleBTHUUECKU
IpUeMJIEMOY  COJIM, WM eTro (apMalleBTUUYeCKOM  KOMIIO3WLWM, B
KoMOMHaUuM C 5SOOeKTUBHEIM KOJUMUECTBOM II0 MeHbIleld Mepe OIHOTO

XVMMOTepalleBTUYeCKOI'O ar'eHTa.

OOHVM acCIleKTOM, OIIMCAHHBEIM B HACTOAIleEM OOKYMEHTe, HABJISEeTCH
npuMeHeHue CoeIMHeHMSa 1 MM eTro dpapMalleBTUUECKM IpUeMIIeMOW CoJiH,
VI ero bapMalleBTUUECKOM KOMIIO 3ULINUA, oJjidg IPUTOTORJIEHU A
JIEKapCTBEHHOT'O IIpenapaTa OJd JiedeHMsS CapkKoMH Yy CyOBeKTa,
HYXOAaMmeToCsa B HeM, COOepXallero BBeleHMe CcYyOBeKTY 5300eKTHUBHOTO

KoOJIMUeCTBa JIeKapCTBEeHHOTI'O IIpellapaTa.

ﬂpyPMM acCIIeKTOM, COIIMCaHHBEIM B HacCTOAIleM ITOKYMeHTe, ABJIAeTCHA
IIPMMEHEHVIEe CoenmHeHnusa 1 B IIPMIT'OTOBJIEHNMNM JIEKAPCTBEHHOTI'O IIpellapaTa
OJIA IIPVIMEHEHMA B JIEUEHNVNM CapKOMEL Y CyOBeKTa, HyXIawimeIocd B HeM,

comepxamem BBeIeHMe CyOBeKTy S0HEeKTUMBHOTO KOJIMUeCTRa



JIeKapCTBEHHOTO IperapaTa B KOoMOMHALIUM C 20OeKTUMBHEIM KOJMUECTBOM

IO MeHbIIeM Mepe OIOHOT'O XMMMOoTepalleBTHMYeCKOI'O al'€éHTa.

B OIOHOM acCIleKkTe XVMMOTepaleBTUuIeCcKye KOMOMHMPOBAaHHHE
Tepaluy BKJIOUaAT B cebd BBeleHme CoeIMHeHMA 1 B KOMOMHaMM C IIO
MeHbIIeY Mepe OIOHMM XUMHUOTepaleBTUUYeCKMM aTl'eHTOM, IpuUeM IO
MeHbIIeM Mepe OOMH XUMMMOTepalleBTUUeCKUM arleHT BHOpaH M3 ITPYIIIH,
cocrosamey m3 DTIC-Dome® (makapbasuHa), Taxotere® (moueTakceJa),
Adriamycin® wmam Rubex® (mokcopy®uiMHa), DoOxil® (JIMIOCOMAaJIBHOTO
OOKCOopyOMLMHa) , reMumnTabuHa, BOMPYOHUIIMHa, >pubysMHa, udochammma,

TeMO30JIoM1Oa, TpabekTeIMHa M Oncovin® (BUHKPUCTHHA) .

B IOpyroM acleKTe XUMHOTepaleBTHMUeCKre  KOMOMHUPOBAHHEE
TepalMM BKJIOUAKT B cebsa BBeleHMe CoenuHeHUS 1 B KOMOMHALMM C TIIO
MeHblel Mepe OOHMM XMMMOTepalleBTHUeCKMM areHTOM, IIpMUeM IO
MeHbley Mepe OOMH XMMMOTepalleBTUUeCKUM arleHT BHOpaH M3 TPYIIIH,
cocToAmen nus ODakapbas3uHa, ooueTaxkcesna, OOKCOPYOUILIMHE,
JIMTIOCOMAJIBEHOT'O OOKCOpPYOMUIIMHA, reMumMTadMHa, SNIUPYyOULMHAE,

spubyinHa, udpochamMmma, TeMO3oJOMUIA, TpabeKTeIVHa UM BUHKPUCTHUHA.

B IpyIToM aclleKkTe XVMHMoTepalileBTMdYeCKMe KOM@MHMPOBaHHHe
TepallilM BRJIIOUAKT B cebs BBemeHMe CoemmHeHMsa 1 B KOMOMHALMM C IIO
MeHbInen Mepe OIOHVMM XMMoTepalleBTMYeCKNMM aIl'€eHTOM, InmprnuyeM TIIO
MeHbIen Mepe OIVH XMMMOTepaHeBTquCKMﬁ areHT BH@paH n3s TPYIIIE,
cocTodmen nus3 naKapGaSMHa, JouneTakKcesla, HOKCOpy@MHMHa,

JIMIIOCOMAaJIEHOT'O HOKCOpy@MHMHa, reMuMTabMHa u BYMHKPHMCTHMHaA .

B IpyITroM acCIlIleKTe XVMHOTepalleBTMYEeCKIME KOM@MHMPOBaHHHe
Tepalli BKJIOUWAaT B cebsa BBemeHMe CoelIMHeHMA 1 B KOMOMHALIMM C IIO
MeHbIIen Mepe OIOHVM XVMMOTEepalleBTUYEeCKVYMM al'€eHTOM, nprnyeM IIO
MeHbIIeM Mepe OIVH XMMMOTepaHeBTquCKMﬁ areHT BH@paH M3 TPYIIIH,
cocTodmen ns3 naKapGaSMHa, TouneTakKceila, HOKCOpy@MHMHa,

JIMIIOCOMAJIBEHOT'O HOKCOpy@MHMHa M BMHKPHMCTHWHa.

B IpyITroM acCIlIleKTe XVIMMOTepalleBTMYEeCKIME KOM@MHMPOB&HHH@
TepallM BKJIOUAaKT B cebsa BBemeHme CoenImHeHMA 1 B KOMOMHALIMM C IIO

MeHbIIeMn Mepe OIOHVM XVMMOTepalleBTUYeCKVMM al'eHTOoOM, nprnuyeMm IIOo



MeHbIIeMn Mepe OIOHVM XVMHMoOTepalleBTHY e CKVM areHToM ABJIAETCHA

ODaxkapbasuH.

B IpyIroM aclIleKkTe XM OTepalleBTUYeCKHKEe KOM@MHMpOBaHHHe
TepallilM BRKJIOUAKT B cebs BBemeHMe CoemmHeHMsa 1 B KOMOMHALMM C IIO
MeHbInen Mepe OIOHVMM XUVMMoTepalleBTUMYeCKNMM aIl'€eHTOM, InmprnuyeM TIIO
MeHbIen Mepe OIIHIVM XVMMOTepalleBTHYe CKVM areHToM ABJIAETCA

DoneTakKceJl.

B IpyIroM acCIleKTe XVMHOoTepalleBTMYEeCKIME KOM@MHMpOBaHHHe
Tepalli[ BKJIOUAaT B cebsa BBemeHMe CoelIMHeHMA 1 B KOMOMHALIMM C IIO
MeHbIIen Mepe OIOHVM XVMMOTepalleBTUYEeCKVYMM al'€eHTOM, InprnyeM IIO
MeHbIIen Mepe OIOHVMM XVIMMOTepalleBTHYe CKVM areHTOM ABJIAETCHA

OOKCOPYOMLMH .

B IPyIT'OM acCIlIleKTe XVIMMOTepalleBTMYEeCKRMEe KOM@MHMpOBaHHHe
TepallM BKJIOUWAaT B cebsa BBemeHMe CoenmHeHMA 1 B KOMOMHALIMM C IIO
MeHbIIen Mepe OIOHVM XVMMOTEepalleBTUYeCKVMM al'€eHTOM, nprnyeMm IIO
MeHbIIeMn Mepe OIOHVM XVIMHMOoTepalleBTHY e CKVM areHToOM ABJIAETCHA

JINTIOCOMAJILHEY OOKCOPYOMLIMH.

B IpyIroM aclIleKkTe XM OTepalleBTUYeCKHUEe KOM@MHMpOBaHHHe
Tepallil BKJIYaAKRT B cebsa BpeneHmue CoenuHeHusa 1 B KOMOMHaLUM c, IIO
MeHbInen Mepe, OIOHVM XUVMHMOTepalleBTUUYeCKNMM aIl'eHTOM, InmprnuyeM II0
MeHbIen Mepe OIIHVM XVMHMOTepalleBTHYe CKVM areHToM ABJIAETCA

BYMHKPMCTIMH .
KpaTKoe OIIMCaHN1e qepTexeﬁ

Ha &éurype 1A u durype 1B rnokazaHa KoMOuHaumia CoenmHeHMs 1
1 nakapbasuHa (DTIC), npmBoOAmas K CUHEPIeTUMUeCKOMY COKpalleHUIO
CpemHero ofbeMa OIIYXOJM Ha MEIMMHOM Momejau SK-LMS-1 nocje JeueHUd
C MCIOJIE30BaHMeM KOMOMHalLMM I[I0 CcpaBHeHuw ¢ CoenuMHeHMeM 1
oTmesbHO, DTIC oTHeJIbHO M HOCUTeJIA; TIe biw mnpemcraBjageT cobom
BBeIeHMe HOO3H IBa pas3a B HeleJilo, tiw OpelcTaBisgeT coBoM BReleHUE
OO3E TpM pasa B HemeJiw U T'oe ddb NOpencTarjsgeT coBoM BBeIeHUE
OO3H ONOVH pas3 B IeHb B TeueHMe OATU OHeM. CpaBHeHMe durypH 1A u

durypel 1B IMokasHBaeT I03a3aBUCUMOE CHUHepTeTHUecCKOoe COoKpalleHMre



cCpemHero ofObeMa OIyXOJM IIocJe  JiedeHMA C  MCIOJIb30BaHMEM
koMOuHaluuy CoemmHeHusa 1 (12,5 MI'/KID HepopallbHO IBa pas3a B HeleJlo)
u DTIC (4 MI'/KD MHTpalepUTOHeallbHO TPpM pasa B Hememw) (cM. dUTYypy
1A) 1[0 CpaBHEHUMIO C JI€UeHMEeM C MUCIOJIb30BaHMeM KOMOMHAaLUMU
Coemmuenus 1 (12,5 MI/KD mHOepopalibHO IOBa pas3a B Hemejwo) ¥ DTIC
(21 MT'/KD MHTpaleprTOHeallbHO ONOMH pas3 B IeHb B TeueHMre NSTY IHeN)

(cm. Ourypy 1B).

Ha &urype 2A u durype 2B nokaszaHa KoMOuHauusa CoenmHeHMs 1
M OolLeTakceJa, NpUBOLAllas K CHUHEPTeTUUYeCKOMY COKpPalleHVK CpelHEeT O
obbeMa OIYXOJM Ha MBIMMHOM MOIOeJ M JelMoMuocapkomel (JIMC) SK-UT-1
[IOCJIe JIeueHMs C MCIOJIB30BaHMeM KOMOMHaLUUM [0 CpaBHEeHUI C
CoelHeHreM 1 OTHEJIBHO, HOOLEeTaKCeJIOM OTHeJIbHO WM HOCUTEJNs; I'Ie
biw mnpencraBasgeT coBoM BBeIeHMe OO3H JIBa pasa B HeOelon, U IIe
qwb TIpencTaBJsgeT CODOM BBeIdeHMe NO3H OAOMH pa3 B HeIeJllo B TeUeHUe
mecTU HeneJib. CpabBHeHMe Ouryper 2A u  Ourype 2B [okas3HBaeT
0O3a3aBUCHMOe IIOHaBJIeHMEe CPpeIHeIl'0 pocTa OIyXOJM IIOCJe JIeUeHUAa C
UCIIOJIbL30BaHMeM KoMOMHauuu CoenubHenus 1 (12,5 Mr/xT nepopalbHO
IBa pasa B HeNeJw) M noleTakcesa (5 MI'/KD' MHTpalepUTOHealIbHO OBa
paza B HemeJ B mecTu nozax) (cM. durypy 2A) IO CpaBHEHMIOD C
JIeUeHreM C MCIHOJIL30BaHMeM KoMOuHaluum CoemmHeHms 1 (12,5 Mr/xrm
IepopallbHO IBa pas3a B HeleJo) ¥ OoleTakcelia (15 w™Mr/xT
VMHTpAaIllepUTOHeaJIbHO OIMH pPa3 B HeOeJlo B TedeHMe MeCTM HelOeJb)

(cm. Ourypy 2B).

Ha &éurype 3A u durype 3B nokaszaHa KoMOuHauusa CoenmHeHMs 1
n Doxil, mnOpuBoOOAmas K CHUHEPTEeTUMUECKOMY COKpalleHVI CpeIHeTro
obreMa OIIYyXOJIM Ha MBIIMHOM MomeJim SK-LMS-1 1[ocje JiedeHusa C
MCIIOJIb30BaHMeM KOMOMHAaLUVMM 10 CpabBHeHMK C¢ CoenmHeHMeM 1 OTHEJIBHO,
Doxil oTmeJIbHO M HOCUTeJIA; TIe biw npemcTaBisgeT coboM BBeIeHUE
IOO3E OBa pa3a B HeOeJw, Jwb MNOpeAcTaBJisgeT Co00¥ BBeleHMEe MHOO3H
OOVH pa3 B HelleJllo B TeUeHMe [IATU HeneJib. CpabHeHMe Ourypel 3A U
OurypH 3B [okKas3HBaeT HO3a3aBUCHMOe CHHepreTHMUeCKOoe COKpalleHMe
CpeIHeT'0 poCTa OIIYyXOJIM I[IOCJIe JIeUeHMA C MCIOJbE30BaHMeM KOMOMHALVU
CoemubHenusa 1 (12,5 MI'/KID HepopalIbHO IOBa pasa B HemeJyo) M Doxil

(3 MI‘/KI‘ VMHTpAallepnMToHeaJIbHO OIOMH pPas3 B HeleJllo B TeUeHNVe IIATU



Henejkb) (cM. durypy 3A) IO CPABHEHMIO C JIEUEHUEM C MCIIOJIE30BaHUEM
koMOuHaluuy CoemmHeHusa 1 (12,5 MI'/KID HepopallbHO IBa pas3a B HeleJlo)
u Doxil (9 MI'/KI' MHTpalepuUTOHeaJIbHO OIMH Pas3 B HeleJlo B TeueHMe

OAaTM HemeJb) (cMm. durypy 3B).

Ha durype 4 rokasaHa KOMOMHaUMA CoeIMHeHUA 1 u
OOKCOpPYOUlIMHA, NPUBOLAMASA K CHMHEePIeTUUEeCKOMYy COKPAalleHMI CPpeIHeTO
obbeMa OINYyXOJIM Ha MBIMMHOM MomeJin ¢ubpocapkoMul HT1080 noce
JIeUeHUSSI C MCIOJIb30BaHMeM KOMOMHalMM IO CcpaBHeHM Cc CoeInMHeHMeM
1 ormesbHO (15 MID/KID HepopallbHO biw), OOKCOPYOMLMHOM OTIEJILHO
(0,3 Mr/Kr wmHTpalnepuToHeaJlbHO g2d) M  HOCUTeJH, roe  biw
npeIcTaBJsgeT coOO¥ BEeleHMe IO3H IBa pa3a B HeleJiw, ¥ T'Oe g2d

IIpeaocTraBjideT cobor BBeIeHMe IOBH OIMH Pas B IOBa IOHA.

durypa 5 obobmaeT NPOOOJIKUTEJIEHOCTE Tepaluu CoeIMHeHMeM 1
OTIOeJIbHO B KJIMHUYECKOM MCIIEIT aHUM (NCT02404480) dbase la
Oporpeccupymer CoJuIHoOM omnyxosu (AST) ¢ yudacTtueM 31 mnaumeHTa,
rnomnJjiexamero OlLIeHKE, C UeJbl  OlIpeneslIeHusd Bes30IacHOCTM U
bapMakoOKMHETUKM . MCxXomHad nosza OJ4 4YeJjloBeKa, cocTabejdwomas 0,65
MT /KT, ObUla B34Ta Ha OCHOBe MomesiM MTD KpPHCH, cocTaBJjgwomen 40
MI'/KT, C Tocjenyomum nombopoM 0OoJiee BHCOKOM IOO3H IJI UeJjloBeKa B
npenejax 1,3 umr/xr, 2,6 wmr/xr, 5,2 mr/xr, 7 umr/xkr um 10 MIT/KT.
CTaHOAaPTHHEM OU3aMH MWCHOHTaHusg 3+3, ¢ 3 I[alMeHTaMyM Ha KOoTopTy,
[IO3BOJIAJI IIOBHIATEL JOBY IJIS KaXIo¥ KOTOPTH IIPM OTCYTCTBUU
TokCcuuHoCTM (DLT), oTI'paHMUMBaKIEy »0o3y, Cco3IaBasd BO3MOXHOCTDL
IOIOBEepPraTh CJedyllyl KOTOPTY Tepaluu cJenyvimel, ©oJiee BLHCOKOMU
nosov. B ciaydae, ecam JoOoM OIMH HalUMeHT U3 IPYIHINE McOuHTajl DLT
Opu omopeleJleHHOW »Ho3e, TO CJIeIVIIyln KOTopTy OyIOyT IIOoIBepIraTh
TepaluMM TOM Xe Oo30M. IoJHBM 0030p (apMaKOKMHETUKM OJIS KaxIoTo
naumveHTa OBJI IpoBeneH Ha HOeHb 1 u OeHb 29, C YacTHUUHEIM OO30pPOM,

IpOBeIeHHEM Ha 15 JleHb.

duryps 6A-D obofmanT dpapMaKOKMHeTUKyYy CoelMHeHUS 1, KOTOpOEe
BBOOWUJIM B BuUIOe MOHOTepanuu JwonoaM (usMepsaeMele AUCrast U Crax) IOBa
paza B HeleJI B MCHHTaHuUM AST, HIpUUeM Ha KaXOo¥ durype NyHKTUPHOM

JMHMEN [ToKas3aHa KOHLEHTpPpalunMA CBOOOIOHOTO JIEKAPCTBEHHOI'O CpelCTBa.



OurypH oA U 6B IIOKa3EB AT paccunTaHuyrn uejebyl  AUCrast,
COCTaBJANMYH OKOJIO 13,125 u-ur/mi (durypa O6A) UM pPacCCUMTAHHYIO
11eJieByl Crax, COCTABJSKNYI OKOJO 688 Hr/Mmi  (durypa 6B), UTO
COOTHOCUTCS C mo3om CoenuHeHmsa 1 1OJg IIalMeHTa-4yeJIOBeKa,
cocTaBJgomerl okoJio 2,0 MI'/KID' MM BHIIE, MWJIM OKOJIO 1,4 MI/KD WK
BHIIE, COOTBETCTBEHHO, TpebOyeMeX IJA NoOIepXaHusa Yy uejioBeka AUC
U Crax, COOTBETCTBEHHO, BHIIe I&JIEBHX KOHIEHTpallui, KOTOpHe, Kak

IPpOTHO3UPYEeTCHa, OynayT 50OeKTUBHBEIMUA.

Ourypu 6C m 6D [okas3eBakT paccuuMTaHHy® LejieBY©RD AUCrast,
cocTaBjgiomylo 15,625 u-ur/Min (durypa 6C) M pPacCUMTaHHYD LeJIeBYIo
Cmax, COCTaBJIAKIYID OKOJIO 859 Hr/mMiu (durypa 6D), UTO COOTHOCUTCSH
c pmo3o¥ CoemmHeHmusa 1 1IJig HallMeHTa-dyeJIoBekKa, COCTaBJIAKIMEN OKOJIO
2,3 MI'/KT WM BBHIIE, WJIM OKOJIO 1,8 MI'/KI MJIM BHIIE, COOTBETCTBEHHO,
TpedyeMuX OJd HOonmepXaHusa Yy dejioBeka AUC U Cpax BHIIE LIEJIEBHIX

KOHLEHTPpAalUMM, KOTOPHE, KakK MNPOTHO3MPYeTCcsa, OynyT SdbeKTUBHEIMMA.

durypa 7A m 7B [okaswBawT, YTO KoMOMHaluuA CoeOMHeHMS 1 U
BMHKPUCTHMHA [IPUBOIUT K COKpalleHMID CcpeOHero ofObeMa OIIyXOJM Ha
MBIIMHOY MOOEJIM KCEeHOTPAaHCIJIaHTaToOR ¢ubpocapkoMul HT1080 mocie
JIeUeHMAa C MCIOJIB30BaHMEM KOMOMHALMM II0 CpabBHeHMID C CoeOuHEeHMeM
1 oTnmesibHO, BUMHKPUCTHMHOM OTIEJIBHO, M  HOCHUTeJII; roe  biw
npencrTaBJjseT co®oM BBeleHMe IO3H IOBa pa3a B HeleJio, ¥ T'me tiw
npencTaBJsgeT coBoM BBeleHMe IO3H TPU pasa B Hemew. CpaBHeHUe
durypr 7A u durype 7B nokaseBaeT OJIA KaXIOI'O al'eHTa I03a3aBUCUMOE
COKpalleHVEe CpPelHEeI'O poCTa OIIYXOJM IIOCJe JIeueHUS C MCIOJb30BaHMeM
xkoMOuHalum CoemmHeHud 1 (12,5 MI'/KID HepopallbHO IBa pas3a B HeleJlo)
1 BuHKprCcTMHa (0,1 MI'/KT MHTpalepUTOHEaJIJbHO TPM pasza B HeOeJo)
(cm. Ourypy T7A) 1O CpaBHEHMK C JeueHMeM C MCIOJIB30BaHUEM
koMOuHauum CoemmHeHusd 1 (12,5 MI'/KID HepopallbHO IBa pas3a B HeleJlo)
1 BuHKprCTMHa (0,3 MI'/KT MHTpalepMTOHeaJIbHO TPM pasza B HeOeJo)

(cm. Ourypy 7B).

[logpoBHOe onMCaHMe

OOHMM acIlIeKTOM, OIMCAHHBEM B HaCTOdlleM LOOKYMEeHTe, 4BJIideTCcd



crioco® JledeHMs CapKOME Yy CyOBekTa, HyxXIawomeTr'ocsa B HeM,
comepxXxalmui BBeleHUe CyOBeKTY 20PeKTMBHOTO KoJMUecTBa S-dTop-2-
(6-dTOop-2-MeTUJI-1H-0eH30 [d]MMMIazoJ—1-1i) — N4-[4-
(TpudTOPMETHII) QeHUII ] IUPUMUIMH-4, 6—-OMaMMUHa, MMeKIero CTPYKTYPY

CoenuHeHMsa 1:
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CoenuHeHue 1
WIn ero bapMalleBTUYECKHU IpueMIIeMOoM CcoJ, MJIIN ero

@apMaHeBTquCKOﬁ KOMIIO 3N .

IpyI¥MM acleKTOM, OIMCAHHEIM B HACTOAMEeM OOKYyMeHTe, SBJISeTCHd
CIloCco® JIeUeHMS CapKOMH y CyObeKTa, HyXIaomeTrocd B HeM, COooepXallui
BBemeHMe CcyOBheKTY 20heKTHMBHOTO KoJMuecTBa CoeIMHEeHMS 1 MM eTro
bapMalleBTUUECKNY HNPUEeMJIEMOM  COJIM, WJIM eTo ¢dapMaleBTHUUeCKOM
KOMIIO3ULIWM, B KOoMOMHalUUK C 50PeKTMBHEM KOJIMUECTBOM IIO MeHblIel

Mepe OIOHOTI'O XUVMMMOTepalleBTUUeCKOI'O aIr'€eHTa.

OOHMM acIIeKTOM, OIIMCAaHHEM B HacToAleM IOKyMeHTe, ABJISeTCS
nprMeHeHMe CoenmMHeHMS 1 MM eTro dpapMalleBTUUYECKM IPpMeMJIeMOM COJIM,
WIM ero OQapMaleBTUUYECKOM KOMIIOBUUMM [JIS JeUeHUSI CapKOMHEL Y
cyBbekTa, HYXIaomerocd B HeM, COIepXalelo BBeIeHVEe CyOLeKTy
sbdexTUBHOTO KOJMuUecTBa CoemmHeHMs 1 ero papMaleBTUUYECKH

IpreMJIEMOM COJIM, WJIM €TI0 dapMalleBTHMUYECKOM KOMIIO3WLINMA .

IpyT¥M acleKToM, OIIMCAHHBM B HACTOAMEM NOKYyMEeHTe, SABJISEeTCH
npuMeHeHre CoenarHeHud 1 MM ero QapMalleBTUUYeCKM TIpHeMIIeMOM COJIM,
I ero dapMalleBTUUeCKOM KOMIO3UIMKM OJIS JieueHMS CapKOMH Y
cyBmexkTa, HyXIaomerocd B HeM, CcoIepXallelo BBeIeHre CyOhLeKTy
sbbexTMBHOTO KoJMuecTBa CoenuHeHus 1 uiImu ero dapMmalleBTUUECKU
IpueMIeMOV  COJIM, WM ero dapMalleBTHMUeCcKO¥  KOMIIO3ULNWMK, B
koMOuHaUUM C 50OeKTHUBHEIM KOJMUECTBOM I[IO0 MeHblleM Mepe OIHOTO

XVMMoTepalleBTUYeCKOI'O ar'eHTa.
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OHHMM acCIIeKTOM, OIIMCaHHBEIM B HacTodlleM ITOKYMeHTe, ABJIAeTCA
npuMeHeHue CoeIMHeHMSA 1 MM ero dapMalleBTUUECKM IpUeMIIeMOV COJIH,
WJIn eI'o @apMaHeBTquCKOﬁ KOMIIO 3LV, IOJIA IIPMIT'OTOBJIEHIMA
JIeKapCTBEeHHOTO IIpellapaTa OJg JIedueHMa CapkKoMel Yy CcyOBekTa,
HYyXOaeToCsa B HeM, CcolepXallel'o BBeOeHMe CYOBeKTYy 20OeKTUBHOTO

KoOJIMUeCTBa JIeKapCTBeHHOTI'O IIpellapaTa.

IpyI'MM acIleKTOM, OIIMCAaHHBEM B HaACTOLlMleM IOKYMeHTe, ABJIAeTCH
nprMeHeHMe CoeIMHeHMS 1 B NPUTOTORBJIEHMM JIEKAaPCTBEHHOTO IIpelapaTa
OJISA TIPMMEHEHMS B JIEUEHUM CapKOMEl y CyYyOBeKTa, HYXKIawolerocd B HeM,
comepxamem BBelleHNe CYOBEKTY 20PeKTUMBHOTO KOJIMUeCTBa
JIEKAPCTBEHHOTO IIpernapaTa B KOMOMHalUM C 50OeKTUBHBEM KOJIUMUECTBOM

10 MeHbIIeM Mepe OIOHOT'O XMMMOTepalleBTHMYeCKOI'O al'eHTa.

B oOHOM aclekTe XVMMOTepalleBTUUecKHre KOMOMHUPOBAHHHE
TepalMM BKJOUaT B ceba BBeleHme CoeIlMHeHMA 1 B KOMOMHAIMM C IIO
MeHbIle Mepe OIOHMM XMMMOTepalleBTHUUEeCKMM areHTOM, IOIpMYeM IO
MeHbIleV Mepe OOMH XMMMOTepalleBTUUEeCKUM arleHT BHOpaH M3 TPYIIIH,
cocrosamen m3 DTIC-Dome® (makapBasuHa), Taxotere® (molueTakceJa),
Adriamycin® wmam Rubex® (mokcopy®ulMHa), DoOxil® (JIMIOCOMaJIBHOTO
OOKCOopyOuliMHa) , IeMuUnUTabMHa, 2NUPYOMLIMHa, »pubyiuHa, mudocdammma,

TeMo30JIoMMUIa, TpabekTeIMHa M Oncovin® (BMHKPUCTMHA) .

B IOpyroM acIleKTe XUMHMOTepalleBTUUeCKre  KOMOMHUPOBAHHEE
TepallMM BKJIOUAKT B ced®sa BBeleHMe CoenmHeHUs 1 B KOMOMHALMM C II0
MeHbIlel Mepe OIOHMM XUMMOTepalleBTUUEeCKMM arleHTOM, IIpMUeM IIO
MeHbleM Mepe OOMH XUMMMOTepalleBTUUeCKUM aleHT BHOpaH M3 ITPYIIIH,
cocTodmen n3 ODaxkapbas3uHa, ooleTaxkcena, OOKCOPYOUIIMHAE,
JINTIOCOMAJIBEHOT'O OOKCOPYOMUIIMHAE, reMumMTadMHa, STINPYyOULMHE,

spubynnHa, ndpochamMmma, TeMO3OJIOMUIA, TpadeKTelIVHa M BUHKPUCTHUHA.

B IPYyIT'OM acCIlIleKTe XVMMOTepalleBTMYEeCKRIME KOM@MHMpOBaHHHe
TepallMy BKJIOUWAaT B cebsa BBemeHMe CoenmHeHMA 1 B KOMOMHALIMM C IIO
MeHbIIeMn Mepe OIOHVM XVMMOTEepalleBTUYeCKVMM al'€eHTOM, InprnyeMm IIO
MeHbIIeMn Mepe OIVH XMMMOTepaHeBTquCKMﬁ areHT BH@paH 3 TPYIIlE,
cocToAmen ns3 naKapGaSMHa, TouneTakKceJla, HOKCOpy@MHMHa,

JIMITIOCOMAJIBHOT'O HOKCOpy@MHMHa, reMuUMTabMHa U BMHKPHMCTHVMHA .
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B IpyIToM aclleKTe XVMMoOTepalleBTMYEeCRKIMEe KOM@MHI/IpOBaHHBIe
TepalilMy BKJIOUAT B cebsa BeBeneHue CoenmHeHus 1 B KOMOMHaALUM C IIO
MeHbIIen Mepe OIOHIVM XVMIMOTepalleBTUYeCKVMM al'€eHTOM, nprnuyeMm TIIOo
MeHbInen Mepe OIVMH XMMMOTepaHeBTMT{eCKMﬁ areHT BBI@paH n3 TPYIIIE,
cocToAmen nus3 HaKap@aSMHa, DoueTarcesla, HOKCOpy@MHMHa,

JINMITIOCOMAaJIEHOT'O ,HOKCOpy@MLU/IHa M BMHKPHCTHMHAa.

CoemmHeHMre 1 mM crnoco® ero ONOJyUeHMS OIMCAaHB B IyOJaMKaluM
MexnoyHaponoHo sagaBky N W02014/081906 (ynoMMHaeTCsS Kak CoedMHeHUe

109) .
OIIPEOEJIEHNVA

B KOHTEKCTe HacCTOoAMEeTro IOKYMeHTa TepMMH «OKOJIO» O3HaudaerT
oramnas3oH BOJIM3M 3alaHHOTO 3HaueHMd, IpUUeM IoJIyUyeHHOe 3HaueHUue
ABJISEeTCHA IO CYMeCcTBY TeM Xe, UTO M TOUHO yKasaHHOe 3HaueHue. B
OIDHOM acCIleKTe <«OKOJIO» O3HauaeT B IOpenejax 25% 0T 3alaHHOTO
3HaAUEeHMd WJIM IMalna33oHa. Hamnpumep, opasza «okojo 70% 1o mMacce»
CONEepPXMUT, IO MeHBIIeM Mepe, BCe 3HaueHusa oT 52% nmo 88% mo Macce.
B IOpyroM acIleKTe TepMMH <«OKOJIO» O3HadaeT B IHIpenejax 10% oT
3aJaHHOTO 3HaueHMd WJIM OMalas3zoHa. Hanpumep, o¢pasa «okojo 70% 1o
Macce» COIOEepXuUT, I[I0 MeHblley Mepe, BCe 3HaueHuMsa oT 63% mo 77% 1o
Macce. B IpyT'OM acIleKTe TepMMH «OKOJIO» O3HadaeT B IIpenejax /% OT
3aJaHHOT'O 3BHAaUeHUSd WJIM OMarnasz3oHa. Hanpumep, ¢pasa «okojo 70% 1o
Macce» COIepXuT, II0 MeHbllel Mepe, BCe 3HaueHMsa oT 65% mo 75% mo
Macce. KoHIeHTpallMM, KOJMUeCTBa, KOJMUeCTBa KJIEeTOK, IIPOLEHTH u
IpyIT¥Ve UMCJIOBEE 3HaueHMSI MOTYT OBTbL I[IpeldcTaBJIeHH B HaCTOAMeM
IOKYMeHTe B QopMaTe OualnazoHa. ClendyeT NOHMMATL, UTO TakKoM dopmar
oramnas30Ha MCIOJb3yeTCa MCKJIUMTEJIBHO OJId yOodcTBa UM KpPaTKOCTH,
U cJlenyeT NPUMMEHATH I'MOKMM IOOXOI K eI'0 TOJIKOBAaHMIO TakuMm oBpasoM,
UyTOOH BKJIOUAJIMCEL He TOJIBKO UMCIJIOBHE 3HaUeHMs, SBHO yKasaHHBE Kak
Openejibl Ouarnas3oHa, HO ¥ BCce OTIOeJIbHHEe UMCJIOBHE 3HauUeHUI WIn
IoInoralna30HE, OXBaTHBaeMHe NaHHHM OMallasoHOM, Kak ecJv OB Kaxmoe

UMCJIEHHOE 3HaueHUe WM [IoOOMarasoH OvlJl ABHO yKaszaH.

VIcrioJIb3yeMEle B HaCTOAlleM JOKYMEeHTe TEPMMHEI ««KTepalirm» U’

«TepalMsa» MOT'YT OTHOCUTCH K JIOOOMY IIPOTOKOJY (aMm), crnocoby (awm),



12

KOMIIOSMIIMAM, coCTaBaM n/nam areHTy (aMm) , KOTOPEIE MOT'YT
VCIIOJIE30BaTbECA IOJIA IIpelOoTBpalleHMA, JIedeHNMA, KOHTPOJIA TeUeHMA WIIN
YIIydnmeHrMAa COCTOAHMA, WIIN paCCTpOﬁCTBa, WX OOHOTO MM 0OoJiee UX
CHUMIITOMOB (HaanMep, CapKOMEl MJIM OIOHOI'O, WJIM BoJjiee CHUMIITOMOBE,

WJIM OIOHOTO MM 0OoJiee CBASAHHEX C Hell COCTOSHUM) .

B OIHOM acleKTe TepMMHE «Tepalum» U «Tepanmay», a TakKxe
«CTaHOapTHas TepanmMa», OTHOCATCS K OINHOM wuiaum 0OoJiee TepamnmaM,
BKJIOUAKMMUM B cebs JIeKapCTBEHHYD Tepaluril, TaKyl KakK, XVM/OTepalrs
MV angbioOBaAaHTHAS Tepalud, JIydeBasd Tepalnusa, XUPYypPIMUecKoe JIeueHue,
BroJioTMUecKkasa Tepanmd, WMMYyHOTepallrsa, IoOJdepXyBawmas Tepalnns,
NPOTVBOBUPYCHAS Tepalusa W/UIM »IpyTue Tepanuy, HOPUTOIOHHE IJId
JeyeHuns, KOHTPOJIA  TeueHUd, IpenoTBpameHns, WIM  YIIYyUJleHUd
COCTOSHUA WM PacCCTPOMCTBAa, WIM OOHOTO WM O6o0Jiee MX CHMIITOMOB
(HampuMep, CapKOMBl, WJIM OOHOTO WM OoJiee CHMITOMOB, WM OIHOTO

mim 0oJjiee COCTOSHMM, CBA3AHHEX C HMMM) .

B IpyroM acleKTe TepPMUH «XUMUOTepaleBTUUEeCKHUM aTeHT»
OTHOCUTCSHI K JIEKAPCTBEHHEIM CPeNCcTBaM, I[IPUMEHIEeMbEM B XVMMOTEPAallUM’
oJiea TOTO, UTO NpaAMO MJIM KOCBEHHO I[OHAaBJIATE [OIpoJMbepaluo
OLICTPOPACTYIUX KJIETOK, OOBUHO B KOHTEKCTe 3JIOKAaUueCTBEHHOTO
obpaszopauua. Takyue JIeKAPCTBEHHHE CPEeICTBa, KJIAaCCUOMLUMPOBAHHEE B
COOTBETCTBUM C MX MexaHM3MOM »IeMcTBMA, BKJIoUYaonT B ceds
AJIKMIIMPYIOMME aTeHTh, aHTUMeTabOoJIMTH, MHIUMOUTOPE TOIOM30MEepasH,
UHITUOMTOPE MUTO3a, TakKue, KOTOPHEe NPSMO MJIM KOCBEHHO BJMSIT Ha

MexXaHM3MBl, cBsa3aHHBe ¢ PHK mam OHK, m TomMy mnomoBHoe.

B OpyIOM aclleKTe TepPMMH «aObloBaHTHasA Tepalma» OTHOCUTCS K
Tepannu, OTJMUHOM OT NpuMeHeHMd CoenOMHeHMs 1 ero dpapMalleBTUUYECKH
IpreMJIEMOM COJIM, WM eTo (apMaleBTHMUeCKOM KOMIIO3SUINMM, B KadecTBe
MOHOTEPAaluy WJIM XUMMOTEPAIIeBTUUECKON KOMOMHMPOBAHHOM Tepaluu,
BRJIOUAKmeY B cefsa CoemuHeHMe 1 B KOMOMHALUMM C, IO MeHLIIEW Mepe,

OIOHVM XVIMMOTepalleBTUYEeCKVM aIl'€HTOM.

MCHOHBBY@MH% B HacToAmleM ITOKYMeHTe TepPMMH KCYDBEKT» MOXET
MCIIOJIE30BaTECA B3aMMO3aMeHAEeMO C TEepPMVMHOM KIIalMeHT>», IIprYeM OIMH

3 wuian oba TepMMMHa OTHOCATCA K VMHIMBMIOY, KOTOpOMY HalJIeXUT
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IIOJIY4YNMTE Tepallmio, KOoTOpad OKa3HBaeT IIOJIOXUT &JIb HEIM MJIn
TepaHeBTquCKMﬁ 9®®eKT, Kak oOIlIMcaHoO B HacToAlleM IOOKYMeHTe. B

oripeneJIeHHOM acIlleKTe MHIMBUMILO ABJIAeTCHA YeJIOBeKOM.

VcrioJib3yeMBlt B HacCTOAmeM IOKyMeHTe TepMMH «20heKTUBHOE
KOJIMUECTBO» B KOHTeKCTe BBemeHus CoenouHeHus 1 cyObekTy,
cCTpajapleMy CapkKoMOM, OTHOCUTCSA K TakoM po3e CoemmHeHus 1,
KOTOopasa INPUBOIOUT K IIOJIOXUTEJILHOMY WMJIM TepalleBTHUUuecKoMy sbdexTy.
B omHOM aclekTe «20PpeKTHMBHOE KOJMUecTBO» CoelIMHeHMSI 1 OTHOCHUTCHA
K TakoMy KoJuuecTBY CoeIMHeHMs 1, KOTOPOTO HOOCTATOUHO MOJ4g
OOCTVXEeHMI, I[IO0 MeHbllel Mepe, OOHOTO, OBYX, Tpex, UYeTHpexX WA
BoJlee CIenyIOMUX IIOJIOXUTEJILHEIX MM TepaleBTUUeCKUX sdbdexToB: (i)
nomaBJIeHME CapkKoMmel; (i1i) pemmccusa capkKowme; (1i1i) yHMUTOXeHUe,
yoajleHre WJIM IIoJIHAd PeMMCCUSA CapKOME; (iv) nOpenoTBpalleHue
Pa3BUTUA MM IIOABJIEHMS OOHOTO MM OoJjiee CUMIITOMOB, CBS3aHHHX C
capkoMmoM; (V) cokKpalmeHMe MM yMeHbIleHMe BEpPaXeHHOCTM CUMIITOMOB,
CBABaHHHEX C capkKoMmoM; (vi) cokpameHMe KoJIMUuecTBa OOHOTO MM DoJiee
CHUMIITOMOB, CBSA3aHHHX C CcapkKoMow; (viil) yMeHbIleHMEe BHPaXeHHOCTU
omHOTO WM ©Oojlee CUMIITOMOB, CBA3aHHEIX C CapKOMOM; (viii)
CoKpalleHre TMPOIOOJJIKUTEJIBHOCTM  OOHOTO MM  6oJlee  CUMMIITOMOB,
CBABAaHHEIX C capkoMolM; (ix) nOpemoTBpalleHMe pelUAMBa IpoJmbepalnu
WIM OOHOTO wiaM O0oJiee CHUMMIITOMOB, CBS3aHHEX C CcapkKoMmoM; (X)
CoKpalleHre CMEePTHOCTH; (x1) yBeJIMYeHMe  YaCTOTH  BEXMBAHUA
cyOBekTOoB; (xii) yBenueHue Oe3pelMIVMBHOM BRXMBaeMOCTM; (xiii)
yBeJIMUeHMe KOoJIMUeCcTBa CyOBeKTOB C CapkKoMOM B peMuccum; (xiv)
COKpalleHVe TOoCHUTaIM3auuy cyodrwekTa,; (XV) cokpalleHVe OJIUTEeJILHOCTU
ToCIIMTaIM3aluuM,; (Xvi) cokpalleHMe YacTOTH CJIydyaeB TOCHUTaIM3alulu;
(xvii) yBeJMUeHMe BEXMBAEMOCTU CyObeKTa; (xviil) yBeJMUeHUE
BeCcCUMIITOMHOM BEIXMBAEMOCTHU CYDOBLEKTa C capkKoMoM; (Xix) yBeJuueHUe
OPOOOJIKUTEJILHOCTHY IIepMrMola PEeEMMUCCUM CapKOMBl y cydbekTa; (XX)
yJIydlleHrue KadecTBa xu3HM (QOL), olleHMBaeMoe MeTOoaMM, XOPOIIo
VM3BECTHEIMM B IaHHOM 006JacTU TexXHUKM, Hamopumep, QOL OIPOCHUKU U
nomobHoe; (Xx1) cokpameHue OpoJaubepallu OT BBedeHMsa CoeOMHEHUS
1 mo JedeHMda OPYTUM XVMUOTEPAIIeBTUUECKMM aTl'eHTOM; (xxii)

COoKpameHMre npoJmbepalrM OT BBemeHusa CoenuHeHMs 1 IIocje JIeUeHUS
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OpyIT'MM XUMHUOTepareBTHUUYECKMM arneHTOM; (xxiii) COKpallleHHue
npoJmndpepalum NIpY KOMOMHMPOBAHHOM TepalMy OT BBeleHMs CoeldMHEHUS
1 ¢ »Opyr'uM XUMHMOTepalleBTUUEeCKMM al'€HTOM; (xx1Vv) aIOUTMBHBE
aHTUnpoJMbepaTUBHEM 2bdekT KOMOMHMPOBAHHOM Tepaluy OT BBeIeHUS
CoemvHeHrsa 1 C IOpyI'MM XUMMOTEpPAIIEBTUUECKMM AaTl'€HTOM; (xxV)
CUHepTeTUUeCKUn aHTHUIPOIMbEePa TV BHEM sbderT KOMOMHUPOBAHHOM
TepalMM OT BBeleHUsa CoelMHeHMS 1 C OpyI'MM XMMMOTEepaleBTUUeCKUM
areHToM; (XxXV1i) CcokpameHMe IOpoJudpepalumyr oT BBeldeHUsS CoeIMHEeHUS
1 mo JyueBOM TepaluM,; (xxvii) cokxpameHue OpojiMdpepalrM OT BBeIeHUSI
CoenyHeHrsa 1 TIoCJe JIyUeBOM  Tepaluu; (xxviii) COKpallleHNE
npoJubepalluy oT BBeleHusa CoelMHeHMsa 1 B KoMOMHALUMM C  JIyUeBOMU
Tepanuel; (xXxix) cokpameHMe OpoJiubepallMM OT BBeIeHua CoeOMHEeHUSA
1 Do XMPpYpPI'MUECKOTO JIeUeHMs; (XXX) CcoKpalleHVe OpoJmMpepalmy OT
BBeneHusa CoenuMHeHMsSa 1 B KOMOMHAMM C XUPYPIMUUYECKMM JIeUeHUEM;
(xxx1) yCWJIeHMe WIM YJydlleHMe TepaleBTUUecKoTro sdderkTa  oOT
BBeIleHusa CoeIMHeHMA 1 C HaJIIMATUMBHOM Tepanmel; (Xxx1ili) CHMXeHUe
Jla3MEeHHOM KOHILeHTpaumyu BMI-1 y cy®meKTa C capkKoMoM; (xxxiii)
YMeHBbIIeHVEe  LUUPKYJIMPYRIUX  OPpOoJUdepaTUBHEX  KJIEeTOK B ILJla3Me
cyOBekTa, CTpalalllel’o CapKOMOM; (xxXxX1v) u3MeHeHHUe (HaIpUMEeDp,
YMeHbIIeHMEe WM YyBeJIMUeHMre) ILJIa3MeHHOM KOHIeHTpaluy OMOMapKepoB
CapkKoMe Yy CcyOBekTa, CTpajawpmero capkomon (Hanopumep, BMI-1,
noJgmuMepu3aluma TyOyJIMHa, alolTOTUUEeCKMEe MapKepe WMIM TKaHb WK
nonoBHoe) ; (XXXV) CHWXeHMe KOHLIeHTpauuu BMI-1 B OMOJIOTMUECKOM
oBpasliie (HanpuMep, IJjasMme, CHBOPOTKE, Moue I OPpYyTMX
BUMOJIOTUUECKUX XUIKOCTAX) CcyObeKTa, cTpamanmero capkKoMol; (xxxvi)
KOJIMYECTBO IMNPOJMPEPATUBHEX KJIETOK YMeHBbIIaeTCd II0CJIE I[IPMMEHEHUS
Tepalnu, KakK  OIMCaHOo B HacTOAmEM  OOKYMEHTE, M3MEepeHHOoe
CTaHOAPTHEIMM MeTOoOaMM, IJOCTYIIHHMM CIelMaJIMCTy B OaHHOM oOOJlacTu
TexXHUKM, TaKyuMM KakK, MaT'HMTHO-pes30OHaHCHas ToMmoTpadmusa (MPT),
onHaMrueckasa  MPT C KOHTpacTOM (DCE-MRTI), PEeHTI'eHOT'padm4d,
KOMITLIOTEpPHA A TOoMOTPadmsa (KT) CKaHMpOBaHMUeE, [IO3UTPOHHO—
SMUCCHMOHHad ToMoTrpadmsa (IIS3T) ckaHMpoBaHMe, QiayopecueHumusa 7/ AAD
wi  QayopecueHumua DAPI; (Xxxxvil) KOJIMUeCTBO NpoJiMdepaTUBHEIX

KJIETOKR COXpaHAeTCA IIocdJie IIPpMMEeHEeHMA Tepallll, Kak OIIlMcCaHO B
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HacToAmeM OOKYMEHTe, M3MepeHHoOe CTaHIapTHEMA MeTonaMu,
OOCTYIIHEMM CIeUMaJMCTy B IaHHOM o00JlacTM TexXHUMKM, TakKuMM Kak,
MaTrHUTHO-PEe30HaHCHad ToMoTpapmusa (MPT) , OIvHamMmueckaa MPT ¢
KoHTpacToM (DCE-MRI), peHTreHoTIpadusd, KOMIbITepHas ToMorpadusd
(KT) CKaHUpOBaHUE, [IOBUTPOHHO-BSMUCCHMOHHAA  ToMoTpadmua (I12T)
CKaHMpOBaHMe, OQiayopecueHumus 7 AAD uam QayopecueHumsa DAPI; I
(xxxviil) KOJIMUECTBO MNPOJUOEPaTHBHHX KJIETOK He YyBeJIUUMBAETCH WJIU
YBeJIMUMBaeTCad MeHblle, UYeM OXUIOAJIOCh, IIOCJIe IIPUMMEeHeHUA Tepaluy,
KaK OIMCaHO B HaCTo4dlleM IOKYyMeHTe, M3MEPEeHHOe CTaHIapTHEMU
MeTOooaMM, HOOCTYIHBEIMM CHelMaJIucTy B HOaHHOWM oB0JacTu TexXHUKHU,
TakyMYI KakK, MaIlHUMTHO-PEe30HaHCHad ToMmorpadpma (MPT), OomHaMmueckas
MPT C KOHTpacTOM (DCE-MRTI), PeHTIeHOTpadm4, KOMIIEIOTEepHAasd
ToMoTrpadmsa (KT) ckaHMpOBaHME, I[IOBUTPOHHO-SMUCCHMOHHAaA ToMoI'padmsa

(II3T) ckaHUpPOBaHMe, OQiyopecleHUMda 7 AAD wmiam diyopecueHumus DAPT.

MCHOJ’[EBY@MBHZ B HacToAlleM IOOKYMeHTe TepMMH «B TeUeHNMe 24
JacoeB» OTHOCHUTCHA K IIleprony BpPeMeHM, B TeuecHIMe KOTOpOI'O COCTOAHNME
InogomepxmMBaeTCA,; HalIpVMep, 20OeKTUMBHOE KOJIUUeCTBO CoeOuMHeHUI 1
@MKCMpyIOT TOoT oa, KOoTI'oa CpellHAA IJIasMeHHaAd KOHLEHTpalunAa
CoeIMHeHMSA 1 OOCTUTAETCS U IIOOIOepPXMBaeTCA B TedeHMe MHOXeCTBa 24
YaCOBEX IIeproIoB. HpYI‘MMM cJioBamm, cpellHAA IIJIa3MeHHaAa
KOHLeHTpalumA4a CoemMHeHMS 1 MOXeT OOCTHMIAaThCA 3a NOoOXOondmee BpeMA,

KOTOpOEe MOXeT COCTaBJIATH OOJIbIle MJIM MeHblle, dYeM 24 Yaca.

VCrIoJIb3YEeMEld B HACTOANEeM OOKYMEeHTe TepMMH «Tepamlms, Kak
OIMCAHO B HACTOSMEM IOKYMEHTe» OTHOCUTCS K CHOoCOoBY IIPpUMEeHEeHUS
CoemmHeHMsa 1 MJIM eT0 OQapMalleBTHUUECKM I[IPMEeMJIEMOM COJIM, WM €TI0
bapMalleBTHMUECKOM KOMIIO3MUMM, IJIA [IPMMEHEHMS B JICUEHUM W
VIIYUIIEHNM COCTOSHMS IHIPM capkoMe y cyObeKTa, HYXIAIeroCs B HEeM,
comepxaleMy BBeleHMe CYOBeKTY 20deKTMBHOTO KoJMUecTBa COeOMHEHUS

1.

B OIDHOM acllekTe, OIMCaHHasd B HaCTOAmeM IOKYMeHTe Tepalllrsd,
IpUMEeHeHre WJIM CIoco® NOpuMeHeHusa CoenrHeHMS 1, BKJoOYaeT B cebdg
ero GdapMaleBTHUECKM IIpHeMIeMyl COJib, WIKM OoapMaleBTHUUeCKYIO

KoMIosuumon. B IpyIT'oM acCIlleKTe OIllMCaHHaAd B HaCTOoAlleM IJOKYMEHTE
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Tepalusg, OPUMEeHeHMVe WJIM CHoco® npuMeHeHMS CoeIMHEeHMs 1, BKJIOUAET
B cebg TIIpYMeHeHMe MM CcIoco® npuMeHeHms  CoernmHeHusa 1,
bapMalleBTUUECKNY NIPUEeMJIEMOM  COJIM, WJIM eTo OdapMaleBTHUUEeCKOMN
KoMIIo3uluuu CoedguHeHMda 1, WiIM KoMOuMHauum CoeIMHeHMUS 1 WM eTro
bapMmalleBTUUECKNY IIPMEeMJIEMOM COJIM WMJIM eTo  dpapMalleBTHUUEeCKOM’
KOMIIOZULUM, C OPYIMM XUMMOTEpalleBTMUeCKUMM aTl'eHTOM (aMu), IIpruueM
maHHad KoMOMHAlMAg ob6JjafaeT CHUHEePTeTUUYeCKON aHTHUIIPpoJMbepaTUBHON
aKTMBHOCTLI. B OPyTOM acleKTe OPYTOoM XMMMOTepalleBTUUECKUN aTeHT
nomapJideT IoJMMepus3aluuo TyOyaMHa. B IOpyI'oM aclekTe IpyIon
XUMUOTEpAleBTUUECKUIM aTeHT HoOaBiideT (QYHKIMOHAJILHYID aKTMBHOCTDL

BMI-1.

VCIIOJIb3YEeME B HACTOAMEM OOKYMeHTe TepPMMH «dpapMalleBTUUeCKH
npremMiieMa s coJib (Jm) » OTHOCUTCH K coJm, IIOJIYUYEeHHOM nu3
bapMalleBTHMUECKNM [IPMEMIIEMOY HETOKCUYHOM KUCJIOTH WJIM OCHOBAHMA,
BKJIOUAS B Ccebs HeOpPTraHMUeCKYyK KMCJIOTY M OCHOBAaHME, a TaKxe
OPTaHMUYeCKyl KUCJOTY M OCHOBaHme (cM., Haopumep, Remington’s
Pharmaceutical Sciences, 18th eds., Mack Publishing, Easton PA
(1990) or Remington: The Science and Practice of Pharmacy, 19 th

eds., Mack Publishing, Easton PA (1995).

VcrioJIb3yeMBl B HacToAmeM IOKyMeHTe TepMuH «CoeluMHeHMe 1»
OTHOCUTCSH K b-pTop-2- (6-pTOop-2-MeTHJI-1H-0eH30 [d] MMMOa30J1-1-1JI) —
N*-[4- (TpudTOPMEeTIUII) beHMUII ] IMPUMUIOMH-4, 6—IUMaMUHY I ero
bapMalleBTUUECKM [IpUEeMJIeMOM  COJIN, nim ero dbapMaleBTHUUECKOM
KOMIIOBULMK . B pasJIMUHEIX aclekTax TepMuH «CoelIMHeHMe 1» OTHOCUTCSH
K CoemuHenuio 109, pacKpeTOMy B OYOJIMKaAUUM MeXOYHAaPOOHOW 3BasaBKU
M WO02014/081906, xoToOpasd BKJUeHa B HACTOAMMM IOOKYMEHT B IIOJIHOM

obbeMe IIyTeM CCBUJIKM.

CIIOCOB INPMMEHEHKA

He OTPaHMUMBAACHE Teopmeﬁ, MeXaHVMCTHUYEeCKNMe MccJieiOBaHMA
IIoKazsaiamn, dTO CoenoMHeHMUE 1 IogaBJIideT IIoJIMMEePM3alllio

MUKPOTPYOOUEeK, CBASHBAaHME C TYOYJIMHOM, BHS3HBasg OCTAHOBKY B G2/M,
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UTO IIPMBOIMT K MHOXECTBEHHEM KJI€TOWHEIM 9®@eKTaM, BKJIOUasaA B ceb4ga

9@®GKTH Ha MMTO3, KJIETOUHHM LMKJI M alollTOo3.

B omHOoM acHnekxkTe CoeIMHeHMe 1 MOXeT BBOOIMTLCS B BHUIE
MOHOTepalluu B mozax, KOTOPHE [IPUBOLAT K TepalleBTUYEeCKHA

5OOeKTUBHEM LeJIeBHM I1JIa3MEeHHEIM KOHLEeHTPpalMAM.

B mpyroM acrnekTe CoenuHeHre 1 MoOXeT BBOOMTLCS B BUIe
KOMOMHUPOBAHHOM Tepaluu c, 1o MeHbIIen Mepe, OIHUM
XUMUOTEpaleBTUUECKMM aTeHTOM B HO3ax, KOTOpPHE IMIPUBOLAT K
TepaleBTUUECKM  50OeKTUBHEM  agOUTHMBHEM WM  CUHEepTeTHUUeCKUM
JIa3MEeHHHEM  KOHLEeHTpaluMaM. IpM  MCIOJBL30BaHMM B KOMOMHAILIMU
npuMeHeHre  CoeIMHEeHUd 1 3HAUMTEJILHO  IIOBHIIAET aKTUBHOCTD
CTAHOAPTHHX XUMHUOTEpAaleBTHMUSCKUX CPEeICTB, BKJOUalmUX B ceds
naxap®asuH, moleTakceJ, OOKCOPYOULIMH, JIMIIO COMAJIbL HEIM
OOKCOPYOULMH, reMInTadnH, BUHKPUCTUH u opyTmre aTeHTH,

CBA3HBaKIIME TYOYJIMH .

OCHOBHBASACH Ha BTUX JIaHHHX U [IPeOHOyNUxX IOKJIMHUUECKUX
MCCJIedOBaHMAX, B HacTodlee BpeMa IOIpoBoouTca oleHka Cpd 1 B
ONpeleJIeHHHX KJIMHUUECKUX MCCIeNOBaHMUAX, pas3MelleHHHX Ha Clinical

Trials.gov, BKJoOUaKMUX B CceBg:

NCT02404480: VccaenoraHme ©Gas3w 1, OTKPHTOe, IIepBOe C
yuacTueM yeJIoBekKa, olleHMBawIee Bes30M1acHOCTDb u
bapMakokuHeTHuueckut (OK) npodmib OJjasa NOpuMeHeHus CoeomHeHUs 1 vy
IallMeHTOR, CTpalallMxX PpaKoM C IpoTpeccHUpyimel COJUMOHOM OIIYyXOJILI
(AST), omnpepmeJjdawpmee RP2D (pekKOMeHOOBaHHYK HoO3y IJa oO¢aser 11
KJIVMHUUECKUX MCIBETAaHUM) B COOTBETCTBUM C BO3paCTalIMUMM BeJIMUMHAaAMMA

oTO3.

NCT03206645: VcciuenoraHue O¢a3w 1b 1Jd olleHkKM 0e30MaCHOCTHU
n  20PeKTUBHOCTM JIeUeHMS  OBapMaJIbHOTO paka C [IpuMeHeHUeEM
CoemvHeHrsa 1 B KOMOMHALIMM CO CTaHOAPTHHEMM [HakKJIMTaKCeJIOM U
KapOOoIJIaTUMHOM Yy XEeHIMH C SOUTeJMalJbHEM OBapuaJibHEM pakoM 111 miu
IV crTamum, I[IepBUYUHHEM IIepUTOHEeaJIbHEIM PakKoM WMJIM PaKoM MaTOUHEBIX

pr@, IIoJIy4YaniMX HeOaIlEBIOBaAHTHYK XVMMOTepallMio.
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NCT03605550: MVccienoraHue O¢a3wl 1lb 1Jd oleHkKM 0Oe30MIaCHOCTU
n 20OeKTUBHOCTM JieUueHMSa HOeTel C BIepBHEe IMarHOCTUPOBAHHOMU
IMbOOYy3HOM IJVIMOMOM CTBOJIa T'OJIOBHOTO Mo3Ta (DIPG) u/MiIM TJIMOMOM
BHICOKOM CTeleHM 3JioKauecTBeHHOCTH (HGG) ¢ npumeHeHreM CoOeOMHEHUS
1 B xoMOMHaALUMM C JYUYeBOM U XUMMOTepanuey. IlallMeHTH, Y KOTOPHX
oMarHocTupoBaHa DIPG/ HGG, MOI'yT IoOBepraThcd JMOO JIYyUeBOU
Tepalur, JMUOO XUPYPIMUECKOMY JIedeHMI. B XOOe MCCJIeOOoBaHMag OyIOyT
omnpelejieHH noz3a CoenIMHeHMA 1, KOTOPYK MOXHO HasHaduaTb BMeCTe C
JIydyeBOM Tepalmel, He BHS3HBAsg CepbesHBX I[TO0OOUHHX 5»OOeKTOoB,
KOHIleHTpaluuu CoeOuHeHMS 1 B IIJla3Me U ONyxXOJIeBOM TKaHM OO Uu/UJIU
B IIpollecce XUPYPIMUECKOTO JieueHMI OJ4 YyIOaJleHUS peluuIVBUpYIeN
OMIYyXOJIM, a TaKXe BO3MOXHEE MW3MeHeHMd B OMOJIOTUM OIYyXOJM B

pesybTaTe JedeHud CoenuHeHMeMm 1.

NCT03761095: VccinenoraHue O¢a3w 1b 1Jd olleHkM 0Oe30MaCHOCTHU

n  S50OeKTUBHOCTH, a Takxe oIopemeJyeHms MTD (MakCcUMaJILHOM
IepeHOoCUMOM IO3H) nJis JleueHus IauMeHTOB, CTpamanmrx
Oporpeccupynmer  JeMOMMOCapKOMOM, C IIpMUMeHeHMeM  KOMOMHAaLUN

CoemnmHenuda 1 (200 M mepopalJibHO IOBa pas3a B HeOeJn) M DakapbasmHa

(DTIC) (1000 mMr/m2 BHYTPMBEHHO 3 pas3a B HemeJo) .

Kak noxkxaszsaHO B HacTodlleM OOKyMeHTe, CoeIMHeHUe 1 miam ero
@apMaHeBTquCKM InprueMiIieMad COJIb, 2NNz @apMaHeBTquCKaH
KOMITO3MIIMA, InpencTaBJIART cobon HMSKOMOﬂeKyﬂHpHMﬁ MHPM@MTOp
IIoJIMMepPpM3allli TYOyJIMHa IOJIA IIPVMMEeHEeHMA B JI€eUeHMNM MJIIM YJIYUIIeHNN
COCTOAHMA IIpM CapKoOMe Yy cyObeKTa, HYXDanmeT'oCsa B HeM, coepXalmeM
BBell€HNVE SQQGKTMBHOPO KoJIMyecTBa CoenvHeHUHA 1 MJIn eTro
@apMaHeBTquCKM HpMeMﬂeMOﬁ COoJIM, 12Nz eTro @apMaHeBTquCKOﬁ

KOMIIO3SUIIVN .

B OIOHOM acCIlleKTe IIPVMMEeHEHN A Jin criocoba IIPMMEHEHNM A,
OIIMCaHHOTI' O B HaCTOoAdAIleM IOTJOKYMEHTe, IIPVMMEHEHVIE 2| crioco®
IIPVMMEHEHNM A CoenmmHeHrsa 1 BKJoOUaeT B cebg ero @apMaHeBTquCKM

OprUeMIeMyld COJIbE MM dpapMaleBTUUeCKYn KOMIOSUIIMII.

B IpyIToM acCIlIleKTe IIPVMMEHEHNM A MJin criocoba IIPVMMEeHEHW A,

OIIMCaHHOTI'O B HacCToAlleM OJOKYMEHTE, I[IPVMIMEHEHVIEe MJn crioco®
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nprvMeHeHrss CoenoMHeHMsS 1 BrJoUaeT B cebsa NIPUMeHeHMe WM CIIOCOo0
npuMeHeHuss CoeIuMHeHMS 1, I[IpUMEeHeHUe WM CIioco® IIpUMMeHEeHUS
bapMalleBTHUECKM IPMeMIJIEMOM COJIM MM dapMalleBTHUUECKOM KOMIIO3ULIUMY
CoemmHeHnus 1 wWIM TIIPUMEeHeHUMe WM CHoco® IpMMeHeHMS KOMOMHAaLUU
CoemuHeHMsa 1 MM eTro odapMalleBTUUECKM IIpMeMJIeMOM COJIM, WJIM eTo
bapMalleBTMUECKOM  KOMIIOZULMM, C IPYIMM XMMHUOTepaleBTHUUeCKNVM
aTeHTOM (amm) , oprdyeM  KoMOMHauusg  objajmaeT  aIOUTHMBHOM U

CMHepPeTquCKOﬁ aHTMHpOHM®epaTMBHOﬁ AKTVMBHOCTEO.

B OIpyIT'OM aclriekre oIpyTon XVUMHOTepaneBTUUeCKUM areHT
IomaBJIgeT [DoJMMepHr3aluion TyOyJIMHa. B IOpyToM aclekTe »IOpyTon
XUMMOTepaneBTUUECKNM aTeHT BJIMAeT Ha JHK wmiam penapauuio [OHK

IIOCPEeICTBOM PA3JIMUHEX MeXaHV3MOB.

B OIOHOM aclIleKTe, KoMOMHaUUM, OIIMCaHHEEe B HacToAdleM
OOKYMEHTe, IMONaBJIART WM OCJIabJIganT IIoJIMMe P 3allMIo TyOyJMHa, YUTO
TaKXxe MOXeT BEISEIBATBb OCTaHOBKY KJIETOYHOTI'O LIMKJIa B

nposmbpeprpyImer KJIeTKe MM KJISTOUHOM JIMHUM .

B OpyroM acrnekre, crioco® nomaBJIeHUMA - WIM  OocJiabiieHUud
noJjiMmMepusauum TYyOyJiMHa, YTO BHBEBaAEeT OCTAHOBKY KJIETOUHOTO LMKJIIA
B npoJmubepupyoien KJIeTKe WJIN KJIETOUHOM JIVIHUN, COOEPXUT
BOo3meMrcTBMe CoeaMHeHMS 1 MIM eTro dpapMalleBTUUECKM MIpUeMJIEeMOM COJIU
WIM ero dapMaleBTUUECKOM KOMIIOSULUKM Ha IPOJIUGEePpUPYIYD KJIIETKY
WM KJIETOUHY JIMHMIO. B OPYT'OM aclleKkTe IIpoJindpepupyolad KIeTKa WU
KJIeTouHas JIMHMA MOXeT OHTbL He IoIOBepraBlielica BO3IOEeMCTBUIO
MHTUOUTOpa TYyOyJIMHA MM MOXeT OHTH M3BECTHO, UTO OHAa IIoIoBepraljiach

NOOAaBJIEHUID WMIIM OCJIaBJIeHUMID IIOJIMMepU3alluv TYOYJIMHA .

B IOpyI'OM acleKTe, He OI'paHMuUMBaKIMe IIPMMEPH TaKUX KIEeTOK
MM KJIeTOUHHX JMHUM BHOpaHe w©m3 HL 60, HelLa, HT1080, HCT116,
HEK293, NCI H460, U-87MG, ASPC-1, PL-45, HPAF-2, PC-3, MDA-MB-
231, MDA-MB-468, A431, SNU-1, AGS, Kato III, A549, Calu-6, A375,
SY5Y, SKOV3, Capan-1, sNF96,2, TIVE-L1, TIVE-L2, LNCaP KJeTOK "
IONOOHEIX. B OoJlee KOHKPETHOM aclleKTe KJIeTKa WM KJIeTOYHad JIMHUA

MOXeT OHTbL KJIeTKOM CAapKOMEHI.
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B OODHOM acCleKTe CHoco® IomaBJIeHUS WM  OCJabJjeHund
rnoJiMMepmrsaluy TyOyJauHa Yy CyObeKTa C CapKOMOM, HYyXIawomeToCs B
HeM, COIOepPXMT BBeIcHNMEe 9®®6KTMBHOPO KoOJIMdeCTBa COGHMHGHMH 1 mnm
ero GdapMalleBTUUECKM [PUMeMJIIeMOM COJIM, WIM ero dapMaleBTUUYeCKOM’

KOMIIO3ULUN, CYyOBEKTY, KaK OIMCaHO B HaACTOLAlleM IOOKYMeHTe.

B OOHOM aclleKkTe, OIMCaHHOM B HaCTOAmeM IOKYMEeHTe, capKoMa,
KoTopasd MOXeT IoOJeXaTh JeUueHMo ¢ Ha3HaueHueM, OIMCaHHEIM B
HacTodmeM MOOKyYMeHTe, BKJIoUaeT B cebd, HO He oTpaHMUYMBadCh
[IepPEeUMnCJIeHHEM, CapKOMBE KOCTHOM U COSOMHUTEJILHOM TKaHM, BHOpPaHHHE
U3 TPYINHE, COCTOAmEeN M3 OCTeOTeHHOM CapKOMH, CapKOME KOCTH,
OCTEeOCapKOMH, XOHIPOCAPKOMEl, XOPIOME, CUHOBMOME, CAapPKOMaTO3HOM’
ME30TeJIMOME, OIYyXoJM IOMHTa, (UOPOCapKOME KOCTU, IIepMOCTaJIbHOM
CapKOMEI, CapKOM MATKMX TKaHel, aHTMOCAapKOME, I'eMaHIMOCAapPKOMEH,
dUbPOCapPKOME, CapKOMH KamommM, JIeMOMUOCAPKOME,  JIMIOCAPKOMEH,
JIMMGaHTMOCapPKOMH, PadoIoMMOCAaPKOMEH, CHMHOBMAJILHOM CapKOMEHI,

MMKCOCAPKOMEL, SHIOTEJIMOCAPKOMEL M ﬂMM@aHPMOSHHOTeHMocapKOMH.

B OIpYyITOM acCIlIleKTe Yy CyOBeKTa IMaTHOCTHMPOBaHa CapKoMa, IIprUuYeM
CapKoMa BH@paHa nus T'OYIIIIEL, cocTodmemn ns OITYy XOJIN KOuura,

dUBPOCAPKOMEL, JIEMOMUOCAPKOME, JIUIIOCAPKOMEL M OCTEOCAPKOMH .

B KOHKPETHOM acllekTe cyObeKTa, Y KOTOPOT'O IMarHOCTMPOBAaHA
capkoMma, MOYHO JIeUUThH XUMMOTEpaleBTHUYeCKUM areHTOM  IJId

[OomaBJIEHUS WMIIM OCJIaBJIeHMA IIOJIMMepUs3aluy TYOyJIMHA .

B KOHKPeTHOM acCIIeKTe cyObeKkTa, VY KOTOpPOT'O IMarHOCTHMPOBAaAHa
CapKoOoMa, MOXHO JIeUNVThb XVMMOTepalleBTHYe CKVM areHToOM IJIA

nonaBJIeHMSa WM ocJabjieHusda QyHKUMM BMI-1.

B KOHKPETHOM aclleKTe cCcIrIocod TI[omaBJIeHUMS WIM ocJabJeHud
noJuMepusauuy TyOyJMHa, KakK OIMcaHO B HacTodgmeM OOKyMeHTe,
IonaBJIgeT MJIM OocCJIabJigeT MNoJIMMepu3aluio TyOyJMHa Ha okoJio 5%, 10%,
15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 80%, 85%,
90%, 95 % wmimm 100% OTHOCUTEJILHO IOJUMMepM3aluMMu TyOyJIMHa OO
BBeleHusa CoermmHeHMSA 1 Ccy©OBeKTy, UTO OlleHMBaeTCda MeTooaMM, XOPOIIO

VM3BECTHEIMM B IOAaHHOM oBOJIacTM TeXHMKU.
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B KOHKpPETHOM acCIleKTe CIOoCOO IIOoHaBJIEHMA WM OCJabJIeHnd
dyHrkuMM BMI-1, kakKk oOIMCaHO B HacTodleM IJOKYMeHTe, IIOoIOaBJgeT
dyuxkumio BMI-1 Ha oxoJjo 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 80%, 85%, 290%, 95 % mgm 100% OTHOCUTEJILHO
dyHkumm BMI-1 mo BBemeHMAa CoemuHeHUS 1 CyOBEeKTY, UTO OlLleHMBaeTCH

MeToOoaMM, XOpomo M3IBeCTHEMIM B OAaHHOM 00JIacCTM TEeXHUKM.

B KOHKPETHOM aclleKTe Ccrocod TIomaBJIEHUS WM ocJabJeHud
noJuMepusauuy TyOyJMHa, KakK OIMCcaHO B HacTodgmeM IOOKyMeHTe,
nomaBJdgeT WM ocJabjdgeT NoJuMepmszalivio TyOyJMHa B IMalasoHe OT
okoJio 5% mo okoJio 20%, 10% mo 30%, 15% mo 40%, 15% mo 50%, 20%
oo 30%, 20% mo 40%, 20% mo 50%, 30% mo 60%, 30% mo 70%, 30% mo
80%, 30% mo 90%, 30% mo 95%, 30% mo 99%, wmiam oT okoJio 40% 1mo
okoJio 100%, wmiam Joboy IMala30H MeXOy, OTHOCUTEJILHO IIoJMMepU3allun
TyOyJIMHa OO BBemeHMs CoelIMHeHMsS 1 Ccy®LeKTy, UTO OlleHMBaeTcsd

MeTOoOoaMIM, XOpOomo M3IBECTHEMM B OaHHOM 06JIlacCTM TeXHUKH.

B KOHKPETHOM acIlleKTe CIocoD I[IOoOaBJIEHUA WM oOcJabJieHud
dyHKUMM BMI-1, KakK ONMCaHO B HaCTOAMEeM OOKYMeHTe, IOoOaBJIgeT WJIU
ocJyabysgser QyHKLUMIO BMI-1 B OMamasoHe OT oOkoJo 5% mo okojio 20%,
10% mo 30%, 15% mo 40%, 15% mo 50%, 20% mo 30%, 20% mo 40%, 20%
no 50%, 30% mo 60%, 30% mo 70%, 30% mo 80%, 30% mo 90%, 30% mo
95%, 30% mo 99%, wmim oT okoJjio 40% pmo okojgio 100%, wam Jmodon
omrariasoH Mexnoy, OTHOCUTEJILHO OYHKLIUM BMI-1 0o BBeeHud
CoenuHenus 1 cyObekTy, YTO OlleHMBAaeTCHa MeToIaMu, XOPOIO

M3BECTHEIMM B JaHHOM o0OJIaCcTU TeXHMKU.

B KOHKPETHOM AacClleKTe CHOoCOo0 IMIOHOAaBJIEHMS WM OCJaBJIeHHUId
noJmMeprsauuy TyOyJsMHa, KakK OIMCAaHO B HACTOANEeM OOKYMeHTe,
IOHmaBJIgeT IpoJMbepallMio MJIM COKpamaeT IIONYJIALMI IIPOJIMOepPUPRYRIMX
KJIETOK WM JIMHUM KJIeTOK 1In Vvitro miaM in vivo Ha okoJjio 5%, 10%,
15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, ©65%, 80%, 85%,
90%, 95 %, mium 100%, OTHOCUTEJIBEHO TIONYyJALUMM IPOJMUOEPUPYRINX
KJIETOK WJIM JIMHUM KJIETOK 1In Vvitro MiIM 1In Vivo OO BBeIeHUI
CoemguHeHms 1 cyObexTy, UyTO  OlleHMBAaeTCHd MeToIaMu, XOPOIO

M3BECTHEIMM B IaHHOM o0BOJIacTM TeXHMKU.
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B KOHKpPeTHOM acCIleKTe CIocof TIomaBJIeHUMA WM OCJabJIeHud
dyHrkuMM BMI-1, kakKk oOIMCaHO B HacTodleM IJOKYMeHTe, IIOoIOaBJgeT
npojmdpepalin MM COKpallaeT IIONYJIALUID IPOJIUGepUPYRIUX KJIETOK WIINU
JIMHUM KJIeETOK 1n vitro wiam 1n vivo Ha okoJo 5%, 10%, 15%, 20%,
25%, 30%, 35%, 40%, 45%, 50%, 55%, ©60%, 65%, 80%, 85%, 90%, 95
%, mam 100%, OTHOCHTEJIBHO IONYJALUM OPOJUPEepUPYRIMX KJIETOK WMJIN
JMHUM KJIETOK 1In Vvitro uiaM I1In vivo @»Oo BBeleHus CoenuHeHUT 1
CyOBeKTy, UTO OlIeHMBAeTCsS MEeTOINaMM, XOPOmO M3BECTHHIMM B ITaHHOM

oBJlaCcTM TeXHUKM.

B KOHKPETHOM AacllekTe CHoco0 IMOHOAaBJIEHMS WM OCJaBJIeHNUI
noJmMeprsanuy TyOyJMHa, KakK ONMCAaHO B HACTOANEeM OOKYMeHTe,
IomaBJIgeT IIpoJmbepallMio MJIM COKpamaeT IIONYJIALMI IPOoJIMdepUPRyRIMX
KJIETOK MJIM JIMHUM KJIETOK 1in vitro MaIM Iin vivo B OMalasoHe OT OKOJIO
5% mo oxkoJio 20%, 10% mo 30%, 15% mo 40%, 15% mo 50%, 20% mo 30%,
20% mo 40%, 20% mo 50%, 30% mo 60%, 30% mo 70%, 30% mo 80%, 30%
oo 90%, 30% mo 95%, 30% mo 99%, mam oT okoJo 40% mo okxojio 100%,
WM JioOOoM IMAalla30H MeXIOy, OTHOCHTEJILHO IONYJIALUMY MPoJndepUpyIommx
KJIETOK WJIM JIMHUM KJIETOK 1In Vvitro MM 1In VIivo OO BBeIEeHUS
CoemuHenus 1 cyObekTy, YyTO  OlleHMBaeTcd MeToIaMu, XOPOIO

MB3BECTHEIMM B IaHHOM 00JIaCTU TEeXHUKU.

B KOHKPETHOM acIlleKTe Ccrocod TIomaBJIEHUS WM ocJabJeHusd
dyHxkuMm BMI-1, kak oIMCaHO B HacTodmeM IJOKYMeHTe, IIOOaBJgeT
npoJinbepalinio MJIM cokKpamaeT IIONYJALMD NPOIMGepUPYIMMUX KJIEeTOK WMJIU
JVHUIM KJIETOK 1n Vvitro miamM 1in vivo B OMala30He OT OKoJIO 5% mo
okoJio 20%, 10% pmo 30%, 15% mo 40%, 15% mo 50%, 20% mo 30%, 20%
oo 40%, 20% mo 50%, 30% mo 60%, 30% mo 70%, 30% mo 80%, 30% mo
90%, 30% mo 95%, 30% mo 99%, wmam oT okoJo 40% mo okoJio 100%, wmiam
JoboM Ouarna30H, OTHOCUTEJLHO IMNONYJALUMM IPpoJudepUpyolUxX KIETOK
WM JIMHUM KJIETOK 1n Vvitro MM in vivo 0o BBeneHus CoenguHeHHUS 1
CcyOBeKTy, UTO OlleHMBAeTCHdS MeTOoIoaMM, XOPOmMO WM3BECTHEMM B OaHHOMU

0BJIaCcTM TeXHUKM.

B pasimMuHEX aclleKTaXx crioco® TImomaBJIeHMA WM OcCJabJieHUA

IIoJiMmMepmMsalm TYyOyJIMHa, Kak OIIMCaHO B HacTodmeM OOKYMeHTe,
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YMEeHBIIaeT v cyOBeKTa DKCIIPEeCCHU CcyOBeIMHNI] off-TyoynuHa,
CBA3aHHEIX C GTP, OOCTYIIHHX IOJI4 BCTpaMBaHMA B MUKPOTPYOOUKY, UTO
OlleHMBaeTCcsa MeToIaMu, XOPOMO M3BECTHHMM B HaHHOM o00JacTu

TeXHUKM, HalpuMep, ELISA.

B pasJIMUHHEIX acleKTax CclIocod® TomaBJIeHUS WM ocJabJjeHud
byHxMM BMI-1, kaK OIMCAHO B HaCTOANleM OOKYMEeHTe, YMeHLIaeT
IJIa3MEHHYI KOHIleHTpaumion BMI-1 y cyBbeKTa, UYUTO OlLEeHUBAETCH
MeTOoOaMM, XOPOIO M3BECTHHMM B OAHHOM OOJIACTM TexXHUKM, HaIpuMep,

ELISA.

B OIHOM acIekTe CIOoco0 I[OIpedoTBpalleHud, JeUeHUd WUIINU
VIYUIIeHMS COCTOSHUSA IIPKM capkoMe Y CyObheKTa, HYXKIalleT'oCcd B HeM,
COOepPXUT BBemeHMe CoeIMHeHMd 1 B KOJMUeCTBe, 5S0OeKTUBHOM MOJIS
IoOaBJIEHU S WM ocCJadJjieHUd IIOJMMepu3aluu TyOyJrHa y CcyObheKTa, Kak

OIIMCaHO B HacTodAmeM ITOKYMeHTeE.

B omHOM acrekTe crnoco® IIpemoTBpameHmusd, JleyeHUd UM
VIIYUIMeHN ST COCTOSHMS IMIPKM capkoMe y cyObeKTa, HYXIAKMerocs B HeM,
COINEPXUT BBeleHMe CoeIMHeHMS 1 B KOJIMUECTBe, HOOeKTMBHOM IJIA
nomaBJIeHUS MM ocJabjeHusda oyHKUMM BMI-1 v cy®meKTa, KakK OIIMCAaHO

B HacToAmeM OJOKYMeHTe.

B OIOHOM KOHKPETHOM acIlleKTe CIOoCO0 IIpemoTBpalleHUsa, JIeUeHUId
WM YJIYyUdIlleHMS COCTOSHMA IPpM capkoMe Yy CcyObekTa, HyXIaomeI'oCd B
HeM, KaK OIMCAaHO B HaCTOAMeM OOKYMeHTe, IIOoIaBJIAeT WMJIM ocJabjsgeT
noJmuMepn3anmon TyOyJMHa Ha okoJjo 5%, 10%, 15%, 20%, 25%, 30%,
35%, 40%, 45%, 50%, 55%, 60%, ©b5%, 80%, 85%, 90%, 95 %, mmm 100%,
OTHOCUTEJIBHO MOJMMepM3aluM TyOyJiMHa OO BBeleHuda CoeduMHeHUS 1
CyOBeKTy, UTO OlleHMBAeTCsS MeTOoIHaMM, XOPOmO M3BECTHHIMM B TaHHOMU

0BJIaCcTM TeXHUKM.

B OIHOM KOHKPETHOM AacIlleKTe Crocof NpenoTBpalleHUsa, JIeUeHUS
WV YJYy4JIIeHUS COCTOSHMSA IIPpUM CcapkoMe Yy CcyOBeKTa, HYXIaKnIMeI'oCd B
HeM, KaK OIMCaHO B HaCTOANEM OOKYMEHTe, IIOIaBJISeT WJIM OcCJabjisgeT
dyHkumio BMI-1 Ha oxkoJjio 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 80%, 85%, 90%, 95 %, wmmm 100%,

OTHOCUTEJIbLHO QyHKUMM BMI-1 1o BeBemeHmsa CoeOMHeHMS 1 CyOBEeKTy,
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UTO OleHMBaeTCd MeTooaMlM, XOpomo M3IBEeCTHEMU B OaHHOM ofJacTu

TEeXHMKNM .

B OOHOM KOHKPETHOM acIlleKTe crnoco® NpemoTBpalleHMd, JIedeHUd
WM YJIydlleHMS COCTOSAHMA I[IpU CcapkoMe y CcyObeKTa, HyXIawomeTl'oCsa B
HeM, KakK OIMCAaHO B HaCTOANeM OOKYMeHTe, IIoIaBJIAeT WJIM ocJabjserT
noJmMepu3aluin TyOyJiMHA B OMala30He OT OKoJIo 5% mo okoJjio 20%, 103
oo 30%, 15% mo 40%, 15% mo 50%, 20% mo 30%, 20% mo 40%, 20% mo
50%, 30% mo 60%, 30% mo 70%, 30% mo 80%, 30% mo 90%, 30% mo 95%,
30% mo 99%, mum or okoJo 40% mo okoJsio 100%, mum JiodoM mmarnasoH
Mexmy, OTHOCHUTEJILHO IoJIMMepPr 3alum TyOyIIMHA oo BBEeIeHUS
CoemuHeHus 1 cyObmekTy, UTO OlleHMBaeTcsd MeTooaMu, XOPOIIO

M3BECTHEIMM B JaHHOM oBOJIacTM TeXHMKHU.

B OOHOM KOHKPETHOM AacIlleKTe cCcHoco® NOpeOoTBpalleHMa, JieueHUd
WM VIYyUlleHMS COCTOSHMSA IIpM capkoMe cCyObLeKTa, HyXIaomerocsa B
HeM, Kak OIMCAaHO B HacTo4dlleM IOKYyMeHTe, IMNOoOaBJIgeT MM ocyadbiger
dyHkuMoO BMI-1 B mOmamnaszoHe OT OKoOJIO 5% mo okxoJjo 20%, 10% mo 30%,
15% mo 40%, 15% mo 50%, 20% mo 30%, 20% mo 40%, 20% mo 50%, 30%
no 60%, 30% mo 70%, 30% mo 80%, 30% mo 90%, 30% mo 95%, 30% mo
99%, mym oT okoJio 40% pmo okoJo 100%, wmium Jodo¥ IMala30H Mexmy,
OTHOCUTeJIbHO OQYyHKUMM BMI-1 nmo BBemeHMsa CoenmHeHus 1 CcyOBeKTy,
YTO OlleHMBaeTCcsd MeTomaMM, XOPpOllo M3BEeCTHBIMM B IOaHHOM o00JlacTu

TeXHUMKNM .

B Pa3sJIMYHEIX acCIlleKTaXx crioco® IIpenooTeBpalleHMA, JIedeHMA WIIN
YIIydlleHMA COCTOAHMA IIpM CapKoMe cyObeKTa, HyXIawonlmerocd B HeM,
KakK OIIMCaHO B HacTodAmeM ITOKYyMeHTe, YMEHBIaeT KOHIEeHTPpallMIo BMI-1
Yy CyOBeKTa, UTO OlLIeHMBaeTCsa MeTOomaMy, XOpomo M3BeCTHEMM B OaHHOM

oBJlacTU TexXHUKM, Hamopumep, ELISA.

B omHOM KOHKpPEeTHOM acCIlIeKTe crioco® IIpengoTeBpalleHMA, JIedeHNA
i YyJIydlieHMA COCTOAHMA IIpM CapKoMe CcyObBeKTa, HyXIawnIerocsa B
HeM, Kakr OIIMCaHO B HacTodmeM ITOKYMeHTe, COOEepPXNT BBellcHNe
CoenmMHeHMUd 1 B ROJIMUeCTBe, 9@@@KTMBHOM OJIA IIOOaBJIEHUA

nponm@epaumm VJIMM COKpalleHMA IIOITYJIALIMN HpOﬂM@GpMpyDMMX KJIETOK WMJIN
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JMHMM KJIETOK 1In Vvitro miaM 1in vivo y cy®beKTa, KaK OIMCAaHO B

HacTodmeM ITOKYMeHTe.

B OIHOM KOHKPETHOM acllekTe crnocod npeloTBpalleHMs, JeUueHUs
WM YJYUINeHVS COCTOSHUSA IIPU CcapkKoMe YV CcyB®beKTa, HyxXIaomeTrocsd B
HeM, KaK OIMCaHO B HaCTOAMeM IOKyMeHTe, IIOHOaBJAeT IpoJmubepanmno
WM COKpallaeT IIONYJIALMIOD NPOJUOepUPYIIMX KJIETOK WMJIM JIMHUM KJIETOK
in vitro wimM in vivo y cy®bekTa Ha okoJo 5%, 10%, 15%, 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, ©5%, 80%, 85%, 90%, 95 %, wm
100% OTHOCHUTEJNIBHO MNONYJAUUM OpOoJIUbepUpylmUx KJIeTOK WM JIMHUMN
KJIeTOK I1n Vitro mam in vivo mo BBemeHuda CoenMHeHMdI 1 cyOBeKTy,
YTO OLEeHMBAETCS MeTOOaMM, XOPOmMO M3BECTHHMM B IaHHOM o6JacTu

TeXHMKNM.

B OIHOM KOHKPETHOM AacCIlleKTe CHOoCOo0 MIpedoTBPalleHMI, JIeUeHMS
WIM YJIYUIIEeHVS COCTOSHUSA IIPU CapKoMe YV CyObeKTa, HyXIaonmeI'oCcsd B
HeM, KakK OIMCAaHO B HACTOSMEeM IOKYMEHTe, IIOHOAaBJIAeT IpoJMbepalmo
WIM COKpamaeT IONYyJIAMID NPOJUOEePpUPYIINK KJIETOK WMJIM JIMHUM KJIETOK
in vitro maM in vivo y cy®bekTa B OMarasoHe OT OKOJIO 5% mo okoJio
20%, 10% mo 30%, 15% mo 40%, 15% mo 50%, 20% mo 30%, 20% mo 40%,
20% mo 50%, 30% mo 60%, 30% mo 70%, 30% mo 80%, 30% mo 90%, 30%
no 95%, 30% mo 99%, mim orT okojo 40% pmo okxojo 100%, wmiam Jmodon
IMaras3o0H MeXOy, OTHOCUTEJILHO IIONYJIALMM OPOoJIUPepUPYRIMUX KJIETOK
UM JIMHUM KJIeTOK 1in vitro MM in vivo Oo BBeneHus CoemguHeHUd 1
Cy®BeKTyY, UTO OlLeHMBAeTCS MEeTOOaMM, XOPOMO M3BECTHHMM B IaHHOM

oBJlaCcTM TeXHUKM.

B pPasJMUHHX AacClekKTax CIoco0 IOpeloTBPAalleHMS, JIeUeHUSI WU
VIIYUIIEHNSI COCTOSHMS IHIPKM capkoMe y cyObeKTa, HYXIAKIeroCs B HEM,
KakK OIIMCAHO B HACTOSAMEM IOKYMEHTe, IIOHOABJIAeT NpoJMbpepalun WU
COKpamaeT IIONYJALMID IPOJUMOEPUPYINUX KJISTOK WMJIM JIMHMM KJIETOK 1in
vitro M in vivo y CcyOBeKTa, UTO OLEHMBAETCSI MeTOHaMM, XOPOIO

M3BECTHEIMM B IaHHOM 00JIlaCTM TEeXHMKM, HalpuMmep, ELISA.

B OIOHOM aclIleKTe crioco® InpenooTBpalleHN A, JIeUeHNA MJIn
YIIydIIeHMA COCTOAHMA IIPM CapKoOMe Y CcyOBeKTa, HYXIDawnmerocda B HeM,

COOepXrT BBelIeHUEe CoenmHenusa 1 B ROJIMYEeCTBEe, 9®®GKTMBHOM IJIA
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IOOaBJIEHMS HNpoJmrbepalrM MM COKpalleHMS IONYJIALUUY IIPOJIMOePUPYIOMMX
KJIETOK WJIM JIMHUM KJIETOK 1in Vvitro miamM 1in vivo y cy®beKTa, B
KoOMOMHaUMKM C JIPpYyTOoM TepalueM  (HalpuMmep, OOHOM wiIu 0OoJiee
OOTOJIHUTEJILHEMM TepaluaMr, KOTOpHe He colepxaT CoeluHeHMe 1 MM
KOTOPHE CcoIepXaT IPYyToM aHTUIPOIMOepaTUMBHEIM areHT) CcyOBeKTy,

HyXxXoapmeMyCcd B 35TOM, KaK OIIMCaHO B HacToAlleM IOJOKYMeHTe.

Takue CHoCoOOE MOT'YT BKJIOUATE BBelOeHMe COeIVMHEeHUSA 1 o,
OODHOBPEMEHHO C WJIM IIOCJIe IIOJIYYeHMA OOIIOJIHUTeJILHOM Tepalln. B
HeKOTOPEIX aclIleKTaXx Tarue CIIOCOOH obJamamnT AV TVIBHBEIM MJIn

CUHEPTETUUECKMM 50OeKTOoM.

B KOHKpPEeTHOM aclleKTe, NpelCTaBJIEHHOM B HACTOMAIEeM NOKYMEHTE,
crioco® TmpenoTBpalleHMsa, JeUeHUSa WIM VYIIYUIleHUsaS COCTOSHUSA IIpU
capkoMe Yy CcyObeKTa, HyXIawlerocd B HeM, COIOEPXUT BBeIcHUE
50PeKTUBHOTO KoJMuecTBa CoeluMHeHUMA 1 U 30PeKTMBHOTO KOJMUYeCTBa

IPpyTOM Tepaluu.

OOMH acIeKT, OIMCAaHHBEM B HacTodmeM JOKYMeHTe, BKJIOUaeT B
cebsa remMoBJIaCTO3, KOTOPHM MOXHO MNPEeOOTBPATUTL, JIEUUMTL U YJIYUIUTH
COCTOSHME B COOTBETCTBMM CO crnocofamy, MNPenJOXKeHHBIMM B HaCTOSAMEM

IOJOKYMEHTe, BKJIIOYad, HO He OI'PaHMUMBaAACE, CapKOMYy.

B OIHOM acleKTe B HaCTOdlleM INOKYMeHTe IIpelcTaBJIeH CIIOoCoD
NpenoTBpalleHns, JeueHUsd WIM YJYyUlleHMsa COCTOSHMA TIIpU CcapkKoMme,
comepxamuii: (a) BBeIeHMe CYOLEKTY, HyXIaoleMycs B STOM, OIHOM
i 6BoJiee no3 CoenuHeHMsa 1 MM ero dQapMalleBTUUECKU IIpUeMJIEMOMN
CoM WM eTro OQapMalleBTUUECKOM KOMMO3ULUMM U (b) MOHUTOPUHT

KOHIIEHTpalUuKY OIpeneJIeHHEX OMOMapKepoB OO M/WiIM IOoCje sTala (a).

B KOHKpPEeTHOM aclekTe, sTan (b) MOHMTOPMHIAa OCYMECTBJST IO
U/WMIK TIoCJle ONpelelIeHHOTO KoJMuUecTBa Oos3 (Hanopumep, 1, 2, 4, 6,
8, 10, 12, 14, 15, mmm 29 wmiam O6oJjee pmo3; oT 2 mo 4, or 2 mo 8,
or 2 pmo 20 miam orT 2 po 30 @mo3) WM OIpenesJIeHHOTO IIPOMeXyTKa
BpeMeHu (Hanpumep, 1, 2, 3, 4, 5, 6, wiau 7 gHewn; wim 1, 2, 3, 4,
5, 10, 15, 20, 30, 40, 45, 48 mium 50 HemeJsie) BBenmeHMsa CoeIMHEHUSA
1 VI ero bapMalleBTUUYECKHA IpreMIIeMOM’ COJIH, VIV ero

@apMaHeBTquCKOﬁ KOMITIO 3MIIUNM .
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B KOHKpPpeTHOM acCIlleKTe OIVMH WJIN foJiee OaHHEX IIapaMeTpOB
MOHMTOPNMHTI'a OIIpeOeJIAIT OO BBEIOEHIMA CcyOreKTy COoeIMHEeHUSA 1 mim ero
@apMaHeBTquCKM HpMeMﬂeMOﬁ COJIN MJin ero @apmaueBqueCKoﬁ

KOMIIO3MLINMMN .

B KOHKpPeTHOM aclleKTe CcoKpaleHre OpoJudepalru IONYJISLUNY
OPOJIMPEPUPYIIMX KJIETOK WJIM JMHUNM KJIeTOK in Vvitro miamM 1in vivo
BCJIEOCTBME BBeleHMs CoemouHeHuda 1 wmiaM ero dapMaleBTUUYECKH
NpreMJIEMOM COJIM MJIM eTo dapMalleBTUMUeCKOM KOMIIO3ZUIMM YKasHBaeT Ha
TO, UTO KypC JieueHUS 2OOeKTMBEH IOJId NPelOoTBPalleHUd, JIeUeHUS WU

YIIydlieHMA COCTOAHMA IIpM CapKoMe.

B KOHKPETHOM acIlleKTe WU3MeHeHMre OpoJudpepaluy OOIIYJISLNNA
NPOJIMPEPUPYIIMX KJIETOK WJIM JMHUM KJIETOK In Vvitro wmiam 1in vivo
BCJIEOCTBME BBeIeHMsa CoenouHeHuda 1 wmjiIM ero papMaleBTUUYECKH
NpreMJIEMOM COJIM, WM eTro (apMalleBTHUYECKOW KOMIIO3SMLMM MOXET
YKasHBaTEL Ha TO UTO, OO3MPOBKA, YacToTa M/MIM MOPOIOJIKUTEJILHOCTD
BBemeHusa CoenMHeHUS 1 WIM €TI0 papMalleBTHUUECKM IPMEeMJIEMOM COJIM,
WM ero ¢papMaleBTUUECKOM KOMIIOZUIINK MOTYT OBTbH CKOPPEKTUPOBAHE

(}{EiIII)IideEI), YBEeJIMYEHE, YMEHBIIEHE MJIM C:C))(I)EiI{EEI{EJ) .

B KOHKPETHOM acIleKTe MOHUTOPUHI KOHIEeHTpaluM OolIpedelIeHHEX
BruoMapkepoB B OMOJOTMUECKMX oOpa3llax OCYmeCTBJIAT OO0, BO BpeMs
/Wi HocJyie  Kypca JleueHMS  CapKOMH, BRJIDUAKIETO BBeOeHUe
CoemmHeHMs 1 WM eT0 OpapMalleBTHUUECKM IIPMeMJIEeMOM COJIM, WM €TI0

bapMalleBTMUECKOM KOMIIOZULMUMU CYyOBLEeKTY .

Io3UpoBKa, yacrora @ U/UIM  [OPOIOOJIKUTEJILHOCTH BBeIeHud
CoemmuHenud 1 miIM ero dapMalleBTHUUeCKM IIpHeMJIeMOM COJIM, WM eTo
bapMalleBTMUECKOV KOMIIO3UINM CYyOBEeKTy, MOTYT OHTH W3MEeHeHH B
pesyabTaTe nOpojmbepalry MIONYJIALINM OPOJIUOepUPYINMX KJIIETOK WJIN
JVHUW KJIeETOK 1In VvVitro wmiIM 1in Vvivo. B KauecTBe allbTepHaTHBH,
M3MeHeHMV S ITaHHBX [IapaMeTpOB MOHUTOPMHTA (HalpuMep, KOHIIeHTpalluu
onpenejIeHHHX OMOMapKepoB) MOTYT YKas3hHBaTh Ha TO, UTO KypC JIeUueHUS
CapKOMEHI, BRJIIOYU a0MUi BBelleHUe CoenmMHeHUS 1 NI ero

@apMaHeBTquCKM HpMeMﬂeMOﬁ COJINM, MJIin eTro @apmaueBqueCKoﬁ
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KOMIIO3ULIUK CYDOBEKTY, 9@@6KTMB€H OJI4 TIpedOoTBpalleHMA, JIeUeHMA WIIN

YIIydlIeHMA COCTOAHMA IIpM CapKoOoMe.

KoHLleHTpalMio OIpeleSIeHHEX OMOMapKepoB VY CyOBeKTa MOXHO
ONpeneyiaTh JIOOEM MeTOIOM, M3BECTHHM CIeUMaIMCTy B HaHHOM o0JacTu
TeXHUKM. B HEKOTOPEX aclekTax CIoCcOo0 olIpelelieHMA KOHIEeHTPpAaLUN
onpeleJIe HHEIX OMOMapKepOB v cybrwekTa COOEPXUT [IOJIyUeHu e
froJloTMueckoro obpaslla (HalpuMep, TKaHM WIM ofbpa3la XUOIKOCTH)
cyOBeKkTa M OlpelelIeHMEe KOHILEHTpaluuy OMOMapKepoB B OMOJIOTMUECKOM
obpasle (HalpuMmep, ILJas3Me, CHBOPOTKE, MOUe WM JIOOHX OPYIUX
BUONIOTHUUECKUX XKUAKOCTAX), KOTOPHM OBJI IIOIOBEPTHYT OlpelesieHHBM
BUIOaM O0pabOoTKM (HalpuMep, LeHTPUOYIMPOBAHMI) WM OlIpelelJiIeHre C

MCIIOJIE30BaAHMEM MMMYHOJIOTMUECKUX METOIOR, TakKMxX Kak ELISA.

B OIOHOM KOHKPETHOM AacIlleKTe, OJA OlpelelieHrMs KOHIeHTpalluu
OIpelleJIEHHEIX OMOMapKepoB B OMOJOTMUeCKOM oOO0Opa3lle (HalpuMep,
rjiasme, CEIBOPOTKE, Moue WJIN JIIOHBIX OIPYyTUX OMOJIOTUUECKUX
XUOKOCTAX) , KOTOPHM OBJI MNOOBEPTHYT OlIpeleJIeHHBEM BUIaM 00paboTKM
(HanpuMep, LUeHTPpUOYTUMPOBAHMK) MOXET MCIIOJNBE30BaThLCA aHam3 ELISA,
Kak OIMCAaHO B HacCToOsfmeM IOKyMeHTe. [pyT'Me M3BECTHHE B OaHHOMU
oBJlacTy TeXHUKM MEeTOIEH, KOTOPHE MOTYT MCIOJBb30BaTbLCA  IJI4
onpeleljieHVA KOHILEeHTpalur OMOMapKepoB B OMOJOTMUeCKOM oOO0pasle,

BRJIOUAT cebd MyﬂbTMHﬂeKCHHﬁ MJIn HpOTeOMHHﬁ aHaJIM3HL.

B KOHKPETHHX aclleKTax CIOCOOH NpeIOoTBpalleHMs, JIeUeHUS W
VIIYUIIEeHMSS COCTOSHMS TIIPM CapKoMe, IIpelJIOXKeHHHe B HACTOSAIEM
OOKYMEHTEe, IIO3BOJILDT OOJIeTuMT: MM IepXaThb 100 KOHTPOJIeM OOMH,
nepa wmiIm ©6oJiee CHMIITOMOB, CBASAaHHEX C capkoMmor. O6GJerdeHme U
KOHTPOJIbE OIHOTO, IOBYX MM 0oJjlee CHMMITOMOB CAPKOME  MOXHO
MCIIOJIBE30BATE B KauecTBe KOHeUHOM TOUKU B KJIMH/YUE CKUX
MccJenoBaHMax sbhbexTuBHOCTM CoelMHeHMA 1 MM ero dapMalleBTUYECKU
IpueMJIEMOV  COJIH, i ero  (apMaleBTUYECKOM  KOMIIOBMIUM B
NPeIOoTBPAlleHUN, JIEUEeHUM WM YJIIYUIEHUM COCTOSHUSA IIPM CcapkoMme. B
HEKOTOPHX ACIeKTaxX CIIOCOOH MNPeHoTBPpamMeHMsa, JIeUeHUS WM YIIYUIeHM
COCTOSHMSA TIIPM CapkoMe, IMIpemnJoXeHHEEe B HaCTOAIMEeM IOKYMEHTe,

YMEHBIAKT IIPOOOJIXUTEIJIEHOCTDB M/MHM CTelleHbE TAXeCTVM OIHOI'O WMJIIM
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foJjlee CHMIITOMOB, CBASAHHEX C CapKOMOﬁ. B HeKOTOPHX acIllekTax
CIIOCOOH InpenoTBpalleHM A, JIeUeHMA WM @ YJIydlieHMA COCTOAHMA IIpU
CapKroMe, INpenJIOXKEeHHEIE B HacToAleM JOKYMEHTE, IIOOaBJIAKT
BOSHMKHOBEHIE, raseuTHme M/MHM IIOBTOpPEHNE OOHOTO I BoJiee
CVIMIITOMOEB, CBA3aHHEX C CapKOMOﬁ. B HEeEKOTOPHX acIlieKTaXx CIIOCOOEL
JijeueHlMAd CapKOME, IIpelJIOXeHHEBEIe B HacTodAlleM JIJOKYMeHTe, COKpalalT

KOJIMYeCTBO CUMMIITOMOB, CBA3aHHEIX C CapKOMOﬁ.

B HEeKOTOPHIX acleKTax CIOCOOH IpedoTBpalleHMs, JeUueHUS WK
VIYUIIeHUS COCTOSHMSA I@OIpKM CcapkoMe, OpelJIOXKeHHHe B HaCTOAIeM
OOKYMEeHTe, IMIpomjieBalT WM 3alepxkuBainoT Gl/S-dpasy WM [IO3OHID
Gl/S-dpasy KJIJIETOUHOTO LMKJIa (T.e. neprola Mexny Io3IHelu
KOHTPOJILHOM TOUKOM (MIOKOA WM IIpecUuHTeTuueckoMm odason ITHK) wu
paHHe  dpa3oM cuHTesna  JHK). B mpyrux acrexKTax CIIOCOOH
IpenoTBpalleHMsa, JieueHUud WIM YJIyUlleHUMsS COCTOSHMA IIPpU CcapkKoMe,
IpenJjiOXeHHEEe B HaCTOAlleM OOKYMeHTe, IIPpOoOJieBalT MM 3alepXMBaloT
S-paszy, uamu G2/M-pasy KJIETOUHOTO LMKJIa (T.e. Hepuod Mexmy ¢dasoin

cuHTesa OHK m paHHeM (asol IOeJieHMud) .

B HeKOTOpPEHX aclekxKTax CIIOCOOH npenoTrTepalileHMA, JIedeHNMA WIIN
YIIYydleHM A COCTOAHMA I1Ipn capkKome, IIpeIJIOXEeHHEE B HacCToAleM
IOJOKYMEeHTe, YMeHbBIaKT, YJydllaldT COCTOAHMEe WM CMAT'YamT TAXeCTb
CapKOMEL M/MHM OoOoHOTO MM 6OoJiee ee CUMIITOMOB. B IPYITMX aclleKTaXx
CIIOCOBOH InIpenoTBpalleHM A, JjeueHNrAa WM YJIydlieHMAd COCTOAHMA IIpU
capKomMe, IIpenJIOXEeHHEIE B HacToAdmeM IOTJOKYMEeHTe, COKpamawnT
roclimTaJinmsalunm (HaanMep, JacToTy 2NNz IIPOOOJIXKMTEJIEHOCTE

TOCOUTaIMU3alnuMn) CcyOBeKTa, Y KOTOPOTI'O IMardHoCTrMpOBaHa CapKoOoMa.

B HeKOTOPHX aclekKTax CIOCOOH, IIpenJIOXeHHEe B HaCTOAMeM
IOKYMEHTe, YBEJIMUMBAT  BHKMBAEMOCTDb cybrekTa, Y  KOTOpPOTO
OIVarTHOCTHUPOBaHa  capkoMa. B KOHKPEeTHEX aclekTax, CIIOCOOHI,
IpenJjoXeHHHEe B HacTodueM OOKYMEHTe, YBeJIMUMBAaT
OPOOOJIKUTEJILHOCTE XU3HM CyObeKTa, VY KOTOpOTI'o OMaTHOCTMpOBAaHAa
capkoMa Ha OKOJIO 6 MecHdleB M 0oJiee, OKoJO 7 MecaueB u 0OoJee,
OKOJIO 8 MecsdaleB M 0OoJjiee, O0OKoJIO 9 MecdleBR M 0oJiee, MJIM OKOJIO 12

MecHdleB M doJee.
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B KOHKPETHHX acIlleKTaxX CIOCOOH IIpelOTBpalleHUd, JEeUeHUSa WA
VIIYUIleHUd COCTOSAHMA IIpM CapkoMe, IIpelJIOKeHHHEe B HaCTOAIlEM
OOKYMEHTe, I[IOHNaBJIAIT WM YyMEeHBIAT IPOTIPeCCUPOBaHMEe CapKOMEL MJIIU
onHOTO, WM O0o0Jlee CHUMITOMOB, CBSA3aHHHX C Hel. B KOHKPETHHX
acCleKTax CIOCOOH IIpelOoTBpalleHMsda, JIeUeHUd MM YJIyUlleHMSa COCTOAHUA
IpU capkoMe, IIPedJIOXEHHEHE B HACTOANEM NOKYMEHTe, YCUJIMBAKRT WA
yJydmanT TepaleBTUUecKuyd sdbexT OpyroW Tepaluu (HanpuMep,
IPOTUBOPAKOBOTO aTeHTa, JIYUeBOM Tepaluy, JIeKapCTBEHHOW Tepaluu,
Takou Kak XVYMUOTepalnsd, aHTHMaHIPpOT'eHHasa Tepalus VI
XUPYypPIMUIeCcKoe JleueHue) . B KOHKPETHEIX acrexkTax CIIOCOOEH
npenoTBpalleHNs, JIedeHUd WM YJydlleHUs COCTOSHMSA IIpU CapKoMe,
IpenJIOXeHHEE B HacTodAmeM  HOOKyMeHTe, BRJIOYAT IpUMeHeHN e
CoenuHeHMsa 1 MIM eT0 (QapMalleBTHUUECKM I[IPUEMIIEMOM COJM WJIM eTo

@apMaHeBTquCKOﬁ KOMIIOBULMKM B KaueCTBe albloBaHTHOM Tepallinm.

B KOHKPETHEX acCIlIlIeKTaxXx CIIOCOOH InpenoTBpalleHMA, JIeYeHUA WIIN

YIIYUIIeHT COCTOSHMA TIIpM CcapkoMe, [PelJIOXeHHHEe B HaCTOAIeEM
IOKYMEHTe, CHMXAnT CMEPTHOCTE Cy®BEeKTORB, y KOTOPHX
IMaTHOCTUPOBaHa capkoMa. B HEeKOTOPHIX acrexTax CIIOCOOH

IIpenooTBpallleHMA, JIeUeHMA WM YIIYUIlleHMA COCTOAHMA IIpM CapKoMe,
IIpeoJIOXEeHHEIE B HacTodmeM IOTOKYMeHTe, YBeJIMUYMEBAaKT KOJIMYeCTBO
CYyOBEKTOB B cTaigmnm reMrcCcum 2NNz COKpamamnT JacToTy
rocIimTaJiMs3aluvn . B OIPYTITHUX aclleKkTaxXx CIIOCOBOH IIpenoTBpaleHNn4d,
JJeueHIMAd WM YJIydlleHVMAd COCTOAHMA IIpM CapKoMe, IIpeJIOXEeHHEE B
HacTodmeM ITOKYyMeHTe, IIpelOoTBpallaldoT pPa3BUTHMEe, BO3HMKHOBEHNME WJIIN
IIpoIrpeCCrMpOBaHMe OIOHOTO, I DoJiee CHYMIITOMOE, CBA3aHHEX C

CapKOMOM.

B KOHKPETHHX acleKTax CIOCOOH NpelOoTBpalleHra, JIeUeHUd WUIINU
VIYUIIeHS COCTOSHMSA IIPM CcapkKoMe, IpenjioXeHHEEe B HaCTOAIEeM
OOKYMEHTe, YBeJMUMBAT OeCCUMITOMHYKD BHXMBAEMOCTL CYOBEKTOB C
CapKoMOM. B HEKOTOPHX acleKTax CIOCOOH NpelOoTBpalleHMd, JeUeHUS
WM YIIYUIIeHMS COCTOSHMA IIPYM CcapkoMe, IOpemnJjioXeHHEEe B HaCTOLdIeM
IOKYMEeHTe, He M3JIeUMBalT CapKOoMy Y CYOBEeKTOB, HO IMIPedoTBpamailnT
npoTrpeccupoBaHyre MM O0BOCTpeHMe ITaHHOTO 3afojieBaHMA. B HEKOTOPHX

acriekTax CIOCOOH InpenoTBpalieHM A, JIeUeHMA VJIM YJIYUIIeHMA COCTOAHUA
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Inpm CapRromMme, INpenJIOXEeHHEIE B HacCToAIleM IOJOKYMEHTeE, YJIIydmanT

KadeCTBO XM3HU CYOBEKTOB.

B HeKOTOPEIX acIlleKTaXx CIIOCOOH IIpenoTBpallleHMA, JIedeHMA WIIN
YIIYyUIeHM A COCTOAHMA I1pn capkKome, IIpeJIOXEeHHEE B HacCToAleM
IJOKYMeHTe, YBeJIMUYMBamnT JacToTy GGBPaKOBOﬁ BEIXMIBaeMOCTM
CyOBEKTOB, VY KOTOPHEHX IMar'HOCTUPOBaH pak. B HeKOTOPHX acCIlleKTaXx
CIIOCOBOH IIpenoTBpalleHM A, JIeueHNrAa WM YJIydlleHMAd COCTOAHMA IIpU
CapKoMe, IIpelJIOXeHHEe B HacToAlleM IOOKYMeHTe, YBeJIMUMBAKT JYacCTOoTy
GGSPGHMHMBHOﬁ BEDXIMIBaeMOCTU . B HeKOTOPEIX aclleKkTax CIIOCOBOH
IIpenoTepalleHMA, JIeUeHMA WM YJIY4dIlleHMAd COCTOAHMA IIpM CapKoMe,
IIpenJIOXEHHEE B HacToAdmleM ITJOKYMEeHTEe, YBeJIMYMBaKnT KROJIMYEeCTBO
CyOBEeKTOB B CTallm reMrMcCcrnm. B IPYIHUX aclleKTaXx CIIOCOOH
IIpenoTepalleHMA, JIeUeHMAd WM YJIYJIlIeHMAd COCTOAHMA IIpM CapKoMe,
IIpeoJIOXEeHHEE B HacToAdmeM IJOKYMEHTEe, YyBeJIMUMBamT

IIPOOOJIKMTEJIEHOCTE PEMUCCUNM Y CYOBEKTOB.

JIEUEHME IIOIIYJIALINN

B oOHOM aclekTe CyOBeKTOM, IIOJIydvallMM JieueHMe IIPU CcapKoMme
B COOTBEeTCTBMEe CO crnocobammu, IpenJioXKeHHEMM B HACTOSAMEM
OOKYMEHTe, ABJISEeTCS UeJIJOBeK C WIM Y KOTOPOTO MOMATHOCTUPOBAaHAa
capkoMa. B IpyToM acleKTe CyOLeKTOM, IIOJYyYalluM JeUeHre IIpH
cCapKoMe B COOTBETCTBME CO crnocofamy, OPEenJIOKEeHHEIMM B HaCTOCIeM
OOKYMEHTE, ABJIAeTCSH YyeJIOBEK, npenpaclojoXeHHEI K NI
IIOOBEPXEeHHE CcapkoMe. B OpyIoM aclekTe CcYOBeKTOM, II0JIYYallMM
JleUueHMe IIPpM CapkKoMe B COOTBETCTBME CO crnocobamy, IMIpensIoxeHHBMU
B HacTodmeM »OOKYMEeHTe, SBJIAeTCd UeJIOBEeK C PUCKOM Pa3BUTHUA
CAapKOMEI. B IpyToM aclekTe CyOLeKTOM, IIOJYYallUM JIeUeHre IIpH
CapKoMe B COOTBETCTBME CO clocofamy, OPeOJIOKEeHHEIMM B HACTOAIEM
OOKYMEHTe, ABJISEeTCS UeJIOBeK C TeHeTUMYEeCKOM WJIM COMATUYeCKOM
My Talnen, KoTOopas cos3maer PHUCK NI oeJjlaem cybrmexrTa

IIpedpacCIliOJIOXKEHHEIM K PaAa3BUTUIO CaAapKOMEH.

B omHOM acrnexkTe CyOBEKTOM, IIOJIyUallM JIeUueHMe I[IPpU CcapkKoMe

B CoOoTeeTCTBIE CcoO criocobamu, InpenJIoXe HHBEIMNM B HacCToAlleM
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IOOKYMEHTe, ABJISEeTCH UYeJIOBeUeCKMM MIIaIdeHlleM. B IOpyI'oM acIlekTe
cyOBeKToM, IIOJIydalmMyM JieueHMe IIPM CapKoMe B COOTBETCTBME CO
criocobamu, NpPenJjIOXEeHHEIMM B  HACTOAmEeM IOOKYMEHTE, ABJIAETCH
YeJIOBeUeCckuM pebOeHKOM paHHer'o Bo3pacTa. B IOpyT'OM acIleKTe
CcyOBeKTOM, IIOJIydallVM JiedeHMe I[IPpM CapKoMe B COOTBETCTBUME CO
criocobamu, IpenJjIoXeHHEIMM B HacToAmeM  IOKYMeHTe, ABJISAETCH
yeJIoBeueckuM pedeHKOM. B IOpyI'oM aclekTe cyObeKTOoM, I10JIydaionmM
JleueHMe IIpPM CcapkoMe B COOTBETCTBME CO crnocobamy, IIpensIoXeHHBMA
B HacTodmeM OOKYMeHTe, MABJISAeTCsS B3POCJEM UeJIOBEK. B OpyTroM
acrexkTe cy®beKToM, MIOJYUallMM JieueHMe IIPpM CapkoMe B COOTBETCTBUE
co crnocobamMM, OpedJIOXKeHHEMM B HacTodmeM IOKYMeHTe, ABJISeTCsA
YeJIOBEeK  CcpelHeTro BO3pacTa. B IpyroM aclekTe CYyDBEeKTOM,
noJydamomuM JiedeHre IIpM capkoMe B COOTBeTCTBUe Cco crocobamu,
IpenJIOXKEeHHEMM B HaCTOAMeM IOKyMeHTe, SABJISeTCd UeJIOBEeK IIOXMIIOTO
BO3pacTa.

B HEeKOTOPHX aclekTax CyObLekT, HoJydallMM JiedeHre OT paka B
COOTBEeTCTBMEe CcO crocobammu, OpelJIOKeHHHMM B HaCTOAmMeM OOKYyMeHTe,
CTpalaeT OT CapKOMEl C MeTacTasaMM B IpyTrux ofjlacTax TeJa, TaKMUx
Kak KOCTH, JeTkKMe U TIleueHb. B HEeKOTOPHX aclekKTax CcyOBexKT,
noJiyvamommi JiedueHue IIpM capKoMe B COOTBEeTCTBUMEe CO crocobamu,
IPEenJIOXKEeHHEMM B HACTOAmMEM IOKYMEeHTe, HaxXOOUTCS B CTaIMM PEeMUCCUN
CapkOMEI. B HEKOTOPHX aclekTax cyOLeKT, IIoJIyUallui JeueHMe IIpu
capkoMe B COOTBETCTBME CO crnocobamMy, IIPemOJIOXEeHHBIMM B HACTOSIEeM
OOKYMEHTe, UuMeJ PpelMIMB CapkKoME. B HEKOTOPHX aclleKTaxX CcyObekT,
noJydamomui JiedeHue IIpM capkoMe B COOTBEeTCTBMEe CO clrocobamu,
OpenJIOXKEeHHEMM B HaCTOAMeM OOKYMeHTe, MCIBETHBaeT PelUuIVB OIHOTO
nim BoJiee CUMIITOMOB, CBSA3aHHBIX C CapKOMOM.

B HEeKOTOPHX aclekTax CyObLeKTOM, IIOJIyUallMM JieueHVe CapKOMH
B COOTBETCTBME CO crocobaMy, NPenJIOXeHHBMM B HACTOAMNEM OOKYMeHTe
ABJISeTCA 1) UYeJloBeueCKuM pebeHKOM paHHeI'0 BO3pacTa, KOTOPHM
HaxXoOMTCHA B BO3pacTe B IMalal30He OT OKOJIO 1 OO okoJio 5 jer; ii)
yeJIoBeueCckuM pebeHKOM, KOTOPHM HaxXOOMTCSA B BO3pacTe B IOMallasoHe
or okoJio 5 mo 10 Jjer; wmim, oT okoJo 10 mo okoJjio 18 Jger; ii)

B3IPOCJIEIM 4YeJIOBEKOM, KOTOpBIIZ HaXoInMTCA B BO3pacTe B IMalla3OHe OT
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okoJio 18 mo okoJio 30 JleT; MM, OT OKOJIO 25 @mo okoJjio 35 JjeT; WiIu
OoT OkKoJIO 35 mo okoJo 45 JgieT 11) B3POCIHEM UYeJIOBEKOM CPEOHEeTO
BO3pacTa, KOTOPHEM HaxOoOMTCS B BO3pacTe B IMalasoHe OT oOkoJo 40
0o okoJio 55 jeT; wmim oT okoJo 50 mo okoJo 65 JieT 11) B3pOCIBEM
YeJIOBEKOM, KOTOPHIM HaxOoIMTCSA B BO3pacTe B OMarnasoHe OT OKoJIo 60
oo okoJio 75 JjeT, 1i) uUeJJOBeKOM IIOXKMIJIOTO BO3pacTa, KOTOPOMY OT
okoJio 70 mo okoJjio 85 Jjier, okoJo 80 mo okoJo 920 Jjger, okxoJio 90 mo
okoJio 95 JjieT miam okoJo 95 mo oxkojyo 100 jer, miam JoOOTo BO3pacTa
MexXIoy .

B KOHKPETHOM aclleKTe CyObLeKTOM, IIOJIyUallMM JieueHMe CapKOMH
B COOTBEeTCTBUE co crnocobamm, OpenJjOXKeHHEMM B HaCTOAgleM
IOOKYyMeHTe, ABJIAeTCd UeJIOBek B BO3pacTe 18 JeT wmIM cTapme. B
KOHKPETHOM acIllekTe CcyOLeKTOoM, IIoJydallMuM JieueHue IIpU CcapkoMe B
COOTBEeTCTBUEe CcO crocobammu, OpelJIOKeHHHMM B HaCTOAmeM OOKyMeHTe,
ABJISeTCHA uUeJloBeueCKuy pedeHOK, KOTOPHM HAXOOMTCS B BO3pacTe OT
1 roma mo 18 JjeT. B omnpenejleHHOM aclekTe CyOBLeKTOM, II0JIydalommM
JleueHMe IIpM CcapkKoMe B COOTBETCTBME CO crnocobamy, IpensoXeHHBMA
B HacCTOAMeM OOKYMeHTe, ABJIAeTCsS UYeJlIoOBeK, KOTOPHM HaxXOOUTCId B
BO3pacTe oT 12 pmo 18 JerT. B oIpelejleHHOM acIllekTe CyOBeKTOM
ABJIAETCA UeJIOBEK MyXCKOI'O IIojla. B IOpyI'oM acllekTe CyOBeKTOM
ABJISETCHA UYeJIOBEeK JKeHCKOTI'O IIojla. B OIOHOM aclekTe CyDOBeKTOM
ABJISETCHA UeJIOBeK XEeHCKOT'O IIoJla, KOTOPHM He sSBJgeTcd OepeMeHHBM
WUJIM He KOPMUT TPYyIObl. B OODHOM aclekTe CYOLeKTOM ABJISEeTCS UeJIOBeK
KEHCKOTO IIoJla, KOTOPHM ABJIgeTCca OepeMeHHHM WM IJIaHuMpyeT/MoXeT
3abepeMeHeTsL, WM KOPMUT TPYIBI.

VCcrioJIb3YyEeMEI B HaCTOAmeM OOKYyMeHTe TepMMH «UeJIOBeUueCKUM
MIIageHell» OTHOCHUTCS K UeJIOBeKYy OT poxmeHMsa no 1 roma.

VCrioJIb3YEeMEI B HaCTOAmeM OOKyMeHTe TepMMH «UeJIOBeueCKUM
pebeHOK paHHeI'O BO3pacTa» OTHOCUTCA K UeJIOBeKy B Bo3pacTe oT 1
roma mo 5 Jer.

VcrioJIb3yeME B HacTOoAmeM OOKyMeHTe TepMMH «UeJIOBeueCKUM
pebBeHOK» OTHOCUTCHA K UeJIoOBeKy B Bo3pacTe oT 5 mo 18 JjerT.

VIcrioJIb3YyEeMEM B HaCTOAmEeM HOOKYMeHTe  TepMMH  «B3POCJIIHM

UeJIOBEK>» OTHOCUTCA K UYeJIOBeKYy B BO3pacTe 18 JseT wnnmu cTapie .
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VIcrioJIb3yeMEM B HACTOAmEM OOKYyMeHTe TepMMH «UeJlIOBeK CpelHeTro
BO3pacTa» OTHOCUTCHA K UeJIOBeKy B Bo3pacTe oT 40 mo 65 jer.

JIcrioJIb3yeMEM B HACTOAmEM OOKYMeHTe TepMMH «UeJIOBeK CTaplero
BO3pacTa» OTHOCUTCH K UeJIOBeKYy B BO3pacTe 65 JleT MIM CcTaple.

B KOHKpPeTHHX acllekTax CyOBeKTOM, IIOoJIydakllM JiedeHue IIpU
capkoMe B COOTBETCTBME CO crnocobaMy, IIPenJIOXEeHHBIMM B HACTOSIEeM
IOOKYMEeHTe, fABJISeTCS UeJIOBEK, KOTOPHM HAXOOUTCS B COCTOSHUMU
oCJIa®JIEHHOTO MMMYHMUTETAa MJIM COCTOSHUM YIHEeTEHHOTO MMMyHUTeTa. B
HEeKOTOPHX acllekTax CyObLekKToM, IIoJIyUallMM JieueHMe IIPpM capkoMe B
COOTBETCTBUE CO crocobammu, OpelJIOKeHHHMM B HacTOdmeM OOKYyMeHTe,
ABJISETCHA UeJIOBEeK, KOTOPHM IoJydaeT MJIM BOCCTaHaBJIMBaeTCsd IIOCIe
VMMYyHOCYIIPECCUBHOM TepaluM. B HEeKOTOPHX aclekTax CcyOLeKToM,
noJydamomuM JiedeHre IIpM capkoMe B COOTBeTCTBUe Cco crocobamu,
OpelJIOXKEeHHEMM B HaCTOAMeM OOKyMeHTe, ABJIAeTCHA UeJIOBEeK, KOTOPHM’
CTpalaeT OT WMJIM C PUCKOM Pa3BUTUA CAPKOMH. B HEeKOTOPHX acleKTax
cyOBeKToM, IIOJIyUalmMyM JieueHMe IIPM CcapKoMe B COOTBETCTBME CO
criocobamu, IpenJjioXeHHEIMM B  HACTOAmMEeM IOOKYMEeHTe, ABJIAETCH
YeJIOBeK, KOTOPHM MNPOXOIUT, MIPOMIEeT WIM I[IPOIe]Jl XUPpypIHndecKoe
JleueHue, JIEKAapPCTBEHHYIO Tepalnuo, TaKylo Kak XVIMMOTepanmnsd,
TOpMOHAaJIbHASg Tepanusd U/WUian JydeBas Tepalnud.

B HeKOTOpPHX aclekTax CcyOBeKTYy, I[oJIydyaKnleMy JeueHre IIpu
capkoMe B COOTBETCTBME CO clocobaMy, IIPemnJIOXEeHHBIMM B HAaCTOSIEeM
IOOKYMEHTe, BBOOAT CoenmHeHMe 1 WM  ero bapMalleBTUUECKU
opueMiIieMyld COJIb, WJIM eT'o dapMaleBTUUECKYD KOMIO3ZULMI, WU
IPUMEHIIT KOMOMHMPOBAHHYID TepalMio OO0 Pa’sBUTUL JIOOHX HeI'aTMBHBIX
IOCJIeICTBUM MJIM HellepPeHOCHUMOCTM TepalllM, OTJIMUHOM oT CoedVHEeHUSI
1. B HEKOTOPHX acleKTax CyObheKToM, IIOJYUallMM JeueHre IIPU CapKoMe
B COOTBEeTCTBUE co crnocobamm, OpenJjOXKeHHEMM B HaCTOAmeM
IOOKYMeHTe, 4BJIAeTCsS HeBOCIPUMMUMBEM CYOLEKTOM. B HEeKOTOPHX
acleKTax HeBOCIPUMMUMBHEIY CyOBEeKT — 5T0 CyOBeKT, HeBOCIPUVMUVBLIMA
K CTaHODapTHOM TepaluM (HaIpUMep, XUPYPIMUeCKOMY JIeueHU, JIyueBOMu
/MM JIeKapCTBEHHOM  Tepaluwu, TakoM KakK xXuMmoTepanmsga). B
HEeKOTOPHX acllekTax CyOBeKT C CapKOMOM HEeBOCIPUMMUMB K Tepaluu,

KoT'la capkKoMa He ObUla 3HAUUTEJILHO UMCKOPeHeHa n/ M oouH uaIm 6oJiee
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CHUMIITOMOB He ORI 3HAUUTEJIEHO ODJIeTUeHH . OnpenesinThb
OEeVICTBUTEJILHO JIM CyOBeKT HEeBOCHPUMMUMB MOXHO JMOO Iin vivo, Jmdo
in vitro JoOHM MEeTOIOOM, MBBECTHEM B HOaHHOM O0OJIaCTM TEeXHUKU IJIA
aHams3a 20beKTMBHOCTHA JIeueHm A CapKOMEHL, C NprMeHeHNeM
OOBIIEeIPUH A TEIX B OaHHOM KOHTEeKCTe 3HaUYeHUM TepMUHAa
«HEeBOCIPUMMUUBEIL .

B HEeKOTOpPHIX aclekTax CcyObekT, I[oJydalomui JeueHMe IIPpU
CapkoMe B COOTBEeTCTBME CO crnocobammu, OPeIJIOXKEHHHM/ B HaCTOAMEM
IOOKYMEHTe, ABJISeTCsS UYeJIOBEKOM, IJId KoTopoTro OvJla »OokKasaHa
HEBOCIIPUMMUYMBOCTE K TepalraM, OTJIMYHEM OT CoeOMHEeHMeM 1 MM €TI0
bapMalleBTUUECKM IIpMeMJIeMOM COJIblo, WMIM eTro dapMalleBTUUECKOMN
KOMIIOBUIIMEN, HO OH OOJIblle He MoJIyyaeT HaHHHe TepallM. B HeKOTOPHIX
acrexkTax CcyOBekT, NoJyYalluM JeueHMe I[IPpU capkoMe B COOTBeTCTBUE
co crnocobamM, TPeNJIOXEHHEMM B HaCTOAMEM IOOKYMEHTe, HABJISETCH
YeJIOBEKOM, yXe [TOJIY Y aKoIMM OIOHY VIV BoJee TPadUIMOHHBIX
[IPOTMBOPAKOBEIX  Tepaluu, TaKMxX KaK XUPYPIMUYECKOe  JIeUeHUE,
aHTMaHIOPOTeHHasa Tepanmsa WM JydeBasd Tepaluda. Cpelu Takux
CyDBEKTOBR €CThb HEeBOCIIPUUMMUMBEE CYOBEKTH, CYOBEKTH, KOTOPHE
CIIMIIKOM MOJIOOHE OJIS TPAaIMLUMOHHEIX Tepalu M CYyOBEeKTH C CapKOMOM,
peuuIuBUpYyImEer, HeCMOTpS Ha JeueHMe C I[IpMMeHeHMeM CyleCTBYIMUX
Tepanui.

B HEeKOTOpPHIX aclekTax CcyObekT, IIoJydalmui JeueHMe IIPpU
cCapkoMe B COOTBeTCTBME CO crocobammu, OPeIJIOXKEeHHHM/ B HaCTOAMeM
OOKYMEHTe, SABJISEeTCH UeJIOBEKOM, IIOIBEPXEeHHEM IOOOUHEM peakKIMaIM Ha
TpaIMLMOHHEE TepaluM. B HEeKOTOPHX aclekTax CcyOLeKT, IIoJIyYalmni
JIeUeHMe IIpM CapKOMe B COOTBETCTBME CO crocobaMu, IpenJIoXeHHBMN
B HacTodmeM IOKYMeHTe, ABJIAeTCA UYeJIOBEeKOM, KOTOPHEM He IIoJyuall
Tepalnmuo, HaIlprMep, JIEKapCTBEHHYIO Tepalmuo, TaKypo Kak
XYUMHUOTEpPAallnia, XUPYPIMUeCKOe JIeueHMe, aHTHMaHIPOTEeHHad Tepalud WM
JydyeBas Tepanusda, OO0 BBeleHMA CoeIMHeHUA 1 MM €70 QapMalleBTUUeCKU
IpueMIJIEMOM COJIM, WJIM eTo (apMalleBTHUeCKOM KOMIO3UINM. B IPyTHUX
acrexkTax CcyObLekT, NoJy4YalluM JeueHMe I[IpU CcapkoMe B COOTBeTCTBUE
co crnocobamm, TIPelJIOXEeHHEIMM B HaCTOAMEeM IOKYMEHTe, HABJISETCH

eJIOBeKOM, KOTOprﬁ IIoJiyuyall TepallMMio OO BBeIeHUA CoemuHeHuUsa 1 wWu
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ero GdapMalleBTHUUECKM I[IPVEeMIIEMOM COJIM WM eTo dapMalleBTUYeCKON
KOMIIO3ULMM. B HEKOTOPHX acleKTaxX CyObeKT, NOJIyYallul JeueHMe IIPHU
CapKoMe B COOTBETCTBME CO crocofamy, IIPelJIOKEeHHHEMM B HaCTOSAIEeM
OOKYMEHTe, SABJIIeTCA UeJIOBEKOM, KOTOPHIM MCHETaJl HeTaTUBHHE
no®ouHue SOQeKTH NPelbOyIleld Tepaluy MM NpenuHaymas Tepalrs Owia

IIpeKpalleHa M3—3a HellprMeMJIeMOI'O YPOBHA TOKCUMUHOCTM IJIA YeJIOBeKa.

IOO3MPOBKA U BBEIEHIVE

B cooTBeTCcTBUMM CO crnocobamm TIOIpeloTBpalleHVd, JeUeHUSa WIn
YIIyUIIeHUS COCTOSHUSA TIIPM CapkKoMe, TIPelJIOXeHHEMM B HaCTOAMEM
nokyMeHTe, CoeIVHeHMe 1 MM €70 QapMalleBTUUeCKM IIPMeMIIEMYK COJIb,
Wi ero QapMalleBTUUECKYK KOMIIO3MIMK MOXHO BBOIUTH CYOBEKTY,
HYXIaRMeEMyCs B STOM, Pa3JIMUYHBEMKU [OIYTAMM, B KOJMUECTBaxX, KOTOPHE
IIPUBOIOAT K MIOJIOXU T EJIbLHOMY W TepaleBTUUYECKOMY 20beKTy.
CoenuHeHue 1 MM ero O¢QapMalleBTUUECKM IIPUMEMIIEMYK COJIb, WM €TI0
bapMaleBTUUECKYK KOMIIO3UIMK MOXHO BBEOIUTH CYOBEKTY, HYXIAKIeMyCs
B B®TOM, IlepopalJibHO, B COOTBETCTBMM CO CclIocobaMy IpeloTBpalleHNs,
JIeUeHUSS WM YJIYUlleHMSA COCTOSHMA I[IPM CapKOoMe, IIPenJIOXEeHHBMU B
HacTodmeM OOKyMeHTe. IlepopalibHOe BBeleHue CoeluMHeHUA 1 MM eT'o
bapMalleBTHMUECKM  HOpMeMJIeMOM COJM WM eTo  dapMalleBTHUUECKOM
KOMIIOBULNVM MOXeT OOJIeruuTh [HallMeHTaM, HYyXIanlMMCSd B TakKoM
JIedeHuu, cobJogeHne CXeMbI npreMa CoenMHeHUSd 1 NI ero
bapMalleBTUUECKM I[IpUEeMJIeMOM  COJIH, nim ero dbapMaleBTHUUECKOM
KoMIosuuuu. TakuMM oBpa3oM, B KOHKPETHOM aclekTe CoemmMHeHMe 1 WK
ero G¢QapMalleBTUUYECKM IIPpHMEMIIEMYyK COJIb, WJIM eTo QapMalleBTUUECKYI
KOMIIO3ULMK BBOIOAT CyOBEKTY, HYXIaKIeMyCs B STOM, IIepopaJibHO. B
IpyTroM acriekTe CoenMHeHMe 1 MIM ero QapMalleBTUUECKM I[IpUeMIIEMY
COJib, Wi ero  papMalleBTMUYECKYK  KOMIIO3MIMIK  MOXHO  BBOIMUTH
IepopallbHO C IIMIEeN MJIM BOOOM, MM 0es HUX.

Ipyrre OyTM BBeIeHMA BKIKUaAKT B cebd, HO He OTI'paHMUMBAaSiCH

VMM, BHYTPMBEHHE, BHYTPMKOXHEDI, MHTPATEKAJLHHM, BHYTPVMBIISUHEI,

IIOIOKOXHEIM, VHTpaHa3aJIbHuM, MHT aJISLUMOHHEIM, TpaHCOepMaJlbHEIM,
MECTHHM, TPaHCMyKO3aJIbHEM, MVHTpaKpaHMaJbHHM, DSOUOYPaJbHEM U
BHYTPMCUMHOBMAJBLHEM. B omHOM acnexkTe CoeauMHeHMe 1 WMIM  eTo

bapMalleBTHMUECKM HOpUeMJIeMyld COJIb, WJIM eTro bdapMalleBTUUECKYIO
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KOMIIOBULMUIK BBOOAT CyYyOBEKTY, HYyXIaoIleMycsa B 5STOM, CHUCTEMHO
(HanpuMep, I[IapeHTepalJibHO). B omHOM acrekTe CoemuHeHMe 1 MM €TI0
bapMalleBTUUECKU IIPUEeMIIEMYO  COJIb, Wi  ero GdapMaleBTUUECKYIO
KOMIIOBUILMIO BBOIAT IIYyTeM, I[o3BoJdgmMM CoeIMHEHMIO 1 WMIM eTro
bapmMalleBTHUECKM TIIPUEeMJIeMOM  COJIU, WIM ero odapMalleBTUUECKOM
KOMITIO 3ULIUN, NIPOXOIUTH yepes TeMaTORHIebaInue CKUM fapbep
(HanpuMep, IIepopalibHO) .

B cooTBeTCcTBUMM CO croocobamm TIOIpeloTBpPalleHVa, JEeUeHUS WIn
YIIYyUIIeHUS COCTOSHUSA TIIPM CapkoMe, TPedJIOXeHHEMM B HaCTOAMEM
OOKYMEHTEe, KOTOPHE BKJIKUYAKLT BBeleHue CoelMHeHMA 1 WIM €TI0
bapMalleBTUUECKM [IpUEeMIIeMOM  COJIN, uim ero dbapMaleBTHUUECKOM
KOMIIOBUIIMM, B KOMOMHALMM C OOHOM WM 0oJiee OONOJHUTEJLHBEMN
TepalmrsaMu, npuueM  CoenMHeHUe 1 VI ero bapMalleBTUUECKHU
OpreMIeMyld COJIb, WM eTo OpapMaleBTUUeCKYl KOMIIO3MIMKD, a TaKxe
onHYy uIM BoJiee IOOMNOJHUTEJLHBX Tepalui MOXHO BBOIUTL OIHMM M TeM
Ke, WM Pas3JIMUYHBEIMU Iy TSAMM BBEIEHUA.

HosupoBka M dYacToTa BBeleHMa CoenuMHeHMda 1 WM eTo
bapMalleBTUMUECKM [IpUEeMIIeMOM  COJIH, uiIm ero dapMaleBTUUECKOM
KOMIIO 3ULIUN, BBOIOVMEIX CyOBEKTY, HYyXIaKlleMy C S B 2TOM, B
COOTBETCTBUM CO clrocobaMM [NpelOoTBpalleHMd, JEeUeHUSd WM YJIYUIIeHUS
COCTOSAHMA IIPpU CapKoMe, IIPenJIOXeHHBEMM B HaCTOAIleM OOKYMEeHTe,
OyoyT 500eKTUMBHEIMM, IIOKa JioOBe TIIOOOUHEE »OPeKTH CBeIeHH K
MUHMMYMYy . TOUHasd OO3MPOBKa M YacToTa BBenmeHusa CoeIMHeHUSA 1 WK
ero QapMalleBTUUECKM IIPpUeMJIeMOV COJIM, WM eT'o dapMalleBTHUUeCKOM
KOMIIO3ULWNY, MOTYT OINPelNesIATECA IMNIPaKTUKYKIMM BpadoM, C Y4YeTOoM
GaKTOPOBR, OTHOCANMUXCHI K CYyDBEKTY, KOTOpOoMY TpebyeTcs JIeueHUue.

®aKTOpPE, KOTOPHE MOTYT OHTH IPMHATE BO BHMMaHME, BKJIOUAKT
B Ccebsa CTelneHb TAKECTM COCTOAHUA OoJie3HM, 00llee COCTOSHUE
3O00POBLA CyOBEeKTa, BO3pacT, Macca M IoJ CyObeKTa, OUeTa, BpeMda
VM dYacToTa BBeJeHUd, KoMOMHaALMA (M) JIEKAPCTBEHHEX I[IPernapaTosB,
YYBCTBUTEJILHOCTL PeakKlMM M TOJEPaHTHOCTL K/ OTBeT Ha Tepaluo.
HOBUPOBKY M YaCTOTy BBeleHMHA COoeIMHeHUA 1 WM eT'0 dapMalleBTUUEeCKHU
OpueMJIeEMOM COJIM, WM eTro (apMalleBTUUeCKOM KOMIIO3ULUMM MOXHO

KOPPEeKTUPpOBaThL CO BpeMeHeM IJigd TOoT'o, UYTOOH o00ecleurBaJioCh
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50beKTUBHOE KOJIMUeCcTBO CoeluMHeHMA 1 WM €70 dapMaleBTUUECKU
IpUEMIIEMOM COJIM, WM eT0o (apMalleBTHUYeCKOM KOMIIO3UIUY, WM UTOOH
IoOoepXrBaJiCa XeJaeMbell 20dekT.

Kak omnmmMcaHO B HacTodAlleM OOKYMEHTe, CIOCOOH IIpemoTBpalleHUsd,
JIeUeHUa WM @ YJYydJlleHUs COCTOSAHMA IIpM CcapkKoMe Yy CcyObekTa,
HyXIOaKomerocs B HeM, IpelcTaBJIeHHEHEe B HacToAmeM »OOKYMeHTe,
comepXxaT BBeIOeHMe CYyOBeKTY 20QeKTMBHOTIO koJmMuecTBa CoenmMHeHMS 1
VI ero bapMalleBTUUYECKHU IpueMIIeMom coJu, VI ero
bapMalleBTUUECKOM KOMIIO3UILIUN .

B IpyTroM aclekTe TepMUH «2QPeKTUMBHOE KOJMUECTBO» OTHOCUTCH
K TakoMy koJmuuecTBY CoernmMHeHMs 1 MM ero (QapMalleBTUUEeCKU
IpUeMIIeEMOM COJIM, WM eT'0 dapMalleBTHUYeCKOM KOMIIO3MILNWYK, BBOIUMOMY
nalurMeHTy B KadecTBe MOHOTepallMM, KOTOopoe JIeXUT B OuMala30oHe OT
okoJjio 0,001 Mr/xr/meHr mo okojo 500 Mr/xr/medn, wmiu oxosio 0,01
MI'/KD/ODeHs 0o okoJio 500 Mr/kr/meds, wim okoJjio 0,1 MI' OO OKOJIO
500 mMr/xr/meHs, wiam okoJio 1,0 Mr/meds mo okoJio 500 Mr/xr/meHr B
OOHOM @Ho3e, pas3Iel]IEeHHOM WMJIM HelpepHBHOM Io3e OJ4 IallMeHTa WJIu
cybreKkTa, MMEeKnIero MaccCy B IOMalaszoHe oT okoJio 40 mo okoJjio 200 KT
(MprueM O3y MOXHO KOPPEKTUPOBATH IJIS I[IallMeHTOB MM CYyOBEKTOB
BHIIE WMJIM HMXe ITaHHOTO IMalla3oHa, B YacTHOCTM, IeTen mo 40 xr).
HosupoBKa MOXeT BBOOMUTLCHA B BUIe TO3E Ha KWUJoI'paMM, IO3H Ha
KBAIPATHEM MeTp WMIM (QUKCUPOBAHHOM IOSBH, BHPAXEeHHOM B eIMHMIIAX
MacCcCH (HamopuMmep, MWIJIMIPpaMMax, I'paMMax) .

B 1npyrom acrnekTe 30PeKTUMBHEIM KOJMUYECTBOM HABJISEeTCS 1003a,
BBOOUMMas CyOBeKTY, KOTOopasd MOXeT OHTH YyBeJIMUEeHa WM yMeHbIleHa B
3aBUCHMMOCTM OT OTBeTa CcyObekTa. 30PeKTMBHOE KOJIMUECTBO IJI4
cybpekTa OyIeT TaKXe 3aBMCETh OT Pa3JIMUHHX (GaKTOPOB, BKJIOUAKIMIMX
B cebd Maccy TeJa, pasMep M COCTOSHMe B3I0poBbA CyOBEKTaA.
OxugaeTCcs, UYTO CpPeIHeCTaTUCTUUECKUM B3POCIHHM CYOLeKT uMeeT
CpenHdas Macca B JIMalnasoHe oT okoJjio 60 p»mo okxojsio 100 ko,
COOTBETCTBEHHO, 5»(0PEeKTMBHOE KOJMUECTBO IJIS KOHKPETHOTO INallMeHTa
MOXeT OHTbL OIpelesjJeHO B COOTBETCTBMM C HaBHKaMM ¥ OLIeHKOMU
KJIMHUYECKOTO Bpauda.

B OIOHOM acCIlIlIeKTe CYTOUHEIE OJOS3EI MOHOTeEepalrinm MOXHO



39

KOPPEeKTUPOBaAThE B 3aBUCHMMOCTM OT Beca Cy0OBbeKTa WIM IlallMeHTa,
npuueM CoenvHeHMe 1 MoxeT OBTHL B BUIEe JIeKAPCTBEeHHOM OGOPMH OJIS
OOCTaBKM B KaueCTBe MOHOTepallMM B KOJMUecTeBe oOkoJio 0,02, 0,025,
0,03, 0,05, 0,06, 0,075, 0,08, 0,09, 0,10, 0,15, 0,20, 0,25,
0,30, 0,35, 0,40, 0,45, 0,50, 0,55, 0,60, 0,65, 0,75, 0,80, 0,90,
1,0, 1,10, 1,20, 1,25, 1,50, 1,75, 2,0, 2,5, 3,0, 3,5, 4,0, 4,5,
5,0, 5,5, 10, 20, 50, 75 wmwmm 100 Mr/xr/meHs WM JIOOOM IOMallas3OH
Mexny .

B 1mOpyroM acrekTe »IOHEeBHYK IO3Y MOXHO KOPPeKTHPOBaATE B
3aBMCUMMOCTM OT MacCCH CyObeKTa WIM IIalMeHTa ¥ BBOIMTL B BUIE
OOHOKPAaTHOM, pa3mejIeHHOM Ha MJIM NOCTOSHHEX OO3.

B npyroM acrekTe @»OHeBHYKR »nosy CoeamMHeHMS 1 MOXHO BBOIUTH
foJjiee UyeM OIVH pas3 B IeHb, TO e€CTh, OIMH, IBa, Tpu uin OoJiee pas
B IeHb.

B 1npyrom acnekTe po3y CoelMHeHMA 1 MOXHO BBOIMTHE OoJiee
OOHOTO pa3a B HeOeJw, TO €&CcTb, OIWH, IBa, Tpu U O00Jiee pa3 B
HeeJo.

B mpyroMm acrnekTe »0QEeKTUMBHEIM KOJMUECTBO MOXeT OBTH 10O3a,
BBOOUMasa CyOBeKTY IBa pa3a B HeOeJllo B pa3HEe OHU, IIpUUYeM BTopasd
0o3a B HeleJllo CJiedyeT 3a IIepBOM uepe3s TpKM OHS, U IpUUYeM IIepBasd
oo3a Ha cJjelnyomer Hemese cJjelyeT 3a BTOPOM NO030M Ha IpelHaymen
Henejle Uepes UeTHpe IOHA. B IpyTr'oM BapMaHTe BHIIOJHEHUS CYyOBeKTy
MOTYT BBOIOMTL OIOHY WIM 0o0Jiee 1Jo3 20PeKTMBHOIO KOJIMUECTBA
CoemuHeHus 1, nOpuueM 550PeKTHMBHOE KOJIMUECTBO MOXeT He OHThH
OIOMHAKOBEIM IJIS KaXIOM IO3H.

B omHOM acnekTe 20PeKTMBHOE KoOJMUecTBO CoeIMHeHMS 1 MOXeT
JexaTb B OMamnasoHe oT okojsio 0,001 wMr/xr/meds nmo okojo 500
MI'/KI'/OeHb. B paMKax OIIMCAaHHOTO B HaCcToAmeM OOKYMEHTE
«30bexkTUBHOE KOJIMUECTBO» CoenoMHeHN A 1 oJjidg IpUMEHEeHU I B
IIPOU3BOACTBE JIEeKAapPCTBEHHOTO IIperapaTa WM B crnocofe JieueHUA
CapKOME Yy CyOBeKTa, HYyXIanIerocsad B HeM, I[IoIpal3yMeBaeTCs, UYTO
BKJIOUAET KOJMUECTBO B IMalasz3oHe oOT okoJio 0,1 HT mo okojio 3500
MI', BBOIMMEX exeIHeBHO; OT okoJo 0,1 MK mo okojgio 3500 wmr,

BBOIMMEIX €XeIOHEeBHO; oOT okoJio 0,1 Mr mo okojo 3500 MI', BBOIMMEIX
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exeIHeBHO; OT OKOJIO 1 MI' mo okoJio 3500 M, BBOIVMEX €eXeIHEBHO;
OoT okoJiIO 1 Mr mo okoJio 3000 M, BBOOMMEX €eXeIOIHEeBHO; OT OKOJIO
0,05 Mr mo okoJio 1500 MI', BBOOMMHX €XeIOIHEBHO; OT okoJio 0,5 Mr mo
okoJio 1500 M, BBOIMMEIX eXeIHEeBHO,; OT OKOJIO 1 MI' mo okoJio 1500
MI', BBOIOMMEIX €XeIOHEeBHO; OT OKoJIO 5 MI' mo okoJjio 1500 MI', BBOIMMEIX
exeIHeBHO; OT okoJio 10 MI' mo okoJjio 600 MI', BBOIMMEIX eXeIHeBHO;
or okojjo 0,5 M pmo oxkojgo 2000 ™MI', BBOIMMEIX eXeIHEeBHO,; WM
KOJIMUeCTBO B OMala30He OT okoJio 5,0 M mo okoJio 1500 MI', BBOIMMEIX
eXeOHEeBHO.

B nmpyroM acrnekTe »0peKTMBHOEe KoJIMuecTBO CoenMHeHMS 1 JIeXUT
B IOMamnaszoHe oOT okoJo 0,1 Hr mo 3500 wmr.

B omHOM acnexkTe »0dekTMBHOe KoJmMUuecTBO CoenmHeHuUsa 1
VM3HadvaJIbHO MOXeT OHBTE pacCuMTaHO IO pPe3yJlbTaTaM aHaJIu30B
KJIETOUHHX KYJbTYP WJIM Ha UYeJJOBeUeCKOM, WM pPeJIeBaHTHHX XMBOTHHX
MOIeJigxX, TaKMX KaK XMBOTHas MOIOeJIb MBIIM, MMMIIaH3&, MapTHIIKY WU
TaMapMHa. PeJleBaHTHEE XWMBOTHHE MOOEJIM TakXe MOTYyT I[IPMMEHSTBCSH
IOJIS OIpeleJIeHrsd IOOXOOAmeI'0 IMallasOHa KOHULUEHTpaluuu WX I[IyTH
BBeleHUda. TepaleBTUUECKYLD 5BOOeKTUBHOCTE M TOKCHUYHOCTE MOXHO
OnpeneliaTh CTaHIapTHEMA bapMalleBTHUYECKUMU MeTOOMKaMN Ha
KJIETOUHHIX KYJIbTYypax WM [IONOONIETHHX XMBOTHEX, HalpuMep, EDsg

(Doza, TepaneBTUUYeCKkM D2dbexkTrBHas njaga 50% nonyiasuum) ¥ LDsg

(moza, cMepTeJsibHasa mojasa 50% nonyiasaumy) . COOTHOUEHMe MeXOy IO3aMu
c TOKCHUUYECKUM 17 TepaleBTUUeCKUM sdberTamMm HaszHBaeTcHd

TepaleBTUUYECKMM MHIOEKCOM, M MOXeT OBTH BHpPaXeHO KakK COOTHOIeHNE
LD50/ED50. B mpyroM acrnekTe 5500eKTHMBHEIM KOJMUECTBOM ABJISETCS
Takoe, IIPM KOTOPOM IOCTUTAEeTCd BHCOKMM TepaleBTHUUECKUM MHIEKC.
B IpyTroM acriekTe BBOIMMAasa IO3a MNPUMBOIMT K OMAalla30HY I[1JIa3MEeHHHX
KOHIIeHTpallMi, KOTOpPHEe BKJIOUALT EDsg ¢ HeBOJILIIOM TOKCHUUHOCTLI MJIU
B0e3 Hee. J[Jo3MpoBKa MOXeT BapbMpPOBaTLCA B IIpenejlax OaHHOTO
orarnas30oHa B 3aBMCUMMOCTM OT MCIOJL3YyeMOM JieKapCTBEHHOM (QOPMH,
UyBCTBUTEJIBHOCTHM IallMEHTa M [IYTH BBEIEHUA.

Bojlee KOHKpeTHO, (bpapMakoOIMHaMUUECKad) 3aBUCUMOCTBE MEXIY
KOHIIeHTpalMen u OuoJioTMueckuMm 2dbekToM, HabjmomaeMasd B OTHOMEHUMU

CoemuHeHus 1, InpenriojiaraeT LeJIeBYID IIJIa3MEeHHYID KOHLIeHTpallio,
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Jexalmyrn B OuarasoHe oT okoJio 0,001 Mxr/mMiI Do okoJio 50 MKT/MII, OT
okojsio 0,01 mMxr/mia mo okojo 20 MKr/mi, oT okojo 0,05 MKT/MI OO
okoJio 10 MKIT'/MJI, MM OT OkoJio 0,1 MKID/MJI OO OKOJIO 5 MKIT/MJI. UTOOLI
OOCTUYL TakKMX IJIa3MeHHBX KOHUeHTpauut CoelmMHeHMe 1 MOXHO BBOOMUTDL
B I03ax, KOTOpHe ERapbupyiTca oT 0,001 wmMxr pmo 100,000 wMr, B
3aBUCUMOCTHM OT IIYTM BBEeIOEHMS B BMIEe OIDHOKPATHOM, pa3delJIeHHOW Ha
MJIM IIOCTOSHHEIX O3 IIallMeHTy C MaccoM oT okoJio 40 mo oxojio 100 kT
(mpuueM OO3Y MOXHO KOPPEKTUPOBATL MJIS IIallMeHTOB BeCOM BHIIEe WMJIU
HIMXe IOaHHOTO OMalla30Ha, B YacTHOCTHM, OJg meTel mo 40 k1) .

B IOpyTroM acloekTe crIocod mOpedoTBpalleHMsa, JieUeHUS WK
VIYUIIeHUS COCTOSHUA IIPM capkoMe V CcyObeKTa, HyXIaomeTocs B HeM
COOEPXUT BBeIeHMe CyOLekTy »00eKTMBHOTO KoJuuecTBa CoeIMHeHMS 1
WIIn ero bapMalleBTHUUECKHU IpueMIIeMoM CoJn, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHEHM KOJUUECTBOM
ABJISeTCHa Oo3a, BHOpaHHas M3 OO3H B OMaras3oHe oOoT okoJio 50 Mr mo
okoJio 400 mMr, oT okoJio 100 Mr mo okoJjio 200 MI', OT OKOJIO 125 MT
oo okoJio 175 Mmr, or okoJjio 100 mMr mo okoJio 300 M, oT okojio 100
MI' o okoJio 400 mMmr, oT okoJio 150 M mo okoJjio 200 MI', OT OKOJIO
150 Mmr mgo okoJjio 300 Mr, oT okoJio 150 M mo okoJio 400 MI', OT OKOJIO
200 Mr go okoJio 300 MI', OT OKOJIO 225 MI' o okoJIo 275 MI', OT OKOJIO
225 Mr go okoJio 300 M, oT okoJio 275 MI mo okoJio 300 MI', OT OKOJIO
200 M mo okoJio 225 Mr, oT okoJio 200 MI' IO OKOJIO 275 MI', OT OKOJIO
200 Mr mo okxoJio 400 M, oT okoJio 250 MT mo okoJio 300 MI', OT OKOJIO
250 Mr mo oxkoJjio 400 mMmr, oT okoJio 250 M mo okoJio 350 MT, ®
nomoBHOTO, BBOIMMAS IIepopallbHO IBa pa3a B HedeJlo.

B IOpyTroM aclekTe crIocod mnOpenoTBpalleHMsa, JieUeHUS WU
VIYUIIeHUS COCTOSHUA IIPM capkoMe YV CcyObeKTa, HyXIaomeTocs B HEM
COOEPXUT BBeIeHMe CyObLekTy »00eKTMBHOTO KoJuuecTBa CoeluMHeHMS 1
WIIN ero bapMalleBTHUUECKU IpueMIIeMOM CcoJn, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHHM KOJUUECTBOM
ABJIAETCSA OO3a B OMalaszoHe OoT okoJio 50 Mr mo okoJio 400 MI', BBOIOMMAS
IepopallbHO IBa pa3a B HeOoeJo.

B mpyroM acmoexkTe crnoco® nOpenoTBpalleHMsa, JIedeHUS WU

YIIydIIeHMA COCTOAHMA TIPKM CapKOMe Yy CyOBeKTa, HYXIanieI'oCd B HEM
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COIEPXUT BBeIOeHMe CYOBeKTY 200eKTMBHOI'O kKoJmMuecTBa CoenuHeHuUd 1
VI ero bapMalleBTUYECKHA IpueMIIeMOoM coJu, VIV ero
bapMalleBTUUECKOM KOMIIO3ULMM, OIpuueM D20PeKTUBHEM KOJUUIECTBOM
ABJIAeTCAd @»Oo3a B IOMuamnasoHe oT okoJjo 100 mMr mo okoJjgio 200 wmr,
BBOOUMAaSA I[IepopallIbHO IOBa pa3a B HeOelo.

B npyroMm acroekTe crnoco® mnpeloTBpaleHMusd, JeueHnusa WJIn
YIIYyUIIeHUS COCTOSHMSA I[IPUM capkKoMe Yy CcyOBekTa, HyXIalomel'oCd B HeM
COIEepPXUT BBeIeHMe CYyOBeKTY 20QeKTMBHOTO kKoJmMuecTBa CoenmHeHMa 1
W ero bapMalleBTUUYECKHU IpueMIIeMom coJu, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, OIpuueM 20OeKTUBHEM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMala30He OoT OKoJio 125 Mr mo okoJio 175 wmT,
BBOOMMAS TME€pOpalIbHO IBa pa3a B HeOeJp.

B 1npyrom acrnekTe crnocod TIpeloTBpalleHMuHd, JeueHusa WJIn
YIIyUIIEHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaKlmel'oCd B HEM
COIEPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOTIO KoJMuecTBa CoenmMHeHMa 1
VI ero bapMalleBTUYECKHA IpueMIIeMoOm coJu, VIV ero
bapMalleBTUMUECKOM KOMIIO3ULMKM, OIpuueM D20PeKTUBHHM KOJIUUIECTBOM
ABJIAETCS HJoO3a B OMala30He OoT OKoJio 125 Mr go okoJjio 200 wmT,
BBOOUMAaSA IIepopallIbHO IOBa pas3a B HeOelo.

B 1OpyroM achoekTe crnocod npeloTBpalleHNd, JeueHusa WJIn
YIIYyUlIeHUS COCTOSAHMSA [IPpU CapkKoMe Yy CyOBeKTa, HyXIaKollel'OCd B HeM
COIEPXUT BBeIOeHMe CyOBeKTYy 20PeKTMBHOTIO koJmMuecTBa CoenmHeHMa 1
W ero bapMalleBTUUYECKHA IpueMsIeMom coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, OIpuueM 20OeKTUBHEM KOJIMUUECTBOM
ABJISSeTCS QJo3a B OMala30He oT OokoJio 175 Mr pmo okoJjio 200 wMT,
BBOOMMAS IMEepOopalIbHO IBa pa3a B HeOeJo.

B npyrom acrnekTe crnoco® TIpeloTBpalleHMusd, JeueHusa WIn
YIIYyUIIEeHUS COCTOSHMSA IIPUM CapKoMe Yy CyOBeKTa, HyXIaK mlel'oCd B HeEM
COIEPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTO kKoJmMuecTBa CoenmMHeHMa 1
W ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero
bapMalleBTUMUECKOMW KOMIIO3ULMKM, IOIpuueM 20PeKTUBHHM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMana30oHe oT okoJjio 100 Mr pmo okoJio 125 wmr,
BBOOUMAaS IIepOopalIbHO IBa pas3a B HeOeJo.

B OpyToM achoekTe cHoco® MNpeloTBpalleHus, JIeUeHUS WK
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YIIyUlIeHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaKolel'oCd B HeEM
COOEPXUT BBeIOeHMe CYOBeKTY 200eKTMBHOI'O KoJMuecTBa CoenuHeHusa 1
NI ero bapMalleBTUUYECKHA IpueMIIeMOM coJu, VI ero
bapMalleBTMUECKOM KOMIO3MLUMUM, OpuueM 2(OeKTHMBHLEM KOJUUECTBOM
ABJIAeTCAd @»Oo3a B IMuamnasoHe oOT okoJjo 100 Mr mo okoJjio 175 wmr,
BBOOMMAaSA IIepopalIbHO IBa pal3a B HeIoeJo.

B npyroMm acroekTe crnoco® ImpeloTBpalleHMusd, JeueHnusa WJIn
YIIYyUIIeHUS COCTOSHMSA [IPUM CcapkKoMe Yy CcyOBekKTa, HyXIaKomel'oCd B HeM
COIEpPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOTIO kKoJmMuecTBa CoenmHeHMa 1
W ero bapMalleBTUUYECKHU IpueMIeMOom coJu, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHEHM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMala30oHe oT okoJio 100 Mr pmo okoJsio 300 wMT,
BBOOMMAS TEpPOpPalIbHO IBa pa3a B HeOeJp.

B 1npyrom acnekTe crnocod TIpeloTBpaleHusd, JeueHusa WIn
YIIYyUIIEHUS COCTOSHMSA I[IPUM CapKOoMe Yy CyOBeKTa, HyXIaKlmleTl'oCd B HEM
COIEPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOTI'O KoJmMuecTBa CoenmHeHMa 1
W ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero
bapMalleBTUMUECKOM KOMIIO3ULMM, IpuueM 20PeKTUBHHM KOJMUUIECTBOM
ABJIAETCS QJo3a B OMarna3oHe oT okoJo 100 MmMr go okoJsio 400 wmr,
BBOOUMAaSA I[IepopallIbHO IOBa pa3a B HeOelo.

B 1OpyroM acHoekTe crnocod IpeloTBpalleHNuHA, JeueHusa WJIun
YIIYyUIIeHUS COCTOSHMSA I[IPM capkKoMe Yy CcyOBekTa, HyXIalomel'oCd B HeM
COIEepPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTIO koJmMuecTBa CoenmHeHMS 1
W ero bapMalleBTUUYECKHU IpueMIIeMom coJu, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHEHM KOJIMUUECTBOM
ABJISeTCS QJo3a B OMala30He oT okoJio 150 Mr gmo okoJsio 200 wMT,
BBOOMMAS TMEepOpalIbHO IBa pa3a B HeOeJo.

B 1npyrom acnekTe crnocod TIpeloTBpalleHuHd, JeueHnusa WIn
YIIYyUIIEeHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaK mel'oCd B HEeEM
COIEPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTIO kKoJmMuecTBa CoenmMHeHMa 1
W ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, OIpuueM 20PeKTUBHHM KOJUUECTBOM
ABJIAeTCS QJo3a B OMana30oHe oT okoJio 150 MmMr go okoJsio 300 wmT,

BBOIOVMMaA IIepOopaJIEHO IIBa pas3a B HeleJllo.
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B 1npyromM acrnekTe crocod IpeloTBpalleHNuHd, JedeHusa WIn
YIIyUlIeHUS COCTOSAHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaKlel'oCd B HeM
COOEPXUT BRBeIOeHMe CYOBeKTY 200eKTMBHOI'O kKoJMuecTBa CoenuHeHus 1
W ero bapMalleBTUUYECKHA IpreMiIeMomn coJu, VI ero
bapMalleBTMUECKOM KOMIO3MUUM, OpuueM 20OeKTHMBHLEM KOJUUECTBOM
ABJISeTCd Jo3a B OMuarna3oHe oT okoJjio 150 Mr pmo okoJsio 400 wmT,
BBOOMMAaSA IIepopalIbHO IBa pa3a B HeIoeJo.

B npyroMm acroekTe crnocod ImpeloTBpalleHMuHd, JeueHnusa WJIn
YIIYyUIIEeHUS COCTOSHMSA I[IPUM CcapkKoMe Yy CyOBeKTa, HyXIaKlmel'oCd B HeEM
COIEpPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTO kKoJmMuecTBa CoenmMHeHMa 1
W ero bapMalleBTUUYECKHU IpueMIIeMoOm coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHHM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMala30He oT okoJo 200 MmMr pmo okoJjio 300 wmT,
BBOOMMAS IMEPOpPal]IbHO IBa pa3a B HeOeJo.

B 1npyrom acrnekTe crocod TIIpeloTBpalleHMHd, JeueHusa WIn
YIIyUIIEHUS COCTOSHMSA I[IPM CapKOoMe Yy CyOBeKTa, HyXIaKolel'oCd B HEM
COIEPXUT BBeIOeHMe CYOBeKTY 200eKTMBHOI'O KoJMuecTBa CoenuHeHud 1
NN ero bapMalleBTUYECKHA IpueMIeMOoM coJu, VI ero
bapMalleBTUUECKOM KOMIIO3ULMM, OIpuueM D20PeKTUBHEM KOJUUIECTBOM
ABJIAeTCA @Oo3a B IMalas3OoHe OT O0OKoJO 225 MI' mo okoJio 275 wmr,
BBOOUMAaSA I[IepopallIbHO IOBa pa3a B HeOelo.

B npyrom acroekTe crnoco® ImpeloTBpalleHMusd, JeueHnusa WJIn
YIIyUIIeHMS COCTOSHMSA I[IPUM capkKoMe Yy CcyOBekKTa, HyXIalomel'oCd B HeM
COIEepPXUT BBeIeHMe CYyOBeKTY 20QeKTMBHOTO kKoJmuecTBa CoenmHeHuMa 1
W ero bapMalleBTUUYECKHU IpueMIIeMom coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHHM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMala30He OoT OKoJIo 225 Mr pgo okoJjio 300 wMT,
BBOOMMAS TMepOopalIbHO IBa pa3a B HeOeJp.

B 1npyrom acrnekTe crocod TIpeloTBpalleHuHd, JeueHusa WIn
YIIyUIIEHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaKmel'oCd B HEM
COIEPXUT BBeIeHMe CYyOBeKTY 20QeKTMBHOTIO KoJmMuecTBa CoenmMHeHMS 1
VI ero bapMalleBTUYECKHA IpueMIIeMOoM coJu, VIV ero
bapMalleBTUMUECKOM KOMIIO3ULMM, IOIpuueM 20PeKTUBHHM KOJUUECTBOM

ABJIAETCS HJo3a B OMala30He OoT OKoJio 275 Mr pgo okoJjio 300 wmr,
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BBOOUMAaS IIEepOopal]IbHO IBa pa3a B HeOeJo.

B 1npyroMm acrnekTe crocod IpeloTBpalleHNuHd, JedeHusa WIn
YIIyUlleHUS COCTOSAHMSA [IPUM CapKoMe Yy CyOBeKTa, HyXIaKllel'OCd B HeM
COOEPXUT BBeIeHMe CyOBekTy »0PeKTMBHOTIO KoJauuecTBa CoeIMHEeHMS 1
W ero bapMalleBTUUYECKHA npreMiIeMomn coJu, VI ero
bapMalleBTUMUECKOM KOMIIO3ULMKM, IIpuueM SPOeKTUBHEM KOJMUUECTBOM
ABJISeTCd QJo3a B OMuana30He oT okoJio 200 M mgo okoJio 225 wmT,
BBOOMMAaSA IMepopalIbHO IBa pa3a B HeOoeJo.

B npyrom acrnekTe crnocod TImpeloTBpalleHMuHd, JeueHnusa WIn
YIIYyUIIEHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIalmel'oCd B HeEM
COIEpPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTIO kKoJmMuecTBa CoenmMHeHMS 1
W ero bapMalleBTUYECKHA IpueMIeMOM coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHHM KOJIMUUECTBOM
ABJIAeTCS HJo3a B OMala30He oT okoJio 200 Mr mo okoJio 275 wmT,
BBOOUMAS IEPOpPal]IbHO IBa pa3a B HeOeJp.

B 1npyrom acrnekTe crocod TIIpeloTBpalleHuHd, JeueHusa WIn
YIIyUIIeHUS COCTOSHMSA I[IPUM CapKOoMe Yy CyOBeKTa, HyXIaKolel'oCd B HeEM
COOEPXUT BBeIOeHMe CYOBeKTY 200eKTMBHOI'O KoJMuecTBa CoenuHeHusd 1
NI ero bapMalleBTUYECKHA IpueMIIeMOM coJm, VI ero
bapMalleBTHMUECKOM KOMIO3MLUMUM, OpuueM 20OeKTHMBHLEM KOJUUECTBOM
ABJIAeTCAd @»Oo3a B IOMuamnasoHe oOT okoJjo 200 Mr mo okoJsio 400 wmr,
BBOOMMAaSA IIepopalIbHO IBa pal3a B HeIoeJo.

B npyrom acroekTe crnoco® ImpeloTBpalleHMuH, JeueHnusa WJIn
YIIYyUIIEeHUS COCTOSHMSA [IPUM CcapkKoMe Yy CcyOBekKTa, HyXIalmel'oCd B HeM
COIEepPXUT BBeIeHMe CYyOBeKTY 20QeKTMBHOTIO kKoJmMuecTBa CoenmHeHMa 1
W ero bapMalleBTUUYECKHU IpueMIeMoOM coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 220OeKTUBHEM KOJIUUECTBOM
ABJIAeTCS QJo3a B OMala30He oT okoJio 250 Mr pgmo okoJjio 300 wMT,
BBOOMMAS IE€pPOpalIbHO IBa pa3a B HeOeJp.

B 1npyrom acrnekTe crnocod TIIpeloTBpalleHMHd, JeueHusa WIn
YIIyUIIeHUS COCTOSHMSA I[IPUM CapKOMe Yy CyOBeKTa, HyXIaKomleTl'oCd B HEM
COIEPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOI'O KoJmMuecTBa CoenmHeHMa 1
VI ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero

@apmaueBqueCKoﬁ KOMIIO 3L, nprnuem 9(1)(1)6KTT/IBHBIM KOJIMYeCTBOM
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ABJIAeTCS QJo3a B OMala30He oT okoJio 250 MmMr pgo okoJsio 400 wmT,
BBOOUMAaSA IIepopalIbHO IOBa pas3a B HeOelo.

B 1OpyroM acHnekTe crocod IpeloTBpalleHNuHd, JedeHusa WIn
YIIyUlleHUS COCTOSAHMSA [IPU CapKoMe Yy CyOBeKTa, HyXIDaKllel'oCd B HeM
COOEPXUT BBeIeHMre CYyOBekTy »0PeKTUBHOIO KoJIuuecTBa CoeIMHEHMSI 1
W ero bapMalleBTUUYECKHA npuemsIeMom coJu, VI ero
bapMalleBTUMUECKOM KOMIIO3ULMKM, IIpuueM S0OeKTUBHEM KOJIMUUECTBOM
ABJISeTCA QJo3a B OMarna30He oT okoJio 250 Mr pgmo okoJio 350 wmT,
BBOOMMAaSA IMepOopalIbHO IBa pa3a B HeOeJo.

B npyrom acrnekTe crnoco® TImpeloTBpalleHMHd, JeueHusa WJIn
YIIYyUIIEeHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaKlmel'oCd B HEM
COIEpPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTO kKoJmMuecTBa CoenmMHeHMS 1
WM ero dpapMalleBTUUECKM IIPUMeMIIeMOV COJIM MM eT'o dapMalleBTUUeCKOM
KOMIIO3ULIUNA, npruuyeM 5QOeKTHUMBHEM KOJIMUECTBOM ABJISEeTCSd  103a,
BHOpaHHas M3 TPYIIH, cocTodmed M3 okoJjio 50 Mr, okxoJjsio 100 wMT,
okoJio 125 wmMr, okoJio 150 mMr, oxkojio 175 mMr, okxojo 200 MI', OKOJIO
250 M1, okoJjio 300 mr, okoJio 350 Mr, okoJjio 400 Mr m okoJio 450 mT,
BBOOUMAaSA IIepopalIbHO IBa pas3a B HeOelo.

B 1OpyroM acHoekTe croco® IpeloTBpalleHNuHd, JedeHusa WIn
YIIyUlleHUS COCTOSAHMSA [IPpM CapKoMe Yy CyOBeKTa, HyXIaKollel'OCd B HeM
COOEPXUT BBeIeHMe CyOBekTy »0PeKTUBHOTIO KoJIuuecTBa CoeIMHEHMS 1
WM ero dpapMaleBTUUECKM IIPUeMJIEMOV COJIM MM eT0 dapMalleBTUUeCKOM
KOMIIO3ULINNA, npuueM 50OeKTHMBHEM KOJMUECTBOM ABJISeTCd 0034,
BHOPpaHHas M3 TPYIINH, cocTodmer m3 okojo 100 Mr, okoJjo 125 wmr,
okoJio 150 mMr, okoJo 175 mMr, okxojio 200 MI', oOKOJO 225 MI', OKOJIO
250 Mr, okojyio 275 Mr m okoJjo 300 mMr, BBOIMMas IIepopaJIbHO IBa
pasza B HeIeJo.

B 1npyrom acnekTe crnocod TIpeloTBpalleHuHd, JeueHnusa WIn
YIIYyUIIEeHUS COCTOSHMSA I[IPUM CapKoMe Yy CyOBeKTa, HyXIaK mel'oCd B HEeEM
COIEPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTIO kKoJmMuecTBa CoenmMHeHMa 1
WUIM erTo dpapMalleBTUUECKM IIPUMEeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOM
KOMIIO3ULINNA, npruuyeM 50OeKTUBHEM KOJIMUECTBOM  ABJISEeTCSd O34,
BHOpaHHas M3 TPYIINHE, COCTOAmMEeM M3 OKoJo 125 mMr, okojgo 150 wmr,

okoJio 175 MI, OKoOJIO 225 MI', okoJio 250 M, oOkKoJO 275 MI' M OKOJIO
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300 Mr, BBOOMMAaSA IIepOpPaJIbHO IOBa pas3a B HeIeJo.

B IOpyroM acHekTe CIOocof IOIpenoTBpalleHMsa, JIeUeHUda WK
VIIYUIIeHUI COCTOAHMA IIPU CcapkoMe Yy CyObeKTa, HyXODamel'oCA B HeM
COOEpPXUT BBeleHMNe CyOBeKTy 500eKTUMBHOTO KoJMuecTBa CoenmHeHusa 1
WM eTo QapMalleBTUYECKM IPpMeMIIEMOM COJIM MJIM eT'o dapMalleBTUUeCKOM
KOMIIOBULIMM, HOpudeM 5OOPEeKTUBHEIM KOJMUECTBOM SABJISeTCHd HDO3a,
cocTaBJidnmas okoJjyio 100 MI', BBOOMMAaA [IepPOPAaJIbLHO IOBa pask3a B HeIeJo.

B IOpyroM acHoekTe CIocof IOpenoTBpalleHMs, JIeUeHUsS WU
VIIYUIIeHUS COCTOSHMSA IIpU CcapkoMe Yy CyObBekTa, HyXIawplel'OCsa B HeM
COOEPXUT BBeleHMe CYOBekTYy 5O0eKTUBHOIO koJmdecTBa CoelMHeHMA 1
WM eTo dpapMalleBTUUECKM MNpPpUeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOU
KOMIIOBULNM, IpudeM 5HSOOPeKTUBHEIM KOJUUYECTBOM ABJSeTCHd HDO3a,
cocTaBJidnllasg OKoJIO 125 MI', BBOOMMAA [I€POPAJILHO IOBa pasa B HeIeJo.

B IOpyI'oM acleKTe CIOCOD IOIpenoTBpalleHMs, JIeUeHUs WK
VIIYUIIeHUS COCTOSAHMSA IIPpU CcapkoMe Y CyObeKTa, HyXODawpllel'OCa B HeEM
COOEPXUT BBeleHMe CYOBeKTYy SO0eKTUBHOTO kKoJmndecTBa CoelMHeHMA 1
WM ero dpapMalleBTUUECKM [NPMeMIIEMOV COJIM MM €70 dapMalleBTUUeCKOU
KOMIIOBULNM, HOpudeM 5SOOPeKTUBHEIM KOJUUECTBOM ABJIAETCA LDO3a,
cocTaBJigmmas okoJio 150 MI', BBOOMMAA II€POPAJILHO OBa pasa B HeIeJo.

B OmpyroM acHnexkTe Croocof® IIpenoTepalleHMsda, JieueHUda WU
YIIYUIIeHUI COCTOAHMA IIPUM CcapkoMe Yy CyObeKTa, HyXDanlel'oCA B HeM
COOEPXUT BBeIeHMre CYyOBekTy »OPeKTUMBHOIO KoJIuuecTBa CoeIMHEHMSI 1
WM ero dapMalleBTUUECKM NpMeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOM
KOMIIOBULNM, HIpudeM 5HOOPeKTUBHEIM KOJMUECTBOM SABJISeTCHd HO3a,
cocTaBJidnmas okoJio 175 MI', BBOOMMAA [I€pPOPAJILHO OBa pas3a B HeIeJo.

B IOpyToM acleKTe CIOCOD IIpenoTBpalleHMs, JIeUeHUs WU
VIIYUIIeHUS COCTOSHMSA IIpU CcapkoMe Yy CyOBekKTa, HyXIaplel'OCsa B HeM
COOEPXUT BBeleHMe CYOBekTy 5O0eKTUBHOIO koJnMdecTBa CoelMHeHMA 1
WM eTo dpapMalleBTUUECKM NPpUeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOU
KOMIIOBULNM, IpudeM 5SOOPeKTUBHEIM KOJUUECTBOM ABJSAeTCHd HDO3a,
cocTaBJydnmas okoJyo 200 MI', BBOOMMAA [I€pPOPAJILHO OBa pasa B HeIeJo.

B IOpyroM acleKTe CIOCOD IOIpenoTBpalleHMs, JIeUeHUd WU
VIIYUIIeHUI COCTOAHMA IIPU CcapkoMe Yy CyObekKTa, HyXODaplel'OCad B HeM

COIOEPXUT BBeleHMe CyOLeKTy 2OPeKTMBHOTO KoJIMuecTBa CoeInmHeHMs 1
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WM ero dpapMalleBTUUECKM MIPUMEeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOM
KOMIIOBULIMM, HOpuueM 5OPEeKTUBHEIM KOJMUECTBOM SABJSEeTCH 0034,
cocTaBJdrRmas OKOJIO 225 MI', BBOAOMMASA IIepOopalJibHO IBa pas3a B HeOelo.

B OpyroM acmoexkTe Ccrnocof IOpenoTBpalleHMsa, JIedeHUS WU
VIIYUIIeHUS COCTOSAHMA IIpM CcapkoMe Yy CyObeKTa, HyXIaolel'oCsa B HEM
COOEPXUT BBeIeHMe CYyObekTy 2OPeKTMBHOTO KoJMuecTBa CoelMHeHUS 1
WM ero dpapMalleBTUUECKM IIPUMeMIIEMOV COJIM MM eT0 dapMalleBTUUeCKOM
KOMIIOBULIMM, OpuueM 5SOPeKTUBHEIM KOJMUECTBOM SABJISeTCS D034,
cocTaBJgomas okoJio 250 MI', BBOOMMASA IIepopalJibHO IBa pas3a B HemdeJlo.

B IOpyTroM acloekTe crIocod mOpedoTBpalleHMsa, JieUeHUS WK
VIYUIIeHUS COCTOSHUA IIPM capkoMe V CcyObeKTa, HyXIaomeTocs B HeM
COOEPXUT BBeIeHMe CyOLekTy »00eKTMBHOTO KoJuuecTBa CoeIMHeHMS 1
WM ero dpapMalleBTUUECKM IIPUMeMIIeMOV COJIM MM eT'o dapMalleBTUUeCKOM
KOMIIOBULINM, OpuueM 5SO0PeKTUBHEIM KOJMUECTBOM SABJSeTCa 0034,
cocTaBJgRmas oKoJio 275 MI', BBOOMMASA IIepopalJibHO IBa pas3a B HeOdelo.

B IOpyTroM acmoexkTe crnoco® mnOpenoTBpalleHMda, JieueHUSI WK
VIIYUIIeHUS COCTOAHMA IIpM capkoMe Yy CcyObeKTa, HyXIawomeTrocs B HeM
COOEPXUT BBeIeHMe CyOnekTy »0PeKTMBHOTO KoJIumuecTBa CoeIMHeHMS 1
WM ero dpapMalleBTUUECKM MIPUMEMIIEMOV COJIM MM eT0 QapMalleBTUUeCKOM
KOMIOBULIMM, HOpudeM 5OPEeKTUBHEIM KOJMUECTBOM SABJSEeTCH HOO3a,
cocraBJygpomas okoJjio 300 MI', BRBOOMMASA IIepOopalJibHO IBa pal3a B HeOeJo.

B mpyroM aclekTe Ccrocod mOpenoTBpalleHMs, JieUeHUS WK
VIIYUIIeHUSI COCTOSHUSA IIPU capkoMe y cydbekTa, HYXIaomerocs B HeM,
COOEPXUT BBeIeHMe CyOLekTy 20OPeKTMBHOTO KoJuuecTBa CoelMHeHUS 1
WIIN ero bapMalLleBTHUUECKU IpueMIIeMom coJn, VI ero
bapMalleBTUMUECKOM KOMIO3ULMKM, IOIpuueM 20OeKTUBHHM KOJIUUECTBOM
ABJISETCHS OO03a, KOoTopasd BHpaxeHa B MI Ha KBaOpaTHEM MeTp (Mr/M?2) .
IOng CoemmHeHMsS 1 MI/M2 MOXHO OIpeOesiMTh, HalpuMep, YMHOXasd
Ko20OUIIMeHT IIepecueTa IJS XMBOTHOTO (HalpMMep, MBIIM, KPBICH,
XOMAKa, MOPCKOM CBUHKMU, cobakmu, o00e3bdHH WM UeJIoBeKa) Ha OoO3Y
OJIS XMBOTHOTO B MT Ha KWJIOoTpaMM (MIT'/KT) C MNOJYUeHMEM HO3H B MI'/M2
B KauecTBe SKBMBAJIEHTAa OO 3L oJis yeJioBekKa, roe MOTYT
MCIIOJIL30BATLCA CJeayimre ajiJIoMeTpruuecKre Ko>0PUIMEeHTH IepecueTa

(HpT/[ YCIJIOBUNM, dTO aJlIJIoMeTpHrnueCKHre ITIIlepeCUdeTH PaBHE IJIA BCeX
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JIEKapCTBEHHEX IIperapaToB), HalpuMep: Memm = 3, Xomsaka = 4,1,
Kpricel = 6, Mopckou CBUMHKM = 7,7 (Ha ocHoee Freireich m »gp, Cancer
Chemother. Rep. 50(4):219-244 (1966))). PocT M Macca UeJlOBeKa
MOTYT MCIOJB30BaATBLCA IJIA PpacueTa IJoWanyM IIOBEPXHOCTM TeJla
yeJIOBeKa C MCIOJb30BaHMeM OQopMyJisl BoMIoa IJjomalys [IOBEepPXHOCTHU
TeJya.

B IpyroM acliekTe CuMTaeTCd, UTO CpeOHAsa Macca UJeJloBeKa
oBruHO cocTaBJageT 70 kr. O»IHako, IO3MPOBaHME, OCHOBaHHOE Ha
UIealJIbHOM Macce TeJa, MOXeT MMeTh IIpeuMymecTBO Iepell CXeMOoM,
OCHOBAHHOM Ha Macce BCeTO TeJa B3POCJIEIX CyOBEKTOB,
PEKOMEeHIOBAHHOM B HacTodAmee BpeMsa. IlpennojaraeMas uIeaJlbHad
Macca TeJa (IBW) (k) 1Jd MyXdMH pacCuMTHBaeTcd Kak: 50 ko + 2,3
KI' Ha KaXOB OOMM CcBbIIe 5 ¢yToB. IJIS XeHIMH IpenrnojaraeMas Macca
TeJjla pacCuuMTHBaeTcda kKak: 45,5 xr + 2,3 KI' Ha KaxIOuM OOMM CBHIIE
5 pyTOB.

B omiMuMe OT MCIOJB30BAHUSA aJIJIOMETPUUECKUX KOBOOUILIMEHTOB
epecdyeTa, Ha Odurypax 6A-D obofmeHa O(apMakKOKMHETHKA BBeIeHUA
CoemuHeHus 1 JondM, IIOKa3HBawlliasg, 4TO KOBQOUMUMEHT IlepecueTa OJisd
CoennHeHMsa 1, OCHOBaHHHM Ha CBOOOOHOM JIeKAPCTBEHHOM CPEICTBE B
OopraHKu3Me UYeJIOBeKa, I[IO0 CpPaBHEHMI CcO CBOOOOHHM JeKapCTBEHHEM
CPeOCTBOM B OpTlaHM3Me MBIV, MOXeT OHTH IIOJIydeH OJia oleHku AUC
and Cpax, OOBACHAA TakuM O00Opas3oM paszHMLY MeXOy STHMM BUIAMA.

Kak BugHO ™3 Tabgmuusl Al Hwmke, Ha durype ©6A TIokasaHO
M3MepeHHOe BO3MEeVCTBMEe Ha OpTlaHmu3M dejloBeka g AUC HOpM pas3JIMUHBX
nosax. IIlyHKTMpHad JMHMA T[IOKAa3BBaeT MUHMMAaJIBHOE pacCuMTaHHOe
l1eJieBOe 3HaueHue AUC, cocTaBJjdnimee, 10 MeHbmel Mepe, 13,125 u-
HT'/MJI, MCXOIOS U3 BO3OEMCTBUA Ha oOpTraHM3M MemyM Opu 10 MT/KT,
YUUTHEASA CBODOIOHOE JIEKApCTBEHHOEe CPencTBO. M3  IIOKasz3aHHOTO
OYHKTUPHOM JIMHMEM MOXHO IMIPelloJIOXMUTL, UYTO PacCuMTaHHasa OJa4g
nalnrMeHTa-deJJoBeka no3a CoenomHeHMsa 1, cocTapJjdpomad okoJjio 2,0
MT/KT (OBa pasa B HeOeJn) MJIM Bhile, OymeT 30OeKTUBHONM.

Kak BugHO w3 Tabmmuel Al Hwmxe, Ha durype 6B 1okasaHO
V3MepeHHOe BO3NeMCTBMEe Ha OpTlaHM3M ueJioBeKa IJIA Crax IPU pPas3JIMUHBIX

Jo3sax. HyHKTMpHaF[ JIMMHMA TIOKa3EBaeT MMHMMaJIbBHOE pPaCCUMTaHHOeE
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1ejieBoe 3HaueHMe Cpax, COCTAaBJAKIEe, IO MEeHbllel Mepe, 688 HIT/MI,

VCXOOsI M3 BOBIEMCTBUSA Ha OpTraHV3M MEINNM TIPM 10 MP/KP, YUUTEIBaA

cBoOOmHOE JIEKapCTBEHHOE CpencTBO. M3 TI[OoKa3aHHOTO IIYHKTHPHON

JVHUEN  MOXHO IIpeOIioJIOXNTE , gTO PaccunMTaHHaAa OJIA IIalureHTa—

yeJioBeka nosa CoemmHeHMsa 1, cocTabjgpmasd okoJio 1,4 mMr/xr (OBa

pasza B HemeJllo) MM Bhme, OymeT 20PeKTUBHOMN.

Kak BugHO ™3 Tabgmuuel Al Hwmke, Ha Odurype 6C T1okasaHO

M3MepeHHOe BO3MeVCTBMEe Ha OpTlaHmu3M dejloBeka g AUC HOpM pas3JIMUHBX

Jo3ax. HYHKTMpHaH JIMMHVMA TIOKa3EBaeT MMHMMaJIbBHOe paCCUMTaHHOe

lieJieBOe 3HaueHue AUC, cocTaBJjdnimee, 10 MeHblel Mepe, 15,625 u-

HT/MJI, MCXOOA M3 BO3OENCTBMA Ha OPTaHW3M Mbemy npu 12,5 Mmr/xr,
YUUTEBas CBOOOINHOe JIeKapCTBEHHOEe CpPpelCcTBO. M3 IOKa3aHHOTO
IYHKTUPHOW JIMHMEV MOXHO MNPeldloJIOXUTL, UTO paccuuTaHHasd IIJIid

nalnyeHTa-deJJoBeka no3a CoelmHeHMsa 1, cocTaBJdpmas OKoJo 2,3

MT/KT (OBa pasa B HeOeJn) MM BhIle, OymeT 30OeKTUBHOM.

Kak BugHO ™3 Tabmamuel Al Hwmxe, Ha durype 6D T1okasaHO

MSMEPpEeHHOEe BO3IOeMCTBME Ha OopraHmMs3M duejioBeKa OJA Crax [IPU Pa3JIMUHEIX

Jo3sax. HYHKTMpHaH JIMMHMA TIOKa3EBaeT MMHMMaJIbBHOE pPaCCUMTaHHOeE

1ejieBoe 3HaueHMe Cpax, COCTAaBJAKLIEe, IO MeHblel Mepe, 859 Hr/mi,

UCXOINS M3 BO3OEMCTBMA Ha OPTaHM3M MbIIM HOpu 12,5 MI'/KD, YUYUTHBAS

CBOOOIOHOE JIeKapCTBEHHOEe CPpelCTBO. M3 I[OKa3aHHOTO [IYHKTUPHOM

JIMHMEeM MOXHO IIpenoIrioJIOXmMTE , uTOo paccumMTaHHaA OJIA ITallvieHTa—

yeJioBeka nosa CoemmMHeHMsa 1, cocTaejgpmasd okoJjio 1,8 MmMr/xr (OoBa

pasza B HemOeJllo) MJIM Bhime, OymeT >0PeKTUBHOMN.
KoHLleHTpaluusa CBOBOMOHOTO JIEKAPCTBEHHOTO CPelNCTBa B OpTaHU3Me

JeJIOBeKa OTJIMJaeTCHd IO CPaBHEHNMK C MbBIIaMM B COOTHOIEHNWM 8:5.

TABJIMITA Al
CeobBomHoe
Iosa B JlekapCcTBeHHOe [lporHoBUpyeMast
opraHnsMe cpencTeo B Josa B opraHnsMe
MBI opraHmusMe MblM yeJyioBeKa
MT /KD
Ha MT /KT Ha
AUC Cmax OCHOBE& OCHOBEe
(MT/KT) (u—-ur /M) (/M) AUC Cmax
10 13125 688 2,0 1,4
12,5 15625 859 2,3 1,8
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Kak BumHo w3 Tabjauue AZ HUXe, ecym OB KOHLEHTpalud

CBOOOIOHOTO JIERapPCTBEHHOT'O cpellcTBa He YUUTEEBaJIacChk, TO

paccumuTaHHEe lLeJieBrle 3HaueHUAa AUC M Cpax OJI BCETO JIEKAPCTBEHHOTI'O

CpenoCcTBa B OplraHM3Me UeJjloBekKa U opraHuM3Me Melu OvUiM O
OOVHaKOBHEMHA .
Kak BUIHO nus Tadauue A2 HUXe, OOKJIMHUYUEeCcKad nosa,

cocrapJganmas 10 MP/KI‘, BBOIOVMMaAd MbIlaM II€epOopaJIbHO IOBa pa3a B

HenoeJio, KaK IIpVMMEHAEeTCA B HacTodmeM IOTOKRYMeHTe, IIpmuBeneT K

IPOTHOBMPYEMOMY PACCUMTAHHOMY IMAlla30HY MMHMMAJLHOM 20OeKTUBHOM

OO3H IJIA UYeJIoBekKa B IIpelejax OT OKoJIo 3,2 MI/KI OO OKoJo 2,3

MT'/KT IoBa pasa B Hepejyo nJjg nonnepxaHmda AUC  ©M Cphaxy
COOTBETCTBEHHO, BHOIEe 1LeJIeBHX KOHIeHTpalluM, OJISA  OXMIaeMoTO
TepaleBTUUeCKOTO sbderTa.

Kaxk BUIHO ns3 Ta®bauuel A2 HIMXe, OOKJIMHMUeCcKad oos3a,

CcoCTaBJIdAIad 12,5 MI‘/KI‘, BBOIOVMMaA MbIIaM IIepPOpaJIEHO IOIBa pa3a B

HeloeJlo, MCIIOJIBE3yeMaAd B HacCcToAmleM IOJOKYMEHTE, IIpmuBeneT K

IIPOTHOBUPYEMOMY PAaCCUMTAHHOMY IMAalla3OHYy MUMHMMAaJIbLHOM 20OeKTUBHOM

OO3H IJIA uYeJIoBeka B IIpelejax OT OKoJo 4,2 MI/KD IO OKOJIO 3,2

MI'/KT IOBa pasa B Hemeo misg nonmepxadHusas AUC U Crax,
COOTBeTCTBEHHO, BHIIIES I1eJIEeBEIX KOHLLeHTpaLLMIZ OJIA OXMIOaeMOTI'O
TepalleBTUUeCcKoTo sddperTa.
TABJIMIIA A2
Josa B Bce nexkapcTBeHHOE [IporHOBUpyeMasa
opraHusMe cpencTBO B Josa B opraHmsMe
MBI opraHMBMe MBI yesioBeKa
MT /KD
Ha MU' /KD Ha
AUC Cmax OCHOBE& OCHOBE
(M /K1) (u-ur/mn) | (H/mMi) AUC Cmax
10 21000 1100 3,2 2,3
12,5 26250 1375 4,2 3,2

Ina cydbeKkTa-uyeJloBekKa Maccor 70 KI', HMCXoOd U3 LeJeBOoTO

CBOOOINHOTO JIEKAPCTBEHHOTO CpencTBa npu 12,5 MI'/KD B OpTraHMU3Me

MEIVL , COOTBeTCTBYKIIVM MMHVMaJIb HEIM 9(]_)(1)@KTI/IBHBIM KOJIIMYeCTBOM

CoemuHeHusa 1 mOJjs4a IIPVMMEHEHNVA B KadeCTBe MOTOTepallMM Ha JIIoIOAX



52

ABJISETCS Oo3a B HOpemejlax OT OKoJio 2,3 MmMr/xkr mo 1,8 Mr/xr (mns
AUC U Cpax, COOTBETCTBEHHO), UTO B pe3yJjibTaTe OaeT KOJUMUEeCTBO OT
OKOJIO 162 MI' mO OKoOJIO 124 MI', BBOIOMMOE IlepopalJibHO IBa pas3a B
HeneJo.

Ions cy®bpekTa-ueJijoBeka Maccom 70 KI', MCXoOosa HU3 LeJIeBOTO
CBOOOINHOTO JIEKAPCTBEHHOTO CpelncTBa npu 12,5 MI'/KI B OpTraHU3Me
MBI, COOTBETCTBYKIIMM  MMHMMAJIBHEIM 20PEeKTMBHEIM  KOJMUYECTBOM
CoenuHeHusa 1 1JId TIPMMEHEeHMSA B KadeCcTBe MOTOTepalMM Ha JIIIAax
ABJISEeTCS Oo3a B HOpemejlax OT OkKoJjio 4,2 Mr/xr mo 3,2 Mr/xr (mius
AUC U Cpax, COOTBETCTBEHHO), UYTO B pe3yJibTaTe IaeT KOJMUEeCTBO OT
okoJio 290 MI' OO OKOJIO 226 MI', BBOIOMMOE IIepopalJibHO IBa pa3a B
HeEeJo.

B KOHKPEeTHEX aclleKTax ClIocof IpemoTBpalleHusa, JedeHUs WIn
YIIyUIIeHUS COCTOSHMSA [PU CapKoMe y CcyOBeKTa, HYXIaKoIeTrocs B HeM,
COIEPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOTIO KoJMuecTBa CoenmMHeHMa 1
VI ero bapMalleBTUYECKHA IpueMIIeMoOm coJu, VIV ero
bapMalleBTUMUECKOM KOMIIO3ULMKM, OIpuueM D20PeKTUBHHM KOJIUUIECTBOM
ABJISeTCH KOJIMUECTBO B OManasoHe oT okoJjo 0,1 Mr/m? mo okojio 1000
MT/M2, WM JIoOOM OMalasoH MexIy .

B oOHOM acHekTe crocof IOIpemoTBpalleHUsd, JIeUeHUsa WU
YIIYyUlleHUSA COCTOSAHMUSA [IPU CapKoMe y CcyObeKTa, HYyXIawolel'oCsa B HeM,
COIEPXUT BBeIOeHMe CyOBeKTYy 20PeKTMBHOTIO koJmMuecTBa CoenmHeHMa 1
VI ero bapMalleBTUUYECKHA IpueMsIeMom coJu, VIV ero
bapMalleBTUMUECKOM KOMIO3ULMKM, OIpuueM 20OeKTUBHEM KOJIMUUECTBOM
ABJIAEeTCHA HOO03a, KoTopas of0ecHeuMBaeT IlLeJIeBYID CPeIHK IIJIa3MeHHY
KOHIleHTpaluuio CoeluHeHMa 1 Yy CcyObeKTa C CapKOMOM WMIM XMBOTHOMU
MOOEJIM C 3apaHee BBeIOeHHOM CapKOMOM.

B 1npyrom acnekTe crnocod TIpeloTBpalleHuHd, JIeUYeHusa WIn
YIIyUIIeHUS COCTOSHMSA [PUM CapKoMe y CcyOBeKTa, HYXIaoIeTloCcs B HeM,
COIEPXUT BBeIeHMe CYyOBeKTY 200eKTMBHOTIO kKoJmMuecTBa CoenmMHeHMa 1
WUIM erTo dpapMalleBTUUECKM IIPUMEeMIIeMOV COJIM MM eTo dapMalleBTUUeCKOM
KOMIIO3ULIMK, [OIpUUueM 30QEKTMBHEIM KOJMUECTBOM SBJISETCS IO3MPOBKA,
KOoTOpad oBecrieurBaeT CpenHK MaKCHMaJIbHY IJIa3MEeHHY

KOHLUeHTpaluul (Cpax) CoenmuHeHMs 1 3a 24-4acoOBOM IIEPMOL B OMallal30HEe
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oT npubiausuresbHO 0,1 U-MKI/MJI OO NOpUOIM3UTEJbHO 1,0 Uu-MKI/MII,

npubiansnuresbHo 0,2 uU-MKT/MI OO0 Opubam3uTessHo 1,0 u-MKID/MII,
npubiausuresbHo 0,3 u-MKT/MI OO0 Opubams3uTessHo 1,0 u-MKTD/MII,
npubarsuTegsHo 0,4 uU-MKD/MJI OO NOpubausuTenasHo 1,0 u-MKID/MI,
npubarsuTegsHo 0,5 u-MkD/MJI OO0 OpubausuTedasHo 1,0 u-MKID/MI,
opubimusnuresbHo 0,6 uU-MKT/MI OO OpubamMsmuTessHo 1,0 u-MKID/MII,
opubiausuresbHo 0,7 UYU-MKT/MJI OO OpubaM3uTessHo 1,0 u-MKID/MII,
npudiausuresbHo 0,8 u-MKT/MI OO OpubaIM3uTesbHo 1,0 u-MKID/MII,
opudiausuresbHo 0,9 uUu-MKT/MI OO OpubAM3uTes]bHo 1,0 u-MKID/MII,
OPUOIUSUTEJIEHO 3 U-MKI'/MJI OO OPpUOIMU3UTEJLHO 70 U-MKID/MJI, OT
OPUOIUSUTEJIEHO 3 U-MKI'/MJI OO IOPpUOIMUIUTEJLHO 60 uU-MKID/MJI, OT
OPUOIUBUTEJIEHO 3 U-MKI'/MJI OO OPpUOIMU3UTEJLHO 50 uU-MKID/MJI, OT
OPUOIUBUTEJIEHO 3 U-MKI'/MJI OO OPpUOIMUIUTEJLHO 40 uU-MKID/MJI, OT
OPUOIUBUTEJIEHO 3 U-MKID'/MJI OO OpUOIM3UTEJbHO 30 uU-MKID/MJI, OT
OPUOIUBUTEJIEHO 3 U-MKI'/MJI OO OPpUOIMUIUTEJLHO 20 U-MKID/MJI, OT
OPpUOIUBUTEJIEHO 3 U-MKI'/MJI OO0 OpubiausurejbHOo 10 U-MKD/MI, U

Iomo®HOTO, WIKX JIOOOM OMala30H MexOy, Yy CcyObeKTa C CapKOMOM WK

XMBOTHOM MOIEJIM C 3apaHee BBEeIOEHHOM CapKOMOM.

B OpyToM achoekTe cHoco® NOpeloTBpalleHus, JIeUeHUd WK

YIIydleHMA COCTOAHMA IIPM CapKOMe Yy cyDOBeKTa, HyXOaolerocd B HeM,

COOEPXUT BBeleHMe CyOBeKTY 200eKTUMBHOTO KoJMuecTBa CoemMHeHMS 1

WM ero bapMalleBTUUYECKHU npueMsIeMom coJu, WU ero
bapMalleBTUMUECKOM KOMIIO3ULMKM, IOIpuueM 2POeKTUBHEM KOJIMUUECTBOM
ABJIAeTCd  IOO3UMPOBKA, KoTopasa obecreumMBaeT LeJIEBYD  CPeIHK
[JIa3MEHHYK KOHIeHTpalumui CoemmHeHMsa 1 B mnepmon 24 4yacoB, KoTopasd
cocTaBJgeT OpubamsuTessHo 0,1 uY-MKT/MII, OpuUbIU3uTesbHO 0,2 u-
MKT/MJI, OpudausurejbHo 0,3 u-MKTD/MJI, OpubiausmuresbHo 0,4 u-
MKT/MJI, OpudausurejgbHo 0,5 u-MKTD/MI, OpubiausuresbHo 0,6 u-
MKT/MJI, OpudamusureabHo 0,7 uU-MKT/MJI, OpubiusmuresgbHo 0,8 u-
MKT/MJI, OpudamusurejbHo 0,9 u-MKTD/MJI, OpubiIusurTesbHO 1,0 u-
MKT/MJI, OpUOIUIUTEJLHO 1,1 U-MKT/MJI, OPUOIUISUTEJBEHO 1,2 u-
MKT/MJI, OpUOIU3UTEJLHO 1,3 uU-MKT/MJI, OPpUOIU3IUTEeJBHO 1,4 u-
MKT/MJI, OpUOIU3UTEJbHO 1,5 u-MKT/MJI, OPUOIU3UTEJBHO 1,6 u-
MKT/MJI, OPpUOIU3UTEJbHO 1,7 U-MKT/MJI, OPpUOIUM3UTEJBHO 1,8 u-
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MKT/MJI, OpUOIU3UTEJbHO 1,9 u-MKT/MJI, OpubiausmuresbHOo 2,0 u-
MKT/MJI, OPUOIUIUTEJLHO 2,1 U-MKT/MJI, NOPUOIU3SUTEJBEHO 2,2 uU-
MKT/MJI, MOPUOIMU3UTEJILHO 2,3 U-MKT/MJI, OPpUOIU3UTEJBHO 2,4 u-
MKIT'/MJI, TpUOIU3UTEJIBHO 2,5 U-MKID'/MJI, OPpUOIU3UTEJBHO 2,6 u-
MKT/MJI, TpUOIU3UTEJIBHO 2,7 U-MKI'/MJI, OpUOIU3UTEJbHO 2,8 u-
MKT/MJI, MOPUOIU3UTEJILHO 2,9 u-MKD/MJI, IpubiausuresbHOo 3,0 u-
MKT/MJI, OpUOIM3UTesIbHO 10 u-MKT/MJI, OpubiamM3uTesbHO 20 u-MKIT/MII,
OIPUBIIUBUTEJIBEHO 30 Y-MKT/MJI, OPUOIIUBUTEIIEHO 40 Y—-MKT/MJI,
OIPUBIIUBUTEJIBEHO 50 Y-MKT'/MJI, OPUOIIUBUTEIILHO 60 Yy—-MKT'/MJI,
OpUbInM3nuTesbHO 70 Uu-MKI'/MJI, ¥ ODOOOOHOTO, WIM JIOoOOM »OualasoH
Mexnoy, Yy CcyObeKTa C CapKOMOM MJIM Ha XMBOTHOM MOIOEJIM C 3apaHee
BBeIeHHOM CapKOMOM.

Hos OOCTVXEeHU A TaKMX [1JI1a 3MEHHHIX KOHIeHTpallui  MOXeT
BBOIUTLCA nHo3a CoelMHeHMA 1 MIM eTo QapMalleBTUUEeCKU IpreMJIeMOoMn
COJIM, MM eTo dpapMalleBTUUECKOM KOMIIO3ZMLMM, OINMCaHHAasd B HACTOAIMEM
OOKYMEHTe. B HEeKOTOPHX aclleKTax I[ocjenyrmme nos3u CoelMHeHMsa 1
VI ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero
bapMalleBTUMUECKOM  KOMIIO3UILINN, MOXHO COOTBETCTBYKINMM oOpa3oM
KOPPEeKTUMPOBAaThL Ha OCHOBAHMM CpPeOHMX ILJJa3MeHHHX KOHILEHTpaluMn
CoenuHeHUSA 1, OOCTUTHY THX bifelcle)i CoenmHeHMA 1 VI ero
bapMalleBTHMUECKOM KOMIIOBULMM, BBeIeHHOM CYyOBeKTY.

B KOHKPETHEX acleKTax CIHoco0 OpemoTBpalleHusa, JedeHUS WIn
YIIYyUIIeHUMS COCTOSHMSA MPU capkKoMe y cyObeKTa, HyXIaoIerocsa B HeM,
COIEepPXUT BBeIeHMe CYyOBeKTY 20QeKTMBHOTO kKoJmuecTBa CoenmHeHuMa 1
UM ero dpapMalleBTUUECKM MIPUMEeMJIeMOV COJIM MM eT0 dapMalleBTUUeCKOM
KOMIIO3ULIMK, OpuueM 30PeKTMBHEIM KOJMUECTBOM SABJISETCS IO3MPOBKA,
KOoTopasad of0ecrneurMBaeT YMeHBIIeHHYD IeJIeBYKD CPeOHKKn ILJIa3MeHHY
KOHIeHTPpAallMID OIOHOTO MIM 0OoJiee OMOMAPKEPOB y CcybbekTa C CcapkKoMOMn
MM Ha XMBOTHOM MOIEJIM C 3apaHee BBeIOeHHOM CapKOMOM.

B KOHKPETHEX aclleKTax CIocof IpemoTBpalleHusa, JedeHUs WIn
YIIyUJIIeHUS COCTOSHMSA [PUM CapKoMe y CcyOBeKTa, HYXIaoIeloCcsa B HeM,
COIEPXUT BBeIeHMe CYOBeKTY 20QeKTMBHOI'O KoJmMuecTBa CoenmHeHMa 1
VI ero bapMalleBTUYECKHA IpueMIIeMOM coJu, VIV ero

@apmaueBqueCKoﬁ KOMIIO 3L, nprnuem 9(1)(1)6KTT/IBHBIM KOJIMYeCTBOM
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ABJISeTCHA IO3UPOBKa, KOTopasd obecleuMBaeT OOCTWXEHME B XeJlaeMoM
TKaHM COOTHOMEeHUNM CcpelHel IIJla3MeHHOWM KOoHIeHTpaluuu CoeIMHeHUS 1
WM ero dpapMalleBTUMUECKOM KOMIIO3UIMM, KakK OIpeleJIeHO, HallpuMep,
JIOBEIMM  MeTOoIaMM BuUI3yaJu3alul, M3BeCTHHMM B OaHHOM o6JacTu
TeXHUKM, Y CyOBeKkTa C CapKOMOM WM XMBOTHOM MOOeJIM C 3apaHee
BBeIEeHHOM CapKOMOM.

B HEeKOTOPHX acllekTax CclIoco® OpeloTBpalleHusa, JIeUeHUSI WK
VIIYUIIeHUSI COCTOSHUSA IIPU capkoMe y cydbekTa, HYXIalmerocs B HeM,
COOEPXUT BBeIeHMe CyObekTy 20OPeKTMBHOIO KoJuuecTBa CoelMHeHMS 1
WIIN ero bapMalleBTHUUECKU IpueMIeMOom CoJn, VI ero
bapMalleBTUMUECKOM KOMIIO3ULUM, IpHUeM 50QeKTHUBHOE KOJMUECTBO MOXET
OBITE MJIM MOXeT He OBTL OIMHAKOBHM IJIA KaXIOoM IO3E. B KOHKpPETHHX
acrexkTax MIEPBYO (MCXOIOHVIO) o3y CoenMHeHMn A 1 MJIIN ero
bapMalleBTUUECKOM KOMIIO3MLIMM BBOIAT CyOBEeKTY, HYXIallIeMCsS B 2TOM,
B TeueHMe IIepBOTO Iepuomda BpeMeHM, C I[IOCJelyllMM BBeIeHNEM
cyOBeKkTy BTOpOM (T.e. Harpy30UHOM) mHO3H CoelduHeHMS 1 WMJIM eTo
bapMalleBTUMUECKOM KOMIIO3UIMM B TeueHMe BTOPOTO Iepuoda BpPeMeHU U’
3aTeM BBOOAT CYOBEeKTYy TPeThio (T.e. IIOINEePXVBAMYIO ) o003y
CoenvHeHMsa 1 WM ero GQapMalleBTUMUECKOM KOMIO3MLUMM B TeueHHue
BTOPOTO IepMuola BpeMeHM. IllepBasd mHo3a MOXeT OBTH OOJIbIlE, UEeM
BTOpasa Oo3a, WM IepBad Oo3a MOXeT OHTh MeHbIle, UeM BTopas Ino3a.
AHaJIOTUUHEIM 0oBOpas3oM, TpeTbsa nmoza CoeIVHEHUS 1 wmm ero
bapMalleBTUUECKOM KOMIIO3SUIUM MOXeT OHTL MM 0OoJiblle, WJIM MeHbIe,
yeM BTOpas mo3a, a Takxe uam OoJiblle, MIM MeHbIle, UueM IIepBasg mo3a.

B HEeKOTOPHX acleKTax KoJMUecTBa 003, OIMCAHHEIE B HaCTOAIEM
IOOKYMeHTe, OTHOCATCHA kK ofmeMy KOJMUECTBY BBeIeHHOTO, TO eCTb
ecJau BBOIOMTCA ©OoJjlee uyeM ongHo CoeIMHeHMe, Torda B HEKOTOPHX
acrekTax [MOO3H COOTBETCTBYIT o0fmeMy KOJMUeCTBY BBeIeHHOTO. B
KOHKPETHOM acIlleKTe KOMIIO3UIMVM IJI4 IIepopallbHOTO IIpMeMa CcomepXaT
oT okoJio 5% mo okoJyio 95% mo macce CoenmHeHusa 1.

[IPpOOOIKUTEJILHOCTE BPEMEeHM, B TeueHUe KOTOPOTo CyOBeKTy
BBOOAT CoemmHeHMe 1 MIM eTro OdapMalleBTUMUECKY KOMIO3ULUID B
COOTBETCTBUM CO CHOCOOOM MNpelOoTBpalleHud, JeUueHUa WM YJIy4dlleHUS

COCTOSHMUSA IIPM CcapkoMe y CcyOBeKTa, HyXIaomerocs B HeM, OyIeT
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IeproIOM BpeMeHM, KOTOPHM olpenenseTrcsa 0e3paKoBOVW BEXMBAEMOCTHLIO
Wi wn30aBJIEHMEM OT CHMIITOMOB. B HEKOTOPEX aclleKkTax Cclocob
IpenoTBpalleHMsa, JIeUeHUSd WM YIYUIleHUMS COCTOSAHUA IIPpU CcapkoMe VY
cybbekTa, HyXIawomeroCsad B HEM, COINEPXUT BBeleHue CoeIMHEHMSA 1 WMIIU
ero GapMaleBTUUECKOM KOMIIO3UIMKM B TeueHMe IIepuola BpeMeHM OO
YMEHbIIeHNUS TIKEeCTU M/WIM KOJIMUeCTBa ONHOTO MJIM DoJiee CUMITOMOB,
CBABaHHHEX C CapKOMOM.

B HeKOTOpPHX aclnekTax clhnocod TNpeloTBpalleHud, JEeUeHUSa WIn
YIIYyUIIEeHUS COCTOSHMSA [PUM capKoMe y cyOBeKTa, HYXIaKoIeroCcsa B HeM,
COOepXuUT BBeldeHMe CoemmHeHMsa 1 wIM ero dapMalleBTUUECKOMN
KOMIIOBULIWKM B TeUueHue Iepuona OO0 48 Henedk. B IOpyTIMx acleKTax
crnoco® TIpeloTBpameHud, JeUeHUS WM VJIYUIeHMS COCTOSHMSA IIpU
capkoMe Yy cyOBeKTa, HyXIaKmerocd B HeM, COIEepPXUT BBeIeHUe
CoemvHeHusa 1 WM ero O¢apMalleBTUMUECKOM KOMIIO3UMLUMM B TeueHUue
nepuonma no 4 HemeJib, 8 HemeJlb, 12 HeleJb, 16 Hepmenb, 20 HemeJib,
24 Hepmeyb, 26 HegjeJb (0,5 Toma), 52 Hepmesir (1 Toma), 78 Hemelb
(1,5 Jjger), 104 Hemeyapr (2 Jjer), wiu 130 HemeJsb (2,5 JeT) wiu
DoJiee.

B HeKOTOPHX aclekKTax CclIocod IIpeloTBpalleHrd, JeUeHUsa WIn
YIIyUlleHUS COCTOSAHMSA [IPU CapKoMe y CcyObeKTa, HYyXIawolel'oCsa B HeM,
ComepXuT BBemdeHMe CoenuHeHusa 1 wmIM ero dbapMalleBTHUUECKOM
KOMIIOB3ULMKM B TeUueHMe  HeolpeleJIeHHOTO IIeprola BpeMeHH’. B
HEKOTOPEIX acClleKTax CIoCco0 NpemoTBpalleHMs, JIeUeHUd WM YJIYUIlleHUA
COCTOSAHUA TIIPM CapkoMe y cyOBeKTa, HYyXIaKIel'ocs B HeM, COIEepXUT
BBeleHue CoenuHeHusda 1 wiIM ero QapMalleBTUUECKOM KOMIIO3ULUU B
TedyeHMEe HEeKOTOpOT'O IIepuola BPEeMeHM, 3a KOTOPHM CJIeOyeT IIepron
nokod (T.e. TIepuol, BO BpeMa koToporo CoemmHeHMe 1 WM €T0
bapMaleBTUUECKYK KOMIIO3UMIIMKD He BBOIAT) IIepel BO300HOBJIEHUEM
BBeleHusa CoeIMHeHMSa 1 MJIM eTro papMalleBTUUECKOM KOMIIO3UIIUN .

B KOHKpPETHHX acIlleKTax Cclocod NpenoTBpalleHUsa, JIEUEeHUS WK
YIIyUJIIeHUS COCTOSHMSA [PUM CapKoMe y CcyOBeKTa, HYXIaoIeloCcsa B HeM,
ComepXuT BBemdeHre CoemmHeHMa 1 wIM ero dapMalleBTHUUECKOMN
KOMIIOBULIMM LMKJIaMM, HalpuMep, l-HeOeJIbHBEMM LMKJIaMu, 2-HeIeJlbHBMMU

INMKJIaMM, 3-HeneJlbHBEIMU IMKJIaMIM, 4-HeneJIbHEIMU IMKJIaMM , 5-



57

HeNEJIbHEIMY LMKJIaMM, ©-HeleJIbHEIMM LUKJIaMM, 8-HeleJIbHBEMM LMKJIaMU,
O9-HeneJIbHEMM  LUKJIAMU, 10-HemeJIbHEIMM  LMKJIaMM, 11-HenmeJIbHEIMU
UMKJIaM MM 12-HeOeJIbHEIMM LUKJIaMuM. B Takux LIukjax CoenuHeHne 1
Wi  dapMalleBTHUMUeCKasd KOMIIOBMUMA MOXeT BBOIMTBHCS OIOMH WMJIM IOBa
paza B HeOeJiv. B KOHKPEeTHOM aclleKTe HeleJIbHOTO LUukija CoeluHeHNe
1 mam ero dapmMalleBTHMUECKas KOMIIO3MIMA MOXeT BBOOMTCS IOBa pas3a B
HeneJio. B KOHKpPEeTHOM acIlleKTe HeOeJIbHOTO LuKkJa CoelIuHeHMe 1 WM
ero QapMalleBTMUEeCKasd KOMIIO3UIMA MOXeT BBOIMTCH OIOMH pPa3 B IEHb.

B KOHKpPETHHX aclleKTax IIepuol BpeMeHM BBeleHMsa CoenmMHeHMS 1
WUIM eTo dpapMalleBTUUECKOM KOMIIO3UIMM MOXEeT ONpelesIASThLCS OOHUM WMIIU
BoJiee rnapamMeTpaMu MOHUTOPMHTI &, HalpuMep, KOHIIeHTpauuen
ompelleJIEHHEIX OMOMapKEpPOB.

B KOHKpPETHHX acClleKTaxX IIepuoll BpeMeHM BBeleHUsa CoenMHeHMS 1
WUIM eTro dapMalleBTUUECKOM KOMIIO3ULUM MOXEeT KOPPEeKTUPOBATLCSA Ha
OCHOBe OHIOHOTO WM ©OoJlee TIIapaMeTpPpOB MOHMTOPMHI'a, HallpUMEDP,
KOHIEHTPpaUUNM OIpelelIEeHHHX OMOMapKepOoRB.

B omnpenelieHHHX aclleKTax COIJIaCcHO CIocofy IpenoTBpalleHus,
JIeUeHUsa WM @ YJYJlleHUsS COCTOSHMSA IIpM CcapKoMe Yy CcyOBeKTa,
HyXIDapmerocsa B HeM, CoenguHeHMe 1 wmiam ero QapMalleBTUUEeCKYI
KOMITO 3ULIAIO BBOIOAT CyOBEKTY, HyXIaKnlleMy C S B 2TOM, oo,
OOHOBPEMEHHO C WMJM IIOCJIE eOH (HalpuMep, 3aBTpaka, ofbela WU
YVXMHa) . B KOHKPETHHX acClleKTaxXx B COOTBETCTBMM CO Clocobammu JIeueHUS
CApKOMEl, MNpeaOcTaBJIEHHEMM B HACTOAMeM IOoKyMeHTe, CoeIMHeHMe 1 MM
ero QapMalleBTUMUECKYK KOMIIO3ZUIMI BBOIAT CyOBEKTY, HYXIAKIEMYCHS B
3TOM, YTPOM (HampuMep, Mexnay 5 um 12 uvacamu) .

B omnpeneliIeHHHX acleKTax COIJIacHO crnocofy OpenoTBpalleHus,
JIEUEeHUSS WM YJYy4JlleHMS COCTOSHMA TIIpM CcapkKoMe Yy cyOBeKTa,
HyXIOapmerocss B HeM, CoenguHeHre 1 WM ero GQapMalleBTUUECKYD
KOMITO3ULIVI BBOIOAT CyOBEKTY, HYXIAKIMeMyCs B BTOM, B IIOJIOEHL (T.e.
12 uyacoB). B KOHKpPeTHEHX aclleKTax B COOTBeTCTBMM CO clIocofamu
JIeUeHn s CapKOMEHI, npelncTaBJIE€ HHEMU B HacTOAmEM  JOKYMEHTE,
CoemnuHeHue 1 wmiam ero QapMalleBTUMUYECKYK  KOMIIO3MIMID  BBOIOAT
CyDOBEKTY, HYXIaWIEeMyCsd B 2TOM, I[IOCJe IOJYOHS (HalpuMmep, Mexny 12

n 17 vacamm), BeuepoM (HallpuMep, Mexny 17 yvacaMy M [Iepel CHOM)
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U/ Man Tiepel CHOM.
B ompepmeyleHHOM aclekTe no3a CoenguHeHus 1  WIM  e€TO
bapMalleBTUUECKOV KOMIIOZUIUM BBOOUTCSA CYOBLEKTY OOMH pas3 B OeHbL U

IOIBa pasa B HeIeJllo.

KOMEVMHVPOBAHHHE TEPAIINU

B HacTodAmeM OOKYMEHTe IIpelCTaBJIeHE KOMOMHUMPOBAHHHE Tepalluu
OJIg JledeHMS  CapKOMEH, KOTOPHE BKJOUAKT BBeOeHUe CyOBeKTy,
HyXxOawomeMycss B 5ToM CoenuHeHusa 1 wiIuM ero QapMalleBTUUeCKOM
KOMIIOBULMK B KOMOMHALMM C OIHOM MM 0oJlee OOIIOJIHMUTEJIELHEMM
TepalsaMA . B KOHKPETHOM acIlexkTe B HacToAmeM OOKYyMEeHTe
IpencTaBJIEHE KOMOMHMPOBAHHEE TepaluM OJS JI€UeHUS  CapKOMH,
KOTOPHE BKJKOUAKT BBeIeHUe CyOBeKTy, HyXIDaloleMyCcsa B D2TOM,
50PekTUBHOTO KoJMuUecTBa CoelIuHeHMA 1 MIM eT'o dapMalleBTUUECKOMN
KOMIIOBUIIMM B KOMOMHaAUMM C 200eKTMBHEM KOJUUECTBOM OPYIOMU
Tepalliu.

VIcrioJIb3yeMEM B HacTOoAlleM IOKYyMeHTe TepMUMH «B KOMOMHALMM»
OTHOCUTCH, B KOHTEKCTe BBeIeHUSA CoeIMHEeHMNA 1 MIIN ero
bapMalleBTUMUECKOM KOMIIOBUINM, K BBeleHun CoenuHeHMa 1 WIM eTo
bapMalleBTHMUECKOM  KOMIIOBMUMM IO, OOHOBPEMEHHO C WM IIOCJe
IpVMMeHeH ST OIHOM wmIM ©OoJiee IOMNOJHUTEJLHEX Tepanui (HaopuMmep,
ATeHTOB, XUPYPTUUECKOT'O JIeUeHUsS, JIYUeBOM TepaluM), IIPUMEHSIEeMBX
B JIeUEHMM CapKOMH. JVCIOJIE30BaHMEe TepMMHa «B KOMOMHaALUM®» He
OTpaHMUMBAET MOPAOOK, B KOTOPOM CYOBEKTY BBOIOMTCS OIMH MM OoJiee
TepalleBTUUYECKMX aTleHTOR, WM TOpMMeHsgeTCcsa OoIOHa wiIm  0DoJee
OOIOJIHUTEJILHEX Tepalui. B KOHKPETHHX aclekTax MHTepBall BpeMeHU’
MexOy BBeldeHreM CoeIMHeHMA 1 MJIM eTo dpapMalleBTUUESCKOM KOMIIOZULINM
Y OpUMeHeHMeM OIHOM MWiIM 0o0Jlee IOOIIOJIHUTEJILHEIX Tepalui MOoXeT
COCTaBJATE OKOJIO 1-5 mmuyT, 1-30 MmuyT, oT 30 MMHYT mo 60 MMHYT,
1 wvac, 1-2 yvaca, 2-6 yacoB, 2-12 uyacor, 12-24 yaca, 1-2 pgHHa, 2
nHsg, 3 mHsg, 4 gH4g, 5 mHelM, © @OHelM, 7 @OHel, 1 HemeJo, 2 HemeJu,
3 Hegpmeau, 4 HejeJu, 5 HegnjeJylb, 6 HemeJyib, / Hemejb, 8 HemeJb, 9
HemeJk, 10 HemeJsb, 15 HepmeJyib, 20 HenjeJk, 26 HemeJb, 52 HemeJu,
11-15 HepmeJsib, 15-20 HemeJsib, 20-30 HemeJsib, 30-40 HemeJsib, 40-50

HepmeJk, 1 w™Mecsdu, 2 Mecsdua, 3 Mecsaua, 4 Mecdua, 5 mecdueB, b6
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Mecsdler, 7 Mecduer, 8 MecHauer, 9 mecauen, 10 Mmecdauer, 11 MecHdles,
12 mecqdues, 1 rom, 2 roma, wix JoOOM IeprOod BpeMeHM Mexny. B
onpelleJIeHHEX aclekTax CoenuHeHre 1 wmiIM ero oOGapMalleBTUUECKYIO
KOMIIOZUIIMIO M OOHY WJIM BoJiee IOMNOJHUTEJILHHIX Tepalui IPUMEHSIT C
pasHullelr MeHee uyeM 1 »OeHb, 1 HeIeJsa, 2 Heneau, 3 Hejeau, 4
HeIeJM, OIMVH Mecsdl, 2 Mecdla, 3 Mecdlla, 6 Mecsduen, 1 rom, 2 rona,
i 5 Jjer.

B HeKOTOPHX acllekKTax KOMOMHMPOBAHHEE TepaluM, IpeldJIOXeHHHEe
B HaCTOAMeM OOKYMEHTe, BKJOUAKT BBeleHMe CoeIVMHeHMSA 1 WM eTo
bapMalleBTUMUECKOM KOMIIO3ULMUNM eXeOHeBHO, U IIpMMeHeHMe OIOHOM WJIu
BoJiee IOMNOJHUTEJILHEX Tepalui OOMH pa3 B HeOeJo, OIMH pa3 B 2
HeneJar, OIMH pa3 B 3 HeOeJu, OIWH pa3 B 4 Hemelu, OIOMH pas3 B
MecCcsAl, OIOMH pa3 B 2 Mecsdala (HalpuMep, HpUOIMU3UTEJIEHO 8 HeleJlb),
OOVH pa3 B 3 Mecdla (HalpuMep, IpUOJU3UTEJILHO 12 HeleJlb) WU
ooMH pa3 B 4 Mecdaua (HalpuMep, IpUOJIU3UTEJIEHO 16 Hemejib). B
onpelleJIeHHEX aclhekTax CoenmHeHre 1 wmiIM ero OQapMalleBTUUYECKY
KOMIIOBUIIMIO M OIOHY WMIM ©0o0Jee OONOJIHUTEJIBLHHX Tepaluy IPUMMEHSIT
UMKJIaMmr. TepanMsa LMKIIaMM COLOEPXUT BBelOeHMe COoelMHeHMSa 1 MM eTo
bapMalleBTUUECKOM  KOMIIO3ZULUM B TeueHMe  HEeKOTOpOoI'o IIepuoma
BpEeMeHH, cllenyrmero 3a IpMMeHeHeEM ONHOM VI BoJiee
OOTOJIHUTEJILHEX Tepalui B TeueHMe HEeKOTOPOTo IMPpOoMexyTKa BpeMeHM,
¥ TIOBTOPEHMEe OaHHOTO IIOCJIedOBaTeJIbHOTO IMPpMMeHeHMS. B HeKOTOPHX
acriekTax Tepalusa LUKJIaMM TakKXe MOXeT BKJIOUATh B cebd Oepuon
OTIOHXa, BO BpeMsa koToporo CoenmHeHMe 1 MM ero QapMaleBTUUECKY
KOMIIOBULMWK WM OOIMNOJIHUTEJIBEHYK Tepalui He IIPMMEeHSKT B TedeHMe
HEKOTOPOTO IepMuoIda BpeMeHM (Haopumep, 2 noH4, 3 nH4, 4 nH4a, 5
oHel, © @OHeM, 7 OHeM, 1 HenjeJo, 2 Hedejiu, 3 Hejeiu, 4 Hepmeju, 5
HemeJk, 10 Hegpgesb, 20 HemeJyb, 1 Mecsl, 2 Mecsla, 3 Mecdaua, 4
Mecdlla, 5 MecHdleB, 6 MecsdleB, 7/ MecdlleB, 8 MecdleB, 9 Mecdlles,
10 Mecsauer, 11 MmMecduen, 12 mMecdueB, 2 roja MM 3 Toma). B OoOHOM
acIieKTe KOJIMUECTBO IIPOBOIMMHX LIMKJIOB CcocCTaBJgeT oT 1 z»mo 12
LMKJIOB, OT 2 nmo 10 LMKJIOB MJIM OT 2 OO 8 LMKJIOB.

B HeKOTOPHX aclekKTax clocod IIpeloTBpalleHud, JeUeHUusa WIn

YIIYdIIeHMA COCTOAHMA IIPM CapKOMe Y CyOBeKTa, HYyXIanimerocsad B HEM,
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comepXuT BBemeHue CoemmHeHMa 1 wIM ero dapMaleBTUUECKOMN
KOMIIOBULUKM B KaduecCTBEe E€IOMHCTBEHHOI'O al'€éHTa B TEUEeHMe HeKOTOpOTIo
IepMrolla BpeMeHUu OO BBeleHud CoenuHeHUs 1 MM eTro dpapMalleBTUUECKOMN
KOMITIO 3ULIUA B KOMOMHaLUN C OOTIOJIHUTEJILHOM Tepanuen. B
OIpelleJIeHHEIX aclleKTaxX CIOCOOE JIeUeHMSI CapKOMEl, IIPelJIOXeHHHE B
HacTodmeM IOKYMEHTe, CcoIepXaT INIPMMEeHEeHMe TOJILKO IOIOJIHUTEJILHOM
TepalMM B TeueHMe HeKOTOpOoI'o IIeproma BpeMeHM IO BBeIOeHUusd
CoenuHeHMsa 1 MJIM eTro papMalleBTUUECKOM KOMIIOBUIMM B KOMOMHALUU C
OOIIOJIHUTEJILHOM Tepaluei.

B HeKOTOpHX acrekTax BbeeleHre CoedMHeHMS 1 WIM €TI0
bapMalleBTUMUECKOM KOMIIO3MLUM M OOHOW WM ©OoJiee IOOIOJIHUTEJIbLHHX
Tepaluil B COOTBETCTBUM CO clocobamu, OpelcTaBJIeHHBEMM B HaCTOAMEM
IOOKYMEeHTe, uMeeT aIIUMTHUBHEM 50QeKT 10 CpaBHeHUD C IIpVMMeHeHVeM
TOJILKO CoenmmHeHmusa 1 miaM ero o¢apMaleBTUUECKOM KOMIOBULINM, WMJIU
TOJILKO OOHOM WM ©0oJiee OOMNOJIHUTEJILHEIX Tepalui. B HEeKOTOPHX
acrnexkTax BBemeHre CoemmHeHua 1 wIM ero  dapMalleBTHUUECKOMN
KOMIIOBUILIMM ¥ YyKas3aHHOM OIHOM MM 0oJee MNOMNOJIHUTEJILHHX Tepalui B
COOTBETCTBUU co criocobamu, npelncTaBJIEe HHEMA B HacToMdleM
OOKYMEHTE, yMeeT CUHEPTETUUECKUN a0bekT 1o CpaBHEHUI C
IpMMeHeHeM ToJIbko CoenuHeHusa 1  wmiIM  ero  dapMaleBTUUeCKOM
KOMITO3UILIMY, WM TOJIBKO YKa3aHHOM OOHOM MM 0oJiee OOIOJIHUTEJIbHBX
Tepanui.

VICIIOJIb 3y €MEIN B HaCTOAIEM OOKYMEHTe TepMUH
KCUHEePTeTUUeCKUM» OTHOCUTCHA K 2bdekTy oT BBeldeHMsa CoemmHeHus 1
uin ero odapMaleBTHMUECKOM KOMIIO3MUMM B KOMOMHALMM C OIOHOW WJIM
BoJiee  OOMNOJIHUTEJILHEIX  Tepalumn (HanpuMep, areHramMmu) , IHIpU4YeM
coueTaHre 60oJiee 30PeKTUMBHO, UYeM alIWUTUMBHEE 300eKTH JIOOEX IBYX
uim BoJiee Tepanui (HaopuMep, aTl'eHTOB), B3ATHX B OTOEJILHOCTH.

B KOHKPETHOM acIlleKTe CHHepTreTUUecCKUM 2dpdpekT KOMOMHUPOBAHHOM
TepallMy TIO3BOJISET MCIOJBE30BaThE 0O0Jlee HU3KMEe OO3UPOBKU (T.e.
cybonTuMalJibHEIe HO3H) CoenuHeHmsa 1 wiIM ero dapMalleBTHUUECKOM
KOMIIO3ULUM, WJIM B IOIOJHUTEJLHOM Tepanuu, U/WIKM peXxe BBOIUTL
cybbekTy CoemmMHeHMe 1 MIM €TI0 QpapMalleBTUUYECKYI KOMIIO3ULNMD, WIINU

IIPMMEHATE IOOIIOJIHMTEJIBEHYID Tepallllo.
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B omopenejsyieHHBIX acCleKTax BO3MOXHOCTL MCIOJNL30BaThL 0DoJee
HU3KHUE OO3UPOBKU CoenqnMHeHUd 1 ZNRZN ero bapMalleBTHUUECKOMN
KOMIIO3ULUY WJIM  IOOMNOJHUTEJBHOM Tepanuu U/MUIM pexe BBOIUTH
CoenuHeHUe 1 VI ero bapMalleBTUUECKYIO KOMIIO3ULIMIO, I
OOIIOJIHUTEJIBHYI Tepaluion, YMeHbllaeT TOKCUUHOCTL, CBA3aHHYID C
BBeleHUeM CcyObekTy CoemMHeHMs 1 wWIM eTo dpapMalleBTUUECKOM
KOMIIOBULINM, WM I[IPOBeIeHMEeM YKa3aHHOM MOOIOJIHMTEeJILHOM Tepaluu,
COOTBETCTBEHHO, 0e3 CHMXeHMA >0peKTUBHOCTU CoeOMHeHMd 1 MJIM eTo
bapMalleBTUUECKOMN KOMIIO 3ULIUU WU yKasaHHOM OOIIOJIHUT&JILHOM
Tepanmr, COOTBETCTBEHHO, IIPU JIeUeHUM CapKOME.

B HeKOTOPHX aclekKTax CHHepTreTHMuecku »0QeKT IIPpUBOIUT K
INOBHMeHMID 2d0dekTUBHOCTU CoenMHeHUSI 1 MIM eTro dapMalleBTUUECKOMN
KOMIIOBUILINM, WM YKa3aHHOM OOIOJIHUTEeJILHOM Tepalur, B JIeUeHUU
CapKOMEI. B HEKOTOPHX acllekTax CHUHepTeTHUecCKUr sdbdekT coueTaHUA
CoemvHeHusa 1 miIM ero dapMalleBTUUECKOM KOMIIO3MIUM C OIHOW WU
OoJiee OOIOJIHUTEJILHEMY TepalMaMU [IO3BOJIAeT M30eXaTh MM YMEeHBIUTDH
HeOJIaT' OIPUATHEE, WM HexXeJjlaTeJIbHEEe I[IO0DOOUHEEe 20QeKTH, CBA3aHHLE
C IpuUMeHeHMeM JIoOOM OTHEeJIbHOM Tepaluwu.

KomBuHaumio CoemmHeHMsa 1 MM ero dapMalleBTUUEeCKOV KOMIIO3ULINA
M OOHOW MM BoJiee IOMNOJHUTEJLHHBX Tepalul MOXHO BBOIUTHL CYOBLEKTY
B OOHOM OGapMalleBTUUeCKOM KOMIIO3UIIMM. B KauecTBe aJilbTepHaTUBH,
CoemmHeHMe 1 mIM ero ¢papMalleBTHUeCcKas KOMIIO3MIMA, a TakXke OoJIHa
nim ©BoJiee IOOMOJHUTEJILHEIX Tepaluy, MOT'YT BBOIUTLCS CYOBEeKTY
OIOHOBPEMEHHO, B OTIOeJIbHEIX bapMalleBTUUECKUX KOMITOBULIMAX .
CoenuHeHue 1 MM ero oQapMalleBTHMUYeCcKas KOMIIO3MIMA, a TakXe OJIHa
uim ©BoJiee IOONOJHUTEJLHEX Tepaluy, MOT'YT BBOIUTLCA CYOBLEKTY
[IocJienoBaTeJIbHO, B OTHOEJIBHEX (dapMaleBTUUeCKMX  KOMIIOBULMAX .
CoenuHeHue 1 miIM ero oQapMalleBTHUYeCKas KOMIIO3MIMSA, a TakKXe OJIHa
uiIm 6oJiee OOIOJIHMUTEJILHEIX TepaluM, Takke MOTYT BBOIUTLCA CYyODBEeKTY
OOHVIM M TeM Xe WM Pa3JIMUHEIMKY [OYyTAMU BBeOeHUAd.

KoMOMHUPOBaHHEE Tepanmu, NpenJioXeHHEE B HaCTOAlEeM
OOKYMEHTe, BKJUAKT BBelOeHMe CYyOBeKTYy, HyXIarileMyCcsa B DTOM,
CoenvHeHMsa 1 MJIM ero dpapMalleBTUMUECKOM KOMIIOBUIIMM B KOMOMHALUM C

TPAOIMIVMOHHEIMM WIJIMM M3BECTHEMIM TepalllAMM JIedeHMA CapPKOMH. prrme
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Tepaluy CapKOMBl MJIM COCTOSHMS, CBSA3aHHOTO C HEW, HalpaBJIeHH Ha
KOHTPOJIb VI o0JlerueHm A OOHOTO, VI OoJiee CHMIITOMOB .
COOTBETCTBEHHO, B HEKOTOPHX acllekTax, KOMOMHMPOBAHHEE Tepalliu,
IpenJIOXKEeHHEEe B HACTOAMleM OOKYMeHTe, BKJIIUAT BBeIOeHNEe CyOBeKTy,
HyXnaoumeMycss B 2ToM, of0esfojMBanmeIo WIM OpyIMX Tepalui,
HalpaBJIEHHEIX Ha oO0JleTueHMe WM KOHTPOJIE OOHOTO, WMWiK 0OoJee
CHUMIITOMOB, CBSA3aHHHX C CAapKOMOM WMJIM COCTOSHMEM, CBSA3aHHEM C HeM.

B OOHOM acCIeKTe KOHKPEeTHHMM [IpUMepaMM I[IPOTMBOPAaKOBEX
aT'eHTOB, KOTOPHE MOTYT MCIIOJL30BaATLCA B KOMOMHauuM ¢ CoeIMHEeHNVEM
1 nam ero oGdapMaleBTUUECKOM KOMIIO3MUIMEN, NJA JiedeHUS CapKOMEH,
BKJIOUAKT B Cce®sa TOPMOHAaJNBLHEM  areHT (HanpuMmep, VHIUOUTOP
apoMaTash, CeJIeKTUBHEM MOIYJATOP PELUelTOpPOB 3CTporeHa (SERM) wu
AHTATOHUCT PELelNTOPOR BCTPOTeHa), XMMUOTepaleBTUUECKUM areHT
(HanlpuMep, OJIOKATOP IOe3MHTeIpalrM MUKPOTPYOOUeK, aHTUMeTaOoJIuT,
VMHTUOUTOP ToIoM30Mepash, NHK-CcIMBalmUY MM —-MIOBPEXOalMUM areHT),
AHTMAHTMOTEHHEM areHT (HalpMMep, aHTaroHMCT VEGF, aHTaroHUCT
PEeLEeNToOpOB, aHTAT'OHUCT MHTETPMHOB, al'eHT, HalleJIeHHBM Ha COCYIEH
(VTA)/ areHT, paspymaomui cocymdu (VDA)), JydYeBylD Tepanuo U
TPAOIULMOHHYID XUPYPIMUO.

B IOpyroM aclekTe HeoI'paHMUMBAKIMe IIPMMEPE T'OPMOHAJIEHEX
areHTOB, KOTOPHE MOT'YT MCIIOJBL30BaATLCA B KOMOMHaLMM C COeOMHEeHMEM
1 mam ero odapMaleBTUUECKOM KOMIO3MUIMEN, NJA JiedueHUS CapKOMH,
BKJIOUAT B Ccebd MHIMOMTOPH apoMaTasw, SERM M aHTaT'OHMCTEH
PELENTOPOR BCTPpOoreHa. ['OpMOHAJILHEE ATE€HTH, KOTOPHE IIPelCTaBJIAT
cobor  MHTUOMTOPH  apoMaTas3H, MOTYT OBITE CTEPOUIOHEMU  WJIU
HECTEPOUNHEIMN . HeorpaHuuuupamomye [IPUMEPEL HeCTepPOUIHEX
TOPMOHAJIBHEIX aleHTOB BKJIOUAKT B CceB4d JIeTpO30J, aHacTpo30J,
AMUHOTJIIOTETUMUL, GaOpo30JI M BOpPO30JI. HeorpaHMUMBaKIME IPUMEPEL
CTEPOMIOHEIX TOPMOHAJILHEIX al'€éHTOB BKJOUAKT B cebd apoMasuH
(pK3eMecTaH), QopMecTaH M TeCTOJIaKTOH. HeorpaHMuMBawmye IIPVMEPEL
TOPMOHAJILHEX aTleHTOB, KOTOPHE NIPelCcTaBJIART cobor SERM, BKJOUALT
B ceba TaMOoKcubeH (BHIIyCKaeMblZ IIOO TOPTOBOM MapKoM/IpollaBaeMblit
kak Nolvadex®), apumorcudeH, ap30okcudpeH, OaszelNoKCUdeH, KIOMUDEH,

bemMapesb, Ja3odpoxrcudpeH, OpMeJIOKCUPeH, paljlokcudpeH U TopeMudpeH.
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HeorpaHnuupBamomyue IPYIMEPH TOPMOHAJIb HEIX aTeHTOR, KOTOPEHE
IpeOCTaBJIAT COOOM aHTaAaT'OHMCTE PeLelTOPOBR 2CTPOTeHa, BKJIKNUALT B
cebda QyyBecTpaHT. [[pyI'Me TOPMOHAaJIbLHEIE aTl'€HTH BKJIOUAT B cebs, HO
He OT'paHMUMBAACEH MMM, abupaTepPOoH M JIOHAIIpU3aH.

B OpyToM acIleKkTe HeOoT'paHUUUBaKIMe IPYMEPH
XVUMMOTEpPAaleBTUUECKNX aleHTOB, KOTOPHE MOTYT MCIOJL30BATHCA B
koMOuHaluy ¢ CoelMHeHMeM 1 MM eTo dapMalleBTUUECKOM KOMIIO3UIMeN
O0Ja JledeHUd pakKa, BKJIOUaLT B cebdg OJoKaTop Ie3MHTeTrpaluu
MUKPOTPYOOUeK, aHTUMeTa®oJUT, MHIUOMUTOP Tolou3oMepass, OHK-
CHIIMBAKIUNY WM -TIOBpeXIallui areHT.

B IpyTOM acleKTe XVMUOTepaleBTUUeCKMe aTleHTH, KOTOpPHE
IpencTarJIgnT cobomn OJIOKATOPH  Oe3MHTeTpaluM  MUKPOTPYOOUeK,
BKJIOUAKT B cCeB®d, HO He OTpaHMUMBAACLH MMM, TaKCaHH (HalpUMep,
MakJMTakceJl (BHIIYCKAEeMH 105 TOPTOBOM MapKOM/MIpodaBaeMell Kak
TAXOL®) , molieTaKceJ (BHIYCKaeMHM IIOI TOPTOBOM MapKOM/IpomdaBaeMuli
Kak TAXOTERE®) Hab-rakJnuTakceJl (BHIIY CKAEeMBI 1on TOPTOBOM
MapkoM/OpomaBaeMull Kak ABRAXANE®), JlapoTakceJl, opTaTakceJl u
Te3eTaKCeJl), DIOTUIIOHHE (HalpuMep, UKCaOelMJIOH) M BMHKAaaJIKaJIOMIH
(HanpuMep, BUHOPEeJIOUH, BUHOBJIACTUH, BMHIE3MH U  BUHKPUCTHUH
(BHITyCKAaeMBl4 IO TOPTOBOM Mapkol/mpomaBaeMels kak ONCOVIN®) ) .

B IpyToM acIleKTe XUMUOTepalleBTUUYeCKMe al'eHTH, KOTOpPHE
NpencTaBJsglT CcoOo¥ aHTMMeTabOoJIMTEH, BKJOUalnT B cebs, HO He

OT'paHMYMBaACkE UMM, aHTUMeTaOOJIMTEL @OHMeBOﬁ KMCJIOTEL (HaanMep,

MeTOTpEKCAaT, aMVHOIITEPUH, IeMeTpeKkcen, pajiTUuTpercen) ;
aHTHUMe TaBOJIMTEL nIypuHa (HanpuMep, KJIamopuduy, KJIobapabuy,
baynapadbuH, MepKanToIypUH, [IEHTOCTAaTHUH, TUOTYaHUH) ;

AHTUMeTaboJIMTH OUPMMMIMHA (HanopuMmep, S-dTopypalumi, KaneluuTaduH,
TeMUMTadMH (BHIOYCKaeMHI II0I TOPTOBOM MapKoM/IpomaBaeMbll Kak
GEMZAR®) , unTapabuH, ODeumTadbuH, GIIOKCYPUONH, Teradyp) 5 u
aHTUMe TabOJ IV TH Ie30KCUPUOOHYKIIEOTUIOB (HampumMep,
TUOPOKCUMOUEBMHA) .

B IOpyroM aclekTe XMMMOTepalleBTUUeCKMe aTeHTH, KOTOopHe
OpenCcTaBJIST COOOM MHIMOMTOPH TOIOM3OMEpPa3H, BKJOUAT B cedd, HO

He OT'PaHNUUNMBaAACHE M1, MHPM@MTOPH TOIIOMSOMEPA3EL RJIaCCa I
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(kaMIITOTEKA) (HanpuMep, TOIOTeKaH (BHIYCKaeMHM I[1I0I TOPITOBOM
MapkoM/mnpomaBaeMeli kKak HYCAMTIN®) MPMHOTEKAaH, pyOuTexkaH u
BeJjioTekaH) ; MHTUOUTOPE  TONOM3OMepass kjacca IT (momodmii)
(HanpuMmep, sTono3MO wuiIu VP-16 ¥ TeHMNosun); aHTPalUMKJIIVHE

(HanpuMep, OOKCOPYOMUMH, JMIIOCOMAJILHHY HOKCOPYOMLMH, SOUPYOUIINMH,
arKJIapyoOMuLUMH, aMpyOMLMH, OayHOPYOMIMH, WIapyOMLVH, OUpapyOMLNH,
BaJIpYOULMH M 30PYyOMIIMH) ; M aHTpalleHOMOHH (HalpuMep, MMUTOKCaHTPOH
¥ TIMKCAaHTPOH) .

B IOpyroOM aclekTe XMMHOTepalleBTUUeCKre AaleHTH, KOTOpHe
OpencTaBJgioT cobdor IOHK-cmmpakomye areHTH (n JHK-ToBpexmalmme
aTeHTH) , BKJKOUYaKT B cebd, HO He OTIpaHUUMBASACE MMM, aJKUJIMPYIMME
aTeHTH (HanpuMep, umrigopochamMmn, MeXJIOpeTaMVH, nbochavmm
(BHIIYCKAeMull IIOO TOPTOBOM MapkKol/IpomaBaeMbeli Kak I1FEX®),
TpodochamMmn, xJgopaMOylLwus, MejdajiaH, IIPeIHMMYyCTVH, OeHIaMyCTHH,
ypaMyCTHH, DSCTPaMyCTMH, KapMyCTHH (BHIIYCKaeMBM II0O TOPIOBOM
MapkoM/OpolaBaeMull Kak BiCNU®), JIOMyCTMH, CeMyCTUH, GOTeMyCTMH,

HYMMYCTUH, PAaHUMYyCTMH, CTPEeNTOo30LlMH, OycylbdaH, MaHHOCYJbbOaH,

TpeocyJbdaH, KapOOKBOH, N,N'N'-TmpustruieHTuopochopamm,
TPUA3MKBOH, TPUBTUIIEHMeJIlaMUH), Aal'€HTEH, I[IO0OOOHEEe aJIKUIIVNPYIIIUM
(HanpuMmep, KapOBoIliaTuH (BRIIIY CKa &M rnon TOPTOBOM
MapKoM/mnpomaBaeMel kKak PARAPLATIN®), LMCIIATUH, OKCaJIUILIATUH,

HemallaTuH, TPUILJIATHMHA TEeTPaHUTPAaT, CaTpallJlaTuH, IMKOILJIATHUH) ;
HekJlaccuueckre [THK-cmmBamomye aTreHTH (HanopuMmep, OIpokapbasuH,

nakapbasuH (BHIIYCKaeMElZ IO TOPTOBOM Mapkol/IpoldaBaeMull Kak

DTIC-DOME®) , TeMO30JIOMUT] (BHIIY CKaEeMBI 1on TOPTOBOM
MapkoM/mnpomaBaeMeli kak TEMODAR®), ajTpeTaMuH, MUTOOPOHWUTOJ); U
MHTepKaJIupyKime aT'e€HTEH (HanpuMep, aKTMHOMMIIMH, OJIeOMULIVH,

MUTOMULIVH U ILJIMKaMULIVH) .

B IOpyIoM aclleKkTe HeOoI'paHMUMBAaKIMEe IIPUMePH aHTHMaHITMOIT'€HHEIX
areHTOB, KOTOPHE MOT'YT MCIIOJIBbE30BaATLCHA B KOMOMHaUuM C COeOMHeHMeM
1 nmam ero odapMaleBTUUECKOM KOMIIO3UIMEeM JsS JiedeHUS CapKOMEH,
BRJIOUAKT B Ccebd aHTaroHucTeH VEGE, AHTAaT'OHMCTH PEeLeIITOPOB,
AHTATOHUCTE MHTETIPUHOB (HAIpMMep, BUTaAKCUH, LUUJIEeHTUTUO 1 S247)

u VTA / VDA (Hanpumep, docbpeTalynnH) . AHTAroHMCTH VEGF BrJOUALT,
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HO He OT'pPaHNuUMBAasaACh MM, aHTu-VEGF aHTUTEeJa (HanpuMep,
Gepaum3ymMad (BHIIyCKaeMbll I[IOO TOPTOBOM Mapkol/IponaBaeMell Kak
AVASTIN®) u paHudtusymMmad (BHIIIY CKaeMBIl rnomn TOPTOBOM
MapKoM/mpomaBaeMel kak LUCENTIS®)), VEGF-JoBymKM (HaIpyMep,
abmmbepuent), VEGF-aHTMCMEICJIOBEE WM MaJible MHTepbepupyommre PHK
(siRNA) wmiau MmMKPoPHK (miRNA), ¥ amnTamMeps (HaopuMmep, IeranTaHmod
(BHITyCKaeMBlld IIOI TOPTOBOM MapKoM/mpomaBaeMeli kak MACUGEN®)) .
AHTHMAHTMOTEeHHEEe aTl'eHTH, KOTOPHEe IIPpeldCcTaBJIAnT coBo¥ aHTaT'OHMCTEH
PELEenNToOpOoR, BKJIKOUAKLT B cebd, HO He OI'paHUUMBAaACH MMM, aHTUTeJa
(HanmpuMep, paMylurpyMad) M MHIMOMTOPH KMHa3 (HalpuMMep, CYHUTUMHUOD,
copabeHmnd, uUemupaHmd, Ta30raHubd, BaHIOeTaHMO, aKCUTUMHMO U AG-
013958), Takue Kak VHTUOUTOPH TUPOSUMHKMHA SH . Ipyrue
HeOTPaHNUMBAKIME I[IPUMMEPE AHTMAaHTMOTEHHEX al'@éHTOB BRJKUYaiT ATN-
224, aleTar aHexopTaBsa (BHIIITY CKaEeMBIM rono TOPTOBOM
MapkoM/mnpomaBaeMeli kak RETAANE®), MHIUOUTOP OEIOJUMMEpPU3allnuu
MUKpPOTPpYyOOUek, TaKoM KakK I[IpoJIeKapCTBO KoMbOperTacTaTtuHa A-4, wu
BeJlIok MIM dparMeHT OeJiKka, TaKoOM KakK KoJuareH 18 (sHOOCTaTHH) .

B IpyroM aclleKTe HeoTpaHMUMBAaIMME IPUMEPH IPYIUX Tepalun,
KOTOpPHE MOTYT Ha3HauaTbCHd CyOBeKTYy B KoOMOMHauuu C CoeluHeHMeM 1
Wiu ero ¢dapMaleBTUUECKOM KOMIIO3MUMeY IJS JiedueHUS CapKOMEH,
BKJIOUAT B cebA:

(1) CTAaTMH, TakKOoM Kak JIOBOCTATUH (HAIPMUMEP, BHIIYCKaeMHM 101
TOPTOBOM Mapkoi/mponaBaeMulii kKak MEVACOR®) ;

(2) nHruéurTop mTOR, TakoM KaK CUPOJMMYC, KOTOPHM TakKxe
M3BEeCTeH KaK pallaMULuH (HanpuMep, BHIIYCKAEMBIM 101
TOPTOBOM Mapkol/mponaBaeMelr kak RAPAMUNE®), TeMCUPOJIUMYC
(HanmpyMep, BHIIYCKaeMBM II0J TOPTOBOM MAapKOM/MpOollaBaeMblil

kak TORISEL®), oSBepoJIMMYC (HAIpPUMEP, BHIIYCKAEMHM II0I

TOPTOBOM MapKoM/IponabaeMuli KakK AFINITOR®) n
nedeposimMycC;

(3) areHT-MHIUOUTOP bapHesuITpaHchepasH, Takou Kak
TUNMdapHUD (HanpuMep, BHIITY CKaeMbI non TOPTOBOM

MapKoOM/mpolaBaeMelli Kak ZARNESTRA®) ;

(4) aHTUOUOPOTUUECKUNM arleHT, TaKoM KakK OUpOeHUIOH;
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HeI‘MJ’II/IpOBaHHBIﬁ MHTep(l)epOH, TakoM Kak HeI‘MJ’II/IpOBaHHBIﬁ

UHTepbepoH ajibda-2b;

CTUMYJIATOP IHC, TaxKoMu Kak MeTuiadpeHMIaT (HanpuMep,
BHITY CKaeMBIN non TOPTOBOM MapKoM/IponaBaeMelii Kak
RITALIN®) ;

aHTaroHucT HER2, TakoM kak aHTHM-HER2 aHTUTeJIO (HaIpUMep,
TpacTy3yMad) UM MHIMOMTOP KMHA3HE (HaIpMMep, JadaTuHUO) ;
AHTaAT'OHUCT IGF-1, Takomn Kak aHnTu-IGF-1 AHTUTEJIO
(HanpuMmep, AVE1642 m IMC-All) wmaM MHIMOUTOP KMHa3E IGE-
1;

anTaroumucr EGFR/HER-1, TakoM kKak aHTM-EGFR aHTUTeJIo
(HanmpuMep, LUeTykcuMad, ODaHuTyMyMad) wuim uHIMoOuTop EGFR
KMHAa3H (HaopuMep, 2SPJOTUMHMO (HaIpuMep, BHIIYCKaeMBM 101
TOPTOBOM Mapkou/mponaBaemuit kak TARCEVA®), TeduTrHMO) ;
aHTaroHmcT SRC, Takol kak 0O03YTUMHUO;

VHTUOUTOP UUKIMH-3aBMCUMMOM  KMHAa3H (CDK) , TakoM Kak
CeNMMuUUKIMD ;

VHIUOUTOP AHYC-KMHAa3H 2, TaKOoM KakK JIeCTYPTUHUO;
MHTUOUTOP IIPOTeacCoOMEl, TakKo¥ Kak OopTezoMub;

MHTUOUTOP dochommscTepashl, TaKOW KaK aHarpeJun;
VHTUOUTOP MHOBMHMOHOQOChaTa mOeruMapoTreHa3H, TaKoM Kak
THa30dypPUH;

VHIMOUTOP JIMIIOKCUTEHAa3k, TaKoM KaK Ma30IIpOoKOJI;
AHTATOHUCT DSHOOTEJIMHOBHIX PELelTOPOB;

AHTATOHUCT PETHMHOMIHEIX pPelLelToOpOB, TaKoM KakK TpeTHMHOMH
WUV aJIUTPEeTUHOUH ;

VMMYyHOMOIYJIATOP, TakoM KaK JeHaJIUIOMUI, IIOMaJIMIOMUI WJIN
TaJIMIOMM]] (HanpuMep, BHIITY CKaeMbI oxn TOPTOBOM
MapkoM/mnponaBaeMet kak THALIDOMID®) ;

MHTUOUTOP KMHABE (HaopuMmep, THUPO3MHKMHASBH), TakoM Kak
Ma TUHUO (HanpuMep, BHIITY CKaeMbI oxn TOPTOBOM
MapKoM/OpomaBaeMull kak GLEEVEC®), nmasaTuHuO, 3SpJIOTHUHUO,
HUJIOTUHUO, TeduTmHMO, copadbeHMO, CYHUTHMHMO (HaIpumep,

BHIITY CKaeMBI rnon TOPTOBOM MapKoOM/IpolaBaeMelia Kak



(21)

(32)

6’/

SUTENT®) , JsanaTtmHm®, AEE788 mam TG100801;

HeCTEePOUIHEM NPOTHMBOBOCHAJIMUTEJBLHEM al'eHT, TakKoM Kak
11eJleKokCcub (BHIIyCKaeMbll 105 TOPIT'OBOM MapKOM/MIpollaBaeMbll
kak CELEBREX®) ;

TPaHyJIOUMTAPHEM KOJIOHMECTUMYJIMPYIIMY bakTop dejioBeka (G-
CSF), mTakoM kak (uiIrpacTuMm (BHIIYCKAEMBI II0I TOPTOBOM
Mapkol/nponaBaeMuls kak NEUPOGEN®) ;

bomHOBasA KMUCJOTa MJIM JIEMKOBOPMH KaJbIWA;

AHTATOHUCT MHTEeTPMHA, TaKoWM KakK aHTaTOHUCT MHTeTpMHa o531
(HanpumMmep, JSM6427) ;

AHTATOHUCT ANepHOTO dakTopa kanmna-Bera (NF-kxB), Takoyl kKak
OT-551, KOTOPHM TakKXe ABJISeTCHS AaHTHMOKCUIAHTOM;
MHTUOUTOP CHUTHaJBLHOTO nyTu Hedgehog, Taxou xax CUR61414,
urkJonamma, GDC-0449 wmnm aHTM-Hedgehog aHTMTeJsIO;
VHIUOUTOP I'MCcToHIOealeTmsas3u (HDAC), TakoM kak SAHA (Takxe
M3BECTHHEM KakK BOPMHOCTAT (BHIYCKAaeMBl IO TOPTOBOM
MapkKoM/OpomaBaeMulli kKak ZOLINZA®)), PCI-24781, SB939,
CHR-3996, CRA-024781, 1ITF2357, JNJ-26481585 wnmm PCI-
24781;

PeTHHOMUI, TaKoM KakK M30TPEeTMHOMH (HalpuMep, BHIIyCKaeMbl
IO TOPTOBOM Mapkol/mpomaeaeMelt kak ACCUTANE®) ;
AHTATOHUCT GaKTop pocTa TenaToumMToB / dakTopa paccesHUs
(HGF/SF), Takol Kak MOHOKJIOHAJILHOE aHTUTeJIO NpoTuB HGF/SF
(HanpuMmep, AMG 102);

CUHTEeTUUYECKOE XMWY ECKOe BelleCTEO, Takoe Kak
AHTUHEOILJIaCTOH ;

npoTuBOoOMabeTUUECKOe CpPpelCcTBO, TaKoe KaK pOCHUIJIMTA30HAa
MajieaT (HanpuMep, BRIy CKaeMBI non TOPTOBOM
MapKoM/mnpomaBaeMelt kak AVANDIA®) ;

IPOTUBOMAJIAPUMHOE M aMeOMIMIHOE JIeKapCTBeHHOEe CpPelcTRBO,
Takoe KaK XJIOPOXMH (HalpuMep, BHIIYCKaeMel IIOI TOPITOBOM
MapKoOM/mpolaBaeMelli Kak ARALEN®) ;

CUHTEeTUYeCKUuM OpalWKMHMH, Tako¥ Kak RMP-7;

MHTUBUTOP pellenTopa dakTopa pocTa TPOMOOLUMTOB, TaKOM Kak
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SU-101;

(35) MHTUMOUTOPH PELEeNTOPHOW TUPO3MHKMHAa3H Flk-1/KDR/VEGFR2,
FGFR1 m ©eTa-PDGFR, Takme kak SUL416 m SU6668;

(36) NPOTHMBOBOCHAJMTEJILHEM aTl'eHT, TakoM KakK cCcyJabdacajlasuH
(HammpuMep, BHIIYCKaeMbl II10I TOPI'OBOM MapKOW/IpomnaBaeMs
kak AZULFIDINE®),; u

(37) anTHUCMHEICJOBas Tepamnusa TGF Gera.

B IOpyroM acleKkTe HeoTpaHMUMBaKIME TMIPUMEPH IOPpYyTUX Tepanum,
KOTOPEE MOTYT Ha3HadaTbCa CyOBeKTy B KoMOMHalLuM c CoelMHeHUeM 1
Wi ero GdapMaleBTUUECKOM KOMIIO3UIMel NOJsS JledeHUMsS CapKOMH,
BRJIOYAT B cebsa: CUHTEeTUUEeCKUN HOHaNEeNTUIHHM aHaJioT
TOHAOOTPONVMH-PUIIM3UHT-TOPMOHa MNIPUPOIHOTO IMIPOUCXOXIEHMVSa, TaKoTo
Kak Jennponna auerar (BHITY CKa &M non TOPTORBOM
Mapkom/mnpomaBaeMelt kak LUPRON®); HEeCTEepPOWIHHM aHTMaHIPOTEH,
TakKoOM Kak (GJyTaMun (BHIIYCKAaeMBlM 10 TOPTOBOM MapKoOM/MpollaBaeMbil
Kak EULEXIN®) I HUIIY TaMuUI (BHITY CKaEeMBIM roxn TOPTOBOM
Mapkoy/mnpomaBaeMer kKak ~NILANDRON®) ; HeCTEPOUIOHEN  MHIUOUTOP
AHOPOTEHHHX PeLeNTOPOBR, TaKOoM Kak OMKaJlyTaMuI (BHEIIyCKaeMbll 101
TOPTOBOM MapkKol/nopomaBaeMeli kKak CASODEX®); CTEepOMOHE TOPMOH,
TakoM KaK TIIpOoTeCTepoOH; I[IPOTUBOTPUOKOBHIM aTeHT, TaKoM Kkak
KEeTOKOHAa30JI (BHIIYCKAEME IO TOPTOBOM MAapKOM/IpolaBaeMuli Kak
NIZORAL®); TITUIOKOKOPTMKOMI, TaKOM KaK I[OpelIHM30H; DCTpaMyCTHHa
HaTprsa docoaT (BHIOYCKAEMHI II0I TOPTOBOM MapKOM/MIpodaBaeMell Kak
EMCYT®); wu ©OuchocdoHaT, Tako¥ KaK IIaMMIPOHAT, aJIeHOpoHaAT U
pu3enpoHaT.

B IpyTOM acHekTe INPpUMEPH Tepalul, KOTOPHE MOTYT MCIOJL30BATLCH
B KoMOMHauuM ¢ CoeIMHeHMeM 1 MM eTo dapMalleBTUMUEeCKOW KOMIIO3UILIMEeN
OJIS JIedyeHMS CapKOMH, BKJIOUAKT, HO He OTPaHMUMBAaACEH MMM, AaT'eHTH,
CBS3aHHEe c VMMYHOTepannen paka (HanipuMep, LUMTOKUHH,
VMHTEPJIEVKMHE U OPOTUBOPAKOBHE BaKIMHH) .

B OODHOM acIeKkTe XMMUOTepalleBTUUeCKMe KOMOMHMPOBAHHEIE Tepalluu
BKJIOUAT B Ccebs BBeOdeHMe CoenMHeHMs 1 B KOMOMHaAUMM C IO MeHbIIEM
OOHVM XUMMOTEPAIIEBTUUECKMM aTl'e€HTOM, XUMMOTepalleBTUUECKUM aTleHT

BHIOpaH M3 TIpyHnd, cocroamern wu3 DTIC-Dome® (makapbaswuHa),
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TAXOTERE® (moueTakceisa), ADRIAMYCIN® miam RUBEX® (mokcopyOulLMHA),
DOXIL® (JmuIocoMalJIbHOT'O HOOKCOpyOMIMHA), I'eMUuMTabOMHa, 2NUPYOULIMHAE,
spubyiiMHa, udochamMmma, TeMo3oJioMUIOa, TpabekTenuHa m ONCOVIN®

(BUHKPUCTHHA ) .

B IOpyroM acIlekKTe XUMMOTepalleBTUUEeCKMe  KOMOMHMPOBAaHHEE
TepalMM BKJOUAT B cebd BBeleHMe CoerlmMHeHMsa 1 B koMOMHALMM C, IIO
MeHbIleM Mepe, OOHUMM XUMUOTEepalleBTHUUeCKMM al'eHTOM, IIpuYeM IO
MeHbIleM Mepe OOMH XUMMMOTepalleBTUUeCKUM aleHT BHOpaH M3 ITPYIIIH,
cocTodmen nus ODakapba3uHa, oolleTakcemna, OOKCOPYOUILIMHAE,
JINTIOCOMAJIEHOT'O OOKCOPYOUIIMHAE, reMuUMTadMHa, SNINPYyOULMHE,

spubyinHa, ndbochamMmma, TeMO3OJIOMUTA, TpadeKTelVHa M BUHKPUCTHHA.

B IpYyIT'OM acCIlIleKTe XVIMMOTepalleBTMYEeCKRIMEe KOM@MHMpOBaHHHe
Tepalli BKJIOUWAaT B cebsa BBemeHMre CoenmHeHMs 1 B KoMOMHalLMM c, IIO
MeHbIIeMn Mepe, OIOHVM XVMHMOTepalleBTUUeCKIMM al'eHTOM, InmprnyeM IIO
MeHbIIeMn Mepe OIVH XMMMOTepaHeBTquCKMﬁ areHT BH@paH "3 TPYIILlE,
cocToAmen ns3 naKapGaSMHa, TouneTakKceJla, HOKCOpy@MHMHa,

JIMITIOCOMAJIBHOT'O HOKCOpy@MHMHa, reMumMTadMHa u BYMHKPHMCTHVMHA .

B IpyIToM aclleKkTe XVMHMoTepalileBTMdYeCKMe KOM@MHMPOBaHHHe
Tepallili BKJIOYaAKRT B cebs BpeneHme CoenuHeHusa 1 B KOMOMHaLUM c, IIO
MeHbInen Mepe, OOHVMM XMVMMOTepalleBTUYeCKMM aIl'eHTOM, InmprnuyeM II0
MeHbIen Mepe OIVH XMMMOTepaHeBTquCKMﬁ areHT BH@paH n3s TPYIIIE,
cocTodmen nus3 naKapGaSMHa, JouneTakKcesla, HOKCOpy@MHMHa,

JIMIIOCOMAaJIEHOT'O HOKCOpy@MHMHa M BMHKPHCTHWHAa.

B HekoTOpHX achnekTax CoelMHeHMe 1 MIM eTro dapMalleBTUUEeCKY
KOMITO3ULMWI He IMIPUMEHSAKT B KOMOMHAaUMM C JIEKAPCTBEHHEIM CPEeICTBOM,
KOoTOopoe cHauala MeTaboIn3npyeTCs CYP2D6 (Taxkmum Kak
AHTUIOEIIPEeCCaHT (HanpuMep, TPULUKIIMYE CKUN aHTUIOEeIIpPeCCaHT,
CeJIEKTUBHEM MHIHUOMTOPp 00paTHOTO 3axXBaTa CepOoTOHMHA U IIOHOOHHEe),
AHTUIICUXOTUUECKOE CPemCcTBO, OJIoKaTop OeTa-alpeHOpPeLellTOPOB WK
OoIpelleJIEHHEE BMIE aHTUAPUTMUUECKUX CPEINCTB) IJIA JIEUEHUS CapKOME.

B IOpyroM acrnexkTe KOMOMHUMPOBAHHEE TepaluM, I[IPeOJIOXKeHHBE B
HacToAmEeM IOKYMeHTe IOJIA JIEUEeHMSI CapKOMBl, MOI'YyT COIEepXaThb

BBeleHue CoeIMHeHMS 1 WJIM eTro @apmaueBqueCKoﬁ KOMIIO3MIIMNM B
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KOMOMHALIMKM C OIOHMM MJIM OoJlee areHTaMM, MCIIOJIb3YyeMbIMMY IJIS JIeUeHMS
/MY  KOHTPOJIA MHoBouHOTO 5SdheKTa, TaKOTO KakK KPOBOTEUeHUE
(obHUuHO BpeMeHHOe, cJjlafdoe HOCOBOEe KpOBOTeueHMe), IIOOHOI'TeBOe
KPOBOUBJIMSAHUE, TeMopparmyecKmui HUCTUT (KpoBOTeUeHUE u
pasipaxeHue MOUEBOTO IIY3HPSA), apTepralIbHEM M BEeHO3HHM TpoMOos3,
TUIIEPTEeH3U, 3aMenJIeHHOe 3aXUBJIeHME paH, BeCcCUMIITOMHA S
IPOTEeuHypHusd, Hepdopalls HOCOBOM IMIepelopPOnKM, CUHIPOM O0OpaTVMOM
3agHen JIeMKOSHIIedaJIona T B KOMOMHAaLIMN c TUIepTeH3uel,
TOJIOBOKPYXeHMe, aTakKcuda, TOoJIoBHag OoJib, OXPHUIJIOCTEL I'0JOoca,
TOMHOTA, pBOTa, ovapesd, BBICHIIAHNSA, MMEJIOOMUCILIaCTUYE CKUE
CUHIOIPOMEI, MMEJIOCYIIPEeCCHs, YTOMISEMOCTL, IMIIOTUPEO3, YIJVMHEeHNe
MHTepRaJyla QT MM cepmeuHasd HeOOCTaTOYHOCTH.

B IOpyroM acIleKTe IIPUMEPE arleHTOB, O0OJerdvanmux J[T0OOUHHE
20bekTE, CBS3aHHEE C CapKOMOM, KOTOPHE MOIYT MCIOJL30BATLCA B

KauecCTBe Tepam/HZ B KOMOMHALIUN C CoenmHeHMEeM 1 nJin eTro

bapmalieBTUUECKOM KOMIIO 3UIIMEN, BRJIIOU AT B ceBs, HO He
OTpaHUUUBAaACH VIMU & IPOTUBOPBOTHEIE CcpeIcTBa, Halpumep,
OHIIaHCeTpOHa TUIPOXJIOPUI (BHIIIYy CKaeMbBI mon TOPTOBOM

MapKOM/IponaBaeMulii Kak ZOFRAN®) , TpaHMCEeTPOHAa TUIOPOXJIOPUL
(BHITyCKaeMBl4 IIOJ TOPTOBOM MapkoM/mpomaBaeMeli kKak KYTRIL®),
JopasernaM (BHIIYCKaeMbld IO TOPTOBOM MapKoOW/OpomaBaeMell Kak
ATIVAN®) u IeKcaMeTa30H (BHIIY CKaeMBl non TOPTOBOM
MapkKoM/mnponaBaeMe kak DECADRON®) .

B IOpyroM acleKTe TIpPUMEPH aTleHTOB, ofJerdalmux [TOOOUHHE
sbdexkTH, CBSA3aHHEE C CapKOMOM, KOTOPHE MOTYT MCIOJL30BATLCA B
KayecTBe Tepaloui B KoMOMHauum C CoeamHeHMeM 1 wWJIM  eTo
bapmMmalleBTHUUECKOM KOMIIO 3ULIMEN, BRJIOUAIT B cebs, HO He
OTPaHMUMBAACE MMM: AaTEeHTH IIPOTUMB KPOBOTeUeHMUSA, HalIpUMep, MecHa
(BHITyCKaeMBIM IIOI TOPTOBOM MapkoW/mpomaBaeMull Kak Mesnex®) .

B IOpyTroM acleKkTe JeueHMe CapKOMH MOXeT BKJUATL B cebd
XUPYyPTIUUEeCKOe JIeUueHMe WM JIYUeBYI Tepalui.

B OODHOM acIekKTe XMMUOTepalleBTUUeCKMe KOMOMHMPOBAHHEIE Tepallu
BKJIOUAT B CceOa BBeneHue CoenuHeHMsa 1 B KOMOMHalUMM C, IO MeHbIIeM

Mepe, OIOHVM XVMMMOoTepalleBTUMUYEeCKNMM ar'€HTOM, IIph4YeM IIO MeHbIIen Mepe
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OOVH XUMMOTEepalleBTUUECKUM al'eHT BHOpaH M3 TPYIIIH, COCTOAmEN U3
nakapbasmHa, moueTakcesa, OoKCcOopyOullMHa, JIUIIOCOMAJIBHOT'O
OOKCOPYOMIIMHA, TeMUMTabMHa, SOUPYOMIIMHAa, >pubyirHa, udpochammna,
TeMO30JIoMMIOa, TpabeKTenOVHa M BUHKPUCTHUHA.

B IpyTI'OM acIeKTe XUMMOTepalleBTUUEeCKMEe KOMOMHMPOBAHHEE Tepalliu
BRJIIOUAT B ce®da BBeleHMe CoemMHeHMsS 1 B KOMOMHALUUM C, IO MeHbLIIen
Mepe, OIHVM XUMMOTepalleBTUUECKMM areHTOM, IIpMUeM II0 MeHbIIeM Mepe
OIOVH XUMMOTepPalleBTUUECKUM al'eHT BHOpaH M3 TPYIIIH, COCTOAmeN U3
oakapbasuHa, ooleTrakcesna, OoKCcOopyOulrHa, JIUIIOCOMAJILHOT'O
OOKCOPYOUlMHAa, TIeMUMTabuHa M BUHKPUCTHUHA.

B IpyTrOM aclleKTe XUMHMOTepalleBTUUeCKMe KOMOMHMPOBAHHLE Tepalllu
BKJIIOUAT B cebd BBeleHMe CoeduHeHMsa 1 B kKOMOMHALMM C, IO MeHLIIeN
Mepe, OIHVM XMMMOTepalleBTUUEeCKMM areHTOoM, IpMUeM 10 MeHbLIIeM Mepe
OIOVH XUMMOTepalleBTUUECKUM al'eHT BHOpaH M3 TPYIIH, COCTOAmeN U3
nakapbasuHa, oolueTakcesna, OOoKCOopyOUMIIMHE, JIUIIOCOMAJILHOTO
IOKCOpPYyOUlIMHa M BUHKPUCTHUHA.

B IpyTroM acleKTe XUMMOTepalleBTHUUeckasd KOMOMHMpPOBAHHAA Tepanms
BKJIOUaeT B ceba BBeldeHre CoelMHeHMA 1 B KoOMOMHaALMM C Oakap®a3MHOM
M IOOKCOPYOMUMHOM, IpuUUYeM KoMOMHaLMI BBOIAT TPM Ppa3a B HeIeJo
(oOIVH pas B TpM HemeJu), C OakapfasuMHOM B Hose 250 mMr/m?2/meHb B
BUIEe HEIPEepHBHOM BHYTPUMBEHHOW MHOY3UMM B TeueHMe AT OHeHU
(sxkBUBaAJIeHTHO 800-1000 w™Mr/M? BHYTPMBEHHO Kaxibne 3 Hemean) u
nokcopy®uimuHoM B nmo3e 15 wMr/Mm2/meHr B BUIE  HEIPEPHIBHOM
BHYTPMBEHHOV MHOY3UM B TeueHMue 1-4 nHel.

B IpyTroM acllekTe XUMMOTepalleBTUUeckasd KOMOMHMPOBAHHAS Tepanms
BKJIIOUaeT B cebsa BBeleHue CoemuHenus 1 B kKOMOMHaALUM C
OOKCOPYOUIIMHOM, HbOochaMmIoM M OakapOasMHOM, IIpHUUeM KOMOMHAIIUI
BBOIAT TPM pa3a B HemeJyio (OIMH pas3 B TpM HedeJM), OOKCOPYOMLMH
B mo3e 20 Mr/M2/meHb B BUIE HEIPEPHBHOM BHYTPUBEHHOM MHOY3UM B
TeueHMe Tpex IOHelM, wudpocbamMmumm B [Josze 2,5 r1v/M2/meHr B BUIe
HelpepHBHOY BHYTPUBEHHOMW MHQY3MM B TeueHMe Tpex OHeM M makapbasmH
B pmose 300 Mr/mM2/meHb B BUIEe HEIPEPHBHOM BHYTPMBEHHOM MHOY3UM B
TeueHMe Tpex IOHEeW.

B omHOM acrnekTte 20PeKTMBHOEe KoJuuecTBO CoelIMHeHUMA 1 wu
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9(1)(1)8KTT/[BHO€ KOJIMYEeCTBO XVMMMOTEpAalleBTMYEeCKOI'O al'€eéHTa, KOoI'la OHM
BBOOATCA B KOM@MHaLU/H/I Opyn ¢ IpyroM, YMEHBIIEHO MJIM BBOIOIMTCA pPEXe,
II0 CpPpaBHEHMIK CO CXeMaMM TIIPpVMMeHeHMA, MWMCIIBITaHHEIMM M M3BECTHEIMM B
IOAaHHOM O0BJIaCTM TEeXHUKMU.

B IpyTOM acleKTe XUMMUOTEepaleBTHUUeCKMe KOMOMHMPOBAHHBEIE Teparunnu
BKJIOUAIT B cebsda BBelleHMe CO@HMHGHMH 1B KOM@MH&LU/H/I c, IIO MeHbIen
Mepe, OIOHVM XVMMMOTepalleBTUUeCKNMM arl'eHTOM, IIpnueM IIO MeHbIIen Mepe
OOoVMH XMWOTepaHeBTML_TeCKMIZ al'eHT BBI@paH "3 TPYIIIE, COCTOHI.U;@IZ 3
makapbasuHa, moleTakceJsa, OOKCOpyOHULMHA, JIMIIOCOMAJILHOTO

HOKCOpy@MLU/IHa 1 BMHKPHMCTHWHa.

HABOPH

B HacToAmeM ODOKYMEHTe MNpPeIJIOXeHa QapMalleBTHUUeCcKas ylaKoBKa WM
Habop, comepxamMh OOMH WM ©OoJiee KOHTEeMHepPOB, 3alloJIHEeHHBX
CoenmvHeHreM 1 mIM ero ¢dapMalleBTHMUEeCKOV KoMIos3mumen. Kpome ToTO,
bapmMalleBTHMUeCKasa ylIaKOBKa MM Habop TakKXe MOTYT BKJIKOUATE B celsda
OOHO WM O0oJiee TepalleBTUUECKUX CPeNCTB, IIPUIOOHBEIX OJISA JEeUeHUsd
CapKOMEl, WM HOPpYI'MX COOTBETCTBYKIMX AaleHTOB. B HacTOAlleM
OOKYMEHTEe TaKXe IpemjioXeHa ¢apMalleBTHUUeCKad YyIlakKoBKa MM Habop,
comepXxammuy OIOMH WM ©OoJlee KOHTEeMHEepOB, 3alloJIHEHHHX OOHUM WJIKU
BoJiee UHITpelIMeHTaMM OGapMalleBTUUEeCKUX KOMIIO3UIINY, OINMCAHHEX B
HacToAmeM OoKyMeHTe. C TakuMM HabopaMy MoOXeT OBThL HeoOsS3aTeJIbHO
CBA3aHO yBeIoMJIeHMe B (QopMe, IMNpellMCaHHOM ToCyIapCTBeHHEM
OpTaHOoM, PpPeryJIuMpyKIMM [OIPOM3BONCTRBO, I[IPMMeHeHMe WM [OIpoJaxy
bapMalleBTUUECKOM MNPOOYKIMM MJIM OUOJIOTUUECKHUX IIPOIOYKTOBR, IIpUUEeM
yBeIOMJIEHME OTpaxaeT oIofpeHMe IaHHBEM OpPIaHOM IIPUMEHEHWUS WU

IIpomaxXxmM noJIA BBeI€HMA JIIOIAM.

EroJjiornmueckue IIpMMepRE
CoemmHeHVe 1 TeCTMPOBaJIM Ha OPUIOIHOCTE K BO3IEMCTBMIO Ha
npoJmpepalmn CAPKOMEl, C MCIOJbL30BAHMEM MCUepIHBaKmero Hadopa In
Vitro M in vivo MoOeJieu.
YPOBEHb TEXHUKU

Ha JeloMmocapkoMmy mnpuxoourcsa 5-10% oT capkKoM MATKMX TKaHelN.
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Kak npaBMJIO, JIeMOMMOCAPKOMH MMET KOMIIJIEKCHHM KapMOTUII M CBSI3aHH
c MyTaumammu B pb3 (Yang J, Du X, Chen K, Ylipaa A, Lazar AJ,
Trent J, Lev D, Pollock R, Hao X, Hunt K, Zhang W. Genetic
aberrations in soft tissue leiomyosarcoma. Cancer Lett. 2009 Mar
8;275(1):1-8). KiuerouHasda JwmHuMA SK-ILMS-1 wuMeeT KOMILJIEKCHBM
KapMoOTUIl U MyTUPOBaBIUM T'eH p53. XuMMOTepalMs CO CXeMaMM JIeUeHMU S
JIeKapCTBEeHHEIMM CpeICTBaMM Ha OCHOBE IOKCOpyOMIMHAa, TaKKMMM Kak
KoMOMHalUMAg OOKcopyoOuurHa u wudochammna, ABJIAETCA CTaHIOapToM
MeOMIIMHCKOM IoMomy. OOHaKO, IaHHHEe CXEeMbl JiIeueHUS OOBUHO MIPUBOOAT
K PasBUTUL KapIMOTOKCUUHOCTM, OBCTPOMY Pa3BUTUL PE3UCTEHTHOCTU
¥ He JanT CYIMEeCTBEHHOTO IPEeMMYIEeCTBa OJIS BEKMBAaHMA. B NpenayleM
MCCJIeNOBaHUM C MCHOJIB30BaHMeM monmesm SK-LMS-1 CoenmHeHre 1 (Cpd
1) TecTUpoBa M IPU MNOCTOSHHOM moze (12,5 MI'/KI OIBa pa3a B HeIeJo)
B KOMOMHAaLIUN C pPasInJYHEMA noszaMm/cxeMaMu MIPVMeHEeHU A
OOKCOpYyOullMHa ¥ TeMumTadbuHa. Cpd 1 m reMunrTadbMH ObUIM  DoJiee
50PeKTUBHE, YeM KaXOBM al'eHT B BUIEe MOHOTepanuMu. JOKCOPYOULMH He
OBJI aKTUBEH B BUIEe MOHOTepaluM MM B koMOMHaumu ¢ Cpd 1. B maHHOM
ucciyjenopaHuu  kjgeTkm SK-LMS-1 rnaccuporBaJiM B TeueHue 0OoJiee
IPOOOJIKMTEJILHOTO BPEeMeHM 1in Vivo, IO CPaBHEHMI0 C MCCJedoBaHMueM,
[IPOBEeOEeHHEIM pPaHee, opeIMeTOM KOTOpOoIro OwvJla MOOeJib  0oJiee
arpecCUBHOM OIIYXOJIN . B OaHHOM MCCIelOoBaHnun npoBepAasiach
20PeKTUMBHOCTE Cpd 1 OTIOeJIBHO nu B KOMOMHAaLIUN c
XVMUOTEpPAalleBTUUeCKMMM areHTaM Doxil u DTIC B JIeUeHUM MBIIeM-—
HOCUTeJIeM OIIyxoJleM JIeMOMMOCAaPKOME ueJijoBeka SK-ILMS-1.

I[IPMMEP 1
Kak BumHO M3 Tabimusl 1, koMOMHaumio CoenmMHeHMS 1 M HmakapbasuHa

(DTIC) TecTuUpOBaJM Ha MBIIMHOM MOIEeN M JeloMMocapkKoMe SK-LMS-1.
Kak IOOMNOJHUTEJIEHO IIOoKa3aHo Ha durype 1A m durype 1B, KoMOMHALIMO
Coemmuenusa 1 (12,5 mr/xr, PO, biw) m DTIC B HMU3KOM mose (4 Mr/xr,
IP, tiw), a Takxe CoemmHenusa 1 (12,5 mr/xr, PO, biw) m DTIC B
BEHICOKOM mnmosze (21 wmr/xr, IP, qdb) TecTwpoBalM U CpaBHMBAJIU C
pesyJbTaTaMu, IIOJIyUeHHEIMU IIpM BBeneHuM CoelOMHeHMS 1 OTIOEJIBHO,
DTIC B HMBKOM »Jo3e oTmejiIbHO, DTIC B BHICOKOM O3 OTIOeJILHO U
HOCHTeJIA; TIHe biw mnOpelcTaBjsgeT coOOM BBeIeHMe HO3H OBa pas3a B

Hepeo, Tne tiw mnperncraBjyseT co®oM BBeleHMe IO3H TpU pasza B
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HeneJio; T'oe gdb mnpencraBigeT cobo¥ BBeOeHMe NO3H KaxXxIhll IeHb B
TeueHMe NATM OHeM; Taoe IP npencraBysgeT coOoOM MHTpallepUMTOHeaJlbHOE
BBeleHMe; Tme IV mnpencraBjigeT coOOM BHYTPMBEHHOEe BBeIeHUE; U TIe
PO mnpezncraBjgeT cobo¥ IIepopallbHO (Uepes XeJIyOOUHH 30HA) . Kak
[IoKasaHo Ha KaXnom durype, KOMOMHalUMA IpMBOOMIIa K
CUHEPTETUUECKOMY COKpPAalleHMID CpenHero obbeMa oNyxoJin. CpaBHEHME
Ourypel 1A m OurypH 1B T[oka3HBaeT 0O3a3aBUCUMOe COKpalleHHue
cpemHero oObeMa OIYyXOJM IIOoCJie  JIeUeHUd C  MCIOJIb30BaHMEM
koMOMHaluum CoemuHenmsda 1 (12,5 Mr/xr, IOepopalibHO, MOBa pasa B
Hepmeyio) u DTIC (4 MI'/KI, MHTpalepUTOHeallbHO, TPM pa3a B HeIeJlo)
(cm. Ourypy 1A), 1O CpaBHEHMI C JeUeHMeM C MUCIOJIB30BaHUEM
koMOuHauum CoemuHenmsda 1 (12,5 Mr/xr, ImOepopalibHO, OBa pasa B
Henmesmo) u DTIC (21 Mr/KT, MHTPANEepPUTOHeallIbHO, KaXIHl IeHbL B
TeueHMe IATM OHeM) (cM. Odurypy 1B). B Tabiuie 1 OJsS MCCIeIyeMBX
Mpmer (N) B Kaxmoy TpyIle Tepaluy OONOJHUTEeJBLHO IIOoKa3aHo
COKpalleHre oO0BbeMa OIIyXOJiM, B IpOolleHTaxX, Ha 28 OeHb (%), MeIouaHa
BpeMeHM 3a KOoTopoe 00BeM OINyXOJM Y OTHOeJIbHOM Memy mocTturaeT 1000
MM3  (OHM) M COOTBETCTBYOIMI KO20dMIMeHT B3amuMomenctTBusa (IC) mois
Kaxnou, TITIOe * nOpexncraBuadger p <0,05 (ANOVA, MHOXeCTBEHHEHE
CpaBHeHUd C HOCHUTEeJIEM) . OTpullaTeJIbHEN KOBQOULMEHT
CBUIOETEJILCTBYeT O 0oJlee 3SHaAUUTEJIBHOM IIOOAaBJIEHUM B TpPYIIIe
KOMOMHUPOBAHHOM Tepaluy, YeM OXMUIOAJIOCh MCXOOsS M3 aKTUBHOCTU
MOHOTepamnui. Uem 6oJee oTpULATEJILHEM OyIeT KOosOOUIMEeHT, TeM BLIIe

AKTUMBHOCTL TaKOM KOMOMHALMM.

TABJIMITA 1
Aosa (rfr'o/sxar' )
T'pynna Jleueune (Mr/xr) | Arenr N % IC Oun IC
NyTe
CxemMa
CxemMa
1 Hocurens | 0, biw Hemr Hemr 8 0 18
2 Cpd 1 12'.5’ Her Her 8 21 23
biw
3 Hocurens | 0, biw DTIC 4 wmr/xn 8 0 19
4 cpd 1 12,5, 1 pric IP tiw g | g1x | 7933 s5s | T004L
biw
5 Hocurens | 0, biw DTIC 21 wmrp/xD 8 T4%* 3 35
6 cpd 1 1k2m50 DTIC IP qd5 | 8 | 94* | 0,020 | 7182 | 70.23
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Ha MOMeHT HauaJjla BBeIOeHMS OO03 OIyxXOJIM HoCTHUIralu ~222 MMm3. Kak
moxkasaHo Ha Ourypax 1A m 1B, 3A u 3B, ONYyXOJM Yy MHIIEV, KOTOPHM
BBOOUJIU TOJIBKO HOCHUTEJb, oocTUraau cpenHero obweMa,
cocTaBJgomero 1766 MM3, k 28 pgHio. Ha 28 JeHb OGOJBIMHCTBO MbIIEH,
KOTOPEIM BBOOMJIM HOCUTEJIL, YMEPIBJIAJIOCH BBUIOY OOJBIMX OIIYXOJeM
(7/8; y OOHOM MHIIM ONYXOJIb He BHPOCJa). Y MbIIel, KOTOPHM BBOIMUIIU
HOCUTEeJIL, BPEMs, 3a KoTopoe cpeIHuM obbeM onyxoJiu mocTturaji 1000
MM3, COCTaBJIAJIO 19 nHel. Y MBIIEM, KOTOPHE IoJiyuaJu JeueHne Cpd
1, pocCcT onyxoJM HEMHOTO 3alepXMBaJICA M OOCTHUIAaJl CcpemHero obbeMa
B 1388 mMM3 Ha 28 pmenr uM 1607 MM Ha 32 »DeHL, KoT'Ia BCe MBIIM B
TpyIrne uMelr OOJbIMEe ONYyXOJIM WM YyMepmBJIAJIUCE. B Tabauie 1 niud
Kaxmon KOMOMHAaLIUN [IPUBeIeHH KO2QOUIIMEHTH B3auMOIEeCTBHUSA,
olleHMBaKIMe IIPEeBHMaeT JKM M3IMepeHHHM 5200eKT IPOTHO3UPYEMBN.
KosddUIIMeHTH B3aMMOINEMCTBUA OINpemesIaiM C MCIoJb3oBaHMeM AUC
KPUBHEX OOBEMa OIYyXOJIM B 3aBUCHUMOCTM OT HOHSA, B3ATHX Cc 0 OHA 1o 28
OeHb . UTOOH yUyeCTh IOaHHEE IIOCJe 28 OHS, PpaCCUMTHBAJIM KOBOQUIMEHTEH
B3auUMOIENCTBMA IOJIS MeOMaHH  BpeMeHu  JocTuxeHusa 1000 w3,
OTpullaTeJIbHEM  KO20OMLIMeHT B3aMMOINEMCTBUA CBUIETEJILCTBYET O

CUHEPI'MM.
PESYJIBTATH IIPVMMEPA 1

Cpd 1 (12,5 MI'/xT, OBa pa3a B HeleJlo) B KadyecTBe MOHOTepalluu
HEMHOT'O 3a0epXmuBall pocT OIIYyXOJIN . DTIC (21 MT'/KT,
MHTpAlepUTOHeaIbHO, KaXIulM OeHb B TeueHMe IIATUM IOHelM) OwJl 0oJee
s0PekTUBEeH B BUIOEe MOHOTepalmuM Ipu OoJiee BHICOKOM mos3e, ueM Cpd 1,
3aepXMBas POCT onyxoJiv. DITC (4 MI'/KT, MHTpaleprTOHeaJIbHO, TpU
paza B HeneJio) obJlamall HeboJbmod 20deKTUMBHOCTLIO IIpM DoJiee HUBKOM

TJO3€ B BHIe MOHOTepalllM.

Kombuuaiua Cpd 1 m DITC npu 0OoJiee HUM3KOM HOo3e OBJIa 0OoJiee
sbdexTUBHOM, ueM Cpd 1 ormenbHo MaM DITC npu ©6oJiee HUMBKOM IJo3e
OTHOeJIbHO. OT0 OBJIO HEeOXMUIaHHEM, IO0TOMy UuTOo DITC mnpm BoJee HU3KOMU
O03e TIIPOOEMOHCTPUPOBAJI HeOOJNbIyKD DOPeKTMBHOCTE B KauvecCTBe

MoHOTepanuu. KomOuHaumsa Cpd 1 m DITC mnpm 6oJiee BHICOKOM HO3e OBlIa
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BoJsyiee nddexTHUBHOM, uUeM Cpd 1 oTmenbHO MM DITC npu 6oJjiee BHICOKOM

JO3€ OTHOEJIBHO.

Ha Ourype 1A mnoka3aHH CcpelHMe OOBEeMEl OIIYyXOJM B IMHAMUKE IJIg
HocuTesqg, Cpd 1, DTIC (4 MI/KI', MHTpalepUTOHeaJIbHO, TPU pas3a B
HemeJo) , MJIN KOMOMHAaLIUNU Cpd 1 u DTIC (4 MI'/ KT,
MHTpAallepUTOHeaJIbHO, TpM pas3a B Heneygw). DTIC He HOpOoABJIAJN
aKTMBHOCTU IIpM »Jos3e/cxeMe mnNpueMa 4 MI'/KID, MHTpalepUTOHeaJbHO,
TpM pasa B HeleJw. HeoxmpmanHHo, koMmOuHaumsa Cpd 1 m DTIC Owulla
Topa3no O6oJjiee 2dbOeKTMBHOM, UeM KaXIHM aTreHT B OTOeJIbLHOCTU. Tpu
MHIIM OCTaBaJIMCh B MCCJeIOBaHMM OO 136 OHA, a IBe MBIIM HaxXOIWJIMCH
B mcciaenoBaHuM no 150 mHSA, KoOT'Da MX MCKJIKYaAIM M3 MCCIeOOoBaHMUL.
Ha 150 @meHb OIOHa M3 OBYX ONYyXOJiel OBJIa CJIMIIKOM MaJIeHBKOW IIJIid

MSMEpeHNMA.

Ha Odurype 2B mnokaszsaHH CcpelgHMe OOBEME OIIYXOJM B IOUMHaAMUKE IIJIS
HoCcHUTeJ I, Cpd 1 oTIOeJIbHO, DTIC OTIOeJIbHO (4 MI'/KT,
VMHTpalepruTOoHeaJIbHO, TPM pasa B Hemejw) M DTIC ormessHOo (21 MT/KT,
VMHTpAalepmuToOHeallbHO, KaXOHlM OeHb B TeueHMe NOATHM JHeN), WU
koMmObuHaumumu Cpd 1 m DTIC (21 MI'/KID', MHTPAIepUTOHEaJIbHO, KaXIbl
IeHbL B TeueHMe NATU OHeM) . [IpM MCIOJbL30BAHUM IaHHOM HOO3H M CXEMH
npmuMeHeHusa DTIC, DTIC ©Owm OoJjiee »d0deKTHMBHEM, dYeM Cpd 1, u
IIOJIHOCTRIO MpeloTBpamalJl POCT ONYXOJM OO0 18 OHSA, XOTdA nocJje 21 nHA
OHICTpOPACTymMe ONYyXOJU YCTOAIM. I30PeKTUMBHOCTHL koMOMHauum Cpd 1
u DTIC (21 MT'/KI', MHTpPaIepPUTOHEaJIbHO, KaXIHM IeHb B TeUeHUe MATU
oHel) OwJla 3HAUMTEJILHO BHIIE, UeM Yy KaxXIoT'o arleHTa B OTOeJILHOCTH,
C IOUTHM TIIOJIHEIM IIOHOaBJIEHMEM pPOCTa ONyXoJM Ha 98 neHb. I[locye 98
OHA MeIIaM OoJiblie He BBOOmmiM Cpd 1. C 98 nHa no 150 meHb, KOT'Ia
MBIIENM MCKJIOUaJM M3 MccJedoBaHuLg, ®W3 8 MbIIel, OoCTaBIMXCI B
VCCJeIOBaHNUM, Yy TPeX ONyXOJM BHpoOCHM ©OoJblle, a y IIATM — HeT.
OmHY MBIIL C OOJIBIIOM OIIYXOJIBI MCKJIOUMIIM M3 MCCJIemDoBaHMsg Ha 123
oeHb. Ha 165 gpgedHr, KkoI'Da ocTaBmMecsd 7 MBIIEM MCKIIOUYAJIM U3
uccJiegoBaHuA, 5 MeIed ¥MMeJIO OIyXOoJM, CJAMIIKOM MaJleHbKKe IJIAg
VN3MEPEHUa, a »OpyI'Mme IOBe MBIIM MMEJM OIIyXOJM, KOTOpPHEe OBUIM

najJbIMpyeMeMy, HO OviM MeHee 100 w3,
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Iia obeux no3 sddpexT koMOmHaumm Cpd 1 m DTIC Owvul OOJibllE, UEeM
y Joboy Tepaluy B OTHOEJBHOCTU (KODQOMUMEeHT B3aMMOIEVMCTBUSA OBLI
oTpuuaTenbHemM; Tabmuua 1) . [IpM MCHOJIBL30BAHUM HO3H 21 MI'/ KT KaXIb
IOeHb B TeueHMe NATK OHeM Habjonallach 6oJbllasg allUTUBHOCTL, UYeM

npu 4 MI/KT TpM pas3a B HeOelo.

[IPVMEP 2

Kak BuMOHO M3 Tabimuu 2, koMOMHalmio CoenmMHeHMS 1 M goleTakcedla
TEeCTUPOBAJM Ha MBIIMHOM MOIOeJar JeroMmocapkomel SK-UT-1. Kak
OOIOJIHMTEJIbHO IIoKa3aHo Ha Odurype 2A um durype 2B, xoMOMHALIMIO
Coemmuenmusa 1 (12,5 mr/xr, PO, biw) M OJoleTakcejla B HM3KOM HO3e
(5 mr/xr, IP, biwb,5, Bcero 11 mos), a Takxe CoemmHeHusa 1 (12,5
Mr/KT, PO, biw) ¥ pmolleTakxcejyla B BHCOKOM mose (15 mr/xr, IP, qwo)
(mecThs @HDO3 BCeT'0) TeCTHPOBalM W CpaBHUBaIM C pes3yJbTaTaMu,
[IOJIYYEHHEMM IIpM BBeleHuM CoenmHeHMs 1 OTIOeJIBHO, IOolleTaKcella B
HM3KOM HO3e OTOeJIbHO, HOolleTakcejsa B BHCOKOM I0O3e OTIOeJIbHO U
HOCUTEeJIA; TOe biw mOpencraBjgeT coboM BBeleHMe IOO3H IOBa pask3a B
HeleJlo, M T'IOe Jgwb OpencTaBJgeT coboy BBeIeHMe OO3H OIMH pa3 B
HeIeJllo B TedeHMe meCcTM HeneJdb; Tne 1P mnpencraBjageT coboun
MHTpalepuToHeaJlbHOEe BBeleHMe; ¥ T1ae PO mnOpexncrariaseT codon
IepopaljlbHO (Uepes XeJIyOOUHHM 30HO) . Kak I[okaszsaHO Ha KaxIoon
durype, koMOMHaALMA [OIPUMBOIMIIa K CHHEepTeTMUeCKOMYy COKpalleHU’
cpenmHero oOBeMa oIyxoJM. CpaBHeHue Ourypel 2A u  OurypH 2B
[IOKa3EBaeT O03a3aBUCHUMOe IIOIaBJIEHUMSA CPeIHEeIlo poCTa OIIyXOJM IIOCJe
JIeUeHMsa C MCIOJIb30BaHMeM KkoMOuHalmm CoemmHenms 1 (12,5 Mr/xr
IepopaljlIbHO IBa pasa B  HeOeJw) ¥  OolileTakcela (5 wMr/xrm
VHTpAallepMTOHeaJIbHO IBa pa3a B HeneJw, Bcero 11 pmos) (cM. durypy
2A), TIO CpaBHEeHMK C JeUeHMeM C MCIOJIb30BaHMEM KOMOWMHALUN
Coemuuenus 1 (12,5 wMr/xKr nepopalJibHO IBa pPa3a B Helelwn) U
nouneTakceyna (15 MT/KD MHTpalmepuToOHeaJIbHO OIVMH pas B HeOeJo B
TeueHMe MecTM HeOeJib) (cm. Ourypy 2B). B mTabauue 2 g4
uccJenyeMux Memer (N) B KaxOgoM Tpylle Tepaluy OOIOJIHUTEJBLHO
[IOKa3aHO COoKpalleHue obbeMa OIIYyXOJIM, B IIPOlleHTax, Ha 28 meHb (%),
MeOraHa BpeMeHM 3a KOoTopoe 00BeM ONYyXOJM Y OTOEeJbHOM MBI

oocTuraer 1000 MM (oHM) u COOTBETCTRYIIMUMN KOBOOOULIMEHT
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B3amMonmencTeMa (IC) I1Jag KaxIoM, oThe * Hnpencrarjgsger p <0,05
(ANOVA, MHOXeCTBeHHHE CpaBHeHMA C HocuTeJeM). OTpulaTelIbHBEN
KOBOOULUIMEeHT CBUIOETEJLECTBYEeT O 0oJiee 3HauMTeJIbHOM IIONaBJIEHUM B
TpyIne KOMOMHMPOBAHHOM  Tepanuu, yeM OXMIaJIOCk  MCXOoOd U3
aKTMBHOCTU MOHOTepanui. UeM BoJiee OTpHULlaTeJIbEHEM Oyner

KOS@@MHMGHT, TeM BHIIEe aKTMBHOCTE TaKoM KOMOMHALMM.

TABJIVIIA 2
Aosa (rfr'o/sxar' )
T'pynna JleueHnue (Mr/ xT) ATeHT — N % IC Oun IC
CxeMa 14
CxemMa
1 Hocuresb 0, biwb6 Hemr Hem 10 0,0 18,5
12,5, 35,4 31,2
2 Cpd 1 biw6 Her HeT 10 .
3 Hocuresns 0, biwb6 OoleTaKkce 5 10 2,27 18,9
MDY/ KT 91,6 | _ >145*% |
4 Cpd 1 12.’5’ moleTakcern IpP 10 * 0,49 0,45
biw6 .
biw5,5
*
5 Hocuresb 0, biw6 | mouerakces 15 10 77*’ 8 50,1
. cod 1 12,5, :x;/iis NEEE B ST e
P biwe oolueTakces q %

Ha MOMeHT HauaJjla BBeOeHMS OO3 OIyxXOoJIM mocTuralm ~163 Mmm3. Kak
noxkasaHo Ha durypax 2A um 2B, ONyxXOoJM Y MHIIEV, KOTOPEM BBOIUIIU
TOJIEKO HOCUTEeJIL (I'pynna 1), Ha 25 mDeHb ODOCTUTAJIM cpenHero odwbeMma,
cocrapaswomero 1520 wMv3. Ha 25 pedb Memeld, KOTOPHM BBOIMJIIU
HOCUTEJIL, YMEPHMBJISIM M3—-3a O0JILMUX OIIyXoJieM. BpeMmsa, 3a KoTopoe
cpemHul ofbeM ONyxXoJiu mocTuraj 1000 mMM3 v Memmel, KOTOPHBIM BBOOMIIM
HOCUTEJIL, COCTaBJIAJIO 18,5 mHel. YV MBIIEM, KOTOPHE IOJIYUYaJM JIeueHUue
Cpd 1 (rpynma 2), POCT ONYyXOJM BalepXMBaJICA M IOOCTHUIAJl CpeIOHeTo
obreMa, cocTaejgomero 983 wMM3, Ha 25 medHb (35% mnomaBJieHUe IIO
CpaBHeHUI C HocuTeJeMm; p <0,05, KoBapMallMOHHEIM aHaJIus (ANOVA),
MHOXeCTBEHHHE CpaBHeHMS ¢ HocuTejyeM); u 1508 mMm® - Ha 42 OeHb,
KOT'la BCE MHIIM B TPYIINEe MMeJM OOJIBIIME ONYXOJM M YMEPMBJIIAJIUCE. Y
MEBIIENM, oJIy4YaBIIMX Tepalno OOIllETaKCeJIOM, pocT Oy XOJIU
3aepPXMUBAJICA IpU no3e 15 MI'/KI MHTpalepuToHealJlbHO (IP) oOMH pas
B HelleJIl0 B TedUeHMe MeCTM HeneJsb (QW6,; Ipynna 5), HO He mopu 5
MI'/KT MHTpalepuTOHeaJIbHO IBa pa3a B Hememo x 5,5 (Bcero 11 mos;

rpynna 3) .
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B OaHHOM  MCCJIeODOBaHUU MCIIOJIb 30BaJA OIlyXOJIEBHE KJIETKU
JemoMmocapkoMel SK-UT 1, BBeleHHHe B 00K OeCTMMYCHEIX MeImel. B
nanHou Momesim Cpd 1 B mose 12,5 MI'/KI' OIBa pa3a B HeIeJllo B TedeHMe
mecTM  HeneJlb IPOOEMOHCTPUPOBAJI 350PeKTUMBHOCTD B KauecTBe
MOHOTepalmuM, CcoKpamasa POoCT OINyxXoJiM Ha ~35% Ha 25 @HOeHb U
3aIepXrUBasg MeOraHy BPEeMeHM poCTa ONyXoJM Ino pasmepoB 1000 mm3 B
1, 7-paza. B kauecTBe MOHOTepalMM »OolleTaKceJl B BHCOKOM mo3e (15
MI'/KT' MHTpPAleprTOHeaJlIbHO OIMH pPa3 B HeNeJilo B TeueHMe MeCTu
HeleJlb) IIPpM pasMepe OIIyXOoJM, cocTaBadgomeM 1486 mM3, mokasall 78%
[IomaBJIeHMe Ha 25 meHb (KoI'Ia MBIIEM MCKJIOUaJIM M3 MCCJIeOIOBaHMUA),
mMes p <0,05 xoBapMalMOHHEIM aHaJu3oM (ANOVA, MHOXeCTBEHHHE

CpaBHeHMSA C HOCUTEJIEM) .

JoleTakceJl B HU3KOM Ho3e (5 MI'/KT MHTpalepPUTOHeaJIbHO IBa pasa
B HeJleJl® B TeueHue 5,5 Henens) He T1nokasz3al 5»00eKTMBHOCTU B
KauecTBe MOHOTepalmMu, HO KoMOuHalua Cpd 1 M molleTakKcejla B HM3KOMU
0O03e BHAUMTEJILHO 3aMemJidja pocT onyxoau. Ha 25 »neHb cpendHun
pa3Mep ONyxXOJiM Yy MeIIelM, KOTOPHM BBOIMIM kKoMOMHauumio Cpd 1 wm
molleTakcejla B HUBKOM OO3e, COCTaBJAA] 128 MM3, IOeMOHCTpupysS 92%
IomaBJIeHMe I[I0 CpPpaBHEHMIO C HocuTeneMm, wuMmeda p <0,05 (ANOVA,
MHOXECTBEeHHHE CpaBHeHMA C HOCHUTeJIeM) TIIpKM pa3Mepe OIIyXOJiy,
cocrTapyagwomeMm 1251 mm3, Ha 84 menb. KoMmbuuaums Cpd 1 ¥ molleTakceJa
B BLHICOKOWM Hmo3e Ownula 0oJiee 20OeKTUMBHOM, UeM KaxIhl aTleHT B
oTmeJyibHOCTM. Ha 25 meHb CcpelHMM pasMep OINYXOJM Y MbIlelM, KOTOPHM
BBOOMJIM HaHHYI0 KOMOMHALMIO, COCTaBJIAl 77 MM3, IeMOHCTpupys 95%
rogaBJIEHUE infe) CPaBHEHU c HOCHUTEJIEM (p <0,05, ANOVA,
MHOXECTBEHHHE CpaBHeHUs C HocuTeJeM). Ha 145 menr 8/10 Memmel Bce
eme OCTaBaJIMChb B MCCJIEeOOBaHMM, IpUUEeM y BCeX 8-MM OBUIM OIIYXOJIH,

KOTOpHE OBJIM CJMIKOM MaJBl IJId u3MepeHMsa (<50 mm3) .

PE3VJILTATH IIPVMEPA 2

Cpd 1 B mose 12,5 MI'/KT, OBa pasa B HeleJlIlo B TeUueHMe 6 HeleJlb
B KauecTBe MOHOTEepalMyM HEMHOTO  3alepXuMBalJl pPOCT  OIIyXOJu.
IOoleTakceJsl] B HM3KOM @OO3e He Ioka3all 20PeKTUMBHOCTM B KauecTBe
MOHOTEepanMM NOpM 5 MI'/KI' MHTpaleprTOHeaJIbHO IBa pas3a B Helejlln B

TeueHre 5,5 Hemess (11 mos3), HO OolleTakKceJl B BHCOKOM »mosze mnpu 15
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MI‘/KI‘ VHTPpAalleprMTOHEeaJIbHO OIOVMH pPa3 B HeleJllo B TeUecHNMe NMeCTM HelleJlb

Opl1 OoJiee nddekTUBHBM, uYeM Cpd 1.

KoMBuHala IolleTakcejla, KakK B HM3KOM, TaK UM B BHCOKOM Ho3e, U
Cpd 1 ©ruta GoJjiee »ddbeKTMBHOM, UYeM KaxIoe JIeKapCTBeHHOe CPeICTEO

B BHIOe MOHOTepallll.

BoJjlee BHICOKUIM YpPOBeHL 3abojieBaeMOCTU/CMEPTHOCTHM HabJuomalics
npu xkoMObuHauuy Cpd 1 ¢ moueTakceJioM. Illpy koMOMHaUUM IolleTaKceJa
B HMU3KOM pmosze (5 MI'/KTI UHTpaleprTOHeaJIbHO OBa pasa B HemeJio B
TeueHme 5,5 Hemesib) ¢ Cpd 1, 5/10 Mumel MCKIIOUAIM KaK YMUPAOIMX
M YMEPmBJSAJIM IO TOTO, KaK ONyXoJb pocturajya 1000 wmm3. Ilpwm
KOMOMHAaUWU ooleTakceya B BHICOKOM nose (15 MI'/ KT
VHTpPAallepUTOHeaJIbHO OIMH pPa3 B HeIeJll B TeueHMe MeCTM HeOeJlk) C
Cpd 1, 2/10 MmpmIel MCKIIOUAIM KaK yYMMPALIMUX UM YMEPmBJILIM OO TOTO,

Kak ONyXoJib jmocTurajia 1000 w3,

Ha durype 2A [okas3aHH CcpenHMe OOBEME OIIYXOJIM B OUMHaAMUKE IIJIS
HocuTensa, Cpd 1 oTmesibHO, IOolLleTakKceJla B HMBKOM Ho3e oTamesbHO (5
MI'/KT' MHTpalnepuToHeaslbHO, BIWS5,5; mO3H BBOIMIMCH IOBa pas3a B
HeneJio B TedeHMe 5,5 Helesb; Bcero 11 mos), m koMObuHaumm Cpd 1
M OolleTakcejla B HUBKOM nJos3e. JoleTaKceJ B HM3KOM OO03e OTIeJIbHO
He NpoaBuJ 50OEeKTMBHOCTM B KaueCTBe MOHOTepaluu IpM Ho3e 5 MI/KT
VHTpallepMTOHeaJIbHO IOBa pa3a B HeIeJlw B TedeHuMe 5,5 HenmeJsb, HO
koMOuHalumsa Cpd 1 ® »JoueTakcejyla B HUMBKOM OO3€ SBHAUUTEJBLHO
3aMenJiajia pPocT onyxoJu. Ha 25 @»OeHb CcpeldHMM pa3Mep OIyxXOoJIu Y
MHIIEM, KOTOPHM BBOOWJIM IaHHY KOMOMHAIMI, COCTaBJILNI 128 MmMm3, 92%
nmonmaBJIeHMe II0 CpPaBHEHMI C HocuTeJeM, wuMea p <0,05 (ANOVA,

MHOXeCTBEeHHHE CpaBHeHMA ¢ HocuTejeMm) M 1251 MM® - Ha 84 OeHb.

Ha Odurype 2B mokasaHH cpelHMe oObeMH OIIYyXOJM B IMHaAMMKEe OJId
HoCHUTeJ I, Cpd 1, mollerakcejyla B BHCOKOM  ITO3e (15 Mrp/xro
MHTpAalepuToOHeallbHO ONOMH pas B HeleJlo B TeueHMe MeCcTM HeOeJb) WK
koMbuHalumm Cpd 1 ¥ JoueTakKcesla B BHEHCOKOM nHo3e. B KkKauecTiBe
MOHOTepaluM OolleTakceJl B BHEHCOKOM IOO3e, IIpM pa3Mepe OIyXOoJH,
cocTaBjdgomeM 1486 MMm3, mokasajyl /8% omaBJieHMe Ha 25 JeHL, KoTrIa

MBIIEM MCKJIOUaJIM M3 uccjaenoBaHua (p <0,05, ANOVA, MHOXeCTBeHHHEe
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CpaBHeHUA C HocuTeJsieM) . KombuHaumsa Cpd 1 m HolleTakKceJla B BEHCOKOM
no3e OwnJla OoJjiee 2PPeKTMBHOM, UeM KaxXIel arleHT B OTOeJIbHOCTHM. Ha
25 HmeHb CpelHMM pa3Mep ONYyXOJM Yy MBIIEM, KOTOPHM BBOOMIM ITaHHYIO
KOMOMHALIMIO, COCTaBJaag 77 wMM3, nOeMoHCTpupysd 95% momaBjieHMe IIO
CpaBHeHUB C HocurejeMm (p <0,05, ANOVA, MHOXECTEEHHHE CpPaBHEHUHA
¢ HocurejyieM). Ha 145 pmenr 8/10 wMommeld Bce eme oOCTaBajlMCh B
UCccJIedOBaHUM, M Yy Bcex 8-MM OBJIM OIYyXOJIM, KOTOPHE OBJIM CJIMIIKOM

MaJIEl IOJIsS mu3Mepenmsa (<50 mm3) .

IOiss Toro, UYTOOH CPABHMUTE POCT OIYXOJM, IJIS KaXIoM OTHeJIbLHOM
MEIIM  pPacCuMTal M IJIomanb  II0I  KPMBOM, KOTOpas IIOKa3HBaeT
3aBUCHMOCTE OOBeMa OIIYXOJIM OT OHS, a 23aTeM YCPeIHMJIM OJIS KaXIon
Tpynmnel. Kak T1okas3aHo Ha Ourype 1, ©Oojsgbmas S0PeKTMBHOCTE
Habmonajgack npu koMOuHalimu Cpd 1 M golleTakcejia 10 CPaBHEHMI C

MOHOTepanunen.

B Tabmuile 2 ODpUBEIEHH KORQOUUMEHTH B3aMMOIEVMCTBUA, OlleHMBaKIMME
IpEeBHIAET JIM W3MEPeHHEM 200eKT OIPpOTHOBUPYEMEBIM. KondpdmiimeHTH
B3aMMOIEVCTBUSA OINpPenesiajiM C MCIoJb30BaHveM AUC KpPUMBEX OOBeMa
OIlyXOJIM B 3aBUCHUMMOCTM OT IOHA, B3ATHX C 0 OHA IO 25 meHb. UYTOOH
y4ecThb OaHHEE rocJie 25 OoHAg, pacCcuMTEBAaJN KOBOOMLIMEeHTH
B3aMMOOENCTBUS IJIA MeIOMaHel BpeMeHu  nocTuxeHus 1000 w3,
OTpulLaTeJbHEM KO20OMUMEeHT B3aMMOIEMCTBUA CBUIETEJILCTBYET O

CHUHEPIUN .
IIPVMEP 3

Kax BumgHO w©3 Tadjguus 3, koMOuMHaumo CoemmHeHms 1 m Doxil
TEeCTUPOBAJM Ha MBIIMHOY MOOeJM JenoMmocapkomel SK-IMS-1. Kak
OOIOJIHMTEJIbHO IIoKa3aHo Ha O&urype 3A um durype 3B, xoMOMHALIMIO
Coemmuenrs 1 (12,5 mr/xr, PO, biw), Doxil B HM3KOM mos3e (3 MI/KT,
IV, gwb), a makxe Doxil B BHcCoOkOM mpose (9 wmr/xr, IV, qgwb),
TEeCTUPOBaJIM ¥ CPaBHMBaJIM C pPe3yJbTaTaMu, [IOJIYYEHHBEIMM  TIPU
BBeleHun CoeIMHeHMSA 1 oOTIOeJIbHO, Doxil oTHeJIbHO M HOCUTEeJIS; TITIe
biw mpencraByggeT cobo¥ BBeIeHMe OO3H OBa pa3a B HeOeJwn; U Iae
gqwb mpencraBJgeT coBoM BBeleHMe OO3H OIMH pa3 B HeIeJllo B TeueHUe

ATV HenmeJib,; Ine IV rnpeocraBjAdaeT cobon BHYTPVMBEHHOE BBEIEHNME,; U



82

Tne PO mpemcraBigeT coOOM IMHepopalibHO (Uepes3 XeJIYOOUHBM 3SOHI) .

Kak IIOKas3aHo Ha Kaxmon @Mrype, KOMOMHAaLMA IIpmBOOMJIa K

CHUHEepIreTnM4YeCKOMY COKpalleHNMI CpelHeI'O obbeMa ONYyXOJIN.

CpaBHeHMe Ouryps 3A u Ourype 3B I[OoKasz3EBaeT I03a3aBUCKUMOE

IIoODaBJIEHME CpeIlIHeI'O pOoCTa OIIyXOJIM IIOCJIe JIeUeHMA C MCIIOJIE3SOBaAHMEM

xkoMOuHaluumy CoemmHeHud 1 (12,5 MI'/KID' HepopallbHO IBa pas3a B HeleJlo)

u Doxil B HM3KOM nos3e (3 MI'/KI' BHYTPMBEHHO OIMH pas3 B HeIeJlo B

TedeHMe NATM Heneyb) (cM. Odurypy 3A), IO CpaBHEeHMI C JIeUueHMeM C

UCIIOJIb30BaHMeM KoMOuHaumum CoemmHeHms 1 (12,5 MI'/KT HepopallIbHO

IBa pas3a B Hemeyao) ¥ Doxil B BHCOKOM mo3e (9 MI'/KI' BHYTPUBEHHO

OOMH pPa3 B HemOeJ B TedueHMe MIATHM HemeJyb) (cMm. OSurypy 3B). B

Tabmauile 3 IOJ8 UCCJelyeMex Memer (N) B KaXOoW Tpylle Tepaluu

OOIIOJIHMTEJIEHO IIOKa3aHO COKpalleHNMe ofbeMa ONyXOoJiv, B IIpOLIEeHTax,

Ha 28 pneHp (%), MeIMaHa BPEeMEHM 3a KOoTopoe O0OBEeM ONyXOoJIu VY
oTHeJyIbHOM MBIM pocTuraeT 1000 wMM3  (OHM) M COOTBETCTBYIOIMMA
KondduIIMeHT B3auMomeMcTBMA (IC) IOJS KaXOooM, I'Ie * IpeOcTaBJISeT

P <0, 05 (ANOVA, MHOXECTBEHHEE CpaBHeHUHA C HOCUTEJIEM) .

OTpuLATEeJILHEN KOSOIUIMEHT CBUOETeJIbCTBYyeT o 0oJiee 3HaUuMTeJILHOM

IIoOaBJIEHVIT B T'pyIllie KOM@MHMPOBaHHOﬁ Teparimn1, ueM OXMIaJIOCh

UCXOINS M3 aKTUBHOCTM MOHOTepanui. UeM OoJiee OTpUllaATEJIbLHEM OyIeT

KOo2bdMILIMEeHT, TeM BHIlIE aKTMBHOCTL TaKoM KoMOMHALUMU.
TABJIMIIA 3
Tlosa ( I[o/!sa )
Tpyrna | JleueHne (Mr/KkT) | ATeHT Dg;;:1 N % IC paiziZs IC
CxemMma Cxema
1 Hocurensb 0, biw Hem Her 8 0 18
2 Cpd 1 12'.5’ Het Her 8 21 23
biw
3 Hocuresnsb 0, biw Doxil 3 mrp/xn 8 43%* 30
4 cpd 1 12,5, Doxil IV qw5 g |71+ | 93| sex | 0010
biw
5 Hocuresnsb 0, biw Doxil 9 Mr/kro 8 66* 57%*
IV Ha O,
12,5 9, 15 -0,13 -0,096
14 14 . 4 I * I4 * I4
6 Cpd 1 biw Doxil 21 1 28 8 | 84 119
OEHb
Ha MOMeHT HauaJjla BBeIOeHMS OO3 OIyxXOJIM HOoCTHUIralu ~222 MMm3. Kak

nokaszsaHo Ha O®urypax 3A u 3B,

ONIYyXOJIM Yy MHIIEeN,

KOTOPEIM BBOINMIIN
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TOJIBKO HOCUTEJIE, OOCTUIaJIM CpenHero ofbkeMa, CcocTaBJidpmero 1766
mMm3, K 28 mHi0O. Ha 28 pmeHb OOJBIMHCTBO MBIIENM, KOTOPHM BBOIMJIIMU
HOCUTEJIb, YMEPIBJIAJIOCH BBUIY OOJBMMX ONyxoJer (7/8; y OIOHOM MBI
OIyXOJIb He BHpOCJa). BpeMmsa, B3a KOTopoe cpelHUuM oOBeM ONYyXOJu Y
MBIIEY, KOTOPHM BBOOMJIM HOCUTEJL, ITocTuraj 1000 mMMm3, cCcocTaBJISAJIO
19 mHeM. VY MBIIEV, KOTOPHE IoJiyualu JeueHre Cpd 1, pPoOCT OIYyXOJMU
HEMHOTO 3alepXMBaJICA M OOCTUTAJl CcpemHero o60beMa, COCTaBJIAKIETO
1388 mMM3, Ha 28 pmenbp M 1607 MM3 - Ha 32 @JeHb, KoTJa BCe MHIIM B
TpyIne uMedr OOJbIME OINYyXOJIM M YyMepmBJAJIMUCE. B Tabauile 3 #J4
Kaxmon KOMOMHaLIUM IPUBeIeHH KO20PULIMEeHTH B3aVMMOIeNCcTBMUL,
olleHMBaKIMe IIPEeBHMaeT JM M3MepeHHHY »200eKT IPOTHO3UPYEMBM.
KosddUIIMeHTH B3aMMOINEMCTBUA OINpemeiaiM C McIoJb3oBaHMeM AUC
KPUBHEX OOBEMa OINyXOJIM B 3aBUCHUMOCTM OT HOHSA, B3ATHX Cc 0 OHA 1o 28
IOeHb . UTOOH yUyeCTh JaHHEE IIOCIJe 28 IOHS, PaCCUMTHBAJIM KOBOQUIIMEeHTEH
B3auUMOINENCTBMA IJIS MeOuaHH  BpeMeHUu  JocTwxenHmsda 1000 w3,
OTpullaTeJIbHEM  KO20OMLUMeHT B3aMMOINEeMCTBUA CBUIETEJILCTBYET O

CUHEPTIUH.
PESYJIBTATH IIPVMMEPA 3

Cpd 1 (12,5 MT/kID', @OBa pasza B HeleJlo) B KauyeCTBe MOHOTepaluu
HEMHOTO 3alepXrBalJl POCT OIyxoJiM. Doxil, KakK B HU3KOM Io03e, Tak
” B BHICOKOM mo3e, Obwl OoJiee 20PeKTUBHEIM B BUIEe MOHOTepaluM, UeM
Cpd 1, 3azepxmuBasg pPoCT onyxoau. OIHakKo, cxeMa IpuMeHeHMs Doxil

B BHICOKOWM HO3e IIepeHOoCHJIaChb IIJIOXO.

KoMmbuuaimsa Cpd 1 wu Doxil 1@puM HM3KOM »Oo3e Ovula 0OoJiee
sppexTUBHOM, uyeM Cpd 1 oTmenabHOo, MM Doxil B HM3KOM »Jo3e
ornesbHO. KoMmOuHanmsa Cpd 1 m Doxil HOpM BHCOKOM no3e Owla 0OoJiee
sbdexTuBHOM, uYeM Cpd 1 oTmeavHOo wuIM Doxil @HOpM BHCOKOM HO3e
oTnejibHO. OnHako, kKoMOuHalimMsa Cpd 1 m Doxil B BHCOKOM HO3e

IIepeHOCMJIaCh IIJIOXO.

Ha O®urype 3A [okas3aHH CcpelgHMe OOBEME OIIYXOJM B OUMHaAMUKE IIJIS
Hocuresg, Cpd 1, Doxil (3 MI'/KT BHYTPMBEHHO OIOMH pas3 B HeIeJo B
TeueHMe IMISTM HeleJb), WM KoMObuHaumm Cpd 1 m Doxil (3 MO/xr

BHYTPMBEHHO OIVMH a3 B HeleJllo B TeUeHNMe IIATU HeneJkb) .
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Ha Odurype 3B mokaszsaHH CcpengHMe OOBEME OIIYXOJM B OUMHaAMUKE IIJIS
Hocuresig, Cpd 1 ormespHO, Doxil oTmesibHO (9 MI/KID BHYTPMBEHHO Ha
0, 9, 15, 21 m 28 gpmenbn) u kKoMmOmHaumm Cpd 1 m Doxil (9 wMr/xr
BHYTPMBEHHO) . Doxil B KauecTBe MOHOTepalMM 3alepXuBall pocT SK-
ILMS-1 6oJee 3bbekTMBHO, UeM 3TO nmejaJjo Cpd 1, M NPOABIAN OOJBIIYID
sbbeKTUBHOCTL HOpu 9 MI'/KD BHYyTpuBeHHOo (Ha 0, 9, 15, 21 u 28
OeHbL), uYeM Ipu 3 MI'/KI BHYTPMBEHHO OIMH pas3 B HeleJllo B TeueHUe
OaTH HepmeJib. XoTa Cpd 1 mokasajio JIMIb OTPaHUUEeHHYK 30OeKTHMBHOCTH
B BMIe MoOHOTepammnu, Cpd 1 ypeauuubaJ 20bekTMBHOCTL Doxil npu
VCIIOJIL30BaHUM 0O00OUX CcxeM IpMMeHeHMSa (KosddUIIMeHT B3auMMOIeVCTBUI

OHJI OTPULATEJIBHEM, YTO CBUIESTEJILCTBYET O CHMHEPIUHM) .
[IPVMEP 4 ¥ PE3VJIBTATH

KombuHalmio CoemmHeHMS 1 M ODOKCOPYOMIIMHA TeCTUPOBAJM Ha MBIIVMHOM
Momesin ¢ubpocapkoMel HT1080. Kak nokas3aHo Ha durype 4, xkoMOMHaLUA
CoemubHenusa 1 (15 mr/xr, PO, biw) u mokcopyduumHa (0,3 mMr/xr IP
g2d) OpJla [OpOTeCcTHMpOBaHa M IIPpMBOIOMIIA K  CUHEPTIEeTUUeCKOMY
COKpalleHVI0 CpelOHeTro ofbbeMa OIYyXOJIM IIPY CPaBHEHUM C pes3yJibTaTaMu,
[IOJIYYEHHEIMM IIpU BBeOeHMM CoeOmMHeHMsa 1 OTHeJIbHO, IOOKCOpYOULMHA
OTHEeJIbHO UM HOCUTeJIss; TIhe biw mopencraBjgeT cofo¥ BBeleHMEe IO3H
IBa pas3a B HeIeJllo;, ¥ I'me J2d OpencTarjsgeT cob®o¥ BBeleHMEe MOO3H

OIOMH pas3 B IOBa IOHA.
[IPMMEP 5 ¥ PE3VJIBTATH

CoemuHeHre 1 BBOOMJIM B KauyecTBe TepaluMM IIepBOM JIMHUM B
KJIMHUYECKOM McHOHTaHum NCT02404480, o¢dasza la, HaOpaBJIEeHHOM Ha
omnpeneyieHre ©Oe3omnacHocTM U OK npodmind mid npmuMeHeHmsa CoeOMHEeHUS
1 v mnaumMeHTOB, CTpaJallMxXx pPakKoM C IIpoTpeccHupyillmel CoJMOIHOM
onyxoJikko (AST). Kak mnokaszsaHo Ha Qurype 5, nas 31 maumeHTa,
momJjiexamero oleHke, 2/31 [nalMeHTa WMMeJIO CMelaHHBN/Y4acTUUHEN

orBeT, a y 5/31 nalumeHTa HabioIajllach cTadbuiamsalmda 3adojieBaHud.
[IPMMEP 6 U PE3YJILTATH

OK npodmis (u3MepsaeMbu AUCrast M Crax) M3 KIMHUUECKOTO MCIHETAaHUA

NCT02404480, mokxa3aHHHM Ha durype 6, yKas3HBaeT Ha TO, UYTO IJA
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eJjeBoro sHauveHMd AUCrast, COCTaBJIARIEro oOkoJio 13,1 HIr-u/MjiI u
11eJIEBOTO 3HaueHUS Cnax, COCTaBJgomer 679 Hr/mi, sddekTMBHAS Ho3a
CoemuHenusa 1, cocrTaBjagwomas 2, 6 MI/xr, Obla BeHOpaHa Kak mgos3a OJsd

Pase I KIMHMYECKOT'O MCIETAaHMUA.
[IPVMMEP 7 U PE3VJIBTATH

KoMmbuHalvio CoenuHeHUS 1 UM BUHKPUCTHMHA TEeCTHUPOBAJIM Ha MBIIMHOMN
MOIOEJIM KCEHOTpaHCIJIaHTaToB ¢mubpocapkoMel HT1080. Kak mokasaHO Ha
durype 7A um durype 7B, koMOuHaumpo CoemmHenud 1 (12,5 umr/xr, PO,
biw) m BunHkpumcTrHa (0,1 Mr/xr IP tiw) TecTuMpoBalM M CpaBHUBAJIU
C pe3yJbTaTaMM, IIOJIYUYEeHHEMM [IpU BeBeOeHUM CoeIMHEHMSA 1 OTHeJIbHO,
BUHKPUCTHMHa OTIOEJILHO, ¥ HOCUTeNd; THhe biw nOpencrarBaseT cobon
BBeJeHMe IO3H OBa pa3a B HeOeJjw; U Toe Liw mOpencTaBJgeT cobou
BBelleHMe IO3H TpM pa3a B Heleliw. CpaBHeHMe durype 7A u durype 7B
I0JI KaXOOoT'o al'eéHTa I[IoKas3hHBaeT HO3a3aBUCHMOe COKpalleHMe CpelHeTIO
pocTa ONyXOJiM IIOoCJie JledeHMsa C  MCIOJIB30BaHMeM  KOMOMHALVU
Coemmuenus 1 (12,5 wMr/xr mnepopalJilbHO IBa pPa3a B Helew) U
BUHKpuCTMHa (0,1 MID'/KD MHTpAIepUTOHEeaJIbHO TPM pPa3a B HeIeJo)
(cm. Ourypy 7A), IO CpaBHEHMIK C JedUeHMeM C MCIOJIb30BaHNeEM
koMOuHaluy CoemmHeHusa 1 (12,5 MI'/KID HepopallbHO IBa pas3a B HeleJlo)
M BUHKpUCTMHa (0,3 MI'/KT MHTpAlepUTOHEAaJIbHO TP pas3a B HeIeJo)

(cm. ourypy 7B).

Kak IIOKa3aHo B HacToglmeM OOKYMeHTe, CoeIMHeHMre 1
IPOOEMOHCTPUMPORBAJIO aKTUBHOCTL B IOOKJIMHUUECKMX MCIHETAHMSX 1n Vivo
B BMIOE KOMOMHMPOBAHHOW TepaluM C XMMUOTEPAleBTUUECKMMM aleHTaMM
COTJIACHO CTaHIapTy MeOMUMHCKOM IIOMOIM, OJIS JIeUeHUS CapKOMEH,
OEMOHCTPUPYS CUHEPTETUUECKYID WM aIOIMTUMBHYIO AaKTUMBHOCTL IIPU
BBeIeHUN B KoMOMHAaLUU c, 1o MeHbBIIen Mepe, OIOHUM
XVMMOTEPAIeBTUUECKYM aTleHTOM. J[[aHHBE pPes3yJbTaTH YyOeIMTeJIBHO
OOKAS3HBALT IIOTEHUIMAJBHYD KJIMHUYECKYID TepaleBTHUUECKYD ILIEeHHOCTDL
KoMOMHAaLUNA CoenVHeHUd 1 c, 1o MeHbIIen Mepe, OIOHUM

XVMMOoTepalleBTUYEeCKVYM al'eéHTOM IIJIA JIeUeHMA CapKOMEL.

CCBUIKA

BHe 3aBMUCHMOCTM OT TOI'O, VYKaszaH JIM IOOKYMEHT, CCHEIJIKa Ha
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KOTOPEM TIIpUBeOeHa B HaCTOodlleM HOOKYMeHTe, KOHKPETHO U B
OTHEeJIEHOCTM KaK BKJIOUEHHEM B HaCTOAWMM IOKYMEHT IIYTEM CCHUJIKH,
BCe IOOKYMEHTEHl, Ha KOTOPHEe [IpMBeIeHa CCHUJIKa B HaCTOdlleM NOKYMeHTe,
BKJIIOUEHH B HACTOAMYK 3afABKY NYTEM CCHJIKM IJIS JIOOHX M BCex LeJieM
B TOM Xe CTelleHM, KakK ecau OB KaXOuM OTHEeJIbHEM MCTOUHUK OBLI
[IOJIHOCTBIO IPMBEOEH B HaCTOAlleM LOOKYMEHTe.

Tenlepb, [IOCJE MNOJIHOTO ONMCAaHMA OoDBekTa QOPMYJIH M300peTeHUd,
crnelMajJucTaM B HaHHOM 0OJIaCTM TexXHUKM OymeT MNOHATHO, UTO OH MOXeT
OBITE peaiM30BaH B IIpelejiaxX MUMPOKOTO OMalla30OHa SKBMBAJIEHTOB 0Oes
BJIMAHVA Ha OOBEM OOLBEKTa M300peTeHMA WM KOHKPETHHX acIIeKTOB,
ONIMCAaHHEX B HacToAleM OOKYMEHTE. llogpasyMeBaeTCHd, UTo
opuijaraeMyn ©QopMyJly M300peTeHMdA CJelyeT UHTepHpeTUMPpOBRaTh Kak

BKIIOUAKIYD B ceb®a BCe TaKMe SKBUBAJIEHTH.
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$OPMYJIA M3OBPE TEHNA

Crioco® JeueHUA CapKOME Yy CyOBekTa, HYyXIaoIerocs B HeM,
comepxammuy BBemeHUe CYOBeKTY 20OeKTUBHOTO KOoJIMUecTBa 5-—
brop-2- (6-dpTop-2-MeTMI-1H-06eHuz0 [ d] mMuoazoy—1-m) —N*-[4-

(TpudTOPMETUII) QEeHWUII ]| IUPUMUIMH-4, 6—-OMaMmHa, VMenIeIo

CTPYKTYPY CoeluHeHUS 1:

F3C F F

T
Vs
/
pd

Coenmbenue 1,

ero bapMalleBTHUUECKH npueMIeMoM coJu, W ero

@apMaHeBTquCKOﬁ KOMITO 3MIIUNM .

2.

Crioco® mo 1m.l, coIepxamui BBedeHUe CyOBLeKTy 520OeKTUBHOTO
koJimuecTBa CoeIMHEeHUS 1 mam ero @apMaueBTquCKM HpMeMﬂeMOﬁ
COoJIM, MM ero dapMalleBTUUECKOM KOMIIOBULIMM, B KOMOMHALUM C
20PeKTUBHEM KOJIMUEeCTBOM 10 MeHbIIeMn Mepe OOHOTO

XVMMOTepalleBTUYeCKOI'O ar'eHTa.

Crioco® 1o m.1, OTJIHYAIOWHHCST TeM, gTo 50beKTUBHEM
KOJMUEeCTBOM fABJIAeTCI HO03a, BHOpaHHAadA U3 TPYIIH, COCTOgmeN
n3 okoJjio 100 mr, okoJio 125 Mmr, oxoJjio 150 Mmr, okojio 175 wmr,
okoJio 200 Mr, okoJio 225 Mr, okojio 250 Mr, okoJo 275 MI u

okoJio 300 M, BBOIOMMAS IIEPOPaJILHO IBa pas3a B HEeeJD.

Crioco® infe) m.3, OTJIHYAUHHCST TeM, yTo 20bEeKTUBHEM

KOJIIMYeCTBOM ABJIAE€TCA O34, BH@paHHaH 3 TPYIIIH, cocTodmen
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U3 okoJio 125 mr, okoJjo 150 mMmMr, oxkxoJjgo 175 Mr, okoJjio 225 wmr,
okoJio 250 wMr, okoJsgio 275 M m okojgo 300 w™Mr, BBROOMMAS

IIepopalJIbHO OBa pasa B HeleJllo.

Crioco® IO .2, OTAHMYANIHHCS TeM, UTO IO MeHbIlel Mepe OIOMH
XVMUOTEPAIeBTUUECKUY aTl'eHT BHOpaH M3 TIPYIIIBE, COCTOAleN U3
nakapbasMHa, OolleTaKcesa, OOKCOopYOMIMHa, JIMIOCOMAJIBHOTO
OOKCOPYOUIIMHAE, reMumTabmHa, SNIUPYOULIMHE, SpubyJivHa,

npocohamMmma, TeMO30OJOMUIOa, TpabeKTeOVHa UM BUHKPUCTHHA.

Crioco® 1o m.5, OoOTAHUAKIHHCS TeM, UTO I[I0 MeHbIlel Mepe OIOMH
XVMMOTEPAIeBTUUESCKMY areHT BHOPAH M3 IPYINH, COCTOAmEeN M3
nakapfasmHa, »OolleTakceljla, IOKCOPYyOMLMHA, JIMIOCOMAJIBEHOTO

ﬂOKCOpy@MHMHa M BMHKPHMCTHWHa.

Crioco® 1o I1.6, OTAMYAKIHMHACSI TeM, UYTO [I0 MeHbIel Mepe OOHMUM

XVMoTepalleBTUYeCKVMM al'eéHTOM ABJIAETCA HaKap@aBMH.

Crioco® Mo I.6, OTAHYAKIUHHMCS TeM, UYTO II0 MEeHbIlel Mepe OIHUM

XMMMOTepalleBTUYEeCKMM al'eHTOM ABJIA€eTCA »JoleTaKcCeJl.

Crioco® IO 1.6, OTAMYAKIHHACS TeM, UTO [I0 MeHbIel Mepe OOHUM

XVMMOTepalleBTUYEeCKVYMM al'eHTOM ABJIA€TCA HOKCOpy@MHMH.

10. Crnoco® 10 1.6, OTJAHYANIHHCS TeM, UYTO II0 MeHLIIel Mepe

OIOHVM XVIMMOTepalleBTUYeCKVMM al'eHTOM ABJIA€TCA JIMIIO COMAJIL HEIM

OOKCOPYOMLMH .

11. Crnoco® 10 II.6, OTJAHYANIHHCS TeM, UYTO II0 MeHLIIelV Mepe

OIOHVM XVIMMOTepalleBTUUECKVM aIl'eHTOM ABJIA€TCA BUMHKPUCTHMH.
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