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OBLLUME NPUHLMUMDbI NPOBEAEHUA
NMPOTUBOOMYXOJIEBOM
JIEKAPCTBEHHOM TEPANMUMN

Konnektus astopos: TpakunH A.A,, becosa H.C,, Bonkos H.M., Tnagkos O.A., Kapace-
Ba B.B., CakaeBa J.4., Pageesa H.B., PeasaHnH M.1O.

1. BBEAEHUE

MpoTuBOOMNYyX0/N€EBas eKapCTBEHHANA Tepanus ABNSETCA CAMOCTOATE/IbHBIM Pa3jesioM
OHKONOTUM, 06BEANHAIOWMM XMMUOTEPANUIo, TOPMOHOTEPANUIO, TapreTHYH, UMMYHO- U NOA-
AEPXXMBAOL YO TEpanuio, U UTpaeT BaXHYHO POJib B 1€4EHNM MaLMEHTOB CO 3/10Ka4eCTBEHHbIMMU
HOBOO6pa3oBaHUAMMU. [IpOTMBOONYXO/1EBbIE NPenapaThl Ha3HaYaloTCA B COOTBETCTBUM C MOKa-
3aHMAMMU, yKa3aHHbIMM B UHCTPYKL MK K NpenapaTy. [lonycTMMo Ha3HavyeHue npenapara no Hesa-
PerncTpMpoBaHHbIM NMOKA3aHUAM UAU B HE3aPErnCTPUPOBAHHbIX B UHCTPYKLMUN A03MPOBKAX
NpU HaMYUN MHGOPMUPOBAHHOTO COrNIACUA NALMEHTA U COBNOAEHUN CNEAYIOWNX YCNOBUIA:

a) paHHas onumMA yKasaHa B KAMHUYECKUX PEKOMEHAALMAX;
6) [AaHHanA ONuMsA He yKas3aHa B KAMHUYECKUX PeKOMeHAaLnsAX:
* MO XM3HEHHbIM NOKa3aHWAM Mo pelleHnio BpayebHOM KOMUCCUM UNN OHKONOTUYECKOTO
KOHCUANYMa;
*  Ha/nyme Hay4HbIX 060CHOBaHMI 3G EKTUBHOCTU AaHHOM Tepanuu (Hay4Hble ny6-
JIMKALUW MW PETUCTPALMOHHbIE MOKa3aHWA B APYrvX CTpaHax);
« oTcyTcTBMe 601ee 3P EKTUBHbBIX U (MN) MEHEE TOKCUYHBIX METOZ 0B SIEHEHUA.

1.1. Llenn nekapcTBEHHOr 0 1I€4EHUA 3/10KaYeCTBEHHbIX ONyXo/ein

*+  W3neyeHue naymeHTa
+  KoHTposib 3a60/1€BaHMA N yBEANYEHNE MPOAO/IKNTENBHOCTU MUIHN
+  YcTpaHeHMe CUMNTOMOB 60/1€3HU U yAyYLleHNe KauyeCTBa KU3HU.

1.2. Buabl npoTMBOONYX0/1€BOM IeKapPCTBEHHOW Tepanum

AABIOBaHTHaA: Ha3HavyaeTCA Noc/e paAnKaibHOroO XMPYPryeckoro NeYeHus uamn pagnKanbHoi
NT c yenbto NpodUNAKTUKM pelnanBa 3aboneBaHNs.
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HeoapbloBaHTHaA: Ha3Ha4yaeTCA MPU UCXOAHO ornepabe/bHbIX OMyXOaAX A0 pajMKanbHOIo Xu-
PYPrM4eCcKOro sie4eHnUs AN 40 paguKanbHoi JIT ¢ Lesblo yMeHblueHWUA o6beMa onyxou
N AOCTMKEHWUA NaTOMOP(ONOrnMYecKoro oTeeTa.

Nleye6Han/VHAYKLUMOHHAA: 1eKapCTBEHHaA Tepanus Npu MeTacTaTUYeCKOM UM MeCTHOPacnpo-
CTPaHEHHOM OMyX0/1eBOM MPOLIeCCe, Hanpas/ieHa Ha yBe/IMYeHNe NPOAO/IKNTEIbHOCT XIN3HU
nauueHTa, B OTAE/bHbIX Cy4asaX MOXKET ObITb JOCTUrHYTO BbI340POB/EHME.

MannnaTmnsHas: npecnejyert Lenb yctpaHeHUA CMMNTOMOB 3a60/1eBaHMA 3a cyeT yMeéHbleHnA
onyxoneBon Macchbl, He npecseayeT ueab yBeNNYeHUA NPOAO/IKNUTENBHOCTN XU3HN.

MopaaepuBatowan nekapcTBeHHasA Tepanua: Hanpas/ieHa Ha NojAepxaHune sgdekTa, ocTur-
HYTOro Npu fe4e6HOM/ MHAYKLVOHHO NeKapCTBEHHOM Tepanuu.

MpoTnBOONyXONEBbIe NeKapCTBEHHbIE NPpenapaThl MOryT 6bITb MCMONb30BaHbl OTAENBHO
B BM/le MOHOTEpanuu UAN B COCTaBe PeXMMOB KOMBMHMPOBaHHOW NeKapCTBEHHON Tepanuy,
a TaKKe MOTyT COYEeTaTbCA C APYTUMU BUAAMM Tepanuu (nyyesas, onepauns u 4p.).

XuMuonyyepas Tepanua — 0HOBPeMeHHOe WM NOC/e0BaTe/lbHOe KOMOMHUPOBaHHOE NpUMe-
HeHWe NeKapCTBeHHOM Tepanum (Bo3MoxHa XT, TapreTHas Tepanus, UMMyHoTepanus) u /1T,

XMMMOMMMyHOTePaI‘IMR — OJHOBpeMeHHOoe KOM6I/IHI/IPOBaHHOE npnMeHeHne xmuMmmonpenapatos
N MMMYyHOMpenapaToB — MOHOK/IOHa/IbHbIX aHTUTEN, VIHTqu)epOHOB.

XVIMVIOrOPMOHOTePaI'IM}'I — OAHOBpeMeHHoe KOM6MHMPOBaHHO€ npnMeHeHne xmMmnonpenapaTos
1 ropMOHa/bHbIX NpenapaTos.

1.3. Cnoco6bl npUMeHeHUA NPOTUBOOMNY XO/1€BbIX
NeKapCTBEHHbIX NpenapaTos

CUCTEMHBII: paccynTaH Ha pe3opbTUBHbINA NPOTUBOOMYXO/EBbIN 3PPEKT NpU NpremMe NPOTUBO-
OMyxo/1eBOro npenaparta BHYTPb, BBeAeHUW N/K, B/B, B/M, peKTanbHoO.

Peruouapublﬁ: /]eKapCTBEHHbIl‘;I npenapat BBOAUTCA B COCY/bl, NnUTatowune HOBOO6paBOBaHI/Ie,
Npn 3TOM CUCTEMHOE BO3AEVICTBME, T.€. noCTynaeHne UMToCTaTnuka B gpyrmue opraHbl MUHU-
Ma/ibHO.

JlokanbHbIii METOA: NpenapaTbl HAHOCATCA Ha MOBEPXHOCTHbIE O4ary B BUAE Maselt UM pacTBOpOB,
BBOAATCA HEMOCPEACTBEHHO B OMYXO/IEBbIN O4ar, B CEPO3HbIE NONOCTH (6PIOLWHYIO — C Le/ibio
KYMUpOBaHWsA acLm1Ta, FPYAHYIO — C LLe/Ibio KYNUPOBaHWUA NAEBPUTA), CIMHHOMO3rOBOM KaHan
(MHTpaTeKanbHO), NPUMEHSAIOTCS BHYTPUMY3bIPHO.
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2. OB ME NPUHL UMbl NEKAPCTBEHHOW TEPANUU
3/I0KAYECTBEHHbIX HOBOOEPA3OBAHUM

Bbi6op Tepanuu OCHOBLIBAETCA Ha JIOKanM3aymMm u Moppoaoruyeckoin popme onyxonu,
ee MO/IeKy/IApHOM Npo¢uie, pacnpoCcTPaHEHHOCTUN OMYX0NeBOro npoLecca, 3¢PeKTUBHOCTH
paHee MpOBOAMMOW Tepanm, COCTOAHNM NALMEHTA, eIV 1eYEeHWUA B KOHKPETHOW KIMHNYECKON
CUTYyaL MK, COOTHOLWEHUMN NOTEHLMANbHOM NONb3bl M TOKCUYHOCTU NeYeHU .

Ecav uenbto aBnseTcsa n3neveHmne, TO Aaxe 3Ha4MTeIbHble NOBOYHbIe 3 deKTbl ABAAIOTCA
npuemnembiMun. Korga uenbio ne4eHns ABAAGTCA NPOATEHNE XKU3HU, TO CAeAYeT TulaTelbHO
paccMOTpeTh COOTHOLEHWE OXMUAAEMON MO/b3bl U BbIPAXKEHHOCTU NOBOYHBIX 3PPEKTOB
Tepanuu. [pu nananaTUBHOW Tepanuu neveHne caegyeT Bbi6UpaTh Tak, 4TO6bl BEPOATHOCTb
BblpaXKEHHOW TOKCUYHOCTM Bbl1a He60bWOWA. B 3TOM ciyyae no6oyHble P PeKTb He JO/KHbI
6bITb TAXKENEe, YeM CUMNTOMbI 3ab01eBaHNA.

[pu neveHnn meTactaTuyeckmx GopM onyxosaei MoXxeT BbITb MCNO/Ib30BAHO HECKO/IbKO
NVHWIA Tepanuu. Mepexos oT OAHON IMHUM K APYTON NPOWU3BOAUTCS NPU NMPOrpPeCCUPOBaHUN
3a60/1€BaHNA AW NPU HEMEPEHOCUMOCTU TepPanun BCIeACTBUE BbIPAXKEHHBIX HEXeNaTeNbHbIX
ABNEHUI. [py 60NbWINHCTBE ONYX0/ei B ClyYae HeMpepLIBHOTO NporpeccMpoBaHuns 3abo-
NleBaHuUs Ha GOHe TPex NOCAeA0BaTENbHBIX IMHWIA Tepanum (Mpu paKke MOJIOYHOW esesbl —
40 5) fanbHelwee 1eKapCTBEHHOE IeYeHMe HEe BCErAa MMEeT CMbICA.

2.1. XapaKTepUCTUKM ONYXO/U, Y4UTbIBaeMble
NPy NNIaHMPOBaHUM IeKapCTBEHHOM Tepanum

Mpv nocTaHOBKe MePBUYHOIO AMarHo3a NpeAnoyTUTeNbHa ero F’MCTO0rnYecKasn Bepudu-
KauuAa, BbINONHEHNE MONIEKYNAPHO-TEHETUYECKUX U UMMYHOTUCTOXUMUYECKUX UCCNe[0BaHNI
B COOTBETCTBUMW C KAMHUYECKUMUN PEKOMEHAaLNAMU.

Mpun TAXKe0M 061LeM COCTOAHMMN NaLMeHTa, TEXHUYECKUX TPYAHOCTAX UM HEBO3MOXHOCTU
nposegeHnA 6UONCUN OMYXOAN, MOXKHO OCHOBbIBATbLCA Ha pe3yabTaTax LUTONOrN4eCKOro
nccneaoBaHua. B page cuTyaumnii, HanpuMep, Npu repMUHOTEHHBIX OMYXO0AAX, XOPUOKapLMHOME
MaTKW, renaToLe /Il AIAPHOM paKe AOMyCKaeTCA Havya 0 Tepanmm NPy HaMYMmM XxapakTepHomn
KNAUHUYECKOW KapTUHBI, JaHHbIX UHCTPYMEHTa/IbHbIX METOZ0B 06C/1e,0BAHNA U MOBbILLEHHOTO
YPOBHA cneunpuryeckmx Mapkepos.

Mpu passuTuu peuunansa 3abonesaHns (MECTHbIN PeLUanB ONYXOAN AN NOABAEHME
MeTacTa3oBs) HEO6XOAMMO CTPEMUTLCA K €10 TMCTONIOTMYECKON UAN LUTONOMUYECKON BEpH-
duKaLNUM, ecan OHa TEXHUYECKM BbIMOMHMMA 6e3 CyleCTBEHHOrO PUCKa CEpbe3HOro Bpeja
ANA NaUUeHTa, C Le/bio UCKIOYEHNA MeTaXPOHHbIX, B TOM YMC/e, MHAYLMPOBaHHbIX 310-
KayecTBeHHbIX HOBOOGpa3oBaHWin, M3MeHeHUa MOpdoNorudeckoi Gopmsbl (TpaHchopmaLmm)
/N MonekynapHoro npodpuna onyxonun, oCobeHHO B CAeAYIOWNX CUTyaLnax:

*  NPWUNO34HUX peunanBsax;

* B CWTyauMAX, KOrga BO3MOXHOE M3MeHeHMe MOAeKYIAPHOro Npoduaa onyxonun sneyer
3a co601 KOppeKL Mo TepaneBTUYECKUX NOAXO0A0B;

* B CJ/lydae HeTUMUYHOroO BapMaHTa MeTacTasMpoBaHMA ONYXONu;
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. NpY HANUYNUN CONTNTApHOIO MeTacTa3a Kak eJUHCTBEHHOIO NpoAB/IeHUA 3abosieBaHus.

|_|PVI HEBO3MOXHOCTHU Bequ)MKaLI,I/IM peunauea 3a6oneBava, TAaKTUKa nevyeHUa onpe-
AenaeTca ucxoaa U3 AaHHbIX aHaMHe3a, KANHUYECKON KapTUHbI, AaHHbIX AOMO/NTHUNTE/IbHbIX
WHCTPYMEHTa/IbHbIX METOA0B VICC/]eAOBaHVIVI, onpeaeneHna onyxoneBblX MapKepos.

2.2. XapaKTepUCTUKM NayMeHTa, yYmTbiBaeMble
NPy N1IAaHMPOBAHUM /IeKapCTBEHHOMW Tepanum

1. MHeHue nauuneHTa u ero Boi6Op.

2. Bospacr.

3. O6uwee coctosaHme (oueHnsaertcsa B 6annax no wkane ECOG). Mpu ctatyce ECOG = 3 6annos
XT, KaK NpaBwn/o, He NoKasaHa (3a uckatoYeHeM 60/bHBIX, HE MO/TYYaBLIMX paHee Tepanuu,
C BbICOKOYYBCTBUTE/NbHLIMU K JaHHOMY BUAY N€4eHNA ONYXOAMM, MPU KOTOPLIX BbICOKA
BEPOATHOCTb AOCTUIKEHUA BbIPAXEHHOIO MPOTUBOOMNYX01eBOro 3$deKTa); pelweHue
0 Ha3Ha4YeHUUW TapreTHOW Tepanuun, FOPMOHaAbHOW M UMMYHOTEpanuu NpUHUMaeTCs
WHAMBUAYAJIBHO.

4. ConyTcTytowme 3aboneBaHns. HeobxoamMMa oueHKa CneKTpa conyTCcTBYOLWeN naTo-
NOTUU, TAXECTU NNMPOrHO3a 414 KaXa0ro 3aboneBaHuA. Bblpa)KeHHble conyTcTBytowme
3a60/s1€BaHNA N UX NeYeHne MOTyT ABNATLCA MPOTUBOMOKa3aHMEM AN NpoBejeHUa
NMPOTUBOONYXONEBON IeKapCTBEHHON Tepanuu. B cayyasx, Korga npogoKUTeNbHOCTb
XW3HUW NaLMeHTa onpejenseTcs He ONMYyX0/eBbIM, @ COMYTCTBYOWMUM 3aboneBaHuneM,
npoBe/jeHne NPOTUBOOMYXO/IeBOW IeKapCTBEHHOM Tepanuu HelenecoobpasHo.

5. [peawecTsylowee NPOTUBOOMYXONEBOE NeveHUe (KOANYECTBO KYPCOB €YEHUS, UC-
No/b30BaHHbIE IeKAPCTBEHHbIE NpenapaThl, B C/ly4ae NPUMEHEHMNA aHTPaALUMKANHOB —
MX CyMMapHble 403bl, JOCTUTHYThHIVi paHee OTBET OMYXO0/1M Ha Tepanuio, NepeHOCNMOCTb
Tepanuu), 0CTaTO4HbIE NPOABAEHUA TOKCUYHOCTU.

6. TlcuxocoumanbHbI cTaTyc NauneHTa. BaxHol cocTaBastowei ycnewHo Tepanmm agas-
€TCA KOMM/JIaeHTHOCTb NaLMeHTa — CNoCO6HOCTb M TOTOBHOCTb NalueHTa cobohaThb
BCe NpeAnncaHunA nevallero Bpaya, rpadpuk nevyeHns n o6caefoBaHuA.

2.3. MpoTuBONOKasaHMA K NPOBEAEHUIO IeKAPCTBEHHOMW Tepanuu

MpoTrBONOKa3aHUA K NPOBEAEHMIO IeKaPCTBEHHOM Tepannm MOryT HOCUTb a6 CONOTHbIN
N OTHOCUTE/IbHbIN XapaKTep.

2.3.1. A6contoTHble NPOTUBOMNOKasaHUA

ABCOMOTHBIM MPOTUBOMOKa3aHMEM ABIAETCA KpaliHe Taxenoe (ctaTyc no wkane ECOG 4 6an-
n1a) obuiee COCTOAHME NayMeHTa.

B ka0 KOHKPeTHON CMTyaLMmn JOMKHO OLeHNBATHCA COOTHOLWEHWE NOTEeHLMaNbHBIX
no/b3bl M Bpeja NpOTMBOOMYXONEBOI IeKapCTBEHHO Tepanun. HanpuMep, npu n3neqnmbix
OMyXoNAX (FepMUHOTEHHbIE OMYXO0/IW, XOPUOKAPLMHOMa MaTKU, IMMbOMbI) MW NPK UCNONb30Ba-
HUM MaNOTOKCUYHBIX BICOKO3GdEKTUBHbIX MpenapaTos (MHrnbutopsl EGFR npu pake nerkoro,
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['T) Tepanva Nepeoi IMHUN MOXKET MPOBOAUTLCA MALMEHTAM U B KPaiHe TAXKEIOM COCTOAHUN.
OAHaKO AP 3TUX XKe onyxonax npopegeHue TepanmMm no3fgHUX I'IVIHVII\/‘I, Korja waHC Ha n3sievye-
HUe NN 3HaYMMOe NPOJNeHME KU3HU MUHMMANEH, 3aa4ell Tepanum CTaHOBUTCA KOHTPOb
CMMNTOMOB 3a60/1€BaHMsA MPU MUHMMU3AL MU TOKCUYHOCTM U PUCKA TAXKE/IbIX OC/IOKHEHU.

2.3.2. OTHOCUTeNbHbIe NPOTUBOMNOKa3aHUA

OTHOCKTENIbHBIMUM MPOTMBOMOKA3aHMAMM K NPOBEAEHMNIO Tepanun ABNAGTCA aKTMBHAA
MHPeKL A, paHee NepeHeCceHHbIi MHPAPKT MMOKapAa, OCTPOE HapylleHe MO3roBOro KpoOBO-
obpalyeHna 4aBHOCTbIO MeHee 6 Mec., OCTPblIit (B CPOK 40 5-7 AHel) TPOM603 ry6OKUX BEH.

Jna MHOrMX npenapaToB CyLWeCTBYIOT cnelunduyeckmne OTHOCUTE/IbHbIE MPOTUBOMOKa3aHNA.
Ans uncnnatura: coctosHme no wkane ECOG > 16anna; KAMpeHc KpeaTuHnHa < 50-60 MA/MUH.;
CeHCOHeBpanbHafA TYroyxocTtb > 1cT. u nepudepunyeckan HeiponaTtma > 1 cT.; cepaeyHan
HepgocTaTtoqHoCTb -1V knacca no NYHA. ina aHTUaHIMOreHHbIX NpenapaTtoB — KPOBO-
TeyeHWe, Hannume cBUIA, Neppopaunm nonbix opraHos KT B aHamMHe3e, apTepuasbHble
TpoMb603MboNNYecKMe cObbITUA B aHaMHe3e, HeKOHTPOIMpyeMas apTepuanbHas runepTeHsuns.

OcTpble MHPY3NOHHbIE peakLun 1-2 cTeneHU TAXKECTU, Kynupylowmnecs BBeJeHnemM
aHTUIMCTaMUHHbIX NpenapaToB U cucTeMHbix [KC, He ABAAOTCA abCOMOTHBIM NPOTHUBOMNO-
KazaHMeM K NOBTOPHOMY NMPYMEHEHUIO BbI3BABLIEro UX NpenapaTta, HO TpebyloT ycuaeHus
npemMeaukaunn: 20 Mr gekcameTasoHa (MM ero 3KBMBaNEHTA) BHYTPb MPUBANZUTENBLHO
3a12 1 6 4acoB A0 BBeZeHWA npenapaTa u/vamn 20 Mr fekcamMeTasoHa BHYTPUBEHHO NPUMeEpPHO
3a 30-60 MWH. Ao BBejeHUs npenapaTa, 50 Mr gudeHrnapamuHa (MAu ero sKkBMBaseHTa)
BHYTPMBEHHO M 50 Mr paHuTuguHa (Mau 20 Mr GamoTUAMHA) BHYTPUBEHHO 3a 30-60 MUHYT
[0 BBe/leHMA Npenapara, yAMHeHna BpeMeH UHY3NM AN NPUMEHEHNA TOro XKe npenapara
APYroi ¢upMbI-NponN3BOANTENA, MPOBEAEHUSA NMPOTOKONA AeceHCUbuamnsaymm (Hanpumep,
Mpw NeveHun Kap6onaaTUHOM, OKCANUMNATUHOM) (CM. BO3MOXKHbIN BapuaHT AeCeHCnbnam-
3aunn: Tronangunna A.C., Konomuey J1.A., Mopxos K.1O., Heuywkunna B.M., MNokaTaes N.A.,
PyMmanues A.A. n coaBT. [lpakTU4ecKne peKoMeHAaLNN MO NeKapCTBEHHOMY /le4eHUIo paKa
AVYHMKOB, MePBUYHOrO paKa OpIOWMHBI U paka MaTOYHbIX TPY6. 310Ka4eCTBeHHbIe OMYXO0/n:
MpakTuyeckue pekomMeHgaunm RUSSCO #3s2, 2022 (Tom 12). 198-211).

B cnyyae pasBuTMA KAMHMYECKM 3HAYUMbIX aN1@PrMYeCKMX PeaKL i, a TakxKe Npu oTCyT-
CTBUU B MeAULMHCKOW OpraHn3aLmnm Heobxo4MMoro NpoTUBOOMNYX0/1EBOMO 1EKAPCTBEHHOTO
npenapaTta MoxeT 6bITb NPOM3BeAEHA 3aMeHa ero Ha ApPYroi, CXOXKMUI Mo 3PPeKTUBHOCTHU
npenapaT, B paMKax O4HOW rpynnbl: HanpuMep, Npu MenaHoMe nembpoansymab MmoxeT 6bITh
3aMeHeH Ha HMBO/yMab Uau NpoaronmMmMab B MOHOTEpanuu; NakanTaKcen Ha goueTakcen u,
Hao60poT, — Npu 60/NbWMHCTBE ONYX0Jieit; KapbonaaTUH — Ha LMCNAAaTUH — NPU pake AnY-
HUKOB, paKe MO/NIOYHOW XKene3bl, paKe IerKOro; OKCaaMnaaTUH — Ha LUCNAaTUH NPy pake
XenyAka, KaneyntabuH Ha MHOY3UOHHBIN GTOpypaLna M Ha060POT NPU 6ONBLINHCTBE OMNYXO-
neit. PaBH03GHEKTUBHBIMM 1 B3aMMO3aMeHAEMbIMU TaKKe ABAATCA UHTMOUTOPLl apoMaTassl,
ueTykcumab n naHMTymyMab npu KONOpPeKTaNbHOM pake.
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2.4.TMopapepKaHne J030BON UHTEHCUBHOCTHM
NpPOTUBOOMNYXO/IEBOM Tepanum

MHTeHCUBHOCTb UnTOTOKCHYecKoi XT onpeaensaeTca Kak f03a, BBOAUMAA B e AUHNLY
BpeMeHU. OHa MOXeT 6biTb MOBbIWEHA 33 CHET YBE/IMYEHWUA PAa30BO 403bl (BbICOKOAO3-
Hble PEXMMbI) UM YMEHbLIEHUA NHTEPBANOB MEXAY BBEAEHUAMMN (YNIOTHEHHbIE PEXUMBI).
Mp1 NPON3BOACTBEHHOM HEO6XOANMOCTU UM NPU KAMHUYECKUX NOKa3aHNAX AOMNyCcKaeTcA
pasjenbHoe NpUMeHeHWe LMTOCTaTUYeCKUX NpenapaToB M NPOTUBOOMYXONeBbIX MOHOK/NIOHa/Ib-
HbIX @aHTUTE/, UHTEPBa/ MeX/AY KOTOPbIMU MOXeT focTuraTh 7 AHeit. Hanpumep, koMbuHauma
AoLeTaKcen + TpacTy3yMab + nepTy3ymab (Bce npenapaTtbl B AeHb 1-i, KypCbl KK Able 3 HeAenn)
MOXeT 6bITb MPUMEHEHA KaK foueTakces (4eHb 1-i), nepTy3yMab + TpacTy3ymab (aeHb 4-14,
KYPCbl KaXAble 3 HeAem); Unu KoMbuHauma 6eBaunsyMaba A naHMTymymaba uim LeTyKkem-
Maba c xuMuoTepanuei Npu pake TOACTON KUIWKKM (TapreTHbI MpenapaTt MoXeT 6biTh BBeAeH
KaK B 1 A€Hb, TaK U B NOCAEAYIOWME AHU LIUKAA), 4TO He ABARETCA HapylweHueM. C Lie/blo Nog-
AepXaHNA J030BOM MHTEHCUBHOCTM Tepanum, a Takxe NpoPuNaKTUKK pa3BuTuna GebpuabHomn
HeMTpOMNeHUN Nocne 3aBeplleHna LMTOCTaTNYeCKON Tepann BO3MOXHO npumereHme M-KCO,
Hanb6osee pacnpoCTpaHeHHbIM NpeACTaBUTeIeM KOTOPOTro ABAARTCA GUATPACTUM U €ro Npo-
NOHrMpoBaHHble GopMbl. [l03a M NPOAO/HKNTENBLHOCTb Tepanum GUArPacTUMOM UHANBUAYANbHbI
N ONpesensoTCA ero KANHNYeCKon 3PpPeKTUBHOCTbLIO, OLLEHNBAEMON NO ANHAMUKe YPOBHA
HelTpodpnoB. BMecTo A03bI 5 MKI/Kr ONYCTUMO NpUMeHeHne pUarpacTma B UKCMPOBaHHbIX
CyTOou4HbIX A03ax 300 MKr uam 480 MKr. BO3MOXHO J0CpOYHOE NpeKpalleHne Tepanuu puarpa-
CTMMOM B CUTyaLMAX, KOrja noc/e NepBoHavabHOro najeHna yposHa HeMTpodpunIoB oTMeYaeTca
ux pocTt 4o =10 x10°/1 nmbo, ecav ux cHxerue nocse XT He HabOAAN0Ch, MPY AOCTUKEHNM
YPOBHA HeTpoPna0B =40-50 x 10°/1. TIpy 3TOM MUHMMaNbHOE KOIMYECTBO NOC/Ae40BaTeNbHbIX
AHeN BBeeHNA KOPOTKMX GOPM PpUArpacTMMa JOMKHO COCTaBAATbL He MeHee 3.

HekoTopblie npenapaThl MOXHO 6e30NacHO 1 NpU HeMeHblel 3PpPeKTUBHOCTU BBOAUTD
B MICXOAHO CHUKEHHbIX ,03aX, OT/IMYHBIX OT NPeCTaBNEHHbIX B UHCTPYKLMM MO UX MPUMEHEHWIO.
Hanpumep, kabasutakcen 20 Mr/m? kaxable 3 Hegenu, abupatepoH 250 Mr B CyTKM Npu 04HOBpe-
MEHHOM NpueMe C XMPHOW NULLei, KaneLuuTabuH (no3000mrB CYTKN 1-7 AHM Kaxble 2 Heaenn).

BO3MOXHO yMeHbWMUTb 403y $OAMEBOI KUCAOTbI (Kanbuus $oanMHaTa) B pexnMax c nHdy-
3MOHHbBIM WK CTPYNHbIM BBeAeHWEM Topypauuna (Hanpumep, FOLFOX, FOLFIRI) go dpuk-
CMpOBaHHOM A03bl 50 Mr B 1 feHb, UM e BOOOLLe MOXKeT 6bITb MCKNOYEH U3 CXeM, 6e3 3Ha-
4YMMOTO BAMAHMA Ha UX 3PPEKTUBHOCTbL M NepeHOCUMOCTb. JlaHHble pAja uccieoBaHuin
(renatouenntonapHbIi pak, pak o4k, IMMGOMa XOAKKUHA, NIOCKOK/IETOYHbIA PaK ro0BbI
Vi Wen), CBUAETENbCTBYIOT O BO3MOXKHOCTU MPUMEHEHUA 60/1ee HU3KUX 403 UMMYHOTEepanum
(HanpuMep, HUBONYMa6 40 Mr KaxAble 2 Hegenw, neM6poansymab 100 Mr KawAble 3 HeAenn).

PexXuMbl NneyeHUs B 3aBUCUMOCTHU OT AO03bl ULUTOTOKCUYECKOro NpenapaTa

B 3aBUCMMOCTM OT MHTEHCUBHOCTM AO3bl UUTOTOKCUYECKOrO NpenapaTa BblAeNAKT:

1)  HW3KOAO3HYIO (HU3KOMHTEHCHBHYIO) XT: 4acTO peKOMeHAYeTCA 60/IbHbIM MOXWU/IOrO 1 CTap-
4eCcKoro BO3pacTa, naLMeHTaM C Cepbe3HOM CONyTCTBYIOLW N NaToN0rMel, PN TAXKENOM
N cpeaHeTANKe0M 061eM COCTOAHUM, NPU NPOBeAEHUN Tepanuu C NaNaNaTUBHON Lie/bio;
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2) XT cTaHpapTHOM A4030BOM MHTEHCUBHOCTY;

3) BbICOKOAO3HYIO (BBICOKOMHTEHCMBHYO) XT, Kak MpaBu/0, XapaKTepu3yioLwyoCs BbICOKOM
MWUeNo- 1 UMMYHOCYNPECCUBHOCTLIO, BMNOTH A0 MNONIHON M1enoabnaTuBHOCTY;

4) cBepxBbICOKOAO3HYIO XT nan XT CBEPXBLICOKON MHTEHCUBHOCTU, KOTOPas, Kak Npasuo,
npeactasaseT coboii MOANPUKALUM YIKe CYLLECTBYIOLUX PEXUMOB BbICOKOAO3HOW XT
c pob6aBseHNEM AOMONHUTENbHBIX XUMNOTEPaneBTUYECKUX areHTOB U/IN C JOMO/THUTEIb-
HOW 3CKanauunel 403 0AHOIO AN HECKONbKUX XUMMOTepaneBTUYeCKUX areHTOoB;

5) MeTpoHOMHYI XT — perynsapHoe HasHayeHune LMTOCTAaTUYECKUX NpenapaTos B 403aX,
3HAYMTE/IbHO MEHbLMNX MAaKCUMa/ibHO MEPEHOCUMbIX (B HU3KMX A403aX), C HE60bIINMY
(3HaYNTENBHO MEHBLWIMMM, YEeM B CTAHAAPTHLIX PEXUMaX) UHTEPBAaMU BPEMEHMU;

6) PeXWM C yNAOTHEHHbIM BBEAEHMEM XMMUONpPENapaTos (403-AEHCHbIN pexum): pac-
cMaTpuBaeTcsA NMpu 6bICTPO NPONEPUPYIOLUX ONYXOAX; XapaKTEPU3yeTCA MEHbLUIUM
MHTepBasioM (2 HeAeM BMECTO 3-HeAe/IbHOTrO MHTEPBaa) MeXAY BBEAEHUAMMU LUTO-
CTaTUYeCKUX NpenapaTtoB n TpebyeT NpodunakTUYecKoro ncnosbzoanmsa M-KCo.

MHOru1e BUAbI TPOTUBOOMYXO0NEBOM IKAPCTBEHHOM Tepanuu (Mpexae BCero, LUTOTOKCU-
YeCKoi1) 061a4at0T Y3KMM TepaneBTUYECKUM OKHOM, B CBA3M C YEM, BaXKHO NMPUAEPKMBATHCA
PEKOMEH/0BaHHBIX 403 MPENapaToB, a TaKKe UHTEPBA/IOB MEXKAY NX BBEAEHWUAMMU.

PacyeT f03bl LUTOTOKCUYECKOTO CPEACTBA A4/18 60/IbWMHCTBA NPenapaTos BbINONHAETCS
Ha nowWajb NOBEPXHOCTM Te/a, ONpeAeNnTb KOTOPYI0 MOXHO No popMysie MocTennepa, [lobya
n [llobya B MOAMdMKALMM, @ TAKIKE NMPU MOMOLLM HOMOTPAMM U KasbKyAATOPOB. PekoMeHAy-
eTCA OKPYr/NeHMe pacyeTHOM NAowWaamn NoBEPXHOCTU TeNa 40 NepBOro 3HaKa noc/e 3anaToi.

®opmyna Moctennepa (Mosteller, 1987):

NNT (m2) = v/ Bec [kr] x pocT [cM]/3600
®opmyna Arobya n Arobya (Mognudurkayms):
NNT (M2) = Bec [kr]®4% x pocT [cM]*725/139,2

Y 60/1bHbIX C OXXUPEHUEM MPU OTCYTCTBUU COMYTCTBYIOWEN NaTONOTUN pacyeT 403bl
npenaparta NMpou3BOAUTCA UCXOAA U3 GaKTUYECKON MacChl Tena, 0COBEHHO eCan Lenblo
Tepanuu ABafAeTcA nsnedeHune. Npu Haan4MM CONyTCTBYIOWEM NAaTONOMMM, @ TaKKe B CNydae
nanaMaTUBHbLIX Liesiei Tepanvm Npyv NaoLaAmn NOBEPXHOCTM Te/a CBbIle 2 M2 BO3MOXEH pacyeT
A03bl Ha Naowazb 2 M? Ha NepBOM Kypce Tepanuu. [1pu xopolueit NepeHOCUMOCTU Ie4eHns
Ha nmocnesytoWmnx Kypcax peKoMeHAYeTCs 04HOMOMEHTHAA UM NOCAe0BaTeNbHan (B TeYeHne
ABYX-TPex KypCOB Tepanuu) 3cKkasalmsa 403 NpenapaTos C pacyeTOM Ha aKTya/bHble BEC 1 POCT.

[lnA HeKOTOPbIX XMMMOTepaneBTUYECKMX NpenapaToB yCTaHOB/NEHbl NPeAeNbHO A0MNY-
CTUMble pa3oBble A03bl (HaNpuUMep, ANA BUHKPUCTUHA — 2 MT, A 6a1eoMuumHa — 30 Mr,
Ans kap6onnatmuHa — 1000 Mr B KOM6UHaymax u 1200 Mr— B MoHOTepanwum). lns npenapaTos,
obnagatowmx 4030AUMUTUPYIOLEN KYMYIATUBHOM TOKCUYHOCTbIO, YCTAaHOB/IEHbI NPejesibHO
AOMNYCTUMble KYMYAATUBHbIE 403bl: HAMPUMeP, C Yy4eTOM KyYMYNATUBHOM KapAMOTOKCUYHOCTH
aHTPaUMKANHOB, KYMyAATUBHAA 403a ANA AOKcopybuLnHa cocTaBaseT 550 Mr/m?, ans anu-
pybuumHa — 1000 mr/m?; ans 61€0MMLMHA C y4eTOM NOTEHLMaIbHOW BO3MOXHOCTU pPa3BnUTUA
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¢nbpo3a erknx KyMynsaTUBHaA Ao3a coctaBaseT 360 Mr. B oTaenbHbIX CMTyaumsax, Koraa
OTCYTCTBYIOT Apyrue 6onee 3¢pPeKTUBHbIE ONLUM NEHEHUA U NPU YCNOBUN TLWATENBHOTO
MOHUTOPUHIa KapAMOTOKCUYHOCTU Ha poHe NPOPUNAKTUYECKOWK KapANOTPONHON Tepanuu
BO3MOXHO NpeBbllleHNe KYMYNATUBHbIX 03 aHTPaLMKANHOB.

JonycT1MO OKpyr/ieHune peanbHO BBOAVMOM 103bl NPOTUBOOMYXO/I€BOr0 1eKapCTBEHHOMO
npenapata B gnanasoHe 40 10% oT pacyeTHOW. [lepepacyeT pa3oBOi A403bl Ha NOCAEAYIOLWNX
KypCax NpoM3BOAMTCA MO aKTya ibHbIM MOKa3aTenaM pocTa 1 Beca B TOM C/1y4ae, eCau n3me-
HeHue Macchl Tena nayuneHTa npesbickao 10 %.

JonyckaeTtcancxoAHas peayKuua pa3soBoi 403bl Npenaparta B Cy4anx, Korga npuMeHeHune
peKoMeHAyeMbIX 403 NpeAcTaBAAeT A4 NaLVeHTa NOBbIWEHHbIA PUCK Pa3BUTUA OCNOXKHEHUA.
K nogobHbIM cuTyaunam oTHocaTcA obwumii ctatyc no wkasne ECOG 2-3, ctapyeckuii buonoru-
4eCcKMi BO3pacT, 60/bloii 06beM 06/1yHeHUsA MNOCKUX KOCTEN B aHaMHe3e, Hey/,0B/IeTBOPUTE b~
Hble MOKa3aTenn QYHKLMM KOCTHOrO MO3ra, MOYeK, MeYEHN N HEKOTOPbIe APYrne KNMHNYeCKUue
cuTyauuu. MNpu xopoLiein nepeHoCMMOCTU peyLMPOBaHHbIX 403 AONYCKaeTCA UX 3CKanauus,
BMN/IOTh 0 NOMHBIX 103, HA NOCAeAYIOWMX Kypcax. KAMHMYeCKM 3HaYMana TOKCUYHOCTb paHee
nNpoBe/JleHHOro Kypca Tepanuu Take ABAAETCA OCHOBaHWEM ANA PeAyKLUUN pa3oBbiX 403
npenapaTos, pe3cKanauua 403bl Ha NOCAeAYIOLWMNX KypcaX, KaK NpaBnio, He NpoM3BoAMTCA.

MpoTusoonyxonesan neKapCTBeHHas Tepanma 4acTo HOCUT LIMK/IOBOMN XapaKTep, 3a NCK/I0-
4eHMEM HEKOTOPbIX MalOTOKCUYHbIX MPpenapaTos, NpUMeHAeMbIX HenpepbiBHO. Linkn XT—nepuoa
BpeMeHn, NCYUCNAEMBIN C nepeoro AHA Nepeoro BBeeHnNA LMTOCTaTUKOB A0 NAaHUPYyeMOro
NnepBOro fHA CAeAyiOlero Kypca, BKao4aeT B ceba 4HN BBeJeHNA NpenapaTos W NAaHOBbINA
nepepbiB MeXay Kypcamu. [pumepom 21-AHeBHOro Lmkna asaseTca pexunm XELOX: npogon-
KNUTENbHOCTb Kypca 14 AHel, nepepbiB MeX Ay Kypcamu 7 AHel; npuMepoM 14-AHeBHOrO LnKAa
asaaoTca pexumsl Tuna FOLFOX uan FLOT, noBTOopHOE BBejeHMe npenapaTtoB B KOTOPbIX
3annaHnpoBaHo Ha 15 aeHb, cymTana ¢ 1-ro 4HA BBeAEHMA NpenapaToB NpeabigyLero Kypca.
anIMePOM 6—He,qeanoro LUWNK/a ABNAKOTCA PEXUNMbI, COAepIKalllne HEKOTOpble NpouU3BOAHbIE
HUTPO3OMeTUAMOYEBUHBI UM MUTOMMLMHa C.

JonyckaeTca cMelleHMe AaTbl Ha4yana caeaytollero n1e4ebHOro UMKAa Ha 3 A4HA B MeHb-
WYyt M 6ONbLIYI0 CTOPOHbI OT 3aMN/1aHMPOBAHHOM AaTbl 6€3 NPUYMH Me AULMHCKOrO XapakTepa
(npousBoacTBEHHAA HEOBXOANMOCTb, FOCYAapPCTBEHHbIE MPA3AHUKY, CEMeiHbIe 06CTOATE b~
cTBa U T.M.). Ha4ano o4epeHOro LnKkaa MOXKeET 6bITb OT/IOKEHO MO MEAULMHCKUM MOKa3aHUAM
B CeAYOWNX CUTYaLUAX:

+ no6oyHble 3pdeKTh NeveHNs, He pa3pelmnslinecs 4o cTeneHn 01K Havany creayolero
umMKAa (3a uckaYeHneM anoneuun);

+ obocTpeHue conyTcTBylOWMX 3a60NeBaHN;

+  noboe 3aboseBaHne B oCTpoii dpase.

[Ana 6onbwmnHcTBa pexxumoB XT cTaHAapTHbIMU TpebOBaHUAMU K NOKa3zaTeNAM reMo-
rpaMMbl, MO3BONAOWMM HavaTb ouepegHoii kKypc XT, anstotca A4H 21,5 x10%/1 n konnye-
cTBO TpoMbouuToe =100 x 10°//1. lns oTAeNbHBIX KOMOUHALWIA U KAMHUYECKUX CUTYaL Ui
(Hampumep, nevyeHre OHKOreMaToNOrMYECKUX 3a601€BAHNI, EXKEHEAENIbHOE BBEAEHME
nakauTakcena, reMmumtabuHa, KoMbMHaLMA reMunTabruHa C Hab-NaKNAUTAKCENIOM, PEXUM
BEP uaun EP npu repMUHOreHHbIX ONyX01aX) MPUMEHAIOTCA 0CO6ble KPUTEPUU FEMOrPaMMBbI,
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AO0CTaTOYHble AN1A HaYana Kypca/BBeeHNA XMMMonpenapaTta U y4uTbiBaeMble Npu pegyKunm
£03 npenapaToB Ha 8- 1 15-1 AHW.

YpoBeHb reMorsiobuHa He A0/KeH CYXUTb MOBOZOM K OTCPOYKe LKA Tepanuu; B Cy-
4asx BblpaXKeHHON aHeMUn TpebyeTca NpoBejeHMe reMoTpaHcdy3nmn C NOCAEAYOWMUM Mpo-
AOJIKEHNEM IeHeHNS.

2.4.1. O6ecnevyeHune BeHO3HOro gocTyna

TaK Kak 60/1bWUHCTBO NPOTUBOOMYXO/1€BbIX IEKAPCTBEHHBIX MPenapaToB BBOANUTCA BHY-
TPUBEHHO, He0b6X0AMMO obecrneyeHne MaKCUMabHOrO YA06CTBa M KOMOPTa NaLMeHTaM.
Mpu XOpoLWeM COCTOAHNUM NepUPGEPUYECKUX BEH U KOPOTKUX (MeHee 12 4acoB) BHYTPUBEHHbIX
MHOY3MAX BO3MOXKHO NpOBeJeHNe NeyerHuns yepes nepudepuyecke BeHO3Hble KaTeTepbl.
Ana npoBeaeHNA PEXMMOB NpY 3aTPYAHEHHOM Nepudepryeckom BEeHO3HOM JOCTYre, a Takxe
npu ANnTeNbHBIX (> 12 4acoB) MHY3MAX NpenapaTa HeO6X04MMO 0becneyeHmne LLeHTPaNbHOro
BEHO3HOIO A0CTYMA, 4TO MOXET 6bITb JOCTUTHYTO PA3INYHLIMU NYTAMU:

*  YCTaHOBKOU NepudepuyecKkn UMNAaHTUPYEMOTrO LLleHTPabHOrO BEHO3HOTO KaTeTepa
(MWK-KkaTeTep), KOTOPLIA MOAXOAUT ANA KPATKOCPOUHOTO M CPEAHErO MO ANTENbHOCTU
(oT 6 aHel 4o 6 Mec.) MCNo/Ib30BaHMS;

*  YCTaHOBKOW MO/NIHOCTbIO UMMNAHTUPYEMOMN BEHO3HOW MOPT CUCTEMBI, ANA NOCNEAYOWeN
paboTbl C KOTOPOW MCNO/b3yeTCA creynansHas urna Nybepa; ABaAseTCA ONTUMA/bHBIM
BAapMaHTOM NpU AAUTENbHBIX (OT 3 MeC.) Kypcax edeHus;

*  KaTeTepu3auuen LeHTpanbHOM BEHbI HA KAX/AOM KypCe edeHuns (MeHee NpeanoyTUTe b-
HbI MOAXOA).

MpoBejeHne CYyTOUHBIX ¥ MHOFOCYTO4HBIX MHY3UIi TpebyeT cneumnanbHoro o6opyaosa-
HWA, Hanbonee NONYNAPHLIM ABAAETCA 31aCTOMEPHOE UHPY3NOHHOE YCTPOCTBO OA4HOPA30-
BOrO NpUMeHeHUA, CneLnanbHo pa3paboTaHHOe A8 N1aHOBOIO BBEAEHUSA /IeKapCTBEHHbIX
npenapaTtoB C 3aZaHHOW CKOPOCTbIO U B ONpeseIeHHbI NPOMeXyToK BpeMeHu. [na paja
npenapatos (Hanpumep, Topypaymia) He06X0AMMO 3aWMIaTb OT PaspylIeHUs CBETOM
MHPY3MOHHbIE CUCTEMbI U IMHUN.

2.5. OueHka 3pPeKTUBHOCTU lIeyeHun

MnaHoBas oueHKa 3¢pekTUBHOCTM XT BbINONHACTCA Kaable 6-12 Hegenb (B 3aBUCMMOCTH
OT BMAA OMYXO/IW W 3a4a4 Tepanuu), SHAOKPUHHOM U UMMYHOTepanuu — Kaxasle 816 Hegensb,
BHEMNAaHOBAA OLEHKa NPOBOAMTCA NO MOKAa3aHUAM, B HaCTHOCTM NPU NOAO3PEHUN Ha NPO-
rpeccupoBaHue 6onesHun. MHTepBan B oueHKe 3GPEKTUBHOCTM IeHEHUA NPU NPOBEAEHUN
a/blOBAHTHOM Tepany paHHEro paka MOJI0YHON e/le3bl MOXeT 40CTHraTh 6 MecALleB B CBA3N
C HA3KUM PUCKOM Pa3BMTUA peunamnsa.

OpreHTUPOM ANA OLEeHKM 3 deKTa eHeHNA MOTYT CAYKNTb MeXAYHAPOAHbIE KpUTEpUmn
OLeHKM OTBETa COMMAHbIX OnyxoAeit Ha Tepanuio (Response Evaluation Criteria in Solid Tumors
(RECIST), Bepcua 1.1 uaun iRECIST npu ncnonb3oBaHUM UMMYHOTEpaneBTUYECKUX NpenapaTos),
paspaboTaHHble UCXOAHO ANA KNMHNYECKUX NCCAeA0BaHNIA M OCHOBaHHbIe Ha ONpejesieHnn
pasMepa Oonyxo/iM MeToAaMu y4eBoi guarHoctukm (KT, MPT). Ha npakTuke ANf OLEHKM
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3¢ PeKTUBHOCTU NeyeHNa AoNyCTUMO NPUMeHeHMe MeTO/0B YNbTPa3BYKOBOW ANArHOCTUKMY,
nnaHapHoM peHTreHorpadum, 3HA0CKONUM N 06BEKTUBHOIO GpU3MKanbHOro 0b6Caef0BaHmA.
N5 HeKOTOPbIX HOBOGPa30BaHMiA (renaToLeNNtONAPHBIN paK, CTPOManbHbIe onyxoaun XKT)
pa3paboTaHbl cnelnanbHble CUCTEMbl PAANONOTUYECKON OLEeHKM 3G GEKTUBHOCTU NeYEHUA.
Ana nonyyYeHns AOCTOBEPHbIX AaHHBIX O AMHAMUKe npolecca Heo6X0ANMO MCMO/b30BaTh
OAMH 1 TOT e INarHOCTUYECKUIA MeTO/, BbibpaHHbIi A0 Havyana Tepanuu u No3BONAKWNIA
KayeCTBEHHO BM3YanN3MPOBaThL OMYXO/1eBble 04aru, C NOAPO6HbEIM ONMCaHNEM BbIABNEHHbIX
M3MEHEeHW B NpoLecce Ie4eHus.

2.5.1. Kputepuu RECIST 1.1

CoBpeMeHHbIMU KpUTEPUAMK OTBETA OMYXOAN Ha Tepanuto asaaoTca Kputepum RECIST 1.1.
OcCHOBY OLL€HKM COCTaB/AeT OnpejeseHne pasmMepa ONyxo/M C NOMOLLbIO METOA0B ly4eBON
anarHoctuku (peHtreHorpaduu, KT, MPT) (cM. «MeTogunyeckme pekoMeHAaumm no npuMeHe-
HUIO KPUTEPUEB OTBETA COIMAHBIX OMYXO/1ei Ha XMMMOTepaneBTU4eckoe nederne (RECIST 1.1).
MpaBnTenbCcTBO MOCKBHI, [lenapTaMeHT 34paBooxpaHeruna r. Mocksel, FbY3 «Hay4yHo-npak-
TUYECKWUI LEeHTP MeANLMHCKON pagunonorun lenaptameHTa 34paBooxpaHeHnsa r. MOCKBbI»,
Mocksa 2018 1.).

Onyxoneable o4yarum

B cootBeTcTBUM C KpUTepuaAmMM RECIST onyxosieBbie o4arn noApasenaioTca Ha ABa Tvna:

1. M3mepaeMmble o4arun —oyvaru, BbiiBAAeMble M COCTaBAANLME N0 HanbosbleMy AnaMeTpy:

+ =10 MM npu cnupanbHoi KT npu peKOHCTPYKLUN CPe30B TONWMHONM B 5 MM;

+  =20mMmnpu warosoit KT c TonwmHow cpesa 10 mm;

+ 220 MM npu peHTreHorpadum rpyaHoN KneTku;

* nuMmdaTuyeckue y3abl > 15 MM B n3MepeHnn, nepneHANKYAAPHOM MaKCUManbHOMY
AnaMeTpy (T.e. Mo KOPOTKOI ocw).

2. Heusmepsaemble o4arm — oyaru, BbiABAAeMble 1 COCTaBAAOWME N0 HanbobleMy gnaMe-
Tpy npu warosoM KT < 20 MM, a npu cnupanbHoit KT < 10 MM. K Hen3MepsaeMbiM ovaram
oTHOCATCA: MesKue o4aru (< 10 MM), 1eNTOMEHWHreasibHble MeTacTasbl, NEBPUT, aCLUT,
NepUKapANT, KUCTbI, IMMOOreHHbI KaHLLePOMATO3 KOXW UM NerKnX, MeTacTasbl B KOCTAX,
BOCMaNNTE/IbHbIE U3MEHEHWNA MONOYHbIX Xe/e3, 04arn C KNCTO3HON U HEKPOTUYECKON
TpaHchopMaLmeit, yBeyeHe pa3MepoB OpraHoB (rematocnaeHoMeranus), NepuToHe-
aNbHble UMNAAHTbI.

An FOPUTM Ol €HKUN

1. B nepBylo oyepesb U3MepseMble O4aru OLLEHUBAKOTCA KOJIMYECTBEHHO.

2. [lanee HyXHO BbIGpaTh TapreTHble o4aru, KOTopbie B MpoLecce Tepanuu 6yAyT UCMONb-
30BaTbCA A4N1A KOHTPOAA; TapreTHbIIZ o4ar coxpaHaeTCcA Ha NpOTAXEHNN BCEX NOBTOPHbIX
MCCNeA0BaHUI TapreTHbIM, JaXe eC/IM pa3Mepbl 04ara yMeHblWaTcsA 40 Npejena norpei-
HOCTU MeTOAa UCCNe/0BaHUA.
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B KauecTBe TapreTHOro pekoMeHAyeTCa BbIOMpPaTh He HaMboONbLWKIA, @ Hanbosee YeTKO

BM3ya/IN3MPYyeMblii M ONTUMAAbHBIA 418 U3MEPEHUA OYar.

TAPTETHbBIE N HETAPTETHBIE O4YATU

TapreTHble o4aru

M3MepseMble o4aru, MakCMManbHO 40 2 04aroB Ha OpraH, B CyMMe — /10 5 04aroB; o4armu,
oTpaxatoljme NopaxeHHbI opraH, A0/KHbl COOTBETCTBOBATb KPUTEPUAM TapreTHOro
ovara;

BbI6MPAIOTCA, UCXOAA U3 UX pasMepoB (C HAaMBONbLWMUM AMaMeTPOM) U MPUTOAHOCTH
ANA TOYHOTO NOBTOPHOTO U3MepeHus;

o4arv B NOABMXKHbIX OpraHax (Hanpumep, B opraHax KT, anuHuKax) MoryT 6biTb HEMoA-
XOAAWMNMUN ANA OLLEHKN;

YKa3blBalOTCA TO/IbKO aKCUaNbHble pa3Mepbl.

HeTapreTHble ovaru

MoryT BK/to4aTb Kak M3MepsAeMble, TaK U HeM3MepseMble 0Yary;

K M3MepAeMbIM HeTapreTHbIM O4araM OTHOCAT BCE M3MepsAeMble O4Yarv B 4aHHOM OpraHe,
KOTOPbI€ He BOLI/IN B YNC/I0 TAPTeTHbIX B CBA3M C NPEBbIlIEHNEM MAaKCHMa/IbHO AONYCTU-
MOro KoNMYecTsa (40 2 04aros Ha opras, scero — He 6onee 5);

HeTapreTHble 04arun MOryT He COOTBETCTBOBATb KPUTEPUAM U3MepAeMbIX, T.€. 6biTb
He n3MepseMbiMU;

B MAeane JO/KHbI BKAOYATb BCe 04aru, He OTHECEHHbIE K KATErOpUM TapreTHbIX.

Kputepun oyeHkm

YaCTUYHbIVi OTBET — yMeHblUeHNe CYMMbl AMaMeTPOB TapreTHblX 04aros Ha =30%.
Mo/HbIN OTBET — UCYE3HOBEHWE BCeX (TAPreTHbIX M HeTapreTHbIX) 04aros; Nto6oi U3 paHee
yBeNYEHHbIX TIMMdaTUYECKUX Y310B A0/KeH UMeTb pa3Mep < 10 MM N0 KOPOTKOW OCH.
MporpeccupoBaHme 3a6oseBaHnA — yBesnyeHne Ha = 20 % CyMMbl AMaMeTPOB TapreTHbIX
04aroB; NOAB/EHNE OHOTO UMM HECKONIbKMX HOBbIX 04aros; 6e3yc/n0BHaA nNporpeccun
HeTapreTHbIX 04aros.

Crabunusauns 3aboneBaHna — NPU3HaKKW, He COOTBETCTBYIOWME KPUTEPUAM NOAHOTO
WM 4aCTUYHOTO OTBETA, a TaK)XKe NporpeccnpoBaHmns 3aboneBaHuns.

O6wwii oTeeT

TaPFeTHbIe ovyaru

HeTapreTHbIE o4yaru

HoBble oyaru

MonHbI oTBET

MonHebI oTBET

MonHbI oTBET

Het

YHacTUYHbIN oTBET

MonHbI oTBET

YacTuuHbln oTeeT/CTabunmsaums 3abonesanus | Het

YacTuyHbI oTBET

YacTuyHbIN oTBET

OTcyTCTBME NpOrpeccpoBanus 3abonesanna | Het

Crabunumsauus Crabunvzauus OTCyTCTBME NPOrpeccMpoBaHuns 3aboneBaHns | Het
3a6oneBaHns 3aboneBaHns

MporpeccuposaHue | lNporpeccupoBaHne JNioboli oTeT EcTb unun Het
3aboneBaHus 3aboneBaHus
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O6wui1 oTBeT TapreTHble ouyaru HeTtapreTHble oyaru Hossle oyaru
Mporpeccuposanune | Jlioboit oTBeT MporpeccupoBaHme 3aboneBaHns EcTb unm Het
3aboneBaHus

MporpeccupoBaHue | Jlo6oit oTBeT Joboit oTBET Ectb
3abosieBaHusA

2.6. O6ecneyeHue 6e30NacHOCTN NeKapCTBEHHOMN
NPOTMBOOMNYXO/1€BOI Tepanuu

2.6.1. MuHMManbHble nabopaTopHblie U UHCTPYMeHTabHble
o6cnepoBaHNA NpU NpoBejeHUU NPOTUBOOMNYXO0/1€BOA
NeKapcTBeHHON Tepanuu

AO Ha4Yana nepBoro Kypca /'Iel-(apCTBeHHOﬁ Tepanun peKoMeHAyeTCA BbIMO/IHEHNE NPO-

ueayp MMHUManbHOTO YpOBHA O6Cl]e,CI,OBaHI/Iﬂ, nepevyeHb KOTOPbIX MOXeT 6bITb pacuwmnpeH

NOo KAMHNYECKUM NOoKa3saHUAM:

KJMHWYECKUI1 aHann3 Kpoeu (C onpejeneHnemM ypoBHA reMorno6uHa, 3pUTPOLUTOB,
NENKOLMNTOB C NOACYETOM NIeMKOLMUTAapHON GOPMYbl, HENTPODUIOB, TPOMEOLUTOB);
BbINOAHAETCA He 6onee yeM 3a 14 gHel 40 HaYaNa IeYeHus;

BMOXMMUYECKNIA aHaNn3 KpoBW (C onpeaeneHneM YpoBHSA FoKo3bl, 061wero 6uanpybuHa,

ANT, ACT, obuwero 6enka, eraTl/IHl/IHa); BbINO/HAETCA He 60/1ee YyeM 3a 14 AHel 0 Havana

nevyeHuns;

Koarynorpamma (GubpuHoreH, AYTB, npoTpOMBEUHOBOE BpeMs); BbIMONHAETCS He 60/1ee

yeM 3a 30 gHeN 40 Havyasa NevyeHus;

06LWWEeKNNHNYECKUI aHanN3 MOYM (BbIMOAHAETCA He 6oee yeM 3a 14 gHen fo Havana

NeyeHus);

JKT (sbinonHsaeTcsa He 6osee yeM 3a 30 AHEN 40 Hayana fedeHus);

Mo NoKasaHUAM:

- 3xoKT c onpeaenernnem ®Bax (Mpy naaHUpPOBaHUM KapAMOTOKCUYHON Tepanuu
TpacTy3syMaboM, nepTy3ymaboMm, TpacTy3yMaboM 3MTaH3MHOM, TpacTy3yMabom
AEPYKCTEKAHOM, aHTpauMKANHAMK);

- ayauomeTpus (Mpu HaANYUK/yCyry6aeHUU KAMHUYECKUX CUMNTOMOB CHUXEHWA CayXa
npv NnaHnpoBaHMK/NpoBeAeHUM Tepanumn LMCNAaTUHOM, HO He kKapbonaaTuHoOM
WK OKCaAUNAaTUHOM);

- KOHCY/bTalUWu CneunasancToB — Mo NOKasaHUAM, ONpeAefAeMbIM eHalyM BpaqoM.
HanpvMep, KOHCYAbTaL WA SHAOKPUHOIOTA UMW KapAMO0/0ra — Npu Heo6Xo4MMOCTH
Ha3HaYeHWA UM KOPPEKL MW NPOBOANMOI Tepanuu B Cayyae ee HeAOCTAaTOUYHOWM
3¢ PeKTUBHOCTY;

- nomnokasaHuaM (BblpaxeHHas obwas cnabocTb, yANUHeHue nHTepsana QT) — onpe-
AeneHve ypOBHSA MarHua y naLMeHToB, NONyYaloLWmnX LeTyKcuMab nam naHnTymymab.

B fanbHeviweM B npoLecce XMMMO- UM TapreTHON Tepanuu Nnepej HavyanoM KaXAoro Kypca

AO/MKEH 6bITb BbINONHEH 06LWEeKAMHUYECKUIA (BbINOAHAGTCA He 6oee YeM 3a 5 gHeit 4o npo-
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Be/leHUs 04epeHOrO Kypca) U GMOXUMUYECKMIA aHaNN3bl KPOBM B BblleyKa3aHHOM o6beme
(BbINONHAETCA He 60/1€€ YeM 3a 7 AHEN 40 NPOBEAEHUS O4EPEAHOTO KYPCa), NPU eXeHefeNbHbIX
pexuMax 6MOXMMNYECKMNIA aHaIN3 KPOBU MOXET BbIMONHATLCA KaXjble 3—4 Hegenn, ocTanbHble
aHaNn3bl — MO KJANHWYECKMM NoKasaHUAM. [pu npoBeAeHNN FOPMOHabHO Tepanuu, obna-
Aalolen MUHUMabHON TOKCUYHOCTbIO (AHTUICTPOreHbl, UHTMEUTOPbl apOMaTasbl, arOHNUCTbI
T'PT) BbilweyKa3aHHbIN 1a60OPaTOPHbI MOHUTOPUHT 4OMYCKAeTCA MPOBOAUTL pexe (40 1pasa
B /iBa MeCsALa). He PeKOMEHAYEeTCA PYTUHHO BbINMONHATH KOHTPO/IbHbINM O6LWEKANHNYEeCKUI
aHa/n3 KPOBM paHee, 4eM Yepes 7 AHel NoC/e Havana Kypca LMToCTaTMYeCKOM Tepanum
B OTCYTCTBUM KNUHNYECKNX NOKa3aHWii. PekoMeHayeMan NnepuognyHOCTb BbinonHeHna KM
B NpoLecce XMMMO-U/nnn TapreTHOM Tepanumn cocTtasaseT 3—4 mMec.

2.6.2. MOHUTOPUHr 6e30MaCHOCTM NPOTUBOONYXO/1€BOM
NeKapcTBEeHHOI Tepanuu

OueHKa No604HbIX 3P PEKTOB Tepanum BbINOSHAETCA Ha KaXAOM Lukae. ObwenpuHaTon
WwKanoi apnstoTca «O6Lne TePMUHONOTUYECKME KPUTEPUM HEXENATENbHBIX ABAEHMIT» (Common
Terminology Criteria for Adverse Events (CTCAE), Bepcua 5, 2017 1.). [pu passuTUM KAMHUYECKH
3HAaYMMBbIX MOBOYHbIX ABAEHUN (3—4 CTeneHM, 3a UCK/IIOYEHNEM reMaTOIOrNMYECKON TOKCHY-
HOCTM) O6bIYHO BbINMONHACTCSA PeAYKUNA £03bl HA 20-40%. MpK KyNMPOBaHWUU KAVHUYECKM
3HAYMMbIX NOBOYHBIX ABNEHWI B OTAENbHBIX CUTYaLMAX BO3MOXHO BO306HOBAGHNE NedeHns
B MO/IHbIX f,03aX, €C/IN APYrOvi NOAXO/ He NpejnaraeTca B MHCTPYKL MM MO NPUMEHEHUIO Npe-
napata. [l HeKOTOPbIX BUA0B KYMYNATUBHOW TOKCMYHOCTU, HanpuMep, 1ero4Hoi, Helpo-
TOKCMYHOCTYM KNIMHNYECKM 3HAYMMON MOXKET ABNATHLCA = 2 CTeneHb BbipaXKeHHoCTU. [pn npo-
BE/l€HUUN MaNANaTUBHON XMMNOTEPANUMN Ha3HAYEHNE CXEMbl KaXKA0W U3 IMHWIA N U3MEHEeHUA
403 MpenapaToB OMNpeAenAOTCA BPAa4OM-OHKOIOIOM (CMeLManncToM no NekapcTBEeHHOM
Tepanuu) caMocToATeNbHO 6e3 0653aTeIbHOr0 NPUBAEYEHUA OHKONOTMYECKOTrO KOHCUANYMA.

CnepyeT MeTb B BUAY, HTO ANA 4030/ MUMUTUPYIOWUX KYMYAATUBHbIX BUA0B TOKCUYHOCTH,
TaKUX KaK HeiPOTOKCUYHOCTb, OTOTOKCMHYHOCTb, IEFOYHAA TOKCUYHOCTb, KAPAUOTOKCUYHOCTb
OTCYTCTBYIOT NPOdUNAKTUYECKME MEPbI C AOKa3aHHON KIMHNYECKON aKTUBHOCTbI0. [ToCKONbKY
KYMYAATMBHaA TOKCUYHOCTb pa3BuBaeTca B npouecce uukaoson XT no mepe yseandyeHua
4yncna KypcoB, Heo6X0AMM LiesleHanpaB/eHHbI U MOAPOGHbIN cHOp Kanob naymeHTa nepes
Ha4Yas0M KaXKA0ro UMKAa edeHnA. [1pyn BbIABACHUN KAMHNYECKUX CUMMTOMOB, NO3BONAKOWMX
3aMoA03pUTb Pa3BUTUE KYMYAATUBHOW TOKCUYHOCTU, BO3MOXHO NpuBaeyeHune (Mpu Haamumum
HeO6X0ANMOCTM) NPOGUABHBIX CNELMANNCTOB U Ha3HaYeHWe HeOBXOAMMbIX METOA0B 06CeA0-
BaHWA U Ne4eHNA CNoCAeAYOWNM MOHUTOPUHIOM BbipaXeHHOCTU KNMHNYECKMX CUMMNTOMOB
no6o4Horo s¢pdpeKTa v NOBTOPHLIMM 06CNEA0BAHNAMMN NPU HAPACTAHUN UX TAXKECTU.

2.6.3. AnuTenbHOCTb NeKapCTBEHHOW Tepanum

ANnNTeNbHOCTb HEOAABIOBAHTHOW M @A blOBAHTHOM Tepanumn yCTaHaBAWBAGTCA KAUHNYe-
CKVMMU peKoMeHAaLnaMu.

Mpu nannmaTuBHoOM 1 neve6HoM XT B HEKOTOPbIX Cy4anX TaKxKe CyLeCcTByeT YeTKO onpe-
A\leNleHHOe PeKOMeHAaLMAMM YNCNO LIMK/IOB, NPeBbileHNe KOTOPOro He yy4llaeT OTAa/eHHble
pesynbrathl iedeHuns (Hanpumep, 4-6 unk0B XT NpU HEME/IKOK/IETOUHOM paKe N1erkoro, 4 uuka
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XuMmnoTepanuu no cxeme BEP npu repMmnHoreHHsix onyxonax, 1618 Hegenb UHAYKLNOHHON
XT nepBOM IMHNM KONOPEKTAIbHOTO paKa). B Apyrux cayyasx nedyeHne MoxeT 6biTb MPOAOA-
eHO A0 NporpeccMpoBaHuna 3a60n1eBaHNA, HeMePeHOCUMOR TOKCUYHOCTU UAN AOCTUKEHNA
MaKCMMa/bHO AOMYCTUMOM KYMYNATUBHOM A03bl CMOAb3YyeMbIX MpenapaTos, obaajatlmx
KYMYAATUBHOM TOKCUYHOCTbIO.

Mpu nannnatmeHoi XT BaXKHO OLEHWBATb COOTHOWEHME No/b3bl (3¢ derTa) v Bpeasa
(TokcnuHoCTM) OT NpogoMmKeHun Tepanuu. MNpu 4ocTUKeHUN cTabuansauum 3a6onesanus
VAW MaKCUManbHoro s¢ppekTa b6e3 gasbHeNwero yMeHblWeHWA ONYX01eBbIX 04aroB nNpu paje
onyxoneln pekoMeHAyeTca nposecTu elwe 2-3 yunkna XT c nocneayowmm HabaogeHnem
WM NojAepxuBatollet Tepanueit. TapretHas Tepanus, [T UMMyHOTepanua 06bI4HO NpU nan-
NIMaTUBHOM Ie4eHNU MPOBOAATCA A0 MPOrpeccMpoBaHns 3a601eBaHNA UIN HeMepeHOCUMOWA
TOKCUMYHOCTMW.
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