32 MpakTUYecKue peKoMeHAaunm RUSSCO

DOI: https://doi.org/10.18027/2224-5057-2024-14-3s2-1.2-01

Uutuposanue: TionaHanu C.A., AptamoHoBa E.B., XXurynes A.H. 1 coaBT. Pak MONOYHOW Xenesbl.
MpakTuyeckue pekoMeHgaunmn RUSSCO, yacTb 1.2. 310KauecTBeHHble onyxonn 2024;14(3s2):32-81.

PAK MOJIOYHOM XKEJIE3bI

B 0aHHOM pa3desie yKa3aHbl KpUMepUU OUEHKU KAUHUYECKOU 3Ha4yuMocmu npumeHeHus dopozocmosuweli
npomusoonyxonesoli AeKapcmMBeHHOU mepanuu B COOMBeMCMBUU CO wKanol, pazpabomaHHOi
3KcnepmHoli 2pynnoli (cmp. 6). B mekcme oHu 0603Ha4eHbl, Kak MazHUmMyda KAuHu4eckol 3adumocmu (MK3)

Konnektus astopos: TionaHann C.A., AptamoHosa E.B., Xurynes A.H., Xykosa JI.T,
Koponesa M.A,, MapokoHHasa A.A., Cemurnasosa T.tO., CtennHa M.b., ®pososa M.A.

KntoyeBbie c/10Ba: pak MOIOYHOM XKefe3bl, XUMUOTEPanus, FOPMOHOTEpanus, peLenTopbl 3CT-
poreHoB v nporectepoHa, MyTaumna BRCA, Ki-67, HER2

Mpu NNaHNPOBAHUM M MPOBEAEHNM NEKAPCTBEHHON TEPaNUK CesyeT PYKOBOACTBOBATLCA
cTpeM/ieHVeM 06ecneynTb BCeX 60/1bHbIX MaKCUMaNbHO Ka4eCTBEHHbBIM 1 SKOHOMUYECKU AOCTYN-
HbIM ledeHneM. JleyeHne AOMKHO NAAHUPOBATLCA MPU Y4aCTUN HECKOIbKUX CMEeLManuncTos,
BK/IKOYAsA BPavya-Xvpypra, Bpaya-oHKo0ra (XMMUoTepanesTa) v Bpaia-pasnoTepanesTa, a Takxe
M0 BO3MOXHOCTM NaToMOp$0/10ra U Bpaya-penposyKToaora (Mpy naaHMpoBaHuM Tepanuu
MauMeHTOK PenpoAYKTUBHOIO BO3PACTA, XKeAKWMUX COXPaHNUTb GePTUNLHOCTDL). BosibHbIe
AO/DKHBI 6bITh MIHPOPMUPOBAHBI O NAAHE e4ebHO-ANAarHOCTUYECKUX MEPONPUATUI, Lenax
pas/INYHbIX BUAOB MOMOLLM, BO3MOXHbIX MOBOUYHBIX 3P PeKTax U BAUAHUMN Ha GYHKLMOHA/IBHY!HO,
3MOLMOHA/NbHYIO M COLManbHyto chepsl. [pv HEBOZMOXHOCTU NMPOBEAEHNA PeKOMEHA0BaHHbIX
MeTOZO0B /iedeHus (Hannyme NpOTUBONOKa3aHMM) HEO6XOANMO COCTABUTb MHAUBUAYANbHbIN
nnaH neveHuns. O6WMMU NPOTUBOMNOKA3aHNAMU ABAAIOTCA CAyYan TAKENbIX COMAaTUHECKUX
3a60N1eBaHNIA B CTaANMN AEKOMMEHCALNM, KOTAQ PUCK BO3MOXHBIX OC/IOKHEHWUI AR KUSHN
B MPOLIeCCe IeYeHUs BbIlLEe PUCKA MPOrPeCccMpOBaHUMSA paKka MONOYHOW xenesbl (PMXK).

1. ONPEAENEHUE CTAANUUN

JAna ctaguposanus PMX caegyet ucnonssosate TNM-knaccudpmkauuto AJCC (8-e usgaHue,
2017 r.). BbIAe NS0T KAMHUYECKYI0 U NaTOMOpdOorudeckyto ctagum PMXK, KoTopbie MOryT
CYWeCTBEHHO pa3nyaTbcsa. KamHnyeckoe ctaguposaHue (o603Havaetcs npedpurcom “c”,
ot aHra. “clinical”) npoBOAMTCA Ha OCHOBAHWUM PE3yNbTATOB KAMHUYECKOTO 06CNeA0BaHNS,
natomopdonoruyeckoe (onpegenserca npedpukcom “p”, ot aHra. “pathologic”) — Ha ocHoBaHUM
3aK/04eHns Mopponora Nocae N3yyeHUa yaaneHHbIX BO BpeMa onepaunn TkaHei. Mato-
MopdONOrnyeckoe cTajMpoBaHme Mo 3Ha4MMOCTU NPEBOCXOANUT KAnHMYeckoe. KaTeropun T
n N, oueHnBaeMble Noc/e HeoaAblOBAaHTHOM Tepanuu, o6o3HavatTca npepukcom "y “yc" —
NPpU KAVHUYECKOM CTaAMpoBaHMmM nan “yp" — npu naToMop¢$osornyeckom CTagnupoBaHuy,

Hanpumep, “ypT" uam “ypN".
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1.1. KIMHUKO-MNATOJIOTNYECKAA KTACCUOUKALUNA

1.1.1. NepBuuHan onyxonb (T) — KAMHUYeCKan
M naTonoruyeckasa knaccubukauyma

Karteropua T

XapakTepucTtuka

Tx HeAoCTaToO4HO AaHHbIX A/1A OLLEHKM OMyX0/n
T0 HeT npu3sHaKkoB nepenyHoOI onyxonm
Tis (DCIS) MpoToKoBas KapuuHoMa in situ

Tis (MegxeTa)

Pak MegpxeTa (cocka), He aCCOLMMPOBAHHBIM C MHBA3WBHBIM PAKOM W/WW PaKoM in situ
(DCIS) noanexatuein napeHxMMbl MONOYHOM enesbl. OMyX0/b NapeHX1Mbl MOSIOYHOM
enesbl, acCoLMMpoBaHHyto C pakoM lNekeTa, creayeT KnaccudrLMpoBaTb Ha OCHOBaHNN
ee pa3MepoB 1 XapaKTepUCTVK; NPUCYTCTBME paKa lNeaxeTa B 3TOM C/lydae obA3aTebHO
[LOMKHO 6bITb 3apUKCUPOBAHO

T Onyxonb <20 MM B Han60/blIeM 13MepeHUn
T1mic MwuKpouHBasus < 1 MM B HanboiblLeM N3MepeHn
Tla Onyxonb >1 MM, HO <5 MM B Han60/1bleM U3MEpeHUn
T8 Onyxonb > 5 MM, HO <10 MM B Hanbo/bLIEM U3MEPEHNN
Tic Onyxonb >10 MM, HO <20 MM B Han60/blIEM U3MEPeHUM
T2 Onyxonb > 20 MM, HO <50 MM B Han60/blLeM U3MEPEHIUN
T3 Onyxonb > 50 MM B Hanbo/ibLUEM N3MePeHNN
T4 Onyxonb No60ro pasmepa ¢ NPAMbIM PacrpOCTPAHEHNEM Ha IPYAHYIO CTEHKY U/UN KOXY

(M3BA3BAEHME MM MAKPOCKOMMYECKWE Y3€/IKU); U30/IMPOBAHHAN MHBA3WSA AEPMbI
He Knaccupuumpyetca Kak T4

T4a PacnpocTpaHeHue Ha rpy/iHytO CTEHKY; MHBA3MA UM TECHOE NpUeraHue K rpya-
HbIM MbILILLAM B OTCYTCTBME BOB/IEYEHWA B NPOLLECC 3/1€MEHTOB IPY/HOMN CTEHKM
He Knaccuduumpyetca kak T4a

T4b M3bAzBaeHve n/unm nncmnatepanbHble MaKpoCKoONMMYecKkne caTe/inTHble
y3enku N/VNn OTeK KOXU (BKI'I}O‘laH MOJIOMUTE/IbHBIV CUMMTOM «ane/ibCUHOBOM
KOpOHKM»), KOTOprﬁ He COOTBETCTBYET KpUTEPUAM BOCMA/INTE/IbHOIO paka

T4c Mpu3Hakn T4a 1 T4b

T4d BocnannTenbHbIii pak

T [pyoHas cmeHKa BK/t0Yaem pebpa, MexpebepHbie Mbiulbl, NePEOHIOI 3y64amyro MbIWYY U He BKAKYa-

em 2pyOHbIe MbIWYbI.

1.1.2. PernoHapHbie numpatuyeckme ysasi (N)

1.1.2.1. Knunuveckas knaccudpukauyms (cN)’

Kareropusa

cN XapakTepucrtuka

cNx CoCTOsHME perMoHapHbIX IMMPATUYECKMIX Y3/10B HE MOXKET 6bITb OLieHeHO (yAaneHbl paHee)
3/IOKA4ECTBEHHbIE ONYX0/n ToM/vol. 14(3s2) 2024
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Kareropus
cN XapaKTepuctuka
cNO HeT npu3HaKkos nopa)keHns MeTacTasaMn permoHapHbIX IMMPATUHECKMX Y3/10B MO AaHHbIM

KAWHNYeCKOro ocmMoTpa n obcnesoBaHuA

cN1 MeTacTasbl B CMellaeMbix MncuaaTepanbHbIX NOAMbILLEYHbIX MMdaTNYeCcKNX y3nax |, [l yposHeit

cN1mi MukpoMeTacTasbl (KoMreKcbl 0ko10 200 KETOK € Hanbo/bLUKMM pa3MepoM Gosiee
0,2 MM, HO MeHee 2 MM)

cN2 MerTacTasbl B MncmnaTtepasnbHbiX NOAMbIWEYHbIX AMMPaTHeckux y3nax |, Il ypoBHei, cnasHHbie
Mexay coboii nam pUKCMpoBaHHbIe K 6M3/eXaLMM CTPYKTYpPaM, UAWN MeTacTasbl B MNcu/a-
TepasibHbIX BHYTPEHHWX MaMMapHbIX (MapacTepHasbHbIX) MMATUHECKUX Y3/1aX B OTCYTCTBUE
K/MHUYECKM ABHOTO MOPaXKeHWA NOAMBbILIEYHbIX IMMpaTNHECKMX Y3108

cN2a MeTacTasbl B UncunaTepasbHbix NOAMbILEYHbIX IMdaTyeckux y3nax |, Il yposHei,
cnasHHble MeXAy cob0i nan GUKCMpoBaHHbIE K 6M3NeXalMM CTPYKTypaM
cN2b MeTacTasbl B UNCUNaTePasbHbIX BHYTPEHHUX MaMMapHbIX (napacTepHanbHbIX)
NMMATUNHECKMX Y3/1aX B OTCYTCTBUE KIMHUYECKM ABHOMO NOPaXeHNA NOAMBILIEYHbIX
NMMbaTNHECKMX Y3108
cN3 MeTacTasbl B vncunatepanbHbix nogkouundHblx (Il ypoBeHb) iMMdaTUieckmx y3nax B coyeta-

HWM M 6€3 BOB/IEYEHUA MOAMBILLEYHbIX IMMbATUHECKX y3/108B (I, || ypoBHYM) Man MeTacTassl

B UMCUAATEPasIbHbIX BHYTPEHHUX MaMMapHbIX (MapacTepHasibHbIX) IMMPATUYECKMX y31ax

1 MOAMBbILLEYHBIX MMdATUUecKmx y3nax (1, | ypOBHM) UM MeTacTasbl B UMCUAaTepasbHbIX Haj-
K/IIOUYMUHBIX IMMPATAHECKMX y3/1aX (HE3aBUCMMO OT COCTOAHMSA MOAMBILIEYHBIX 1 BHYTPEHHNX
MaMMapHbIX (MapacTepHasibHbIX) IMMMATUHECKX y3/108)

cN3a MeTacTasbl B UNCuaTePasbHBIX NOAKAOUYUYHBIX (|1 ypOBEHD) AMMPaTUHECKMX y3aax

cN3b MeTacTasbl B UNCUAATEPAsIbHBIX BHYTPEHHMUX MaMMapHbIX (NapacTepHanbHbIX)
MMATUHECKMX Y3/1aX 1 NOAMBILLIEYHBIX AMMPaTUYeckux y3nax (1, [l yposHM)

cN3c MeTacTtasbl B nncunatepanbHbiX HAAKNHOHYNYHBIX /'IVIManTVNECKMX y3nax

T Undekcsl (sn) unu (f) 00asHbI 6bimb do6asneHs! K kamezopuu N 815 0603Ha4eHUs cnocoba nodmaepskde-
HUS MEMacmamuyecKo20 nopaxxeHus AuMPoy3nos — ¢ nomowibio 6C/1Y (sn) uau moxkozouz0bHOU acnupayu-
oHHoli/core-6uoncuu (f).

1.1.2.2. NaTtonornyeckas knaccudmkayus (pN)’

Karteropusa

pN XapaKTepuctuka

pNx CocTosH1e 1MMPATUYECKUX Y3/10B HE MOXKET BbITb OLEHEHO (HE YAaNEHbI AR NAaTONOTMHECKOTO
MCCNeA0BAHNSA UNW YAaneHb! paHee)

pNO MeTacTasbl B permoHapHbiX MMGaTU4eCKMX y31axX OTCYTCTBYIOT MW UMEIOTCA TObKO
130/IMPOBaHHbIE OMYXO0/EBbIE KETKM
pNO TO/IbKO M30/IMPOBaHHbIE OMYXO/IEBbIE KNETKM (CKOM/IEHNA OMYXONEBbIX KIETOK
(i+) He 6o/iee 0,2 MM B HaMBO/IbLUIEM N3MEPEHNN) B IMMPATUYECKWX Y31ax
pNO Mo3UTUBHBIN MONeKyNAPHBIN TTLIP TecT; n3onMpoBaHHbIe OnyXxoneBble KNeTKM
(mol+) | He onpeaensatoTca
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Kareropusa
pN XapaKTtepuctuka
pN1 MukpoMeTacTasbl AV MeTacTasbl B 1-3 NoAMbILLEYHbIX IMM(ATAHECKNX Y3/1aX U/ AN MUKPO-
/1 MaKPOMETACTa3bl B K/IMHUYECKM HEraTMBHbIX BHYTPEHHMX MaMMapHbIX (MapacTepHasibHbIX)
NMMPATUHECKUX Y3/1aX, BbIABAEHHbIE C noMoLybio BC/TY
pNImi MukpoMeTacTasbl (ckoneHus okono 200 kneTok 6onee 0,2 MM, HO MeHee 2,0 MM
B HanG0IblLEM U3MEpeHUM)
pN1a MeTacTasbl B 1-3 NoAMbILIEYHbIX IMMBATUHECKNX Y3/1aX, OAUH U3 KOTOPbIX 60/ee
2,0 MM B Hanbo/iblIeM N3MepeHnn
pN1b MeTacTasbl B MncuaaTepasbHbIX BHYTPEHHUX MaMMapHbIX (MapacTepHasibHbIX)
CeHTUHA/IbHLIX IMMOY3/1aX, UCK/IOYas U30MPOBaHHbIE OMYXONeBble KATKN
pNTc MpusHaky pN1a n pN1b
pN2 MeTacTasbl B 4-9 NOAMbILIEYHBIX IMMPATAHECKMX Y3/1aX MU KNIMHUYECKN onpejenfeMoe
NopaeHwe UNCuUaTepasbHbIX BHYTPEHHUX MaMMapHbIX (NapacTepHanbHbIX) MMpaTUHECKUX
Y3/10B NPU OTCYTCTBUM MOPaXKeHNs NOAMbILIEYHBIX IMMPATUYECKUX Y3/10B
pN2a MeTacTasbl B 4-9 NOAMBbILLEYHbIX IMMBATUHECKIX y3/1aX (KaK MUHUMYM O4HO
CKOTI/IEHVE OMYXO/IEBbIX KNETOK = 2 MM)
pN2b KnuHuyeckn onpeaenseMoe nopaxkeHne uncunatepasbHbiX BHYTPEHHMX MaMMapHbIX
(napacTepHanbHbIX) AMMPATUHECKMX Y3/10B (+ MUKPOCKOMMYECKOE NOATBEPKAEHNE)
NPV OTCYTCTBUM NOPAXKEHUA NOAMbILIEYHBIX IMMBATUHECKNX Y3/108
pN3 Mertacrasbl 8 10 1 60/1€€ NOAMbILLEYHbIX IMMBOY31aX UM NOAKAKYMYHBIX (Il ypoBEHD)

MMPaATUHECKUX Y3/1aX MU KNIMHUYECKN Onpe/esifieMoe NopaXeHye uncuiaTepasbHbix
BHYTPEHHWX MaMMapHbIX (MapacTepHanbHbIX) U NOAMbILEYHbIX MMbATU4ECKUX Y3108 (I,

I ypOBHM) K nopaxeHue 4 1 6oaee NOAMbILIEYHbIX IMMATUYECKIX Y3108 B COHETAHNUN

C MUKPO- 1IN MaKPOCKOMMUYECKUM NOpaeHreM Mo gaHHbiM BCJTY nncunatepanbHbix
KAMHWUYECKU UHTAKTHBIX BHYTPEHHWX MaMMapHbIX (NapacTepHanbHbIX) AMMpATUHECKUX Y3108
WAV NOpaXEeHWe UNCUaaTepasbHbIX HaAKNUNYHBIX IMMbATUYECKNX Y3/10B

pN3a MertacTasbl B 10 1 601€e NoAMbILEYHbIX IMMPOY3NaX UAN MOAKIOUNYHbIX
(Il ypoBeHb) iMMdaTnyeckmx ysnax

pN3b pN1a uam pN2a B covetanmm ¢ cN2b (KAMHUYECKM onpeaenfieMbiM NOpaKeHeM
BHYTPEHHWX MaMMapHbIX (MapacTepHasibHbIX) MMOY3/108)
nnm pN2a B covetanum ¢ pN1b

pN3c MeTacTasbl B UncunaTepasbHbIX HaAKAOYNYHBIX IMMOY3aax

T Undekcsl (sn) unu (f) donxHbI 6imb do6asneHsl K kamezopuu N 815 0603Ha4YeHUs cnocoba nodmaepxde-
HUS MEMAaCmamu4ecKo20 NopaxeHus NUMPoy3108 — ¢ nomowbto EC/TY (sn) unu moHKo2ou20/6HOU acnupayu-
oHHoli/core-6uoncuu (f) coomsemcmaerHo (6e3 nocaedyrowezo ydaneHus NUMPOY3108).

3/1OKAYECTBEHHbIE ONYXO0JIN Tom/vol. 14(3s2) 2024
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1.1.3. OTpaneHHsbie MeTacTassl (M)

Kateropua M XapakTepucrtuka

cMO0! HeT KanHuyecknx nam pa,qmorpaqamquKmx MpU3HaKOB OTAa/IeHHbIX MeTacTasoB

cMO (i+) | HeT KAMHUYeCKUX UK pagMorpadrUECKMX NPU3HAKOB OTAA/NEHHbIX METACTa30B
B COYETaHUM C HA/IMYMEM OMYXO/1eBbIX KNETOK /I KOMMNEKCOB OMyXO/1eBbIX
KNeTOK pa3mMepoM He 6osiee 0,2 MM, ornpe/ieNsieMbiX MUKPOCKOMMYeCKM

WM C NOMOLLLbIO MO/IEKYNAPHBIX TEXHONIOTMIA B KPOBU, KOCTHOM MO3re

WM UHBIX He PErMOHaPHBIX TKaHAX MPY OTCYTCTBUM KMHUYECKNX CUMMTOMOB
WAV NPU3HAKOB MeTacTa3os

cM1 EcTb oTAaneHHble MeTacTasbl, onpejensemble KAMHUYECKN UK C NOMOLLBIO METOZ0B
BU3yanM3aLmm
pM1 Jltobble rMCTONOrNYECKM OKa3aHHble OTAaNeHHble MeTacTasbl UM MeTacTasbl 6onee 0,2 MM

B HepervoHapHbIX IMM¢oy3nax

T Kamezopus cMO He mpe6yem nodmBaepioeHuUs C NOMOW,b0 MEMOOOB BU3yanu3ayuu.

1.2. Knununyeckas (aHaToMuueckas) knaccupukauyms

Kateropua T Kateropua N Kateropua M Cragua

Tis NO MO 0

T1 NO MO 1A

TO N1mi MO 1B

T1 N1mi MO

T0 N1 MO 1A

T1 N1 MO

T2 NO MO

T2 N1 MO 1B

T3 NO MO

TO N2 MO 1A

T1 N2 MO

T2 N2 MO

T3 N1 MO

T3 N2 MO

T4 NO MO 1B

T4 N1 MO

T4 N2 MO

Nobaa T N3 MO nc

Mobas T Nobas N M1 \%
Tom/vol. 14(3s2) 2024 3/IOKAYECTBEHHbIE OMYXO/N
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1.3. M'nucTonoruyeckas creneHb 3/10KayecTBeHHocTu onyxonu (G)

Kareropus

G XapaKTepuctuka

Gx Kateropusa G He MOeT 6bITb onpejeneHa

G1 Hu3Kas cTeneHb 310Ka4eCcTBEHHOCTY (61aronpusTHBIN BapuaHT), 3-5 6a1108 Mo wkane SBR!
G2 YMepeHHasn CTeneHb 3/10Ka4eCTBEHHOCTU (MPOMEXYTOUHBIN BapuaHT), 67 6annos no wkane SBR
G3 BbiCoKas CTeneHb 3/10Ka4eCTBEHHOCTY (He61aronpuATHLIN BapuaHT), 8-9 6a108 Mo wkane SBR

" SBR— wkana Scarff-Bloom-Richardson, HommuHzemckas Modugukayus.

2. PAHHUWA (NEPBUYHO OMEPABE/IbHbIN)
N MECTHOPACIMPOCTPAHEHHbI (MEPBUYHO
HE ONEPABE/IbHbINA) PAK MOJIOYHOM XEJE3bl

2.1. AnarHocTukKa

JAvarHo3 PMX ocHoBbIBaeTCA Ha AaHHbIX OCMOTPA, pe3y/bTaTax MHCTPYMeHTanbHbIX
MeTo/A0B 06Cne0BaHNA U NaTONOr0aHaTOMUYeCKOro nccaefoBaHuns buoncuitHoro/onepa-
LMOHHOro MaTepuana. MepBuyHoe obciesoBaHMe AOMKHO BbITb MPOBEAEHO 0 BCEX BUAOB
nevyebHbIX BO3AENCTBUIA U BKNOYAET B CebA:

+  BblACHEHMe *anob n cbop aHamMHesa C Le/1blo BbIABJEHUA KANHUKO-aHaMHeCTUYeCKUX
ocobeHHOCTel NauneHTa v 3a6oneBaHus, a TakKe $paKTOPOB, KOTOPbIe MOTYT MOBAUATL
Ha TaKTUKY AasibHellero o6cae0BaHNA U NeYeHUS;

+  06WWnii 0CMOTP, ManbNaLuio MOJIOYHbIX Ke/e3 U 30H PErMOHapHOro MeTacTasnpoBaHua
(MoaMbIWeYHbIX, HAaA-, MOAKNYNYHBIX) C LLENbI0 OLEHKMN O6LEero COCTOAHWUA NaymeHTa
nonpeAeneHna KAMHNYECKON CTaanN 3aboeBaHus;

+ 06Wnit (KAMHUYECKUIT) aHANU3 KPOBU Pa3BEPHYThIN;

+  6MoXMMUYeCKnii obleTepaneBTUYECKUIA aHaIN3 KPOBY, BK/tOYaA MOKasaTenn GyHKL MM
nederu (6unupy6un, ANT, ACT, L), nouek (MoYeBMHa, KpeaTUHUH), YPOBEHb FIIOKO3bI;

*  WUCCNeA0BaHMe CBEPTHIBAKOWLEN CUCTEMbI KPOBU (KOaryaorpamma);

+ 06wWnit (KAMHUYECKMIA) aHaM3 MOYU;

+  6unatepanbHyto MamMMorpaduio + Y3UM MoNoYHbIX enes n nuMdaTUYeCcKuUX y310B permo-
HapHbIX 30H; MPT MO/OYHBIX Kene3 — No nokasaHuam’

T [lokasaHuAMU K BbINOAHEHU0 MPT MON04YHBIX Jene3 Asafomca sozpacm 0o 30 nem, Haauyue 2epmu-
HanbHbix Mymayuli BRCA1/2, Bbicokas peHmaeHo102Uu4eCKasa N10MHOCMb MONOYHbIX JKENE3, HaAUYUe UMNAaH-
mamos MONI0YHBIX JKeNe3 NPU HeBOIMOKHOCMU BbINONHEHUSA Ka4eCMBEHHO20 MaMMO2pagduyecKozo uccnedo-
BaHus.
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R-rpaduto opraHos rpyaHow kneTku; KT/MPT opraHoB rpyAHOI KNETKN — No NoKasaHuam';
¥Y3W opraHoB 6ptowHoi nonoctu u manoro tasa; KT/MPT opraHos 6ptolwHoi nonoctu
1 Masoro Tasa Cc KOHTPaCTUPOBaHMEM — MO NOKa3aHUAM',;

pajnoun3oTONHOE MccneoBaHue ckeneTa+ peHtreHorpaduio n/mam KT/MPT 30H Hakon-

neHua PO — no nokasaHmam®;

6roncuio onyxo/iM c NaToNoroaHaTOMUYeCKUM nccaegoBaHem buoncuitHoro/onepa-

LUMOHHOrO MaTepuana, BKA04aa onpejeneHne rucToNOrMYecKoro BapmaHTa onyxonm

M CTeneHn 310Ka4eCTBEHHOCTY;

onpegeneHune B onyxonesoi TkaHu P3, PI, HER2 n Ki-67, a Takxe E-cadherin npn nogo-

3PeHWMN Ha MHBA3UBHbIN J0/IbKOBbIA BapuaHT;

nccnegoaHue yposHa ®CI n obuwero scTpagnona B CbIBOPOTKE KPOBU ANA OLLEHKM

GyHKLMM AnuHuKoB? (cM. pasgen 2.2.1.5, «KpuTepumn MeHonayssi»);

onpejesieHne repMuHanbHbix MyTaunii BRCA1/2 metogom MLUP npu Hannyum, no kpaHei

Mepe, 04HOTO U3 cneAyoLnX GpaKToOpoB:

- PMXBBO3pacTte<50 ner;

- PMX c TpoWiHbIM HeraTuBHbLIM GeHOTHNOM;

- BTOPOM (CMHXPOHHbIN UM MeTaxpoHHbIN) PMX B nto60M Bo3pacTe;

—  MepBUYHO MHOXECTBEHHbIN pak: PMXX + 3anutenunanbHblii pak sMdHuKoB (BK/IOYan pak
MaTOYHbIX TPY6 U MEPBUUHbBINA PaK GPIOWNHDBI) UM SK3OKPUHHbBINM PaK MOAMKENYAOUHOM
Xenesbl B 1060M BO3pacTe;

- PMXXy MyxuynH B ntobom Bo3pacTe;

—  OTArOWEHHbIN CEMENHbIN aHaMHe3:

Ha/sn4yme y KPOBHbIX POACTBEHHUKOB 1-2 cTeneHn poacTea B Bo3pacte <50 net PMXK,

paka ANYHWMKOB, PaKa MOAXKEeNYA04HON Kefe3bl, paka NpeacTaTenbHON xenesbl, PMXK

Y MYXUUHBI;

Ha/n4Yne y KpOBHbIX POACTBEHHWKOB repMUHanbHbix MyTaumii BRCAT/2.

MpuMeyaHue: 60/bHBIM C BblleNepeYnCaeHHbIMU haKkTOpaMm NpU OTCYTCTBUU MyTaumnit

BRCA1/2 no aaHHbIM [NLIP noka3aHo BbINO/IHEHME BbICOKONPOW3BOANTE/IbHOTO CEKBEHUPOBaHMA
(NGS) npu HanM4um Takoi BO3MOXKHOCTH. [l WL, HECNABAHCKOM STHUYECKOM MPynbl npes-
NOYTUTE/IbHBIM METOA0M onpegeneHna mytaumin BRCA ABnaeTcA BbICOKONPOU3BOANTENbHOE
cekBeHupoBaHue (NGS) npu HaAMYMU TaKON BO3MOMXKHOCTMU.

naTOMOPq)OI]OFI/I‘-IECKVIIZ AWarHo3 yctaHaB/1MBaeTCA CMOMOLLbIO 6uoncuu I'IEPBVI‘-IHOIZ onyxonu,

KOTOpas 40/KHa 6bITb BbINO/IHEHA 40 BCEX BUAOB Ne4eBHbIX BO3AENCTBUI (MPU HEBO3MOXKHOCTH
61onNCcnm NepBUYHO OMYX0/IM MOXET BbITb BbINOHEHA B1OMNCUA PerroHapHOro IMMdoy3na Ambo
Nto60ro A0CTYNHOro A1 6UONCUM NATONOrNYeCKOro o4ara). [ aAeKBaTHOTO KAMHNUYECKOro
CTaANpOBaHMWA 1 ONpejeneHns ONTUMabHOM TaKTUKM 1e4eHUA B JONONHEHMe K BepuduKauum
OMYXOJIM B MO/IOYHOM Kele3e peKOMeHAyeTcs MOPPONOrMYeCcKoe NCCaej0BaHNe NOA03PUTE Ib-

T [lpu MmecmHo-pacnpocmpaHeHHoM PMIK (N +, pazmeps nepau4Hol onyxoau z 5 cm), azpeccusHom geHo-

mune (mpoliHol HezamuBHbIl, HER2 nonoxumensHsil), KAUHUYECKUX UAU 1a60pamopHbIX NpusHakax, N0do3pu-
MeNbHbIX B OMHOWEHUU MEMacmas3os.

2 [lpu 2opmoHo3aBucumMomM PMXK y nayueHmok monoxe 60 nem c omcymcmsuem MeHCmpyayudi.
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HbIX B OTHOLIEHWUM METACTaTUYECKOTO MOPAXKEHUS PErMOHAPHBIX TMMbATUHECKNX Y3108 (LUTO-
JIOTUYECKOe UK TUCTON0MMYecKoe 1 UTX). BUoncuio onyxonmn peKOMeHAYeTCSA BbIMONHATb, AaXe
eC/I Ha MepBOM 3Tarne NaaHUpyeTCs OnepaTUBHOE fedeHUne. B 0TAeNbHbIX (MCKAOUUTENBHBIX)
CNyYanX Npyu HEBO3MOXHOCTU BbIMONHEHUA 6UOMNCUM ONYXOAM PEKOMEH/YeTCA BbINONHNTb TOHKO-
MFO/IbHYIO aCMMPaLMOHHYI0 6UONCHIO (MYHKLMIO) OMYXOAu (enaTebHO NOA HaBUIaLMOHHbIM
KOHTPO/IEM) C LLMTONOrMYECKUM NCCIeL0BAHNEM MUKpOTpenapaTa AN MOpP$OIOrMYecKoro
NOATBEPXAEHNA AnarHosa. Mpu Ha3HaYeHMN HeoaAblOBAHTHOM CMCTEMHON Tepanumn NoaHoO-
LleHHOe K/IMHNYeCKoe CTaZMpoBaHune A0/KHO OblTh NPOBEAEHO A0 Ha4ana eYeHuns.

OnpepeneHue B onyxoau ypoBHaA skcrnipeccun P3, P, HER2 n Ki-67 aBnsetca ob6sa3aTesibHbIM;
npegnoyterune otaaetca X meToay. OLeHKy peLlenTOPHOro cTaTyca npeAnoYTUTeNbHO Npo-
BOAWTL Mo MeToAy Allred, KOTOPBIN BK/IOYAET AaHHbIE HE TO/IbKO O NMPOLLEHTHOM COAepKaHnK
KNeTOK, MOJIOKUTENbHbIX MO PD 1 PI1, HO M 06 MHTEHCMBHOCTYM UX OKpaWmMBaHUA. MToroselin
nokasaTesib MO KaX/AOMy peLenTopy npeacrasafeT coboit cyMMy 6annos, NoNy4eHHbIX
npunonpegeneHnn 40NN OKpalleHHbIX A4ep KNeTOK N UHTEHCUBHOCTWN UX OKpallnBaHUA. Takum
obpasoM, pesynbTat MoxeT KonebaTbca 0T 0 40 8, Npu 3TOM ypoBeHb 3kcnpeccun 0-2 6anna
COOTBETCTBYeT HeraTMBHOMY 3Ha4yeHuto, 3—4 6anna — cnabononoxutenbHomy, 5-6 6annos —
yMepeHHOMY 1 7-8 6an10B — BbipaxeHHOMyY. Onyxo/n C cogepKaHneM OKpalleHHbIX Ha P agep
o7 14010% cuynTatoTca cNabonoNOKUTENbHBIMU U OTINYAIOTCA HU3KOW YYBCTBUTENBHOCTBIO
k ['T. Onpepenerne Pl fononHAeT NPOrHOCTUYECKYIO XapaKTEPUCTUKY OMYXONN U CAYKUT
KOHTPO/IeM BO3MOXHOIO IOXXHOOTPULLATENbHOTO pe3yabTaTa onpegenenuma P3. Cayvyan nono-
XuUTenbHbIX PM npu oTpuuatensHeix P TpebytoT noBTopHOro onpeaenerua Pl v ucknodeHma
¢doHoBOro oKpalwmnBaHuna. bonbHbIe C OMYXONAMU, MONOKUTENbHBIMK NO P 1 OTpULLaTeNbHBIMU
no P3, MoryT 6biTh KaHAMAaTaMu Ana [T, o4HaKO, AaHHble 06 3$pPEKTUBHOCTH 3TOTO MeToAa
B J@aHHOW noArpynne 601bHbIX OFpaHUYeHbl.

MHTepnpeTauma Mopdosorom pesynbTaToB onpegeneHna PO A0/KHA BKAKOYATb OLLEHKY
KOHKOPAAHTHOCTK pe3yabTaTtoB NIX u ructonornyeckoro nccaefoBaHuii. Tak, Hanpumep,
A0/NIbKOBbIE 1 MPOTOKOBbIE MHBA3MBHbIE KAPLMHOMbI HU3KOW CTeNeHN 3/10Ka4eCTBEHHOCTH,
«4ncTble» TybynsapHble, KpM6pUPOpMHbIe U MYyLIMHO3HbIE KaPLIMHOMbI, @ TaKXKe MHKancy/anpo-
BaHHasA U CONMAHaNA NanuaaspHble KapLMHOMBbI KpaliHe peiKo bbiBaloT OTpuLaTeNbHbIMM MO P3,
B TO BPEM#A KaK MeTannacTnyeckas KapLuuHoMma (Bce TUMbl), a4eHOKNCTO3HasA KapuvuHoMa (v Apy-
rve KapuMHOMbI, MOXOXME Ha PaK CIOHHOW KeNe3bl), CEKPeTOPHAA KapLMHOMa U KapLyMHoMa
C anoKpPUHHOW AndPepeHLMPOBKOI, HAO6OPOT, KpaiHe peAKOo 6bIBAOT NONOKUTENbHBIMM MO P3.

Mpy ANCKOPAAHTHOCTM AaHHbIX rucTonornyeckoro n UIMX nccnepoBanunii KAMHULMUCT
A0/KeH 06CyAnTb C MOPGONOTrOM BO3MONXKHbIE MPUYNHbBI PACXOXK4eHUA B NONYHEHHbIX pe3y/ib-
TaTax v Mpu Heo6XO0AMMOCTU Ha3HaYNTb MOBTOPHOE TECTUPOBAHUE UM MOyYEeHUE MHEHUSA
BTOpOro Mop$osora c Liesblo yToYHeHNA UMMYHOdEHOTMNa ONyXONN.

Onpeaenenne HER2 40MKHO NPOBOAUTLCA TONBKO B UHBA3VBHOM KOMMOHEHTE ONYXO/M.
Mpu HeonpeaeneHHoM pesynbrate UMX aHannsza HER2(2+) cneayeT nposecTu onpegenerue
amnandukaunu rena HER2 metogoM in situ ruépugmusaunu (FISH, CISH nau SISH).

3aKN04MTeNbHbIE KAMHNYECKMI M NaTOMOP$O0rM4eCcKnin AnarHossl ycTaHaBAnBaoTCa
B COOTBETCTBMM C AeNcTBYoWMMK Knaccudumkaunamm BO3 n TNM nocne nsyyenms scex yaa-
NeHHbIX TKaHeW. [1py naToMop$ONOrNYeCKOM NCCNeA0BAHUN YA eHHOW OMYXOAN JO/IKHbI
6bITb OMpesesieHbl:
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*  TUCTONOTMYECKU BapUaHT ONYyXOu;

+  CTeneHb 3/10KA4YeCTBEHHOCTY;

*  COCTOSIHME KpaeB pe3eKuuu;

*  BbIPaXeHHOCTb IMMPOBACKYNAPHOW MHBA3MK;

*  COCTOSIHME MOAMBIWEYHbIX TMMPOY3/0B;

+ B CAyyae oTpuuaTenbHbix 3HadeHun P3, P n HER2 no ganubiM NITX nccnegosanma
6uoncuitHoro Matepnana peKoMeHAyeTCA NOBTOPHOE ONpejesieHne 3TUX peLenTopos
B YAA/IEHHOM ONYyX0AU U/NAN MeTacTaTUYeCKMUX IMMPOYy3aax C yHeTOM BO3MOXKHOM
reTeporeHHOCTM ONYyX0Au;

*  BbIpaXeHHOCTb NaTOMOP}OOrMYECKOro OTBETA B NEPBUYHOW OMYXO/IM U PernoHapHbIX
numMéoysnax (B cayyae HeOaAbIOBAHTHOM IGKAPCTBEHHOMN TEpPanum); peKOMeHAyeMbIiMU
MeTO/AaMU OLLeHKU CTeMeHM BbIPaXX€HHOCTM NaTOMOPO/I0rNYeCKOro oTBeTa ABAAIOTCA:
- Kknaccndukauma BO3 c ykasanuem kateropuii ypTypN
- cucrema RCB (Residual Cancer Burden; 6ecnnaTHbiil OHAAMH KaNbKyAATOP AOCTYMNEH

Ha cauTe http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=jsconvert3)
nnn https://share.xpractice.ru/rcb-calc/index-temporary.html#

PekomeHAyeMbIt aAFOPUTM ANArHOCTUKM NpY NoA03peHnn Ha PMX npeacTasneH Ha puc. 1.

2.2. JleyeHune

PekoMeHAyeMbIi aNTOPUTM Sie4eBHbBIX MEPOMPUATUIA MPU Pa3ANUHbIX cTaguax PMX
npeAcTaBNeH Ha puc. 2.

2.2.1. PaHHui1 (nepBMYHO onepabenbHbIii) pak MonouHol xenessl (0,
1, l1A, 11B, IlIA cTagum)

2.2.1.1. Cragus 0 (TisNOMO), npoTokossiii pak in situ

Ana npodUNaKTUKM pa3BUTUSA BTOPbIX OMYX0/eli B KOHTpanaTepasbHOW 1 pe3eLnpoBaHHOM
(B cnyyae BbINOSHEHWA OPraHOCOXPaHAIOWEN ONepaLm) MOJOYHOM HKene3e Npu NoNoXKu-
TeNbHbIX PD BO BHYTPUNPOTOKOBOM (in Situ) pake peKOMeHAYeTCs pacCMOTPEeTh HasHaveHe
aAblOBaHTHOW T C MCMNONb30BaHNEM OJHOTO U3 CeAYIOWNX PEXVMOB!

+  TamoKcudeH 20 MI BHYTPb €Xe/HeBHO B TeyeHUe 5 1eT y 60NbHbIX B Npe- U MOCTMEHO-
nayse;

+  TaMOKCUQeH 5 Mr BHYTPb e€XeAHeBHO B TeYeHue 3 ieT y 60/bHbIX B Npe- U NOCTMEHO-
mayse B C/ly4ae njoxoi NepeHoCMMOCTU CTaHAAPTHOM A03bl TaMOKCcMdeHa (aBaseTcs
He 3aperncTpupoBaHHbIM B PO nokasaHuem);

* MHrMBMTOpPbLI apomaTasbl (1eTpo30/ 2,5 MI namM aHacTpo3oa 1 Mr uam skceMecTaH 25 Mr
BHYTPb €XeAHEBHO) B TeyeHue 5 1eT y 60/1bHbIX B CTOMKOW MeHoMay3e.

OBapwuanbHas cynpeccusa npu TisNOMO He nokasana. XT npu TisNOMO He nokasaHa.
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2.2.1.2. O6wme NpUHLUMNBI aAbIOBAaHTHOW/NOCTHEOAAbIOBAHTHOMN 1eKapCTBEHHOMN
Tepanuu uieasmseHoro PMXK

AAbIOBaHTHaA/NOCTHEOAA bIOBAHTHAA IeKapCTBeHHaA Tepanua NpoBOAUTCA B AONONHEHMe
K JIOKaNbHbIM (XMPYPrMYECKOMY 1 ly4EBOMY) METOAAM JIeHeHUs U MO3BOAET CHU3UTb PUCK
peunansa 6one3Hn n cMepTu. NpU NAaHNUPOBaHUM a4 blIOBAHTHOW/NOCTHEOAAbIOBAHTHOM
NleKapCTBEHHON Tepanuun Heob6XoAMMO y4eCTb NPOrHo3, 3¢ PeKTUBHOCTb HEOAABIOBAHTHOM
Tepanuu (eCav TaKOBaA NPOBOAMAACD), OMAAEMYIO NO/Ib3Y AAHHOIO BUAA /IEYEHUSA, BO3MOXKHbIE
no6ouHble 3P PeKTbl, CONYTCTBYIOLLYIO MAaTON0rNIO, @ TaKKe NpeAnoyTeHnsa 60abHON. BospacT
camno cebe He ABNAGTCA OFPaHUYEHMNEM /11 1eKapPCTBEHHOM Tepanumn Npm oTCyTCTBUM COMyT-
CTBYylOLWEV NaTONOTMUN. PEKOMEHAYEMbIVi aNTOPUTM JieHebHbIX MEPOTIPUATUN MPU Pa3AUYHBIX
ctagnax PMX npeacTtasneH Ha puc. 3.

Mpu onyxonsx HeGonbwumx pasmepos (< 0,5 cM) B coueTanun ¢ NO, ABAAIOILMUXCA NPOrHO-
CTUYeckn 61aronpuATHLIMU, afblOBaHTHaA NeKapCcTBeHHas Tepanua obnajgaeT MUHUMaAbHOM
3 beKTUBHOCTbI0. HazHaueHWe agbloBaHTHOM [T (MpY rOpMOHO33aBUCUMBIX OMYX0/5X) B TAKOM
CUTyaLMU UMeeT Lesbio NPOUNAKTHKY BTOPbIX (KOHTpanaTepasibHbiX) FOPMOHO3aBUCUMbIX
onyxonen.

MnaH aAblOBaHTHOM/NOCTHEOAABIOBAHTHON IeKaPCTBEHHON Tepanunu OCHOBbIBaeTCA
Ha NPVHaAN@XHOCTM OMYXOU K OHOMY U3 MONEKYNAPHO-6MON0rNYeCKNX MOATMUNOB, CTagnm
3abonesaHun u dakTopax nporHosa (taba. 2, 3). AgbloBaHTHaA NeKapCTBEHHan Tepanua
A0/MKHa HaumHaTbcA ¢ XT, ecan TakoBas nokasaHa. He pekoMeHyeTcA 04HOBpeMeHHOe BBe-
fileHne aHTpaLUKANHOB 1 aHTU-HER2 npenapaToB BBMAY BbICOKOTO PUCKa KapAMOTOKCUYHOCTY;
agbloBaHTHaa XT TaKcaH-CcoAepXalmnmMm pexmMamm 40oKHa NPOBOANTLCA OJHOBPEMEHHO
cantTn-HER2-Tepanueit, ecam TakoBaa nokasaHa. ['T 4ONKHA HAYMHATLCA NOCNE 3aBEPLIEHNA
XT M NpoBOAUTLCA OAHOBPEMEHHO C Npojo/mkatoleinca aHTu-HER2-Tepanuelt, BKaoYas nocT-
HeoazbIOBAaHTHYIO Tepanuio TpacTy3yMaboM 3MTaH3UHOM (Y 60/bHbIX C TONOKUTEAbHBIM HER2
cTtatycom onyxonu). /1T JoMKHa HaYMHATLCA Noc/e 3aBepweHna XT v NPOBOAUTLCS O4HO-
BpeMeHHo c [T naHTM-HER2-Tepanueit, BKalo4Yana NOCTHeOa blIOBaHTHYIO Tepanuio TpacTysy-
MaboM 3MTaH3MHOM, a TaKXKe OZHOBPEMEHHO C MOCTHE0aAbIOBAHTHOW Tepanuen KaneyuTa-
6MHOM Npu TPOMHOM HeraTuBHOM PMXX 1 nepeg onanapmubom npm BRCA-accoummpoBaHHOM
TPOHOM HeraTuBHoM PMXK. PekoMeHzyeMan nocnesoBaTeIbHOCTb Pa3/IMYHbIX MeTOA0B
a/blOBaHTHOM/NOCTHeO0aA bIOBAHTHON Tepanuu nNpejcrasaeHa Ha puc. 3.

>
> XumMunoTepanua
AHTpaUUKANH- TakcaH-cogepxalyuii
COZepPKALLIA PEXUM pexum

AHTN-HER2 Tepanua
—> (TpacTy3ymab + neptysymab)
npu HER2-nonoxmtensHom PMMX

OMEPALMUA

—| TopMoHOTepanusa npu AtoMMHaNbHOM PMK

Nlyuesas Tepanusa
(no nokasaHuam)

PucyHok 3. PekoMeHzyeMas noc/ie,0BaTe/IbHOCTb Pa3INYHbIX METOA0B 8 bIOBAaHTHO Tepanuu
paKa MOJIOYHO Xene3bl
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AgbloBaHTHas XT, Kak NpaBuna0, He peKOMeHAYeTCA 601bHbBIM, MONYYMBLIMM CTAHAAPTHbIN
o6beM HeoaabloBaHTHOW XT (Tab. 8); CKAlOYEHWE COCTABAAIOT 60/1bHblE TPONHBIM HEraTUBHbLIM
1 HER2-no3uTuBHLIM PMXK € pesnayanbHoi onyxonbto (cM. pasgensi 2.2.1.3 1 2.2.1.4 u tabn. 4, 5).
B Tex cnyyasx, korga nnaH HeoabloBaHTHOM XT N0 KaKMM-1MB0 NpUYMHAM He Bbl MONHOCTbIO
BbINOJ/IHEH, PEKOMeHAYeTCA NpoBejeHne HeJOoCTalolnX KypCOB 1eYeHnA B NocaeonepaLm-
OHHOM nepuoge.

Ta6aunua 2. CypporaTHoe onpejesieH/ie MONeKYNAPHO-6MONOrMYECKUX NOATUNOB paka
MO/IOYHON Xenesbl

Knnnuko-natonoruyeckoe (cypporatHoe)
MonekynapHo-6uonoruyeckuii noaTun onpeaeneHne noaTmna

JlloMUHaNbHBIA A Hannunve Bcex pakTopoB:
+ P23 nonoxurensHole

+ HER2 oTpuruaTenbHbii
+ Ki67 Huskuin' (< 20%)
+ PN Bbicokme? (=20%)

JltoMuHanbHbi B (HER2 oTpuuatenbHbii) + P3nonoxurencHole

+ HER2 oTpuLaTenbHbIi U HaM4ME OAHOTO U3 CeAYIOLLNX
+  ¢akTopos:

+ Ki67 Bbicokmii (=30%)

P Hu3kve (< 20%)

JltoMuHanbHbli B (HER2 nonoxuTenbHbI) * P2 nonowutensHble

+ HER2 nonoxurenbHsii
+ Ki67 noboit

+ Pl nobele

HER2 nonioxuTe bHbIi (He IOMUHANbHBIN) + HER2 nonoxutenbHbii
+ P2 un P oTpuuatensHele
+ Ki67 noboit

BasanbHonog06HbI + oTpuuarensHsle P3, PN, HER2 (TpolHoit HeraTvBHbIM
NPOTOKOBbIN)

" 3HayeHue Ki-67 credyem oueHuBams, UCX005 U3 0ONbima N0KanbHOl namomopgonozuyeckoli nabopamo-

puu: Hanpumep, ecau meduaHa 3HayeHuli Ki-67 npu 2zopmoHosasucumom PM)K cocmasasem g daHHol nabopa-
mopuu 20%, mo 3Ha4yeHue 3mo20 nokasames, pasHoe < 10%, cnedyem pacyeHusams Kak HU3koe, a=30% —
Kak BbICOKO€; npu yposHe Ki-67 om 20 0o 30 % npu pewieHuu BONpoca 0 makmuke e4eHus caedyem yyumsizams
dpyaue, KAUHUKO-MOPPoNo2uYecKUe pakmopsl npozHo3a (cmaduto, cmeneHb 3/10Ka4ecmeeHHocmu, Mopgo-
no2uyecKuli gapuaHm u ap.).

2 [lopozosbim 3Ha4eHUeM npu onpedeneruu Pl1cyumaemcs 20%.
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Ta6nuuya 3. PekoMeHAYyeMbII arOPUTM Ha3HAYEHWA a4 bIOBAHTHOW CUCTEMHOW Tepanuu
B 3aBUCMMOCTM OT MOIEKYNAPHO-6MONOrMYECKOro NOATUMNA U CTaANUN

MonekynspHo-
6uonoruyeckuii nogTmn

PekomMeHgyeman
aAbloBaHTHaA
cUcTeMHas Tepanusa

MpumMeyaHus

JItoMUHaNbHBIA A

Tonbko I'T
B 60/IbWIMHCTBE
cnyyaes

HasHaueHue agbloBaHTHOM XT (B AONONHEHWE K afblo-
BaHTHOW ['T) A0/MKHO 6bITb PACCMOTPEHO MPU NOPAXKEHUN
MeTacTasaMu = 4 permoHapHbIX IMMpaTUHECKNX Y3/108B;

B KayecTse XT PeKOMEHAYIOTCA PEXUMbI:

DC (goueTakcen + umknodpochamMua, 4 LumKaa; npeano-
YTUTE/bHBIN PEXIM) MK

AC/EC (4 umnkna) (tabn. 4, puc. 4)

JioMuHanbHbin B (HER2
oTpULaTeNbHbIN)

XT B 60NbLUMHCTBE
cnyqaeB +IT

Mput T1a-b (<10 MM) 1 NO nokasaHa ToNbKO afbloBaHT-
Haa lT;

4119 OCTa/bHbIX 60/IbHBIX (B JONONHEHME K afbIOBAHT-
HOM IT):

1

4)

npy T1c — T2 1 NO-1: paccMoTpeTb HasHaveHune XT
npu G3, H13KOM ypoBHe P3, BbicokoM ypoBHe Ki67;
B kayecTBe XT MOryT 6biTb 1CNO/Ib30BaHbI PEXMMBI:
- DC (poueTakcen + unknodpochamua, 4 umkna;
NPeANOYTUTENbHBIA PEXUM) UK
- AC/EC (4 uukna);
~ Yy 60/1bHbIX B NpeMeHoNay3e BO3MOXeH OTKa3
OT aAbloBaHTHOM XT B N0/b3Yy OBapWa/bHOM
cynpeccuu (B COMETaHWUM C TAMOKCUbEHOM
WM MHTMBUTOpaMK apoMaTasbl);
npu T3 unn N2: B 60/1blIMHCTBE cnyyaeB XT:
- DC (poueTakcen + umknodpocpamug, 6 LMKAoB)
nam
- AC/EC 4 umkna c nocneAyowmmm 4 umknamu
AoueTakcena/12 exeHeeNbHbIMW BBEAEHUAMU
nakautakcena (ta6n. 4, puc. 4);
NPV MHBA3MBHOM A0/1bKOBOM PMXK (417 KOH-
cTaTauum 01bKOBOro BapuaHTa Tpebyertca MIMX
nccnegosanue ¢ E-cadherin) ¢ NO-1 nposeaeHue
azbioBaHTHOM XT HellenecoobpasHo B CBA3M
C HU3KOW YyBCTBUTEIbHOCTbIO JaHHOr0 MOpO-
/IOTUYECKOro BapuaHTa K XT;
ypoBeHb Ki67 (< 10% wnan >30%) nocie KOpOTKOro
(B TeueHue 2-3 Hey.) «TeCTOBOrO» Kypca npea-
onepauyvoHHO [T MeeT 6o/blee NPOrHOCTM-
YeCKoe 3HayeHwe, YeM MCXO/HO. 3HaYeHe 3TOro
nokasarens (cm. pasgen 2.2.1.7)
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PekomeHayemasn
MonekynsapHo- aAbloBaHTHas
6uonoruyeckuit noaTun | cuctemHas Tepanua | Mpumeyanus
JoMuHanbHbIn B (HER2 XT +aHTu- + Mpu Tla (=5 mM) 1 NO: TosbKO agbloBanTHas T; XT
NOJIOMKUTE IbHBIN) HER2-Tepanua + 1T 1 aHTn-HER2-Tepanua He nokasaHbl;

« npuT1b, ¢ (>5 MM, Ho = 20 MM) 1 NO-TpacTy3ymab
B Te4eHue 12 MeC. B CO4ETaHUM C OAHUM U3 CeAyHoLmnX
pexxumoB XT 6e3 aHTpaLMKAMHOB:
- nakauTakcen 12 exxeHeAe/IbHbIX BBEAEHWA NAN
- DC (goueTakcen + ymknopocdhamua) 4 uuka;
« npuT2—T3 (>20 MM) nam N (+): TpacTysymab + nep-
Ty3yMab B TeyeHune 12 Mec. B COYETaHU C OAHNM
13 cregyrowmx pexunmos XT:
- joueTakcen + kapbornnatuH (6 LMK/0B) uam
- AC/EC (4 umkna), Aanee — goueTakcen 4 umkna
/12 exeHesenbHbIX BBEAEHUM NakauTakcena) (Tabi.
5,7; puc. 5)
« nocse 3asepleHna XT Ha3Ha4aeTca agbrosaHTHaa [T
(oaHOBpEMeHHO ¢ aHTW-HER2 Tepanuei)

HER2 NonoxuTeNbHbIii XT +aHtn- + Mpu Tla (=5 Mm) 1 NO cuctemHan Tepanus
(He MOMUHaNbHBIN) HER2-Tepanus He MoKasaHa;
« npuT1b, ¢ (>5 MM, Ho <20 MM) 1 NO-TpacTy3ymab
B TeyeHue 12 MeC. B CO4ETaHUM C OHUM U3 CeayioLLmX
pexkumoB XT 6e3 aHTpaLUKANHOB:
- nakAuTakcen 12 exxeHeae/ibHbIX BBEAEHUI UK
- DC (aoueTakcen + ymknopocdamua) 4 umkna;
« npuT2—T3 (>20 MM) nam N (+): TpacTysymab + nep-
Ty3yMab B TeyeHue 12 Mec. B COYETAHWUMN C OAHUM
13 cneayrowmx pexunmos XT:
- poueTakcen + kaponnatuH (6 LMKIO0B) Uam
- AC/EC (4 umkna), panee — gouetakcen 4 LuKa
/12 eXeHeebHbIX BBEAEHUI NaKauTaKcena) (Tab.

5,7; puc. 5);
+ nocne 3asepwenuna XT npoaomkaetca aHTU-HER2
Tepanua
TPOIHOW HeraTUBHbIN XT ¢ BKAOYeHEeM + TpuTla (<5 Mm) n NO: cuctemHas Tepanus
aHTPaLMKANHOB He NoKa3saHa;
Y TaKCaHOB « npwu T1b 1 NO Bo3MOXHO nposegeHve 4 uuknos XT DC

(moueTakcen + umknodocpamua);

« npuTlc—T3 uan N (+) — XT aHTpaumKaHamMn
1 TakcaHamu: 4 unkna AC/EC (npeanoytutensHo
1 pa3 B 2 Hea.) = 12 exeHesenbHbIX BBEACHNI
nakavTakcena + kapbonnaTuH/4 uukna nakauTakcena
1pa3 B 2 Hea./4 unkna goueTakcena (npm HEBO3MOX-
HOCTU Ha3HayeHwWs nakantakcena) (taba. 4, puc. 6)

2.2.1.3. ApbloBaHTHas/nocTHeoagbloBaHTHasA xuMnotepanua HER2-otpuuyarensHoro
paKa MOJIOYHO Xenesbl

OCHOBHbIMMU npuHuunamu aA'bIOBaHTHOIh/I'IOCTHeoaA'bI'OBaHTHOIZ XT asnqawTcs:
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*  WUCNO/b30BaHWe CTaHAaPTHbIX PEXWMOB C CObt0JeHNeM peKOMeHAYeMOW J030BOW
MHTEHCMBHOCTMW: HE06X0AMMO 13beraTb HEO6OCHOBAHHOM (B OTCYTCTBME TOKCUYHOCTH)
peAyKLUMM 403 NpenapaToB v yBE/NNYEHUA UHTEPBA/IOB MEXAY Kypcamu,;

+  nociegoBaTesnbHoe (a He O4HOBpeMeHHOe!) UCMONb30BaHMe aHTPALUK/VHOB M TAKCaHOB;

+  eweHegenbHoe (a He 1 pa3 B 3 HeA.!) BBeAeHME NAaKAUTAKCEA; MPU HEBO3MOXKHOCTU
eXeHe/e/IbHOro BBE/€HUA NaK/MTaKCe 1a CaeyeT UCNO/b30BaTh AoLeTaKces AN NaK-
nvTakcen 175 Mr/m2 1 pas 8 2 Heg (+ I-KC®);

*  Hayaso aAblOBAHTHON/NOCTHeOaAbloBaHTHOM XT — He no3aHee 4-6 Hey. noc/e onepa-
TWBHOTO BMELIATeIbCTBA B OTCYTCTBUE XUPYPTrUYECKUX OCNOKHEHWIA; B Cly4ae XMpyp-
TMYECKUX OCIOKHEHWIA — NOC/Ie UX pa3pelleHuns; NpoBedeHne agbloBaHTHoW XT no npo-
wecTBUK 3 1 6osee MecALEB NOC/e XMPYPrUYECKOTO eveHns HelenecoobpasHo.

BosbHBIM PMX € TPOMHBIM HeraTueHbIM dpeHoTunom (oTpuyarensHsle P3, PM u HER2),
NONYYMBIINM HeoaAbloBaHTHYO XT aHTpaLMKNMHaMU U TaKCaHaMu1 B CTaHAapTHOM obbemMe,
NPpW HaAVYNM NHBA3UBHON pe3nayasbHOM onyxoan ntoboro obbemMa pekomMeHayeTCa Ha3Ha-
yeHue KaneymTabuHa (taba. 4).

BonbHbIM BRCA-accoummnpoBaHHbIM TPOMHBIM HeraTuHbiM PMXK, nonyumnBwmnM cTaHgapTHYO
HeoaabloBaHTHYH XT, NPU HaANYMM NHBA3NBHOW Pe3nAyanbHON ONYyX0AK, COOTBETCTBYOWEN
ypT = 1b nan ypN + uam RCB II-11l, pekoMmeHayeTCs Ha3HavyeHMe onanapuba c a4 bIOBAHTHOMN
uenbio (Tabn. 4) (MK3 B).

Mpu HanU4MM NoKasaHMi K NpoBeAeHNI0 agbloBaHTHOW JIT pekoMeHAYyeTCA NPOBOAUTL ee
O/JHOBpPEeMEeHHO C NpueMoM KaneymTabura. Onanapub caegyeT HasHa4aTb NOC/Ae OKOHYaHUA
/1T. PekoMeHayeMble PeXMMbl 3l bIOBAaHTHON/NOCTHEOA/ bIOBAHTHOV IeKapCTBEHHOV Tepanumn
HER2-oTpuuaTtensHoro PMX npegcrtaBneHsl B Taba. 4.

Ta6auua 4. PekoMeHzyeMble peXUMbl 3 blOBaHTHOM/NMOCTHe0aA bIOBaHTHO Tepanum
HER2-oTpuL,aTe/IbHOro paka MOIOYHOM esie3bl

ddAC x4 — ddP x 423 AC (sokcopy6buumt 60 Mr/m? /8 B 1-i1 AeHb + unknodocdamug 600 mr
/M2 8/B B 1-1 AeHb) 1 pas B 2 Hea. € nepau4HON M-KC® npoduaaktnkon,
4 umnkna — naknutakcen 175 mr/m2? /B B 1-i fieHb 1 pa3 B 2 Heg,, 4 Lmkna
c nepeunyHoi -KC® npodpunakTmkomn

ddAC x4 —P x 1212345 AC (sokcopy6uumt 60 Mr/M? B/8 B 1-11 AeHb + umknodocdamma 600 Mr/m?
B/8 B 1-1 AeHb) 1 pa3 B 2 Heg., 4 umMKAa ¢ nepeuyHoi N-KC® npodunaktu-
Kol — nakautakcen 80 mMr/M? B/B exeHeaenbHo, 12 BBeAeHUIN

ddAC x4 — AC (aokcopybuLmH 60 Mr/M? B/B B 1-i1 AeHb + Lnknopocpamug 600 Mr/m?
P+Cx12"2345 B/8 B 1-11 AleHb) 1pa3 B 2 He., 4 UmKna ¢ nepsuyHoi M-KC® npodunaktu-
KoW — naknuTakcen 80 Mr/m? B/B + kap6onnatui AUC2 B/B exeHesenbHO,
12 BBEAEHMI

DC x 4-63 [louetakcen 75 mr/m? B/B B 1-i4 AeHb + unknodocdammg 600 mr/m? B/B B 1-i
AeHb 1 pa3 B 3 Heq,, 4-6 LuknoB ¢ nepeuyHol [-KCH npodunaktukoit

ACx 4 [lokcopy6uumH 60 Mr/m? B/B B 1-1 AeHb + unknodpocpammug 600 mr/m? B/B B 1-it
AeHb 1 pa3s B 3 Heq,, 4 umkna
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ACx4—>Dx4 AC (aokcopy6uumH 60 Mr/m2 B/B B 1-it AeHb + uuknodocdammng 600 Mr/m?
8/B B 1-i1 AeHb) 1 pa3 B 3 Heg., 4 uMKkaa — gouertakcen 75 Mr/m2 B/ B 1-ii AeHb
1pa3 B 3 Heq,, 4 unkna

ACx4—Px12"45 AC (gokcopy6uumH 60 Mr/m2 /8 B 1-i1 gieHb + uukaodpocpamug 600 mr/m?
B/B B 1-i1 AeHb) 1 pa3 B 3 Heg., 4 uMKaa — nakautakcen 80 Mr/m2 B/B exe-
HegenbHO, 12 BBeAEHUI

Kaneumntabux KaneunTabun 2000-2500 Mr/M? BHYTPb B 1-i — 14-i1 AHW Kaxable 3 Heg.
(MoHoTepanus)® -8 B TeyeHue 6 Mec.

Kaneuutabux 1300 Mr/M?/cyT. BHYTpb eXXef\HEBHO B Te4yeHue 1roaa

Onanapu6® Onanapv6 (B TabneTtkax) no 300 Mr BHYTPb X 2 pasa B AeHb eXXeAHEBHO, LUK/
28 aHel, B TedeHue 1roga

T [lokcopy6uyuH Moxxem 66imb 3amMeHeH Ha 3NUpy6UYUH 8 Kypcosoli doze 90 m2/M? (pexxum EC).

2 PeUM C ynnomHeHHbIM BBedeHueM xumuonpenapamos (dd — dose-dense) cnedyem paccmompems
npu 6sicmpo npoaugepupyrousux (c Bbicokum Ki-67 u/unu G3) sapuaHmax PMIK, 8 nepsyto o4epeds —npu mpodi-
HOM HezamusHoM PM)K.

2 Tpebyemcs npogunakmuyeckoe HasHayeHue [-KCP (punzpacmum 5 mre/ke n/k yepes 24-72 4aca nocae
OKOH4aHUSA BBEOEHUSA XUMUONpenapamos MUHUMYM B meqeHue 5 OHell uau 00 BOCCMaHOBAEHUA HOPMaAbHO20
yucaa Helimpogunos nocae Hadupa; nazunzpacmum 6 Mz unu amn3zdunzpacmum 7,5 Mz n/k, vepes 24-72 yaca
nocse BBedeHUA XUMUONpenapamos 00HOKPamHo, NPUHUMAasA BO BHUMaHUe, Ymo caedyrowuii Kypc XT moxem
6bimb Ha4am He paHee, Yem yepes 14 dHell nocse ux BBedeHus).

4 [lpu ucnonb3oBaHUU exxeHedeNbHbIX BBEOeHUl naKumakcena 06vemM cmaHoapmHol npemMeduKayuu Mo-
JKem 6bimb COKpaw,eH (HaycMompeHue e4au,e2o Bpaqa) unposodumscsno cxeme: 1-2-lKypcbl—3a 30-60 MUH.
do BBedeHuUA naknumarcena dekcamemasoH 10 M2 8/M unu 8Hympsb, 610kamopsi peyenmopos H1 (duperzudp-
amuH 25-50 M2 unu skBuBasneHmHsle d03bl aHaN0208) B/8 cmpyliHo, 610Kamopsl peyenmopos H2 (pamomudur
20 M2 unu yumemudu 300 Mz 8/8 cmpytiHo). [1pu BO3HUKHOBEHUU peaKyuu 2unepyyBCcmaumebHoOCMu Ha oHe
COKpaueHHoli npeMeduKayuu pekoMeHAyemcs Ucnob30Bams CMaHOPMHyH npemedKayuio 0eKcamema3oHoOM
no 20 M2 8/m unu 8BHymps 3a 12 u 6 4acos 0o BBeOEHUSA NaKAUMaKcena 8 coyemaHuu ¢ 610kamopamu peyenmo-
pos H1/H2. [Ipu omcymcmauu peakyuli 2unepyyBCmBumMeIbHOCMU Ha NepBbix 0BYX Kypcax B 0anbHeliem Bo3-
MOXKHO 02paHu4UMbCA BaedeHuem 610kamopos H1 aucmamuHoBbix peyenmopos (upeHzudpamuH 25-50 m2
UnU 3KBUBaNEHMHbIE 003bl aHan0208). BeedeHue naknumakcena moxem nposodumscs npu AYH =1,0x10°/n
u Konuyecmse mpomboyumos =100,0 x 10°/1.

*  PesumBsedeHus naknumakcena 175 m2/m?1pas g 3 Hed. Ansemcs meHee 3 HeKmuBHbIM N0 CPaBHEHUIO
C exxeHede1bHbIM, 0C06eHHO NpU MPOUHOM HezamusHOM nodmune PMK.

6 PexomeHdyemcs 60/bHbIM PMMK ¢ mpoliHbiM HezamuBHbIM @eHomunom (ompuyamensHsie P3, Pl

UHER2), nony4uswum HeoadwvrosaHmHyto X T aHMpPayuKAUHaMU U MaKcaHamu 8 cmaHdapmHoM 06beme, Npu Ha-
AUYUU UHBa3UBHOU pe3udyanbHol onyxonu.

7 AdwtoBaHmHas XT KaneyumabuHOM Moxem nposodumscs Kak coemecmHo ¢ /IT (npu nokasaHusx K ee
Ha3HayYeHUt0), maK u noc/e ee OKOHYaHUS.

8 B uccnedosaHuu OlympiA (nocssweHo oyeHke s¢gpekmusHocmu onanapuba 8 adbrosaHmHol mepanuu
BRCA-accoyuuposatHo20 PM)K) 60/1bHble mpoliHbiM HezamuBHbIM PMIK He noay4yaau kaneyumabuH ¢ nocm-
HeoadblBaHMHOU Ue/bio, B CBA3U C 3MUM OaHHbIX O Le/necoo6pasHOCMU UCN0Ab30BaHUA U KaneymabuHa,
uonanapuba, a makxe npeumMyecmaax mo20 Uau UH020 npenapama y 60/1bHbIX MPOLHbIM HezamusHbIM BRCA-
accoyuuposaHHbIM PM)K npu pesudyanbHoii 60ne3HU Hem.

° HasHaueHue onanapuba ¢ adboBaHmMHOU yeabto cnedyem paccmompems npu BRCA-accoyuuposaHHoM
mpoliHoM HezamugHoM nodmune PM)X nocne cmandapmHoli HeoadbosaHmHol XT npu Haau4uu uHBa3uBHoU
pesudyansHoli onyxonu, coomsemcmsytowel ypT = 1b uau ypN+unu RCB -l (MK3 B). Onanapu6 caedyem
Ha3Ha4yamb N0C/Ae OKOH4YaHUsA Ny4eBoll mepanuu.
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2.2.1.4. ApvioBaHTHaA/nocTHeoaabloBaHTHaA Tepanua HER2-nonoxuTenbHoro paka

MOJIOYHOM Kenesbl

AjbloBaHTHasa/nocTHeoaAbloBaHTHaA Tepanua HER2-nonoxuntensHoro PMXX Bkatovaet

aHTu-HER2-Tepanuio, XT (ec/n OHa He Ha3HaYanacb HeOaAbIOBAHTHO) 1 I'T (MpuU HanU4MK
B ONyxoun P31 PM) n HasHavyaeTca no CAeayowmM NpuHLMNaM:

1)

2)

60/bHblE, HE nony4vasuwwue HUKaKoM HeoaAL}OBaHTHOﬁ /leKapCTBEHHOIZ Tepanuu:

npu pTINO-TpacTy3ymab B TeuyeHne 12 Mec. B coyeTaHUN C OAHUM U3 CNeAYIOWMX
pexumoB XT 6e3 aHTpauukanHoB (+ T B 3aBMCKUMOCTHM OT PD 1 P):

- nakauTakcen 12 exxeHeAeNbHbIX BBEAEHUN AN

- DC(gouetakcen +uuknopochamna) 4 uukna (tabn. 5);

npu pT, NTMO-T2NOMO TpacTy3ymab B TeyeHue 12 Mec. B COHETaHUMN C OAHUM
U3 CAeAYIOWNX PEKUMOB XuMUHoTepanum (+ T B 3aBUCUMOCTL OT PI):

nobas

- pouetakces +kapbonnaTuH (6 LUKAOB) UK

- AC/EC (4 umkna), ganee — gouetakcesn 4 umkna/12 exeHeaeibHbIX BBEAEHUM
nak/auTakcesa = kapbonsnatuHa;

MPU PT 062aN2—3-TpacTy3yMab + nepTy3yMab B Te4eHUe 12 MeC. B COHETAHUMU C OJ4HUM

U3 CNeAyioWmnX peXUMOoB xumMmnoTepanuu (+I'T B 3aBucumMocTy ot P3) (MK3 B)™

- pouetakces +kap6onaaTtuH (6 LUKAOB) MK

- AC/EC (4 u,MKna), Aanee — goueTakcen 4 umknal/l12 exeHeeNbHbIX BBEAEHWUN

nakautakcena (ta6a. 5);

6onbHble, MONyYaBlWME HEOAABIOBAHTHYIO JIeKaPCTBEHHYIO TEpPaNnuio aHTpaLMKAMHaMun
n/MnAn TakcaHaMu B coyeTaHum ¢ aHTU-HER2 Tepanueii:

npu ypTO-laypNO nan RCB 0-1 — nocTHeoaAbloBaHTHaA Tepanua TpacTysyMabom
A0 06Lie NPOAO/MKUTENBHOCTM 12 MeC., BK/IKOYan goonepauuoHHblii 3Tan (17 seee-
HWI 3a BbI4ETOM KO/IMYeCTBa BBeAeHUA aHTM-HER2 npenapaToB Ha goonepaLMoHHOM
3Tane) (+ agbloBaHTHasA [T B 3aBUCHMOCTM OT YpOBHA P3);

npuypT = 1b uaun ypN (+) nam RCB II-1ll — nocTHeoaAblOBaHTHAN Tepanusa TpacTy3y-
MaboM 3MTaH3nMHOM, 14 unknoB (+ T B 3aBUcMMocTu oT P3) (MK3 B)™. Mpu Hanu4um
noKasaHuii Kk npoBe/eHunto agbloBaHTHOW [T n agbloBaHTHOW JIT pekoMeHAyeTCA Npo-
BOAUTb UX O HOBPEMEHHO C BBeJeHneM TpacTy3yMaba sMTaH3nHa. [pu JOCPOYHOM
npeKpalyeHnn BBEAEHNUA TPacTy3yMaba SMTaH3nHa (HanpuMep, B CBA3M C TOKCUYHOCTBIO)
CneAyeT NPOAO/IKUTL BBEAeHNe TpacTy3yMaba B CTaHAAPTHOW f03e 40 obLjeii npo-
AOMKMTENbHOCTUN aHTM-HER2 Tepannn 1roa, BKAOYaa 4OONepaLMOHHbIN 3Tan.
Mpu noTtepe runepakcnpecun HERZ B pe3ngyanbHON onyxonm nocae NpoBejeHuns
HeoaAbIOBAHTHOW Tepanuu peKoMeHayeTca NpoAoaxaTb aHTU-HER2 Tepanuio
a/blOBAHTHO.

PekoMeH/yeMble peXxMbl a4 bIOBaHTHOW/NOCTHE0a/A bIOBAHTHOW eKapCTBEHHOMN Tepanu
HER2-nonoxutenbHoro PMX npeactaBneHsl B Tabs. 5.

1

Mazr-/umyaa KAUHUYeCKoU 3HaqyumMocmu..
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Tabnuuya 5. PekoMeHgyeMble peXXnMbl aZ blOBaHTHOM/NOCTHEOA bIOBAHTHOM JIeKapCTBEHHOM
Tepanun HER2-nonoxutesIbHOro paka Mo/I04HOW Xenesbl

(DC + Tpactysymab) x 4-6"234

Jouetakcen 75 Mr/m? B/B B 1-11 ieHb + Luknodocpamug 600 mr/m?

8/8 B 1-1 geHb 1pa3 B 3 Heg. +TpacTy3ymab 6 Mr/Kr (Harpy3o4Has 403a
8 Mr/kr) B/8 B 1-11 AeHb 1 pas B 3 Hed., 4 UMKAa; Aanee — TpacTy3yMab
210 oblei aamntenbHocTn 12 Mec.

DCH x 6%24

Jouetakcen 75 Mr/m? B/B B 1-11 fieHb 1 pas B 3 Heg. + KapbonaaTuH
AUC6 B/8 B 1-i1 AeHb 1 pa3 B 3 Hea,. + TpacTy3yMab 6 Mr/Kr (Harpy3ou-
Has Ao3a 8 Mr/kr) B/B B 1-11 AeHb 1 pa3s B 3 HeA., 6 LMK/IOB C NEPBUYHON
I-KCP npodunaktuKoii; sanee — Tpactysymab 6 mr/kr /8 1 pas

B 3 Hea. 40 obLuel AnnTenbHOCTH 12 Mec.

(DCH + neprysyma6) x "2 4510

Jouetakcen 75 Mr/m? B/B B 1-i1 fieHb 1 pas B 3 Heg. + KapbonaaTuH
AUC6 B/B B 1-11 AeHb 1 pa3 B 3 Heg. + TpacTy3yMab 6 Mr/Kr (Harpysou-
Han go3a 8 Mr/kr) /B B 1-i1 AeHb 1 pa3 B 3 Heg. + nepTy3ymab 420 mr
(Harpy3ouHas go3a 840 mr) B/B B 1-i1 AeHb 1 pa3 B 3 Hed., 6 LnKNOB

¢ nepsnyHol M-KCD npopunakTmkoit; obiuas AnMTeNbHOCTL BBeAEHNA
TpacTysymaba v nepTysymaba coctaBnset 12 mec.

(P + Tpactysymab) x 12%23¢

Maknntakcen 80 Mr/m? B/B exeHesenbHO, 12 BBeAEHWIA + TpacTy3yMab
2 Mr/kr (Harpy3souHas f03a 4 Mr/Kr) B/B exeHege/bHO 12 BBeAeHUI;
fAanee — TpacTysymab 6 mr/kr B/B 1 pa3 B 3 Hea. 0 obleit
ANvTeNbHOCTU 12 Mec.

ACx4—
(D +Tpactysymab) x 427

AC (aokcopy6uumH 60 Mr/m2 B/B B 1-1 AeHb + unknodpocdamma 600 Mr
/M2 B/B B 1-1 AeHb) 1pa3 B 3 Heg., 4 uMKaa — AoueTakcen 75 Mr

/M2 B/B B 1-11 AeHb 1 pa3 B 3 Hey., 4 LMKAa +TpacTy3yMab 6 Mr/kr
(Harpy3ouHas fo3a 8 mr/kr) B/B B 1-it AeHb 1 pa3 B 3 Hea,.; Aanee — Tpa-
cTy3ymab 6 Mr/kr B/B 1 pa3 B 3 Heg. A0 oblLeit AnmTenbHoCcTH 12 Mec.

ACx4—
(P +TpacTy3yma6) x 12"267

AC (aokcopybuumH 60 Mr/m2 B/B B 1-i1 AeHb + Lunknodocdammg 600 Mr
/M2 B/B B 1-ii AeHb) 1pa3 B 3 Heg., 4 uMKaa — nakautaxcen 80 mr/m?
B/B eXeHejebHO, 12 BBeAEHUM + TpacTy3yMab 2 Mr/Kr (Harpy3oyHas
£03a 4 Mr/Kr) B/B eXeHeAenbHO 12 BBEAGHWN, fjanee — TpacTy3yMab

6 mr/kr B/B 1 pa3 B 3 Hea. Ao obLiei annTtenbHocTH 12 Mec.

ddAC x4 —
(P + Tpactysymab) x 12"247.6:8

AC (nokcopy6uumH 60 Mr/m2 B/B B 1-i1 AeHb + unknodocdammng

600 Mr/m2 B/B B 1-i1 AeHb) 1 pa3s B 2 Hea., 4 Kypca C NepBuYHOI

-KC® npodunaktnkoii — naknntakcen 80 Mr/M? B/B exeHese/bHO,

12 BBeEHWIt + TPaCcTy3yMab 2 Mr/Kr (Harpy3o4Has 403a 4 Mr/Kr)

B/B eXeHezenbHO 12 BBeieHUiA, Aanee — TpacTy3ymab 6 mr/kr B/B 1 pa3
B 3 Hea. 40 obulelt AanTenbHOCTH 12 Mec.

ddAC x4 —
(P +TpacTysymab) x 41247.8

AC (aoKcopy6uumH 60 Mr/M2 B/B B 1-i AeHb + uuknodocdammng

600 Mr/m2 B/B B 1-1 AeHb) 1 pa3 B 2 Hea., 4 uMKAa —> NaKAUTaKcen
175 mr/M? B/B B 1-11 AieHb 1 pa3 B 2 Heg., 4 UuukAna ¢ nepsuyHoi M-KCH
NPOGUNAKTUKON + TpacTy3yMab 2 Mr/Kr (Harpy3ouHas 4o3a 4 Mr/kr)
B/B eXeHe/ie/IbHO; Aanee — TpacTy3ymab 6 mMr/kr B/B 1 pa3 B 3 Hea,
2,0 06Lwelt AnmnTenbHOCTM 12 Mec.
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AC x 4 — (TaKcaHbl+ TpacTy3ymab AC (aokcopybuumH 60 Mr/m2 /B B 1-i1 AeHb + unknodocdammg 600 mr
+nepTy3ymab) x 4"257.10 /M2 8/B B 1-1 AeHb) 1 pa3 B 3 Heg., 4 LMKAa —> TakcaHbl (4oLeTakcen

75 Mr/M? B/B B 1-1 AeHb KaXKAble 3 Heg. 4 LMKAA MW NaKAUTaKcen

80 Mr/M2 B/B eXeHeAeNbHO 12 BBeAEHWIA) + TpacTy3yMab 6 Mr/Kr
(HarpysouHas go3a 8 Mr/Kr) B/B B 1-it geHb 1pa3 B 3 Hea. + nepTy3ymat
420 mr (HarpysouHas go3a 840 Mr) B/8 B 1-i1 AeHb 1 pa3 B 3 Heg.; obwas
A/MTENbHOCTb BBE/JEHWUA TPacTy3yMaba 1 nepTysyMaba cocTaBnseT

12 mec.

TpacTy3yMab 3MTaH3uH x 14° Tpacty3ymab smTaH3uH 3,6 Mr/kr B/B B 1-i1 AleHb 1 pa3 B 3 Hea,,
20 14 uvknos

! BgedeHue aHmu-HER2 npenapamos (mpacmy3yma6a, nepmy3ymaba) pekomeHdyemcs HaqyuHames 00HO-
BPEMEHHO C 6€3aHMPayUKAUHOBLIM MaKCaH-COOEPIKAUYUM PEIKUMOM.

2 BO3MOJKHO UCNO/b30BaHUE fIeKapCmBeHHOl ¢opMbl mpacmy3symMaba 015 NOOKOKHO20 BBeOeHUs B 003e
600 mM2/5 M (He3aBuCUMO om Macchl mena nayuenma) 1pas g 3 Hed.; Haepy304Has do3a He mpebyemcs.

3 PekomeHOyemcs paccMompems npumMeHeHue 0aHHo20 pexxuma npu T1b, ¢ (> 5 mm, Ho < 20 mm) u NO.

+ Tpebyemcs npogunakmudeckoe HasHaqeHue [-KC® (punzpacmum 5 mre/ke n/k yepes 24—72 4aca nocne
OKOHYaHUS BBeOeHUSA XUMUONPENapamoB MUHUMYM B medeHue 5 OHell uau 00 BOCCMaHOBAEHUA HOPMaAbHO20
yucna Helimpogunos nocae Hadupa; naeunzpacmum 6 Mz unu amn3zdunzpacmum 7,5 Mz n/k, 4epes 24-72 yaca
nocsne BgedeHusA XumMuonpenapamos 0OHOKpPamHo, NPUHUMAas BO BHUMaHUe, 4mo caedytouuli Kypc XT moxem
6bIMb HaYam He paHee, Yem yepes 14 dHell nocse ux BBedeHus).

5

Pexxum pekomeHdyemcs 60nbHbiM ¢ N2-3, He noayYyaBuwuM HeoaodbioB, oli nekapcmeeH-
Holi mepanuu; nepmy3yma6 BBodumcs B covemaHuu ¢ mpacmysyma6om 8 medyeHue 12 mec. (MazHu-
myda KauHuveckoii 3HayumMocmu B).

§ [lpu ucnonb30BaHUU exeHede/bHbIX BBEOEHUU nakaumakcena o6bemM cmaHdapmHol npemeduKayuu
Moxxem 6biMb COKpauweH (Ha ycmMompeHue neqawezo spaya) (cM. maba. 4); BBedeHue nakaumakcena mMoxem
nposodumscs npu AYH = 1,0 x 10°/1 u konuyecmse mpom6oyumos = 100,0 x 10°/1.

7 Jlokcopy6uyuH Moxxem 6bimb 3aMeHeH Ha 3nupy6uyuH B Kypcosoli doze 90 me/M? (pexum EC); He peko-
MeHdyemcs 0dHoBpeMeHHOe BBedeHUe aHMPaYUKNUHOB (doKcopybuyuHa u snupybuyuHxa) uaHmu-HER2 npena-
pamos (mpacmy3ymaba, nepmy3ymaba) B8udy BbICOK020 pucka kapduomoKcu4Hocmu; do U 8 npoyecce mepanuu
aHmMpayukAuHamu u/uau mpacmy3yma6om Heobxo0uM KoHmpoab @B c nomowbto IxoKT ¢ yacmomoli 1 pa3
8 3 Mec. (unu Yauje NpU HaAUHUU NoKazaHul).

8 PesxuM C ynnomHeHHbIM BBEOEHUEM XUMUONpenapamos peKoMeHdyemcs UcnonbL308ams Npu 661cmpo
nponugepupyrousux (c soicokum Ki-67 u/unu G3) sapuaHmax PMXK.

?  PekomeHOyemcs 60/1bHbIM, NOAYYUBWUM He0adbloBaHMHyo XT aHMpayuKAuHaMu u/unu maxkcaHamu
umpacmysyma6om (+ nepmy3ymabom) 8 cmaHOapmHOM 06bEME, NPU HANUYUU UHBA3UBHOU pe3udyanbHol ony-
xonu, coomsemcmaytowelypT = 1b uauypN +uau RCB I1-I1l (MK3 B). Buccnedosaruu KATHERINE adbrosaHmHas
I'Tu adbroBaHmHas JIT npoBoouUAUCH 00HOBPEMEHHO C BBEOeHUeM mpacmy3ymMaba SMmaH3uHa. [1pu 00Cpo4HOM
npekpauwjeHuu BBedeHuUs mpacmy3yMab SIMmMaH3uHa B CBA3U C MOKCUYHOCMbIO CAedyem Npoodo/aKUMb Baede-
Hue mpacmy3ymaba 0o obujeli npodosKkumensHocmu aHmu-HER2 mepanuu 1200, BKAto4as 00onepayuoHHbIi
3man.

0 BO3MOXXHO UCNO/Ab30BaHUE eKapCMBeHHOU popmbl «mpacmy3ymab +nepmy3ymab» 015 N0OKOKHO0
BBeOeHUS; Hazpy304Haa do3a cocmasnsem 1200 me nepmy3ymaba/ 600 me mpacmy3ymaba, danee — 600 M2 nep-
my3ymaba/600 M2 mpacmy3ymaba, BBooumcs yepes 3 Hed. noc/ne Hazpy304HOU 003bI U NOBMOPAEMCSA Kaxoble
3 Heo.

2.2.1.5. AgbloBaHTHaA rOpMOHOTEpanua paka MOJIOYHOM Xeesbl

ApbloBaHTHas ['T nokasaHa BceM 60/1bHbIM FOPMOHO3aBUCUMbIM PMXK He3aB1cKMO OT BO3-
pacTa, yHKLMM ANYHMKOB, CTaAnn 3abonesaHnsa, HER2 cTaTyca, npoBeseHmns Heo-/aAbloBaHT-
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HOM XT nnaun aHTu-HER2-Tepanun. [OpMOHO3aBMCUMbBIMU CHUTALOTCA OMYXONUN C ONpejenieMon
aKkcnpeccuent P3 B2 1% knetok uHeasmeHoro PMXK. Buibop pexwuma T 3aBUCUT OT GyHKL MK
AnyHuUKos (Tabn. 6, 7).

Ta6auua 6. /lekapcTBeHHble NpenapaThl, peKOMeHAYeMble ANA afbIOBAaHTHON FOPMOHOTEpanuu
paKa MOJIO4YHOW ene3sbl

AHTU3CTpOreHbI" #© TamokcndeH 20 Mr BHYTPb exe/HeBHO

WMHrnéutopsl apomatasbi #** | JleTpo3on 2,5 Mr BHyTpb eXeHeBHO
AHacTpo30/1 1 M BHYTPb €Xe/HeBHO
JKceMecTaH 25 Mr BHYTPb exe/IHeBHO

Ananoru Prs lo3epennH 3,6 Mr n/k 1 pas B 28 gHelt
Tpuntopenun 3,75 Mr 8/mM 1 pa3 B 28 aHelt
Bycepenun 3,75 Mr 8/m 1 pa3 B 28 gHeit
NeiinpopenuH 3,75 mr 8/mM 1 pa3 B 28 aHelt

T Moz2ym ucnosb30BamsCsa He3aBUCUMO OM PYHKUUU AUYHUKOB; OBapuasibHas cynpeccus 8 0ononHeHue
K aHmus3cmpozeHam pekomeHoyemcs 60/bHbIM C COXPaHHOU PyHKYUel AUYHUKOB NPU HaAU4UU hakmopos Bbi-
coKoz20 pucka peyudusa (cMm. maba. 7); onpedeneHue mymayuli 2eHa CYP2D6 0n5 peweHus Bonpoca o HazHaqe-
HUU maMoKcugeHa B8 pymuHHol npakmuke He peKoMeHOyemcs; cnedyem uzbezames COBMECMHO20 Ha3Ha4YeHUS
mamokcugeHa u uHzubumopos CYP2D6.

2 PekoMeHOyemcs UCN0/b30BamMb MO/LKO Y 60/bHBIX B NOCMMEHONay3e, NPOMUBONOKa3aHbl 601bHbIM
¢ coxpaHHOU yHKyuel AUYHUKOB; Y 60bHBIX C COXpaHHOU @yHKyuel AUYHUKOB 017 Ha3HaYeHUsA UH2ubumopos
apomamasbl mpebyemcs oBapuaibHas Cynpeccus.

3 flonbkosblili pak 60/1ee yyBCMBUMENEH K UH2UBUMOpPaM apoMamasbi.

4 BboAbHLIM B npemeHonayse MuHanbHbIM HER2-HezamusHbiM PMXK Il cmaduu (pN2-3) unu ¢ ypN2-
3 nocne HeoadbtoBaHMHol XT k [T maMoKCUPeHOM unu uH2ubumopamu apoMamassi Moxxem 6ims 0obasaeH
abemayuraub 150 Mz BHymps 2 pasa exxedHesHo 8 mederue 2 nem (MK3 C).

5 PeKoMeHOyemcs Uucnob308amb MOLKO Y 60/1bHbIX C COXpaHHOU pyHKyUEU AUYHUKOB NPU HEOBX0OUMO-
Ccmu oBapuanbHOU Cynpeccuu; HazHa4yaomcs B CO4emaHuU C aHmu3Cmpo2eHamu UAU UH2ubUmMopamu apoma-
mas3sbl; aHanoau [Pl pekomeHdyemca 8Booums 1 pa3 8 28 OHell.

6 Bce sKeHWUHbI, NPUHUMaroWue mamoKcugdeH, 00axKHbI 6biMb UHPOPMUPOBAHBI O pUCKe pa3BUMUS Namo-
N102UU 3HOOMeMPUA U HE06X0OUMOCMU He3amMedAUMeNbHO Coobwams Bpaydy 0O N06bIX Ba2UHA/NbHLIX KPOBO-
MmeyYeHUSX UNU KpOBAHUCMbIX BbIOeNeHUAX N060U UHMeHCUBHOCMU.

Ta6auua 7. PekoMeHzyeMble PeXUMbl 8/l blOBAHTHON FOPMOHOTEPaNMUMN paka MO/IOYHOIA enesbl
B 3aBMCUMOCTY OT GpYHKLIMM ANHHNKOB

PeXuMbl ropMOHOTEpanum MpumeyaHus

MNpemeHonaysa

TaMmokcndeH 5 net -

TaMokcudeH 2-3 roga — UHrMGUTOPbI JnA 60NbHBIX, AOCTUILLMX CTOMKON MeHOMay3bl K MOMEHTYOKOHYa-
apoMartasbl 2-3 roaa (cyMMapHo — 5 n1eT) | HWs npueMa TaMoKcudeHa

TamokcndeH 10 net Tp1 Hannumm, No KpaiiHel Mepe, oAHOro $paKTopa HebaaronpuaT-
Horo nporHosa’
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Pexumbl ropMoHoTepanuun

MpumMeyaHuna

TamoKcndeH 5 neT — MHrMbuTops!
apomatasbl 2-3 roga

AnA 60NbHBIX, JOCTUTILMX CTOMKO MeHOMay3bl K MOMEHTY
OKOHYaHUA NpreMa TaMoKcudeHa, NpU HaMuuK, No KpaiiHeit
Mepe, 0HOro $paKkTopa HebnaronpUATHOro NporHosa’

OBapuanbHasa Cynpeccus + TaMoKcudeH
WAV MHTMGUTOPBLI apoMaTaskl 5 et

Mpw Hannumm, No KpaiiHeit Mepe, ofHOro dakTopa HebnaronpuAT-
Horo nporHosa®34

MocTmeHonay3a

TaMokcudeH 5 net

WMHrnéutopsl apomatassi 5 et

MHrnéutopsl apomatassl 2-3 roa,
fanee — TaMoKcudeH 2-3 roga

TaMokcndeH 2-3 roga — UHrM6UTOPBI
apomartasbl 2-3 roga (cymmapHo — 5 net)

HPM MCMO/Ib30BaHNN PEXNMOB NEPEKNOYEHUA NPEeANOYTUTE/IbHO
Ha nepBoOM 3Tarne Ucno/ab3osaTb VIHI'VI6VITOPI:I apomarasbl

MHrnéutopsl apomatassl 7 et

Tpu1 HannumK, No KpaiiHelt Mepe, oAHOro $paKTopa HebaaronpuaT-
HOro NporHo3a’

Tamokcnder 10 net

Tpy HanMumm, No KpaiiHeit Mepe, ofHOro dakTopa HebraronpuAT-
HOro nporHosa’

TamokcndeH 5 neT — MHrMbuTopsl
apomaTasbl 2 roga

p1 Hannumm, no KpaviHelt Mepe, 0AHOTO dpakTopa HebaaronpuAT-
HOro nporHosa’

" K pakmopam HebnazonpusmHozo npozHosza omHocamca N +, G3, Ki-67 > 30%.

2 PexomeHdyemas npodosKuMenbHOCMb 0BapuanbHoll cynpeccuu cocmasnsem om 2 00 5 nem.

3 OsapuanbHas cynpeccus Heo6xo00UMa B meyeHue BCe20 CPOKa NpueMa UH2ubUumopos apomMamassi.

4 [pu npomexxymo4Hom npozHose (T2NO-1 u G2) 8 cayyae HazHayeHus oBapuanbHol cynpeccuu (8 coye-
MaHuu ¢ MamoKCUPEHOM Unu UH2UBUMOPaMU apoMamassl) BO3IMOXKEH OmMKaz om adbrosaHmHol XT.

Tepanua nHrmbutTopamMm apomMaTtasbl aCCOLMMPYETCA C MeHbLLIEn 4acToTON TPOM603M60-

JIMYECKMX OC/IOKHEHWUI 1 paKa SHAOMETPMA 1 ¢ 60/blENR YacTOTON ocTeonoposa (M cBA3aH-

HbIX C HUM MEPeNIOMOB KOCTEM) M OCNIOMHEHMUA CO CTOPOHbI CEPAEYHOCOCYANCTON CUCTEMBI

M0 CPABHEHMIO C TAMOKCUPEHOM. VIHTMBUTOPLI apoMaTasbl TPETbEro NOKOAeHUs (1eTpo3o,

aHaCTPO30/1, 3KCEMECTaH) paBHO 3G PeKTUBHbI U COMOCTABUMbI MO NPOPUI0 TOKCUYHOCTH.
KpnTepuamum nocTMeHonaysbl ABAAOTCA:

+ 6unaTepanbHas OBapUIKTOMUS,;
* BO3pacT =60 ner;
+ BO3pacT <60 net:

- B oTcyTcTBue XT, Tepanum TaMoKCMdeHOM Uan TopeMndeHOM U oBapuanbHow
cynpeccuu: aMeHopes B TeyeHue =12 MeC. B cOYeTaHUM C NOCTMeHOoMNay3anbHbIMK
yposHaMM OCI n 3cTpaanona;

- B Mpouecce Tepanunm TaMOKCMPEHOM MAM TOpeMUpeHOM: MocTMeHoNay3aibHble
ypoBHUM ®CI n 3cTpagunona.

AMeHopes, pa3sBMBLIAACA B NPOLECCe UAU MO OKOHYaHuu XT (Heo-/agbloBaHTHOM),

He ABAAETCA JOCTAaTOYHBIM NPU3HAKOM MNOCTMEHOMay3bl, U ANA OLEHKU GYHKLUN ANYHUKOB
HeobxoguMo onpegenerune @Cl u scTpagrona.

3/1OKAYECTBEHHbIE ONYXO0JIN
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AnA AOCTUKEHNA OBapUaNbHOW CYNPeCccMmn MOryT 6bITb MCMO/Ib30BaHbI CAeAYolLMe METOAbI:

*  NeKapcTBeHHbI (aHanoru [Pl Taba. 6):
- Bbi3biBaeT obpaTnMoe nogasBaeHne GYHKLUN ANYHUKOB;
- He Bcerga obecneymBaeT MoJiHOe NojaB/ieHne GYHKLUM ANYHUKOB, OCO6EHHO
Y ¥eHLMH MONOAOr0 BO3pacTa; ANA NOATBEPXKAEHMNA MONHOW OBapuanbHOM cynpec-
CUM Heo6XOAMMO onpejesieHne 3CTPaAnoaa B CbiBOPOTKe KpoBu 1 pa3 B 3-6 Mec,;
onpegenernve ®CI B nepnos neyeHuns aHanoramu [Pl HenHdopMaTuBHO; Nprem
MHIMOMTOPOB apoMaTasbl CiefyeT HaYMHaTb Yepe3 6-8 HeJ. NOC/le NepBOro BBe-
AeHus aHanoros ['PT;
- aHanoru IPT pekoMeHpyeTCA BBOAUTDL €XXeMeCAYHO;
*  XWpYyprudeckuii (unatepasbHas OBapUIKTOMUA); BbI3bIBAET HEOGPATMMOE MOAABAEHNE
GYHKLMN ANYHNKOB;
+  Jly4YeBOW; BbI3blBaeT HeobpaTnMoe nojasaeHne GYHKLUM ANYHUKOB.

Y MONOABIX XEHLMH, 0COBEHHO He 3aBepLINBLLNX PENPOAYKTUBHYIO GYHKLMIO, ANA AOCTH-
KEHUA OBapuasbHON Cynpeccun peKoMeH/AyeTCA HasHaveHune aHanoros [P, nogasaaiouumx
GyHKLMIO ANYHMKOB 06paTuMoO.

2.2.1.6. OcTteomoauuuMpylolMe NpenapaThl B a4 bIOBaHTHOM Tepanum

BonbHBIM FOPMOHO3aBMCHMbIM PMXK B mocTMeHonMay3e (B T. 4. NONy4YalowmM 0BapuanbHyto
CYNpeccuio) ¢ yesblo NpOGUNAKTUKM OCTEONOPO3a PEKOMEHAYETCA Ha3HAYNUTb:

+  6uchocdoHaTsl (30se4poHOBan Kuca0Ta 4 MrB/B 1pas e 6 Mec.) B TeueHue 2-3 eT;

+  Konekanbundepon 400-800 ME/cyT. BHYTPb exeHeBHO + Kanbuna kapboHat
500-1000 Mr/cyT. BHyTPb €Xe/HEBHO A/IUTENbHO;

*  KOHTPOJ/Ib MUHEpaNbHOM NJIOTHOCTU KOCTEN (AeHCUTOMeTpUA) 1 pas B roa.

MprMeyvaHue: ONTUMaNbHLIM ABAAGTCA HA4aN0 Tepanum 0CTeOMOANPULNPYIOLLUMM areH-
TaMW He no3aHee 6 MeC. NOC/e Havyana aAbloBaHTHOM [T,

2.2.1.7. HeoapgbloBaHTHaA NeKapcTBeHHaA TepanuaA NnepBUYHO onepabesibHOro paka
MO/IOYHOW Xene3bl

HeoaabloBaHTHaA IeKapCcTBEHHaA Tepanusa nepBuyHo onepabessHoro PMX nossosser:

1)  BbINONHUTbL OPraHOCOXPAHAIOLLYIO OMEPALMIO U/ UM YNYHLWNTE KOCMETUYECKUI 3 deKT;

2) oueHWTb 3pdeKT eKapCTBEHHOW TEpannu u CBOEBPEMEHHO NPeKPaTUTh ee B Cayyae
NPOrpeccMpoBaHus (C BbIMONHEHNEM XUPYPrUYECKOro NedYerns);

3) OUEHUTb BbIPaXEHHOCTb NAaTOMOP(OIOrMYECKOro OTBETa U MHAMBUAYANN3NPOBATD
NOCTHEOAAbIOBAHTHYIO Tepanuio.

HeoagbloBaHTHan nekapcTeerHan (XT £ aHTu-HER2 Tepanusa) nokasaHa npu 4oKasaHHOM
MHBa3MBHOM NepBuYHO onepabensHoM PMX ctagnit TO-INTMO, T2NOMO, T2N1TMO, T3NOMO,
T3NTMO ¢ TpoMHbIM HeraTuBHbIM A HER2-no3nTnBHbEIM peHoTMNOM.

HeoasbloBaHTHas XT He pekoMeHAyeTCA 60/1bHbIM NEPBUYHO Onepabe/ibHbIM NOMUHA/bHBIM
HER2-HeratusHbiM PMXK. JleyeHne 31Ol KaTeropmnm 601bHBIX JOMKHO HAYMHATLCA C ONepaTUB-
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HOro BMellaTeIbCTBa COOTBETCTBYOUIEro 06beMa 1 NaTOMOpP$ON0OrUYeCcKoro CTaAMpoOBaHMA.
B oTAenbHbIX cnydaax HeoagbloBaHTHaA XT MOXeT 6bITb pacCMOTPeHa y 60/1bHbIX NePBUYHO
onepabesnbHbIM AOMUHANBHBIM B HER2-HeraTueHbiM PMXK Bbicokoro pucka (G3, BbicOKuit
Ki-67) npu HaAM4mMm YeTKUX NOKazaHui K nposeseHmio XT AaHHOr0 06'beMa 1 enaHumn 60b-
HOM BbINOHUTH OPraHOCOXPaHAIOLLYIO ONepaLnio; C NaLNeHTKON AO/IKHbI 6bITb 06CYKAEHbI
Heo6xoAMMoCTb /1T B CAyYae BbINMOSIHEHWNA OPraHOCOXPaHAIOLWEro IeYeHUA, a TaKKe BEPOAT-
HOCTb MOBTOPHOW OMepaLumn Npu o6HapyXeHNM pe3nayanbHO ONyXoNn B Kpaax peseKkunm.

NeyeHune nepenyHo onepabesbHoro PMX y 60sbHbix cTapuwe 70 f1eT, a Takxe y 60/1bHbIX
C BbIpa)KeHHO conyTCTBYlOWeE NaTonornen LenecoobpasHo HauyMHaTb C XMPYPru4ecKoro
NeYyeHNA He3aBUCMMO OT UMMYHOPEHOTMNA, T. K. BO3MOXHOCTb NPOBe/eHNA NONHOLEHHOW
HeoaAblOBAaHTHON N€KapPCTBEHHOM Tepannmn y 3TOM KaTeropumn 60NbHbIX COMHUTE/IbHA.

MpW OTCYTCTBUM AOCTAaTOYHOM ANA CTAANPOBAHNA MHPOPMaL UK (HanpuMep, o pasmepax
OMyXONeBOro y3/1a, COCTOAHWNM NOAMbIWEYHBIX MMM OY3/10B, HAANYMN NHBA3UBHOIO KOMMO-
HEeHTa npw BHYTpUnpoToKoBoM PMXK) Ha nepBoM 3Tamne peKoMeHAYeTCA ONepaTUBHOE eYeHune
CU3yYeHneM yAaneHHON onyXonn n naToMop$onornyeckum cTagmpoBaHmem.

MNepea HayanoM HeoaAblOBAHTHOM IeKAPCTBEHHOW Tepanuu, B T.4. «TeCTOBOro» Kypca
I'T AO/MKHO 6bITb MPOBEAEHO MONHOLEHHOE KAMHUKO-N1abopaTopHoe o6cnefoBaHme (cM. pas-
Aen 2.1. «/JnarHoCTuKa»), B TOM 41c/ie 6UOMCHA OMYXON C FTUCTONOTUYECKUM UCCIeA0BaHUEM
nonpeaenennem P3, P, HER2 n Ki-67. PexxuMbl HeoaA blOBaHTHOW IeKapCTBEHHOMN Tepanumn
npeacTaBneHsl B Taba. 8.

OCHOBHble MPUHL WMLl HE0a/AbIOBAHTHOM 1eKapCTBEHHON Tepanuu:

+  BCe pekoMeHgyeMble Kypchl XT cnejyeT npoBOAUTL 40 onepaLumn B MNOHbIX 403aX
c cobnofeHneM 3alaHHbIX MHTEPBA/IOB, Tak KaK 3TO NOBbLIWAET BEPOATHOCTb JOCTUKEHUA
NOSIHON MOP$ONOrNYECKON perpeccuu;

*  eC/1 N0 KakMM-11M60 NpUYMHaAM Ha J00NepaLMoOHHOM 3Tarne He yan0Cb MPOBECTM BCe
3annaHunpoBaHHble Kypchl XT, To HegocTatow e Kypchl He06X04MMO NPOBECTH Nocae
onepauuu;

*  Ha6-8HesenenpoBeseHNA HE0aAbIOBAHTHO Tepanuu LLenecoobpasHo OLEHUTbL NpoMe-
KYTOUHBIV 3P PEKT Ne4eHNA C Le1bio UCKAI0YEHMA BO3MOXHOIO NPOrpeccMpoBaHus; OLEHKY
3pPeKTa cneayert NPoN3BOAUTL C MOMOLLBIO OCMOTPA U MHCTPYMEHTa/IbHbIX METO/0B,
3apUKCMPOBABLUMX NaTONOrMYECKNE M3MEHEHMNA B MOIOYHOW Ke/le3e 1 PervMoHapHbIX 30Hax
A0 HaYana neveHuns; Npu BbIABNEHNM NPOrPeCccUpoBaHNA Ha POHe HeoaAbIOBaHTHOW eKap-
CTBEHHOM Tepanuu peKOMeHAYyeTCs BbIMOAHUTb XUPYPrudecKkoe nedeHue (ecam npouecc
ocTaeTcs onepabesibHbIM) UM PACCMOTPETL CMEHY PeXMMa IeKapCTBEHHOW Tepanuu;

*  noc/e 3aBeplieHNA HE0aAbIOBAHTHON Tepanuu NPy OTCYTCTBUM KAMHUYECKNX NPU3Ha-
KOB NporpeccmpoBaHuna 6one3Hun oueHKy 3pdekTa cneayeT NpOM3BOAUTE C MOMOLLbIO
OCMOTPa M UHCTPYMEHTa/IbHbIX MeTO/0B, 3apUKCMPOBABIIMNX NaTONOTMYECKNE U3MEHEHNA
B MOJIOYHOW Xejle3e U permMoHapHbIX 30HaX /0 Ha4yana NevyeHuns.
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Tabnuuya 8. PekoMeHzayeMble peXMbl HEOaZ bIOBAaHTHOM JIEKapPCTBEHHOM Tepanuu paka
MOJIOYHOM enesbl

HER2-oTpuLaTeNbHbIA

ACx4—>Dx4"

AC (pokcopy6uumH 60 Mr/M? B/8 B 1-11 AeHb + umkanodochammug 600 mr/m?
8/B B 1-11 AeHb) 1pa3s B 3 Hea., 4 uMKna — gouetakcen 75 mr/m? 8/8 8 1-1 AeHb
1pa3 B 3 Hea., 4 unkna

ACx4—>Px12"2

AC (aokcopy6uumH 60 Mr/m2 B/B B 1-i1 AeHb + Lunknodocdammg 600 Mr/m?
8/B B 1-11 AeHb) 1pa3 B 3 Hea., 4 umkna — nakamtakcen 80 Mr/m? B/B exe-
HezenbHo, 12 BBeAEHUI

ddAC x4 —ddP x 4"34

AC (pokcopy6uLwH 60 Mr/m2 B/B B 1-i1 AeHb + uuknopocdammg 600 Mr
/M? /B B 1-11 AeHb) 1 pas B 2 Hed., 4 umkna ¢ nepsuyHoi -KCO npopu-
NaKTVKOMN —> nakauTakcen 175 Mr/m? B/B B 1-11 AeHb 1 pas B 2 HeA., 4 unkna
¢ nepamyHoii [-KC® npodunakTukomn

ddAC x 4 — P x 1212410

AC (aokcopy6uumH 60 Mr/m2 B/B B 1- AeHb + unknodpocdamma 600 Mr/m?
8/8 B 1-1 AeHb) 1 pa3 B 2 Hed., 4 umkna ¢ nepuyHoil -KC® npopunaktu-
Kol — nakauTakcen 80 Mr/m? B/B exeHegensHo, 12 BeegeHnin

AC x 4 — (P + kap60)
X 121.2,3,4,5

AC (pokcopy6uumH 60 Mr/M? B/8 B 1-11 AeHb + umknodochammug 600 mr/m?
8/8 B 1-11 AeHb) 1pa3 B 2 nau 3 Heg., 4 umkaa — nakautaxcen 80 Mr/m? B/B exe-
HeZenbHO 12 BBeAeHWMI + kapbonnatH AUCE B/B 1 pa3 B 3 HeA. 4 umkna

ddAC x 4 — (P +kap60)

x 1212345

AC (nokcopy6uumH 60 Mr/m2 B/B B 1-i1 AeHb + unknodocdammg 600 Mr/m?

8/8 B 1-11 AleHb) 1 pas B 2 Heg., 4 LnKna ¢ nepsryHoi M-KCO npopunaktu-

Koit — nakmTakcen 80 mr/m? B/B + kap6onnatui AUC1.5-2 B/B exeHeenbHO,
12 BBeZeHUI

HER2-nonoxuTenbHbI

DCH x 6467

Jouetakcen 75 Mr/m? B/B B 1-11 fieHb 1 pa3 B 3 Heg, + Kapbonaatui AUC6
8/B B 1-11 AeHb 1pa3s B 3 HeA. + TpacTy3yMab 6 Mr/Kr (Harpy3odHas 4o3a 8 Mr/kr)
B/B B 1-# AeHb 1 pa3 B 3 HeA., 6 LMKOB ¢ nepauyHON M-KCP npodpunakTmkom

(DCH + nepty3ymab)

JoueTakcen 75 mr/m2 B/B B 1- fleHb 1 pa3 B 3 Hed. + kapbonnatvui AUC6 B/B B 1-11

x 646.7.8.10 AeHb 1pas B 3 Hea. +TpacTysymab 6 Mr/kr (HarpysouHas fo3a 8 Mr/kr) B/B B 1-i
AeHb 1pas B 3 Hed. +nepTy3yMab 420 Mr (Harpy3ouHas 4o3a 840 mr) /B B 1-it
AeHb 1pas B 3 Hed., 6 unknos (MK3 C) ¢ nepeuuHoii I-KC® npodunaktukoit

AC x4 — (D +Tpacrysy- AC (nokcopy6uumH 60 Mr/m2 /B B 1-i1 AeHb + Lunknodocdammg 600 Mr/m?

Mab) x 41679

8/B B 1-11 AeHb) 1pa3 B 3 Hea., 4 Kypca — goueTakcen 75 mMr/m2 B/B B 1-i1 feHb
1pa3 B 3 Hea. + TpacTy3ymab 6 Mr/kr (HarpysouHas 4o3a 8 Mr/kr) B/B B 1-i1 AeHb
1pa3 B 3 Hea., 4 uvkna

AC x 4 — (P +Tpactysy-
Ma) x 12v267.9

AC (aokcopy6uumH 60 Mr/m2 B/B B 1- AeHb + unknodpocdamma 600 Mr/m?
8/8 B 1-11 AeHb) 1 pa3 B 3 Hea., 4 Kypca —> nakautakcen 80 Mr/M? B/B exe-
HezeNbHO, 12 BBeAEHWI + TpacTy3yMab 2 Mr/Kr (Harpy3o4Han 403a 4 Mr/kr)
B/B eXeHegenbHO 12 BBEAEHUI

ddAC x 4 — (P +TpacTy3y-
Ma6) X 121,2,3,4,5,7,9

AC (aokcopy6uumrH 60 Mr/M? B/8 B 1-11 AeHb + umknodochammug 600 mr/m?
8/8 B 1-11 AeHb) 1 pa3 B 2 Hed., 4 Kypca ¢ nepsuyHoit -KCO npopunakTtu-
Kot — nakamTakcen 80 Mr/m? B/B exeHeeNbHO, 12 BBeAEHUIA + TpacTy3ymab
2 Mr/Kr (Harpy3o4Has 403a 4 Mr/Kr) B/B eXxeHeAebHO 12 BBeACHUI
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ddAC xdd4 — (P AC (aokcopy6uumH 60 Mr/m2 /B B 1-it AeHb + unknodocdammng
+TpacTy3ymab) x 434679 | 600 Mr/m2 B/B B 1-i AeHb) 1 pa3 B 2 Hea., 4 LKA C NepBuyHOi M-KCH
npodunakTuKoit — nakautakcen 175 mr/m? B/8 B 1-it feHb 1 pas B 2 Heg,.,
4 umMKna +TpacTysymab 2 Mr/Kr (HarpysouHas 4o3a 4 Mr/Kkr) B/B
exeHe/ie/IbHO, 8 BBeAleHNiA ¢ nepsuyHOl I-KCO npopunakTikon

AC x4 — (D +TpacTy3ymab | AC (aokcopy6uumH 60 Mr/m2 B/B B 1-if AeHb + umnknodocdammg 600 Mr/m?
+nepTy3ymat) 8/8 B 1-11 AeHb) 1 pa3 B 2-3 Hed., 4 Unkna — goueTakcen 75 Mr/m? 8/B B 1-ii

x 413:4.6.7,8,9,10 AeHb 1 pa3 B 3 HeA. WK nakauTakcen 80 Mr/M? B/B exeHesesbHO, 12 BBeAeHUI
+TpacTy3yMab 6 Mr/kr (Harpy3oyHan Ao3a 8 Mr/kr) B/B B 1-i AeHb 1 pa3 B 3 Hea.
+nepTy3yma6 420 Mr (HarpysouHas go3a 840 Mr) B/B B 1-11 geHb 1 pas B 3 Heg,,
4 yukna (MK3 Q)

T [lokcopy6uyuH moxem 6bimb 3amMeHeH Ha 3Nupy6UYUH 8 Kypcosol 0oze 90 m2/M? (pexxum EC).

2 [lpu ucnonb3oBaHuu exeHedeNbHbIX BBeOEHUl nakaumakcena o6bxem cmaHdapmHol npemeduKayuu
MOem 6bimb COKpaweH (Ha ycMompeHue feqawe2o 8paya) (CM. maba. 4); BBedeHue nakaumaxcena Moxem
nposodumscs npu AYH = 1,0 x 10°/2 u konudecmse mpoméoyumos = 100,0 x 10°/1.

3 PexKuM CynnomHeHHbIM BBEOEHUEM XUMUONpenapamos cnedyem paccMompems npu 6icmpo nposuge-
pupyrowux (c sbicokumKi-67 u/unu G3) sapuaHmax PM)K (8 nepsyto o4epeds npu mpoliHom HezamusHom PMIK).

*  Pekomendyemcs npogunakmuyeckoe HasHaqernue [-KCP (punzpacmum 5 mre/ke n/K yepes 24-72 4aca
nocne oKOHYaHUs BBEOeHUS XuMuonpenapamos u 00 BOCCMaHOBAEHUSA HOPMaabHO20 yucaa Helimpogpunos
nocne Hadupa unu na2guazpacmum 6 Mz uau smMnagunzpacmum 7,5 Mz n/k, He paHee yem 4epes 24 yaca nocne
oKoHYaHus XT u He no3dHee yem 3a 14 dHeli do Havana o4epedHozo Kypca XT).

£ PeXUMbI C BKNIOYEHUEM NPOU3BOOHBIX NAAMUHLI MO2YM 6bIMb UCNON30BaHbI NPU MPOLUHOM He2amuBHOM
¢peHomune.

¢ BgedeHue aHmu-HER2 npenapamog (mpacmy3ymaba, nepmy3ymaba) d0MKHO Ha4uHambCA 00HOBPEMEH-
HO € 6€3aHMPaYUKAUHOBLIM MAKCaH-COOEPIKAUUM PEKUMOM.

7 BO3MOXHO UCNO/Ab30BaHUE AeKapcmseHHOU @opmbl mpacmysymaba 048 n/Kk BsedeHus B 003€
600 mM2/5 M (He3aBUCUMO oM Macchl mena nayueHma) 1pas g 3 Hed.; Hazpy304Has do3a He mpebyemcs.

8 PexuMm Mmoxem 6bimb UCNO/Mb30BaH B Kayecmse HeoadbloBaHmHOU mepanuu npu  onyxo-
aax2T2 unuN+ (MK3 C).

9 He pekomeHdyemcs 00HOBpeMeHHOe BBedeHUe aHMPayuKkAuHoB (JOKCOpy6UYUHa, 3NUPYy6UYUHa)
u aHmu-HER2 npenapamos (mpacmy3ymaba, nepmy3ymaba) BBudy BbICOKO20 puCKa KapOUuOMOKCUYHOCMU;
00 U B npoyecce mepanuu aHmpayuKAuUHamu u/uau mpacmy3symabom HeobxooumM KOHmMpoab ®Bax c nomouibio
3x0KT c vacmomoli 1 pa3 8 3 Mec. (UAu Yause NpU HaAUYUU NOKa3aHu).

10 BO3MOMHO UCNO/Nb30BaHUE eKapCMBEeHHOU popMbli «mpacmy3ymab +nepmy3ymab» 015 N0OKOKHO20 BBE-
OeHus; Hazpy304Has 0o3a cocmasasem 1200 m2 nepmy3ymaba/600 mz mpacmy3ymaba, danee — 600 M2 nepmysy-
Maba/600 mz mpacmy3ymaba, BBooumcs Yepe3s 3 Hed. Noc/e Hazpy304HOU 003bl U NOBMOPAEMCA KaxKdble 3 HeO.

2.2.1.8. «TecToBasn» ropMoHOTepanua y 60/bHbIX NepBUYHO onepabeibHbIM
nromuHanbHbiM HER2-HeraTueHbiM PMXX B nocTmeHonayse

Bo/IbHBIM B MEHOMay3e nepsu4YHoO onepabenbHeiM (T1-3NO-1 cTaagnm) NIOMUHA/bHBIM
HERZ2-HeratnsHbiM PMXK npu nnaHMpoBaHWM Ha NepBOM 3Tane XMPYpPru4eckoro nevyeHus
Ha nepuog BbINONHEHNA NpesonepaLMOHHbIX 06CN1e40BaHMIA U NOATOTOBKM K OnepaLni MoxeT
6bITb Ha3HaYeH KOPOTKMI (B TeueHne 2-3 Hea.) «TecToBbIN» Kypc [T UHrM6UTOPaMM apoMaTassl.
Onpegenenue Ki-67 B AnHaMuKke (B MaTepuane 6MONCUK 1 B NOCAEONEPALMOHHOM MaTepuane
NepBUYHON OMYX0/IN MOC/IE «TECTOBOrO» Kypca npeAonepaymoHHoii I'T) sBaseTca 4oNoAHN-
Te/IbHbIM GaKTOPOM MPOrHO3a W NpeACKasbiBaloLWmnM GakTOPOM HyBCTBUTENLHOCTU K [T (Tab. 3).
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KnnHnyeckn 3HavnuMbiM ABnseTca ypoeeHb Ki-67 B nocneonepaynoHHoM Matepuane < 10%,
4TO MO3BO/IAET OTHECTU AAHHbIN KAMHUYECKUI CAyYal K MPOrHOCTUYECKN 61aronpuaTHOMY
U MpM OTCYTCTBUM pakTopoB HebnaronpuaTHoro nporHosa (G3, N2) oTkasaTbCs OT agbloBaHT-
Ho XT B nosb3y agbtoBaHTHON I'T. YpoBeHb Ki-67 B nocneonepanoHHoM MaTepuane >30%
CBMAETE/IbCTBYET O MeHee 61aronpuUATHOM MPOrHO3€e U MeHbLUEel YyBCTBUTEILHOCTU K [T 1 ABAA-
eTCA apryMeHTOM B M0/1b3Yy Ha3HauyeHUsA aAbloBaHTHOM XT B paMKax MoKasaHWM, U310XKEHHBIX
B Tab/1. 3, 0CO6EHHO NPU HANUYMKU APYTUX GAKTOPOB HebaronpuaATHOro nporHosa (G3, N+).
YposeHb Ki-67 B nocneonepaymornHomM matepuane ot 10% go 30% nMmeeT HeonpegeneHHoe
NPOrHOCTMYeCKOe 3Ha4YeHne, U pelleHne BONPOCa O Ha3Ha4YeHUN afbioBaHTHON XT A0KHO
MPMHUMATLCA HA OCHOBAHUW CTAHAAPTHLIX KAMHUKO-MOP(ONOrMYeCKUX NPU3HAKOB (Taba. 3).
Mepes HayanoM «TecToBOro» Kypca ' T 4O/KHO 6bITb MPOBEAEHO MONHOLEHHOE KAUHUKO-
nabopatopHoe o6cnegoBanve (cM. pazgen 2.1. « lMarHoCTUKa»), B TOM Y1c/ie 6UONCUA OMYXONU
CFMCTONOTUYECKUM ncCaesoBaHneM n onpegenenmem P3, P, HER2 n Ki-67.

2.2.2. MecTHopacnpocTpaHeHHbIN NepBUYHO He onepabenbHbIi
MHBa3MBHbLIN paK MoNoO4HOM xene3sbl (ctagum IIA (kpome T3NTMO),
HIBu IIIC, B T. 4. MHPUABTPATUBHO-OTEYHasA popMa)

Pak MosiouHOW wenesbl ctagnii [IIA (kpome T3NTMO), I1IB n 11IC, B T. 4. UHGUABTPATUBHO-
oTeyHan ¢popMa ABAACTCA NEPBUYHO He onepabenbHbIM U TpebyeT IeKapCTBEHHON Tepanuu
B KayecTBe NepBOro stanaevyeHnAa. OCHOBHbIMY LLle1AMN HeOa/ blOBaHTHOW NeKapCTBEHHOM
Tepanuu ABNAIOTCA YMeHbLIEHWe pa3MepPOB OMYXONMN C LeNblo AOCTUMKeHNA onepabensb-
HOro COCTOAHMA U NOMyYeHNe MPOrHOCTNYECKON NHGOPMALMM, OCHOBAHHON Ha CTeneHu
BblpaXKEHHOCTW /leKapCTBEHHOro naToMop¢o3a U HeO6XOANMOW ANA UHAUBUAYANN3ALUN
NOCTHEOAaAbIOBAHTHOM Tepanuu. JlokanbHoe edeHne (XMPYpPriieckoe, 1y4eBoe) Ha nepeoMm
3Tane He peKoMeHAyeTCA. TaKTKa Ne4eHMA MECTHO-PAacNpOCTPAaHEHHOrO MEPBMYHO He one-
pabenbHoro PM)XX npegctasneHa Ha puc. 4,5, 6.

MepBnyHOe o6cnegoBaHMe NPOBOANTCA B CTaHAaPTHOM 06 beMe, BKAtOYAA JOMNONHUTENb-
Hble AMarHoCTUYeCKMe MeTO/Abl, MO3BOAIOLME UCKKOYNTL HaIMYMe OTAaleHHbIX MeTacTasos,
BEPOATHOCTb KOTOPLIX Y JaHHOM KaTeropumn 60/1bHbIX 3HAYMTENbHO Bbille, YeM Y 60/IbHbIX
C nepBUYHO onepabenbHbIM NpoLeccoM (cM. pasgen 2.1. «luarHocTukas).

HeoaabloBaHTHaA 1eKapCTBEHHAA Tepanma NPOBOAMTCA MO TeM Xe MpaBuiaMm, 4To M Npu nep-
BMYHO onepabenbHoM PMXK (Ta6a. 8). BonbHbLIM B MeHOMay3e C IOMUHANbHBIM MOATUMOM
PMX MoxeT 6bITb peKOMeHAOBaHa HeoabloBaHTHaA [T, KOTOpyto caegyeT NPOBOAUTL
B TeyeHue 4-8 MeC. UK A0 AOCTMKEHUA MaKcuManbHoro sddekTa. MpenapaTtamm Boibopa
ANA HE0aABIOBAHTHOW I'T ABAAIOTCA UHTMOUTOPLI apoMaTassl.

ANTOPUTM Ha3HaYeHWA abIOBAHTHON/NOCTHEOAAbIOBAHTHOM IeKapCTBEHHON Tepanuu
aHaNorMyeH TaKOBOMY MpuW NepBUYHO onepabesbHoM PMIK:

+ ajbtoBaHTHaa XT, KaKk NpaBMiO, He Ha3Ha4YaeTCA, eCAN BCe 3anNaHMPOBaHHbIe KypCbl NPO-
BeJeHbl 0 onepauynu; 60abHbIM PMXK ¢ TpPOMHbLIM HeraTuBHbIM U HER2-nos0UTeNbHBIM
$eHoTMNOM, MONYYMBLLNM HeoaAbloBaHTHYIO XT aHTpaLMKAMHAMM U TaKCaHaMU B MOTHOM
obbeMe, NP HaNMYMM Pe3NAYaNbHOW ONYXOAN MOXKET 6bITh Ha3HaYeHa MOCTHEO0aAblo-
BaHTHAasA /eKapCTBEHHAA Tepanua KaneymTabuHoM (Mpu TPOMHOM HeraTusHOM PMXK),
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onanapu6om (npu TpoiiHoM HeraTueHoM BRCA-accounmposanHoM PMXK) uau Tpacry-
3yma6oM/TpacTy3ymMabom sMTaH3uHoM (npu HER2-nonoxutensHom PMXK) (taba. 4, 5);
aAbtoBaHTHas [T Ha3HayaeTcs BCeM 60/IbHBIM C TOPMOHO3aBUCUMbLIMU OMYXONAMM (CM.
pasgen2.2.1.4.,1abn. 6,7);

aAbloBaHTHaA aHTU-HER2-Tepanus HasHavyaeTcs BceM 60/bHbIM Npu HER2-nonoxuTeb-
HbIX OMYXONAX.

2.2.3. AncnaHcepHoe HabnloAeHUe Noc/se NepBUYHOIO Ie4eHUs
paHHero u MecTHO-pacnpoCTpPaHEHHOro paka MOJIOYHOM ee3bl

OcCHOBHOI uenbto Ha6mo,quvm ABNAGTCA MAaKCMMa/IbHO paHee BblAB/I€HNE MECTHbIX

peunanBoB U paKa KOHTpaﬂaTePaﬂbHOVI MOJIOYHOW Xee3bl, TaK KaK 3TO obecneymneaer BO3-

MOXHOCTb paANKaAbHOIo Ne4eHnA.

KnauHuyeckune rpynnbi: TpeTba KAWHMYECKas rpynna (MauueHThl, Noc/ie 3aBeplueHus
NledeHuns, B TOM Yncae nonyyarlme agbloBaHTHYO [T, UCKAOYaA KOHTUHTEHT nL, MONY-
4aloWMX KOHCYNbTAaTUBHBIE U ANArHOCTUYECKME YCAYT U NPU NOA03PEHUN Ha OHKONOT -
yeckoe 3aboneBaHMe, a TaKKe C NOATBEPKAEHHBIM MAarHO30M, HaXOAAMXCA Ha 3Tane
obcne0BaHMA, NONYYaOWMX 1e4eHne M 06Ce,0BaHNeE B PaMKax MEXKYPCOBOTO le4eHunA
npv NpoBeAeHUN NPOTUBOONYXOEBOI NeKapCTBEHHOW Tepanuu UAN B paMKax KOMMNAeKC-
HOTO JIeYEHWA NOC/Ie 3aBEPLIEHUA XMPYPTUYECKOTO MW NY4eBOro 3Tana e4eHns U Havana
NPOTMBOONYXO/1€BOM IEKAPCTBEHHOW TEpPANUM U MALUEHTbI C NaNNIMATUBHBIM CTaTyCcoM).
KpaTHOCTb: B Te4eHMe NepBOro rosa C MOMeHTa yCTaHOBNEHNA MarHo3a 3/10Ka4yeCcTBeH-
Horo HoBoo6pasoBaHua — 1pa3 B 3 MecALa, B TeyeHne BToporo roga —1pa3 B 6 MecsLes,
B AasbHeliweM — 1 pa3 Brog (ecau TeqeHne 3a6oneBaHus He TpebyeT U3MEHEHNA TaKTUKK
AvcnaHcepHoro HabaogeHus). B cayyae 3aBeplieHUs NPOTUBOOMNYXONEBOrO NeYeHUs
NPV NPOrpeccMpoBaHnm 1/ Uan peLnAnBe 310Ka4eCTBEHHOTO HOBOO6PA30BaHMUA U HaXo-
KAEHMA B peMuccuu (cTabuamnsalms) KpaTHOCTb AUCMAHCEPHOTO HAab Il AeHUSA CoXpaHaeTCs
TaKoWi Xe, KaK A4 NalLMeHTa NepBOro roja c MOMeHTa yCTaHOBAEHUA AMarHo3a.

MegunumnHCKMe ycayru, npegocTaBafeMble Npy NpOBeAEHNM JUCNAHCePHOTO HabaloAeHNSA:

AWMCMaHCEePHbI NpueM (0CMOTP, KOHCY/IbTaLMA) Bpa4a-0OHKO/0Ta, B TOM YAC/IE C UCMOAb-
30BaHMeEM TeNeMeAULNHCKUX TeXHONOrMiA. B paMkax npuemMa npu npoeegeHnn pusn-
Ka/IbHOro 0CMOTpPa HEOH6XOAMMO OCYLECTBUTL 06K OCMOTP, NasbnaLMio MOJOYHbIX
eJ1e3 1 30H PernoHapHOro MeTacTasnMpoBaHus (MOAMbILIEYHBIX, HAA-, MOAKMOYNYHBIX
NMMbaTUYECKUX Y3/I0B);

Y3M MOonOYHBIX Xenes He pexxe 1 pa3aB 6 MecALEB B Te4eHWe NepBbIX 2 1eT HAbA0AEHUS,
fpanee —He pexe 1 pasaBrog;

Y3 anmdatmuecknx y3nos (0g4Ha aHaTOMMYeCKan 30Ha — NOAMbILeYHbIe AMMPaTUYeCcKune
Y3716l C 06eMX CTOPOH) He pexe 1 pasa B 6 MecALeB B TeYeHME NepBbIX 2 16T HabMACHNS;
Aanee He pexe 1 pasaBrog;

MaMMorpadua (C y4eTOM TEXHUYECKON BO3MOKHOCTM B C/Iy4ae OpraHOCOXpaHatole
onepauum) He pexe 1pas B rog;

Y3W opraHos 6ploWwHOM Nos0CTH (KOMNEKCHOE) He pexe 1 pas B ro4;
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*  peHTreHorpadpua nerkmx 1 pas B rog;

JononHnTenbHblE NCCACA0BAHUA NPU HAAUYUW MeANLMHCKUX NMOKa3aHWii:

+  06Wmni (KAMHUYECKNIA) aHAIN3 KPOBU Pa3BepHYThIN, aHaNU3 KPOBU BUOXUMUYECKUIA
obweTepanesTnyeckuin, Y3V uccaesosaHune opraHos Masoro Tasa (KoMnaekcHoe), Y3
KoM (0AHa aHaTOMUYECKas 30Ha — 30Ha MOC/IE0ONEePaALMOHHOTO py6La), AUCNaHCepHbIi
npuem (0CMOTP, KOHCYbTaLMA) Bpaya-aKylepa-ruHexosora. Muele nabopatopHblie
N MHCTPYMeHTaNbHble MeTO/bl AMAarHOCTUKM B PaMKax AMCNaHCePHOro HabaoaeHua
MOryT 6bITb NPOBEAEHbl N0 UHANBUAYANbHBIM KNNHUYECKUM MOKa3aHUAM;

*  He peKoMeHJyeTCA NPpu OTCYTCTBUM anob u CMMNTOMOB, MOJ03PUTE/IbHbLIX B OTHOLIEHWM
nporpeccupoBaHua 3aboseBaHna, pyTUHHOe nabopaTopHoe M/UAN MHCTPYMEHTaNbHOe
ob6cnepoBaHune (KT, MPT, M3T-KT, ckaHnpoBaHMe KOCTeW, a TaKKe onpejeneHne onyxo-
nesbix Mapkepos CA 15.3, CA 125, PSA n ap.)

YKeHWWHbI ¢ HeyjaneHHOW MaTKOW, Nosyyatolime abloBaHTHO TaMOKCUdeH, A0/IHHbI
0CMaTpMBaTLCA TMHEKOI0rOM eXerosHo. /llobbie naTonornyeckme COCTOAHNA, NOA03pUTE/IbHbIE
B OTHOLIEHMM paKa 3HAOMETPUA, MOANEKAT MaKCMMa bHO 6bICTPON YyTOYHAOWEN MarHOCTUKE.
B oTCyTCTBME CUMNTOMOB He pekoMeH/AyeTcA 6o/1ee YacToe F’MHeKoNornyeckoe obcaefoBaHMe,
B TOM 4MC/Ie C BK/HOYEHNEM SIy4€eBbIX M MHBA3MBHbIX METOANK NCCNRA0BAHNA SHAOMETPUA.

CnepyeT obpawatb 0ocoboe BHMMaHUeE Ha OTAA/IEHHbIE HeXelaTesibHble 3 eKTbl, B 4acT-
HOCTM OCTEOMNOpPO3, 0COBEHHO Y KEeHLWWH, ANNTENbHO NONYHaoWNX UHTMOUTOPLI apoMaTassl,
a TaKe AOCTUTWNX paHHei MeHoMNay3bl B pe3ybTaTe NPOTUBOONYX0/1eBO Tepanuu. 3Toi
KaTeropmm naLMeHTOK NOKa3aHO eXXeroHoe BbiNoNHeHNe JeHCMTOMeTpUN N npodunakTuye-
CKOe Ha3HayYeHWe Npenapartos Kasiblusa, BUTaMuHa D u 6ucdocdoHnartos (cM. pasgen 2.2.1.5).
Cnepyet uHdpopMypoBaTh NaLMEHTOK O NONb3e 34,0pOBOro 06pasa MU3HK, BKAKOYAIOWEro
pauMoHanbHyo ANETY, JOCTUKEHNE N NOAAEPKAHNE NALANbHOW MAaCChl Te/1a, BeAeHNE aKTUB-
HOro obpasa XKusHu.

PekoMeHgyeMbIi aArOPUTM AMCNaHCepHOro Hab1lo4eHnA Noce NepBMYHOro MepBUYHOTO
NevyeHWA paHHero u MecTHopacnpocTpaHeHHoro PMX npeacTasneH Ha puc. 7.

3. PELMAUBHDbINA U METACTATUMECKUM PAK
MOJIOYHOM XENE3bI

3.1. AvarHocTuKa

MpY HaANUYUM KNMHUYECKUX MOA03PeHNI HeOH6X0ANMO NOATBEPKAEHMe ANarHo3a C NoMo-
b MHCTPYMEHTa/IbHbIX METOA0B 06C1e0BaHNA C BbINONHEHNEM 06LEro U 6UOXMMUYECKOTO
aHann30B KpoBw (cM. paszgen 2.1. «[lnarHocTuka»). Mopdosorudeckoe (rmcTonormyeckoe
VU ULMTONIOTMYECKOE) NCCNeA0BAHME NEPBUYHOM ONYyX0aW ¢ onpeaesneHuem P, PM, HER2
1 Ki-67 fONKHO BbINONHATLCA BO BCeX CAy4anaX BNepBble BbIABAEHHOIO MeTacTaTU4yeCcKoro
PMK, a TakxKe BO BCeX BO3MOMXHbIX C/ly4anx B METaCTaTUYECKMUX U PELAMBHbIX O4arax npu npo-
rpeccMpoBaHMUM NOC/e NePBUYHOIO 1Ie4eHUA PaHHero U MeCTHO-pacnpocTpaHeHHoro PMXK.
Kpome Toro, Ans Bbibopa onTMManbHOro MeToAa ieKapCTBEHHOM Tepanuu:
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+  BCeM60/IbHbIM C PeLMANBHBIM U MeTacTaTuyeckuM PMX nokasaHo reHeTuyeckoe TeCTu-
poBaHWe C onpeAeneHNeM repMuHabHbix MyTauuii BRCA1/2 (ecam He nposoguaocs
paHee) (cm. n. 2.1);

+  y60/bHbIX METAaCTaTU4eCKUM rOpMOHO3aBUCUMbIM HER2-HeraTneHbiM PMXK pekoMeHay-
etcaonpegenernne mytaunit PIK3CA gnsa pelneHunsa Bonpoca o HazHavyeHun annenncuba
B KOM6MHauuu ¢ dynBecTpaHTomM (Taba. 9);

+  y 60/1bHbIX TPOMHBIM HeraTuBHbLIM PM)K, He monyYaBWMX evyeHne no NoBoOAYy MeTacTa-
TUYeCKOoW 60/1€3HU, pEKOMEHAYeTCs onpegeneHve yposHs akcnpeccun PD-L1 (nogcyer
CPS npu BLINONHEHWUMU TECTUPOBaHUA KAOHOM 22C3 Ha naatdopme DACO) ans peleHus
BOMPOCA O Ha3HAYEHUU AONOAHUTELbHO K XT neMbponunsymaba (ta6a. 10);

+  MpUMeTacTaTU4eCKOM CEKPETOPHOM paKe peKOMeHAyeTCA onpejeneHmne TpaHCAOKaLMm
NTRK 415 Ha3HaYeHUA SHTPEKTUHUGA UM NapoTpeKTuHMGa (Taba. 13).

3.2. Jle4yeHue n30n1MpoOBaHHbIX MECTHBIX peLMANBOB

Tepanua N301MPOBaHHbLIX MECTHbIX PELMANBOB UMEET LIeNIblo U31e4eHne 1 AO/KHa Npo-
BOAUTBLCA aHANOMMYHO Ne4eHUNo nemequﬁ OI'IyXOﬂl/I cnogK/at4yeHneM HeO6XOAVIMbIX MeTo408B
AMATHOCTUKM (KAMHUYeCcKoe 06Ccne0BaHme C Lie/iblo YTOYHEeHUA CTeneHn pacnpoCcTpaHeHus
6onesnu, onpegenenue P3, Pl, HER2 n Ki-67 B peynansHoii onyxonu; cM. pasgen 2.1 «inarvo-
CTUKa») U edeHunsn (cM. pasgen 2.2 «JledeHne). Moce yaaneHus n3oaMpoBaHHOrO MECTHOTO
peunaMBa peKoMeH/AyeTCA Ha3HayeHUe IeKapCTBEHHON Tepanun, BoI6Op KOTOPOI AOMKeEH
6bITb UHAMBUAYA/BHBIM U YYUTHIBATb UMMYHOPEHOTUM NEPBUYHOM U PELIMANBHOMN OMYXO/H,
npejlecTBytoliee HeO-/aAblOBaHTHOE IeYeHME U CPOK PeMUCCU, obliee COCTOAHME 60BHOTO,
B T.4Y. OCTaTOYHbIe AB/EHUA TOKCMYHOCTU paHee NpoBe/leHHOro evyeHus. PekomeHayeTcs:

*  NpU TPOIHOM HeraTUBHOM peHOTUME: afgbloBaHTHaA XT (HEO6X0AMMO y4ecTb CyM-
MapHyI0 403y aHTPaLMK/IMHOB, €C/IM OHU Ha3Havanuck paree) (Taba. 4);

*  npu nloMuHanbHoM HER2-oTpuuatenbHoM ¢peHoTUNe: TONbKO agbloBaHTHasA I'T;
BbIGOp NpenapaTa onpejensetca npeglwectsytoleit ['T, ecav TakoBas NpoBoAgMAach,
1 GyHKLMEN audHUKoB (Tabn. 7);

+  npuHER2-nonoxutensHom deHotune: XT +aHTu-HER2-Tepanua =T (8 3aBMCUMOCTH
OT ypoBH#A 3Kcnpeccum P3 n PM) (taba. 5).

CnepyeT paccMoTpeTb Ha3HauveHue /1T BO BCex Cny4Yanax, Korja oHa He NpoBOAMAAaCh
paHee, a TaKe NpU HaJIMYUN BO3MOXKHOCTU JONONHUTENbHOrO 6e30macHoro obayyeHuns
NMOpaX}eHHOW 30HbI.

HabnoaeHne nocne neyeHMsA No NoBOAY MeCTHbIX PeLMANBOB aHaNOrMYHO TaKOBOMY
npu nepsn4yHom PMXK.

3.3. J/leyeHMe MeTacTaTM4YECKOro paKa MO/IOYHOM Ke/ie3bl

JNledyeHune MeTacTaTUYeCKON 60N€3HM ABAAECTCA NAJ/IMATVUBHBLIM M HanpaB/ieHo Ha y/yudlue-
HMe Ka4yeCTBa XKU3HU 1 yBENUYEHWNe ee MPOAO/HKNTENbHOCTU. OCHOBHbBIM METO/OM Jle4eHUn
MeTacTaTuyeckon 60ae3HM ABAACTCA NeKapCcTBeHHan Tepanua. EAMHoOro ctaHgaprta nedeHuns
MeTacTaTuyeckoro PMX He cyuwecTByeT. Boibop BapraHTa IeKapCTBEHHOM Tepanuu ocylie-
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CTBNAGTCA C Y4€TOM 6MON0rUYEeCKUX MapKepoB (akcnpeccus P u PM, HER2, Ki-67, myTauum
PIK3CA, TpaHcnokaunm NTRK, akcnpeccus PD-L1, repMunanbHeie MyTauun BRCA1/2) n kau-
HMKO-aHaMHeCcTUYecknx ocobeHHocTel 6onbHOrO. [lo Hayana Tepanum Heo6XoANMO KAUHNKO-
nabopatopHoe ob6cnefoBaHMe ANA ONpeseNeHNA CTeNeHN pacnpocTpaHeHHOCTM 3aboneBaHNA
M oueHKN YHKL MM BHYTPEHHUX OPraHoB, B TOM YNC/1e ONpejeneHne KOHLeHTpaL MM KanbLua
npwv Haanuuu (MOAO3peHUN) MeTacTasos B KOCTAX (CM. pasgen 2.1. «/InarHocTrka).

CucTeMHan Tepanua Npu Heo6X0AUMOCTU MOXKET AOMONHATLCA NOKANbHLIMU BUAAMUN
NedeHuns (Ny4eBbIM U/ UAN XUPYPTUHECKUM).

Mpu MeTacTasax B roI0BHOM MO3re B COYETAHWUM C OTCYTCTBMEM MHbIX (IKCTpaKpaHuaib-
HbIX) MPOABAEHMUM 601€3HM, @ TAKKE NMPU CTAabUAN3aLUN UAN PerpecCun IKCTPaKpaHUaabHbIX
MeTacTa3oB B pe3ynbrate 3¢ GeKTUBHON NPOTUBOONYXOAEBOW NeKapCTBEHHOW Tepanuu Lene-
coobpa3Ho NpoBejeHne 10Ka/IbHOTO Jie4eHWA MeTacTa3oB B FOJIOBHOM MO3re B COOTBETCTBUU
c pgencreyowmMmn KNMHNYECKUMUN pEeKOMEHAAUNAMN U COXPAaHEHNE peXxnuMa NPOBOAUMON
NPOTUBOOMYXO/1EBOM /IEKAPCTBEHHOM Tepanum (Mpu OTCYTCTBUM HENPUEMIEMOMN TOKCUYHOCTH).

[pu MeTacTasax B KOCTAX NOKa3aHo Ha3HaveHne OMA:

+ 301eApoHoBas Kucsnota 4 mre/s1pass4-12 Heg.

* namugpoHosas kncnota90 mr /B 1pa3 B 3-4 Hea.

+  wubanagporoBas kucnota 6 Mre/e1pass3-4 Hea. v 50 Mr/cyT. BHYTpb eXejHeBHO

+  KknoapoHoBas knucaota 1500 Mr8/B 1 pa3 B4 Hea. uanno 300 Mr B/B B TedeHue 5-7 gHelt
Kawable 4 HeA. uan 1600 Mr BHYTPb exejHeBHO

+  peHocymab 120 Mrn/k 1pa3 B 4 Heg.

MoapobHee —cM. pasaen «Mcnosb3oBaHne 0CTEOMOANDULMPYIOLMNX areHTOB ANA NPO-
GMNAKTUKM M NeYeHNA NaTON0M MM KOCTHOM TKaHU NPy 3/10Ka4eCTBEHHbIX HOBOOOPa30BaHMAX».

3.3.1. JlekapcTBeHHaAa Tepanua MeTacTtaTU4ecKoro
ropMOHO3aBMCMMOrO paKa MOJIOYHOW ene3bl (ropMOHOTepanus)

MeToz0M Bbi6Opa Tepanumn ropMoHO3aBUCUMOro (NIoMUHaNbHOMO) PMXK aBaseTca [T gaxe
NP1 HaMYMM BUCLLEPa/IbHbIX METaCcTa30B. MICKAo4YeHne COCTaBAAKT:

+  bbicTponporpeccupytome BapmaHTel PMXK, conpoBoxatowmecs BUCLEPasbHbIM KPU3OM,
B TOM YMC/le pa3BMBLIMMCA B NpoLeCcce NpejWecTBYOWUX AMHNA [T,

* WHble KAMHWYECKMe CuTyaLun, Tpebytolme MakCUMaibHO 6bICTPOro JOCTUXKEHNA NPO-
TMBOOMYyX0aeBoro s¢pdekxTa;

+  CNy4Yau UCHepnaHHOCTM BO3MOXHOCTen [T.
MpU3HaKaMu BUCLLePaNbHOMO KpU3a ABAAIOTCA:

*  MHOXeCTBEeHHOe MeTacTaTU4eCKOoe NopaXeHne BHYTPEHHUX OPraHoB;

* KAMHWYecKue n/nav nabopaTopHble NpU3HaKM HapylWeHNa GYHKLUN BHYTPEHHNX OPraHoB,
co3jaloline yrposy XusHu naymeHTa u Tpebytowme 6bICTPOro 4OCTUKEHUA NPOTUBO-
onyxonesoro asdpdekTa.

ACLMT N NNEBPUT He ABNAIOTCA NPU3HAKaMM BUCL,ePaibHOTO KpU3a M He A0/MKHbI CAYXKUTb
OCHOBaHMeM A4/ 0TKasa oT [T (B monb3y XT) B OTCYTCTBUE KAUHUYECKUX U/Uan nabopatop-
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HbIX MPU3HAKOB HapyweHna GYHKLMN BHYTPEHHUX OPraHOB MOC/1e N0KAAbHOIO BO3AeNCTBUA
(nneBpoueHTes, nanapoueHTes).

Mocne 3aBepwenuna XT, Ha3Ha4YeHHO B CBA3M C BUCLLePanbHbIM KPU30OM, BO3MOXKHO Ha3Ha-
YyeHune «nojAepxuBatoLlei» FrOpMOHOTEpPaNuM C y4eTOM Npe/ALecTBYOWNX AUHUIA.

ANropuTM Ha3Ha4yeHWA eKapCTBEHHON Tepanun Npy MeTacTaTYeCKOM FrOpMOHO3aBu-
cumom PMXK npegcTaBaeH Ha puc. 7.

I'T OAHOM IMHWU NPOBOAMUTCA 4,0 NPOrpeccHpoBaHma 601e3HU (4aHHbIe OCMOTPA U MHCTPY-
MEeHTa/IbHOro OsCI’IeAOBaHVIFI nan nonaneHmelycmneHme CMMNTOMOB, CBA3AHHbIX C ONYXO0/1€BbIM
POCTOM) UM NPU3HAKOB HEMPUEM/IEMOI TOKCUYHOCTH. B OTCYTCTBME NPU3HAKOB BUCLIEPaANLHOTO
KpV3a peKoMeH/yeTCsa Nocae/0BaTe/IbHOE Ha3HaYeHVe BCeX BO3MOXHBIX MMHMIA ['T. Hesdppek-
TUBHOCTb TPEX MOC/NeA0BaTe/IbHbIX IMHWUI [T CBUAETeNbCTBYET 06 YCTONYUBOCTY K JaHHOMY
BUAY NIe4eHnA N HeobXoANMOCTH HasHavyeHnsa XT. Mpu Boibope BapuaHTa [T caeayeT yunThiBaTh
bYHKUMIO AMYHMKOB (Npe- MW NocTMeHonay3a), npeawecTeytowyio [T u ee 3G PeKTUBHOCTD,
CONYTCTBYIOLLYIO NaTONOrMI0. BONbHLIM C COXpaHHOW QYHKLMER ANYHNKOB PeKOMeHayeTcA
BbIMO/IHUTL OBApUANbHYIO CYNPECCHIO Nt06bLIM 4OCTYMHBIM CMOCO60M (MpeanoyTUTeNbHee
BbINO/IHUTL OBAPUIKTOMUIO) (CM. pazgen 2.2.1.4.) U HazHauuTb [T, peKOMeH0BaHHY0 60/1bHbIM
B nocTMeHonayse (puc. 8, Tabn. 9). B oTaenbHbIX cay4anx (Hanpumep, npu oTkase 60/1bHOM
OT OBapuasbHoO Cynpeccun) MoryT 6biTb Ha3HaueHbl CENEKTUBHbIE MOAYNATOPLI P3. OfHO-
BpeMeHHoe ucnosnbzoBaHne XT n [T He pekoMeHgyeTCA.

Ta6bauuya 9. PekoMeH yeMble PeXUMbI IeKapCTBEHHON Tepanum MeTacTaTUyecKoro
ropmoHo3asucumMoro HER2-0TpULaTeNIbHOro paka MOJIOYHOM esie3bl (ropMoHoTepanms)

Ananorn P’ lozepenuH 3,6 Mrn/k 1 pas B 28 gHeit
Bycepenun 3,75 mr 8/m 1 pas B 28 gHei
Nennpopenwvt 3,75 mMr 8/mM 1 pas B 28 axen

Joboit U3 NpenapaToB Ha3HavaeTcs Ha Becb nepuog '

MHrnéutopsl
apoMaTasbl TpeTbero
NOKONIEHUSA + UHTMBN-
Topbl CDK4/6234

AHaCTpo30/1 1 Mr MM NeTPO30A 2,5 MI 1IN FKCEMECTaH 25 Mr BHYTPb eXeJHeBHO
+pr6oLMKANG 600 Mr/CyT. BHYTPb B 1-21-i1 AHU, UHTepBan 7 AHel (ANUTeNbHOCTb LKA
28 aHeit) (MK3 1-A) nam abemaumkané no 150 Mr 2 pasa B AeHb BHYTPb exeaHesHo (MK3
1I-A) v nanGoumnknmné 125 Mr/cyT. BHYTPb B 1-21-1 AHW, UHTepBan 7 aHelt (MK3 11-A)

10 NPOrPEeCCHPOBAHISA /I HENPUEMNEMOI TOKCUYHOCTM (4IMTENBHOCTb LivKAa 28 fHel)

dynsecTpaHT
+ VHr6MTOPBI
CDK4/6%%4

®ynsectpaHT 500 Mr B/M 1 pa3s B Mec. (B nepBbiii Mecsy, — no 500 Mr 8 1-1 1 15-i
AHW) + prBoLMKANG 600 M OAHOKPATHO. BHYTPb B 1-21-1 AHW, UHTepBan 7 AHei
(anmTensHocTb umkna 28 avent) (MK3 I-A) am abemaumkané no 150 Mr 2 pasa BaeHb
(MK3 1-C) nan nanboumkan 125 Mr/cyT. BHYTpb B 1-21-11 AHUM, UHTepBan 7 AHe

0 MPOrPECCUPOBAHWS MU HEMPUEMNEMOM TOKCUMHOCTU (B IMTENBHOCTb LKA

28 greit) (MK3 II-B)

CeneKTuBHbIE MOZY-
NATOPbI PeLenTopos
3CTpOreHoB®

TamoKcudeH 20 Mr BHYTPb eXe/ZiHeBHO /J0 MPOrpeccpoBaHnA UAW HerprieMaeMoi
TOKCUYHOCTM

TopeMudeH 60 Mr BHYTpPb eXeHEBHO 10 MPOrPeCCMPOBaHA MU HerpueM/IeMoii
TOKCUYHOCTM

AHTaroHWCThI peLien-
TOPOB 3CTPOreHOB?

®ynsectpaHT 500 Mr B/M 1 pa3 B Mec. (B nepsbiit MecsL, — no 500 mr 8 1-i1 1 15-i
AHU) (ANMTeNbHOCT LKA 28 AHel) 40 NPOrpeccMpoBaHMUA UK HeMpUeMaeMo
TOKCUYHOCTM
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MpakTuyeckme pekoMeHAauum

MHrnéutopsl
apomarasbl
TPETbero noKoneHus
(HecTepomaHbie)?

AHacTpo30/1 T Mr BHYTpb eXe/JHEBHO /10 MPOrpecCMpOBaHA WAV HenpuemaeMoin
TOKCUYHOCTU

JleTposon 2,5 Mr BHYTPb eXKeAiHEBHO A0 NPOrpeccMpoBaHns UAK HenpueMaeMon
TOKCUYHOCTU

WHrubntopsl apomara-
3bl TPETBErO NOKO/Ie-
HWs (cTeponaHbie)?

DKceMecTaH 25 M BHYTPb €Xe/JHEBHO /10 MPOrPecCcMpOBaHIA MU HerpueM/eMoit
TOKCMYHOCTY

SKceMecTaH
+3Beponnmyc?©

SKceMecTaH 25 Mr BHYTPb eXe/AHeBHO + 38epoanMyc 10 Mr BHYTpb ee/HeBHO
/10 NPOrpecc1poBaHns NN HeMPUEMIEMOI TOKCUYHOCTM

dynsecTpaHT ®ynsectpaHT 500 Mr B/M 1 pas B Mec. (B nepsbiii Mecal, — no 500 Mr B 1-i 1 15-i

+annenmcn6’ AHU) +anneamcné 300 Mr BHYTPb EXXeHEBHO 40 NPOrPeCCPOBAHNA MW HEMpUeM-
NeMoit TokenyHocTv (MK3 11-B)

MporecTareHbl? MegpokcunporectepoH 500 Mr BHYTPb eXeHeBHO 40 NPOrpeccnpoBaHns

nan HeI'IPVIEMI'IEMEJﬁ TOKCMYHOCTU

Abemaumknne®®

Abemauukan6 200 Mr 2 pasa B CyTKM HYTpb (B ABa NpUeMa) exeAHEBHO 40 Npo-

rpeccmpoBaHua nan HeI'IpMeMI]eMOVI TOKCUYHOCTN

T TonbKo 0418 601bHbIX C COXpaHHOU pyHKyUel AUYHUKOB NPpU HEOBX0OUMOCMU 0BapuanbHOU Cynpeccuu;
Ha3Ha4alomcsa 8 codemanuu ¢ dpyaumu cpedcmsamu [T (ceneKmuBHBIMU MOBYNAMOPAMU 3CMPO2EHOBLIX pe-
4enmopos, aHMazoHUCMaMu PeyenmopoB 3CMPO2EHOB, UH2UBUMOpaMu apoMamassi, npozecmazeHamu); Pl
pekomeHdyemcs Beooums 1pa3 8 28 oHell.

2 Tonbko 015 60/1bHbIX B MEHONAY3E; Y 60/bHbIX C COXpaHHOU PyHKyuel Au4HUKoB mpebyemcs oBapuasb-
Has cynpeccus (HasHadeHue aHan0208 [P uau 0BapuUIKMoOMUS).

3 Kom6uHayuu uHzu6umopos CDK 4/6 ¢ uHeubumopamu apomamassi UAU pynBeCMPaHMOM peKOMEH-
dytomca monbko npu HER2-He2amuBHbIX ONyXONAX U ABAAIOMCA NPednoymumenbHbIMU OnYuAMU nepgoli
unu 8mopol nunuli I'T 8 caydae npozpeccupoBaHus 601e3HU B Bude BUCYEPANbHbIX MEMACMa3oB NOCKONbKY
obecnequBaom 3HaquMblli Bbluzpbiw B 6e3peyudusHol u obuell BbixusaeMocmu u o6aadarom npuemaemMbim
npoguaem MoKCUYHOCMU; NPU NPO2PECCUPOBAHUU Ha hOHE KOMBUHUPOBAHHOU I'T C BKAKOYeHUEM UHaubumopa
CDK4/6 npodoaxeHue mepanuu npenapamamu 3moli 2pynnsi 8 credytoweli nuHuu ['T, 8 mom yucae co cmeHol
uHaubumopa CDK4/6 u/unu 20pMOHaNbHO20 NapmMHepa, He peKoMeHOyemcs..

4 [lpu pazBumuu MmoKCU4YHOCMU peKoMeHOyemcs pedyKyus exxedHeBHol 003bl puboyukauba — 0o 400 M2
u 200 M2, nanboyuknuba — do 100 M2 u 75 Me, abemayukauba — do 200 me u 100 Mz BHympb (8 dBa npuema)
(cM. uHCMpyKyuU No npumeHeHuto npenapamos). He pekomeHdyemcs HasHa4eHue [-KC® das npodunakmuku
uneyeHus HelimponeHuu, CBA3aHHOU C npumeHeHuem uHaubumopos CDK4/6.

*  /lna601bHbIX B NpeMEHONaY3e U MEHONay3e; onpedeneHue Mymayuii 2eHa CYP2D6 045 peweHus Bonpoca
0 Ha3Ha4yeHuu maMmoKcugpera B pymuHHOU npakmuke He pekomeHdyemcs; caedyem usbezamb COBMECMHO20
Ha3Ha4eHus mamokcugeHa u uHzubumopos CYP2D6.

¢ /lna60nbHbIX B y00BAEMBOPUMENLHOM 06UWEM COCMOSAHUU, C HOPMaNbHOU PyHKyUel BHYMpeHHUX 0p2aHoB
(B mom qucae npu HOpManbHOM yPOBHE 2/IH0KO3bI B KPOBL) NPU HANUYUU NPU3HAKOB PE3UCMEHMHOCMU K HeCmepo-
UOHBIM UH2UBUMOPaM apomMamassl (NpozpeccuposaHuUe B npouecce adbosaHMHo uau neye6Hol mepanuu nempo-
30/10M/aHacMpPO30/10M Unu 8 6AWKaliwue 12 Mec. Noc/1e 3aBepuieHus npuema Smux npenapamos + 08Ha AuHuA XT).

7 PekomeHdyemcs npu Haauquu mymayuli PIK3CA 60/bHbIM pacnpoCcmpaHeHHbIM 20pMOHO3aBUCUMBIM
HER2-ompuyamenbHbim PMK ¢ npozpeccuposaHuem Ha poHe MoHO- unu KombuHuposarHol I'T (MK3 I1-B). Anne-
Aucub He cnedyem HazHadamb 60/1bHLIM C CaxapHbIM duabemom | muna, a make HEKOHMPOAUPYeMbIM duabe-
mowm Il muna. jo Ha4ana npumeHeHus annenucuba caedyem onpedenaums ypoBeHsb 2MK0KO3bI NNA3Mbl HAMOWAK
uyposeHb HbATc (2nukuposatHo20 2eM02106UHa). [TpuyposHe HbATC > 7,0% neped HasHaueHueM mepanuu aane-
Aucubom mpebyemcs KOHCYNbMayus SHOOKPUHON02a.

& [lpu npozpeccupoBaHuu Ha oHe I'T u 00HOU UNU HECKOAbKUX AUHUL XT.

3/IOKAYECTBEHHBIE ONYXO0JIN
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9 [lpu pa3Bumuu MOKCUYHOCMU BO3MOXHa pedyKyus 003bl abemMayukauba 0o 300 me, 200 m2 u 100 m2
BHYmMpb (8 08a npuema) (CM. UHCMPYKYUIO NO NPUMEHeHUS npenapama). He pekomerdyemcs HazHaveHue [-KCP
0218 npogunakmuku HelimponeHuu, CBA3aHHOU C NPUMeHeHUEM abeMayuKnuba.

BonbHbIM ropMoHO3aBucuMbIM HERZ2-nonoxuntenbHbiM PMIK, He HYXAalowmMca B HeMe [
NeHHoM Havasne XT, MOXeT 6biTb Ha3HavyeHa [T MHrM6UTOpaMM apoMaTasbl, TaMOKCUdeHOM
UAn GyBECTPAHTOM B COYETaHWUM UK 6e3 aHTu-HER2-Tepanuu (taba. 9, 12).

3.3.2. J/lekapcTBeHHaA Tepanua MeTacTaTU4ecKoro
HER2-HeraTMBHOro paka MONOYHOM xene3bl (XMMnoTepanus)

XT nokasaHa cneAyoLmnM KaTeropuam 601bHbIX:

+  PMX coTpuuatenbHeiMu P3 n PT1;
*  JIIOMUHanbHbIN PMXK, pe3ncTeHTHbIN K [T,
+  /IOMUHanbHbIM PMX c npusHakaMu BucLepanbHOro Kpumsa.

CranpgapTa XT nepBOWi IMHWN peLMANBHOIO U MeTacTaTndeckoro PMXK HeT. Boibop pexunma
AO/MKEH BbITh MHAWBUAYANbHBIM U YYNTbIBAaTb OCOBEHHOCTM ONYX0AN U 6OIBHOTO, @ TaKkKe
cocTaB M 3pPeKTUBHOCTb NpejLlecTBYyOWeN, B T. 4. afblOBaHTHOW/HeoaabloBaHTHOM XT,
ec/nu TakoBas npoeogunack. Hanbonee 4acTo B | AMHUM Ha3HAYaAKOTCA @aHTPALMKAUNHLI (eC/u
He Ha3HaYa/INCb B HEO- UM a4 BIOBAHTHOM Tepannm) U TakcaHbl (MOryT 6bITb Ha3HAYEHbI €C/IN
NoC/Ie Ha3HaYeHWA B HEO- UM aABIOBAHTHOMN Tepanuu npowo 6osee 12 mec.). Kpome Toro
BapuMaHTaMm AN Ha3HaYeHNA MOTYT 6biTb KaneynTabuH n BUHOpenbuH, 0cobeHHO ec/in nayu-
eHTKa xo4eT nsbexaTtb anoneynun. PekomeHayetca nocnefoBaTesibHOe HazHaYeHe XUMUO-
npenapaTtoBs B MOHOTepanuu. B kayecTBe KOMO6UHMPOBAHHOM Tepanuy MOTYT UCNO/b30BaATHLCA
aHTPaLVKANH-COAePXKallue PeXMMbl, a TaKXe PeXMMbl, BK/KOYaloLne N1aTUHOBbLIE NPOM3BOA-
Hble (C TakcaHaMu, reMUMTabuHoOM), MKCabenuaoH + KaneyutabuH (Mpy TPONHOM HEraTUBHOM
PMX). KoM6uHMpoBaTb Mexay CO60/ aHTPaLMKANHBI, TaKCaHbl, BUHOPENBUH, KaneynTabuH
He pekoMeHayeTcA. Pexxumbl XT 1 peKoOMeHAYeMbIl aNrOPUTM Ha3Ha4YeHUA IeKapCTBEHHOMN
Tepanuu npn MeTactaTu4eCckom TPOVIHOM HeraTMBHOM M NftOMMHa/IbHOM TOPMOHOPE3UCTEHT-
HoM HER2-HeraTusHoM PMX npeactasnenbl B Tabs. 10 1 Ha puc. 9.

XT cncnonb3oBaHMeM 04HOM U TOM e KOMBUHaL UM MOXeT NPOA0IKATLCA A0 NPOrpeccu-
poBaHuA 601e3HM, AOKAa3aHHOTO KNMHNYECKM U/UAN CMOMOLLbIO METOA0B MHCTPYMEHTaNbHOM
ANarHOCTUKN, UV HenpueMaeMoin/ 030NUMUTUPY IO e TOKCUYHOCTU. [InnTenbHan cTabuan-
3auma 60/1e3HM pacLleHNBARTCA KaK NONOXKNTE/IbHbIA 3P PEKT IeYEHUA U He JO/KHaA ABNATLCA
OCHOBaHVeEM ANnA NpeKpaleHna NAN CMeHbl Tepannu B OTCYTCTBUE cepbe3H0|7| TOKCUYHOCTMW.
He cyuwecTByeT cTaHAapTHbIX NOAXOA0B K MPOBE/AEHMNIO BTOPOI 1 nocaeaytowmx nuHnin XT,
PaBHO KaK 1 KaKUX-A160 faHHbIX, CBMAETENbCTBYIOWMNX O MPeMMyL|ecTBaX TOro UM UHOTO
npenapara uau pexmvma (Hanbonee 4acTo UCMO/b3YIOTCA KaneunTabuH, 3pubyanH, BAHOPENBH).
Mpogomxerune XT nocse lll AnHUKM MoxeT 06CyKAaTbCA A8 60bHBIX B YA0BNE€TBOPUTENBHOM
06LieM COCTOAHNM, OTBETUBLUNX Ha NpejllecTByoWmne AnHUM XT.
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Ta6nuuya 10. PekoMeHAyeMble peXMMBbl JIEKapCTBEHHOM Tepanuy MeTacTaTU4ecKkoro
HER2-oTpuuaTenbHOro paka MOJI0YHOM Xenesbl

AHTpaUMKANHOBbIE 2

AC: gokcopy6uumH 60 Mr/m? B/B B 1-i1 AieHb + umnknodochamug 600 Mr/mM2B/B B 1-11 fieHb Kaable 3 Hed,.;
10 MPOrpPeccMpOBaHNA WAV HENPUEMIEMON TOKCUYHOCTU UM OCTUXKEHWA CYMMapHOW /j03bl OKCOPY6Y-
umHa 400-500 Mr/m? (C y4eTOM Heo-/aAbIOBAHTHOM Tepanuu);

EC: anupy6uumt 60-75 Mr/m? B/8 B 1-1 AeHb + Lmknopocdammng 600 Mr/m? B/B B 1-11 AeHb Kaxable 3 HeA;
A0 nporpeccrupoBanma uan HeI'IPVIeMﬂeMOI;I TOKCUYHOCTU NN AOCTUMKEHUA CyMMapHOpI A03bl 3I'IVIpy6VILU/IHa
900 Mr/M?2 (C y4eTOM Heo-/aAbloBaHTHOM Tepanum);

AoKcopybuLmH 60-75 Mr/M2 B/B B 1-i1 ieHb Kaxzble 3 HeJ. 40 NPOrpeccMpoBaHmA UK HenpueMaeMoi
TOKCUYHOCTM WM AOCTVKEHWSA CYMMapHOM A03bl AOKCOPY6ULMHa 400-500 Mr/M? (C y4eTOM Heo-/aabio-
BaHTHOM Tepanuu);

3nnpy6uLH 60-90 Mr/M? B/B B 1-1 AieHb Kaxzple 3 Hed. 40 NPOrPeCcCHPOBaHUA UAW HEMPUEMAEMON TOKCHY-
HOCTM W/ AOCTUIKEHWSA CyMMapHOM A03bl 3nnpy6uumrHa 900 Mr/M? (C y4ETOM Heo-/aAbloBaHTHOM Tepanim)
nernnnpoBaHHbI IMNOCOMaNbHBIN AoKCOpY6ULMH 50 Mr/m? B/B B 1-i1 AeHb 1 pa3 B 4 Hea., 40 Npo-
rpeccpoBaHUs MU HeMpUeMAEMO TOKCUYHOCTU?

TakcaHoBble

MaknuTtakcen 80 Mr/mM? B/B eXeHeze/IbHO; 40 MPOTrPeCCMPOBAHIA MU HEMPUEM/IEMO TOKCUYHOCTU®
nakautakcen 90 mMr/m? B/B 1-i1, 8-, 15-1 AHW Kaxzple 4 Heg; A0 MPOrPeCccUpPOBaHUA UAW HempreMaeMoi
TOKCUYHOCTK®

naknutakcen 175 mr/m2 B/ 1 pa3 B 3 Hej,; 40 NPOrPecCMpOBaHA MU HEMPUEM/IEMO TOKCUYHOCTU®
pouetakcen 75 Mr/m? B/B B 1-11 ieHb Kaxble 3 Hel.; 40 NPOrpeccupoBaHA UM HeMpUeMIeMOi TOKCMYHOCTM
naknutakcen 80 Mr/m? B/B + kap6onnatun AUC2 B/B exeHesie/IbHO; [0 MPOrpeccupoBaHns UK HerpueM-
leMOt TOKCMYHOCTN®

nakaunTakcen 90 mr/m? /B B 1-i, 8-14, 15-11 AHM + 6eBaLm3ymab 10 Mr/kr B/B B 1-i 1 15-11 AHM Kaxable

28 pHeii uam 15 Mr/Kr Kaxable 21 ieHb A0 NPOrpeccMpoBaHNA UK HeNprUeMaeMoil TOKCUYHOCTI™ ©
poueTakcen 75 mr/m? B/B B 1-i AeHb Kaxable 3 Hea. + 6eBaunsymab 15 mr/kr B/B B 1-11 AeHb
Kaxable 3 HeZ. UM A0 NPOrPeCcCMPOBaHUA UMW HenpueMaeMol TOKCMYHOCTH®

[Apyrve

Kaneyuta6uH 2000-2500 Mr/m2 BHYTPb B 1-i — 14-i1 AHU Kaxable 3 HeA.; 40 NPOrpeccMpoBaHnA

MM HenpUeMaeMowi TOKCUYHOCTM

3pubynH 1,4 Mr/m? /B B 1-i1 1 8-/ AHU Kaxable 3 HeA.; 40 NPOrPecCMpOBAHMA MU HeMpUeMIeMot
TOKCUYHOCTY

BUHOPEN6UH 25 Mr/m2 B/B B 1-1 1 8-11 AiHW B/B KaxAble 3 He/.; 40 NPOTPeccHpoBaHNA N HeMpUeMIeMOoi
TOKCUYHOCTY

BUHOPeN6UH 60 Mr/M? BHYTPb B 1-11, 8-i4, 15-11 AHW; € 22-ro AHA — 80 Mr/M?1 pas3 B Hea,;

remuuTabuH 800-1200 Mr/m2 B/B B 1-i4, 8-14, 15- AHM Kaxable 4 He.; 40 NPOTrPECCMPOBAHA MU HeMpueM-
1eMOii TOKCUYHOCTY

remumTabuH 800-1000 Mr/m2 B/B B 1-1 11 8-11 AHM + LuucnnaTuH 75 Mr/m? 8/8 B 1-1 geHb (Mn kap6onaaTtuH
AUC4-5 8/8 B 1-11 AeHb uu kapbonnatui AUC2 B 1-it 1 811 AHW) Kaxable 3 Hed.; 40 NPOrpecc1poBaHms
MM HenpUeMaeMowi TOKCUYHOCTM

umcnaaTuH 75 Mr/m? B/ B 1-i1 fieHb uaun kap6onnatnH AUC6 B/B B 1-11 AeHb Kaxable 3 HeA.; 4O Nporpeccu-
POBaHMA UM HeNpUeMAeMoii TOKCUYHOCTM

unknodocpamug 50 Mr BHYTPb eeHeBHO +MeTOTpeKcaT No 2,5 Mr BHYTPb 2 pasa B ieHb B 1-11 1 2-11 AHn
Kaxpom Heaenm (METPOHOMHbINM PeXIM); 40 MPOrPeCCUPOBAHNSA UAW HEMPUEMIEMOI TOKCUYHOCTM
nKcabennnoH 40 Mr/m? B/B B 1-i1 AeHb Kaxable 3 Hed. (MPY PE3UCTEHTHOCTU K aHTPaLMKAMHAM,
TaKcaHaM, KaneuuTabuHy); A0 NPOrpeccMpoBaHUA MU HEMPUEMAEMOIN TOKCUYHOCTU

nkcabenunoH 40 Mr/m? B/B B 1-i1 fleHb Kaxable 3 Heq. + KaneuntabuH 2000 Mr/m? BHYTpb B 1-i — 14-i
AHV KaXzple 3 Hef,.; 40 NPOrpeccupoBaHUA UMW HeMPUEMNEMOIN TOKCUYHOCTN 7

CMF: umknopocdammg 100 Mr/mM2BHYTPb B 1-i1 — 14-i1 AHW + MeTOTpekcaT 40 Mr/m2 B/B B 1-i 1 8-11 AHM + GTOp-
ypauun 600 Mr/m? B/8 B 1-ii 11 8- AHM Kaxzaple 4 Heg,; 40 NPOrPeccUPOBAHNA NN HEMPUEMNEMOI TOKCUYHOCTH
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XuMUonMMyHoTepanus

+ Maknutakcen 90 Mr/m? B/B B 1-i4, 8-i4, 15- AHU Kaxable 4 HeA. + nemMbponnsymab 200 Mr B/B Kaxzble
3 Heg. win 400 Mr B/B Kawable 6 Hea (MK3 |-A)®

+ reMumtabuH 1000 mMr/mM? B/B B 1-11 1 8-i1 AHU Kaxable 3 Heg. + Kapbonnatui AUC2 B/B B 1-11 v 8-i1 AHK
Kawable 3 HeA. + nembposn3ymMa6 200 Mr B/B Kawable 3 Heg. uan 400 Mr B/B Kaxable 6 Hed (MK3 [-A)E.

T CymmapHas 003a aHMPaUUKAUHOB C y4emom BCex AUHUll mepanuu, BKAtOYas Heo-/adbroBaHMHYI,
He 0o/KHa npesbiwams 400-500 M2/ M? 015 dokcopybuyuHa u 900 m2/M? 018 3nupy6uyUHa.

2 Jlo u B npoyecce mepanuu aHmpayukAuHamu Heo6xo0um KOHmMpoab ®Bax ¢ nomouwibio IxoKI ¢ vacmo-
moli 1pa3 8 3-6 mec. (Unu Yause npu HaAUYuU NoKasaHu).

[IpunpomusonoKasaHusx K HasHa4eHuto dOKCOPYBULUHa U 3NUPY6UYUHA.
4 [lpednoymumensHo exxeHedebHOe BBeOEHUE NaKAUMaKcena.

5 [lpu ucnonb3oBaHUU exeHedeNbHbIX BBEOEHUU nakaumaxcena o6vem cmaHdapmHol npemedukayuu

MOKem 6biMb COKpaeH (Ha ycMompeHue neyau,e2o 8paya) (CM. maba. 4); seedeHue nakaumaxcena Moxem
nposodumscsnpu A4H = 1,0 x 10°/1 u konusecmse mpom6oyumos = 100,0 x 10°/ 1.

§ besayu3ymab moxem 66imb do6asseH K pexxumam XT nepsoli unu Bmopoli nuHuu npu HER2-HezamusHoM
PM)K; pekomeHdyembie pexxumsbl BBedeHuUs beBayusymaba: 15 m2/kz2 8/8 1pa3 8 3 Hed., 10 m2/k2 8/8 1pa3 B 2 Heo.

7 [pu HesgppekmusHocmu npedwecmsyrouwjeli mepanuu makCcaHamu U aHmMpauyuKAUHaMu; He cnedyem
HasHayamb 0aHHbIl pexxum npu nosbiweHuu AJIT/ACT 6onee 2,5 BIH u/unu 6unupy6uHa sbiwe BIH.

8 [lna 60nbHbIX MPOLiHBIM He2amuBHbIM PM)K ¢ npozpeccuposaHuem no npowecmsuu 6 mMec. u 6onee no-
cnie 3aBepuwieHus Heo-/adbroBaHmroll XT B kayecmse nepgoll nuHuu nedeHus npu CPS =10 (onpedenerue PD-
LT Ha UMMYHOKOMNEMeHMHbIX KNemKax pekoMeHOyemca npoBodumsb C NOMOWwbIo KnoHa 22C3 Ha nnamgpopme
DACO).

3.3.3. /lekapcTBeHHaa Tepanua BRCA1/2-accounmpoBaHHoro
HER2-HeraTuBHOro MeTactaTM4ecKoro paka
MOJ/IOYHOW enesbl

BonbHeiM BRCAT/2-accounmpoBaHHbIM TPOMHbIM-HEraTUBHbIM MeTacTaTuyeckum PMXK,
nosny4aBwum paHee XT aHTPaLUKAMHAMY 1 TaKCaHaMU C HeO-/abIOBAHTHOM LieNblo, PeKo-
MeHAyeTCs HasHaveHne PARP-uHru6utopos (tabs. 11). Y 6onbHbix BRCA-accouumpoBaHHbIM
ropmMoHo3aBucMMbIM PMXX onTuManbHas nocaegoBateIbHOCTb HasHavyeHna PARP-unrnéutopos
UTT (£uHrnéutopsl CDK4/6) He onpeaeneHa; C y4eTOM U3BECTHOTO YBENYEHUA MPOAOIKM-
TeNbHOCTV XN3HW NPy HasHavyeHun ['T B coveTaHumn c uHrnbutopamm CDK4/6 pekomenayetca
3Ty OMUMI0 UCMO/Ib30BaTh B MEPBYIO O4epesb.

Ta6auua 11. PekomeHayemas Tepanus BRCA1/2-accoummposaHHoro HER2-HeraTusHoro
MeTacTaTM4eCcKOoro paka MOJIOYHON XKese3bl

HassaHue npenapata PexuM npumeHeHua

Onanapw6 (B Tabnetkax) (MK3 Mo 300 Mr BHYTpb x 2 pa3a B jeHb eXe/HeBHO, 40 NPOrpeccpoBaHns

I-A)! VNN HEMPUEMIEMOWA TOKCUYHOCTH

Tanasonapu6 (MK3 II-A)' T Mr BHYTPb @XKe/JHeBHO, /10 NPOrPecc1pOBaHUA U HempreMeMoi
TOKCUYHOCTU

T Kpumepuii oyeHKU KAUHUYeCKOU 3HayuMocmu.
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3.3.4. J/lekapcTBeHHas Tepanua MeTacTaTU4YeCKoro
HER2-nonouTenbHOro paka MoJIoOMHOM Xese3bl

bonbHble HERZ2-nosoxuTenbHbiM PMX fo/KHbI nony4yaTh aHTu-HERZ2-Tepanuio B cove-
TaHUn ¢ XT uan I'T (Mpu NOMUHANBHBIX OMYXONAX) UMW B CAMOCTOATENbHOM BUAe. AHTU-HER2
Tepanus AO/MKHA HAYMHATLCA KakK MOXHO paHblue (C NepBOi IMHUM Tepanum) U MPOAOMIKATLCA
KaK MOXHO AoAblie. [py nepBoM anu3o e nporpeccupoBaHna Ha GoHe Tepanum TpacTysyMa-
60M BO3MOXHO MPOAO/IKEHNE IeHEHNA 3TUM XKe NpenapaToM CO CMeHOM XMMUO-/FOPMOHO-
TepaneBTUYECKOro KOMMNOHEHTa. PeKoMeHAYyeMble peXUMbl M anroputm aHTn-HER2-Tepannn
npeacTaBneHsl B Taba. 12 v Ha puc. 10.

Ta6auua 12. PekoMeHgyeMble pexuMbl ieKapcTBeHHoN Tepanun HER2-nosoxuTeibHoro
MeTacTaTM4YeCKOro paka MOIOYHOM Xese3bl

| AnHKna:

+ Tpacrysyma6 + nepTy3yma6 + TakcaHb! (MPeAMOUYTUTEIbHbIN PEKIM | IMHUM NedeHns): TpacTy3ymab 6 Mr/Kr
(HarpysouHas go3a 8 mr/kr) B/8 B 1-i1 AeHb 1 pas B 3 Heg. +nepTy3yMab 420 Mr (HarpysouHas 4o3a 840 Mr)
8/8 B 1-11 AeHb 1 pas B 3 Hea. + TaKcaHbl (gouetaxcen 75 Mr/m2 8/8 B 1-1 AeHb 1pas B 3 Hea. 6 Kypcos
1 nakautakcen 80 Mr/m? B/B exeHegenbHo 18 BBeAeHWA nan nakamtakcen 175 mr/m? /B B 1-i4 feHb 1 pas
B 3 Hed. 6 LMK/IOB); NOC/Ie 3aBepLIEHUA XMMUOTEPanuM TakcaHaM1 — NPoAo/KeHre aHTu-HER2-Tepanuu
TpacTy3ymabom 6 Mr/kr B/B B 1-ii ieHb 1 pa3 B 3 Hea. 1 nepTy3ymMabom 420 mr B/B B 1-11 aeHb 1 pa3 B 3 Hea,
A0 NPOrpPecc1poBaHMs UAM HEMPUEM/IEMOI TOKCUYHOCTM (MK3 |-A)12:3.10

Il "MHKMA 1 nocneayowme AMHUK:

+ Tpacty3yma6-3MTaH3uH 3,6 Mr/kr B/B B 1-1 ieHb 1 pa3 B 3 He/. 40 NPOrpeccMpoBaHWsA MW HerpueMaemoi

ToKeuyHocTn (MK3 I-C)%;

TpacTy3ymab 2 Mr/Kr (Harpy3o4Has 403a 4 Mr/Kr) B/B eeHeAebHO 1AM 6 Mr/Kr (Harpy3ouHas 4o3a 8 Mr

/Kr) B/B B 1-i AeHb Kaxaple 3 Hea. (+ nepTy3ymab 420 Mr (Harpy3o4Has fo3a 840 mr) B/B B 1-11 AeHb 1 pa3

B 3 HeA., EC/IM HE HA3HAYa/ICA PaHee) B COMETAHWM C OAHUM W3 CIEAYIOLLMX PEXKMMOB XUMUOTEPANUN® 6

- nakautakcen 80 Mr/m? B/B B 1-i1, 8-i4, 15-11 AHM Kaxable 4 HeA. + kapbonnatui AUC2 B/B B 1-i4, 8-i4, 15-i1
[HW KaXkgple 4 Hej,. A0 NPOrpeccpoBaHns AW HEMPUEMAEMOI TOKCUYHOCTHS;

- naknutakcen 80 Mr/M? B/B eXeHese/bHO A0 NPOrPeCcCpOBaHNsA UK HENPUEMAEMOI TOKCUYHOCTH;

- nakautakcen 90 Mr/m? B/B B 1-14, 8-i4, 15-11 AHU KaXKAble 4 He,. 40 NPOrPeCCUPOBAHWA UK HEMPUEMAEMON

TOKCUYHOCTWT;

- poueTakcen 75 Mr/M? B/B B 1-1 ieHb Kaxable 3 HeA. 40 NPOrpeccpoBaHUs MU HEMPUEMIEMO TOKCUY-
HOCTY;

- BUHOPeN6UH 25 Mr/m2 B/B B 1-i1 11 8-i1 iHN B/B Kaxzple 3 Heg. A0 MPOrpeccupoBaHUA UAW HempuemIeMon
TOKCWMYHOCTY;

- BUHOpPeN6UH 60 Mr/M? BHYTPb B 1-11, 8-, 15-11 AHW; € 22-ro aHA — 80 Mr/M?1 pas B Heg. A0 NPOrpeccupo-
BaHWsA WU HEMPUEM/IEMOM TOKCUYHOCTY;

- KaneyunTabuH 2000 Mr/m2 BHYTPb B 1-i — 14-11 AHU KaAble 3 HeA. 40 NPOrPeCCUPOBAHA UM HEMpUEM-
NeMOW TOKCUYHOCTY;

- 3pubynnH 1,4 Mr/m? /B B 1-i1 1 8-i1 AHU Kaxable 3 HeA. 40 NPOTrPECCUPOBAHA UK HEMPUEM/IEMO
TOKCUYHOCTH;

- remuntabux 800-1200 Mr/m2 B/8 B 1-i1, 8-11, 15-11 AHW Kaxable 4 HeA. 4O NPOrpeccUpOBaHUsA MU HeMpu-
eMN1eMOW TOKCUYHOCTY;

- remumTabuH 800-1000 Mr/m2 B/B B 1-1 v 8- AHM + umucnnatuu 75 Mr/m? 8/8 B 1-1 geHb (Mm kapboria-
TvH AUC4-5 B/B B 1-11 AleHb) Kaxaple 3 HeA. AO MPOrPECCMPOBAHUA UM HEMPUEMAEMON TOKCUYHOCTY;

- uuknopochammng 50 Mr BHYTpb €XKeHEBHO + METOTPEKCaT Mo 2,5 Mr BHYTPb 2 pasa B AeHb B 1-1 v 2-i1
AHV KaXA0M Hegenmn (METPOHOMHBIM PEMM) 40 MPOrPeCCUPOBAHNSA UM HEMPUEMAEMON TOKCUYHOCTH;
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- nkcabenunoH 40 Mr/m2 B/B B 1-i1 AeHb Kaxable 3 Hed. (MPY PE3NCTEHTHOCTU K aHTPaLMKAMHAM,
TaKcaHaM, KaneuuTabuHy) 40 NPOrpeccupoBaHUA WU HEMPUEMIEMOIN TOKCUMHOCTY;* TPAcTy3yMab 2 Mr
/Kr B/B exeHeaenbHO uav 6 Mr/kr 8/8 1 pa3s B 3 He/. B MOHOTepanuu (6e3 XMMUOTepaneBTUYeCKOro
npenapara) B Ka4ecTBe MPOAO/IKEHWNA TePanuM B Cly4ae BOSHUKHOBEHUM HEMEPEHOCUMOW TOKCUYHOCTH
Xv“Muonpenapara;

+ n1anatuHm6 1250 Mr BHYTpb eXeAHeBHO + KaneuuTabuH 2000 Mr/M2 BHYTPb B 1-i—14-11 AHW Kawable 3 Hed,.
40 MPOrpPeccMpoBaHs UK HerpueMaeMoit TokeuyHoctn (MK3 11-B);

+ nanatuHné 1000 Mr BHYTPb €XXeHEBHO + TPacTy3yMab 2 Mr/Kr B/B eXeHeAebHO (Harpy3ouHas 4o3a 4 Mr
/Kr B/B) nm 6 Mr/Kr (Harpy3ouHas go3a 8 Mr/kr) B/B 1pa3 B 3 HeA. 40 NPOrPeccHpOBaHUs UK Henpreme-
MO TOKCUYHOCTY;

+ TpacTysyMab fepyKcTeKaH 5,4 Mr/Kr B/B Kaxable 3 HeA. 10 NPOrpeccpoBaHNA UK HenprieMaeMoi
TOKcU4HOCTM (MK3 |-A)®

HER2-nonoXuTenbHbli 1l0OMUHaNBHBIA PMMK® 1

*+ VIHrM6uTOopbl apoMaTaskl + TPacTy3yMab 40 NPOrpeccMpoBaHuUA UK HeMPUEMNEMO TOKCUYHOCTH

* MHTMGUTOPLI apoMaTasbl +1anaTtuHWG 1500 Mr BHYTPb eXefHEBHO A0 NPOrpeccMpoBaHmnA UK HempueMe-
MOW TOKCUYHOCTH

* MHTMGUTOPLI apoMaTasbl + TpacTy3yMab +nanatuHm6 1000 Mr BHYTPb eXe/JHEeBHO 40 NPOrpeccMpoBaHUs
WM HEMpUeMNeMOoit TOKCUYHOCTH

+  $yNBeCTPaHT + TpacTy3yMab A0 NPOrpeccMpoBaHmnA WK HEMPUEMIEMOI TOKCUYHOCTY

+  TaMOKCUeH + TpacTy3ymab [0 NPOrpeccpoBaHnsa UAN HeNpUeMeMOoil TOKCUYHOCTW.

Ec/n niedeHme 6b1/10 HAYaTO C PeXMMa «TPacTy3yMab (+ nepTysyMab) + XMMUOTEpanus», MOC/e 3aBepLIeHUs

6 Kypcos XT K TpacTy3symaby (+ nepTysymaby) MOXeT 6biTb fobasneHa [T

T YgenudeHue Konu4ecmsa yukao8 XT doyemaKcenom Cabilie 6 He npusoduM K yay4uweHuro 6e3peyudus-

HoUl BbIXKUBaEMOCMU.

2 Pesxum moxem b6bimb peKoMeHOO0BaH 60/1bHbIM, He NOAyYaBWUM nepmy3ymab Heo-/adbloBaHMHO, @ MakK-
JKe 60/1bHbIM, NONYYaBWUM nepmy3ymab Heo-/adbloBaHMHO, eCAU C MOMEHMa 3aBepUIeHUS mepanuu nepmy3y-
Mabom 0o npozpeccupoBaHus 60/€3HU NPOWAO He MeHee 1200a.

3 BO3MOMHO UCNO/b30BaHUe NeKapCmBeHHOl GopMbl «mpacmy3ymMab +nepmy3ymab» 0158 NOOKOKHO20
BBedeHUs; Hazpy304Has 003a cocmasasem 1200 m2 nepmy3symaba/600 m2 mpacmy3ymaba, 0anee — 600 M2 nep-
my3ymaba/600 m2 mpacmy3ymaba, BBoOOUMCs Yepe3 3 Hed. noc/e Hazpy304HOi 003bl U NOBMOPAEMCA Kaxdbie
3 Hed.

* 115 601bHbIX, NONYHaBWUX Mpacmy3ymab (+ nepmy3ymab); s8ASemcs npednoymumenbHbIM 8 Kadecmeae

nepBoli AUHUU 1€4EHUS, €CAU C MOMEHMA OKOHYaHUS HEO- UL adbloBaHMHOU mepanuu npowino mexee 1200a.

5 BO3MOMHO UCNO/b30BaHUE AeKapcmseHHOU @opmbl mpacmysymaba 045 n/k BeedeHus B 0o3e

600 m2/5 mn (HezaBucumo om maccel mena nayueHma) 1 pa3 8 3 Hed.; Hazpy304Has do3a He mpebyemcs.

§  Jlousnpoyecce mepanuu mpacmy3ymabom Heo6xo0duM KOHMPoabL OB c nomowbo IxoKI ¢ yacmomoli
1pa3 B 3-6 mec. (Unu Jawe Npu HaAuYuU NoKasaHud).

7 [lpu ucnonb3oBaHuu exeHedenbHbIX BBeOeHUl nakaumakcena obbem cmaHoapmHoli npemeoukayuu
Moxkem 6biMb COKpauseH (Ha ycMompeHue neqawezo Bpaya) (cMm. maba. 4); BBedeHue naknumakcena mMoxem
nposodumscs npu A4YH = 1,0 x 10°/2 u konudecmse mpoméoyumos = 100,0 x 10°/ 1.

8 Tpacmysymab depykcmekaH npu Memacmamuyeckom HER2-no3umusHom PM)K ¢ memacmazamu 8 YHC
Mosem 6bimb Ha3Ha4eH Npu NPo2peccupoBaHuU nocae = 2 AuHuti aHmu-HER2 mepanuu.

?  Bomcymcmaue npu3HaKoB BUCUEPaIbHO20 KpU3a.

0 Bce npenapamsl UCNO/b3yOMCSA B CMaHAapMHbIx 003ax U PEXUMAX; Ha3HayeHUe UH2u6UMopos apoma-
masbl U fynBecmpaHma BO3MOXKHO KeHUWUHAM B COCMOSHUU MEHONAY 3bl.

Mpu nporpeccmpoBaHuy Ha GOHe OZHOTO N3 PEXMUMOB IeHEHUA CeAyeT NepenTy Ha 4pyron
pexum c BKAo4eHneM aHnTn-HERZ2 npenapaTos.
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3.3.5. /lekapcTBeHHasA Tepanusa MeTacTaTUYECKOro paKa MOJIOYHOI
enesbl c TpaHcnoKaymeinn NTRK

Mpn meTacTaTuyeckom cekpetopHoM PMXK c TpaHciokaumeinn NTRK pekomeHgyeTca pac-
CMOTpeTb Tepanuio MHIIM6MTOPaMMN NPOTENHKNHA3 SHTPEKTUHNOOM AN NapOTPeKTUHMEOM
NPV UCHEPMNAHHOCTYW APYTUX BO3MOXHOCTe Tepanuu (taba. 13).

Ta6auya 13. PekoMeHayeMble peXuMbl Tepanum MeTacTaTUHeCKOro CEKPETOPHOIO paka
MOJIO4HOM }ese3bl ¢ TpaHcnoKaumein NTRK

HasBaHwue npenapara PexxvM npuMeHeHuns

DHTPEKTUHNE 600 Mr/cyT. BHYTPb €Xef\HEBHO /0 NPOrpeccUpoBaHMA UK Henpu-
€M/1eMOiA TOKCUYHOCTH

JNlapoTpeKTUHNG 200 Mr/cyT. BHYTpb (B 2 npueMa) exxe;HEBHO 4,0 NpOrpeccmpoBa-
HUA UAN HenpueMaeMoN TOKCUYHOCTH

3.4. Ha6aoaeHue 3a 60/1bHBLIMU NPU MeTacTaTUYECKOM paKe
MO/IOYHOM Xe/e3bl

3.4.1. Ha6nwgeHue B npouecce neveHusa. OueHka apdekra

HabnloseHne B npouecce e4eHNA MeEET Lie1bio OL,eHNUTb N0b3y MPOBOAMMON Tepanum
(3¢ddeKT) n ee BO3MOXKHBIE OCNOKHEHMA (TOKCUYHOCTb) Y BHECTU HEO6XOANMbIE KOPPEKTUBbI
(cMeHa pexuMa, pesyKLMa 03, OTMEHA NIeYEHNA, Ha3HAYeHWEe CUMNTOMATUYECKO Tepanuu
1 T.4.). HabntogeHne BKAOYAET NepUOAUYECKUI OCMOTP U OLLEHKY Pas/IniHbIX CUMNTOMOB,
NabopaTOPHbIX faHHbIX M pe3ynbTaTOB UHCTPYMEHTa/IbHOrO 06Caef0BaHUA.

OueHKy 3¢ deKTa peKoMeHAyeTCA NPOBOAUTL NoCe Kaxablx 2-3 Mec. ['T v Kax Abix 2-3 KypcoB
XT cnoMoubto AaHHbIX 061ero ocMoTpa, BLIACHEHNA #anob, aHaNM30B KPOBW 1 pe3yNbTaToB
MHCTPYMEHTa/IbHbIX MeTOA0B 06C/1eJ0BaHNA, BbIABMBLIMX NaTONOTMIO Ha 3Tane NepBoHayvasb-
HOW ANarHOCTUKN. MIHTepBasbl Mexay 06Cne0BaHNAMMU MOTYT 6bITb M3MEHEHbI B 3aBUCMMOCTY
OT KOHKPETHOM KAUHUYECKON cuTyaumnn. PesynbTaTsl ocMOTpa M 06Cnef0BaHUA Knaccupu-
LuupytoTCa caejyrowmm obpasom:

+  06beKTMBHbLIN 3 PeKT: CyluecTBeHHOe yMeHblIeHNe pa3MepoB U/ UK KonnYecTBa
OMyXO0/1eBbIX 04aroB; ABNAAETCA NOKa3aHWeM AnA NPOAO/IKEHNA NPOBOAUMOI Tepanuu
B OTCYTCTBME CEPbE3HON TOKCUYHOCTH;

+  cTabunmsauma 60se3HU: OTCYTCTBUE 3HAYNMbIX MU3MEHEHUI pa3MepoB 1 KOMYecTBa
OMyX0/IeBbIX 04aroB; Npu y40BAETBOPUTEILHOM 06LLEM COCTOAHUN U XOPOLel nepe-
HOCMMOCTY NleYeHne MOXeT 6biTb MPOAO/IKEHO;

+ nporpeccuMpoBaHue 3a60neBaHNA ABNACTCA NOKa3aHUeM K CMeHe neveHua. Mpu nogo-
3peHUn Ha nporpeccupoBaHie 601e3HM MO AaHHbIM OCMOTPa HEO6XOANMO BbINONHNTD
yTouHAWMe 06CNef0BaHNA, B T. 4. C OLLEHKON 30H, He MCCNe/0BaBIUINXCA 40 HavYana
Tepanuu; NpU3HaKkaMu NPOrpeccUpoBaHnA ABNAIOTCA:
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- nossaeHue n/uanycyrybneHne cuMnToMoB, 06yCN0BAEHHbLIX ONYX01EBbLIM POCTOM
(HanpuMep, 60K MAN OABILIKKY;

- CyWecTBeHHOe yBe/M4yeHne pasMepoB UM NOABEHNE HOBbIX OMYXO/NEBbIX 04aros,
BbIAB/AEMbIX PN OCMOTPE;

- yxyalweHue obuiero coctoaHus (AudpdepeHLnpoBaTh C TOKCUYHOCTbIO IEHEHUA);

- HeMOTMBMPOBAHHas NoTeps Beca (ANPPEpeHLMpOBaTL C TOKCUYHOCTbLIO IeYeHNs);

- nosbiweHune W, ANT, ACT, 6unnpybura (auddepeHumnpoBaTh C TOKCUYHOCTbIO
neyeHus);

- runepkanbuuemus;

— nofB/eHWE HOBLIX M/WNAN CyL|eCTBEHHOE yBEINYEHNE UMEBLIMXCA PaHee 04aros
no AaHHbIM 06BEKTUBHbBIX MeTOL0B 06CNe0BaHNSA; NPU OLLeHKe pe3yNbTaToB PeHT-
reHorpadun, ckaHmpoBaHua KocTen u MN3T cnegyeT UMeTb B BUAY, HTO MPOLECCHI
penapauun MeTacTa3oB B KOCTAX, Ha4YaBlWKneca B pesynbtate 3¢pPeKTUBHOM Npo-
TUBOOMYXO0/1€BOM Tepanuu (B couyetaHnn c OMA), CONPOBOXKAAKOTCA MOBbILWEHHBIM
MeTabonM3MOM, 4TO MOXKeT co3ZaBaTh GOPMasIbHYIO KAPTUHY NPOrpeccMpoBaHuna
3a CYeT NOAB/IEHMA Ha CKAHOTPaMMaXx HOBbIX 0CTe061aCTUYECKMX 04aroB 1 yBeINYEHUA
HakonneHua PO B MMeBWMUXCA paHee o4arax, 0CO6eHHO NPV NepBOM OLL,eHOYHOM
nccaefoBaHUN.

3.4.2. Ha6awaeHne nocse OKOHYAHUA IeYeHUsA

BosibHble C MeTacTaTUYECKUM NPOLLECCOM AO/KHbI HAaBNOAATLCA C 4AaCTOTOW, NO3BOAAOWEN
NpOBOAWTL MaKCHMa/ibHO BO3MOXHOE NajnaTUBHOE eveHune, obecneymsatolyee KOHTPOb
CMMNTOMOB, Hau/yu4llee Ka4eCTBO U MaKCUMasIbHble CPOKU KU3HU.

4. OCOBEHHOCTUN OBCZIEAOBAHUNA N NEMEHUA
NAUMEHTOK MOJ1IOA0OI0O BO3PACT

4.1. Pak MO/I0YHOM Ke/1e3bl Y NaLUeHTOK AeTOpPO4HOro Bo3pacTa

Monogoii Bo3pacT cam no cebe He ABAseTCA paKTOPOM, onpeaensiownm Boibop 6osee
arpeccuBHOrO neYeHnA. TaKTKa IeKapCTBEHHOM Tepanuu J0/KHa onpeAenaTbca obuienpu-
HATBIMU (4715 6ONbHBIX CTaplei BO3PACTHOM FPyMMbl) XapaKTEPUCTUKAMM: CTEMEHbIO pac-
NPOCTPaHeHMA ONyxonu, ee 6MONOrNYeCKUMM 0COBEHHOCTAMM, CONYTCTBYOW e NaTonornei
M NpeAnoYTEHNAMU 6ONbHOIA.

MaynMeHTKN AeTOPOAHOrO BO3pacTa AO/MKHbI UCMONb30BaTh HajeXHble CPeACcTBa KOH-
Tpalenuuu B Nepuoj NeKkapcTBeHHON Tepanuu n 6avxaiilee BpeMa nocse Hee. Ha 3Tane
obcnepoBanua cneayeT UHGOPMUPOBATL NALMEHTOK O BO3MOXHOM HeraTUBHOM BAUA-
HUWM NeKapCTBEHHOTO JleYeHNA Ha QYHKLMIO ANYHNKOB U GepTUAbHOCTL. Mpu xenanum
nauveHTKM B 6yaylieM MMeTb AeTell XenaTeNbHa KOHCYAbTalUUA BpaYa-penpoayKTonora
ANA 06CYKAECHUA BOZMOMXHBIX BAPUAHTOB BCMOMOTraTe/IbHbIX PENPOAYKTUBHBIX TEXHONOM U
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(Mpu noTeHUMaNbHO U31EYUMbIX CTaguax PMXK). PekoMeHzyeMbIMM METOAaMMN COXPAHEHUA
bepTUAbHOCTHN ABAAIOTCA:

*  KPWOKOHCepBaLWA IM6PUOHOB;
*  KPWOKOHCepBaL WA OOLUTOB.

KprokoHcepBauua TKaHW ANYHNKOB ABNAGTCA IKCNEPUMEHTA/IbHbIM METOA0M COXPaHeHUA
$epTUALHOCTU 1 B PYTUHHOW NPaKTUKe He peKoMeHayeTcA. be3onacHoCTb CTUMyAALUK cynep-
OBYNALMMN Y 60NbHBIX NOMUHaNbHBIM PMK He f0Ka3aHa; ucnonb3oBaHue aHHOro MeTo/Aa BO3-
MOXHO TOJIbKO B PaMKaXx KAMHUYECKUX UCCaef0BaHMIA. [1pyM HEBO3MOXHOCTU UCMO/Ib30BaHUA
peKOMeHZYyeMbIX Bbllle MeTO/0B COXpPaHeHWA GpepTUIBHOCTU 40 Havana XT MOryT 6biTb Ha3Ha-
YeHbl aHasoru [Pl B cTaHAAPTHbIX 403aX, OAHAKO AaHHbIA MeTO/ He ABNAETCA CTaHAAPTHbLIM
M He rapaHTUpyeT COXpaHeHVe YHKLUMN ANHHUKOB N GepTUALHOCTU. MeTOo bl BCIOMOraTe IbHbIX
PenpoAYKTUBHbIX TEXHONOMUI MOTYT MPUMEHATLCA TONLKO MPU HANNYUM 3aKNI04EHUA OHKO/IOTa.

4.2. PaKk MOI0YHOM Xenesbl y 6epeMeHHbIX

Mpw BbiABAEHUN PMIK y 6epeMeHHO XeHLWMHbI NaLneHTKa 40/1KHa 6bITh HanpasaeHa
B CMeLann3npoBaHHoe neye6Hoe yypexjeHrne OHKOI0rM4eckoro npoduas M NPOKOHCYNbTH-
poBaHa B KOHCYNbTAaTMBHO-ANArHOCTUYECKOM OTAE/N€HUN NN aKYLWePCKOM ANCTaHLUOHHOM
KOHCY/NbTaTUBHOM LieHTpe Ha 6a3e aKylWepCTKUX CTaLMOHApPOB TPeTbel rpynmnbl (ypoBHA)
ANA ONpe/AesHNA aKyLWepPCKOW TaKTUKN U AanbHenwero Habnt04eHna COBMeCTHO C BpaYaMu-
OHKO/I0raMun. PekoMeHAyeMbIl anropuTM obcneoBaHNA U 1edeHnA 6epeMeHHbIX NaLneHToK
c PMX npegactaBneH Ha puc. 11. Ocob6eHHOCTM NPOTUBOOMYXONEBOI U CONMPOBOAUTENBLHOM
NekapCTBeHHOW Tepanuu npu neveHnn PMXK Ha poHe bepeMeHHOCTM — cM. «[TpaKTuyeckne
peKoMeH/aL MmN No NeKapCTBEHHOM Tepanumn CONMAHbLIX ONyXo/eit Ha poHe GepeMeHHOCTH».

4.3. PaKk MO/104HO Xee3bl y MyX4UH

PekomeHgauunmn no nevyeHno PMX'y My»4mH B LLe10OM 3KCTPanoAMpOBaHbl U3 aHaI0r MYHbIX
PEKOMEHAALMNI ANA KEHUINH, OHAKO, UMEIOTCA HEKOTOPbIE Pa3nina. B 4acTHOCTH, reHeTUYeCKoe
TeCTUPOBaHME PEKOMEH/AYeTCA BCEM MYXKUYMHaM, cTpagatowmnm PMXK. MpuHLmMnbl 1oKanbHOM
Tepanuum He OTINYAKOTCA OT TaKOBbIX A1A XeHLWMH. B KayecTBe Heo- M a4 blOBaHTHO Tepanumn
UCMONb3YIOTCA Te e pexuMbl XT (+ aHTu-HER2 Tepanusa no noKasaHuaM), YTO U Y MEHLUH.

B kayecTBe agbloBaHTHOW [T ncnonbsyerca TaMokcudeH B TeyeHne 5-10 net nan,
NpU NPOTMBOMNOKa3aHNAX K NpueMy TaMOKCcMdeHa, — MHTMOUTOPLI apoMaTashl B COYeTaHUN
c aHanoramu PI. AgbloBaHTHaA MOHOTEpanua MHFMGUTOPaMM apoMaTasbl He PpeKOMeHAY-
eTCA, TaK Kak accounnpyeTca ¢ 6onee HU3KMMU OTAaNI€@HHbIMU pe3ybTaTaMM MO CPaBHEHUIO
C MOHOTepanuei TaMOKCMpEHOM, BO3MOXHO BCNeACTBME HEA0CTAaTOYHOW Cynpeccun 3cT-
paauona. CucteMHas Tepanua pacnpocTpaHeHHON 601e3HN NPOBOANTCA B COOTBETCTBUM
C aHa/NIorUYHBIMU PEKOMEHAAaLNAMMN MO NeYEHNIO XKeHWMH. [pn Ha3HaYeHNn MHIM6UTOpOB
apoMaTasbl PeKOMeHAYeTCs O4HOBPEMEHHOE BBeeHUe aHanoros [P (uan opxugakToMus).
CornacHo uMeWmMCca AaHHbIM, MOHOTepanua GyNBeCTPAHTOM Y MYXUMH TaK e 3 PeKTUBHa,
KaK 1y eHWmWH. HoBble npenapaTsl, Takue Kak MHrnbutopel CDK4/6, m-TOR, PIK3CA, PARP-
MHIMBNTOPBI CUCTEMATUYECKU He M3Y4aNnCh B COOTBETCTBYOLLUX KAMHNYECKUX UCCNe0BaHNAX
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Y MYXU4uH, cTpagatownx PMX. OgHako 4OCTYNHbIe aHHble peasbHOM KANMHUYECKON NPaKTUKK
CBMAETE/NIbCTBYIOT O COMOCTAaBUMOM 3$PEKTUBHOCTM ITUX MPEnapaToB y MyXKYWH U NO3BOAIOT
peKoMeHA0BaTb MX MO MNOKa3aHUAM, aHaNOTMYHbIM TaKOBbIM NPU I@YEHNM HKeHLWMH. Peko-
MeHJaLuu no HasHavyeHuto XT, aHTn-HER2 Tepanun, nMmyHoTepanuu n PARP-unruéutopos
aHa/NIOrNYHbI TAKOBBIM /18 EHLMH.

Hab6stogeHre nocie NepBUYHOTO Ie4EHUA: UMEIOTCA UMb OrPaHUYEHHbIE AaHHbIe, NMOJ-
AEpXMBAtOWME CKPUHUHT (MporpeccupoBanns) PMXK y MyxunH. OLeHKy NAOTHOCTM KOCT-
HOW TKaHN PeKOMeH/yeTCA MPOBOANTL Kaxble 2 rofay MyX4uH, nonyyvarowwmnx aHasoru MPF
Ca/bloBaHTHOM Lenbto. [PUHLKUMLI TEPANUM NPU CHUKEHUU MUHEPaIbHOW NNOTHOCTM KOCTel
He OT/IMYaIOTCA OT TAKOBBIX AN XKEHLMNH.

4.4. PekoMeHAaLUM NO NoAAeprKaHUIo 340poBoro o6pasa MuU3Hu

Y 60nbHbIX onepabenbHbiM PMXK j0Kka3aHO NO3UTUBHOE BAUAHME Ha MPOrHO3 U TeYeHne
3aboneBaHune co6104eHNA MPaBUA 340pPOBOro 06pasa KU3HM:

*  OTKa3 OT KypeHus

+  noajepxaHue onTUManbHOIo BeCa B 3aBUCHMOCTM OT BO3pacTa;

+  CcoxpaHeHWe pU3NYeCKOW aKTUBHOCTY;

+  BK/IIOYeHMe B PalMOH NUTaHNA 0BOLWeEN U GPYKTOB, LLe/IbHO3EPHOBbIX MPOAYKTOB;

+  orpaHuyeHue notTpebaeHUA KpacHOro M 06paboTaHHOro MACa U MPOAYKTOB 6bICTPOro

nutaHusa (“fast food");
*  OrpaHuyeHue caxapocogepxalmx HannmTKoB.;
. OI'paHVI‘-IeHI/IeyI'IOTpeGI'IEHVIFI CNUPTHBIX HAMNTKOB.
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Mopo3sperune Ha PMXK no gaHHbIM ocMoTpa
(pasaen 2.1)

v

+ [lBycTopoHHaa maMmorpadus
+ Y3 MONOUHBIX }ee3 1 pernoHapHbIX 30H
* MPT — no nokasaHuam

* BIRADS =4a

Core-6uoncus onyxonu MO/IOYHOW Kenesbl
C FCTON0OMNYECKUM UccnejoBaHuem

Pak MONI0YHOM »enesbl N0 AaHHbIM
y MCTONOTMYECKOrO MCCAeA0BaHNA

» UIX-uccnepgosanue (P3, P, HER2, Ki67)

* 06Kt 1 BUOXMMUYECKIIA aHaIU3bI KPOBU

* peHTreHorpadus uam KT' opraHoBs rpyaHoi
KNeTKu

* Y3, KT'uan MPT' opraHoB 6ptoLLHOi N010CTH

* cuMHTUrpaduma KocTeii ckeneta’

+ onpeaenexue MyTauuii BRCA1/2 — no nokasa-
HUAM

* NYHKLMUA NOA03PUTE/IbHBIX IMMOY3/10B

T [lpu T3, N+, azpeccusHbix nodmunax, CUMNMOMax, N0003pUMebHbIX Ha HaAU4Ue Memacma3sos.

PucyHok 1. PekoMeHAyeMbllt aaroput™ o6cae0BaHNA NPU NOJ03PEHUMN Ha paK
MOJIOYHOM Xene3bl
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->| OpraHocoxpaHstoLan onepauus l—
MNepsuyHo v
onepabenbHbli ]
> PPM)K :: HeoagbloBaHTHas siekapcTBeHHas Tepanus’ I ApbioBaHT-
(T1-3N0-1M0) * Has /nocTHeo-
apbloBaHTHasA
Het 3¢ ¢pexra NeKapCTBeHHan
% Tepanus (XT23,
4
g '>| MacrakToMus |—> ;:f;—ﬁ;le- —>>1
“5" A Tepanus®, [T®
9 no nokasa-
3 npocTpaHeH- Huam), JIT no %
z HbIii NEPBUYHO noKasaHnaM g
E_ > He onfzpaGem:- —>| HeoaabloBaHTHasA fiekapcTBeHHasn Tepanusa’ I S
2 Hblih PMXX * £
(TO-4N2-3MO,
T4ANOMO) I Het s¢pdpexta I I Ectb 3¢ppext I
AnbTepHaTUBHaA NeKapCTBeH- N Het N Havenayans- >
Has Tepanua nan 1T 3¢pdekTa Hoe fleveHune
N HTS;;;T:;V;( ey JlekapcTBeHHasn Tepanus B cootBeTcTBuM ¢ P3, HER2, BRCA1/2, >
(M) o PD-L1, NTRK; T 1 xupypruyeckoe neyeHme — o nokasaHuam

T HeoadbloBaHMHas NeKkapcmaeHHas mepanus npu | cmaduu pekoMeHdyemcs moabKO B paMKax KAUHUYe-

CKUX uccnedosaHull; He0adbIOBaHMHYIO N€KAPCMBEHHYIO mepanuto peKoMeHdyemcsa NPoBOOUMb C UCNO0/Ab30-
BaHUeM CmaHOapMHbIX pexumos (maba. 8) u 06s3amenbHbIM cobat0deHuem pekomeHdyemol 0030800 UHMEH-
cusHocmu (cmaHdapmHsie d03bl U UHMEPBAbI MEXDY Kypcamu).

2 B mex cayyqasx, K020a HeoadbtoaHmHas XT no KakuM-1u6o npuduHam He 6bi1a NOAHOCMbIO NpoBedeHa
00 onepayuu, pekomMeHOyemcs nposedeHue HedOCMaKWUX YUK/N08 B NOCNEONEPaLUUOHHOM Nepuode;

3 bosbHbLIM PMXK ¢ mpoliHbIM HezamuBHbIM heHomunom (ompuyamensHsie P3, PI1u HERZ), nonyquswum
HeoadbioBaHMHyw XT aHMpayuKAUHaMu u/unu makcaHamu (+=NnaamuHoBble NPOU3BOOHbIE) B CMaHOapMHOM
o6beMe, npu HaAU4UU UHBa3UBHOU pe3udyanbHoli onyxoau pekomeHdyemcs nocmHeoadbioBaHmHan XT Kane-
yumabuHom (maba. 4);

4 bonbHbiM BRCA-accoyuuposaHHbiM PM)K ¢ mpodiHbiM HezamusHbIM heHomunom (ompuyamensHeie P3,
PITu HER2), nony4uswum HeoadsrosaHmHywo XT aHmpayuKAuHaMu u/unu makcaHamu (=naamuHoBble npous-
BOOHblE) 8 CMaHOapmHOM 06beMe, Npu HaAuYUU UHBa3UBHOU pe3udyansHoli onyxonu, coomsemcmayiouel
ypT = 1b unuypN +unuRCB lI-1l, pekomeHdyemcs nocmHeoadbloBaHmHas mepanus onanapubomnpu (maéa. 4).

®  bonbHbIM HER2-nonoxumensHsim PMXK, nony4quswum cmaHoapmHyro HeoadboBaHMHYIO 1€KapCMBeH-
HyI0 mepanuro aHmpayuKAUHaMu u/unu makcaHamu 8 coyemanuu ¢ mpacmysyma6om (+nepmysyma6) pexo-
MeHdyemcs nocmHeoadbloBaHMHaa mepanus mpacmy3ymabom SMMaH3UHOM NPU HAAUYUU UHBA3UBHOU pe3u-
dyanbHol onyxonu, coomsemcmsytowell ypT = 1b uau ypN +uau RCB I1-11l, uau mpacmy3yma6om npu Haauduu
uHBa3uBHol pe3udyansHol onyxoau, coomsemcmaytouieli ypT < 1b uypNO uau RCB | (maba. 5).

6 Bcem 60/1bHBIM C 20pMOHO3aBUCUMBIMU ONyX0AAMU (nonoxumensHsle P3) nokazaHa adviosaHmHas T

(ma6n. 6, 7).
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