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Beenenue

Uctopuyeckas cnpaska

buonoruyeckue noATHIBI paka MOJIOYHOMH KeJe3b!
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Beenenue

Pak Monounoit xkenesst (PMK) 3anumaer 1-e MecTo B cTpykType 3aboseBaeMoCcTH
3/I0KAYECTBEHHBIMH HOBOOOPA30BaHUAMHU Y JKEHIIMH Pa3BUTBIX IKOHOMHYCCKHUX
crpaH. Exeroano peructpupyercs okosno 1,5 MHUIHOHA HOBBIX CllydaeB paka
MOJI04HOI Jkene3bl. PMOK 3anMMaeT 0/1HO U3 MepBbIX MECT Cpe/iH NPHYHH CMEPTH
xeHckoro Hacenenus. B Poccun PMIK cornacho oryery MHHOM  um.
I1.A.I'epuena, B 2018 r. Brepsbie anarHoctrpoBano 70682 ciydaes PMIK, uto
coctaBuio 20,9% Bcex 3710Ka4eCTBEHHBIX HOBOOOPa30BaHHiA.

Cpeny GOJBIIOTO KOJMYECTBA MOJIEKYJISPHO-GHOJIOrHYECKHX HCClIe0BaHHH,
MMEIOLIMX OTHOIIEHHE K NPOrHO3MPOBAHMIO paka MOJIOYHOH JKese3bl, a TaKKe
MOUCKY (haKTOPOB, ONpeNeNAIONMX YyBCTBHTEIBHOCTh OIYXONH K pasiiHbIM
criocobaM JIeyeHus, BbIIENSETCS MOJEKYJISpHO-TeHeTHYecKas KiaccH(uKaims
paka MOJIOYHOI JKeJe3bl.

HcTopuueckas cnpaBka

MonekynsipHas KiaccHuKauus paka MOJOYHOH jkene3sl Obla BIepBbIe
chopmynuposana B 1982 r. (Moll R,. Franke W.W et al., 1982), aBTOpbI
npe/iaraid  pasieNiaTh ONMyXOJNH Ha «IIOMHHaIbHBIE» M «baszaibHbIE» B
3aBHCHMOCTH OT BH/Ja SKCIPECCHPYIOLIMXCA B HHMX IMTOKepaTHHOB. B TKaHH
37I0POBOI MOJIOUHOM jKeNie3bl B MPOTOKAX M JOJIbKaX pasaHyaioT 2 cjos KIETOK:
ofpallieHHbIe B MMPOCBET NPOTOKA (MIOMHMHAIbHBIE) M KJIETKH, NpHJIeXKallde K
6azanpHoit MeMOpane (6asaipHble). JIIOMHHAIbHBIC KIIETKH 3KCIIPECCHPYIOT B
ocHoHoM 1mTokepatuasl (CK7, CK8, CK18 u CKI19). Ba3anbHble KIETKH
NPEACTABISAIOT HAPYXKHBIH CJIOi, BBICTHIAIOIMHA TNPOTOKH M JOJBKH. OTO
reTeporeHHas MomnyJsiys, UMEIoLIas YepThl MUTETHAIBHBIX H INIaJAKOMBIILIEYHbIX
knetok. JIis 3THX KJIETOK, KpoMe JPYrHX MapKepoB, XapaKTepHBI KCIPECCHs
BBICOKOMOJIEKYJISpHBIX OasanbHbIX LHTOKepatuHOB (CK5/6, CK14, CK17) 1, Kak
MpaBHJIO, OTCYTCTBHE JIOMHHAIBHBIX LIMTOKEPATHHOB, a Takke peuentopoB ER u
PgR (Birnbaum D., Bertucci F., 2004., Zhang R.R Man Y.G et al., 2003). [4]

B 1987 r. Darkiee ommcan cBa3p Mexay paHHMMH peuuauBamu PMOK u

IKCIpeccHeit Oa3zajbHBIX IIUTOKEPAaTHHOB.
B 1998 r. Malzahn u coaBropsl obpatunu 11 BHHMaHHe Ha TO, 4TO Ga3zalbHbIE
paku MOJIOYHOM KeJiesbl, KaK TPaBHIIO, 3CTPOreHHEraTHBHBIE,

HU3KOAHBPepeHIMpOBaHHbIe, M XapaKTepH3yloTcs KpalHe HeOIaronpusaTHBIM
IIPOrHO30M.

B 2000 r. Gsu1a npeuioxkeHa MoJIeKy JIsIpHO-reHeTHYecKas knaccudukauus PMK,
KOTOpas JierJia B OCHOBY Ha3Ha4YeHHs PallHOHAIBHOM TAKTHKH JICUCHHUS.
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BHOJIOrMYECKHE MOJATHITBI PAKA MOJIOYHOM KEJIE3bI

BELIe/ISIOT CIEYIONIHE MOJIEKY/IAPHO-OHOIOrHYECKHE MOATHIIbI PMX: [4]

Jiomunanvnoiii A

Hanuuue BeeX (HaKkTopos:

— PD nonoxuTelbHbIe,

— HER2 oTpHuaTe/IbHbIH,

— Ki67 uuskuit (<20 %),

— PIT Beicokue (>20 %)

Jliomunanvnstic B HER2 ompuuamesHstit
— PD nosioxuTeNbHBIE,

— HER2 otpHuaTenbHbli,

~ HaJM4He OJIHOTO M3 CeAYIOWHX (aKTOpOB:
- Ki67 Beicokwii (>30 %),

- PIT nuskue (<20 %)

Jlomunansuotii B HER2 nonoscumenbsiit
— PD nosnoxuresnbHble,

— HER2 noyioxXuTeNbHBIHN,

—Ki67 moboi,

— PIT moGpie

HER?2 nonoscumenbnsiii (He 110MUHAIbHbLE)
— HER2 nosio)XuTeIbHBIH,

— PO u PI1 orpuuareibHbie

Bazanonono0oonsli

— Orpunatensusie PO, PIT, HER2 (TpoiiHoii HeraTHBHbIH POTOKOBBII)
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Hns onpenenenns Guonoruyeckoro noxaruna PMXK B nosceaneBHON MpaKTHKE
PEKOMEH/IyeTCsi HCTIONb30BaTh CypporaTHbie KIMHUKO-NMATOJOrHYECKHEe MapKephl:
PO, PI1, HER2, Ki67.

JlloMHHANBHBIE 3CTPOreH-pellenTOP-NIONOKHTE/bHbIE OMYXOIH XapaKTepU3yIoTCs
OTHOCHTEJIBHO BBICOKOH O3KCIPECCHEH MHOTMX TIe€HOB. YPOBHH 3KCIIPECCHH H
nporupepauuy  ABIAIOTCA  HauboNee  3AMETHBIMH  Pa3NHUMAMH  MEXKIY
JHOMHHAJIbHBIMH A 7 B MOATUIIAMH PMK.
Jhomunansnulii_ nodmun A cBA3aH ¢ HauBBICIIEH JKCIpeccHelf KacTepa reHOB
PELENTOPOB 3CTPOreHa M HHU3KOH JKCnpeccHeil MapkepoB nponudepaunu. [lpu
JoMunHaneHom nodmune B HabMONAIOTCS CHUKEHHAs JKCIPECCHS pPEenTOpOB
FOPMOHOB, MOBBILIEHHAs — MapKepoB npoiudepauun U Gonee BbICOKAas CTENEHb
THCTOJIOTHYECKO# 3/I0Ka4eCTBEHHOCTH, YeM MpH JTIoMHHAIbHOM moatume A. Jlis
noxruna B xapakrepHs! Gosiee HEGMArONpUATHBIA MPOrHO3 M JAPYroii npoduis
OTBETa Ha IOPMOHO- H XHMHOTepanuio. HecMoTps Ha TO 4YTO MHOMHHATBHBIE
TMOATHIIBI paKka BO MHOTOM CXOXH, HCCIIE/IOBAHUS MOCIIEAHHX JIeT MOKa3aiH, 49To
momuHanbHbH PMOK noamunos A u B cieayer paccmarpusats kak pasIM4YHbIe
3ab07eBaHus €O CrelH(HYECKHMH OHKOTGHAMH, HO He Kak NpoaHpepaTHBHYIO
Pa3sHOBHIHOCTH JMIOMHHABHBIX OIyXONeii.
Onyxonu ¢ ghenomunom _HER2/neu+ XapaKTepU3YIOTC MHOXKECTBEHHBIM

METaCTaTHYECKHM MOPOKEHHEM JIMM(ATHYECKHX Y3/I0B, OTCYTCTBHEM PELeNTOPOB
9CTpOreHa M mporecTepoHa, 6oiee BEICOKHM YpOBHEM JKCIpeccHH aHTHreHa Ki-
67. Takue (eHOTHIIBI OMYXONH, UMelOLIHMe HaGop HeOIaronpUATHEIX (hakTopoB,
00n1ajal0T Gonee arpeccHBHBIM  3710KAYECTBEHHBIM TEUCHHEM H  SBJISIOTCS
HeG/IAroNpPUATHBIMH B IJIaHE HE TONBKO NPOrHO3a KTHHHYECKOTO TEYEHUs, HO M
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OTBETa Ha CNCLHMAIbHOE JIeYeHHe, YTO MOXeT noTpeGoBaTh NpOBeNEHHS
NOJMXHMHOTEPANHU B aJIbIOBAHTHOM pexuMe.
Tpoiinou neeamusnsiii PMIK, Xapaktepusylowmiics OTCYTCTBHEM IKCIIPECCHH
PELENTOPOB 3CTPOreHa M MpOrecTepoHa, a TakXKe OTCYTCTBHEM I'HIIEPIKCIIPECCHH
HER2/neu, Bctpeuaercs y 8-20 % Goasupix PMDK u npencrasnser coGoit
arpeccHBHy0 Qopmy 3aboneBaHns. INUACMHONOTHYECKHE M KIMHHYECKHE
XapaKTepUCTHKH, OTIHYAIOIIHE ero OT APYruX IOATHIIOB, BKJIIOYAIOT MOJIOJOH
BO3paCT Ha MOMEHT IIOCTAaHOBKHM JHarHosa, Oosiee BBICOKHI PHCK peLHaHBa,
HECMOTPS Ha MOBBIICHHYIO YyBCTBUTEIBHOCTh K XHMHOTEpANUH, U Gojee yactoe
MEeTacTa3upoBaHue B JIerKue H roJI0BHOM MO3T.
HauGonee GnaronpuaTHeIM ABNAETCS MOMHHAIBHBIE A TOATHI, KOTOPBIM
Xapakrepusyertcs (npu I craamu) MHHMMAIBHOI fonei peunausos (6,5 %; noius
OTJIaJIeHHBIX MeTacTa3oB — 1,6 %), MAaKCHMAJIBHBIM CPOKOM JI0 TIPOrpecCHpOBaHHs
(48 wmec) m ayuymuMu mnokazatensMu  S- u 10-neTHeif Ge3penMAMBHOMN
BbDKHBaeMocTH (97,2 u 93,8 % cooTBeTCTBEHHO). PHCK BO3HHKHOBEHHS pELHAHBA
Gonesnu nossiieH B 1,3 pasa npy JroMHHAIBHBIX B noarunax PMK, B 2,3 pasa —
MPH TPOHHOM HEraTMBHOM mnoaTune ¥ B 6 pa3 — npu HER2-nonoxuTeIbHOM
HEJIIOMHHAJIBHOM TIO/ATHIE, YTO TPHBOAMT K CYIIECTBEHHO Ooibluel 4YacTtoTe
peunMBOB GONE3HH W XyAIIMM [OKa3aTensiM Oe3peluaIuBHON BbDKHBAEMOCTH.
AbIOBaHTHAA JIeKapCTBEHHAs Tepanus ¢ y4eToM Grosormyeckoro noaruna PMIK
MO3BOJIAET YMEHBIIMTh PHMCK JajJbHEHIIero mnporpeccHpoBaHus Ha 74 % H
KOMIIEHCHPOBATh HEraTHBHOE BIMAHHME JPYTUX KIHHHYECKHX H MOP(DOIOrHIeCKHUX
¢axropos. [2]




Jluarnocruka

[TepBuunoe obciieloBaHKe JOIKHO OBITH NPOBEJICHO 10 BCEX BHJIOB JIeYeOHBIX
BO3JICHCTBHH U BKJIIOYAET:

* cbop xamob6 M aHaMHe3a C LENbIO BBISBJCHHA KIMHMKO-aHAMHECTHYECKHX
ocobenHocTel 3aboneBaHus U (YAaKTOpPOB, KOTOPBIE MOIYT MOBIHATH HAa TAKTHKY
AanbHeiero o6¢e/10BaHus U JIEYEHUS;

* (u3MKanbHBIT 0CMOTP B 06beMe OOLIEro 0CMOTpa, MalblAlHH, NMEPKYCCHH H
AyCKyJbTallHH BHYTPEHHHX OpraHoB, NaJblallHH MOJIOYHBIX JKeje3 W 30H
PErHOHApHOI0 MeTAacTa3sHpoOBaHHA (MOAMBIIIEYHBIX, Hal-, MOJAKIIOYHYHBIX) C
LEeNbIO OLEHKH OOIIero COCTOAHHA MNALMEeHTa M OnpejeNeHHs KIHHHYeCKOH
craauu 3abosieBaHus

* 00Kl aHATH3 KPOBH C I10JCYETOM JIEHKOLIUTApHO# (OpMyJTbl H KOHYECTBA

TPOMOOLIMTOB;

* OMOXMMHMYECKHMil aHaiM3 KPOBH, BKJIIOYAs I0Ka3aTeNH (YHKIMH MedYeHH
(6unupy6un, AJIT, ACT, I1I®), uccieoBanue CBEpTHIBAIOLIEH CHCTEMBI KpPOBH
(koarynorpamma (OpHEHTHPOBOYHOE HCCIIEI0BAHHE CHCTEMBI FeMOCTa3a))

* 00wmii (KIHHUYECKHI) aHATH3 MOYH JUIS OLICHKH QYHKUMH BHYTPEHHHX OPraHOB

* OunatepanbHas MamMmorpadus + Y3U MoJIouHBIX xere3 u perHoHapHEIX 30H; IO
nokasanusm — MPT MonounsIx xenes;

* R-rpapus oprauos rpynHoii kietks; mo nokasanusm — KT/MPT opraHoB
IPYAHOM KJIETKH;

* Y3U opranos GpIonIHO# MOIOCTH W MAIOro Tasa, Mo mokasauusMm — KT/MPT
OpraHoB GPIOLIHOM MOJIOCTH W MAJIOTO Ta3a ¢ KOHTPACTHPOBAHHEM;

* PaHOM30TONHOE HCCNeioBanKe cKeleta + R-rpadus 301 Hakomienus POIT;

* OHOMNCHA OMyXONH C MATONOrO-aHATOMHYECKHM HCCIIEJOBAHHEM GHONCHITHOrO
(oriepaunoOHHOr0)  MaTephana  MOJNOYHOH  JKele3bl € NpUMeHeHHeM
MMMYHOTHCTOXHMHYECKHX ~ METOJIOB  JUIi  ONpEAeNeHHS  OHOJOrHYeCKHX
XapaKTepUCTHK OMyXOJH, TnaroMopdonoruyeckoii cragum PMIK, crenenu
neyebHOro naromopgosa.

* onpejiesieHHe pelenTopoB acTporeHos (PD) u nporecrepona (PIT), HER2 u Ki67.

Onpeziesienne B OyX0NH WK B NIOP@KEHHBIX OMYXOBIO TMM(ATHIECKHX y3nax
yposHs akcnpecchd PO u PIT sBnsiercs oGsi3atesibHbIM; NPeNOYTeHHe OTAAIOT
WI'X metony. Pesynsrar onpesienienns pelenTopHOro cTaryca JO/DKEH BKIIOYATH
AQHHBIE O TPOLEHTHOM cojepkaHuu PD+ u PII+ xieTok M MHTEHCHBHOCTH
okpauiBanus. OnrospemenHo MI'X MeTooM A0IKHBI GBITH OnpeeneHs! YPOBHH



akenpeccnn HER2 u Ki67, kotophbie Takke yunthiBarores MpH 1IAHUPOBAHUH
tepanuu. Onpenenenne HER2 pekomenzyercs npoBoanTh Tobko B MHBA3MBHOM
kommnonente onyxonu. [lpu cnophom pesynsrate MI'X ananmza HER2 caemyer
npoBecTH onpejenenve ammiupukaumn resa HER2 wmerogom in  situ
rubprummsaunn (FISH wim CISH). V nauuentoB MeractaTHueckuM TpPOMHBIM
HeratuBHbiM PMDK, He mnonyuaBmmx siedeHne 1no mnoBojy MeracTaTHyeckoi
Oone3nu, BO3MOXHO OrnpejieienHe ¢ NoMolplo Tecta Ventana SP142 YPOBHS
akenpeccun PD-L1 Ha uMMYHOKOMIIETEHTHBIX KieTKax (NepBHYHOMN OIYXOJIH HIIH,
NpeANOYTHTEIbHO, OHONCHITHOrO MarepHasa M3 MeTacTaTHYecKoro odara) Jis
OnpejeneHHss BO3MOXKHOCTH Ha3HAYeHUs «mNakiuTakcena + ans0yMHH» B
KOMOMHaIMH ¢ aTe30/1u3yMaboMm.

Her2 0 [ Her2 + Her2 ++ Her2 +++
Her2 seramusnas omyxons Ana petscina sonpoca o Her2 nosuriBHan

NOIHTHBIOCTH HEOGXOMO
ssnominrs FISH omyxonb
HeCACAOBANIHE /

"FISH ner

AU uKaLH /

FISH ects
amiumdHKauHs

* OlEHKAa (YHKUMHM AHYHHMKOB (NMpH ropmoHosaBHcumoM PMDK y naumeHTOK
MoJioxke 60 JeT ¢ OTCYTCTBHEM MEHCTPYalHil Uil OLEHKH (DYHKIMH AMYHMKOB H
T1anupoBanus ropmonorepanuu (I'T) mnpoBoxuTes HcciegoBaHHE — YPOBHS
(omnmuxynoctumymupyiomero ropmona (PCI) B CHIBOPOTKE KPOBH M YPOBHSA
obmiero scTpaaHoia B KpOBH)

* KOHCYJbTALMIO MEAMLUHMHCKOrO TE€HETHKA C ONpe/eNIeHHeM IepMHHAIbHBIX
myTtauuit BRCA1/2 meronom ILIP npu cneayommx nokasaHusx:

— OTATOLIEHHBIH ceMeHHbIA aHamMHe3 (Hamuyue y GIM3KHUX poacTBeHHHKoB PMIK
B Bo3pacte < 50 siet, PMXK y MyX4HHbI, paka SI{YHHKOB, METACTATHYECKOTO paKa
MpeACTaTeIbHOM Kee3bl, paka MoJDKeNyJ0YHOM JKeje3bl);

— MalnyeHTsl MoJIoxke 45 nerT;

— MauMeHThl MoJioxke 60 JieT ¢ TPOHBIM HeraTHBHBIM (eHoTHoM PMIK;

y

— nepsu4HO MHOXecTBeHHbIH PMIK; — PMOK y myxunn. [3,6,7)
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Jleuenne

Onpenenenne noarunos PMK 3uaunTenbHO obneryaer onpesesneH1e nokasaHui
K TepamuH, TaK KaK MOATHNBI camu 1o cebe XapakTepusyioTcs MHOrHMH
aKTOpaMH pHCKa M MPOTHO3MPYIOIIMMH NPH3HAKAMH, KOTOPBIC HCIOML30BATHCH
0 OTAEJABHOCTH B MpebIAyUX pekomeHnaumsx. Ilociennne npeiiokeHHBIC
peKOMEHJAUMH MO  BHIGOPY ~ AIBIOBAHTHOTO ~ CHCTEMHOrO  JICYCHMA B
crieundUYeCKNX TOMyJSUMSX INALMEHTOK OCHOBBIBATHCH HA  ONPEACICHHH
BHYTPEHHHX OMOJIOTHYECKMX MOATHNIOB C PasHbIM OTBETOM Ha CHCTEMHYIO H

MECTHYIO TepaInHuio.

Knunuueckue 2pynnbi PMIK:
~ nepBuyHO omnepabesnbHblii (pe3eKTabenbHbIH) PMX (0, I, IIA, IIB, IIIA
(T3NIMO) CcTauK);

— MECTHO-PacNpOCTPaHeHHbIH (MEPBHYHO HE onepabebHbIH/HE pe3eKTabebHbIH)
PMXK (TITA (kpome T3NIMO), I11B, IIC CTaJIiH);
— metactatuyeckuii PMOK wm peunaus 6onesnu. [6]

Pannuii (nepeuuno onepabensnvit) pax monounoi cenesol (0, I, IIA, 1IB, 1lIA
cmaouu) Jlokanenasa mepanus

Xupypeuueckoe neyenue

[TaupenTaM Ui oOecrieyeHHsi ONTHMAJIBHOIO JIOKAIBHOIO KOHTPOJA  Hal
GONe3HbI0 M COXpaHEHHss ~ OpraHa  NpeJnoYTHTENBHO  BBIMOTHATH
OpraHOCOXpaHSIONIee XMPYpruieckoe BMELIaTeIbCTBO (cexTopanpHas pe3eKHs,
nammaktoMusi). [Ipy  HEBO3MOXHOCTH  BBINOTHEHHS OpraHoCOXpaHsAIoLIEH
onepawuy Juis obecreyeHns ONTHMAILHOrO JIOKATLHOTO KOHTPOJIA Haj 601e3HBIO
M JIOCTH)KEHHs YIOBJIETBOPHTEJBHOIO KOCMETHYECKOro sdpdexra BBINOIHEHHE
MACTOKTOMHH ¢  [ePBMYHOH  PEKOHCTPYKLUMEH  MOJIOYHOH  JKeJe3bl,
OJIHOMOMEHTHON/OTCPOYEHHOM PEKOHCTPYKIIHEH MOJIOYHOM JKeJle3bl WK 0e3 Hee.
PexoMeH/IyeTcsi TMPH HEBO3MOKHOCTH BBINOIHCHHA BCJIY unu npH BbIABICHHH
METACTATHYECKOr0 TOPaXeHHsi CTOPOXKEBOIro JIHM(aTHYeCKoro ysena (CIIY)

BBIOHUTH TOAMBIILedHYI0 TuMdanenskTomuio (I-1I yposH#)

Jlyuesas mepanus

PekoMeH/IyeTcsi BCEM MalHeHTaM, KOTOPHIM BBIIOJIHEHA OpraHOCOXpaHAIOLIAs
onepamusi, TpOBeJEHHE aIbIOBAHTHOM JIT nns CHWKEHHS PHCKa MECTHOro
pelMBa. Ul obecrieyeHus ONTHMATLHOIO JIOKAIBHOTO KOHTPOIA mocie
OpraHOCOXpaHSIOLIEH ONepalni ONpeaeATh MOKa3aHHs K JIT Ha KOHCHIMYME C
yyacTHeM BpauyaxHpypra W Bpaua-pajMOTepaneBTa, HCXOS W3 HHAMBHIYAIbHOIO
pHCKa TPOrpeccHpoBaHHs OMyX0JIEBOro rpouecca. AnvioBanTHas JIT ne Bauser
Ha BBDKHBAEGMOCTb. Bcsi ornepMpoBaHHas MOJIOYHAs JKeje3a JO0/DKHA MOMy4HTh
nosy 46—50 I'p 3a 2325 ¢pakuuii i 40-42,5 I'p 3a 15—16 dpaxumii. Jleuenue
npoBogMTCA S5 pas B He;emo.  Pekomenayercs BCeM MAUHEHTaM HauaTh




nocieonepaLMonHblil Kype auctanunontoit JIT B cpoku 10 12 Heaens or gats!
ONepauni  MpH  yC/IOBHH  NOJHOTO  3aKHBJICHHA  ONEPALMOHHON  paHb.
Pexomennyercss nposouts JIT nocie MacTokTOMHH B Ciiydae  HaiMums
OIyXOJIEBBIX KJICTOK 110 KPal0 Pe3eKUMH HIH Ha PaCCTOSHHH MeHee | MM OT Kpas
PE3CKUMH JUIA  OCTIXKEHHS 36 ONTHMAIbHOTO JIOK&JILHOrO KOHTPOAA Hajl
Gose3nblo.

Aodviogarmuas nexapcmeennas mepanus NPOBOJUTCA B JONOTHEHHE K JIOKAIbHBIM
(XMpYpru4eckoMy M Jy4eBOMYy) METOAAaM JICYCHMS M MO3BOJACT CHH3UTH PHCK
peunauBa 60e3Hu 1 cMepTH. [Ipy MIAHKPOBAHHHK A/IBIOBAHTHON JIGKAPCTBEHHOM
TEPanuH HEOOXOAMMO OLECHHTh MPOTHO3, OKHAAEMYIO IMOJNb3Y AABIOBAHTHOIO
JIeYCHHUs, BO3MOXHbIE M0GOYHBIE I(D(EKTB M COMYTCTBYIOUIYIO MaTOJIOrHIO,
a TaKxke ydyecTb npeanoyreHus OonbHOH. Bospact cam no cebe He sBusercs
OrpaHHYeHHEM JUls JIEKapCTBEHHOH TEpanuu NpH OTCYTCTBHM COIMYTCTBYIOLIEH
narosnoruu. [lpu onyxonax neGonbmmx pazmepos (<0,5 cm) B couerannn ¢ NO,
ABIAIOUIMXCS NMPOrHOCTHYECKH OJIAronpHATHBIMH, aAbIOBAHTHAs JeKapCTBEHHAs
Tepanus obnanaer MuHUManbHON 3QdexTuBHOCTHIO. HazHaueHne anblOBaHTHOM
I'T (npu ropMOHO3aBHCHMBIX OMYXOJNSX) B TaKOH CHTyallMH HMeeT UeIbio
NPOQUIAKTHKY BTOPBIX (KOHTpaJIaTepaibHbIX) FOPMOHO3aBHCHMBIX OMyXOJIei.

[Tnan aaboBaHTHOIl JIEKApCTBEHHOW TEpariy OCHOBBIBAETCS HA MPHHAIIEKHOCTH

ONYyXOJH K OJHOMY M3 MOJIEKY/ISPHO-OHONOrHYECKHX TOATHIIOB M CTa/IHH
3aboneBanus. ANBIOBAHTHAs JIEKAPCTBEHHAs Tepamnus Jo/kHA HauuHaThes ¢ XT,
eClM  TakoBas IoKasaHa. He pekoMeHIyercs OJIHOBpPEMEHHOEe BBEIACHHE
aHTpauMkaMHoB M anTH-HER2  npenapatoB  BBHIY  BBICOKOIrO  pHCKa
KapAHOTOKCHYHOCTH; anbioBanTHas XT TaKkcaH-cOIEpKAIUMMH  peXHUMaMH
JI0JDKHA NPOBOJAMTHCA OfHOBpeMeHHO ¢ aHTH-HER2(Tepanmeii, eciu TakoBas
nokasana. I'T, eciiu TakoBas nokasada, J0JDKHA HAYMHATBCA TMOC/E 3aBEpIICHHUS
XT 1 npoBOAHTBCS OAHOBPEMEHHO € npozosnkaouteiics antu-HER2 Drepanueii (y
Gonbubix ¢ monoxurensHeiM HER2 crarycom onyxomm). JIT, ecan TakoBas
MoKasaHa, JODKHa HayuHatbess mocae 3apepmieHus XT M npoBOAMTHCS
oxHoBpeMeHHO ¢ I'T n antn-HER2-tepanneii. AnpiopantHas XT, Kak npasuio, He
peKkoMeHyeTcsi GOJNBbHBIM, IMOJYYHBUIMM CTAHAAPTHBIH 00bEM HEOAAbIOBAHTHOM
XT: HCKJIIOYEHHE  COCTaBISIOT  OOJNBHBIE  TPOMHBIM HEraTUBHBIM
1 HER2-niosutiBHbEIM PMIK ¢ BhIpaxkeHHOH pe3nayansHoii onyxonsio (RCB I1-
IIT). B Tex ciyyasx, korja mwiaH HeoaxbioBauTHOH XT no kakuM-nu6o npudnHam
He ObUI MOJHOCTBIO BBINOJNHEH, PEKOMEHIYeTCs MpPOBEJCHHE HEA0CTAIOIHX
KYPCOB JICYeHHs B NOCIEONEPAllHOHHOM MepHOJE.
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Pexomenayemblii AJArOPHTM HAZHAYCHHS AALIOBANTHON CHCTEMHOM Tepanuu

B 3aBHCHMOCTH OT MOJIQK)’JISIpIIO-GHOJIOI'H'ICCKOI'O NnojiTHNA M CTeneHH

pacnpochanemlocTn paka MOJIOUMHOM 7KeJ1e3bl

MonekyJspHo- Pekomenryemas [Ipumeuanns
GHOIIOI'"‘ICCK“ﬁ QIBIOBAHTHAA
NOATHII CHCTCMHAA
Tepanus
Thomunanshbiii | Tonsko I'T Hasnayenne  agbtoantHoit  XT (B
B GONBIIMHCTBE | A0TMONHeHHe K agbioBanTHOM I'T)
A ciyyaeB JIOJDKHO OBITH PacCMOTPEHO NPH HAJIHYHH
OJIHOT'O U3 CIIEYIOIIHX
(axTOpoB:
» Qonbluas CTENeHb pacnpoCcTpaHCHHs
OonesHu:
— > 4 nopaxeHHbIX MeTacTazaMH
perMoHapHbIX JIMMpaTHIECKHX
y3710B;
-2 T3.
B kavectBe XT pexoMeHIYIOTCA PEKHMbI
AC / EC (4 wukuna) win DC
(nouerakcen + uuknodocpamun) (4 uukia)
Jhiomunanphpii | XT B|[Ilpu Tla (< 5 mm) u NO: TONBKO
B GonpuuHcTBe | axbioBanTHas ['T
(HER2 otpuia- | ciyyaes + I'T | Jlns ocTanbHbIX 60IBHBIX (B JONONHEHHE K
TEeNbHBIN) ajpioBanTHOM I'T):

« ppu Tlblc u NO: paccMoTpeTh
nasnavenue XT npu G3, HU3KOM

yposHe PD, Bricokom yposHe Ki67;

e npu T2 u NO: B GoJIBIIMHCTBE CiTy4yaeB
AC / EC (4 nukna) win

DC (nouerakcen + uukiodochamun) (4
uukia) wim CMF (nipu
NPOTHBOMOKA3aHUAX K
AQHTPALMKJIHHOB H TAKCAaHOB)
(6 umknoB) (tabun. 4);

e ipu T3 wim N+: B GonblIMHCTBE CiTyyaeB
XT anTpauMKIMHaAMH

u takcanamu (4 uukna AC / EC — 4 uukia
nouerakcena / 12 exene-

JeNbHBIX BBeJEHHI nakiurakcena) (tabu.
4, puc. 2)

* Ipu MHBa3suBHOM JosibkoBom PMOK (mns
KOHCTaTalMH JI0JIbKOBOTO

Ha3sHA4YCHHIO




BapuanTa tpebyercs UI'X uccnenosanme ¢
E-cadherin) ¢ NO-1 (npu

nopakeHHH He Oosnee 3 MOAMBILIEYHBIX
mM$oy3II0B) npose-

nenue aabioanTHOM XT HeuenecoobpazHo
B CBSI3H C HH3KOH

YYBCTBHTEILHOCTBIO JaHHOTO
mopdonorugeckoro apuanta K XT

JlroMHHANBHBIH
B (HER2
MOJIOKH~
TEJIbHbIN)

XT +
HER2T
Tepanua + I'T

aHTH-

Ilpu Tla (£ 5 mm) u NO: TONBKO
anvioBanTHas ['T; XT u autu-HER2ITe-
panus He NMOKa3aHkl.

ITpu T1b, ¢ (> 5 MM, HO < 20 mm) u NO:
Bo3MoxHa XT 6e3 aHTpaumKiIH-

HOB (nmakiaurtakcen 12 exeHeleNbHBIX
BBesieHni wim DC (nouerak-

cen + muknopocpamua) (4 mukna) B
COYETaHHH C TpacTy3ymMabom

B TeyeHne 12 mec. (¢ nmocneayromei I'T)
(Tabn. 5, 7).

IIpu T2-T3 (> 20 mm) wm N+: XT
AHTPALMKINHAMH ¥ TaKCaHAMH

(4 uuxna AC / EC — 4 uukna jgouerakcena
/ 12 exeHeneNbHBIX

BBEJICHHH  MakiuTakcena) +
HER2[Jtepanus (tpacty3yma6) wiu
DCH (mouerakcen + xkapGomatun (6
uukioB) + antu-HER2 D repanus
(TpacTysyma6  +  meprysyma6)
nocienyroweii I'T) (Tabn. 5, 7; puc. 2).
Ilocne 3aBepmenus XT mnpomomkaercs
anTu-HER2 O tepanus

B coyetanuu ¢ I'T

AHTH-

(c

HER?2 nonosxwu-
TeJIbHBIN (He
JIFOMHHAJIBHBIN)

XT + antH-
HER20
Tepanus

Ilpu Tla (£ 5 mMM) u NO: cucremuas
Tepanus He MoKas3aHa.

I[Tpu Tlb, ¢ (> 5 MM, HO < 20 mMm) 1 NO:
Bo3MokHa X T makiurakcesnom

(12 exeHenenbHBIX BBECHHH) WM 4 NUKIA
DC (nouerakcesn +

uuknodochamun) (6e3 aHTPaUMKIMHOB) B
COYETaHHH C TPACTy3yMa-

OoMm B Teuenue 12 mecsnes

Ilpu T2-T3 (> 20 mMm) wm N+ XT
AHTPALMKIHHAMH M TAKCAaHAMH
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(4 uukna AC / EC — 4 uukina souerakcena
/ 12 exeHenenbHbIX

BBEJICHHI  MakjJuTakcena) +  aHTH-
HER2 ) tepanus (Tpacty3ymat +
neprysymab) wim  jgouerakcen  +
kapboriaTuH (6 UMKIOB) + aHTH-
HER2Itepanus (Tpacty3ymab +
nepry3zymat)

[Tocne 3aBepuwenns XT mnpoaospkaercs
antH-HER2 Ultepanus

Tpoiinoii
HEeraTUBHBIN

XT [
BKJTIOYEHHEM
AHTPALMKIHHOB
M TAKCaHOB

IIpu Tla (< 5 mm) u NO: cucTeMHas
Tepanus He MoKa3aHa.

[Ipu T1b u NO BosmoxHO nposeaeHue 4
uukioB XT DC (mouerakcen +
umkiodochamun).

ITpu Tlc-T3 WIH N+: XT
AHTPALMKJINHAMH M TaKcaHaMH (4 1MKIa
AC / EC — 4 umkna aouerakcena / 12
eKEeHe/Ie/IbHBIX BBEACHHH

nakJIMTaKcesna)

B cBa3su ¢ orcyrcTBHeM yOeauTesbHBIX
JIaHHBIX 00 yBelTHYEeHHH

BBDKHBAaEMOCTH G0IBHBIX TPOHHBIM
HeraTHBHBIM, B T. 4. BRCA-
accouunposanubiM PMOK npu nobasnennu
MPOU3BO/IHBIX IUIATHHBI

K aHTPALMKINHAM M TaKCaHaM B PYTHHHOMN
MPaKTHKE BKJIIOYEHHE

3TUX NpenaparoB (MPOH3BOAHBIX ILUIATHHBI)
B PEXXHMMBI a/IbIOBAaHTHOI

XT He pexomenayercs. C y4eToM AaHHBIX
psizia Hcele10BaHHH 00

yBeJTHYEHHH YacTOTHI TIOJIHBIX
NaTOMOP(OJIOrHYECKHX perpeccHii

NMpH TPOWHOM HEraTHBHOM ()EHOTHIIE
BKJIIOYEHHE MPOU3BOIHBIX

IUIATHHBI B PEXHMBI HeoaabloBaHTHOH XT
MOJKeT ObITh PACCMOTPEHO

B WH/IHBH/TyaJTbHOM TOpPAZIKE




AXBLIOBAHTHASI TOPMOHOTEPANHS PAKA MOJIOYHOM Kesie3bl [6]

AnvioBantHas [T nokazana Bcem OGONBHBIM  ropMOHO3aBUCHMMBIM  PMOK
HE3aBMCHMO OT BO3pacTa, (YHKUMH SHYHMKOB, ctajuu 3abonesanus, HER2
craryca, mposejeHns Heo- / ampioanTHOM XT wan antu-HER2OTepanum.
['OpMOHO3aBHCHMBIMH CYHTAIOTCS OMyXOJIH ¢ OnpejensemMoit skenpeccueit PO B >
1 % xnerok unBasuBHoro PMDK. Beibop pexuma I'T 3aBHCHT OT (yHKUHH
AHYHUKOB.

AHTHICTPOreHb! Tamoxcuden 20 Mr / cyT. BHYTpb €XKe/IHEBHO
Muruburops! Jletpo3on 2,5 Mr/ CyT. BHYTpb €XeIHEBHO
apomarassl Anactpo3on | Mr/ cyT. BHYTpb €XeHEBHO

DkcemecTaH 25 Mr/ cyT. BHYTpb €XKeTHeBHO

Amnanoru I'PI" ['ozepenun 3,6 Mrn/ k 1 pa3 B 28 nueit
Tpunropenus 3,75 Mr B/ M 1 pa3 B 28 auei
Bycepenun 3,75 Mr B/ M 1 pa3 B 28 jHeit
JleiinpopenuH 3,75 Mr B/ M 1 pa3 B 28 nueii

AHTHICTPOTeHBl MOTYT HCIIOJB30BaThCs HE3aBUCHMMO OT (YHKIHHM SHYHHKOB;
OBapHaJbHAsA CYNpeccHs B JOMOJHEHHE K AHTHICTPOIeHaM pPeKOMEHIYeTCs
OO0JIBHBIM ¢ COXpaHHOM (YHKLHMEH AHYHUKOB IPH HAIMYMK (PAKTOPOB BHICOKOTO
pHCKa perumuBa; onpenenenue mytauuii rena CYP2D6 s pewenns Bonpoca o
Ha3HAaYeHHH TAMOKCH(eHa B DYTHHHOH NpaKkTHKe He PEeKOMEHJyeTcsi; ClemyeT
u3beraTh COBMECTHOIO Ha3HaueHHs TaMOKCH(peHa u unruéutopos CYP2D6.

Muruburopsl apoMarassl PEKOMEHIYETCS MCIOJNB30BaTh TONBKO y GOMBHBIX B
MOCTMEHOMay3e, NMPOTHBONOKa3aHbl GONBHBIM ¢ COXPAHHON (YHKUMEH STHYHHUKOB;
y GONbHBIX ¢ COXpaHHOH (YHKIMEH ANYHHKOB JUIS HAa3HAYEHWS WHTHOMTOPOB
apomatasel TpeGyeTcsi oBapuaibHas cynpeccus. JlonbkoBblii pak  Gosee
4yBCTBHTEJIEH K HHTHONTOpaM apoMaTassl.

Anariord I'PI" pekoMeH/yeTCs HCIOJIb30BaTh TONBKO Y GONBHBIX C COXPaHHOM
(yHKuuMeH SMIHUKOB NPH HEOOXOAMMOCTH OBAPHAIBHOMN CYNPECCHH; HA3HAYAKOTCS
B COYETAHHH C AHTHICTPOreHaMM WIM HWHrHOMTOpamu apomartassi; [PT
peKoMeHyeTcs BBOAUTH | pa3 B 28 aHeid.




PekomenayeMble  pekHMbl  IBIOBAHTHOH TOPMOHOTEpAllMM  paka MOJIOYHOH
KeJie3bl B 3aBHCHMOCTH OT (YHKLMH AHYHHKOB

PeXxHMBI FTOPMOHOTEpANHH

] [Ipumeyanne

IIpemenonaysa

Tamokcuden 5 ner

Tamokcuden 2-3 roga — UHrHOUTOPBI
apomatassl 2-3 roza (cymmapHo — 5
ner)

Jlns GOMBHBIX, JOCTHIIIMX CTOHKOH
MEHOIay3bl K MOMEHTY
OKOHYaHH# IpHeMa TaMoKcHpeHa

Tamoxcnden 10 ner

[lpy Hamuymu 10 KpaWHeH Mepe
ojiHoro haktopa HebIaronpuAT-
HOTO MpOrHo3a

Tamoxcuden 5 ner — HHrHOUTOPSHI
apomarassl 2 roza

Jlns GosNbHBIX, JOCTHUIIIMX CTOHKOH
MEeHOIay3bl K MOMEHTY

OKOHYaHHMs NpueMa TaMOKCHpeHa, npu
HAJIMYHH 110 KpaiHeH

Mepe OJIHOTO
HebaronpuATHOro NMPOrHo3a

¢akropa

OsapuasnbHas
TaMOKCH(EH HiIH
HHIHOMTOPBI apoMarasbl 5 et

cyrnpeccus +

Ilpu Hanuuuu mno KpaiHeH Mepe
ozHoro pakropa HebaronpuAT-
HOTO TPOrHO3a

ITocmmenonaysa

Tamoxcuden 5 ner

WUHrubuTopsl apomMarassl 5 et

WUuruburopsl apomarassl 2-3 roja,
nanee —TtamMokcuden 2-3 roga

[pu HCTIONB30BAaHUH  PEXKHMOB
NepeKTIoYeHHUs PEATOYTHTE b~

HO Ha TepBOM JTame HCIOJb30BaTh
MHIHOMTOPBI apoMaTassl

Tamoxcupen 2-3 rosa — HHrHOUTOPBI
apomarasbl 2-3 roaa (CyMMapHO — 3
ner)

WUuruburopsl apomarassl 7 jiet

Ilpy Hanuuuu no KpaiiHel Mepe
ozHoro pakropa HeGIaronpusT-
HOTO NMPOrHo3a

Tamoxcuden 10 ner

[lpy Hanmuuuu nNoO KpaiiHeil Mepe
oztHoro hakropa HeGnaronpusT-
HOT'O MPOrHO3a

Tamokcuden 5 neT — HHrHOHTOPbI
apomarasbl 2 rojia

Ilpu wanuuuu mno KpaiiHeH Mepe
ojiHoro (aktopa HebIaronpusT-
HOTO MPOrHo3a
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Tepanus wHrubHTOpaMH apomarasbl accoluuupyercs ¢ MeHbIIeH YacToToMH
TpoMB0IMBOIHUECKHX OCIOKHEHHIT H paka HIOMETPHA H C Gonpluel yacToToi
0CTEOIopo3a (M CBA3AHHBIX C HHM TEpeoMOB KOCTEH) U OCIOKHEHHH CO CTOPOHBI
CEpACYHOCOCYIMCTON CHCTEMBI 110 CPAaBHEHHIO € tamokcuderom. Murnburopsi
apoMarta3bl TPeThero MOKOJIeHHs (71eTpo30i, aHacTpo3od, IKCEMeCTaH) paBHO
3 DeKTHBHBI H COMOCTABUMBI 110 NPO(UIIIO TOKCHIHOCTH.

KpHTepHsiMH MOCTMEHONay3bl ABIAIOTCA:
* GuiatepaibHas OBapHIKTOMHS,
* Bo3pact = 60 ner,

» Bo3pacrt < 60 sier:

— B orcytcTBue XT, Tepanuy TaMOKCH(EHOM HIIH TOpeMH(EHOM H 0BapHAJIbHOU
CYNpeccHn: aMeHopes B TedeHHe > 12 Mec. B COYeTaHuH ¢ [IOCTMEHONAay3aIbHBIMH

yposusimu ®CI 1 scTpaanona;

— B TIpoLIECCe TePANii TAMOKCH(EHOM HIIH TOpeMH(EHOM: MOCTMEHONay3albHbIC
yposau ®CI" 1 scTpaguona.

AMeHopesi, Ppa3BUBIUAscs B Mpolecce HWIH [0 OKOHYAHHH XT (meo- /
aIBIOBAHTHOI), He SBJIAETCA AOCTATOYHBIM NMPH3HAKOM MOCTMCHOMAY3BI, u s
OlIeHKH (DYHKUHH SHIHAKOB HEOOXOMMO ONpe/Ie/ieHHe OCI u 3cTpaauona.

JIns  JOCTHKEHHs O apHIbHOH CYMPECCHH MOryT ObITH  HCIOJIb30BaHbI

ClIeAyIOIIHE METOBI:
« nekapcTBenHsii (ananorn [PI):
— BBI3bIBAET 0OpATHMOE TO/aB/IeHHe (PYHKLHH SHIHAKOB;

— He Bcerja 0becriedMBaeT MOJNHOE T0/IaBleHHe PYHKIHH SUIHHKOB, 0co6eHHO Y
JKeHIMH MOJIOZIOr0 BO3pacTa; I TOATBEPXKACHHA MONHOM  OBapHaNbHOM
CyNpeccHH HeoOXOMMO ONpe/ie/ieHHe SCTPAHONA B CBIBOPOTKE kposH 1 pa3 B 3
mec.; onpezaenenne @CIT B nepHoz JIeUCHHA aHATOraMH I'PI" HenHOpPMATHBHO;
[pHeM HHTHGHTOPOB apOMaTasbl ClIeyeT HAIHHAT HeEPes 6-8 Hej. moce nepBoro

seeenns ananoros ['PI;

— anasioru ['PI” peKOMeHyeTCs BBOJHTD EXKEMECATHO;

o xupyprudeckuii (GunarepaibHas OBApHIKTOMHS); BBI3bIBACT HEOOPATHMOE
nojapienye QYHKIHH AHIHHKOB;

« Jyd4eBOif; BbI3bIBACT HEOOpaTHMOE  IOJABICHHE (GyHKUMH ~ SMYHAKOB.
V MOJIOJBIX JKEHIIHH, OCOOCHHO He 3aBepIIMBIIMX PENPOLYKTHBHYIO (hyHKIMIO,
JUISi IOCTHIKEHHs OBApHANBHOI CYNMPECCHH PEKOMEH/yeTCs HAsHAYCHHE QHAJIOTOB
I'PI’, noJaBIsIOIHX (YHKLHIO SHYHHKOB o0paTHMO.
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Hcenoaszosanne uuruouropos mTOR (Isepoanmyc)

HecMOTpPS Ha TO YTO SHJOKPHHOTEPANHs ABJISETCS OCHOBHBIM BHJIOM JICUCHHS
GonbHBIX ropMoHOYYBCTBHTENbHBIM PMDK, nomyunts OTBET Ha MNPOBOAMMOE
NeyeHHe yaaeTcs He BO BCex ciydasx. Peub WIeT O pasBHTHHM NepBHYHOH (de
novo) ¥ BTOPHYHOH (MPHOOPETeHHOl) PEe3UCTEHTHOCTH K MPOBO/IMMOH paHee
rOpMOHOTEpAITHH, B PAJIe CTydYaeB ABJAIOLIEHCS BIIOTHE 060CHOBaHHOM MPHYHHOM
OTKa3a OT MpPOAO/DKEHHS TFOPMOHOTEPANHH M Hayala XHMHOTCpanuH. Biokaza
nytedi mTOR Bbi3bIBaeT B HacToAllee BpeMs GonblIoi HHTEpeC, TaK Kak IMyTH
mTOR MrpaioT BaXHyI0 poJib B KJIETOYHBIX YHKUHSAX, BKIOYas nposudepaumio,
MeTabo/Iu3M, POCT M BBDKMBAeMOCTb. AKTHBAlMs CHTHAJIBHOIO MyTH mTOR -
KITIOYEeBOH aJaNTHBHBIH MEXAHW3M DPA3BHTHS DE3HCTEHTHOCTH K SHIOKPHHHOM
Tepanun  npu  PMXK, a ucnosnb3oBaHHE HMHrHOHTOPOB mTOR  moxer
BOCCTAHAB/IMBATH YYBCTBMTENBHOCTb ONYXONH K OHIOKPHHHOH TEparuH.
DBeponumyc — u3buparensHbiii HHrnouTop MTOR, HapywaiomKi TPAHCIAIHIO
konupyemsix MPHK, OCHOBHBIX NPOTEHHOB, Y4YacTBYIOWIMX B pery/saliiH
KJIETOYHOrO LHMKIA, [JIMKOJIM3a ¥ afaNTalHH KIETOK K FHIOKCHA. DPeKTHBHOCTD
¥ 06e30MacHOCTb 3BEpOJiMMyca B JIEYEHHH TOPMOHOIMOJIOKHTENLHOIrO PMX

M3ydeHa B KPYNMHBIX PaHIOMH3HPOBAaHHBIX HccnenoBanusx. IIpemapar rokasal
BBICOKYIO  KIMHHYECKYl0  3((eKTHBHOCTb,  MOATBEPKICHHYIO  JAaHHBIMH
MOphOoOrHYecKoro HecaeAoBaHms omyxonu. [11]

HeoaaboBaHTHAs JIeKapPCTBEHHAsl TepaNHs NMEPBHYHO onepabesibHOr0 paka
MOJIOYHOH JKeJie3bl
OuepesHOCTh JIEKAPCTBEHHOTO M XHPYPrHYECKOro JICYCHHs HE BIMAET Ha

Ge3pelMBHYI0 M 0Oulylo BbDKHBaeMOCTb. HeoalbloBaHTHas JieKapCTBEHHAs
Tepanus nepBu4HO onepabensHoro PMXK nossonser:

1) BHINOJNHUTH OPraHOCOXPAHAIOWIYIO ~OMEpalMio W/ WIH  YJIyYIIHTh
KocMeTHYeCKHi I PexT;

2) oneHuTh (KT JIeKapCTBEHHOH Tepanky M CBOEBPEMEHHO NPEKPAaTHTh e B
CITydae MpOrpecCHpoBaHHs (C BHIOIHEHHEM XHPYPrHYECKOTO JIeYeHHS);

3) OUEHHTh BBHIPAKEHHOCTh MATOMOP(ONOrHYECKOro OTBETa M HA3HAYMTH
JIOTIOJIHATENBHYIO aJIBIOBAHTHYIO TEPAIHIO.

HeoaabioBaHTHAS JleKapcTBeHHas (xuMHotepanus + antu-HER2) Tepanus moxer
GBITH PEKOMEH/I0BAHA TIPH COOMIONCHHH ClIE/YIOLMX YCIIOBHIL:

 JOKa3aHHBIi WHBa3HBHBI mnepBuuHO omnepaGensHbii PMOK (TO-1N1MO,
T2NOMO, T2N1MO, T 3NOMO, T 3N1MO);

— |




— Tpoithoii HeratusHbii penorun win HER2() MOJIOXKHUTENIBHBIA CTATYC C LIebIO
BBITIOTHEHHA OPraHOCOXPAHAIONIEH orepaliH, a Takke ONpe/e/eHHs NporHosa 1
NPOBEACHHS JIONONHHTENBHON aJIbIOBAHTHOH Tepanud B  Ciytae HaIHYHA
pe3nlyanbHOMN OMyXoJIH;

— MOXeT ObITh paccMOTpeHa y 00JbHBIX TIOMHHAIBHBIM B pakoM BBICOKOIO pHCKa
(G3, Beicokuit Ki67) npu HauiuM4yuH YETKHX NMOKa3aHui Juid TNpOBEJCHHUA XT
JaHHOTO o0beMa M JKeNaHWM OOJIBHOM BBINOJHHTH OPraHOCOXPAHAKOUIYIO

orepalmio;

[lpd OTCYTCTBMM JOCTATOYHBIX MATEPHAIBHBIX PEeCypCOB, TIapaHTHPYIOIIMX
NMpOBE/IeHHe  ONTHMAJBHON  HEOaJbIOBAHTHOM JIEKapCTBEHHOHM  TeparHy
(aHTPAUMKIMHBI, TAKCAHBI, TPacTy3ymal, nepry3ymal, KOJIOHHECTHMYIHPYIOLIHE
haKTOpBI, €C/TH TaKOBBIE MOKA3aHbI), 1e1ec000pa3HO Ha MepBOM dTare BBITOTHHTE
xupypruueckoe Jjeyenne. HeoanvioBantHas XT npu nepBu4HO onepabesbHOM
momuHansHOM A Bapuante PMIK He pekoMeHayeTcs.

Mecmuopacnpocmpanennviii  nepeu¥Ho  He  onepabenvhblil UHBA3UEHBII  PAK
Monounoii cenesvr (cmaduu IA (xpome T3NIMO), HIB u IlICi6 m. 4.

ungurompamusHo-omeunas opma)

Pak MosouHoit xenesst crammii IIIA (kpome T3NIMO), IIIB u IIIC, B T. 4.
MHUIBTPATHBHO-0TeYHas (opMa SABISETCH MEPBHYHO He onepabelbHBIM H
TpebyeT JIeKapCTBEHHOI Teparnuy B Ka4eCTBe MepBOro dTamna JICYCHHs. OcHoBHOM
[eNBI0  HEeOaJbIOBAHTHOM JIEKAPCTBEHHOH Tepanuu SBISETCS YMEHbIICHHE
pa3MepoB OMyXOJH C Le/bi0 JOCTHKEHHS onepabensHoro coctosnus. JlokanpHoe
JNiedenue (XMpyprayeckoe, Jyd4eBoe) Ha NepBOM dTane He mokasaHo. [lepsuiHoe
obcieioBaHMe TIPOBOAMTCS B CTAaHIAPTHOM 00beMe BKIOYas JONONHHTEIbHbIC
JIMArHOCTHYECKHE METOJbl, TMO3BOJIAIOIHE HCKIIOYHTh HAIHYHe OTJAaJCHHBIX
MeTacTa30B, BEPOATHOCTh KOTOPBIX Y JAHHOH KaTeropu GOJBHBIX 3HAYMTEIIBHO
BBIIIE, YeM y GOJIbHBIX C MEPBHYHO onepabesbHBIM IPOLECCOM.

HeoarbloBaHTHAS JIEKapCTBEHHAsS Tepanys MPOBOJUTCS IO TEM JKe MpaBUIIaM, YTO
1 npu nepsuuHo onepabensHoM PMIK. BoibHbIM B MeHOMay3e ¢ JIOMHHAIBHBIM
noaruniom PMIK moker ObITh pekomeHIoBaHa HeoaabioBanTHas I'T, koropyio
ceyeT MPOBOAWTH B TeueHHe 4-8 Mec. WM JIO JIOCTHKEHHS MaKCHMAaJbHOIO
s¢dexra. [Tpenaparamu BpIbOpa /UIsi He0a(bIOBAHTHOM ['T ABIAIOTCS HHTHOHTOPBI
apoMmaTassl.

AJITOPHTM Ha3HAYeHWs aJbIOBAHTHOH JIEKADCTBEHHOM TepanuM aHaJOrH4eH
TaKOBOMY TIpH NepBHYHO onepabensnom PMIK:

* anstoBanTHas XT, Kak mpaBwio, He Ha3HAYaeTCsl, €CJIM BCe 3alUITaHUPOBaHHBIE
KypChl TipoBefieHbl 10 onepauuu; 6onbHbIM PMDK ¢ TpoOHHBIM HeraTMBHBIM M
HER2InonoxutensHbIM (EHOTHIIOM, MONYYMBIIMM HeoaabioBaHTHYI0 XT aH-
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TPALUMKIHHAMH W TAKCAHAMH B MOJHOM o0beme, NpH HAIMYHK Pe3n/yalbHOM
onyxomd, coorBerctByiomeii RCB  II-III, Moxer OwiTh HasHaueHa
nononuutensHas aapioBanTHas XT kaneuurabuHom (Mpu TPOHHOM HEraTHBHOM
PMX) niu tpactyzymabom-smranzusom (npu HER2 Inonoxurensnom PMIK)

. aJIbIOBAHTHAA FOpMOHOTEparus Ha3Ha4acrcsa BCEM 00JILHBIM C
FOPMOHO3aBHCHMBIMH OITYXOJISIMH

» anwioBauTHas anTH-HER2(Tepanus Ha3Hayaercs BceM OOJIBHBIM IIpH
HER2([ I nonoxuTeNbHBIX OIMyXO0IsX.

Jlewenue uzonupoeanvix Mecmmbix peyuoueos

Tepanus H30IMPOBAHHBIX MECTHBIX pEIMAMBOB HMeeT LEJbi0 H3JIeYeHHe H
JOJDKHA  NPOBOAMTBCA  AHAIOIHYHO  JICYCHHIO IEPBHYHOH  OMyXOJIH C
NOAKMIOYEHHEM  HEOOXOAMMBIX  METOJOB  JMarHOCTUKH  (KJIMHHYECKoe
obcnesoBaHMe C LENbIO YTOYHEHHS CTENEHM pacnpocTpaHeHHA O0Jie3HH,
onpenenenure PO, PIT, HER2 u Ki67 B peunuBHOI OMyXoJu;

ITocne ynaneHuss M30MMPOBAHHOIO MECTHOrO pelUMAHBa PEKOMEHIyeTcs
Ha3sHa4YeHHe JIeKapCTBEHHOM TepamuH, BHIOOP KOTOpOH JO/mKeH OBITh
MHMBUAYATbHBIM M YYHTHIBATh HMMYHO(DEHOTHII TNEpBHYHOW M pelHIHBHON
OIMyXOJIM, NpeAllecTBYIOee Heo- / aJblOBAaHTHOE JIe4eHHe H CPOK PEMHCCHH,
obuee cocrosiHue GONBLHOro, B T. Y. OCTaTOYHbIE SBJIEHHS TOKCHYHOCTH paHee
NPOBEJIEHHOrO JieueHus. Pexomenayercs:

* NpH TPOMHOM HeraTHBHOM (eHoTume: anwioBanTHas XT (HeoOXxoaMMO
Y4eCThCYMMApHYIO /103y aHTPAlMKJIHHOB, €CJTH OHH Ha3HAYAJIHCh paHee)

* npu momuHanbHoM HER2(UJotpuuarensHoM ¢eHOTHIIe: TONBKO aJbIOBaHTHAS
I'T; BbiOOp npenapara onpexnensercs npeawectByiome I' T, ecin Takosas
NPOBOAMIACH, H QYHKLHEH SHIHHKOB;

* npu HER2Ononoxutensuom ¢enorune: XT + awtn-HER2Otepanus + I'T (B
3aBHCHMOCTH OT YpoBH# skcnpeccuu PD u PIT)

Jlewenue memacmamuuecko2o paka MONOYHOU Jicenesvl

Jleuerne meTactatHyeckoi G0Je3HH ABIACTCS NMANIHATHBHBIM M HANpPaBIeHO HA
yJIy4lIeHHe KauyecTBa XH3HH H yBEJIHYCHHE ee MPOJAOIKHTENbHOCTH. OCHOBHBIM
METOJIOM JIeYeHHs] MeTaCTaTHYeCKON 0OJNEe3HN SBNACTCS JIeKAPCTBEHHAs Teparus.
Ennnoro cranjapra sevenus meracratudeckoro PMXK ne cymectsyer. BriGop
BapHaHTa JICKAPCTBEHHOH TepanuM OCYIIECTBISACTCS C Y4EeTOM OHONOTHYECKHX
mapkepoB (dkenpeccns PO u PII, HER2, Ki67, myraunn PIK3CA, skcnpeccus
PD-L1, repmusanehpie Mytauuun BRCAL / 2) M KIHHHKO-aHAMHECTHYECKHX
ocobenHocteif GonmpHoro. Jlo Hauyala TepanMM  HEOOXOAMMO  KIMHMKO-
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na60paropuoe obcnenoBanue s OInpe/ICJICHHA CTCIICHH pacnpoCcTpaHeHHOCTH
3a00/1eBaHNA U OLICHKH (t)yHKllHH BHYTPEHHHX OpraHoOB.

Jlekapcmeennas — mepanus — Memacmamuieckoeo — 20pMOHO3ABUCUMO20  paKa
MONIOYHOU dicenesbl (20pmoHomepanus)

MeTozioM BbIGOpa Tepanu1 ropMOHO3aBHCHMOro (momuHaisHoro) PMIK ssisercs
I'T paxe npu HAMYKH BUCLIEPATBHBIX MeTacTa30B. MIcKIoueHHe COCTaBIIAIOT:

*  OwicTponporpeccupyiome  Bapuantel  PMDK,  conpoBokaarouinecs
BUCLIEPAJIbHBIM  KPH30M, B TOM 4YHCJe  pa3sBMBIUMMCA B  Tpouecce
npeamecTByomuX auuui ['T;

* MHBIC KJIMHMYECKME CHMTYaluH, Tpebylolue MaKCHMIbHO OBICTPOro
JOCTHKEHHUS MPOTHBOOMYX0JIEBOro P deKTa;

* ClTyyaH McYepraHHOCTH Bo3MoxkHocTel I'T.

Jlexapcmeennas mepanus  memacmamuueckozo HER2necamuenozo paxa
MONOYHOUICENE3bl (XUuMUomepanus)

XT noka3saHa cieyrommM KaTeropusm 00IbHBIX:

* PMX c orpuuarensusivu PD u PIT;

* moMuHanbHbI PMK, pesucrenthsiit k I'T;

* JoMuHanbHBIH PMOK ¢ npu3HakaMu BHCLIEPaIBHOTO KpH3a.

Crannapra XT nepBoif JuHMM peUMAMBHOrO M MeTactaTHyeckoro PMIK Her.
BeiGop pexuma nomkeH ObiTh HHAWBHAYAIBHBIM M YYMTHIBATH OCOGEHHOCTH
OInyXoJii i 60JIbHOrO, a Takke cocTaB M 3GHEeKTHBHOCTE NpeAWecTBYIOIE, B T.4

anbioBaHTHOM / HeoambioBanTHOH XT, ecnm TakoBas NpOBOAMIACK.
Pekomenayercs — mocnesosatelbHOe  HasHaYeHHe  XMMHONpPENapaToB B
MOHoTepanuH. B kayecTBe KOMOMHMPOBaHHOIH TepalHH MOTYT HCIOJB30BATBHCS
AHTPALMKIMH-COAEPIKAIME  PEXKMMBI, a TaKkKe pPeXHMbI, BKIIOYAIOIIHE
MIaTHHOBbIE Npou3BojHble. KoMOHHHpOBaTE Mekay cOGOH aHTPALHKIHHEL
TaKCaHbl, BAHOPEIOHH, KaneuuTaGuH He PeKOMEHTyeTcs.

XT ¢ ncnonp30BanneM OJHOH H TOH ke KOMOMHALMH MOKET NMPOXOKATHCA JIO
NpOrpeccHpoBanms GOJIE3HH, JIOKA3aHHOTO KIMHMYECKM M / WIH C MOMOIIBIO
METOAOB ~ MHCTPYMCHTAIBHOH  AHArHOCTHKH, WM  Henmpuemiuemoii  /
AO30JMMHTHPYIOIICH  TOKCHYHOCTH. JlinTenbHas  cTabwiuszaums  6GoNe3HH
PaclCHUBACTCS KaK IMOJNOKUTENbHbI Q(EeKT JNeYeHus u He MOMKHA SBISTHCS
OCHOBAHHEM JULA NPEKPAlCHHA WIH CMeHbl TEpalHH B OTCYTCTBHE Cepbe3HOM
TOKCHYHOCTH. He cymiecTByeT cTaHAapTHBIX MOAXONOB K MPOBECHHIO BTOPOIi
nocieaytommx  smHuid - XT, paBHO Kak W kakux(au6o JIAHHBIX,
CBHACTENLCTBYIOMHX O NPEHMYILECTBAX TOTO H JIH HHOIO MpenapaTa il Pexmnma.

%» —
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IMponomkenne XT rocne Tperbeil JMHHH MOXKeT 0OCyKIaTbCA UIA GonbHBIX B
y/IOBNIETBOPHTE/IBHOM OOIEM COCTOAHHH, OTBETHBIIMX Ha MNpE/LIECTBYIOLHE

auann XT.

Jlexapcmeennas mepanus Memacmamuyeckozo HER?2' nonoxcumensnozo paka

MONOYHOU Jicenesbl

Bonsuble  HER2! monokurenbusiM  PM)K  jgomkHbBl  mosy4arb — aHTH-
HER2( |tepanuio B coderanny ¢ XT win ['T (npu TOMHHATBHBIX OMyXOJISIX) HIIH B
camocTosTeNbHOM BHze. Ilpu mepBoM 3MH30/le MPOrpecCHpoBaHHA Ha ¢one
Tepanuu TpacTy3yMaGoM BO3MOKHO NPOJOIKEHHE JIeHEHUA ITHM JXKe NperapaToM
CO CMEHOM XMMHO- / TOPMOHOTEPAareBTHYECKOro KOMITOHEHTA.

Taprernas Tepanus

CoBpemenHas TapreTHas jekapcTBeHHas Tepanus PMIK BimouyaeT npenapartsl,
neiicteyionme Ha peuentop HER2 (MOHOK/IOHAIbHBIE aHTHTENA TpacTy3ymao,
repuenTu), nepry3ymat, nepopanbHble HHIHOUTOPBI THPO3HHKHHA3BI sanatuHUO
u HepatunuO, a Takxke unruoutopsl mTOR, aHTHAHrHOreHHbBIE NpenapaTbl H
WHrHOMTOpSl  monManeHosuHmnpochatpudossl  (PARP). [Tpo6GneMHBIMH
BOTIPOCaMH OCTAIOTCS ONpe/eieHHe UIHTEIbHOCTH NPUMEHEHHS Tpacty3ymaba u
MEXaHH3M pa3BUTHsI YCTOWYMBOCTH K 3Tomy mnpenapary. Tepamus nperapatoM
replUeNnTHH MPOBOAMTCA TONBKO NAUMEHTKAM C YPOBHEM TIHMIIEPIKCIPECCHH
HER2/neu3+ wuan ¢ mnoxTepkaeHHod ammmmdukaumeli resa HER2/neu.
Pe3ynbTaThl JIeYeHHs TEPLENTHHOM B COYETAHHH C COBPEMEHHBIMH PEKHMaMH
XHMHOTEpalHH ¥ TOPMOHOTEpAaNHH YKa3blBAlOT HA TO, HYTO NPHMEHEHHE
replenTHHA B aBIOBAHTHOM pexuMe y GonbHbIX onepabesnbbiM PMIK nobimaet
BBIKHBAEMOCTb, CHHYKAET PHCK Pa3BHTHA PElM/IMBA, BOSHHKHOBEHHUS OTAAJICHHbIX
METACTa30B H XOPOLIO MEPEHOCHTCS, YTO MO3BOJSET IIHPOKO HCIIONB30BATh €ro B
KanHAYeckoii npaktuke. [Ipu sToM onpenenennas rpynna HER2-nonoxuTe bHbIX
GOJbHBIX MOXKET H30eXkaTh Ha3HaYeHHs LIUTOTOKCHYECKOH TepanuH. Bee kpyrnHbie
KIMHHYECKHE HCCIIEIOBAHHA TOATBEP/KAAIOT, YTO CTaHJAAapTOM aJbIOBAHTHOH
tepannu Tpactysymabom HER2-nonoxurensHoro PMIK panix craauii ocraercs
ozHoseTHee ero npumeHerue. OnHaKo pesucTenTHOCTS K anTH-HER2-npenaparam
npescTaBiser cofoif BAKHYIO KIHHHYECKYIO MpobieMy, BCTpeuasch Kak MpH
DaHHHMX, Tak M MpPH pPacNpoCTPAHEHHBIX CTajMsX 3aboseBaHHs, TMOTOMY
HeOOXOAMMB! HOBBIC JieyeOHble MOAXO/Abl. Y 4YacTH NAlHeHTOK pa3BHBAaeTCH
PE3UCTEHTHOCTH K TpacTy3ymaly, a 4acTh GOJNBHBIX HCXOAHO HEUyBCTBHTENBHBI K
nanHomy npenapary. Ceroans Bo3MoxHocTH Tepanuu HER2-monoxurensHoro
PM)K 3HAQUHTENbHO pACINMPHINCH 3a CYeT mNosBiIeHHs HOBbIX aHTH-HER2-
npenapara — neprysymaba. Ha ose npumenenns komOuHauuu «mepty3ymab +
Tpacty3ymab + jgouerakcen» B uccnenoanui CLEOPATRA Obuin OCTHIHYTHI
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pexopaHas BbDKHBaeMocTh Ge3 nporpeccupoBanus. Onpeenennas yacts HER2-
MOJIOKHUTENBHBIX OONBHBIX MOKET ObITh M3J€YeHa MPH MCIOJB30BAHHH TOJIBKO
TapreTHbIX MpenapatoB 0e3 npuMeHeHHs XHMHOTepanuH. B  HeKOTOpBIX
MCCJIEIOBAHUAX MPOJIEMOHCTPHPOBaHa J(P(EKTHBHOCTE NPUMEHEHHS MAaJIOH
mosekynsl uHruéutopa HER2 u EGFR - nanatunuba — B pasamyHbIX
komOuHanusaX. [TosBneHne HOBBIX KIMHHYECKHX JAHHBIX M0 YXKe HCIIOJb3YeMbIM B
PYTHHHOM TIpaKTHKE TapreTHbIM IpernaparaM H HX KOMOMHALHMAM, HOBBIX
JIEKapCTBEHHBIX CPEJICTB W3 apCeHala [MePCOHATH3UPOBAHHOH MEMIIMHBI
TNPUBOJIHT K H3MEHEHHIO TeparneBTHYEeCKUX Moaxoaos. [2,7,12]

3aknouenue

Takum oGpasom, BelpakeHHas reteporeHHocTh PMJK ¥ BbizeNeHHe NOATHIIOB
3TOro 3ab0seBaHKs, OCHOBAHHOE Ha KIHMHHKO-MOP(hOIOrHYECKHX, MOJIEKY/IAPHO-
FeHETHYECKHX, JMHJEMHOIOIHYECKUX M APYrHX MOJX0/laX, 4 TAKXKe 3aMeTHhIE
pasnuuns B paKTOpax pHCKa He TMO3BONSIOT FOBOPHTH O TOM, YTO JAHHBIH BOIPOC
OKOHYaTeJIbHO  paspeimieH. 3a  NpeAllecTBYIOUIHE TroAsl  HabmoaaeTcs
CYLIECTBEHHBIH Iporpecc MHOIMX acnekToB jeuyenns PMDK. Hakamimsaercs Bce
Gonbie TaHHBIX O LEIeCOOOPA3HOCTH MOMHON MOAMBILIEYHOI TUM(OIHCCEKLHH,
ONTHMAIBHOH MPOIOKUTENLHOCTH Tepanuy TPacTy3yMaboM, rOPMOHOTEpAIHH.
CoBpeMeHHBIi YpOBeHb 3HAHHIH O MOJNEKYJIAPHBIX MEXaHH3MaX BO3HHKHOBEHHS M
pasButuss PMDK, ero uyBCTBHTENBHOCTH MM PE3UCTEHTHOCTH K Pa3IHYHBIM
npenaparamM H BO3JICHCTBHSM I03BOJISET OCYLIECTBHTH MEPEXOI OT yCPeIHEHHBIX
CTAaHNAPTHBIX CXeM TepanMH K HA3HAYEHHIO JICYeHHS B COOTBETCTBHH C
HHIUBHIYAbHBIMH ~ OCOOEHHOCTAMH  6OJIBHOI H  OHONOrHYeCKHMH
XapakTepHCTHKaMH OITyXOJIH.
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