oe obpaszosaresibHOE Y peXx/IeHHC
ocyjlape rBEHHbIH Me/IHITHHCKHH
B.®.Boiito-SceHenkoro”

LHOE MOCYAApPCTBEHHOC OrOJDKETH

(Penepan
"KpacHOSIPCKHIT I

BhICLICTO Ul-"}“;l'iﬂli;llllm
VHHBCPCHTEC I HMCHH llpﬂll)L‘CL‘Upﬂ

MHUHHCTEPCTBA 31PAaBOOXPAHEHHS Poccuiickoii denepaluu

Kadeapa OHKOJIOTHH H NyueBOit Tepanuu ¢ Kypcom o

3as. kadenpoii: 1.M.H., npodeccop 3ykos Pycnan AnexcaHpoBu4

Pedepar na remy:

«brosornyeckHe NoJATHINLI paka MOJIOYHOM Kelle3bl, MIPHHITHIIBI
JAHATHOCTHKH H JICUYHCHHS.

Beinonuun:

KIIMHUYECKUH OpAHHATOD

Y Cunopos Cemen AJiekcanpoBuy
%’/j (/‘\(J@W’/ﬁtéﬂ 7/‘/ [TpoBepun:
Kadenpansnbiit pykosoaurens opaunaropa

K.m.H., nouent laspuimiok Jmutpuii Buagumuposuy
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HcTopHuueckas crpaBKa
BuogorHdecKye MOATUITBI PaKka MOTOYHOMN XKENIC3bI

JlnarHocTHKA
Jleuenue
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Beenenue

Pak MOJIOUHOM HKene3bl (PMDK) 3aHuMAaeT | -e MeCTO B CTPYKTYPC 1a6071eBaEMOCTH
370KadecTBEHHBIMH HOBOOOpa30BAHIAMU Y JKCHIIAH Pa3BATBIX 3KOHOMHUUICCKAX
cTpaH. EXEroaHoO perucTpupyercs OKOJO 1,5 MUJUTHOHA HOBBIX cydaeB pakxa
MOJIOUHOMH KEJIE3bI. PMK 3aHnMaeT OHO 13 TepBBIX MeCT cpelnt npuauH CMEpTH
JKEHCKOro HaceseHH!s. B Poccun PMX cornmacHo oruery MHUOM HM.
[LA.I'epuena, B 2018 r. BICPBBIC JMarHOCTUPOBAHO 70682 ciydacs PMX, 9TO
COCTaBHIIO 20,9% BCeX 3ToKaueCTBEHHBIX H03006pa3013a1m17’1.

Cpex  60nBIIOTO KOIHYecTBa Monexynﬂpﬂo-tinonomqecxux cCIeIoBaHMH,
HAMEIOIIHX OTHOLICHAE K [IPOTHO3UPOBAHMIO paka MOJIOUHOM JKerne3bl, a TaKKe
[oucKy (GakTopoOB, onpeaesomnnx qyBCTBUTENIBHOCTD onyxonu K pasNU4HBIM
criocobam nedeHu, BRIIEIAETCS MOJICKYIAPHO _reHeTHYecKas knaccupuKanms paka
MOJIOYHOM KEJIE3bl.

HcropuyecKast crnpaBKa

MosekyasipHas kraccubuKaius paKa MOJIOUHON  JK€Je3bl Oplna BOEPBbIC
chopMyIMpOBAHA B 1982 r. (MollR,. Franke W.W etal., 1982), aBTOPBI Ipe/iaraii
paz/ieNaTh OMyXoIH Ha (CIFOMUHAIbHBIE» «GazanpHbIey B 3aBHCHMOCTH OT BHJA
HKCIIPECCUPYIOIIMXCA B HUX [UTOKepaTHHOB. B TKa 3710pOBOM MOJIOUHOII JKeNe3bl
B IPOTOKAX K A0JBKAX pa3UUAoT 2 CII0s KIIeTOK: 00palleHHbIC B [pOCBeT MPOTOKA
(H}OMHHaﬂBHble) {4 KIETKH, TPUIeKAe K GazanbHOH MeMOpaHe (GazasbHbI).
JroMuHANbHBIE KICTKH SKCIPecCUpyoT B OCHOBHOM LIMTOKEPATHHB! (CK7, CKS8,
CK18 u CK19). bazanpHble KIIeTKH MpecTaBIsioT Hapy KHbIH CIOH, BHICTHJIAOLHAH
[pOTOKH W  JOJIbKH. Jro rereporeHHasd [omyJisLKs, MMeroLas yepThl
STUTEeTHATBHBIX H [ 1aIKOMBIIIEYHBIX KIICTOK. Jins 9THX KIeTOK, Kpome JApyrux
MapKepoB, XapakTepHbl HKCIIPECCHs BLICOKOMOIIEKYJIAPHBIX HazanbHbIX
[IUTOKEPAaTHHOB (CK5/6, CK14, CK17) 1, KaK [paBHIIo, OTCYTCTBHE TIOMUHAJIBHBIX
[IATOKEPATHHOB, @ TAKKE peLenTopoB ER u PgR (Birnbaum D., Bertucci F., 2004.,
Zhang R.R Man V.G et al., 2003). [4]

B 1987 1. Darkiee onucan cBA3b Mely paHHAMH pely/MBaMu PMAK u

: B 1o, yTo GazanbHbIe PaKh
: 3cTpOreHHeraTuBHbIC,
bajie HeOnaronpusTHHIM

knaccuuraus PMIXK,
KM JIeueHUs.




EHOJIOTUUECKUE NO/JATHUIbI PAKA MOJIOUYHON KEJIE3bI

Baiae/sioT CIeAYyomne MOJICKYJISPHO-OHOIOTHUCCKIC pomrimsl PMIK: (4]

ﬂm.mruua.fmnblﬁ A

Hasmune BceX (paKTOpOB:
— PP noJIoKUTEIBHBIE,

— HER2 m"pﬂua"renbnmﬁ,
— Ki67 uu3kui (<20 %),
— PIT eicokue (>20 %)

]Immmmﬂbumﬁ B HER2 0mnuuamaumu’:

— PD nonoXKuTeIbHBIC,

_ HER2 otpuuaTenbHbIl,

_ janAuuMe OJHOTO U3 CIIEYIOHX (haKTOpOB:
_Ki67 sbicokuit (>30 %),

- PIT uuskue (<20 %)

HmMunaﬂbuwﬁ B HER2 nonomumeﬂbumic

— PO nonoKUTEIbHbIC,

— HER2 ONOKUTEIbHBI,
—Ki67 moOo#,

— PI1 moObie

HER2 nonomumeﬂbnwﬁ (ne nmmunaﬂbumﬂ)_

— HER2 [1OJIOKUTEIBHBIH,

1 orpuLATeNbHbIE

-aTHBHbIN np()'roxosblﬁ)



OcHonHbIe MapKeput
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MoMUHaNbHbIK A NioMuHanbHbin B TpvKaAbl-HeraTUBHBbIK
™M T™N ™R

Jlia onpeaencHud 6HOJIOTHYECKOro MoATHIIA PMJK B TMOBCEIHEBHOH NpPaKTHKES
peKOMEHIyeTCA HCIonb30BaTh CypporaTHbie KIHHMKO-TIaTONOTHYECKHE MapKepsal:
P2, PIL, HER2, Ki67.

JIroMHHaNBHBIE 3crporeu—peuemop-nonoxcmenbﬂme OMyXOJH XapaKTepH3YIOTCE
OTHOCHTENIBHO BBICOKOH skcrpeccreil MHOTMX TCHOB. VpOBHH IKCHpeccHH H
nponudepann JBIAIOTCA ~ Hawbonee  3aMETHBIMU pasnMuMsME  MEREIY
TFOMUHATBHBIMHA A U B MOATHIIAMH PMIEL
JhomuHanbHblli_noomun A cBszaH ¢ HauBbICLICH JKCIpeccHedl KnacTepa TEHOB
peLlenTopoB 3CTpOreHa HU3KOM dKcmpeccueil MapkepoB npouQepaln. Tipm
omunashom _noomune B HAGIONAIOTCS CHIDKEHHAS SKCIPecCHs peLIETITOPOB
rOpPMOHOB, TOBBIICHHAA — MapKepoB nponudepanui 1 Gonee BLICOKas CTENSHED
FUCTOJIOrHYecKoil 3710Ka4ecTBEHHOCTH, yeM INPH JIFOMHHATBHOM nogrune A. Jlns
noatuna B XapakTepHbI Gosee HeOMArONpUATHBIH MPOTHO3 ¥ QpYyro#l TpODETH
oTBETAa Ha TOPMOHO- M XUMMOTEpAIHIO. Hecmotpst Ha TO HTO MOMMHATHERIE
[10/ITHMbl paKa BO MHOIOM CXOKH, Jccie/IOBaHMs TMOCTeHIX JIET NoKa3am|, 910
uHanBEBLE PMJK noaTuinoB A u B creayeT paccMarpuBarh Kak PSSR

jebUUeCKUMH OHKOICHaMH, 4O HE KaK Mpoin@epaTHsEyio
Hbl OIMYXONSH.

SDU3YIOTCS  MHOKECTBIHEGIN
OTCYTCTBHEM PeUSTITODOS
JKCTIPECCHIA QHTHITHA Kib7
AroNpUSTHHIX HAKTOPOS
TeyeHWeM W SBASHON
IAHWHECKONO TCUSHUS, WO



Jnarnocruka
IlepBnynoe oGcnenoBaHue MOKHO OBITH NPOBEACHO [0 BCEX BHIOB JIeUeOHBIX
BO31€HCTBHUH M BKIIIOYAET:

¢ cbop xano® W aWamMHe3a ¢ IEeIbIo BBIABIICHUS KIHHHUKO-aHAMHECTHYECKHX
ocobeHHoOCcTel 3aboyeBanus (hakTopos, KOTOpBIC MOTYT NOBIMATH HA TAKTHKY
AajlbHeHero obciie10BaHAsA | JICHCHHS ;

* (PM3UKATBHEIH OCMOTP B 0OBeMe 06Iiero OCMOTpa, MaJlbraiuu, MEPKYCCUN H
AYCKYJNBTAllMH  BHYTPEHHHX OpraHoOB, MNalballu MOJIOYHBIX JKeJie3 W 30H

PETHOHAPHOTO  METACTAa3WPOBAaHMs (MTOAMBIILEYHBIX, Ha-, NOAKIMOYUYHEIX) ¢
L[EJTBIO OLEHKH OOLIero COCTOSHUS MallMeHTa | ONMPCICNICHUA KIMHUYECKOW CTaTuN

3aboJieBaHus

* 001IHMii aHATU3 KPOBH C MOACYETOM JICMKOLMTApHON HOPMYIBI U KONHYecTRA

TPOMOOLIMTOB;

* OHOXHMHMYECKMH aHANW3 KpPOBM, BKIIOYAS IOKA3ATENH GyHKuMM neyenn
(Oumupy6un, AJIT, ACT, III®), uccnenoBanue cBEePTHIBAIOIIEH CHCTEMBI KpOBH
(Koarysorpamma (OpHEHTHPOBOYHOE HCCIIEA0BAHUE CHCTEME remMocrasa))

* O0LIHMH (KTHHUYECKUH) aHATH3 MOYHM TS OLeHKH (QYHKUMH BHYTPEHHHMX OPraHoB
* OunarepanbHas Mammorpadus + V3U MOIOUHBIX sKkenes u pPeruoHapHLIX 30H; MO
nokasanusiM — MPT Mono4HbIX xkenes;

* R-rpacus opranos rpyaHoii ki1eTky; no nokazanuam — KT/MPT OpraHoB Ipy/IHO#M
KJIETKH;

* Y3U opraHoB OPIONIHON MOJOCTH W Manoro Tasa, mo mnokasauusMm — KT/MPT
OpraHoB OPIOLIHOM MMONIOCTH W MAJIOro Ta3a ¢ KOHTPACTHPOBAHUEM;

* PaAMOHU30TONHOE HcceoBanue ckenera + R-rpadust 3on naxornenus POII;

* Ouoncus OIIYXOJIH C IaToJIOro-aHaTOMHYECKHM MCCJI€/I0BAHUEM OHONCUHHOIO
MaTepHaia MOJIOYHOM KEJ1e3bl Cc [NPAMEHEHHEM
OolpeacIeHHA OHOJIOrMYECKUX
CTEIIEHH

(oneparoHHOT0)
MMMYHOIHCTOXHMHYECKMX  METOAOB  JUIA
XapakTepHCTHK Onyxojiu, mnaromopdonoruyeckoit craauun PMIK

reponia (PIT), HER2 1 Ki67.

) MUMdaTUYECKuX y3iax
NpeanoyTeHHe OTAAKT
Cca JIOJKEH BKJIIOYATH
S TOK M MHTEHCHBHOCTH

b OTIPE/ICNIEHBI YPOBHU



skcripeccnn HER2 1 Ki67, koTopble TakkKe y4WTHIBAIOTCS MpPH ILTAHUPOBAHMH

tepanuu. Onpenenenne HER2 pekomMeHIyeTcss MPOBOAUTE TOJILKO B WHBA3HBHOM

KoMItoHeHTe ornyxonu. Ilpu cropuom pesynsrare UI'X anamuza HER2 cnepyet

r:{)onecm onpenenenune ammindukaunu resa HER2 meronom in situ ruGpuausanuu
(FISH wymm CISH). Y maiieHTOB MeTacTaTU4eCKUM TPOHHBIM HeraTBHbIM PMIK

He MOJy4YaBIIMX JIeUeHHE IO [OBOAY MeTacTaTuveckol Oonesnwu, BOBMO')KHC’)
ompezeieHde ¢ momoulpio Tecta Ventana SP142 yposusa skenpeccun PD-L1 Ha
I/IMMyHOUKOMI'IETeHTHBIX KJIeTKaxX (MEepBHYHOM OMYyXONM WM, TMPEeArnoYTUTEIBHO,
GHOMNCHIHOrO MaTepHajla M3 METAacTaTHYeCKOro ovara) s OnpeaescHuUs
BO3MOJKHOCTH HaszHayeHHd «MakiuTakcena + anbOymMuH» B KOMOWHALWK C
are30H3yMaboM.

Her2 0 l Her2 + Her2 ++ l Her2 +++ l

Her2 neratuBHas OIMyXO/b JUia pewienns Bonpoca o
' H HTHB
OIHTHBHOCTH HeoBXoauMo €12 o3k e

sumoniiTs FISH OITyX0JIb
HCC/ICA0BAINE /

| "FISH ner
aMIUH pUKALUH

FISH ecte
aMIUMHKanHA

e OlleHKA (YHKIMH SHYHUKOB (NPH COPMOHO3ABHCHMOM PMX y maunueHTOK
Momnoxe 60 JleT ¢ OTCYTCTBHEM MEHCTpYaLuil Ul OLCHKH (GyHKIMK AXTHAKOB 1
IUITAHUPOBaHUs TOPMOHOTEpanuu (I'T) TpoOBOAMTCA HCCNENOBAaHUE YPOBHA
DOITHKYIOCTUMYJIMPYIOIEro IOpMOHa (®CT) B CHIBOPOTKE KpOBM M ypOBH

06IIero >cTpaarosa B KPOBH)

* KOHCYIBTalHIO MeIUIMHCKOI'O reHeTuKa ¢ onpenenemieM I‘epMﬂHaJIbHBIX

myTtamuit BRCA1/2 meTonom TTLIP npu ciielyIomiHX OKa3aHusX.
X POJICTBEHHMKOB PMIK

— OTATOLIEHHBI} CeMelHbIH aHaMHE3 (nanuuue y O3k
MeTacTaTHYeCKoro paka

g Bospacte < 50 ner, PMIK y MyX4HHBI, PaKa SIMYHUKOB,
peICTaTebHOI XKellesbl, paKa [1OJIKeTy IO HOM JKene3bi);

eHTBI MOJIOXKE 45 IET;
rUBHBIM (EHOTUIOM PMIK;

uH. [3,6,7]



Jleuenne

OnpepaeneHue NoATHIIOB PMXK 3HaunuTenbHO 00JIerdyaeT onpeaeieHue NoKazaHui K
Tepanuy, TaK KaK MOATUIIBI CAMH TI0 ceOe XapakTepu3yrTCsi MHOTUMH daxkropamMu
pHcKa M TIPOTHO3MPYIOUIMMHM  TPU3HAKAMH, KOTOpBIC UCIIOJNB30BAJIMCE  TI0
OTHAENBHOCTH B TMPEABIAYIIMX PEeKOMCHAAIMAX. Ilocnenuue TIpeUIOKEHHBIS
PEeKOMEHTallUH T10 BEIOOPY a/1bIOBAHTHOIO CUCTEMHOIO JieYeHUs B crienupUIeCKuX
MOMYJIALASAX  NAlMEeHTOK  OCHOBBIBATIMCHL  HA  ONpE/eIeHNH BHYTPEHHWX
GHOJIOTHUYECKHX MOITHITOB ¢ pa3HbIM OTBETOM Ha CUCTEMHYIO ¥ MECTHYIO TEParnuio.

Knunuueckue epynnot PMOK: 2
MepBHYHO ornepabenbHbIi (pesexrabensupiit) PMIXK (0, 1, 1TA, 1IB, MTA (T3N1MO)

CTaaum); —
MECTHO-PAcIpOCTPaHeHHbIH (TICPBUYHO HE orepabenbHbIii/He pe3eKTabenbHbIi)
PMOK (IITA (Kkpome T3IN1IMO), [11B, mic CTAauK);

— meTtactarudeckuii PMOK v peuuaus conesHu. [6]

Pannuii (nepeuuro onepabenvHolii) pax monounoti scenesor (0, I, A, 1IB, IIIA
emaouu) JlokanvHas mepanui

Xupypzuueckoe neveHue

[TaumenTaM s obecriedeHus ONTAMalbHOro JIOKaJILHOTO KOHTPOJI Hajl 00Ne3HbIO
M COXpaHEHHs OpraHa NpeAroYTUTE/IBHO BBITONTHATE OPraHOCOXPaHAIOLIEEe
XUPYPru4ecKoe BMEIIATeNbCTBO (cexTOpalbHas PE3CKLHU, nammkromust). [pu
HEBO3MOXKHOCTH BbITOIHCHUS OpraHOCOXpPaHsIOLIeH ornepalun i obecrnieyeHnst

OLTHMAJIBHOTO  JIOKANBHOTO ~ KOHTpOJA  Hal Gonesupld W JOCTIKEHUA
nueckoro 3G@exra BBIIONHCHHE MACTOKTOMUH €

1IepBUYHOM peKOHCprKuHeP‘I MOJIOYHOM JKEeIe3bl, o,r_[HomoMeHTHoﬁ/mc:poqeﬂﬂoﬁ

pEKOHCprKL[Heﬁ MOJIOYHOM JKeye3bl HIIH 6e3 Hee. PexoMmeHpayeTcs TIpH

HEBO3MO)KHOCTH BbIIIOJIHEHHNS BCJIY unu npv BbIABICHUH MEeTacTaTH4eCcKoro
MopakeHuss ~ CTOPOXEBOI'O numdarnueckoro - yseid (CJIY)  BBIIONHUT

[1O/(MBILLIEYHYIO UM (paJIeHIKTOMUIO (I-11 ypoBHu)

yJIOBJleTBOPI’ITeHI:HOFO KOCMET

mepanus

Jlyuesas
PexoMeHyeTcsi BCeM MNalneHTaM, KOTOpBIM BBITIOJIHEHA OpraHoCOXpaHAOIIAs

. TIpOBEJIEHNE axpropanTHON JIT Juis CHIDKCH
' obecneveH oro JIOKaJGHOro KOHTPOILA nocse

apust K JIT Ha KOHCMIMYME C
a pCXOJlA W3 VHMBUTYaNbHOTO
‘ . AJbiOBaHTHASA JIT "e BAUSIST HA
ierie3a JIOJDKHA MOMYdUTH 1103y
S 22 15-16 Qpaxuuii. Jleuenue
rcs BCEM TIAlMEHTaM HAuath

g cpokyt 710 12 Heaeh ot JlaThl

Hs pﬂcxa MECTHOTO

pusi OnNTUMaJIbH
A TIATTAT y 0Ka3




orepalMd  NpH  YCJIOBHH  TIOJHOTO 3QKMBICHUS  OTEpardoHHON  PaHbL.
PexoMenayercs mposomuth JIT mocne MacTIKTOMHH B ciydae HalHtIud
OMyXOJIEBBIX KJIETOK MO KPato Pe3CKIMN Ml Ha paccTosiun Menee 1| MM OT Kpai
pe3eKuuH I JOCTIKCHUA 36 ONTUMAIHHOrO JIOKAIbHOrO KOHTPOJA Hal

00J1e3HBIO.

AovrosanmHan 1ekapcmeenHas mepanus MpoBOIUTCA B JOTIONIHEeHKWE K JIOKaIbHBIM
(XUpYyprudecKoOMy J TydeBOMY) METOJaM JIEUCHHS ¥ TIO3BOJISAET CHU3UTH PHUCK
peuuauBa GoNE3HH W CMEPTH. [Tpy TUTAHUPOBAHWVH AN BIOBAHTHOH JNIeKapCTBEHHOM
Tepanuu HEOOXOAMMO OLEHHTE TIPOrHO3, OKMIAEMYIO TIONB3Y abIOBAHTHOIO
JledyeHHs, BO3MOXHBIE MOOOUHBIC 3(G@eKTEl ¥ COMyTCTBYIOULYIO MaTONOTHIO,
a TaKKe y4decTb MNpeJnotuTCHUA GonbHoi. Bospact cam mno cebe e SABIAETCH
OorpaHUYeHHEM s JIeKapCTBEHHOU Tepamuu NpH OTCYTCTBUM COIYTCTRYIOLIEH
natooruu. IIpd ONMyXOnsxX HeOONBLIMX PasMepoB (<0,5 cm) B coderanuu ¢ NO,
SBISFOLIMXCS HPOTHOCTHYECKH OnaronpusTHEIMU, aI’bIOBAHTHAS JIEKApCTBEHHAA
tepanus o0azaet MHHUMaTBHON dddexTiBHOCTHIO. HasHaueHue albIOBAHTHOM

['T (npu TOPMOHO3aBHCHMBIX OMyXOJsIX) B TAKOW CHTyalluu HMECT IEHIS
npoUIaKTHKY BTOPbIX (KOHTpanaTepaibHbIX) FOPMOHO32BHCHMBIX ornyxosnen.

[Tnag aabIOBAHTHOM TeKapCTBEHHON Tepanuu OCHOBLIBAETCS HA MPUHAIICHKHOCTH
nﬂpﬂo—6uonoruqecmx [IONTHUIIOB ¥ CTaauu

ONMyXOoJH K OJHOMY W3 MOJICKY
panus QOJDKHA HauuHathea ¢ X1,

saGoneBaays. ABIOBAHTHAs JIEKApCTBeHHAS TC
He peKkoMeHIyeTCsi ONHOBPEMEHHOS BBeJIeHUE
pUCKa

ec)ld TakoBas [OKaszaHa.
QHTPALUKIMHOB 1 aptu-HER2  mpemaparoB  BBHAY BBICOKOTO

KapHOTOKCHYHOCTH; anproBanTHaA XT TaKCaH-coflepKaluMu PeKIMaMit JIOJDKHA
[POBOUTHCA OJIHOBpPEMEHHO C aHTH—HERZ-Tepanueﬁ, eCIIU TaKkoBas oKa3aHa. Iy
eci Takopas [OKa3aHa, JOJDKHA HAUHHATHCS TOCNe 3aBepLICHU X1l =
MPOBOAUTHCH OJTHOBPEMEHHO € npononmafomeﬁcsl apti-HER2-Tepanuei (y
BHBIX C IOJOKUTEIbHBIM HER2 crarycoM onyxomu). JIT, ecm TaKoBast
JO/DKHA ~HAYMHATBCA  TOCHC 3aBeplIeHMs XT 4 OpoBOAUTHCA
_HER2-teparnuei. AJIpIOBaHTHAA XT, KaK npasuiio, He
M CTaHJapTHBIA 00BeM HE0aBIOBAHTHOM

GonpHble  TPOMHBIM HeraTuBHbIM

oon
roxaszaHa,
onoBpemerHo ¢ I'T 1 aHTH
pEKOMEHYeTCs GoJbHBIM, TOIY4HBIIN
Xt HCKJIIOYEHHE COCTABJISIIOT
1 HER2-11031THUBHBIM PMJK c BbIpaiKeHHOH pe3unyamaﬂoifl OIyXO0JIBIO (RCB 1I-
T — HEOBAHTHOU XT 110 KakuM-1ioo nprU4uHAM
e sperienie HEIOCTAIONIUX KyPCoB




PexomenayeMuiii a/iropuT™M HAIHAYCHNS AXHLIOBANTHON CHCTEMHON Tepanuu B
3JABHCHMOCTH  OT  MOJCKYJIAPHO-OHOTONHYMECcKOro NOATHNA W CTeNeHH
PACHPOCTPAHCHHOCTH PAKA MOJOYHONH AKeaeIbl

! 1}!0.’!%’_\ ASPHO- ‘ Pexomenayemas [Mpumewanns

| OmosIornYecKuii | aIkoBanTHaS

‘ MoJaTHIT J CHCTECMHANR

|i : ICP&H[HH
.1;,7 TSR 1 - | . : inaiig it i)
| JIroMHHANTBLHBIT | I(}‘II.KUI | | Haznauenwme ANBIOBAHTHON b, 4 § (B |
| P | B OONBUIMHCTBE | AONONHEHWE K ajblosanThol ['T) |

! clyvacn ‘ JIO/DKHO OBITH paccMOTPEHO NPH HANHYHE

‘ ; OJIHOTO U3 CIIEAYIOUINX

1 | pakTopoB:

' | ¢ Oonbias  cTereHb  PacHpoCTpaHCHUS
| bonesnu:
|— 2 4 TMOpaKeHHBIX MeTacTasamu
| pErHOHAPHBIX JIUM(aTHYECKHUX

| Y3710B;

-

B kayectBe XT peKOMEHIYIOTCA DPeKUMBI

AC / EC (4 uuxna) umu DC

(mouerakcen + uuknodochamun) (4 uuxna) |

- JromuHanesbii | XT B|Ilpu Tla (£ 5 mM) u NO: TOmBKO
B GonpluMHCTBE | anbioBaHTHas ['T "
(HER2 orpuna- | cnydaes + [T | Jlnst ocTanbHbIX GONBHBIX (B JONONHEHAS K ‘1
TeIbHBIH) anpropadTHOM I'T): :

« npu T1b-c 1 NO: paccMOTpeTh HasHAYCHNE

XT npu G3, HU3KOM

ypoBHe P, BBICOKOM ypOBHE Ki67;

o iput T2 1 NO: B G0/IBIIHHCTBE CIIy4aeB AC

/ EC (4 uukna) win

DC (nmouerakcen + umknodochamun) (4

rumkna) win CMF (npu

MPOTMBOMOKA3aHMAX K HASHAICHHIO

AHTPALMKIHHOB H TAKCAHOB)

(6 wukiios) (1abi. 4);

o nipyt T3 wim N+: B GOIBIIMHCTBE CITyHach
XT anTpalKinHaMH

| pakcanamu (4 imkna AC / EC — 4 umkna

(12 exeHe-

it nakuTakcena) (Tadm. 4,

gom jonbkoBoM PMIK (s
DIILKOBOI'O




P papuanTa Tpebyerca MI'X Hu,ncaosdrmc ¢
E-cadherin) ¢ NO-1 (ripu :
nopaxkenun He OGosee 3 TOAMBIIETHBIX |
muMQpOY3IT0B) NPOBE- ‘
nenune apsropanTHoi XT ucucnecooﬁpdmo
B CBA3U C HU3KOMH 1
YYBCTBUTEILHOCTBIO JIAHHOTO |
Mopdosorudeckoro papuanta Kk XT '

Jiomunanselit | XT +  awtu-|[Ilpp Tla (£ 5 mMm) u NO: Tonsko |
B (HER2 | HER2- agbroBanTHas ['T; XT u antu-HER2-1e- :
ITOJIOXKH- tepanus + [T panusa He MoKazaHbl.

TeJIbHbIH) [Tpu T1b, ¢ (> 5 mm, Ho < 20 MMm) u NO:

BosmozkHa X'T 6e3 anTpaumkinu- ‘
HOB (maknaurakcen 12 e,xenenenbumx :
Beeaenut unm DC (nonerax- 1
cen + puxiaobochamun) (4 umkia) B
COYEeTaHUHM C TPacTy3ymadom

B TeueHue 12 mec. (¢ nocneaywoueit I’ T) -
(tabn. 5, 7).

IIpu T2-T3 (> 20 Mm) mmu N+: XT
aHTpaLUKIUHAMUA U TaKCaHaMU

(4 uuxima AC / EC — 4 nukia fouerakcena
/ 12 exeHeAeNbHBIX

BBEJICHUM  MaKjIdTakcena) +  aHTH-
HER2-tepanus (Tpacty3ymab) wim

DCH (nmouerakcen + xapbomnatun (6
ko) + antu-HER2-tepanus
(Tpacty3ymab - - nepty3ymad) (c
nocneaytoueit I'T) (tabn. 5, 7; puc. 2).
[locne 3aBepmenns XT npogosxaercs
anTu-HER2-tepanus

B coyetanuu ¢ I'T

HER?2 nonoxu- | XT + auru- | [Ipu Tla (<5 mm) u NO: cucreMuas Tepanus

TeJbHBIH (He HER2- He T0Ka3aHa.

JIFOMHMHAJIBHBIN) | Tepanus [Ipu Tlb, ¢ (> 5 MM, HO < 20 MMm) u NO:

Bo3MoxkHa XT naknurakcesaom

(12 exxeHenenbHBIX BBEJIEHUH ) WM 4 LMK/
DC (monerakcesn +

3 AHTPALIMKIMHOB) B

wim N+ XT




(4 mxna AC / EC — 4 nukia jouerakcesna
/ 12 exeHeaeNbHbBIX

BBEJeHMI  MakiauWTakcena) +  AHTH-
HER2-tepanus (Tpacty3ymad +

nepry3ymad) WU JIOLeTaKC el ¥
kapOoratiH (6 THUKIOB) + aHTH-
HER2-teparnus (TpacTy3ymad *
nepryszyman)

ITocne 3aepmienuss XT mpopomkaercs
anTu-HER2-tepanus

Tpoiino# XT ¢ | ITpu Tla (<5 Mm) 1 NO: cucTeMHuas Teparnus
HeraTUBHBIN BKJIFOYCHHECM HE MMoxKasaHa.
antpauukarHoB | [Tpu Tlb u NO BozmoxHo npoBeaenue 4

H TaKCaHOB

uuiio XT DC (mouerakcen +
nuksodochamun).

[Tpu T1c—T3 unu N+: XT anTpauukinaamn
U TakcaHaMmu (4 LukKia
AC / EC — 4 uukna goueraxcena / 12
eJKeHeebHBIX BBEICHUN

[aKJIUTaKcena)

B CBS3M C OTCYTCTBHEM YOeauTebHbIX
JIAaHHBIX 00 yBeJIHYEeHHH

BbIKMBAEMOCTH OOJIbHBIX TPONHBIM
HeraTuBHbIM, B T. 4. BRCA-
accouunpoBaasbiM PMIK npu go6asnenuu
[IPOU3BOAHBIX IJIATHHBI

K aHTpAlMKIMHAM M TaKcaHaM B PYTHHHOM
[IPAKTHKE BKJIIOYEHHE

3THX npenaparos (POU3BO/IHBIX [J1aTUHbI)
B PeKHMbI a/IbIOBAaHTHOM

XT ne pexomeryerca. C y4eToM JaHHBIX
psja ucclie10BaHnH 00

yBeJIMYEHUH 4acTOThI MOJIHBIX
naroMmophonoruyecKux perpeccui

soiiHOM HeraTuBHOM  (eHoTHIIe
| . 3BO/IHbLIX
gbi HeoarpiosanTHOl XT

'

:
\
1
x




ALIOBANTIAS FOPMOHOTEPANNS paKka MOJTOU RO Kesesnl [6]

Azwiopantias [T mokasana BeemM  GONBHBIM rOPMOI03aBACHMBIM PMK
HesaBMCHMO OT Bospacta, (YHKUHHM SAUYHUKOB, CTaIUH saGonepanus, HER2
craryca, HpoBeieHus Heo- / appropantioit XT wmmu  antn-HER2-Teparvi.
I OpMOHO3ABUCHMBIMA CHHTAIOTCS OTTYXOJH € orpeenseMoit skcnpeccuei PO B =

| % wierok wunasasmsroro PMIK. Beibop pexuma I'T 3aBucuT OT HYHKIHAM

AHYTTUKOB.

AHTHACTPOIrCHBI Tamokcuden 20 Mr / cyT. BHYTPb €KeIHEBHO

Miruburopbl Jlerpo3zon 2,5 Mr / cyT. BHYTPb €KeHEBHO
apomarasbl Anactpo3oi 1 Mr/ cyT. BHYTPb €KeIHEBHO
JKceMecTaH 25 Mr / cyT. BHYTPb €XKeJHEBHO

Amnanoru I'PT” ["ozepenun 3,6 Mru/ k 1 pa3 B 28 quei
Tpunropenut 3,75 Mr B/ M 1 pa3 B 28 muent
bBycepenud 3,75 Mr B /m 1 pa3 B 28 nHei
Jletinpopenus 3,75 Mr B/ M 1 pa3 B 28 nuelt

AHTHAICTPOTeHbl MOTYT HCIOJIb30BAThCA HE3ABUCUMO OT GyHKUMY AUYHUKOB,
oBapualbHas CYNpeccHs B [ONONHEHHE K AHTMICTPOreHaM PEKOMEH/IYeTCs
GONBHBIM C COXPAHHOM (YHKIMEH SMYHUKOB MU HATUHHIH GaKTOpOB BBICOKOIO
pHCcKa peLyuuBa; onpe/e/icHue MyTaLMi reHa CYP2D6 mnsa pelueHusi BOIpoca o
HA3HAYEHWM TaMOKCH(eHa B PYTUHHOHM TNPAKTHKE HE PEKOMEHJIYeTCs; CIeiAyet
H36GeraTh COBMECTHOrO Ha3HaueHMs TaMOKCH(era 1 unru6uropos CYP2D6.

JIbHBIX 1
VKOB; |
UTOPO

bl PEKOMEHJyeTcsi MCIoJb30BaTh TOIBKO y 60
[10Ka3aHbl GOJIBHBIM C COXPaHHOMU GyHKLUMEN ANUH

YHKIMel AWYHUKOB UIA HazHAYeHuss WHIMO
CYIPECCHS. JlonbKoBbIil  pak o

Uurubutopsl apomaras
rIocTMEHoMnay3e, pOTUBO
GOJBHBIX C COXPAaHHOH ¢
apomarasbl TpeOyercsi —OBapHalbHad
4yBCTBUTEJIEH K HHTHOWTOpaM apoMaTasbl.

1530BaTh TOJNBKO Y OOJIBHBIX C COXpaHH
ApUasbHON CYNpPecCct; Ha3sHAAI0!
MHrMOnUTOpaMK  apoMaTasbl; &




i : % nes3sl
PekoMeHIayEMBbIE PEKHUMBI aJBIOBAHTHOM TOPMOHOTEPATTHH PaKa MOJIOUHOM 7KC

B 3aBHCHMOCTH OT Q)YHKLIHH SUYHHKOB

[?cxcmvmf ropMOHOTEPAITHH \ ITpumeyanue

[Tpemenonaysa %

f Tamoxcuden 5 et
Tamokcuden 2—3 roaa — UHIHOHTOPEI Jlnsa OONBHBIX, JOCTHUILIUX CTOMKOH

apomarasbl 2—3 roga (CyMMapHO — 3 | MEHOTIay3hl K MOMEHTY
neT) OKOHYAHUS IMpUeMa TaMoKcHupena
Tamoxkcuden 10 ner I'Tpu nanuuuu no kpatineit mepe oHOIO

(bakTopa HeGmaronpusT-
HOTO TIPOrHO3a

TamoxkcueH 5 1eT — HHIHOUTOPBI Jlns OOJBHBIX, MOCTUTIIWX CTOWKOU
apomarassl 2 rojia MEHOIIay3bl K MOMEHTY

OKOHYaHMS NpueMa TaMoKcudeHa, npu
HAJIMYMHU 110 KpanHeHn

Mepe OJIHOTO daxTopa
HeOGIaronpuATHOrO NPOruo3a

OBapuanbHast cyrnpeccus + | Ilp1 HaTM4YUK 110 KpalHel Mepe OHOro
TaMOKCHU(DEH UIn (hakTopa HeOIaronpusT-

UHIMOUTOpPBI apoMaTasbl S Jet HOTO MPOrHo3a

Ilocmmenonayza

|
Tamokcuden 5 ner \
HUuruburopel apoMarassl 5 1eT \
Muruburoper apomarassl 2-3 roja, | [lpu UCIIOJIb30BaHUH PEKMMOB
Janee —taMokcHudeH 2-3 roja NEePeKIIOUEHUS TPEeANOYTUTE b=
HO Ha NepBOM JTare HUCIOoIb30BaTh
MHIHOUTOPBI apOMaTasbl

Tamokcuden 2-3 roga — UHrMOUTOPBI
apoMarassl 2-3 roxa (CyMMapHo — 5
ner)

Huruburops! apomarassl 7 et [lpu HanMuuK No KpaHel Mepe OIHOro
baxTopa HeOnaronpuaT-
HOT'O MPOrHo3a

Kcuden 10 ner [Tpu HanMuuM 1Mo KpaHen Mepe OIHOro
- - daxTopa HeOnaronpuaT-

) KpaiHei Mepe O/IHOr
pUAT-




Tepanus HHrHOGUTOpaMH ApOMATa3bl accouMupyeTcs ¢ MEHBIICH 4acToTOH
aKa HHIOMETpHs M ¢ Gonplieii TacTOTOH

TpoMGOIMOOTHIECKHX OC/IOKHEHUH U P
ocTeorropo3a (M cBA3aHHBIX ¢ HAM TIEPETo

CepAedHOCOCYIUCTOH CHCTEMBI 110 CPaBHEHHIO ¢ T
pero IOKOoJIeHUs (J1eTpo30Ji, aHacTpo30ll, sKCeMecTaH) pPaBHO

MOB KOCTeil) M OCIOKHEHUH cO CTOPOHBI
amokcubenom. VIHruGUTOpPLI

apomarasbl TpeT
3((PEeKTUBHBI H COMOCTABUMBI 110 NMpoHITIO TOKCHYHOCTH.

KpHTepHUsiMH MOCTMEHOMAY3bl SBJIAIOTCA:
« GunaTepalibHas OBapHIKTOMHMS
« Bo3pact = 60 jeT;

« po3pact < 60 net:
— B orcyrctBue XT, Tepanuu TaMOKCH(GEHOM WIIH TOpeMH(EHOM U OBapHAIbHOM
CYNpPECCHHU: aMEHOpesl B TCUCHHUE = 12 Mec. B COYETAaHUH C MOCTMEHOIay3allbHbIMH

yposuamu OCI u scTpannona;
— B Mpolecce Tepanuu TaMOKCH(peHOM HITH TopeMH(EHOM: MOCTMEHOMNAY3abHbIe

yposau PCI" u acTpaauona.
AMeHopesi, pa3BHBLIAsCS B [POLIECCE UIIH 10 OKOHYaHHH XT (nHeo- / axbIOBAHTHOM),
He SIBJISEeTCS JOCTATOYHBLIM IIPU3HAKOM MOCTMEHOMay3bl, U Ul OLIEHKH bynakunn

SHYHUKOB Heobxoaumo onpeaenenue @CI u acTpaguona.

JInst JOCTIKEHHUS O apUalIbHOM CYNPECCHH MOTYT OBITH UCIIONIB30BAHbI CIIEAYIOLINE

METO/IbI:
« rekapcTBeHHbIH (aanorn ['PI):

— BBI3BIBAET 0OpATUMOE MOJaBIeHHe PYHKIMH AUUHHKOB;

— He Beerja ObecredrBaeT MOJHOE MOJaBJICH!Ee QYHKIINN SHIHUKOB, 0COOEHHO Y

JUIsl TIOATBEPIKJEHHs  TOIHOM oBapuaIbHOM

JKEHIMH MOJIOJION0  BO3pACTa;
¢ 3CTPaaAMoia B ChIBOPOTKS KPOBH 1 paz B3

Cynpeccuu HeoOXOAMMO ONPE/IC/ICHH
mec.; onpeaenesne ®CI B nepuosl JieUeHUs aHAIOramu I'PI" HenHdopMaATUBHO]
ayrHATh yepe3 6—8 HeJl. nocie nepporo

nipHeM HHrHOMTOPOB apoMarasbl Cle/1yeT H
seeienns ananoros [ PI;

— ananoru ['PI" peKkoMeH 1yeTCsl BBOMTh EKEMECATHO;
« xupypruveckuii (OunarepanbHas OBapMIKTOMMA), BbI3bIBACT HeoOpaTuMoe

nofas/ieHne QYHKIHH SHYHHKOB,

GyHKUMM ~ AHYHUKOB.

IPOJLYKTHBHYIO (DYHKIMIO,
Ha3HA4YeHHe aHAIOrOB




ERKALN T EE HHM mejpn [ & ] : v« meilvHo20 AKA
l . [. . - ] » ¢ >

MOAOUHOU NCeaesbl
ronokaTesHBIM PMOK 10IDKHEI NTOTy1daTh ant-HER2-tepanuio

bonsusle HER2-

s cogeranu ¢ XT wiu ['T (npn mOMHHATBHBIX ONMyXOJAX) HITH B CAMOCTOATENLHOM
grue. TIpH nepBOM 3MTH30/e MPOrpeccHpoBatinsg Ha dbone TEpanuu TpacTysymabom
BOIMOXKHO TPOJO/DKEHHE JIEYEHHS 3THM e MNpermaparoM co CMEHOM XUMHO- /

ropMot jorepane BTHYECKOIr0 KOMITOHCHTA.

Taprernas Tepanus
CoBpeMeHHass TapreTHas JjekapcTseHHas repanusi PMDK Biitouaer npemaparsi

_—;eﬁc-n;_wouwc na peuentop HER2 (MOHOKIOHAJbHBIE AHTHTENA TpacTyzymad
repuenTHH), nepry3yMad, nepopanbHbie WHIHOUTOPBI THPO3UHKUHAZGI ANATUHUG

u HeparHHHO, a Take uHruburopsl mTOR, aHTHaHTHOreHHBIE mpenapatel u
uHruGHTOpEI noanaaeHosunaupochaTpudo3el (PARP). IpoGaemasiMu BOTIPOCAMHM
OCTAIOTCS ONpeJeIeHUe JIMTEIbHOCTH [PUMEHEHHs TpacTy3yMaba M MexXaHu3M
pasBHTHA YCTOMYMBOCTH K 3TOMY mpernapaty. Tepamusi mpenapaToM repuentux
MPOBOJAMTCA TONBKO MAalMEeHTKaM ¢ yposHeM runepakcnpeccun HER2/neu3+ wmu ¢
noATBepXKAeHHOH ammunpukanued reHa HER2/neu. Pesynbratel neyenus
repuenTHHOM B COYCTaHHM C COBPEMEHHBIMH PEXHMAMH XHUMHOTEpANUU WU
rOPMOHOTEPaINHH YKa3biBalOT HA TO, YTO IPUMEHEHHE FepIeNTHHA B AbIOBAHTHOM
pexxume y OoneHbIX onepabenbHbiM PMOK MoBbImIaeT BBIKMBAEMOCTh, CHHIKAET
PHCK pa3sBHTHS peLHJHBa, BO3HMKHOBEHHs OTHAJIEHHBIX METACcTa30B U XOpOIIO
[IEPeHOCHUTCS, YTO MO3BOJIAET IIIUPOKO HCIIOIb30BATh €ro B KIMHUYECKOM MpaKTHKeE.
IIpu >toM onpepenenHas rpynna HER2-monoxuTenbHbIX OGONBHBIX MOXKET
H30exaTh HasHa4YeHHUsl LUTOTOKCHYECKOH Tepanmuu. Bce KpyrHble KIMHHYECKHE
MCCIIE/IOBaHMs  [MOJATBEPK/IAKOT, YTO CTaHAApPTOM A bIOBAHTHOM  Tepanuu
tpactysymabom HER2-nonoxurenshoro PMXK panHux craguit  ocraercs
ojHoneTHee ero npumenenue. OjHako pesucrenTHocTh K anTU-HER2-npenaparam
npeAcTaBiasieT co00M BaKHYH KJIMHMYECKYIO MpodlieMy, BCTpEYasCh Kak Ipu

TaK M [PH PacHpOCTPaHEHHBIX CTagusiX 3aboieBaHus, MOITOMY
Y d4actu MNauMeHTOK pa3BUBaETCH

PAHHHX,
HeoOXOAMMBI HOBbIE Je4eOHbIe IOJXO/bI.
PE3HCTEHTHOCTh K TpacTy3ymaly, a 4acTh OO0JbHBIX UCXO/HO HEUYBCTBUTEIbHBI K

naHHoMy npenapaty. Cerojus Bo3moxHocTH Tepanuu HERZ-nosioxurensbHOro
PMXX 3HauuTeNbHO paclIMpHIMCh 33 cyeT NosBieHus HoBbiX aHTH-HER2-
npenapara — neprysyma6a. Ha done npumenenus komOunauuu «repryzymad +

TpacTy3ymab + nounerakcen» B ucciaenosaiun CLEOPATRA Gwuid JIOCTHTHYTHI
- as. Onpenenennas yact HER2-

3 HKCIOIB30BAHUM TOJILKO
anui. B HekoTOpbIX

[IPUMEHEHUs  MAIOi

ITOJIOKHTE/IbHE
TapreTHhIX
HCCJIC/I0OBAHH!



— JanaTuHuda — B padimgnpx

mosexkynsl  uHrubutopa HER2 wu EGFR
xoMm6uHauax. [osiBieHHe HOBBIX KIMHAYECKUX AAHHBIX IO yKe UCTIONb3yeMbIM B

pYTHHHON TIpaKTHKE TapreTHbIM TIpernapataM #  HX KOMOWHAUMAM, HOBEIX
JIEKapCTBEHHBIX CPEJICTB U3 apceHana e pCOHATN3NPOBAHHON MEeTUIIMHBL TIPUBOAWT

K H3MEHEHHIO TeparneBTHYecKHX moaxoaos. (2,7, 12}

3ak/noyeHHe
Takum 06pa3zoM, BeIpakenHas rereporeHnoctTs PMIK 1 BeIIC/ICHHE NIOATHTIOR 3TOTO

3a6oTeBaHKs, OCHOBAHHOE Ha  KIMHHUKO-MOP(OIOrUuecKnX, MOICKYIsIpHO-
reHeTHYeCKHX, 3MAICMHOIOIHYCCKUX H APYyrux moaxondx, a TaK¥XKe 3aMeTHBIS
paSJIIdHHH B (i)aKToan pPHACKa HE MNO3BOJISIFOT TOBOPHUTH O TOM, 4YTO H,aHHBIH BOIIPOC
OKOHYATEJIbHO  pa3peLieH. 3a  mpenurecTBylolMe  TOABI  HaOmonaercs
cyliecTBeHHbIH nporpece MHOrux acnektos jedenus PMIK. Haxannusaetcs see
Gosble AAHHBIX O LEJecOOOPa3HOCTH TOMHOH MOAMBIIIEYHOH TUMDOIUCCEKINHY,
ONITHMATBHOM IPOXOKHTETLHOCTH Tepallii TPAcTy3yMaboM, rOPMOHOTEPAnuH.
CoBpeMeHHBI ypOBeHb 3HAHMH O MOJEKYLIPHBIX MEXaHM3MaX BOSHUKHOBEHUS 1
pasputss PMDK, ero 9yBCTBATENBHOCTM MM DPE3UCTCHTHOCTH K pasiuiHBIM
IpenapaTaM W BO3JEHCTBHAM M03BOJIAET OCYIIECTBUTDH NEPEXOA OT yCpeJHEHHBIX

CTaHAapTHBIX CXEM Tepanvuu K Ha3zHAYEHUIO JIEUEeHHUA B COOTBETCTBHU C
0COOEHHOCTAMH OOoIBHON n OMOIOrHYSCKUMHU

UHIMBH/1yaJIbHBIMH
XapaKTepUCTUKAMH OIyXOJIH.
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