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PE3IOME

AkTyanbHicTb. Pak rpygHoi 3ano3n (PI3) € ogHuM i3 Hanbinbll pPO3MOBCIOMAXEHUX
3MOSIKICHUX 3axXBOPHOBaHb Y XIHOK Yy CBiTi. OCTaHHIMM pokamu Woro 4yactka cknagae
6nm3bko 20% BiA yciel nyxnmuHHOI natonorii y >xiHok. LopiyHuiA cTaHaapTU3oBaHWi
NnoKasHWK MpUPOCTY 3axBoptoBaHOCTI B YkpaiHi cknaB 1,8% 3a octaHHi 10 pokiB.
KymynatmBHuin puamk po3sutky PI'3 ctaHoBuTb 5,4% npw TpUBanocTi XUTTS 74 poku.
NikyBaHHst xBopux Ha PI'3 mae nnaHyBaTucst 3a y4vacTio KiflbKOX ¢haxiBLiB, BKIOYa4M
OHKOXipypra, pafionora Ta XiMioTepanesTa, @ TakoX 3a MOXIMUBOCTI natomopdoriora,
WO [03BONMUTb HaWKpalMM YUHOM MOEAHATW FoKanbHi Ta CUCTEMHi MeToau
Tepanii NyxnuHu.

MeTta poboTu — cuctematvadyBaTu, y3aranbHWTW, NPeACTaBUTU B HaO4YHIN copMi AaHi
HayKOBUX [AOCHIMKEeHb CTOCOBHO Cy4acCHWX MiAXoAiB LWOAO [AiarHOCTUYHUX 3axoAis,
pyxXy XBOpuX Ta MOCMIAOBHOCTI niKyBanbHUX MiAXOA4IB MNpU  MiCLIeBO-NOLMPEHOMY
Ta metactatnyHomy PI'3 3 nosuii yKpaiHCbKOi CCTEMU OXOPOHM 300POB’S.

Martepianu Ta metoau. CTaTTa OXONMHOE Cy4YacHi MOBHOTEKCTOBI Mybnikauii Ta npoTo-
KOnn oOCTeXeHHs | nikyBaHHA xBopux Ha PI3, ski 6ynu oTpumaHi 3 MiXHapOgHWX
Ta BiTYM3HAHUX Oxepen Ta 6a3 daHux (e-katanor HauioHanbHoi 6ibniotekn Ykpainu
im. B.l. BepHaacbkoro, Web of Science, Core Collection, PubMed).

PesynbraTu. MicueBo-nowwmpeHuii nepBMHHO-HeonepabenbHuiA iHBa3MBHWUI pak rpyaHOI
3anosu, i 3okpema iHginbLTpaTMBHO-HabpsikoBa hopma, € nNepBMHHO-HeonepabernbHMU
i BUMaraloTb NpU3HaYeHHs MeAMKaMEHTO3HOI Tepanii Ha neplioMy eTani niKyBaHHS.
MepeponepauinHoi  MeAMKamMeHTO3HOI Tepanii Takox noTpebyloTb  TpudiHeraTuBHi
Ta HER2-3anexHi nyxnuHu. llokanbHe nikyBaHHS (XipypriyHe, NpoMeHeBe) Ha MepLUoOMy
eTani He nokasaHo. OCHOBHOK METOK MeaMKaMEHTO3HOI Tepanii npyv NepBUHHO-
HeonepabenbHux opmax PI3 € 3MeHLEeHHs] po3MipiB MyXNUHU 3 METOK AOCArHEHHS
onepabenbHOro cTaHy.

MepegonepaudiiHa MeankameHTO3Ha Tepanis npu nepBMHHO-HeonepabenbHUx dopmax
PI'3 npoBoanTbCA 3a TMMU X NpaBuniamu, WO i Npu NePBUHHO-oNepabenbHNUX.

Tepania i3onboBaHMX MICLEBMX peunamBiB Mae 3a METY MOBHE OAYyXaHHs i MOBMHHA
NPOBOAUTUCS aHarnoriyHO MiKyBaHHIO MEPBUHHOI MyXMUHU 3 MNiOKMIOYEHHAM HeobXigHMX
METOAIB AiarHOCTUKM i NiKkyBaHHSA (CXeMu HaBefeHi B MepLIOMY MOBIAOMIEHHI).

NikyBaHHst po3noBctogkeHoro, aucemiHoBaHoro PI3 € naniaTuBHum i HanpaeBneHo
Ha MNoninweHHs SKOCTi XUTTA Ta 30inblueHHs oro TpusanocTi. OCHOBHUM METOAOM
nikyBaHHS MeTacTaTU4yHOi XBOpPOOW € MeaMKamMeHTO3Ha Tepanid. €auHoro craHgapTy
nikyBaHHs MeTactatnyHoro PI3 He icHye. BubGip BapiaHTy MeoukameHTO3HOi Tepanii
30INCHIOETBCS 3 ypaxyBaHHAM GionoriyHux MapkepiB Ta  KMiHiKO-aHaMHECTUYHUX
ocobnmnBocTen XBOPOro.

3a yMoBM 3acTocyBaHHS iHAMBiAyanbHWUX NiAXOAIB [0 nNiKyBaHHA XxBopux Ha PI3,
LiNKOM MOXNMBUM € 3BiNnblueHHA sK 6e3peunamnBHOI, Tak i 3aranbHOI BUXMBAHOCTI,
3MEHLLEHHS KiNbKOCTi YCKINagHeHb Ta TOKCUYHMX MPOSIBIB, MiABULLEHHS KOMMIAEHTHOCTI

BesnepepBHa MegmMyHa ocsiTa
Ta OpraHi3aisi OXOPOHMW 340POB’A

75 Continuing medical education
and health care organization



YKpaiHCbKWI pafionoriYHvi Ta oHkonorivyHmm xxypHan. 2022. T. 30. Ne 4. C. 75-88 ISSN 2708-7166 (Print)
Ukrainian journal of radiology and oncology. 2022;30(4):75-88 ISSN 2708-7174 (Online)

AAS LUTYBAHHS:

NauieHToK Ta MoninweHHst SKocTi ix xutTa. Cuctematmsauis Ta iHaMBigyanisauis cxem
nikyBaHHS 3anexHo BiA cTagii myxnuHHOro npouecy Ta 6GionoriyHnx BRacTUBOCTEN
NyXNVHW Hadae MOXNMBICTb mikaprlo-NpakTUKy YiTKO ChnaHyBaTu Ta CNpOrHo3yBaTu
BVAW Ta NOCMIAOBHICTb NPOTUMYXIMHHOT Teparnii.

BucHoBku. MNornnbneHHs Hawwux 3HaHb Wofdo natoreHedy PI3 6yge cnpuatn Ginblu
3BaXEHOMY BMPOBAa[KEHHIO iHAMBIAyanbHMX NigXodiB A0 MNiKyBaHHA XBOPWUX Ha LI
natonorito. MocTinHWA nowyk ob6oB’A3KOBO MpuBede A0 MOSIBA HOBMX TPpyn MikapCbKux
3acobiB, SKi MOXMMBO 3MiHATb iCHYIOYI Ha CbOrofdHi CTaHAapTy NiKyBaHHSA. 3acTocyBaHHs
HOBMX NaTOrEHETUYHO BUMpPaBOAHMX METOAIB 6ionoriyHOl, FroOpMOHarnbHOI, TapreTHoi
Tepanii B Cy4yacHuWX cTaHgapTtax nikyBaHHS A03BOMNWTb MiABULLMTK Sk Ge3peumanBHYy,
TakK i 3aranbHy BMXKUBaHICTb XBOPUX.

Myxuuyk O.B., MoHomapboB |.M. [MpakTuuyHi pekomeHAauii LWoAo nikyBaHHS XBOPUX Ha pak rpyaHoi 3anosu
(noBigomneHHs  2). YkpaiHcbkuli  padionoeiyHull ma oHKomoziyHul XypHan. 2022. T. 30. Ne 4. C. 75-88.
DOl https://doi.org/10.46879/ukroj.4.2022.75-88

Key words:
breast cancer, treatment.

For correspondence:

Muzhychuk Oleksiy Volodymyrovych
Kharkiv National Medical University of the
Ministry of Health of Ukraine, Department
of Oncology;

4, Nauky Ave., Kharkiv, Ukraine, 61022;
e-mail: alexmuzhychuk@gmail.com

© Muzhychuk O.V., Ponomaryov .M., 2022

ABSTRACT

Background. Breast cancer is one of the most widespread malignant diseases among
women in the world. For the last few years, its rate has constituted about 20% of all tumor
diseases in women. The annual standardized morbidity growth rate in Ukraine was 1,8%
in the last decade. The cumulative risk of breast cancer development is 5,4% given
that the life duration is 74 years.

Treatment of patients with breast cancer. The treatment must be planned by several
medical specialists including a surgical oncologist, a radiation therapist, a chemotherapist,
and, if possible, a pathologist. This will allow local and systematic tumor therapy methods
to be combined in the best way possible.

Purpose — to systematize, generalize, and present the research data on modern
approaches to diagnostic measures, movement of patients, and sequence of treatment
approaches for locally advanced and metastatic breast cancer from the perspective
of the Ukrainian healthcare system.

Materials and methods. The article covers modern full-text publications, screening,
and treatment protocols of patients with breast cancer, which were obtained from
international and domestic sources and databases (e-catalog of Vernadsky National
Library of Ukraine, Web of Science, Core Collection, Pubmed).

Results. MicueBo-nolumpeHuin nepBnHHO-HeonepabenbHUIM iHBa3UBHWI pak rpyaHOI 3ano3u
PIr3, B Tomy uncni iHinsTpaTtnBHO-HabpsikoBa opma € NepBUHHO HeonepabenbHUMK i
BMMaralTb NpU3HaYeHHs MeguKaMeHTO3HOI Tepanii Ha NepLIomMy eTani MikyBaHHS.
Locally advanced primarily inoperable invasive breast cancer, including infiltrative-
edematous form, is primarily inoperable and requires the prescription of drug therapy
at the first stage of the treatment. Triple-negative and HER-2-dependent tumors also
require presurgical drug therapy. Local treatment (surgery, radiation therapy) at the
first stage is not indicated. The main goal of drug therapy in primarily inoperable
forms of breast cancer is the reduction in the size of the tumor in order to achieve
an operable condition.

Presurgical drug therapy in primarily inoperable forms of breast cancer is carried out
under the same rules as in primarily operable ones.

Therapy of isolated local recurrences is aimed at full recovery and must be performed
similarly to the treatment of primary tumor and involve necessary diagnostic and
treatment methods (the diagrams are given in article 1).

The treatment of advanced, disseminated breast cancer is palliative and intended to
improve the quality of life and increase its duration. The main treatment method for
metastatic disease is drug therapy. There is no single treatment standard for metastatic
breast cancer. Selection of the drug therapy option is performed taking into account
biological markers and clinical-anamnestic features of the patient.

On the condition that individual approaches to the treatment of patients with breast
cancer are used, the following improvements are quite possible: an increase in both
recurrence-free and overall survival, a decrease in the number of complications and
toxic manifestations, better compliance of the patients and improvement of their life
quality. Systematization and individualization of treatment regimens, depending on the
stage of the tumor process and biological features of the tumor, allow the practicing
physician to plan and predict the types and the sequence of antitumor therapy.
Conclusions. The deepening of our knowledge of breast cancer pathogenesis will
contribute to the deeper implementation of individual approaches to the treatment of
patients with this pathology. Continuous search will certainly lead to the appearance
of new groups of drugs which may change the existing standards of treatment. The use of
new pathogenetically relevant methods of biological, hormonal, and target therapy
in the modern standards of treatment will allow both recurrence-free and overall survival
of the patients to be increased.

BesnepepBHa MegmMyHa ocsiTa
Ta OpraHi3aLisi OXOPOHU 300POB’st

76 Continuing medical education
and health care organization



YKpaiHCbKWI pafionoriYHvi Ta oHkonorivyHmm xxypHan. 2022. T. 30. Ne 4. C. 75-88

Ukrainian journal of radiology and oncology. 2022;30(4):75-88

ISSN 2708-7166 (Print)
ISSN 2708-7174 (Online)

For citation:

Muzhychuk OV, Ponomaryov IM. Practical Recommendations for the Treatment of Patients with Breast Cancer (article 2).
Ukrainian journal of radiology and oncology. 2022;30(4):75—-88. DOI: https://doi.org/10.46879/ukroj.4.2022.75-88

38’30k pO60TH 3 HOYKOBMMMU NPOrPAMAMM,
NAGHAMU | TEeMamu

Ctatta € (parMeHTOM HaykoBO-AOCNiAHOT poboTn
[epxaBHOi ycTaHOBU «IHCTUTYT MeaudHoi papgionorii Ta
oHkonorii im. C.MN. purop’ea HauioHanbHoOI akagemii
MeanyHux Hayk YkpaiHu» «Po3pobutn nporpamy Komn-
NEKCHOro nikyBaHHS XBOPUX Ha BTOPWUHHO-HaBPAKOBWN
pak rpyaHoi 3ano3n 3 ypaxyBaHHAM poni  3ananbHoro
i HabpsKOBOro KOMMOHEHTIB arpecuBHOCTI MYXIMHHOIO
npouecy», Homep AepxaBHoi peectpauii: 0118U003210,
wucpp Temmn: HAMH 04.18, npwknagHa, TepMiH BMKO-
HaHHa: 01.2018-12.2020 pp., KepiBHUK — [OUPEKTOP
[epxaBHoi ycTaHoOBM «lHCTUTYT MeamyHoi papionorii
Ta oHkonorii im. C.M. Mpurop’ea HauioHanbHoi akagemii
MEeAMYHUX HayK YKpaiHu», [OKTOp MeauyHUX Hayk,
npodgecop M.B. KpacHocenbCbkui.

BCTYN

AKTyanbHICTb MWTaAHHA Cy4acHOro niKyBaHHA paky
rpygoHoi 3anosm (PI3) Baxko nepeouiHutu. Pak rpygHoi
3ano3n € ogHMM 3 Hamnbinbl PO3MOBCHIKEHUX 3IOSKIC-
HMX 3aXBOPKOBaHb Yy XIHOK 9K B YKpaiHi, TaKk i y BCbOMY
cBiTi [1-3]. OcTaHHiIMK pokamu KOro YacTka B HaLlin KpaiHi
ckrnagae 6num3bko 20% Big yciei NyxnuMHHOI natonorii
Y XIHOK. Y CTPYKTYpi CMEPTHOCTI >iHO4Yoro HaceneHHs PIr3
TAKOX 3HaAXoQUTbCA Ha MNepLioMy Micui, CKragaw4u
6nmsbko 17% [4]. KinbkicTb Bneplle BMSBNEHUX BUNag-
KiB MiCLIeBO-MOLUMPEHOrO Ta MeTactatuyHoro PI3, 3a saknx
TPUBanICTb XWUTTA XBOPUX 3 MOMEHTY BCTAHOBMEHHS Ajar-
HO3y € fiy)Xe KOPOTKO, NMPMHANMHI B YKpaiHi, 3anuiiaeTbcs
3HayHoto [1]. Po3pobka Ta BRNPOBAMKEHHS Cy4acHMX
MEeTOAIB AiarHOCTUKM i3 3aCTOCYBaHHSAM iMYHOTICTOXiMIY-
HOro (heHOTUMYBAHHA NyXNIMHW CTUMYMOBaNo pPO3BUTOK
MynbTUAUCUMNNIHAPHOIO Miaxogy 3 hopMyBaHHAM iHOWBI-
OyanisoBaHOro KOMMJIEKCHOMO MiKyBaHHsS. 3Ha4yHUM po3-
BMTOK OHKOMaMOITorii NpOTArom octaHHix 20 pokiB Npu3Bis
[0 MOSIBU HOBMX HAYKOBMICHMX MiOXOAIB LOAO CyyacHOi
po3pobkn iHAMBIAyanbHMX NpoOrpaM mMiKyBaHHS, 3acToCy-
BaHHA SKMX 3HAYHO MOKPALMMO pesynbTath NiKyBaHHA
xBopux Ha PI'3 [5, 6].

Y nonepegHbOMY MOBIAOMIEHHI yBara Oyna HagaHa
[iarHOCTUYHOMY  anroputMy Ta pyxy XBopux Yy pasi
nepBuHHO-onepabenbHux BapiaHTiB PI3 [7]. Takoro x
[OKMNaAHOro BUCBITNIEHHSA OiarHOCTUYHMX Ta iHAMBIOyanb-

HUX ocobrnvMBoCTEN niKyBaHHA mnoTpebye i MicueBo-
noLuMpeHun Ta metactatnyHmnm Pr3.
Meta pobotu — cuctematm3dyBaTtu, y3aranbHUTH,

npeacTaBuMT B HAOYHI DOPMi AaHi HAYKOBUX AOCHIMKEHb
CTOCOBHO Cy4acCHMX MigxogiB LOAO AiarHOCTUYHMX 3axo-
[iB, PyXy XBOpMX Ta MOCMILOBHOCTI MiKyBanbHMX MNigxogis
npu MicueBo-NMowMpeHoMy Ta MertactatnyHomy PI3
3 No3uUii YKpaiHCbKOi CMCTEMU OXOPOHM 340POB’SA.

MATEPIAAU TA METOAU AOCAIAXEHHA

CrtaTTa OXOMMeE CyyacHi NOBHOTEKCTOBI nybnikauii
Ta NPOTOKONMM OBCTEXEHHA | NikyBaHHA XxBOpux Ha PI3,

Relationship with academic programs,
plans and themes

The study has been carried out within the scope of
the planned research project of the State Organization
«Grigoriev Institute for Medical Radiology and Oncology
of the National Academy of Medical Sciences of Ukraine»
which is «To develop a complex treatment program for
patients with secondary edematous breast cancer with
research of the mechanisms of pathogenesis of inflam-
matory and edematous components of aggressiveness of
tumor process», state registration number: 0118U003210,
research project code: NAMS 04.18, applied, period for
performance: 01.2018-12.2020, head — director of the
State Organization «Grigoriev Institute for Medical Radio-
logy and Oncology of the National Academy of Medical
Sciences of Ukraine», Doctor of Medical Science,
Professor M.V. Krasnoselskyi.

INTRODUCTION

The importance of the matter of modern breast cancer
treatment is difficult to overestimate. Breast cancer is one
of the most widespread malignant diseases among women
both in Ukraine and in the world [1-3]. For the last few years,
its rate has constituted about 20% of all tumor diseases
in women in our country. Breast cancer also ranks first
in the structure of mortality of the female population,
constituting about 17% [4]. The number of primarily detec-
ted cases of locally advanced and metastatic breast cancer,
in which the life duration of the patients from the moment
of establishment of the diagnosis is too short, remains
significant, at least in Ukraine [1]. Development and imple-
mentation of modern diagnostic methods with the use of
immunohistochemical phenotyping of the tumor stimulated
the development of a multidisciplinary approach with the
establishment of individualized complex treatment. In the
last 20 years, there has been great progress in breast
oncology which has led to the appearance of new science-
based approaches to the modern development of indi-
vidual treatment regimens, the use of which has signi-
ficantly improved the results of the treatment of patients
with breast cancer [5, 6].

In the previous article, the focus was on diagnostic
algorithm and movement of the patients with primarily
inoperable breast cancer [7]. Locally advanced and meta-
static breast cancer require the same detailed coverage
of diagnostic and individual peculiarities of treatment.

Purpose of the work — to systematize, generalize, and
present the research data on modern approaches to
diagnostic measures, movement of patients, and sequence
of treatment approaches for locally advanced and
metastatic breast cancer from the perspective of the
Ukrainian healthcare system.

MATERIALS AND METHODS

The article covers modern full-text publications,
screening, and treatment protocols of patients with breast

BesnepepBHa MegmMyHa ocsiTa
Ta OpraHi3aLisi OXOPOHU 300POB’st

77

Continuing medical education
and health care organization



YKpaiHCbKWI pafionoriYHvi Ta oHkonorivyHmm xxypHan. 2022. T. 30. Ne 4. C. 75-88

Ukrainian journal of radiology and oncology. 2022;30(4):75-88

ISSN 2708-7166 (Print)
ISSN 2708-7174 (Online)

aKi Oynu  oTpumaHi 3 MDKHAPOOHUX Ta BIiTYU3HAHMX
Dkepen Ta 6a3 gaHux (e-karanor HauioHanbHoi 6ibnioTekn
YkpaiHn im. B.l. BepHagcbkoro, Web of Science, Core
Collection, PubMed).

PE3YABTATU TA IX OBTOBOPEHHS

MicL.eBo-noLunpeHnn
nepBUHHO-Heonepa6eAbHUI IHBA3UBHUI
PaK rpyAHOi 3aA03K1

e po BM3HAYeHHS peLenTOpHOro CTaTycy MyXIuHW,
NnepBUMHHO-HEoNnepabenbHUM € pak T[pyaHoi  3anosu
ctagin llIA (TON2MO, T1N2MO, T2N2MO, T3N2MO0),
1B (T4ANOMO, T4N1MO, T4N2MO) ta HlIC (T1-4N3MO),
y TOMYy u4ucni iHginsTpatuBHo-HabpsikoBa copma, Lo
BMMarae npusHadeHHs MegukaMeHTO3HOI Tepanii Ha nep-
Womy eTani nikyBaHHs. JlokanebHe nikyBaHHs (XipypriyHe,
npomeHeBe) Ha nepLuomy ertani He nokaszaHo. OCHOBHO
METO MeAMKaMEHTO3HOI Tepanii npu nepBUHHO-Heone-
pabenbHux copmax PI'3 € 3MeHLIEHHsI pO3MipiB MyXMWHM
3 METOI JOCSArHeHHsi onepabenbHoro ctaHy. OkpeMo cnig
jogartu, Wwo npu TpudiHeratueHoMmy Ta HER2-3anexHomy
BapiaHTax MyxnvHW, nepegonepawliiHa MegukaMeHTo3Ha
Tepanisi € 000B’A3KOBOID He3anexHo Bif cTagii.

lMepBUHHE OOCTEXEHHS XBOPWUX NMPOBOAUTLCHA B CTaH-
hapTHomy 006cA3i, BKMYawyM O04aTKoBi  AiarHOCTUYHI
npouenypw, L0 OO3BOMSE BUKMIOYUTU HAsBHICTb Bigaane-
HUX MeTacTasiB, MMOBIPHICTb SAKUX Yy [aHoi KaTeropii
XBOpPMX 3HAYHO BMLLE, HiX Y XBOpPUX 3 MEpBUHHO-OMEpa-
6enbHUM npouecom. NepenonepadinHa MegukaMeHTo3Ha
Tepanis npu nepBUHHO-HeonepabenbHNx dopmax PIr3
NpPoOBOAUTLCS 32 TUMU X MpaBuriamu, WO i Npy NepBUHHO-
onepabenbHux. TakTvka MiKyBaHHsI MiCLEBO-MOLLUMPEHOrO
nepBuHHO-HeonepabensHoro PI'3 npeacrasneHa Ha puc. 1.

CnocTepexXeHHs NiCAd NEePBUHHOIO AiKyBAHHS

CrocTepexeHHs Micns 3aBepLUEHHS! NiKyBaHHA nepea-
bayae ormag i 3'AcyBaHHSA cKapr KOXHi 6 Mic. mpoTsrom
nepwmnx 3 pokiB, KOXHi 12 MiC. NPOTArOM HACTYMHUX POKIB,
BKITHOYaloYuM 3aranbHui Ta 6ioxiMivyHMIA aHanian KpoBi.

LLlopiyHO pekoMeHOyeTbCA  BUKOHyBaTM  ABOGIYHY
(B pasi opraHo3bepiranbHUx onepadii) abo koHTpanaTte-
paneHy Mamorpadito, peHTreHorpadgito opraHis rpygHoi
KniTkn, Y3[] opraHiB YepeBHOI NOPOXHUHW.

Cnig 3BepTtat ocobnuBy yBary Ha BigaaneHi HebaxaHi
ecbekTn, 30kpemMa OcCTeonopo3, OCODOMMBO Yy XKIHOK, SiKi
TpUBanuin 4Yac OTPUMYIOTb iHriGITOpK apomarasu, a Takox
[OCAMW paHHbOi MeHoMay3u B pe3ynbraTi MpoTUMyXIvH-
Hoi Tepanii. Llin kateropii nawuieHTOK MOKa3aHo LWopivyHe
BMKOHaHHSA [OEHCUTOMETPIl Ta npodinakTuyHe npuaHa-
YeHHs npenapartiB kanbuito i BiTamiHy D. XiHkn, €ki
OTPUMYIOTb TaMOKCUPEH, MOBWHHI OrnsigaTucsa riHEeKOMo-
rom 1 pa3 Ha 6 mic. 3 Y3[] opraHiB manoro Tasa i BUMipto-
BaHHSAM TOBLUMHW €HOOMETPIS.

PeuMAMBHUI T METACTATUYHUMA
PaK rpyAHOi 3aA03M

O6cmexkeHHs1

3a HasIBHOCTI KNiHiYHMX Migo3p HeobxigHo nigTBepa-
XKEHHs1 fdiarHo3y 3a [JOomnomMorok pagionoriyHux Ta/abo
CUMHTUrpadiyHMX MeToAiB 3 BMKOHAHHSAM 3arafibHOro
i GioximiyHOro aHanisiB KpoBi.

cancer, which were obtained from international and
domestic sources and databases (e-catalog of Vernadsky
National Library of Ukraine, Web of Science, Core
Collection, Pubmed).

RESULTS AND DISCUSSION

Locally advanced primarily inoperable
invasive breast cancer

Even before the determination of the receptor status
of the tumor, 1A (TON2MO, T1N2MO, T2N2MO, T3N2MO),
B (T4ANOMO, T4N1MO, T4N2MO) and IlIC (T1-4N3MO)
stages of breast cancer, including infiltrative-edematous
form, are primarily inoperable and require the prescription
of drug therapy at the first stage of the treatment. Local
treatment (surgery, radiation therapy) at the first stage
is not indicated. The main goal of drug therapy in primarily
inoperable forms of breast cancer is the reduction in
the size of the tumor in order to achieve an operable
condition. It should also be noted that presurgical drug
therapy is necessary regardless of the stage in triple-
negative and HER-2-dependent types of tumors.

Primary standard examination of the patients is
performed with additional diagnostic procedures, and it
allows the presence of distant metastases to be ruled out,
the possibility of which is significantly higher in this category
of patients than in patients with the primarily operable
process. Presurgical drug therapy in primarily inoperable
forms of breast cancer is carried out under the same
rules as in primarily operable ones. The treatment strategy
for locally advanced primarily inoperable breast cancer
is given in Fig 1.

Observation after the primary treatment

Observation after the treatment includes examina-
tion and clarification of complaints every 6 months — for
the first 3 years, every 12 months — for the next years,
including general and biochemical blood tests.

It is recommended to perform bilateral (in cases of
organ-preserving surgeries) or contralateral mammo-
graphy, chest radiography, and abdominal ultrasound
imaging annually.

It is necessary to pay particular attention to distant
undesirable effects, namely osteoporosis, especially in
women who have been receiving aromatase inhibitors
for a long period of time, and who have also gone into
early menopause due to antitumor therapy. Annual densi-
tometry is indicated for this category of patients, as well as
prophylactic prescription of calcium drugs and vitamin D.
Women who are receiving tamoxifen must be examined
by a gynecologist not less than once in 6 months with
pelvic ultrasound imaging and endometrium thickness
measurement.

Recurrent and metastatic
breast cancer

Examination

If there are clinical suspicions, the diagnosis needs
to be confirmed by the means of radiological and/or
scintigraphic methods with general and biochemical
blood tests.
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Bioncia nyxnuHu Ta nignaxsosBux NimcoBy3nis Npu Niao3pi Ha iX ypaweHHs
Biopsy of the tumor and subinguinal lymph nodes in the cases of suspected lesion

Y
MepenonepaliiiHa MeAMKkaMeHTo3Ha Tepanis (xiMioTepanis * TpacTysymatb abo ropmoHoTepania')
Presurgical drug therapy (chemotherapy = trastuzumab or hormone therapy')

Y Y

EcbekT npucyTHii EdbexT BigcyTHin
There is an effect There is no effect

= !

PapukanbHa mactektomis XimioTepania npenapatamu apyroi niHil
Radical mastectomy abo npomeHeBa Tepanisa
Chemotherapy with second-line drugs
or radiation therapy

N

EcbekT BigcyTHin
There is no effect

OpraHozbepiransHa onepauis
Organ-preserving surgery

‘, /

Ag'loBaHTHa MeguKameHTO3Ha Tepanis EdbekT npucyTHiit

(ximioTepanis’, ropMoHoTepanis, There is an effect
aHTu-HER-2 Tepanis,

npomeHeBa Tepania 3a HasABHOCTI NoKa3saHs)

Adjuvant drug therapy v v
(chemotherapy’, hormone therapy,
anti-HER-2 therapy,
radiation therapy if there are indications)

PagukansHa MacTeKToMiIRA
Radical mastectomy

IHguBigyansHe nikysaHHA"
Individual treatment’

A 4
MpomeHesa Tepanis,
af'toBaHTHa MeauKaMeHTo3Ha Tepanis
(ximioTepanis’, ropmoHoTepanis,
aHTU-HER-2 Tepanis)
Radiation therapy,
adjuvant drug therapy
(chemotherapy’, hormone therapy,
anti-HER-2 therapy)

Puc. 1. TakTuka nikyBaHHs MicLIeBO-MOLLNPEHOrO NePBUHHO-HeonepabensHoro PI3

Fig 1. The treatment strategy for locally advanced primarily inoperable breast cancer
lMpumimku:
1. MepeponepauinHa ropmoHoTEpanis Moxe ByTn pekoMeHAoOBaHa XBOPUM B MeHomnay3i 3 nomiHansHum A nigtunom PI3.
2. Ap’'toBaHTHa XiMioTepanisi He peKOMeHAYETbCA XBOPUM, SKMM Y MOBHOMY 06CSA3i NpoBeAEHO NepeaonepawinHy Ximiotepanito, HezanexHo
Bifi CTyneHs natomopdororiyHoi Bignosigdi. AKWo Ha AoonepauiiHoMmy eTani XimioTepanis 3 Oyap-akux nNpuunH He Byna MOBHICTIO
3aBeplUeHa, PeKoOMeHOYeTbCA NPOBEAEHHS LMX KypciB B micnsonepadinHomy nepiogi. licna Heoapn'toBaHTHOI ximioTepanii XBopuM
3 TpudiHeratBHuM PI'3 npu HasiBHOCTI 3anMLLIKOBOI MyXNMHKW, 3a OaHMMW MATOMOPCOSIONYHOro aHanisy, nokasaHo MNpOBeAEHHS
ap’toBaHTHOI XiMioTepanii B MOHOopexuMi (kaneumnTabiH) npotsarom 6 micauis.
3. OnepaTtuBHe nikyBaHHA He MOKa3aHo, AKLWO B pe3ynbraTi MeAWKaMeHTO3HOI Ta NPOMeHeBOI Tepanii He AOCArHYTO onepabenbHoro
CTaHy, 32 BUHSITKOM BMNaZKIB, KOMKW XipypriyHe fikyBaHHsi MOXE NOMINWNTK SKICTb XUTTS.
Notes:
1. Presurgical hormone therapy can be recommended for patients in menopause with luminal A subtype of breast cancer.
2. Adjuvant chemotherapy is not recommended for patients who underwent full-scale presurgical chemotherapy, regardless of the level
of pathomorphological response. If chemotherapy was not completely finished at the presurgical stage for some reason, it is
recommended to perform the missed courses in the postsurgical period. After neoadjuvant chemotherapy, mono-mode adjuvant
chemotherapy (Capecitabine) over the 6-month period is indicated for patients with triple-negative breast cancer if there is a residual
tumor according to the data of pathomorphological analysis.
3. Surgical treatment is not indicated if an operable condition was not achieved after drug and radiation therapy, excluding the cases
when surgical treatment can improve life quality.

MopdonoriyHe (rictonoriyHe Ta iMyHOriCTOXiMiYHE) Morphological (histological and immunohistochemical)

[OCNioKEHHSI NEPBUHHOI NMYXMUHW 3 BU3HAYEHHSIM peuen-
TopiB ecTporeHy (PE), nporectepoHy (PI1), HER2 Ta
iHoekcy nponidepatuBHoi aktuHocTi (Ki-67) mae BuMKo-
HyBaTMUCA B YCiX BWMNagkax Breplle BUSBIEHOMO MeTa-
ctatuyHoro PI3, a TakoX y BCiX MOXIMBMX BUMNagKax
y MeTacTaTMyHMX BOTHULLAX MpW MPOrpecyBaHHi nicns
npoBeAeHoro NikyBaHHsA paHHboro PI3.

CmadiroeaHHs1 ma ouyiHka ¢ghakmopie pusuky
OuiHka cTyneHsi nowwmpeHHs xBopobw i dakTopis
pu3nKy, LO BPaxOBYIOTbCA MpW MnaHyBaHHI Tepanii

examination of the primary tumor with the determination
of the estrogen receptors (ERs), progesterone, HER2,
and Ki-67 index of proliferative activity must be performed
in all cases of primarily detected metastatic breast cancer,
and also in all possible cases in metastatic loci in the
progression of the disease after performing treatment
of early breast cancer.

Staging and assessment of risk factors
The assessment of the advancement of the disease
and risk factors, which are taken into account when
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meTacTtatudHoro PrI3,
npouenyp:

— 36ip gaHuMx aHamHesy, 0cobnuBO OO0 NEPBUHHOI
NyXAMHW i T NiKyBaHHA, a TaKoX YTOYHEHHS dyHKUIT
AEYHUKIB;

— 3aranbHWA  OmMs4, oOuiHKa 3aranbHOro  CTaHy,
BM3HAYeHHS MOKa3HWKIB KPOBi (3aranbHW aHani3 Kposi,
oLjiHKa dyHKUiT MEYiHKW | HUPOK, PiBEHb KanbLito);

— ONSA BUSIBNEHHS BicLepanbHMX MeTacTasiB MOBUHHI
OyTn BMKOHaHi peHTreHorpadis opraHiB rpygHOi KIiTKM,
Y3[l opraHiB YepeBHOI MOPOXHWHW; 3a MOKa3aHHAMU —
KT/MPT BignoBigHMX 30H;

— 3a HagBHOCTI CUMMNTOMIB CKaHyBaHHS KICTKOBOI
CUCTEMM 3 MiATBEPOXKEHHAM 3a [OMOMOrOK PEHTreHo-
rpadii, 3a nokasaHHaMKU — KT/MPT;

— KT/MPT ueHTpanbHOi HepBOBOI
nokKasaHHAMW.

nepeu6aqae BUMKOHAHHA TaKux

cuctemMmn 3a

JlikyeaHHs

Tepanis i3onbLoBaHMX MiCLEBUX peunanBiB Mae 3a MeTy
MOBHE OAYXaHHA i MOBMHHA MNPOBOAWMTUCHA aHaroriyHo
NiKyBaHHIO MEPBUHHOI MyXIMHNU 3 MiOKMHYEHHAM Heobxia-
HMX MeTogdiB AiarHOCTUKM (3oKkpema BusHayeHHa PE, PT,
HER2 1a Ki-67 y peunavBHIi NyxnuHi) i nikyBaHHA (cxemu
HaeeOleHi 8 nepuwomy nogidoMeHH;) [7].

JlikyBaHHs1 po3noBctogxeHoro, avcemiHoBaHoro PI3 e
naniaTMBHUM i HanpaBneHoO Ha MOMIMNWEHHS AKOCTI XUTTS
Ta 30inbweHHA 1oro TpusanocTi. OCHOBHMM MeTOA4OM
niKyBaHHSA MeTacTaTu4HOi XBOPOOU € MeavMKaMeHTO3Ha
Tepanid. €QUHOro cTaHAapTy NiKyBaHHA MeTacTaTU4HOro
PI'3 He icHye. Bubip BapiaHTy mMeankaMeHTO3HOI Tepanii
3OJMCHIOETLCS 3 ypaxyBaHHAM  GionoriyHMx MmapkepiB
(PE i PN, HER2, Ki-67) Ta kniHiko-aHaMHeCTUYHUX 0CcO6nK-
BocTer xBoporo. JlikyBaHHS MeTacTaTU4yHOi XBOpoOwU
3a3Buyari BKM4ae Xximio- Ta (abo) ropmoHoTepanito,
SKi MOBWHHI [OMOBHIOBATMCA TapreTHOW Tepaniew 3a
nokasaHHamu (Tabn. 1, 2).

MepoukameHTO3Ha Tepanis Moxe OyTu [OOMNoBHeHa
nokanbHVMK BuAaMW IliKyBaHHS MPOMEHEBUM (3a HasiB-
HOCTi MeTacTasiB y KicTkax 3 O0nboBMM CUMHOPOMOM, 3
arposy neperomiB KiCTOK, 3a O3HaAK KOMMpPeCii CMMHHOro
MO3KY Ta YPaXeHHi rofToBHOrO MO3KY) i XipypriyHnM (3a HasiB-
HOCTi NOOOMHOKMX OBMEXEHMX METacTaTUYHUX OCEepe[kiB
Y BHYTPILLHIX OpraHax y XBOpWX 3i CNpUATIIMBMM MPOrHO30M).

Y Bunagkax HasBHOCTI NITUYHUX MeTacTasiB y KiCT-
Kax, ocobnueo ycknagHeHux GOMbLOBMM CUMHOPOMOM Ta
rinepkanbLuiemieto, nokKasaHO MNPU3HAYEeHHSA  KiCTKOBO-
cnpsimoBaHux npenapartiB  (bicpocdoHaTtn, iHribiTopK
RANK-nirangy).

planning the therapy for metastatic breast cancer, includes
the following procedures:

— collection of anamnesis data, especially the data
on primary tumor and its treatment, and also clarification
of ovarian function;

— general examination, assessment of overall con-
dition, determination of blood values (general blood test,
assessment of liver and kidney function, level of calcium);

— it is necessary to perform chest radiography and
abdominal ultrasound imaging to detect visceral meta-
stases; if medically required — CT/MRI of the respective
zones;

— if there are symptoms — bone scanning with con-
firmation by the means of radiography, if medically requi-
red — CT/MRI;

— CT/MRI of the central nervous system — if medically
required.

Treatment

Therapy of isolated local recurrences is aimed at full
recovery and must be performed similarly to the treatment
of primary tumor and involve necessary diagnostic
(in particular, determination of ERs, progesterone, HER2,
and Ki-67 index in the recurrent tumor) and treatment
methods (the diagrams are given in article 1).

The treatment of advanced, disseminated breast
cancer is palliative and intended to improve the quality
of life and increase its duration. The main treatment
method for metastatic disease is drug therapy. There is no
single treatment standard for metastatic breast cancer.
Selection of the drug therapy option is performed taking
into account biological markers (ERs and progesterone,
HER2, Ki-67) and clinical-anamnestic features of the
patient. Treatment of metastatic disease usually includes
chemotherapy and (or) hormone therapy which must
be complemented with target therapy if medically required
(Tables 1, 2).

Drug therapy can be complemented with local types
of treatment — radiation treatment (if there are meta-
stases in bones with pain syndrome, risk of bone fracture,
signs of spinal cord compression, and brain lesion) and
surgical treatment (if there are single limited metastatic
loci in internal organs in patients with benign prognosis).

In the cases when lytic metastases are present in
bones, especially complicated with pain syndrome and
hypercalcemia, prescription of bone-targeted drugs
(bisphosphonates, RANK-ligand inhibitors) is indicated.

Ta6nuusa 1. akTopwu, WO BpaxoByOTLCA Npu BMOOPi MeToay NikyBaHHA MmeTacTtatuyHoro PI'3
Table 1. Factors that are taken into account when selecting the treatment method for metastatic breast cancer

daktopu / Factors

MoB’s3aHi 3 ocobnnBoOCTSIMU XBOPOGU
Factors that are related to the disease features

[MNoB’a3aHi 3 ocobnMBoCTAMY NavjieHTa
Factors that are related to the patient’s features

TpuBanicTb 6e3peLnamBHoro nepioay
Duration of recurrence-free period

Ynopo6aHHs nauieHTa
Preferences of the patient

[MonepeaHe nikyBaHHsi Ta MOro ePEeKTUBHICTb
Previous treatment and its effectiveness

Bik
Age

BionoriyHi YuHHUKK (ropMoHanbHi peuenTtopu, HER2, Ki-67)
Biological factors (hormone receptors, HER2, Ki-67)

DYHKUISA AEYHNKIB
Ovarian function

MowwmpeHicTe MyXnNMHHOTO npoLecy (KinbKiCTb MeTacTasiB Ta ix flokanisauis)
Advancement of the tumoral process (number of metastases and their localization)

3aranbHWI CTaH i CynyTHSA naTonoris
Overall condition and concomitant pathology

HeobxiaHiCcTb LWBMAKOrO AOCATHEHHS NPOTUMYXIUHHOIO/CUMMITOMATUYHOTO eqPeKTy

CouianbHO-eKOHOMIYHi i TCUXOMNOTiYHi YNHHUKKN

The necessity for rapid achievement of antitumor/symptomatic effect Socioeconomic and psychological factors
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Tabnuus 2. Bubip metogy MeamkameHTO3HOI Tepanii aucemiHoBaHoro PI'3 3anexHo Big ocobnmBocTen xBopobn
Table 2. Selection of the method of drug therapy for disseminated breast cancer depending on the disease features

Kniniuni dpaktopwm / Clinical factors

Ximiotepanisi / Chemotherapy

[opmoHoTepanis / Hormone therapy

Mepebir 3axBoproBaHHS ArpecuBHui IHOONEeHTHUN

Course of the disease Aggressive Indolent

CvmMmnToMuM BupaxeHi BigcyTHi abo BupaxeHi crnabo
Symptoms Marked Absent or slightly marked

JNokani3auis metacTtasiB Ta iX KinbkicTb
Localization of metastases
and their number

MHOXWHHE ypaXKeHHs1 BHYTPILLHIX OpraHiB
3 NOPYLUEHHAM X cpyHKUIT

(BicuepanbHuii kpus)'

Multiple lesions of internal organs

with impairment of their function

(visceral crisis)’

MepeBaxHe ypaxxeHHs nimcoBy3ni.,
M’SIKUX TKAHWH, KiCTOK

Predominant lesion of the lymph nodes,
soft tissues, bones

Bik, doyHKLiA S€4HMKIB
Age, ovarian function

Monogwui Bik, npemeHonaysa
Young age, premenopause

JTiTHIN | cTapeuni Bik, MeHonaysa
Middle and old age, menopause

PiseHb PE Ta PI1
Level of ERs and progesterone

BiacyTHicTb peuenTopis
abo X HU3bKuI piBEHb
Absence of receptors or their low level

Bucokun piseHb PE Ta Pl
High level of ERs and progesterone

BespeuunansHui nepiog
nicns NepBUHHOIO NiKyBaHHS
Recurrence-free period
after primary treatment

KopoTtkuii (< 12 mic.)
Short (< 12 months)

Tpusanuii (> 12 mic.)
Long (> 12 months)

MonepeaHs Tepanis Ta ii epeKkTUBHICTb
Previous therapy and its effectiveness

MonepenHsa ropmoHoTepanis,

y T.4. ag’loBaHTHa, HeedeKTMBHa
Previous hormone therapy,
including adjuvant one, ineffective

MonepeaHsa ropmoHoTepanis,

y T.4. ag’toBaHTHa, edekTBHa
Previous hormone therapy,
including adjuvant one, effective

HER2 cratyc nyxnuHu
HER?2 status of the tumor

Mo3nTnBHUN
Positive

HeratneHui
Negative

PiBeHb Ki-67 Bucokun (> 20%)? Husbkuii (£ 20%)?
Ki-67 level High (>20%)? Low (= 20%)?
lMpumimka:

1. Tig BicuepanbHMM KPU3OM Cnif BBaXaTW MHOXWHHE MeTacTaTUYHe YpPaXeHHS BHYTPIWHIX OpraHiB, sike CynpoBOOXKYETbCSA
KniHiYHUMK Ta(abo) nabopaTopHMMKU O3HaKamu MOPYLUEHHS iX OYHKLIi, WO CTBOPIOE 3arpo3y XWUTTH NauieHTa i BUMarae LIBUMOKOMO

OOCArHEeHHA NPoTUNYXIUHHOIO ereKTy.

2. MpaHW4HMI piBeHb HU3bKOI NponidepaTnBHoi akTuBHOCTI (Ki-67) popiBHE 20%, ane Moxe ByTU HWXYUM, 3 ypaxyBaHHSM HOPM

nokanbHoi naboparopii.
Notes:

1. Visceral crisis should be understood as multiple metastatic lesions of internal organs which are accompanied by clinical and(or)
laboratory signs of the impairment of their function which creates a threat to the patient’s life and requires the rapid achievement of

antitumor effect.

2. Threshold level of low proliferative activity (Ki-67) is 20% but it can be lower, taking into account the norms of the local laboratory.

FopmoHomepanisi ducemiHoeaHoz2o PIr3

FopMoHoTepanis € meTogom BUMGOPY Mpy NOLIMPEHOMY
ropmoHouyTtnmeomy PI3 (nomiHaneHuid A Ta B nigtunun),
3a BMHATKOM BapiaHTiB XBOPOOU, L0 LIBMAKO NPOrpecyoTh,
3a AKX HeobxigHe WBuAKe AOCATHEHHS NPOTUNYXITUHHOTO
edekTy, Ta 3a BUMNALKIB 3 MOYATKOBO HU3bKOK EKCMpEeCiern
PE i PI, a Takox 3a ropMOHOPE3UCTEHTHUX MyXMWH, WO
chopmyBanucs nig Yac nikyaHHs (Tabn. 1, 2).

Mpu pecnminosaHomy PI'3 nepesara mae 6yTn HagaHa
3aCTOCYBaHHIO TapreTHOi Tepanii iHribiTopamn LMKNIH-
3anexHux kiHas (CDK4/6) B noegHaHHi 3 iHribitopamu
apomarasu abo dynBecTpaHToM.

MosntueHnin HER2-cTatyc He € npoTunokasaHHAM Ans
ropmoHoTepanii, xo4a B UINIOMy CBig4YMTb MpO il MeHLy
NOTEHLiNHY edPeKTUBHICTb NOpiBHAHO 3 HER2-HeratmBHuMun
nyxnuHamu. Bubip BapiaHTy eHgoKpuHHOI Tepanii mae Bytn
iHOMBIAyanbHUM | BpaxoByBaTW NPOBEAEHY MOMNEPEenHio
ropMoHoTEpanito, SKWO Taka Mana Micue (Hanpuknag,
ap’toBaHTHa), PyHKUiO S€eYHWKIB, Mpodinb TOKCUYHOCTI,
CyNyTHIO naTonorito i 6ionoriyHi 0coGNMBOCTI NyXMUHU.

Y TenepiwHin yac Hemae hakTiB, Ake OOrpyHTOBYIOTb
pauioHanbHICTb KOMGIHOBAaHOIO BWKOPUCTAHHS TaMOKCK-
deHy Ta oBapianbHOI Cynpecii.

Hormone therapy for disseminated breast cancer

Hormone therapy is a treatment of choice for ad-
vanced hormone-sensitive breast cancer (luminal A and B
subtypes), excluding the types of the disease that prog-
ress quickly, in which it is necessary to achieve the rapid
antitumor effect, and in cases with initially low expression
of ERs and progesterone, and also in cases of hormone-
resistant tumors which formed during the treatment
(Tables 1, 2).

In cases of disseminated breast cancer, target
therapy with the inhibitors of cyclin-dependent kinases
(CDK4/6) in combination with aromatase inhibitors or
Fulvestrant must be selected.

Positive HER2 status is not a contraindication to hor-
mone therapy, although, in general, it indicates its reduced
potential effectiveness compared to HER2-negative
tumors. The selection of the type of endocrine therapy
must be individual and take into account previous hormone
therapy if the patient received it (for example, adjuvant
therapy), ovarian function, the profile of toxicity, conco-
mitant pathology, and biological features of the tumor.

To this date, there are no facts that prove the rationality
of the combined use of tamoxifen and ovarian suppression.
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«MigTpymytoda» ropmoHoTepanis, sika npuaHavyaeTbCs
6esnocepenHbo nicns ximiotepanii, TO6To 3a BiACYTHOCTI
03HaK MPOrpecyBaHHs, He € CTaHO4APTHUM NiAX04OM, ane
MOXe pO3MmMsaAaTMCa SK MOXNVMBWUWA BapiaHT NiKyBaHHS.
OpHoyacHe Mpu3HayYeHHs XxiMio- Ta  ropmoHoTepanii
He PEKOMEHAYETHLCS.

Mpn HER2-no3nTMBHMX NyxnuHax nokasaHo npusHa-
yeHHsa aHTU-HER2 Ttepanii. Anroputm Bnbopy ropmoHo-
Tepanii | niHii npegcTaBneHnn Ha puc. 2.

«Supporting» hormone therapy which is prescribed
immediately after chemotherapy, namely when there are
no signs of progression, is not a standard approach
but can be seen as a possible treatment variant. Simu-
Itaneous prescription of chemo- and hormone therapy
is not recommended.

Prescription of anti-HER2 therapy is indicated in
HER2-positive tumors. The algorithm for the selection
of first-line hormone therapy is given in Figure 2.

-
Termination of ovarian function

BuknioueHHa yHKLT Ae4HKKIB
+ ropMoHoTepanis
AK B MeHonaysi
+ CDK4/6 iHribiTopun

+ hormone therapy
as in menopause
+ CDK4/6 inhibitors

IHriBiTopK apomarasun
abo cyneecTpaHT
+ CDK4/6 iHribiTopu

Aromatase inhibitors
or fulvestrant
+ CDK4/6 inhibitors

XimioTepania
Chemotherapy

FopmoHoTepania 11 niHii
+ CDK4/6 iHriGiTopu

Second-line hormone therapy

BuknioveHHa dyHKUiT AEHHUKIB
+ ropMoHoTepanis
AK B MeHonay3i
abo aHTHecTporeHn
+ CDK4/6 iHriGiTopn

Termination of ovarian function
+ hormone therapy
as in menopause
or antiestrogens
+ CDK4/6 inhibitors

+ CDK4/6 inhibitors

IHriGiTopu apomaTasu
abo aHTiecTporeHm,
abo cdynsecTpaHT

+ CDK4/6 iHriGitTopu

Aromatase inhibitors
or antiestrogens
or fulvestrant
+ CDK4/6 inhibitors

MpemeHonaysa
Premenopause
An'toBaHTHa ropMoHoTepanis
aHTUeCTpOreHHUMMW Npenaparamu
BMPOAOEX HaBNMKYOro poky .| MeHonaysa N
Adjuvant hormone therapy ”| Menapause il
with antiestrogen drugs
for the nearest year
MacusHe
BicLuepanktHe
YpaKeHHsA »
Massive
visceral lesion
TMomiHaneHui Pr3'
Luminal breast cancer'
MpemeHonaysa o
Premenopause .
Af'loBaHTHa ropMoHoTepanis
aHTUecTporeHHUMK NpenapaTtamu
He nNpoBogunacek,
abo 6Gyna npunuHeHa
noHag 12 mic Tomy > MeHonayaa >
Adjuvant hormone therapy Menopause
with antiestrogen drugs
was not performed
or was stopped
more than 12 months ago
MacueHe
BicuepankHe
ypaxeHHs »
Massive
visceral lesion

XimioTepania
Chemotherapy

Puc. 2. Anroputm Bubopy ropmoHoTepanii | ninii momiHansHoro PI'3
3anexHo Big YHKUIT SEYHMKIB | 0COBNMBOCTEN a4’ toBaHTHOI ropMoHOTepanii
Fig. 2. The algorithm of selection of first-line hormone therapy
for luminal breast cancer depending on ovarian function and peculiarities of adjuvant hormone therapy

lMpumimka:

1. Mpwu niomiHaneHomy niaTVNi B 3 noautneHum HER2 cTaTtycom nikyBaHHA HeobxiaHo fonoBHWUTY aHTU-HER2 Tepanieto.

Note:

1. In luminal subtype B with positive HER2 status treatment should be complemented with anti-HER2 therapy.
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Xeopi 3i 36epexxeHo0 hyHKUIE SEYHUKI

SAkwo ad’rtoeaHmMHa mepariisi mamMoKCUGheHOM He Mpo-
eolurnacs abo nicnis toeo 8ioMiHU npodwiio binbwe 1 poky:

— TamokcndeH 20 Mmr/go6. + BUMKIHOYEHHST pyHKLT
A€YHUKIB, abo

— BUKIIOYEHHSA (PYHKLUIT SEYHUKIB + ropMoHOoTEpanis 3a
aHarorieto 3 XBopMMM B MeHonay3i (iHribiTopu apomarasu
(netpo3on 2,5 mr/go6. abo aHactposon 1 mr/go6. abo
ek3emecTaH 25 Mr/go6. B noegHaHHi 3 npenapatamu Ca ++
Ta BiT. D) abo dynsectpaHT 500 Mr 1 pa3 Ha mic.)

SAkwo ad’loeaHmMHa meparnisi MmaMoKCUGEeHOM pPoe8o-
ournacsi npomsicomM Halbrux4o020 POKY:

— BUWKIIOYEHHSA (PYHKUIT S€YHUKIB + ropmoHoTepanis
3a aHarorieto 3 XxBopumn B MeHonaysi (iHribitopn apoma-
Tasn (nerposon 2,5 mr/go6. abo awnactposon 1 mr go0.
abo ek3semecTtaH 25 Mr/go6. B noegHaHHi 3 npenaparamu
Ca ++ Ta BiT.D), abo cpynsectpaHT 500 Mr 1 pa3 Ha mic.)

Moganbli niHii ropMoHOTepanii nicna  BUKIOYEHHS
YHKUIT S€YHMKIB HE BiAPI3HAIOTLCA Bif TakUX Yy XBOPUX
B MeHonaysi i OyayTb po3rmsHyTi HUXKYe.

Xeopi 8 MmeHonaysi

SAkwo ad’loeaHma mepanis mamokcugheHom abo
iHeibimopamu apomama3su He npoeodunacb abo nicns
MPUNUHEHHS NiKysaHHS npodwinio binbwe 1 poKy:

— iHribiTopn apomatasu (netposon 2,5 mr/go6. abo
aHacTposon 1 mr/go6. abo ek3semectaH 25 mr/go6. B
noeaHaHHi 3 npenapatamum Ca ++ i BiT. D), abo

— cbyneectpaHT 500 mr B/M B 1-i1; 15-1 Ta 29-11 fOHi,
NOTIM — KOXHi 4 TUXHi, abo

— TamokcudpeH 20 mr/nob.

SAkwo  ad’loeaHmHa — meparnis  mamMOKCUGEHOM
rnpogodunacsi npomsi2oM Halbrux4020 PoKy:

— iHribiTopn apomatasu (netposon 2,5 mr/go6. abo
aHacTpo3son 1 mr/go6. abo

— ek3emMecTaH 25 mMr/go6. B noegHaHHi 3 npenapataMmu
Ca ++iBit. D), abo

— cbyneectpaHT 500 mr B/M B 1-i1; 15-n Ta 29-11 fOHi,
NOTIM — KOXHi 4 TUXHI.

SAkwo ad’roeaHmHa mepanisi iHeibimopamu apomamasu
rnpogodunacsi Npomsi2oM Halbruxx4020 PoKy:

— TamokcudpeH 20 mr/nob., abo

— cbyneectpaHT 500 mr B/M B 1-i1; 15-1 Ta 29-1 fOHi,
NOTIM — KOXHi 4 TUXHi, abo

— iHriGiTopn apomarasu 3i 3MiHOW HECTepOoigHOro
npenaparty (NeTpos3on, aHacTpo3orl) Ha CTepoigHui
(ek3emecTaH) i HaBnakw.

XBOpi, SKi NpuAMalTb TaMOKCUMEH, MOBUHHI OyTu
npoiHopMOBaHi  NPO  HENPUMNYCTUMICTb  O4HOYACHOro
npurnomy mogynsaTtopis aktnsHocTi CYP2D6.

[pyra niHia ropmoHoTepanii XBOpux y MeHonaysi Moxe
BKIIOYATU TaMOKCUEH, MpenapaTy TPETbOro MOKOMiHHSA
iHriGiTOopiB apoMaTtasu (SKLOo BOHW HE BUKOPWCTOBYBArnucs
paHiwe), dynBecTpaHT, NPOrecCTUHW 3anexHo Big TOoro, sKi
npenapaTtu BUKOPMCTOBYyBanucs padiwe (tabm. 3).

3 MEeTO BiOHOBMNEHHS YyTNMBOCTI 4O FOpMOHOTepanii
npun HER2-HeratMBHOMY MeTacTaTuyHOMy BapiaHTi PI3,
OOUINbHMM € Npu3HadeHHs iHribitopa m-TOR — eBeponi-
mMycy B gosi 10 mr/go6. npu npusHaveHHi ropmoHoTepa-
nii  eksemectaHoMm. EBeponiMyc npu3Ha4alTb XBOPUM
y 3a[0BiNbHOMY 3aranibHOMy CTaHi, 3 HOpMarnbHOK (YHK-
Li€to BHYTPILLHIX opraHiB (y TOMYy 4Ynichi Npy HOpManbHOMY
PiBHi TMIOKO3N B KPOBI) MPW HasiBHUX O3HaKax Pe3nCTEHT-
HOCTi 0O HecTepoigHuUX iHribiTopiB apomarasu (nporpecy-
BaHHA Nig 4ac Tepanii neTposonom/aHacTpo3onomMm abo
B Hambnwkui 12 micAuiB nicns 3aBepLUeHHS Mpuiomy
uMx npenaparis).

Patients with preserved ovarian function

If adjuvant therapy with tamoxifen was not performed
or more than 1 year passed after its cessation:

— tamoxifen 20 mg per day + termination of ovarian
function or

— termination of ovarian function + hormone therapy
similarly to patients in menopause (aromatase inhibitors
(letrozole 2,5 mg per day or anastrozole 1 mg per day
or exemestane 25 mg per day in combination with Ca++
drugs and vitamin D) or fulvestrant once a month).

If adjuvant therapy with tamoxifen was performed
for the nearest year:

— termination of ovarian function + hormone therapy
similarly to patients in menopause (aromatase inhibitors
(letrozole 2,5 mg per day or anastrozole 1 mg per day
or exemestane 25 mg per day in combination with Ca++
drugs and vitamin D) or fulvestrant once a month).

Further lines of hormone therapy after the termination
of ovarian function do not differ from such in patients
in menopause and are reviewed below.

Patients in menopause

If adjuvant therapy with tamoxifen or aromatase inhib-
itors was not performed or more than 1 year passed after
its cessation:

— aromatase inhibitors (letrozole 2,5 mg per day or
anastrozole 1 mg per day or exemestane 25 mg per day
in combination with Ca++ drugs and vitamin D) or

— fulvestrant 500 mg IM on days 1, 15, 29; then —
every 4 weeks or

— tamoxifen 20 mg per day.

If adjuvant therapy with tamoxifen was performed
for the nearest year:

— aromatase inhibitors (letrozole 2,5 mg per day or
anastrozole 1 mg per day or

— exemestane 25 mg per day in combination with
Ca++ drugs and vitamin D) or

— fulvestrant 500 mg IM on days 1, 15, 29; then —
every 4 weeks.

If adjuvant therapy with aromatase inhibitors was
performed for the nearest year:

— tamoxifen 20 mg per day or

— fulvestrant 500 mg IM on days 1, 15, 29; then —
every 4 weeks or

— aromatase inhibitor with the crossover from non-
steroidal drug (letrozole, anastrozole) to the steroid one
(exemestane) and vice versa.

Patients who are taking tamoxifen must be informed
about the prohibition of simultaneous intake of the modu-
lators of CYP2D6 activity

The second line of hormone therapy for patients
in menopause can include tamoxifen, drugs of the third
generation of aromatase inhibitors (if they were not used
earlier), fulvestrant, and progestins depending on which
drugs were used earlier (Table 3).

Prescription of an mTOR inhibitor — everolimus at
a dose of 10 mg per day is relevant for the purpose of
recovery of sensitivity to hormone therapy in HER2-nega-
tive metastatic type of breast cancer if hormone therapy
with exemestane is prescribed. Everolimus is prescribed
to patients in overall satisfactory condition, with the normal
functioning of internal organs (in particular, with a normal
glucose level in blood) when there are signs of
resistance to non-steroidal aromatase inhibitors (disease
progression during the therapy with letrozole/anastrozole
or in the nearest 12 months after the stoppage of intake
of these drugs).
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lMoegHaHHA eBeponiMycy Ta ek3emecTaHy iCTOTHO
36inbllye 4ac A0 NPOrpecyBaHHsl, He BNNMBAK4M MNpu
LbOMY Ha TPMBariCTb XXUTTS XBOPUX.

lopmoHoTepania | Ta Il niHin MeTactaTnyHoro paky
rPYAHOT 3ano3n NOBMHHA BKItOYATK NPU3HAYEHHSs iHribiTo-
pie COK 4/6, B noegHaHHi 3 iHribitopamn apomarasn abo
dynBecTpaHTOM, B 3anexHOCTi Big nNpurMoMy npenapartis
nonepeaHbOi niHii. MpusHavaoTe nanbéoumknié 125 mr/goby
npotsarom 21 0obu 3 nepepBor NPOTArOM HAaCTYNHUX 7 OHIB
(pexvm 3/1), WO [03BONAE CTBOPUTU MOBHUN 28-A€HHWN
umkn. JlikyBaHHs nanbouukniboMm cnig nNpoaoBXyBaTw,
noku 36epiraeTbcs KniHiYHa edeKkTUBHICTb, abo 40 nosiBu
CUMNTOMIB WMOF0 HEMNPUMHATHOI TOKCWUYHOI Aii. Y pasi
0OHO4aCHOro 3acTtocyBaHHsi nanboumkniby 3 iHribiTtopamu
apomarasn, OCTaHHi cnig npuimMaTtu BIigMNOBIAHO A0
3BMYanHNX pekomeHAauin. lMig 4vac niKkyBaHHS >XIHOK B
npe/nepemeHonaysanbHOMy nepiofi, KOMOiHOBaHe niky-
BaHHA nanbouumknidoom 3 iHriGiTopamn apomarasu cnig
NOEAHYBaTK i3 3aCTOCYBaHHSIM aHaroriB roHagoTPOMHOro
ropmoHy (FPl-aHanoris). Npn ogHoYacHOMY 3acTOCyBaHHi
nan6ouwnkniby 3 ¢ynBecTpaHTOM, pekoMeHAoBaHa [Ao3a
ocTaHHboro cknagae 500 mr B 1-n, 15-i1, 29-1 AeHb niky-
BaHHS, B noganbliomy — 1 pa3 Ha MicAub. 3a aHanoriyHow
cxemol KOMOGiHytoTh iHribiTop COK 4/6 puboumnknid
y pobosin nosi 600 mr Ta abemauuknib y crtapToBii 403i
150 mr 2 pasu Ha gooy.

lopMoHoTepanito amcemiHoBaHoro PI'3 3actocoBytoTb
0O nporpecyBaHHs XBOpobu abo MosiBM O3HaK Henpun-
HSITHOT TOKCUYHOCTI. [MporpecyBaHHsi XxBOpobu B pesynbrari
TPbOX MNOCAIQOBHMX MNiHIM ropMoHOTepanii CBiguuTb Npo
CTIMKICTb [0 [aHoro Buay niKyBaHHA | HeobXiaHOCTi
npu3HayYeHHs ximioTepanii.

A combination of everolimus and exemestane
significantly increases the time to progression, at the
same time it does not have an impact on the life duration
of the patients.

First-line and second-line hormone therapy of meta-
static breast cancer must include the prescription of
CDK 4/6 inhibitors in combination with aromatase inhibi-
tors or Fulverstrant depending on the intake of the drugs
of the previous line. Palbociclib 125 mg per day is pre-
scribed for 21 days with a pause for the next seven days
(3/1 schedule) which allows a full 28-day cycle to be created.
The treatment with palbociclib should be continued as
long as there is clinical effectiveness or until the appea-
rance of symptoms of its unacceptable toxic effect.
If palbociclib is used simultaneously with aromatase inhi-
bitors, the latter should be taken according to standard
recommendations. During the treatment of women in the
pre/perimenopausal period combined treatment of pal-
bociclib with aromatase inhibitors should be complemented
with the use of gonadotropin hormone analogs. If palboci-
clib and fulvestrant are taken simultaneously, the recom-
mended dose of the latter is 500 mg on days 1, 15, 29;
then — once a month. According to the same regimen,
CDK 4/6 inhibitor ribociclib at a daily dose of 600 mg is
combined with abemaciclib at a starter dose of 150 mg
2 times per day.

Hormone therapy for disseminated breast cancer is
used before the disease progression or the appearance
of signs of toxic effect. Disease progression due to three
consecutive lines of hormone therapy indicates resis-
tance to this type of treatment and the necessity for the
prescription of chemotherapy.

Ta6nuus 3. lopMoHoTepanisi, pekoMeHgoBaHa npu MetactatuuHomy Pr3
Table 3. Hormone therapy which is recommended for metastatic breast cancer

CeneKTuBHI MOZynATOPU peLenTopiB eCTPoreHis
Selective modulators of estrogen receptors

TamokcudpeH 20 mr/po6. // Tamoxifen 20 mg/day
TopemideH 60—120 mr/gob. // Toremifene 60—120 mg/day

AHTaroHicTn peuenTopis eCTporeHis
Antagonists of estrogen receptors

[osepeniH 3,6 Mr n/wk 1 pa3 Ha 4 TwxHi; 6ycepeniH 3,75 mr B/m 1 pa3
Ha 4 TxHi, nennpopeniH 3,75 mr B/mM 1 pa3 Ha 4 TWXHi

Goserelin 3,6 mg SC once per 4 weeks; buserelin 3,75 mg IM once per
4 weeks, leuprorelin 3,75 mg IM once per 4 weeks.

IPlr-aHanorn
Gonadotropin hormone analogues

[o3epeniH 3,6 Mr n/wk 1 pa3 Ha 4 TuxHi; 6ycepeniH 3,75 mr B/m 1 pa3
Ha 4 TvxHi, nennpopenid 3,75 mr B/mM 1 pa3 Ha 4 TWKHI

Goserelin 3,6 mg SC once per 4 weeks; buserelin 3,75 mg IM once per
4 weeks, leuprorelin 3,75 mg IM once per 4 weeks

IHriGiTopy apomartasn TPETLOro NOKOMIHHSA
Aromatase inhibitors of the third generation

HectepoigHi: aHacTtpo3on 1 mr/go6., netposon 2,5 mr/gob.
Non-steroidal: anastrozole 1 mg/day, letrozole 2,5 mg/day
CTepoinHi: eksemecTtaH 25 mr/go6. // Steroidal: exemestane 25 mg/day

MporecTnHu
Progestins

MegpokcunporectepoHy auetat 500 mr/go6., merectpony auetat 160 mr/go6.
Medroxyprogesterone acetate 500 mg/day, megestrol acetate 160 mg/day

KOHKYpPEeHTHi aHTaroHiCTu eCTporeHoBMX peLenTopis
Competitive antagonists of estrogen receptors

dyneectpaHT 500 Mr B/M B 1-14; 15-11 Ta 29- AHi, NOTIM — KOXHi 4 TVXHI
Fulvestrant 500 mg IM on days 1, 15, 29; then — every 4 weeks

Ximiomepanis ducemiHogaHozo PI3

XimioTepanis nokasaHa TakuM KaTeropisMm XBopux i3
aucemiHoBaHum PI3:

— noTpinHun HeratneHuin PI3 (PE (-), PI (=), HER2 (-));

— HER2-no3autueHui PIr3;

— noMiHanbHuUn Pr3, WO € pesucTeHTHUM o
ropMoHoTepanii;

— noMiHanbHuiA P33 o3Hakamu  BicuepanbHOro
Kpuay.

Pexxumun  ximioTepanii, siki 3actocoBytoTbcs 3a PI3
HalvacTilwe, HaBefeHi B Tabn. 4. Ha gaHuii Yac eauHoro
CcTanAapTy XimioTepanii nepwoi niHii  gncemiHoBaHOro
PI'3 He icHye.

Chemotherapy of disseminated breast cancer

Chemotherapy is indicated for the following categories
of patients with disseminated breast cancer:

— triple-negative breast cancer (ERs (-), progeste-
rone (=), HER2 (-));

— HER2-positive breast cancer;

— luminal breast cancer which is resistant to hormone
therapy;

— luminal breast cancer with signs of visceral crisis.

Chemotherapy regimens that are used in breast
cancer most often are given in Table 4. Presently, there
is no single treatment standard of first-line chemotherapy
for disseminated breast cancer.
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Tabnuus 4. XimioTepaneBTUYHI peXXMmu, Lo pekoMeHAoBaHi Npu auceMiHoBaHomy PI'3
Table 4. Chemotherapeutic regimens which are recommended in disseminated breast cancer

BesanTpauuknidoBi / Non-anthracycline regimens

CMF: umknodocdamig 100 mr/m? per os B 1-14 gHi + metoTpekcat 40 mr/m? B 1 i 8 gHi + 5-cotopypauun 600 mr/m? B 1 i 8 AHi KOXHI 4 TxXHI
CMF: cyclophosphamide 100 mg/m? per os on days 1-14 + methotrexate 40 mg/m? on days 1 and 8 + 5-fluorouracil 600 mg/m?
on days 1 and 8 every 4 weeks

kaneuutabid 2000 mr/m? per os 1—14 OHi KOXHi 3 TUXKH
capecitabine 2000 mg/m? per os on days 1-14 every 3 weeks

kaneuutabiH 2000 mr/m? per os 1-14 gHi + BiHopen6iH 25 mr/m? B 1 i 8 oHi KOXHI 3 TWXKHI
capecitabine 2000 mg/m? per os on days 1-14 + vinorelbine 25 mg/m? on days 1 and 8 every 3 weeks

BiHOpenGiH 25 mr/m? B 1§ 8 AHI KOXHI 3 TWXHI
vinorelbine 25 mg/m? on days 1 and 8 every 3 weeks

MeTpoHoMHMI pexxm: umknodocdamia 50 mr/aob. per os WoaHsa + MeToTpekcar no 2,5 Mr per os x 2 pa3u Ha Joby X ABidi Ha TXAEHb
Metronomic regimen: cyclophosphamide 50 mg/day per os every day + methotrexate at a dose of 2,5 mg per os x 2 times per
day x 2 times per week

etono3ug 100 mr/go6. per os 1-10 AHi KOXHI 3 TVXHI
etoposide 100 mg/day per os on days 1-10 every 3 weeks

AnTpauuknidoBi / Anthracycline regimens

AC: pokcopy6iuunH 60 mr/m? + umknodocdamin 600 Mr/m?2 B/B KOXHI 3 TUXKHI
AC: doxorubicin 60 mg/m? + cyclophosphamide 600 mg/m? IV every 3 weeks

€C: enipybiunH 75 mr/m? B 1 geHb + umknodocdamia 600 mMr/m? B 1 AeHb KOXHI 3 TUXKHI
EC: epirubicin 75 mg/m? on day 1 + cyclophosphamide 600 mg/m? on day 1 every 3 weeks

FAC: 5-cbtopypaumn 500 mr/m? + gokcopy6iumH 50 mr/m? + uuknodoccamia 500 mr/m? B/B KOXHI 3 TUXKHI
FAC: 5-fluorouracil 500 mg/m? + doxorubicin 50 mg/m? + cyclophosphamide 500 mg/m? IV every 3 weeks

FEC: 5-cbTopypaumn 500 mr/m? B 1 geHb + enipy6iunH 50-100 mr/m? B 1 aeHb + umknodocdamig 500 mr/m? B 1 AeHb KOXHI 3 TWXHI
FEC: 5-fluorouracil 500 mg/m? on day 1 + epirubicin 50-100 mg/m? on day 1 + cyclophosphamide 500 mg/m? on day 1 every 3 weeks

CAF: uuknodocgamig 100 mr/m? per os 1-14 gHi + gokcopy6iumH 30 mr/m? B 1§ 8 aHi, 5-dptopypaumn 500 mMr/m? B 1 i 8 gHi KOXHI 4 TVKHI
CAF: cyclophosphamide 100 mg/m? per os on days 1-14 + doxorubicin 30 mg/m? on days 1 and 8, 5-fluorouracil 500 mg/m?
on days 1 and 8 every 4 weeks

ninocomanbsHuii gokcopybiunH 50 Mr/mM? 1 pa3 Ha 4 TWxHI (3a NPOTMNOKa3aHb A0 NPU3HAYEHHS TPAANULINHUX aHTPaLMKNIHIB)
liposomal doxorubicin 50 mg/m?2 once per 4 weeks (if there are contraindications to the prescription of traditional anthracyclines)

pokcopybiumH 60—75 mr/M? KoxHI 3 TUXHI, @60 20 Mr/mM? LLOTWKHSA
doxorubicin 60—75 mg/m? every 3 weeks, or 20 mg/m? every week

enipyGiunH 60—-90 Mr/m? KOXHi 3 TVKHI
epirubicin 60-90 mg/m? every 3 weeks

TakcaHu / Taxanes

naknitakcen 80 Mr/M? LLIOTWXKHS
paclitaxel 80 mg/m? every week

pouetakcern 75 Mr/m? KoxHi 3 TUxKHI
docetaxel 75 mg/m? every 3 weeks

naknitakcen 80 mr/m? + kap6onnatiui AUC2 LWOTWMKHS
paclitaxel 80 mg/m? + AUC2 carboplatin every week

anbbymiH-3B’s13aHMI naknitakcen 100—150 mr/m?2 B 1, 8 i 15 aHi ab6o 260 Mr/m? B 1 AeHb KOXHI 3 TWXHi
albumin-bound paclitaxel 100-150 mg/m? on days 1, 8, and 15 or 260 mg/m? on day 1 every 3 weeks

pouetakcen 75 mr/m? B 1 geHb + kaneumtabiH 2 r/m? 1-14 aHi KOXHi 3 TUXHI
docetaxel 75 mg/m? on day 1 + capecitabine 2 g/m? on days 1-14 every 3 weeks

Pexxumu 3 aHTM-HER2 npenapatamu / Regimens with anti-HER2 drugs

naknitakcen 80 mr/m? B 1, 8, 15 AHi koXHi 4 TvxHi + kap6onnatuH AUC2 B 1, 8, 15 AHi KOXHi 4 TWxHI + TpacTy3ymab 2 Mr/kr* LLOTUKHS
paclitaxel 80 mg/m? on days 1, 8 and 15 every 4 weeks + AUC2 carboplatin on days 1, 8 and 15 every 4 weeks + trastuzumab
2 mg/kg* every week

pouetakcen 75 mMr/m? + Tpacty3aymab 6 Mr/kr** KoXHi 3 TUXKHi
docetaxel 75 mg/m? + trastuzumab 6 mg/kg** every 3 weeks

kaneuutabid 2000 mr/m? per os 1-14 gHi KOXHI 3 TWXKHI + nanaTuHi6 1250 mr/go6. per os woaHs
capecitabine 2000 mg/m? per os on days 1-14 every 3 weeks + lapatinib 1250 mr/day per os every day

lMpumimka:

*HaBaHTa)xyBanbHa fo3a 4 mr/kr;
**HaBaHTa)KyBarnbHa fo3a 8 mMr/kr
Note:

*4 mg/kg loading dose;

**8 mg/kg loading dose
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Bubip pexumy mae 6yTu iHOMBIQyanbHMM i BpaxoBy-
BaTU OCOOMMBOCTI NyXMMHW, CTaHy XBOPOro, a TaKoXx
eeKTUBHICTb af'toBaHTHOI abo Heoan’toBaHTHOI XiMio-
Tepanii, SKWO TaKy NpoBOAMNKN. FAKWO XBOPUM paHille
He npusHadanu aHTpauukniHu, To B | niHil Tepanii cnig
BiogaTn nepesary came iM. Y GinblIOCTi BUNagkKis nocni-
[OBHE BUKOPUCTaHHA LMTOCTaTMKIB Mae TaKy X edeKTuB-
HICTb LWOAO TEPMIHIB XUTTSA, SK i 3@ NpoBeAeHHs1 KOMOBIHO-
BaHOI ximioTepanii. MNpu LbOMY MOHOTEpPanNist acoLiteETbLCS
3 MEHLUOK TOKCMYHICTIO i Kpawow SKICTIO JKUTTS.
XimioTepanis 3 BUKOPUCTAHHAM OOHIEl i Tiei ) koMOGiHaLii
npenapariB MOXe TpuMBaTU OO MpOrpecyBaHHs XBopobw,
abo [0 pO3BUTKY HEMNPUIAHATHOI YW  [A030MIMITYHYO1
TOKCMYHOCTI, i noBuHHa niabupartuca iHavBigyanbHO Ans
KOXXHOro nauieHTa. TpuBamna crtabinizauis xBopobu 3a
MiHIManbHOI TOKCUYHOCTI PO3UIHIOETLCA $SK MNO3UTUBHUI
edeKkT nikKyBaHHS | He € nigcTtaBol ANA MPUNUHEHHSA
abo 3miHK Tepanii.

He icHye Takox cTaHgapTHUX NigxodiB 4O NPOBEAEHHS
Opyroi i noganblumux MiHiA Tepanii, Tak camo K i O6yab-
SKUX OaHuX, siki 6 cBiguMnu Npo nepeBarn TOro YM iHLWOro
npenapaty abo pexumy. [lpogoBXeHHs XimioTepanii
nicna TPeTboi nNiHii MoXe 06roBoptoBaTUCS ONIS1 XBOPWUX,
SKi  3HaxogATbCA B 3aOBifIbHOMY 3aranbHOMY CTaHi
3a ymoBW BIignoBigi Ha nonepegHi niHil XimioTepanii.
BucokogosoBa ximioTepanis nosa pamMkamu - KiiHiYHUX
JocnigkXeHb He PEKOMEHAYETLCS.

AHTU-HER2 Tepanis

XBopi 3 HER2-no3utnBHuM PI'3 noBuHHI oTpumyBaTtu
aHTM-HER2 Tepanito B noegHaHHi 3 xiMio- abo ropmMoHo-
Tepanielo (3a mMOMiHaNbHUX NyxnuH). B gkocTti nepuoi
niHii cnig 3actocoByBaTu TpacTy3ymMab, SKWO BiH He
npusHayaBcsi 3 ap'loBaHTHOK MeTow. B kombGiHauii
3 TpacTy3ymaboMm Ta [JOLeTaKCcenom TakoX Moxe OyTu
npu3HayeHun nepTty3ymab, abo 3acTocoBylTb KOMGIHO-
BaHi npenapaTtn Tpactysymaby Ta nepty3ymaby, i Tpac-
Ty3ymaby Ta emTaH3nHy. OcTaHHin € kKoMbiHaujieto aHTuTINa
no HER2-peuentopa Ta iHribiTopa nonimepusauii 6inka
TybyniHy. Mig yYac nikyBaHHS ODOOB’A3KOBUM € KOHTPOIb
ckopouyyBanbHOi dyHKUIT Miokapaa. Mpu nepliomy enisogi
nporpecyBaHHss Ha OHI MiKyBaHHS TpacTy3ymabom
MOXINMBE MPOAOBXEHHS MiKyBaHHS UMM >Xe npenapartoMm
3i 3MiHOKO XximMioTepaneBTMYHOrO pexumy abo nepexig
Ha nanatuHib. CtaHpapTHi pexumun aHTU-HER2 Ttepanii
npencTaeneHi B Tabn. 5.

OuiHka edpekTMBHOCTI

OuiHKy edbekTy peKkoMeHOyeTbCA MNpoBOAWUTU Micns
KOXHMX 3 MiC. rOpMOHOTEpanii i KOXKHMX 3 KypciB XiMioTepanii.
EdeKkTnBHICTb OUIHIOETBCA Ha MiagcTaBi AaHWX 3ararnbHOro
Ornsify, 3'iCyBaHHs CKapr, pesynbraTiB iHCTPYMEHTanbHUX
Ta nabopaTopHuMX MeTofiB OOCTEXEHHSs, siKi BUSIBUANM
naTonorito Ha eTani no4yaTKoBOI AiarHOCTUKW. IHTepBanu
MK OOCTEXEHHAMU MOXYTb OyTWM 3MiHEHI B 3anexHoCTi
Big KniHiYHOI cuTyauii. lNMpu nigo3pi Ha nporpecyBaHHA
XBOpPOOM 3a KMNiHIYHMMM OaHMMKM HeOoOXigHO BWKOHATK
YTOYHIOIOYi OOCTEXXEHHSl, B TOMY YMCHli 3 OLHKOK 30H,
SIKi He obcTexXyBanv 4o noyaTky Tepanii.

CnocTepexeHHs

CrocTepexeHHs 3 npuBOAY MOBEPHEHHS XBOpOOMU
nicns nikyBaHHA aHanoriyHo Takomy npu nepBuHHoOMy PI3.

Selection of the regimen must be individual and
take into account features of the tumor, the patient, and
also the effectiveness of adjuvant or neoadjuvant
chemotherapy if it was performed. On the condition that
patients were not prescribed anthracyclines earlier, they
should be chosen in the first line of therapy. In most cases,
sequential use of cytostatics has the same effectiveness
regarding the lifespan as combined chemotherapy.
Moreover, monotherapy is associated with lesser toxicity
and better life quality. Chemotherapy with the use of
the same combination of drugs can be performed till the
disease progression, or till the development of unaccep-
table or dose-limiting toxicity, and it must be selected
individually for every patient. Long-term stabilization of
the disease with minimal toxicity is viewed as a positive
effect of the treatment and is not a reason for stopping
or changing the therapy.

Also, there are no standard approaches to performing
the second and next lines of therapy, as well as no data
that prove the advantages of one or another drug or
regimen. Continuation of chemotherapy after the third
line can be discussed for patients which are in overall
satisfactory condition if there was a response to the
previous lines of chemotherapy. High-dose chemotherapy
beyond clinical studies is not recommended.

Anti-her2 therapy

Patients with HERZ2-positive breast cancer must
receive anti-HER2 therapy in combination with chemo-
therapy or hormone therapy (in luminal tumors). Tras-
tuzumab should be used as the first line if it was not
prescribed for the adjuvant purpose. Pertuzumab may
also be prescribed in combination with trastuzumab and
docetaxel, or combined drugs of trastuzumab and
pertuzumab and trastuzumab and emtansine. The latter
is a combination of antibody to HER2-receptor and inhi-
bitor of polymerization of tubulin protein. Control of myo-
cardial contractile function is obligatory during the
treatment. In the first episode of progression in the course
of the treatment with trastuzumab continuation of the
treatment with the same drug is possible with the change
of chemotherapeutic regimen or crossover to lapatinib.
Standard regimens of anti-HER2 therapy are given in
Table 5.

Assessment of effectiveness

The effect is recommended to be assessed after every
3 months of hormone therapy and every 3 courses of
chemotherapy. Effectiveness is assessed based on data
of general examination, clarification of complaints, and
results of instrumental and laboratory methods of exami-
nation which detected pathology at the stage of initial
diagnostics. Intervals between examinations can be
changed depending on the clinical situation. On suspicion
of disease progression by the clinical data, it is necessary
to perform clarifying examinations, including the assess-
ment of the zones which were not examined before the
start of the therapy.

Examination

Examination regarding the return of the disease after
the treatment is similar to the one in primary breast cancer.
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Tabnuusa 5. CtaHgapTHI pexumn BukopuctaHHs aHTu-HER2 npenaparis
Table 5. Standard regimens of the use of anti-HER2 drugs

8 Mmr/kr (HaBaHTaxyBarnbHa fo3a) B/B, Aani — 6 mr/kr B/B 1 pa3 Ha 3 TWXHI
8 mg/kg (loading dose) IV, then — 6 mg/kg IV once per 3 weeks

TpacTy3ymab 4 mr/kr (HaBaHTaxyBanbHa 403a) B/B, Aani — 2 MI/Kr B/B LLIOTUXHS
Trastuzumab 4 mg/kg (loading dose) IV, then — 2 mg/kg IV every week
MigwkipHa cdopma: 600 Mr Ha BBEAEHHS!, KOXKHi 3 TVXHI
Subcutaneous form: 600 mg per administration, every 3 weeks
HeoTvavmab 840 mr (HaBaHTaxyBanbHa Ao3a) B/B, npotsiroMm 60 xB., Aani — KOxHi 3 TxkHi — 420 mr npotsarom 30—60 xB.
Pel?tuéuymab 840 mg (loading dose) IV, over a span of 60 minutes, then — every 3 weeks — 420 mg over a span

of 30-60 minutes

TpacTy3ymab-eMTaH3nH
Trastuzumab-emtansine

3,6 mr/kr B/B, B 1-1 AeHb — 1 pa3 Ha 3 TWXHiI
3,6 mg/kg 1V, on day 1 — once per 3 weeks

IanatuHio
Lapatinib

1250 mr/po6. per os woaHs B kombiHauii 3 kaneunTtabiHom 2000 Mr/M2/006. per os 1—14 AHi KOXHi 3 TUXKHI
1250 mg/day per os every day in combination with capecitabine 2000 mg/m?/day per os on days 1-14 every
3 weeks

1500 mr/go6. per os LWwoaHs B koMbGiHaLii 3 iHribiTopamu apomartasu (netposon 2,5 mr/go6. per os LwoaHs)
1500 mg/day per os every day in combination with aromatase inhibitors (letrozole 2,5 mg/day per os every day)

1000 mr/po6. per os LWodHSA B KOMGiHaLii 3 TpacTy3ymabom 2 Mr/Kr B/B LLOTWKHSA (HaBaHTaxyBarnbHa [03a

4 wr/kr B/B)

dose, IV)

abo 6 mr/kr B/B 1 pa3 Ha 3 TwxHi. (HaBaHTaxyBanbHa fo3a 8 mr/kr B/B)

1000 mg/day per os every day in combination with trastuzumab 2 mg/kg IV every week (4 mg/kg loading

or 6 mg/kg, IV once per 3 weeks (8 mg/kg loading dose, V)

XBopi 3 AncemiHOBaHWM npoLecom MoBuHHI ByTn obcte-
XeHi 3 4acToTol0, sika [03BONAE NPOBOAUTM MaKCMMaribHO
MOXIMBE NaniaTMBHE NiKyBaHHS, WO 3abe3nevye KOHTPOrb
CMMNTOMIB, HANKpPaLLY AKICTb | MakCMMarnbHi TEPMIHWN XUTTS.

BUCHOBKMU

MornubneHHa Hawux 3HaHb Woao naTtoreHesy PIr3
Byae cnpuaTy GinbLl 3BaXKEHOMY BMPOBAAXEHHIO iHAMBIAY-
anbHUX NigxoAiB A0 NiKyBaHHA XBOPMX Ha L0 MaTonorito.
MocTinHMn nowyk o60B’A3KOBO NpuBeAe OO0 NOSABU HOBUX
rpyn nikapcbkmx 3acobiB, siki MOXMMBO 3MiHSATb iCHYHOMI
Ha CbOrofdHi cTaHAapTu nikyBaHHS. 3aCTOCYBaHHS HOBUX
naToreHeTM4YHO BUNpaBAaHUX Metoais GionoriyHoi, ropmMo-
HanbHOI, TapreTHol Tepanii B CydacHWX cTaHaapTax fiky-
BaHHA [03BONUTbL NiABMWNTM K  GespeunamBHy, Tak
i 3aranbHy BUXMBAHICTb XBOPUX.
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Patients with the disseminated process must be examined
frequently enough so that maximally palliative treatment,
which ensures control of the symptoms, the best quality,
and maximal duration of life, can be performed.

CONCLUSIONS

The deepening of our knowledge of breast cancer
pathogenesis will contribute to the deeper implemen-
tation of individual approaches to the treatment of patients
with this pathology. Continuous search will certainly lead
to the appearance of new groups of drugs which may
change the existing standards of treatment. The use of new
pathogenetically relevant methods of biological, hormonal,
and target therapy in the modern standards of treatment

will allow both recurrence-free and overall survival of
the patients to be increased.
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MepcnekTMBU NOAAABLUMX AOCAIAXEHD

Ha nigcTaBi aHanisy cy4acHUX OaHuX, 3anvaeTbCsl akTyanbHUM
NUTaHHA iHAMBIQyanisauii MetoaiB nikyBaHHs XxBopux Ha PIr3.
BaxnvBe 3Ha4YeHHs1 Mae noAanblue BMBYEHHS MOXITMBOCTEN
3aCTOCyBaHHSI HOBMX [pyn npenapariB, 3anexHo Big BiOOMMX
Ta MNEepCnekTUBHUX MOJEKYNAPHO-BIONOriYHNX  BNacTMBOCTEN
NyXIVHWY, WO CNpUSTME BUOOPY ONTUMAarbHOI CXeMU NiKyBaHHS.
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Prospects for further research

Based on analysis of modern data, the matter of individualization
of methods of treatment of patients with breast cancer remains
topical. It is of great importance to further study the possibilities
of the use of new drug groups, depending on the known and
probable molecular-biological features of the tumor, because it will
contribute to the selection of the appropriate treatment regimen.
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