JlekapcTBeHO TapreTupaHe
npun HR+/HER2-
MeTacTaTU4veH KapuuHOM Ha rbpAaa

A-p Aca KoHcynoBa, am

MyntunancumnnnHapHyn OHKONOrnMYHU Pa3roBopu N EKCTPaKTU
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/
y XT pewnctBa no-gobpe ot ET — no pain, no gain!

MuTtoBe v nereHgm ...

XT genctBa no-awbnro ot ET

BeH03HO e No-CUrypHO OT rpe3 ycmama

Hau-egbekmusHomo rie4eHuUe ce nasm 3a Hau-
HanpegHanuTe ctaguu

EdeKkTbT € no-BaXeH OoT TOKCUYHOCTTa Ha NEYEHUNETO

[Tpy mnagu >xeHn bonecTTa € no-arpecrBHa

7
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Llenn Ha ne4yeHueTo npu MKI

7 [TopobpsiBaHe Ha npeXxuBaemMocTTa (MHO20 Masiko

// a2eHmu nnocmuaam masu yers!)

/ [MonobpsaBaHe unu nogabpxaHe Ha QoL
OTnaraHe Ha nporpecus Ha borecTTa
YabmKkaBaHe Ha NPOabIMKUTENHOCTTA HA OTrOBOP

[TpeBpbLUAHE B XPOHNYHa bonecT
[Tannauua Ha cumnTomMu mn ap.

BbanaHc mexay TOKCUYHOCT U eDEeKTUBHOCT

KauvecTBo MpoabnKkutenHocr

( Ha XUBOT Ha }MBOT v>
7



[TloBeaoeHuneTo npun MKI 3aBucu ot
XapakTepuUTUKNUTE Ha

NMAUVEHT: npeanoyntanmsa, buonormvHa (KnMHMU4YHa) Bb3pacT, PS,
npugpyxasawm 6onectn, MeHonaysaneH cratyc (npu ET), Hyxaa ot
O6bpP3 KOHTPOI HaA bonecTtTa U CUMNTOMU, COLMarIHO-
NKOHOMMYECKU dpaKTopU, NCUXONOrM4eckn paktopu.

BOJIECT: HR & HER-2 ctatyc

TYMOP : npegxooHo neyeHne n nocturHat otrosop, bbb, TymopeH
ToBap. (buomapkepn???)

> 0O0CTbMN 00 MeAUKaMeHTH

NMPEONOYUTAHUATA HA TTALLMEHTA BuHaru tpsibBa aa ce
B3emMaT nog BHUMaHume!



: )
MOPE  By,3moxHM TepaneBTUYHU U3bopu 3a | NnHKUS
2018 nevyeHune Ha MKI'

%
T camocTosaTenHo (tamoxifen, Al, fulvestrant)
/ T + OMONOrMYHUM areHTH
(palbociclib, ribociclib, abemaciclib, everolimus)

nmuotepanma (MoHo-XT)
nmuoTepanmna (KombuHmnpaHa XT)

NIMHWUYHO NMPOYy4YBaHE

KaK aa usbepem npu KOHKpETHUA NaLlneHT?

7
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1.
2.
3.

BCUYKU pbKkoBoacTBa ca B KOHCEHCYC, Ye:

AlBICIi L

ABCA4:'ET is the preferred option for HR+ disease, even in the
presence of visceral disease, unless there is visceral crisis or
concern/proof of endocrine resistance. (LoE: 1 A)

NCCN. ASCQO:23 % ASCO | GUIDELINES

« Endocrine therapy recommended for most patients

« Chemotherapy reserved for visceral crisis or PD on multiple
lines of endocrine therapy

Cardoso F, et al. 4th ESO-ESMO International Consensus Guidelines .Ann Oncol 2018; 29: 1634—-1657
NCCN website

Rugo HS, et al. J Clin Oncol. 2016;34:3069-3103



e

BucuepanHa Kpusa

Texxka opraHHa AUCMPYHKUUA, OLLEHEHA KAaTO CUMNTOMU UNU
obpas3Hu/nabopatopHu nokasartenu n/mnmn 6bpP30
nporpecupalla 6onect

Hannune Ha BucuUeparnHu nesummn # BucueparnHa Kpmsa
PuUck oT KomnpomeTunpaHe oyHKLUUA Ha opraH, Hanaraty,
NpunoXxeHne Ha Obp3ogencTBalla epekTnBHaA Tepanus,

0COBEHO NPU PUCK 3a HEBB3MOXXHOCT 3a NocrieaBallo

neyvyeHue Npu eBeHTyasiHa Nporpecus.

Cardoso F, et al. 4th ESO-ESMO International Consensus Guidelines .Ann Oncol 2018; 29: 1634—-1657
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MeTa-aHanu3 Ha paHAOMU3UPaHU NpPoy4YBaHUS,
cpaBHaABawwm XT vs ET npu MKI'

v Pe3ynrtaTtu

v" Jluncea pasnuka B Ol B 6 npoyyBaHus (N = 692): HR 0.94 (95% CI: 0.79-1.12;
P =.5)

v MIma cTaTtnycTn4ecKkn 3Ha4ymma pasnvka B nonsa Ha HMBa Ha 06EKTMBEH OTrOBOP
B 8 npoyyBaHua (N = 817): HR1.25 (95% CI: 1.01-1.54; P = .04)

[pn BCe TOBa, 2Te Han-rofiemMu NpPoy4yBaHNA NnokassaTt NPOTUBOPEYMBU pe3yriTaTu
v" TOKCMYHOCT MHOro ockbaHa nHdopmauus 3a QoL

YBenuyaBaHe Ha Tokcu4yHocTTa ¢ XT (rageHe, noBpbLiaHe, anoneuust)

3 oT 7 npoy4yBaHus cnegat QoL ¢ pasnunyHu pesyntaTtu

3aKrn4yeHus Ha aBTopuTe

In women with MBC and where HR are present, a policy of treating first with
endocrine therapy rather than chemotherapy is recommended except in the
presence of rapidly progressive disease.”

Wilcken N, et al. Cochrane Database Syst Rev. 2003;(suppl 2):CD002747.



HR+ metastatic breast cancer cohort

e - - 100%
In real life, one-quarter of patients with hormone .
receptor-positive metastatic breast cancer receive oo
chemotherapy as initial palliative therapy: a study of the o
Southeast Netherlands Breast Cancer Consortium =

50%

D. J. A. Lobbezoo'-%, R. J. W. van Kampen', A. C. Voogd'3, M. W. Dercksen?, F. van den .
Berkmortel®, T. J. Smilde®, A. J. van de Wouw®, F. P. J, Peters’, J. M. G. H. van Rief®,
N. A, J. B, Peters®, M, de Boer', P, G, M. Peer'°& V. C. G. Tjan-Heijnen'* o
s Mitng e Ak e, ik Dy e
Y Nt of ¥ WAt of Koy MeckGng, SY Jns Mosoty, Voot X ¥ forx o
Rt ity Mook Muttgie Viscecal

B Chemotherapy B Endocrine therapy

Recevad 24 May 2015 revised 28 Augwt 2015 and 14 Octobyr 2015 acoapied 26 October X015

ET vs XT KaTto nbpBa AMHUA?

100 4 100 4
% . — Havanuo nevenmne c XT . = Hauanuo nevenue ¢ XT
\ ~~~ Havanuo neveunwne c ET . ~"" Havanuo nevenue c ET OI-I
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P < 0.0001
0 4 04
v T U U L
0 2 Meceum 3% 60 0 12 24 36 48 &0
@ur. 1A ®ur. 16 Meceum

Lobbezoo, D. J. A. et al. In real life, one-quarter of patients with hormone receptor-positive metastatic breast
cancer receive chemotherapy as initial palliative therapy Ann Oncol 2016
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AKLEHTHU

»[loBTOpHaA broncus npu nporpecus.

»ET, HE3aBMCMMO OT MeTacTaTuyHaTa fnokanusaumsa unn Hanundme Ha
orpaHuU4eHn BUCLIEPAriHU METacTasu.

»[1pn nocturaHe Ha otroBop kbM ET (MOHOTEepanus nnu B
kKomOuHauus), cneq b ce npogbnmkasa ¢ nocneasaliy nuHuUM ET

»[1pn pasBuTne Ha pe3ncTeHTHOCT KbM ET nnu nsyepneaHe Ha
TepaneBTUYHNTE Bb3MOXHOCTU -> XT.

»[lNooaobpxawa ET cneg XT

Lobbezoo DJ et al. In real life, one-quarter of patients with hormone receptor-positive metastatic breast cancer receive chemotherapy as
initial palliative therapy Ann Oncol 2016

Wilcken, N., Hornbuckle, J. & Ghersi, D. CT vs ET for metastatic BC. Cochrane Database Syst Rev 2003

Swallow, E. et al. Real-world patterns of endocrine therapy for metastatic HR+/ HER2- BC in the US: 2002-2012. Curr Med Res Opin 2014
André, F. et al. Disease management patterns for postmenopausal women in Europe with hormone-receptor-positive, HER2- advanced
breast cancer. Curr Med Res Opin 2014



%pg [Mpenopbkn Ha ESMO 3a ET npu XP+ /
2013 HER2- MKI™

/

* ET..

% ApantupaHo oT: Senkus E & Cardoso F, et al. ESMO clinical practice guidelines. Ann Oncol 2015;26(5):8-30



M: OPE  TepaneBTUYHM Bb3MOXHOCTW 3a MbpBa nuHus ET
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NoguHa
1977

1990s

2000-te

2010-Te

AreHT MexaHn3bM Ha geucTBue
SERMs AHTaroHuct Ha ER B TbkaHuTe
Tamoxifen
Toremifene
Als NHxnbupaHe Ha Npon3BOACTBOTO Ha
Anastrozole eCTPOreHu npu XxeHn B MeHornay3sa
Exemestane
Letrozole
ERD BbanpenaTtcrea aumepusaumata Ha ER,
Fulvestrant ycKkopsiBa gerpagaumarta Ha ER m
HapylaBa saeHaTa nokanusauma Ha ER
KombuHauumn
Exemestane/everolimus BrnoknpaHe Ha curHanHMAT NnbT HAa ER ©n
Letrozole/palbociclib OPYrY KMETbYHU NbTULLA

Fulvestrant/palbociclib

Lim E, et al. Oncology (Williston Park). 2012;26:688-694.
Croxtall JD, et al. Drugs. 2011;71:363-380.

Vidula N, et al. Clin Breast Cancer. 2016;16:8-17.
Mustonen MV, et al. World J Clin Oncol. 2014;5:393-405.
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50 -
40
30 -
20 -
10 -
T — T T T \  roAMHU
0 2 4 6 8 10 12
o N MaymeHT e puck Neverune
69 250 149 72 37 19 0 ———we—  LHRH + tamoxifen
186 256 128 59 24 7 D emevecoses ** LHRH
KM kpuen 3a o6wa npexueaemoct npu npuaoxedne Ha LHRH wan LHRH = tamoxifen.
T T T T ] foAuhn

0 2 4 6 B 10 12
(¢} l Number of patients at risk ; J—
212 250 K] 19 14 5 0 LHRH + tamoxifen
228 256 19 14 6 3 D ===ecemmaa== LHRH

KM kpuen 3a npemunsaemoct 6e3 6onect npu npunoxenne Ha LHRH nan LHRH = tamoxifen

-

[Mpn npemeHonay3a/siHU XeHU U pelleHune 3a
ET, ce npenopbyBa gobaBsaHe Ha oBapuasHa
cynpecusa (OC). ET morke aa ce npoBeae C
tamoxifen, AU nnu fulvestrant, Ho AU nnun
fulvestrant nsmncksart 3agvaxutenHo OC.
NocnepBawloTo noBeaeHUe U NPOrHO3a Npu
YXeHU B Nepu- u npemeHonaysa He ce
pa3nnyaBaTt OT Te3n Npu meHonaysa.

Klijn, J. G. et al. Combined tamoxifen and LHRH agonist versus LHRH agonist alone in
ﬁnenopausal advanced breast cancer: a meta-analysis of four randomized trials. J Clin Oncol



v py npemeHonay3anHu *xeHn u pewweHue 3a ET ce npenopbyBa
OBapuaanHa cynpecus.

v Bb3amoskHM onumn: Al nnm tamoxifen cnopep smaa u
NPOAb/IXKUTENHOCTTA Ha aET. AU 3aa4b/1KMTEeNNHO N3UCKBAT OBapMasiHa
cynpecus.

v'Fulvestrant cbLL0 B Bb3MOXeH n3bop, HO Haaara NPUIoKeHne
eAHOBpPeMeHHO C OBapuaiHa cynpecus.

v'Tpu KeHn B meHoNay3a npeanoymtaHaTta 18a amuua ET 3asucu ot
BUAA U NPOAB/IKUTENHOCTTA HA aET 1 oT BpemeTo OT NPUKNIOYBAHETO M.
Bb3amoxHu onuun: AU, tamoxifen nnam fulvestrant

Michaud LB, et al. Combination endocrine therapy in the management of breast cancer. Oncologist., 2001
Klijn JG. et al. Combined tamoxifen and luteinizing hormone-releasing hormone (LHRH) agonist versus LHRH agonist
alone in premenopausal advanced breast cancer: a meta-analysis of four randomized trials. J Clin Oncol , 2001



MoHo - ET nnu B koMmbnHauusa ¢ omonornyeH areHTt?



Pe3ncteHTHOCT KbM ET

De Novo ﬁ Mpupobura

3aryba / nHakTuBMpaHe Ha cUrHanHuAaT NbT Ha ER, akTuBmnpaHe Ha
PISK/AKT/mTOR nnn HER curHanHusa nbT, akTuBMpaHe Ha
pPacTeXHU oaKkTopu ...

NMbpBuYHa: Peunams npes nbpBute 2 roamHu ot akET, nnu nporpecma Ha 6onectta
npes3 nbpBute 6 Meceua ot 18 nuHna ET 3a MKT

BtopuyHa (npuaoburta): Peuname Ha dpoHa Ha npoabimkaBawa aET, Ho cnen
NbpBUTE 2 TOONHU UNKU peunamB B paMmkuTe Ha 12 meceua oT npuknioysaHe Ha aET,
unn PD = 6 meceua cnen 3anoysaHe Ha ET 3a MKI

Pe3ncrteHTHOCTTa € KOHTUHYYM U Te3u onpeanerneHnsa ca nosyieaHn oCHOBHO
3a KIMMHN4YHUTEe Npoy4viBaHNA N HEe CbBCEeM KITMHNYHAaTa NMpaKTUukKa

1. Osborne CK, et al. Ann Rev Med. 2011;62:233-247; 2. Arpino G, et al. Endocr Rev. 2008;29:217-233; 3. Shou J, et al. J Natl Cancer Inst. 2004;96(12):926-935; 4. Chung YL, et al. Int J
Cancer. 2002;97:306-312; 5. Meng S, et al. Proc Natl Acad Sci USA. 2004;101:9393-9398; 6. Nicholson RI, et al. Endocr Relat Cancer. 2004;11:623-641; 7. Gee JM, et al. Endocrinology.
2003;144:5105-5117; 8. Knowlden JM, et al. Endocrinology. 2005;146:4609-4618; 9. Miller W, et al. AARC Special Conference: Targeting PI3K/mTOR Signaling in Cancer; 2011.

Abstract A09.



M: OPE ER, curHanum nbtuwa n eHOokpuHHa pe3NCTEHTHOCT

201

Anti-HER2 areHTn A -
/ A
/// _ .
/RAS : ApomaTtasHu
: : UHXUOUTOPU
¢ \
plasm @ v
MEK (G —
HDACuHXx1buTtop \ i G—"
(Entinostat) -
(R (G G
. / _-’o
i /Q
‘ tamoxifen
M-TOR fulvestrant
MHXUOUTOP

(Everolimus)

CDK Mwaﬁw
% ApantpaHo ot Denise Yardley et al, ASCO-Breast 2011
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Hsakou pasnuku mexay CDK 4/6 uHxnbutopurte

Palbociclib Ribociclib Abemaciclib
T.ax 4.2-5.5 yaca T ax 4 Yaca Tax 4—6 yaca

125 mg aHeBHO(3 ceam,

Ho3npaHe 1-ceam nay3sa)

OcHoOBHMU 8030- HGYTpOﬂeHMﬂ,

NMMUMUTUpALUM  TpoMOouuTONEeHusA
TOKCUYHOCTHU

AHemus, NageHe,
Opyrm aHopekKkcus, ymopa,
AOoKrnaaBaHu avnapwus
CTPaHUYHU
peakuumn

600 mg daily
(3 ceam,
1-ceam nay3a)

HeyTponeHus,
TpombouuToneHus

Myko3uT
YaobnxaBaHe QTc

(npemMunHaBa KpbBHO-
Mo3b4HaTa Gapuepa)

200 mg AgByKpaTHO
AHEeBHO
(npoabmxuTEeneH
npuem)

YmMmopa

Owapusa
HeyTponeHus

NMokauBaHe Ha ACAT/AJNAT

rageHe

Sherr CJ, et al. Cancer Discov. 2015;6:353-67.
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NCCN Guidelines Version 3.2015

L

National
Comprehensive
NGO Cancer
Network®

Ol

Version 2.2018

Invasive Breast Cancer

SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV DISEASE
ER and/or PR POSITIVE; HER2 NEGATIVE OR POSITIVE

Ovarian ablation or suppression,
Premenopausal*®* —— | plus endocrine therapy as for
postmenopausal women*%333

il Postmenopausal*k.yy >

therapy within 1y

Consider initial chemotherapy®®?

VERCAALCTInIN > (See BINV-20 and BINV-21)

Ovarian ablation or suppression,
plus endocrine therapy as for
postmenopausal women®332

or

Selective ER modulators-332

Aromatase inhibitor23a,ccc

Premenopausal*X ——»

-

No prior endocrine KK,yy or

therapy within 1y e L Selective ER modulators or selecti
ER down-regulator®

Visceral crisis ——» CoOnsider initial chemotherapy®®?

Ovarian ablation or suppression, plus
endocrine therapy (£ CDK4/6 or mTOR inhibitor)
as for postmenopausal women®®®

Consider a different endocrine therapy
(£ CDK4/6 or mTOR inhibitor)®®®

Consider initial chemotherapy™

|Ovarian ablation or suppression, plus
endocrine therapy (£ CDK4/6 inhibitor) as for
|postmenopausal women®®®

or

Selective ER modulators®®®

Aromatase inhibitor®®®

groloctivo ER modulators

‘S’:Ioctivo ER down-regulator®®®

g:)Kus inhibitor + aromatase inhibitor (category 1)

» Consider initial chemotherapy
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= TepaneBTUYHM Bb3MOXHOCTU 3a
2018 oo

BTOpPa 1 nocneasawla nuHmna ET
y//

OnTumanHaTta nocnenoBaTe/IHOCT Ha eHAOKPUHHUTE areHTu cneq |
nmumna ET e HecurypHa. N360pbT 3aBUCKU OT U3MO/I3BAHUTE B
(Heo)aatoBaHTEH acneKT n KaTo | AMHuA ET.

TepaneBTnyHU onuum ca: AU, tamoxifen, fulvestrant +
CDK4/6, Al+ everolimus, tamoxifen + everolimus,
fulvestrant, megestrol acetate nnu estradiol.

KbM MOMEHTa HsMa AMPEKTHO CpaBHEHME MeXay
pasfiMyHNTE Bb3MOHOCTU 3a KOMOUHMpaHa ET+
BnonornyHu areHTn nnun cnpamo XT.
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SYSTEMIC THERAPY FOR ER AND/OR PR-POSITIVE RECURRENT OR STAGE IV (M1) DISEASE

HER2-Negative and Premenopausal
mic Treatment of IV (M1) Di BINV-2

HER2-N \'i P n |

* Non-steroidal aromatase inhibitor (anastrozole, letrozole)
« Selective ER down-regulator (fulvestrant, category 1)*
« Tamoxifen or toremifene

« Steroidal aromatase inactivator (exemestane)

« Palbociclib + aromatase inhibitor (catogory 1)23

« Palbociclib + fulvestrant (category 1)

» Ribociclib + aromatase inhibitor (category 1)2'3

« Abemaciclib + aromatase inhibitor (cate?ory 1)%3

« Abemaciclib + fulvestrant icategory 1)

+ Exemestane + everolimus®®

* Fulvestrant + everolimus

« Tamoxifen + everolimus

« Ribociclib + tamoxifen (category 1)>7

Useful in certain circumstances:

» Megestrol acetate 3CDK4/6 inhibitor in combination with an aromatase inhibitor (anastrozole,

« Fluoxymesterone letrozole, or exemestane) may be considered as a treatment option for first-
« Ethinyl estradiol line therapy for postmenopausal patients with hormone-receptor positive,

HER2-negative metastatic breast cancer.

4For postmenopausal women or for premenopausal women receiving ovarian
suppression with an LHRH agonist, with hormone-receptor positive and
HER2-negative metastatic breast cancer that has progressed on or after
prior adjuvant or metastatic endocrine therapy.

SIndicated after progression on prior endocrine therapy.

6A combination of exemestane with everolimus can be considered for
patients who meet the eligibility criteria for BOLERO-2 (progressed within
12 mo or on non-steroidal Al).

"May be considered as a treatment option for first-line therapy with ovarian
suppression or ablation for premenopausal patients with hormone-receptor
positive, HER2-negative metastatic breast cancer.

8Indicated after progression on prior endocrine therapy and prior
chemotherapy in the metastatic setting.

« Abemaciclib?®

1A single study (S0226) in women with hormone receptor-positive breast cancer and no
prior chemotherapy, biological therapy, or endocrine therapy for metastatic disease
demonstrated that the addition of fulvestrant to anastrozole resulted in prolongation
of time to progression. Subset analysis suggested that patients without prior adjuvant
tamoxifen and more than 10 years since diagnosis experienced the greatest benefit.
Two studies with similar design (FACT and SOFEA) demonstrated no advantage in time
to progression with the addition of fulvestrant to anastrozole.

2|f there is disease progression while on CDK4/6 inhibitor therapy, there are no data to
support an additional line of therapy with another CDK4/6-containing regimen. Likewise,
if there is disease progression while on a everolimus-containing regimen, there are no
data to support an additional line of therapy with another everolimus regimen.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2018, 0320/18© N Comepx Cancer . Inc. 2018, All rights reserved. The NCCN Guidelines® and this Blustration mary not be reproduced in any form without the express written permission of NCCN* B'NV-N
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OPE npexusamemocr 6e3 nporpecus npu Il 11+ Aununa ET +/- TT

HNme na ET TT IIbII 3a ET | IIBII3a ET+
NMpoy4YBaHe (mecenn) | CDK4/6(Mmecenn
n)
PALOMA-3 fulvestrant palbociclib 5.6 9.5
MONARCH-2 fu lvestrant abemaciclib 9.3 16.4
MONALEESA-3 fulvestrant ribociclib 12.8 20.5
BOLERO-2 exemestane everolimus 3.2 7.8
TAMRAD tamoxifen everolimus 4.5 8.6
PrE0102 fulvestrant everolimus 5.1 10.4
MONARCH-1 - abemaciclib - 6.0
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PIBK/Akt/mTOR

2| S HR = 0.45 (95% Cl, 0.38-0.54) :
_g : Log-rank P <.0001 Kaplan—Meier kpuBu 3a lNbIl1
g %81 | Kaplan-Meier medians npu neyeHune c everolimus
"6 7] ‘th EVE+EXE: 7.8 months
29 os- N PBO+EXE: 3.2 months +exemestane vs exemestane
S i,
g) 0.2 4 \_"1
e A 232:2'1?«:3"&': 310/485) TS e, .
& | 2 Feovexeiom- zoom iy < S, A OueHka Ha nscnegosarens
O 2 4 6 8 10 12 14 16 18 20 22 20 2 28 nnn
o, iR Time (months)
0. at ris|
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[loBepeHue npu MKI‘ - npenopbku
» MosBTopHa 6buoncua npu Mb 3a onpeaenaHe Ha ER, PR, HER2.

» Mpn Hannune Ha eHAOKPUHHA YyBCcTBUTENHOCT ET 61 TpAbBano aa 6vae
npeanoYmTaHaTa KaTo NbpBa UAKW NOcneABalla TNHUA IEYEHUE,
He3aBMCUMO OT MeTacTaTM4YHaTa I0Ka/In3aLmna Npu AMnca Ha BUcLepanHa
KpW3a UAK XMBOTO3acTpallaBalla MeTacTaTU4YHa BONEeCT C HyXKaa oT

nocTuraHe Ha 6bp3 TepaneBTUYEH edeKT.
» OrpaHuM4YeHu BUCLUEPaAIHM METACTa3n He ca KOHTpPauHAnKaumm 3a ET.

» Mpun nocturaHe Ha otroBop Kbm ET (MoHOTEpanua nnm B KombuHaumsa),
cnep b ce npoabaxKaBa c nocneasawim AMHUM ET

» Mpwn pasBUTHE Ha PE3UCTEHTHOCT KbM ET MaK n3yepnBaHe Ha
TepaneBTUYHUTE Bb3IMOXKHOCTM Ce NPEeMMHABA KbM LIMTOCTAaTUYHO

neyvyeHue.

» Moppbpxawa ET cnen nocturaHe Ha edpekt oT XT ce npenopbyBa, Nnopaam
HMCKA TOKCUYHOCT M Bb3MOXKHOCT 33 NOAAbPKAHE HA NOCTUTHATUA ePEKT.



NMoBepeHue npu MKI - npenopbKku

» AKO He ca n3nonssaHu Ha | anHua, CDK4/6 nHxmbutopm morat ga
6baaT NpuaaraHM Ha BCAKA cneaBalla AMHUA B KombuHauma ¢ ET

» TOKCMYHOCTTa OT KOMBUHaumaTa everolimus/exemestane
onpeaens MACTOTO Ha TO3M PEXMM KaToO nocneaBalla
TepaneBTUYHa Bb3MOXKHOCT cnen ET+CDK 4/6

» Mpu orpaHnyeHa nporpecms (MPMMepHO MO3bYHM MeTacTasn,
CO/IMTApPHA /1e31A) e YMeCTo npuaaraHe Ha NOKa/IHU TEXHUKU Npu
3amnasBaHe Ha cMcTemMHaTa Tepanus

v Cnep, npuiosKeHne Ha oBapuanHa cynpecus, 1e4eHMeTo Ha KeHu C

KI' B npemeHonaysa ce npoBeXaa no Cblinte NPUHUNNU KAKTO
NPW }EeHN B MeHoMnay3a.
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