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Nepriaznivé prognostickée faktory pri HR+,
HER2-
pokrocilom karcinOme prsnika

DE NOVO mts ochorenie alebo RELAPS ca prsnika

Endokrinnd rezistencia

Lokalita MTS a rozsah metastatického postihnutia

Viscerdlna kriza



DE NOVO mts ochorenie alebo RELAPS ca prsnika? | Ktore pacientky maju horsie prezivanie?

« Uloha endokrinnej rezistencie?

* pacienti s recidivujucim MBC: horSia progmaoza + kratsie preZivanie v porovnani s de novo

de novo MBC ma lepsiu progndzu ako rekurentné MBC s intervalom bez ochorenia kratsim ako 2 roky alebo intervalom

od ukoncenia adjuvantnej liecby po prvu recidivu menej ako 1 rok

DOvod:

100 =

De novo BC * denovo MBC mbze byt citlivejsi na podavanu systémovl liecbu -
.............. DFI>2 years
= = = = DFI<2 years

80 tzv. ,,ochorenie naivné na liecbu® - nepredliecené

a8 e Recidivujuce MBC mdzu byt odolnejsie voci systémovej liecbe po

predoslom podani adjuvantnej liecby — rezistencia na liecbu

40 A

Probability of survival (%)

Pacienti s BC s dIhsim DFI alebo pacienti, u ktorych sa objavila

204 bee—ee vzdialena recidiva niekolko rokov po adjuvantnej lie¢be, mdZu mat
lepSiu odpoved na systémov liecbu.

00 20 40 0 80 100 120 Aka je uloha endokrinnej rezistencie ?

Yamamura J, et al. The Difference in Prognostic Outcomes Between De Novo Stage IV and Recurrent Metastatic Patients with Hormone Receptor-positive, HER2-negative Breast Cancer. In Vivo. 2018 Mar-Apr;32(2):353-358



Nepriaznivé prognostickée faktory pri HR+,
HER2-
pokrocilom karcinOme prsnika

Endokrinnd rezistencia



Definicia endokrinnej rezistencie m

* Podla ESO-ESMO medzinarodneho konsenzu/odporuceni pre liecbu ABC (ABCs) s Upravou dla ABC 6/7
« PRIMARNA ENDOKRINNA REZISTENCIA : pritomna de novo
* SEKUNDARNA ENDOKRINNA REZISTENCIA: ziskana terapeutickym tlakom

Sekundarna rezistencia sa rozvija postupne ¢asom a je pricinou neskorych

ESMO definicia endokrinnej rezistencie relapsov, ako aj pricinou nizsej icinnosti neskorsich Iinif endokrinnej liecby
/ ADJUVANTNA LIECBA LIECBA METASTATICKEHO OCHORENIA\
Start  2roky Ukonéenie lie¢by Start 6 mesiacov
1\ A A A A
I Endokrinna liecba | 12mes 1. Linia paliativnej HT

Endokrinna rezistencia \ Endokrinna rezistencia \

Prepracované z Maurer C, et al. Breast. 2017;34:1-11; Cardoso F, et al. Ann Oncol. 2018,29:1634-1657; Cardoso F, et al. Ann Oncol. 2020; 31(12):1623-1649, 6th and 7th International consensus guidelines for the management of advanced breast cancer (ABC guidelines 6 and 7) -
The Breast (thebreastonline.com), stiahnuté dria 4.9.2024
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6th and 7th International consensus guidelines for the management of e

advanced breast cancer (ABC guidelines 6 and 7)

Fatima Cardoso ™ , Shani Paluch-Shimon °, Eva Schumacher-Wulf©, Leonor Matos °,

-

Endocrine sensitivity/resistance

ET NAIVE: unknown if there is sensitivity or resistance to endocrine therapy (ET) since has never received ET.
PRIMARY ENDOCRINE RESISTANCE is defined as: Relapse while on the first 2 years of adjuvant ET, or PD within
first 6 months of 1% line ET-based therapy for ABC (note: this definition is the same regardless of whether therapy
included a CDK4/6i or not).

SECONDARY (ACQUIRED) ENDOCRINE RESISTANCE is defined as: All other clinical situations of endocrine-
resistance. Examples include:

1) Relapse while receiving adjuvant ET but after at least 2 years;

2) PD after at least 6 months of 1% line ET-based therapy for ABC;

3) PD after any duration of 2"+ line ET-based therapy for ABC;

4) Known ESR1 mutation (note: definition unaffected by therapy with CDK4/6i, mTOR/PI3Ki, or other adjunctive
drugs)

ENDOCRINE INSENSITIVITY is defined as: PD within 2 months of later-line ET-based therapy for ABC and no

additional ET-based approaches likely to result in clinically meaningful benefit.

[

o

SEKUNDARNA ENDOKRINNA REZISTENCIA:

PD po akejkolvek dobe liecby ET v 2.linii MBC
/nama mutacia ESR1

/

"

ENDOKRINNA INSENZITIVITA:
* PD pocas2 mes liecby ET v naslednych liniach pre MBC — ziadne

dalSie podanie ET uz neprinasa klinicky benefit

AN

Cardoso F et al. 6th and 7th International consensus guidelines for the management of

advanced breast cancer (ABC guidelines 6 and 7). The Breast, 2024
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2.
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Prehlad registra¢nych $tadif fazy 3 s inhibftormi CDK 4/6: REZISTENTNA populdcia

* kombinacia s fulvestrantom u pokrodilého HR+/ HER2- MBC s rezistenciou na predchadzajicu hormonalnu lie¢bu

Senzitfvne k endokrinnej lie¢be (ET) Bez predchadzajicej ET pre
Bez predchadzajlcej ET pre mts metastaticke ochorenie
ochorenie (rekurencia po <12 mesiacoch

od ukoncenia adjuvantnej ET)

(rekurencia po >12 mesiacoch od T A

ukoncenia adjuvantnej ET)

Bez predchadzajlcej
ET pre metastatické
ochorenie

2. linia liecby

MONARCH 2
1. linia liecby Abemaciclib + fulvestrant

(pre* i postmenopauzélne)

Refraktéme k ET

Po predchadzajucej
chemoterapii pre
metastatické ochorenie

2. a dalsie linie lieCby

PALOMA-32

| Palbociclib + fulvestrant (pre* aj postmenopauzalne)

MONALEESA-33

Ribociclib +fulvestrant  (iba postmenopauzalne pacientky/ pacientis)

"\

Primarnym cielom vo vSetkych registracnych Stddiach fazy 3 bolo hodnotenie PFS

Sledge et al. J Clin Oncol 35:2875-2884.
Turner NC et al. NEJM 2015; 373:209-19
Slamon et al. J Clin Oncol 36:2465-2472

*premenopauzalne pacientky boli na liecbe agonistami LHRH
§ nie je registracia na lie¢bu pre muzov



Prehlad dizajnu a vysledkov registracnych stadii fazy 3 s inhibftormi CDK 4/6 v

kombindcii s fulvestrantom : populacia REZISTENTNA na ET

LieCebné Pocet Endokrinna Menopauzalny stav
Linialiecby = ramend  pacientok rezistencia PFS (mesiace) OS ( mesiace)
Paloma-3 (1)  prva, druhd Palbociclib/ Rezistentné aj pre-peri aj 9.5Vs. 4.6 nesignifikantné
a dalsie Fulvestrant refrakterné postmenopauzélne (HR 0-46, 0:36—0-59, 34.9vs. 28
Iinie VS. 521 ochorenie p<0-0001) (HR 0.81; 95% Cl 0.64 —
Fulvestrant 1.03)
p=0,09
RIBOCIKLIB
Monaleesa-3 prva Ribociclib/ Senzitfvne aj iba 20.5vs 12.8 signifikantné
(2,3) adruhd  Fulvestrant rezistentné postmenopauzalne (HR 0.593;0.480t0 53.7 versus 41.5 mesiaca
Iinia VS. 725 ochorenie 0.732; P <.001) (HR 0.73; 95% Cl 0.59-
Fulvestrant 0.90). P =0,00455
ABEMACIKLIB
Monarch2(4)  prvédadruhd Abemaciclib/ Iba rezistentné pre-peri gj 16.4 Vs 9.3 signifikantné
Iinia Fulvestrant 669 ochorenie postmenopauzalne (HR 0.553;0.449t0  46.7vs. 37.3 mesiaca
VS. 0.681; P <.001) (HR=0.757; 95% Cl,
Fulvestrant 0.606- 0.945; P=.0137

U¢elom prehfadu nie je priame porovnanie t¢innosti ciklibov v kombinécii s fulvestrantom, vzhfadom na to, Ze dizajn a populdcie pacientov v stddiach st rozdielne.

PFS- ¢as do progresie, OS — celkovéprezivanie, IA —inhibftor aromatay, TMX - tamoxifen

. o 2
1. Cristofanilli M, et al.. J Clin Oncol.; 2. Slamon DJ, et al. J Clin Oncol.v2018, 3. Slamon DJ, et al. Ann Oncol. 2021, 4 Johnston S, et al. NPJ Breast Cancer 2021,. nesxgmﬁkantne



PALOMA 3: (fézy Ill') palbociklib + fulvestrant
vs. placebo + fulvestrant u pac s pokrocilym

HR+/HER2- karcinomom prsnika a rezistenciou na
predchadzajlcu endokrinnti lie¢bu (ET)

MONALEESA-3 : (fazy Il ) ribociklib +
fulvestrant vs. placebo + fulvestrant u pac (zeny
aj muzi) s pokrocilym HR+/HER2- karcinomom
prsnika - senzitivne aj rezistentné ochorenie

MONARCH-2: (fazy lll') abemaciklib +
fulvestrant vs. placebo + fulvestrant u pac s
pokrocilym HR+/HER2- karcinomom prsnika a
rezistenciou na predch.endokrinnt lie¢bu (ET)

mOS (mes)
Populacia Palbo + | placebo HR (95% Cl)
pacientok fulv Al
ITT (N=521) 34,9 28,0 0,81 (0,64
1,03)

; 0,72 (0,55-
Sek'undarjna ET | 39,7 29,7 7 é 4)55
rezistencia. ’
Senzitivne k ET (n=
410)

Pnr.néma.ET 20,2 | 26,2 1,1145(%2,)71_
rezistencia ,

Bez senzitivity kj ET

(n=111)

Ziadny vplyv na pred(Zenie OS v
subpopulacii pacientok bez
senzitivity k predchadzajlcej
endokrinnej lie¢be (21% pacientek v
Studii, s primarnou endokrinnou
rezistenciou podla definicie ESMO)

Turner NG, et al. N Engl J Med. 2015 ;Cristofanilli M, et al. Lancet Oncol. 2016

1. linialiecby (senzitivne k ET)

Ribociclib

Events/n 1084237 « B80M128
Median O3, mo 67.6 21.8
HR (95% CI) 0.673 (0.504-0.899)

1. linia vCasny relaps + 2 linia lieCby

Ribociclib

Events/n 157/237 83/110
Median OS, mo 39.7 33.7
HR (95% CI) 0.801 (0.614-1.046)

= |TT popul&cia studia MONALEESA-3

zahfnala zmiesanu populaciu doposial ET
neliecenych (senzitivnych) pacientov
(50,5%) a pacientov predlie¢enych ET?

Neven et.al | Breast Cancer Research | Full Text (biomedcentral.com), spristupené dria
10.5.2024; Slamon et al. J Clin Oncol 36:2465-2472

V Studii MONARCH 2 dostavali pacientky
lie¢bu v 1. (59%) aj v 2. Iinif lieby
* 17 % ITT:i pre/perimenopauzalne pacientky
« Studia MONARCH 2 zahrriala aj pacientky
s vyssSim rizikom progresie
 zaradené vyhradne pacientky s
endokrinnou rezistenciou
* 25% =malo primarnu rezistenciu
* 56 % visceralne postihnutie

Primarna rezistencia*

Abemaciclib + Placebo +
Fulvestrant Fulvestrant
Median OS 8
(mesiace) 367 315
HR (95%Cl) 0.686 (0.451,1.043)

Sekundarna rezistencia

Abemaciclib + Placebo +
Fulvestrant

Fulvestrant

Median OS
(mesiace)
HR (95% Cl)

48.8 40.7
0.787 (0.606, 1.021)

Sledge GW et al. JAMA, 2019;6:116-124. Sledge GW et al.ESMO 2019. Abstract 1605; Cardoso F
et al. Ann Oncol. 2020;31(12):1623-1649; Di Leo A et al. NPJ Breast Cancer. 2018;4:41. Sledge
GW et al. JClin Oncol. 2017;35(25):2875-2884



https://breast-cancer-research.biomedcentral.com/articles/10.1186/s13058-023-01701-9#Fig1

HR+, HER2— metastaticky karcindm prsnika (MBC) - abemaciklib v kombinacii s fulvestrantom (stidia MONARCH 2)

Stidia MONARCH 2 v populdcif s endokrinnou rezistenciou 3

* 56% pacientov v studii MONARCH 2 malo visceralne postihnutie (373/669)*"

ABEMACIKLIB + FULVESTRANT: §tddia fazy I1l, RANDOMIZOVANA, DVOJITO-ZASLEPENA, PLACEBOM - KONTROLOVANA 2

N
MONARCH 2 zaradenych 669 Zien s > Primarny ukazovate:
HR+, HER2= MBC s rekurenciou, ] PFS
alebo progresiou ochorenia na/alebo 3 Sekundarny Ktigovy ukazovatel:
po endokrinnej lie¢be (ET)"3 B Placebo + fulvestrant (n=223) ORR, OS, CBR
Q

( Davkovanie )

abemaciklib a placebo: 2 x denne nepretrzite do progresie
ochorenia, neakceptovatelnej toxicity.?

Pacienti nedostavali ziadnu chemoterapiu a £1 predchadzajicu ET v liecbe
metastatického ochorenia.®3

Peri-/[premenopauzélne zeny tvorili 17% populdcie v Stddii."3

* 59 % dostalo lie¢ebny rezim v $tudii ako 1. liniu lie¢by pre metastatické ochorenie
(posledna Iinia ET bola podéavané v (neo)adjuvancii) (396/669).%f

- 38 % dostalo lie¢ebny reim v &tddii ako 2 Ifniu lie¢by pre metastatické ochorenie C Stratifikaéné faktory )
(posledna Iinia ET bola ako lie¢ba metastatického ochorenia) (256/669).f

Fulvestrant: 500 mg poddvany intramuskuldrne v den 1, 15, a 29

pocas 1 mesiaca a nasledne 1 x mesacne.?

¢ metastatické ochorenie
¢ endokrinnd rezistencia (priméama vs. sekundarma)

*Viscerdlne postihnutie bolo definované ako 21 lézia vo vnutornych orgénoch, alebo 3 orgédnoch (napr., pltca, pecen, pleuralne, alebo peritonedlne metastatické postihnutie).

6 pacientov v ramene s abemaciklibom a 2 pacientiv ramene s placebom nedostali predchadzajticu ET.?
CBR: clinical benefit rate; ET: endocrine therapy; HER2: human epidermal growth factor receptor 2; HR: hormone receptor; MBC: metastatic breast cancer; ORR: objective response rate; OS: overall survival; PFS: progression-free survival.
1. abemaciklib Summary of Product Characteristics. 2. Sledge GW Jr et al. J Clin Oncol. 2017;35(25):2875-84. 3. MONARCH 2 13Y-MC-JPBL(c) Clinical Protocol., 4. Cardoso F et al. Ann Oncol. 2020;31(12):1623-1649.



V kombindcii s fulvestrantom u pacientok s HR+, HER2- MBC (Stidia MONARCH 2)
Abemaciklib preukazal signifikantné 24 % zniZenie rizika Umrtia "2

OS sekundarny ciel v ITT populacii?

Median OS: 46,7 mesiaca v kombinacii
abemaciklib + fulvestrant vs. 37,3 mesiaca
so samotnym fulvestrantom’?

i (95% CI: 0.606-0.945)
HR=0.757 P=0.0137

I
46.7 ABEMACIKLIB +
toanos | FULVESTRANT Statistick& vyznamnost bola dosiahnuté pri

MONTHS MEDIAN priebeznejanalyze OS s medianom sledovania

80 - MEDIAN OS

g

é OS INCREASE 4 roky.“’z

o 60 -

@

o]

g Prinos pre OS zostal zachovany gj pri

< ] . 7 o 7 e .

£ ® finélnej analyze s medidnom sledovania

’ 6,5 roka.3

= PLACEBO
# 3M(ZT'|§ + FULVESTRANT - ) o )

MEDIANOS | (95% CI: 34.4-43.2) PredlZzenie medianu OS o 8,5 mesiaca.3

0 I I I I I I I I I 1

0 6 Yal e 1=t AT T . 54 60 HR=0,784 (95% q% 0,644’0,955)

TIME (MONTHS)

Cl:interval spolahlivosti; HER2-: negativny na receptor typu 2 humanefho epidermalneho rastového faktoru; HR: pomer rizik; HR+: pozitivny na hormonalne receptory; ITT: zdmer liecit; MBC: metastaticky karciném prsnika; OS: celkové prezivanief.
1. abemaciklib Summary of Product Characteristics. 2. Sledge GW Jr et al. JAMA Oncol. 2020;6(1):116-24. 3. Sledge GW Jr et al. Poster presented at San Antonio Breast Cancer Symposium, San Antonio, TX, December 6-10, 2022.



Stiidia MONARCH 2: celkové preZivanie (OS)
vysledky podla podskupin endokrinnej rezistencie "

Primarna rezistencia*

Sekundarna rezistencia

100 4H+
100
80
804
S %1 & 6ol
© ©
2 2
> - S T
5 40 Abemaciclib + Placebo + £ uo; Abemaciclib + Placebo +
= Fulvestrant Fulvestrant = Median O Fulvestrant Fulvestrant
s Medi o edian
& o9 Median0s Skt . 48.8 40.7
5 (mesiace) 38.7 31-5 8 20 (mes|ace)
HR (95% CI) 0.686 (0.451, 1.043) HR (95% Cl) 0.787 (0.606, 1.021)
Q T T T T T T T T T J 0 . r r . . , , . . .
Q 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
No. at risk Time (months) No. at risk Time (months)
112 101 92 85 73 63 52 42 20 7 0 326 304 289 251 226 200 180 158 81 16 0
60 51 44 38 31 25 17 14 5 1 0 162 149 146 131 116 96 81 68 37 2 0

Interaction P value = 0.588

Vysledky konzistentné s ITT populaciou, OS benefit bol preukazany naprie¢ subpopulaciami

s primarnou ako aj sekundarnou endokrinnou rezistenciou 2

*Primarna ET rezistencia, definovana podla ESO-ESMO guidelines, zahfma pacientov ktorych ochorenie s relapsom ochorenia pocas prvych 2 rokov prebiehajicej adjuvantnej ET, alebo
Progresia ochorenia behom prvych 6 mesiacov prebiehajucej ET prvej linie pre metastatické ochorenie,>

Skratky: ET, endocrine therapy; HR, hazard ratio; ITT, intent to treat; OS, overall survival., References: 1. Sledge GW et al. JAMA Oncol. 2019;6:116-124. 2. Sledge GW et al. Presented at: ESMO 2019. Abstract 1605. 3. Cardoso F et al. Ann Oncol. 2020;31(12):1623-1649.



Nepriaznivé prognostickée faktory pri HR+,
HER2-
pokrocilom karcinOme prsnika

Lokalita MTS a rozsah metastatického postihnutia




Lokalita MTS a rozsah metastatického postihnutia ?

PROGNOZA ? Hoci pacientky s mts ochorenim sl povazované za rizikové,
prognoza vyrazne variruje s ohfadom na miesto mts postihu

» Ktoré pacientky prezivaju kratSie v zavislosti od lokality mts postihu ?

5- ro¢nd miera preZivanie u HR+, HER2— MBC Pacientky s visceralnymi mts su povazované za pacientky s

horSou prognézou (HR+/HER2-) = viscerdlne postihnutie je

é% <. Iba kostné metastéZ) NEPRIAZNIVY PROGNOSTICKY FAKTOR

Najhorsie prezivanie: CNS mts a u pacientok s pecenovymi mts

VISCERAINE POSTIHNUTIE

. Pecenove metastazy su spojené s horsou progndzou
gL@/ '"27/0 Plicne metastézy> ARNRS prog

a vyskytuju sa u 50% MBC pacientov
. R '7
@/ <~22% Peeriové metastéz)

Slamon DJ, et al. N Engl J Med. 2020;382(6):514-524; .Im S-A, et al. N Engl J Med. 2019;381:307-31; Wang R, et al. BMC Cancer. 2019;19(1):1091; Slamon DJ, et al.
ASCO 2021. Oral Abstract 1001; Wang, R., et al. BMC Cancer 19, 1091 (2019); Yardley, Clin Breast Ca 2010; 5. Wang R et al. BMC Cancer. 2019;19(1):1091



Ktoré lokality mts su rizikovejsie s ohladom na preZzivanie ? bez ohfadu na molekulovy podtyp

Pacienti s kostnymi metastazami - mali najlepSie preZitie’

HR+/HER2- (n=9538)

e 3-rocna miera OS: 50,5%

-

o

o
]

Bone Pacienti s peceniovymi metastazami'
Lung

Liver e 3-rocna miera OS: 38,2 %

Brain

Other Pacienti s pldcnymi metastazami’
Multiple

®
i

o
T

 3-rocnamieraOS: 37,5%

i
T

Pacienti s mozgovymi metastazami a mnohopocetnymi metastazami

Overall Survival(%)

N
T

mali horsi OS ako ostatné podskupiny: (p < 0,001)"

Log-rank p<0.001
0 1'0 2'0 3'0 4'0 5'0 6|0 7'0 8|0 * miera OS po 3 rokoch: 19,9 % pre CNS mts

0

* Miera OS po 3 rokoch: 27,4 % pre mnohopocetné mts
Pacientky s visceralnym postihnutim majd vyssie riziko progresie’
visceralne postihnutie: viac ako jedna Iézia vo vnitornom organe, alebo v tretom priestore (vratane

pllc, pecene, postihnutia pleury, alebo peritonealne metastatické postihnutie

1. Wang R., et al. The Clinicopathological features and survival outcomes of patients with different metastatic sites in stage IV breast cancer. BMC Cancer 19, 1091 (2019)



&
=4

Pacientky s visceralnym postihnutim maju vyssie riziko progresie

r

* Sledovanie Uc¢innostiiCDK 4/6 u pacientok s visceralym postihnutim H

Stdia MONARCH 3 - sledovala endokrinne Stlidie MONALLESA (ML-2 a ML-3): zahftiala

senzitivnu populaciu vratane pacientok s vyssim endokrinne senzitivnu populaciu vratane pacientok
rizikom progresie (pacienti s visceralnym s vys$sim rizikom progresie (pacienti s viscerdlnym
pOSJEihOl’T])1 postihom)Z
i , 53 % pacientok v studii : . N §8,°/o'p/>acientok 4 :
i / 530/ MONARCH 3 m‘alo | . : / stud|a§h l\/\c,maleesa |
| 0 viscerdlne postihnutie i malo visceralne :
i (ﬂ:261 /49 3) 1 i i gﬂgﬁstlhnutle (poolované analyza i

e e e e o e o Em m o Em m mm e Em e o e e Em e Em e Em e Em e mm e e e e o = = = P e e e o o Em o mm mm m mm o mm Em e o e m Em e e mm e e Em mm mm e mm Em e e e o = = = P

HR+, HER2= MBC v kombindcii s inhibftorom aromatézy (Al)
( $tddia MONARCH 3), 8tddia fazy I, randomizacia 2:1

1. Goetz MP et al. Presented at SABCS, San Antonio, Texas, US, December 5-9, 2023.; 2. DiLeo A et al. NPJ Breast Cancer 2018,4:41.; Goetz MP et al J Clin Oncol 2017;35(32):3638-46., 2. Updated overall survival from the MONALEESA-3 trial in postmenopausal women with HR+/HER2-
advanced breast cancer receiving first-line ribociclib plus fulvestrant, 2. Safety and impact of dose reductions on efficacy in the randomised MONALEESA-2, -3 and -7 trials in hormone receptor-positive, HER2-negative advanced breast cancer | British Journal of Cancer (nature.com),. 3.
205P Pooled exploratory analysis of survival in patients (pts) with HR+/HER2- advanced breast cancer (ABC) and visceral metastases (mets) treated with ribociclib (RIB) + endocrine therapy (ET) in the MONALEESA (ML) trials - Annals of Oncology, september 2022 (Abstrakt ESMO 2022)



https://www.nature.com/articles/s41416-021-01415-9
https://www.annalsofoncology.org/article/S0923-7534(22)02090-7/fulltext

MONARCH-3: HR+, HER2— MBC v kombinacii s inhibftorom aromatazy (Al)

Findlna analyza celkového preZzivania (OS) u pacientov s visceralnym ochorenim

Pozorovany klinicky vyznamny
rozdiel medzi medianom OS v
ramene s abemaciklibomn vs.
kontrolnym ramenom -

(95% Cl: 0.558 t0 1.030)
2-sided P = 0.0757

100 HR=0.758

90 6 9
3'7,ME5‘ACA ABEMACIKLIB + Al 14.9 meslaca’3’

80 MEDIAN OS
X 70 14.9Q MESIACA POZO&%&T\I}R&ZDIEL ,l ’
g o ' 0S-63.7mesiacav
. . ramene abemaciklib + Al
S .
T . Vs. 48.8 mesiacav
) ' -
4 |
3 . 488 A i ram.ene Al samotny u

MESIACA | Samotny : pac1entov S Vlsceralnym
20 #pacienti #udalosti : postihnutl’m’l
10 | — Abemaciclib+ Al 173 113 !
—-- Al y 90 6 AL .
0 LO N ) : OS v populacii pacientok s
0 6 12 18 24 30 3 42 48 54 60 66 72 78 84 90 96 102 i viscerdlnym postihnutim nebolo
SR | $tatisticky signifikantné.!
|
Goetz MP et al. Ann Oncol. 2024;50923-7534(24)00139-X. Online, spristupnené dna 16.7.2024 l‘\ y

Goetz MP et al. J Clin Oncol 2017;35(32):3638-46. . T E e s e s e e s mmmm— ===



NEPRIAZNIVY PROGNOSTICKY FAKTOR: CNS metastézy

Rakovina prsnika je 2.najcastejsia pricina CNS mts

U HR+/HER2-je incidencia CNS mts: 14%  (preZivanie: mOS cca 9-10mes)

podskupina s velmi zlou progndzou + zvysene riziko umrtia
biologicky agresivne ochorenie, ktore je schopné prejst’ cez BBB a iniciovat vzdialeneé metastazy do CNS

vyznamny vplyv na kvalitu Zivota (neurologické priznaky, poruchy kognitivnych funkcif, poruchy motoriky)

www.oncotarget.com Oncotarget, 2019, Vol. 10, (No. 59), pp: 6317-6322 [l predkhmcké L’Jdaje; mozna aktivitu lCDK4/6 v mozgu, ale ich

Research Paper

Specificky prinos pre CNS nebol v klinickej praxi skimany —

Central nervous system-specific efficacy of CDK4/6 inhibitors in C , , :
randomized controlled trials for metastatic breast cancer nedostatok k]IkayCh UdaJOV

Long V. Nguyen', Karlee Searle' and Katarzyna J. Jerzak'

» predklinické modely: inhibitory CDK4/6 st schopné prechadzat’ cez
BBB a m&zu oddialit rast mozgovych metastaz

Zaradovanie pacientov s CNS mts do registracnych klinickych studif — ET + iCDK4/6: zalieCené a stabilizované CNS mts

Palbociklib: PALOMA-2 (2 pac), PALOMA-3 (5 pac)

Ribociklib: Monaleesa-3 (8 pac)

Abemaciklib: studie Monarch-2 a Monarch-3 nezaradili pacientov
Pacienti s leptomeningealnou infiltraciou boli exkludovani

Aversa C et al. Metastatic breast cancer subtypes and central nervous system metastases. Breast 2014;23:623-8; Niikura N et al. Treatment outcomes and prognostic factors for patients with brain metastases from breast cancer of each subtype: a multicenter retrospective analysis.
Breast Cancer Res Treat 2014;147:103-12.; Sperduto PW et al.The effect of tumor subtype on the time from primary diagnosis to development of brain metastases and survival in patients with breast cancer. J Neurooncol 2013;112:467-72.



NEPRIAZNIVY PROGNOSTICKY FAKTOR: CNS metastazy — efekt podania iCDK4/6

ML-3: k CNS progresii doslo vyznamne neskor u pacientok liecenych ribociklibom (1,9 a 1,7
mes v porovnani s 10,8 a 24,2 mes)

CompLEEmMent-1 faza 3b: real world data

Yardley. ASCO 2020. Abstr 1054.

51 pac s CNS mts - po medidne sledovania 25,4 mes - ORR a CBR 42.9% a 62.9%, nebola zaznamenana KR (vysledky porovnatelné s celou
populaciou v studii)

PALBOCIKLIB PALOMA-2: 2pac zaradeni s CNS mts —1/1 — 23 mes sledovanie: bez CNS progresie

PALOMA-3: 5 pac zaradenych s CNS mts — bez uvedenia vysledkov

Finn RS et al. N Engl J Med. 2016; Turner NC et al . N EnglJ Med. 2015

Nemame k dispozcii publikované data z registracnych studii

ABEMACIKLIB



Nepriaznivé prognostickée faktory pri HR+,
HER2-
pokrocilom karcinOme prsnika

Viscerdlna kriza



VISCERALNA KRIZA - definicia prognosticky vyrazne nepriaznivého stavu

» Klinicky obraz mBC, dokonca aj v pritomnosti visceralneho postihnutia, je velmi variabilny

* najkritickejsi scenar nastava, ked naloz metastatickeho ochorenia vedie k rychlemu zhorseniu organovych
funkcif = Zivot ohrozujuci stav: visceralna kriza (VC)

* priblizne u10 % az18 % pacientok s pokrocilym karcinomom prsnika

* neexistuju ziadne Siroko akceptované objektivne klinické kritéria na definiciu VC + rOzne studie uvadzajd
rozne klinické stavy + pri definicii chybaju objektivne klinické kritéria

* VCprimBC = nepriazniva prognoza

* manazmentje v sucasnosti zalozeny na obmedzenych retrospektivnych dokazoch a nazore expertov

Cardoso F, et al. 5th ESO-ESMO international consensus guidelines for advanced breast cancer (ABC 5) Ann Oncol, 31(2020), pp. 1623-1649

Andrade M, et al. Visceral crisis in metastatic breast cancer: an old concept with new Perspectives. Clinics 79 (2024). Publikované Elsevier 2024



; ) Viscerdina kriza u metastatického karcinormu prsnika je narocnou
VISCERALNA KRIZA situdciou odjej definicie a2 po jej manaZment

NEUROLOGICKE POSTIHNUTIE:

leptomeningealna infiltracia, CNS mts

PLUCNE POSTIHNUTIE:
« Rapidna progresia kludovej dusnosti
* Bez dlavy po punkdii fluidothoraxu

Maligna hyperkalcémia

UTLAK VELKYCH CIEV:
* Syndrém hormej dutej Zily

INFILTRACIA PERIKARDU:
* Tamponada perikardu

a D
PERITONEALNA

KARCINOMATOZA:
» Crevna obétrukcia

A

PECENOVE POSTIHNUTIE:

* Rychly narast Bi na viacako 1,5
nésobok UNL ('u pac bez
Gilbertovho syndrému alebo
obstrukcie zl¢ovych ciest)

)

Cardoso F, et al. Ann Oncol, 31(2020), pp. 1623-1649

Andrade M, et al. Clinics 79 (2024)



VISCERALNA KRI[ZA : meneZment lie¢by u HR+/HER2 - ochorenia

 cytotoxicka polychemoterapia v manazmente VC = rychla symptomaticka kontrola a zachovanie funkcie organov

Napriek tomu v pripade HR+/HER2- bola Uloha chemoterapie ako lie¢by volby pre VC spochybnena — ET v kombinacii s

inhibftormi CDK4/6 prindsa podobnu mieru odpovede s lepsou kvalitou zivota

Odporucenie NCCN (verzia IV.2023): odportcanie pre systémovd lie¢bu pre HR+/HER2 — pokrocily karciném prsnika

kombinacie CHT moZno pouZit u pac s vysokou nadorovou zatazou, rychlo progredujicim ochorenim a visceralnou krizou

ESO-ESMO ABC5 (2020) po prvykrat odporida na lie¢bu VC:
« ,najrychlejSie G¢innd terapiu, ktora nemusi byt nevyhnutne CHT vo vetkych situaciach®

VSeobecné odporucanie lieCby o najrychlejSie tcinnou terapiou je potrebné uviest do perspektivy vzhladom na
krehkost' pacientov (ECOG, komorbidita) vo visceralnej krize a dalsie prognostické faktory, ako je napr.pocet

predchadzajucich liecebnych linif

Cardoso F, et al. 5th ESO-ESMO international consensus guidelines for advanced breast cancer (ABC 5) Ann Oncol, 31(2020), pp. 1623-1649; Andrade M, et al. Visceral crisis in metastatic breast cancer: an old concept with new Perspectives. Clinics 79 (2024)., NCCN 1V.2023
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Efficacy of CDK4/6i in the visceral crisis setting: Results from a real world data base
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Postavenie iCDK 4/6 v lie¢be pacientov s VISCERALNOU

ABSTRACT OBJECTIVE RESUI_.TS Flgre 1. Provalnce of COKAS idorsper e of O S SrO s A ey ER“ -

5966 patients with HR+ve | HER2-ve MBC therapy, yes vs no)

KRIZOU, resp. s klinicky agresivnym ochorenim u

i N
I | ey Cora: anng it o i o crisisatdlagnosis. - cokasias h ; 1
HR+/HER2 - ochorenia I Ngg, b,
""""" o LI — .
I|| : o
ccccc “PENRErrT K ; - - )
p— . — . CONCLUSIONS
. o oo ez ws  LESEOwW Suc iSO Figure 4 Ousrall sl amoroptawih > Since the FDA approval of GDKAISI the
MB

Efektivita CDK4/6i vo viscerdlnej krize: vysledky dat z
datazazy z redlnej praxe

* 5966 pacientov- 906 pacientov (15 %) liecenych iCDK4/6 e & Overal sreeal amore e it
HR+valHER2 <ve MBC who did and did not have

visceral crisis at presentation

* 336 pac (viscerdlna kriza v ¢ase dg) - z nich 61 (18 %) dostavalo terapiu iCDK4/6 ako terapiu

prvej linie Hx\x
*  mOS medzi pacientmi, ktorf mali a nemali visceralnu krizu pri diagnéze a dostavali lie¢bu = bol 8,1 mes a 210 mes : ! o
t) Ve v . . v /7 I\ . . . . . / Vé %‘ILE .ll
OS kedykolvek po pociatocnejliecbe sa vyznamne lisil medzi pacientmi s visceralnou krizou, 2 Ao
ktorf dostavali a nedostavali iCDK4/6 (p=0,01) - “\
* 2-rocnym OS26,1%a &,1%amOS-11mes a b mes = dosiahnuty rozdiel v mOS = 5 mesiacov PSR h—
TmedWenthsd

Podanie iCDK4/6 v pritomnosti visceralnej krizy bolo spojené s 5-mesacnym zlepSenim
OS v porovnani s CHT

Dawood et al. Abstrakt prezentovany na ASCO 2021



Postavenie iCDK 4/6 v lie¢be pacientov s VISCERALNOU KRIZOU, resp. s Klinicky

agresivnym ochorenim u HR+/HER2 - ochorenia

The Breast 76 (2024) 103756

Contents lists available at ScienceDirect

siasr | Nazorexpertov ABC6/7:2

: The Breast ‘
2ol ¥ +3 - [o)
El K'F\”:R journal homepage: www.journals.elsevier.com/the-breast i 95£ konsenzus

[} * vysledky studie potvrdzuji miesto iCDK4/6 v

6th and 7th International consensus guidelines for the management of
advanced breast cancer (ABC guidelines 6 and 7 TR I . . . 7
(ABC gl ) 1.linii liecby MBC aj u klinicky agresivneho

Fatima Cardoso ™, Shani Paluch-Shimon ", Eva Schumacher-Wulf®, Leonor Matos “,

priebehu ochorenia (1A)

RIGHT choice studia (ribociklib + IA +/- LHRH agonista)' v porovnani s kombinovanou CHT (docetaxel + kapecitabin,
paklitaxel + gemcitabin alebo kapectabin + vinorelbin) — 1.linia liecby pre pre/perimenopauzalne Zeny s HR+/HER2-
»Klinicky agresivnym ochorenim*

12 mes zlepsenie v mPFS, podobny ORR a porovnatelny ¢as do nastupu ucinku ako rameno s CHT,

avsak s lepsim profilom toxicity

1. RIGHT choice, Final Results of RIGHT Choice: Ribociclib Plus Endocrine Therapy Versus Combination Chemotherapy in Premenopausal Women With Clinically Aggressive Hormone Receptor—Positive/Human Epidermal Growth Factor Receptor 2—
Negative Advanced Breast Cancer | Journal of Clinical Oncology (ascopubs.org), stiahnuté dia 4.9.2024, 2.. ABC 6/7 6th and 7th International consensus guidelines for the management of advanced breast cancer (ABC guidelines 6 and 7) - The Breast
(thebreastonline.com), stiahnuté dia 4.9.2024



https://ascopubs.org/doi/pdf/10.1200/JCO.24.00144
https://ascopubs.org/doi/pdf/10.1200/JCO.24.00144
https://www.thebreastonline.com/article/S0960-9776(24)00087-0/fulltext
https://www.thebreastonline.com/article/S0960-9776(24)00087-0/fulltext

1st line

e
line and
beyond

1. 6th and 7th International consensus guidelines for the management of advanced breast cancer (ABC guidelines

Diagnosis of ER+/HER2- ABC

l !

Ovarian ablation/suppression [I, 4]

b
Progression

ET-based therapy {preferred treatment option) [1,A]

COK 4/6 inhibitor + ET [I, A]

Tamaoxifen [I, Al

Chr
(for patients with visceral crisis
or without further ET options)

l Sequential single-agent
ChT (preferred) [I, A]

o

Nové odporucania ESMO - ABC 6 a 7 pre liecbu HR+, HER2-
pokrocilého karcindmu prsnika (ABC)

=
THE

BREAST

Contents lists available at ScienceDirect

bR The Breast ”
ELSEVIER journal o el ot i

L))
6th and 7th International consensus guidelines for the management of 0

advanced breast cancer (ABC guidelines 6 and 7)

Fatima Cardoso™ , Shani Paluch-Shimon ", Eva Schumacher-Wulf®, Leonor Matos °,

The ESMO-MCBS scores for the use of a CDK4/6 inhibitor combined with ET for ABC patients vary according to the
setting and drug.

They are the following, with the current available data and follow-up:

Ribociclib + ET 1* line Pre-menopausal; ESMO-MCBS: 5

Ribociclib + Al 1% line Post-menopausal; ESMO-MCBS: 4
Palbociclib + Al 1 line; ESMO-MCBS: 3
Abemaciclib + Al 1% line; ESMO-MCBS: 3

Nezrovnalost v ABC 6/7
abema + fulvestrant
1. aj 2 linia

Palbociclib + Fulvestrant 2™ line; ESMO-MCBS: 4

Ribociclib + Fulvestrant (1%, 2™ line); ESMO-MCBS: 4

Preferably with LHRH agonist
J’ ‘l' +  Abemaciclib + Fulvestrant 2™ line; ESMO-MCBS: 4 ] «—
Previously Previously treated
untreated anthracycline or tax Of note, the three CDK4/6 inhibitors have not been compared head-to-head within a clinical trial.

If CDK&/é inhibitor *l/

not available
or selected cases*

\

Fulvestrant [I, A]

Anthracycline or

taxane [I, A] Capecitabine L]

ALL A
|

N2 N

Germline Mo targetable mutations/
BRCAL/Z mutation targeted agent not available

L ]
PARPI inhibitor  Different ET + CDK&/inhibitor
1, 4] if not previously used [I, Al,
different ET + everolimus [, B],

different Al [l A], fulvestrant [I, A,

tamaoxifen [I, A], oestradiol [1, A],
megestrol acetate [I, A]

*See guidelines text

b N

2

Maxi

Maintena
PIK3CA mut  AKT1 mutationor ESR1 mutations —
PTEN inactivation If ET op'
@ L}
Fulvestrant + Fulvestrant + Elacestrant (1.C]
alpelisib [I, B]  capivasertib [1.C) Fulvestrant

Fulvestrant +
capivasertib [I,8]

+/- everolimus [LE]

F

? - 7

If HER2-zero & ET resistant & after | HER2-low & ET resist
= 2 lines of ChT Sacituzumab-Go- & after 1-2 lines of Cf

vitecan [1,8] Trastuzumab -Dextrucan [, Al vinunewine, anuirasysung, wasiig |1, &)

and

2

Abemaciclib

D Abemaciclib

D Abemaciclib

v

Standard endocrine  Standard Adjuvant treatment of adult patients with Breast Early HR+ monarchE = ° >
therapy (aromatase endocrine hormone receptor-positive, HER2- Cancer Breast HER2- P
inhibitors and/or therapy negative, node-positive early breast Cancer node- “
antiestrogens with cancer at high risk of recurrence positive L,/'

or without ovarian

suppression) monarchk &
“
Aromatase inhibitor ~ Placebo + EMA: First-line treatment of hormone Breast Breast HR+ MONARCH = ° >
aromatase receptor-positive, HER2-negative locally Cancer Cancer HER2- 3 Z
inhibitor advanced or metastatic breast cancer.
FDA: Abemaciclib in combination with an =

aromatase inhibitor as initial endocrine-
based therapy for postmenopausal
women with hormone receptor (HR)-
positive, human epidermal growth factor
receptor 2 (HER2)-negative advanced or
metastatic breast cancer

MONARCH 3

Fulvestrant Fulvestrant Treatment of women with hormone Breast Breast HR+ MOMNARCH = o >
+ placebo receptor-positive, HER2-negative locally Cancer Cancer HER2- 2 -
advanced or MBC as initial endocrine- &
based therapy, or in women who have L,/'
received prior ET

MONARCH 2

or metronamic GhT [I, B]

- The Breast (thebreastonline.com), spristupnené dna 16.7.2024, 2. ESMO-MCBS for Solid Tumours
ESMO, spristupnené dna 25.7.2024, SmPC abemaciklib


https://www.thebreastonline.com/article/S0960-9776(24)00087-0/fulltext
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?mcbs_score_cards_form%5BsearchText%5D=&mcbs_score_cards_form%5Btested-agent%5D=Abemaciclib
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?mcbs_score_cards_form%5BsearchText%5D=&mcbs_score_cards_form%5Btested-agent%5D=Abemaciclib

NCCN 04/2024 odporucania pre liecbu HR+, HER2- pokrodilého

1. Breast Cancer - Guidelines Detail (nccn.org), spristupnené dia16.7.2024

karcindmu prsnika (ABC)

SYSTEMIC THERAPY FOR ER- AND/OR PR-POSITIVE
RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE®

Premenopausal Receiving

HER2-Negative and Postmenopausal or
Ovarian Ablation or Suppression

HER2-Positive and Postmenopausal™"

Freferred Regimens

Other Recommended Regimens

or Premenopausal Receiving Ovarian
Ablation or Suppression

First-Line Therapy
- Aromatase inhibior + CDK4/6 inhibitor?
» Aromatase inhibitor + ribociclib (category 1)¢
» Aromatase inhibitor + abemaciclib
, Arn::matasg inhibitor + palbociclib
= Fulvestrant” + CDKA4/6 inhibito
» Fulvestrant + ribociclib (category 1)%
» Fulvestrant + abemaciclib (category 1)
» Fulvestrant + palbociclib

Second- and Subsequent-Line Therapy
Fulvestrant + CDK4/6 inhibitor (abemaciclib,
palbociclib, or ribociclib) if CKD4/6 inhibitor not
previously used (category 1)"-9

First- and/or Subsequent-Line Therapy

« Selective E
» Fulvestran
» For ESRT mutated tumors, see BINYV-Q (6)

- Selective ER down-regulator (fulvestrant) +
non-stercidal aromataﬁe inhibitor (anastrozole,
letrozole) (category 1)

+ Non-steroidal aromatase inhibitor
» Anastrozole
» Letrozole

+ Selective ER modulator
» Tamoxifen

« Steroidal aromatase inactivator
» EXxemestane

= Aromatase inhibitor + trastuzumab

= Aromatase inhibitor + lapatinib

= Aromatase inhibitor £ lapatinib + trastuzumab
= Fulvestrant + trastuzumab

« Tamoxifen + trastuzumab

down-regulator

= For PIK3CA or AKT1 activating mutations or PTEN
alterations,hsee targeted therapy options, see
BINV-Q (6}

- Everolimus + endocring therapy (exemestane,
fulvestrant, tamoxifen)

2 Baseline assessment of bone density recommended for patients
receivin
age =65, family history, chronic steroids

an aromatase inhibitor who are at risk of osteoporosis (eg,

'If there is disease progression while on an everolimus-containing regimen, there are no data fo
. support an additional line of therapy with another everolimus regimen.
I A combination of exemestane with éverclimus can be considered for patients who meet the

b There is controversy on the choice of CEKME inhibitor as there are no  eligibility criteria for EOLERO-2 (progressed within 12 mo or on non-steroidal aromatase

head to head comparisons between the agents and there are some

inhibitor).

differences in the study populations in the phase 3 randomized studies k A single study (S0226) in patients with HR-positive breast cancer and no a;l::rior chemotherapy,

tIn phase 3 randomized confrolled trials, ribociclib + endocrine therapy  biological therapy, or endocrine therapy for metastatic disease demonsir

have shown OS benefit in the first-line setting.
Consider for disease progression on adjuvant endocrine therapy or
with early disease relapse within 12 months of adjuvant endocrine
therapy completion

qﬂ In phase 3 randomized controlled trials, fulvestrant + ribociclib or
abemaciclib has shown OS benefit in the first-line setting

ed that the addition

of fulvestrant to anastrozole resulted in {;:rolﬁngation of fime to progression and OS. Subset
analysis suggested that patients without prior adjuvant tamoxifen and more than 10 years
sincé diagnosis experienced the greatest benefif. Two studies with similar design ?F CT and
SDFItErA} dlemonstrated no advantage in time to progression with the addition of fulvestrant to
anastrozole.

lIndicated after progression on prior endocrine therapy and prior chemaotherapy in the

fIn phase 3 randomized controlled trials, fulvestrant in combination with metastatic setting.
a CDK4/6 inhibitor (abemaciclib, palbociclib, and ribociclib) has shown ™ An FDA-approved biosimilar is an appropriate substitute for trastuzumab. Trastuzumab and

OS5 benefit in the second-line setling.

91f there is disease progression while on palbociclib, there are limited
hase Il data to support the use of ribociclib in the second line setting

hf there is progression while on a PI3K inhibitor, there are limited

data to support another line of therapy with a PI3K-pathway inhibitor-

containing regimen.

hyaluronidase-oysk injection for subcutaneous use may be substituted for trastuzumab. It has
different dosage and administration instructions compared to intravenous trastuzumab. Do not

substitute trastuzumab and hyaluronidase-oysk for or with ado-trastuzumab emtansine or fam-
trastuzumab deruxtecan-nxki:

M If treatment was initiated with chemotherapy and trastuzumab + pertuzumab, and the
chemotherapy was stopped, endocrine therapy may be added to trastuzumab + pertuzumab.

National Comprehensive

NCCN | Cancer Network®



https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1419
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gBRCA1/2 mutation

AGO++
PARP inhibitor’13

Endocrine resistent
(progression < 6 months)

Standard therapy
esisns CDKa4/6i* + Al or
CDK4/6i® + fulvestrant®®
-
AGO+
ETx

+ Single agent CTx™
« CTx + bevacizumab®

Imminent organ failure

+ CTx combination'
» Single agent CTx

Endocrine sensitive
(progression > 6 months)

ETx + everolimus'®

sPIK3CA mutation
ETx + alpelisib'®

+ CTx + bevacizumab®

.
SEsEEEREET

ETx

prnnn

l--#[ Single agent CTx / ETx / CDK4/6i

Al, aromatase inhibitor; COK4/6i, CDK4/6 inhibitor; CTx, chemotherapy; ETx, endocrine therapy; gBRCA1/2, germ line BRCA1/2 mutation;

HR, hormone receptor; mBC, metastatic breast cancer; sPIK3CA, somatic PIK3CA mutation; * premenopausal add OFS; ® bevacizumab + paclitaxel or + capecitabine; © after approval



Prvni linie lécby:

Kombinace HT a inhibitoru CDK 4/6 je standardni lécebnou modalitou, ktera zlep3uje PF5 a OS s velmi dobrou toleranci -

lze pouzit kombinaci IA + inhibitoru CDK 4/6, popt. fulvestrant + inhibitor CDK 4/6 — volba kombinace dle parametri viz
vyse. Z Inhibitort CDK 4/6 |ze volit abemaciklib, palbociklib nebo ribociklib.

MODRA KNIHA

CESKE ONKOLOGICKE SPOLECNOSTI

28. aktualizace

https://www.linkos.cz/lekar-a-multidisciplinarni-
tym/personalizovana-onkologie/modra-kniha-cos/aktualni-vydani-

modre-knihy/

Obr. 7: Lécebna strategie ER+/HER2- metastatického karcinomu prsu

banowvd selhdni

HT 1A + CDK4 /B inhibitor
Fulvestrant + COK4 /B inhibitor

[volba die predchoz bEby pacientiy)

L

Testowani somatickych mutaci [tkan & tekuta biopsia]
Testovdni zdrodetnd BRCAT/Z + PALBEZ mutaca

Baz rizika organového selhdni

CHT

!

pii stabilizaci
mono 2vakt
udrdovaci HT

Hrozici organove selhdni

%

e
e e o oL
Fu +CDK4,/B . Pokud z4rodetnd mgtam
. ) . Pokud mutace PIK3CA: BRCA/PALBZ:
inhibitor pokud nebyl pouZit Everalimus-exemestan o .
*adchaz lini l6&b fulvestrant-alpelisib PARP inhibitor
ve e Aty {olaparib, talazoparib)
Pa nékolika liniich HT + /4 clané l&by

CHT

Zkratky: |4 - inhibitor aromatazy, COK4 /B - cyklin-dependantni kindza 4 a B, CHT - chamaterapie, ER - estrogenovy receptor,
HT - horrmonalni terapie, HER2 - receptor pro dsky epidermialni ristowy faktor 2, MBC - metastaticky karcinom prsu,
PALBZ - partner and localiser of BRCAZ, PARP - pohy{ADP-ribose) polymerasa, PO - progrese onermocnani,

PIK3CA - gen pro katalytickou alfa podjednotku fosfatidylinositok4, S-bifosfat 3-kindzy

Upravenao die: ESMO MBC guidelines 2021 [Gennari et al, Ann Oncaol 2021)




Treatment of HR-Positive/HER2-Negative Early Breast Cancer

Updated ESMO Guidelines

HR-PositiveHER2-Negative EBC

h 4 ¥

Systémova liecba

Luminal A-like | Luminal B-like

HR+/HER2-
Vcasny Ca prsnika [ e ] - [7 e ] S—

|
! |

e {Meo)adjuvant ChT
Adjuvant ET [I, A] followed by ET[I, A]

+
\ Stage 11l or high-risk
stage Il
gBRCAT/2 testing A S

e stage fil or high-risk
nen-pCR

ChT, chematherapy; ESCAT, ESMO Scala for Clinical Actionability of Molecular Targets; Abemaciclib for 2 years +ET Olaparib for 1 year + ET
m, mutated; MCBS, Magnitude of Clinical Benefit Scale; pCR, pathologic complata response . E L %
Loibl 5. et al. Ann Oncol. 2023:30923-T534{23105104-9 il eSS i e

gBRCA1/2m and

BRCA Testing in High-Risk Individuals According to
National Criteria

ESMO early breast cancer guidelines:["

‘Germline testing and subsequent genetic counselling for PVs in BRCA1/2 should be offered to patients who meet the
respective national criteria and to those who are candidates for adjuvant olaparib therapy”

Forexample: UK Guidelines for Testing Criteria for Inherited BC and OCI2
(where the individual +/- family history meets one of the criteria)

a. BC (age < 40 years, excluding grade 1 BC), OR

b. Bilateral BC (age < 50 years), OR

c. TNBC (age < 60 years), OR

d. Male BC (any age), OR

e. BC (age < 45 years) and a first degree relative with BC (age < 45 years), OR
f. Pathology-adjusted Manchester score 2 15 or CanRisk score 2 10, OR

g. Ashkenazi Jewish ancestry and BC at any age

UPDATE : ESMO odportcania s
inkorporaciou genetického testovania do
liecby v€asného ochorenia

Doélezitost BRCA testovania:

7

5% az 10% Sanca na identifikaciu patogénneho variantu
BRCA1/2 u neselektovanej skupiny pacientov

BRCA je liecebne ovplyvnitelna
alteracia
JE DOLEZITE, aby bolo
VYSETRENIE SUCASTOU
vstupnych testov

Loibl S et al. Annals Of Oncology, 2023

Casaubon KT et al. StatPearls BRCA % Mutations. Navstivené: https//pubmed.ncbi.nih.gov/29262038/



ODPORUCANIA ESMO:
Uloha a podanie inhibftorov CDK4/6 u pacientov s gBRCA patogénnymi variantami

EXPERTNE ODPORUCENIE: Dostupné déta o suponovanej nizsej t¢innosti CDK4/6i u gBRCA

NIE SU DOSTATOCNE na vynechanie tejto skupiny liekov z lie¢ebného algoritmu (nateraz)

VCASNY CA PRSNIKA:

1 rok adjuvantného olaparibu je odporicany u
pacientov s gBRCA

2 roky adjuvantného abemaciklibu st odporucané
uWtBRCA alebo netestovanych pacientov (po
splnenfindika¢nych kritérif)

Potencialne podanie liekov v sekvencii? Olaparib s
naslednym podanim abemaciklibu v adjuvancii u
vysokorizikovych pacientov s gBRCA ?

METASTATICKY CA PRSNIKA:
* Liecba odporucena ako 1.linia v
kombinacii HT +iCDK 4/6

* PARP inhibitor je indikovany u
pacientov s gBRCA po progresi
na iCDK4/6

Loibl S et al. Annals Of Oncology, 2023



SUiCDK4/6 menej efektivne u pacientov s gBRCA patogénnymi

variantami?

HEb. :U BREAST CANCER

BERLIN GERMANY
15-17 MAY 2024

> Vcasny CA prsnika > [ Vysledky sub-analyzy populacie zo studie MonarchE ]

* gBRCAy2mutacie boliidentifikované u 3,5% pacientov

* napriek malym &islam — data ukazujl jasny benefit adjuvantného abemaciklibu v podskupine gBRCA

* IDFS udalosti (invasive disease free survival): 5% (abema+ ET) vs 43% (ET)

Abemaciclib + ET

-—

Abemaciclib + ET ET alone ET alone
Prevalence Event/n (%) Weighted HR (95% CI)
WES cohort* 123/580 (21.2%) 169/593 (28.5%) —a— 0.69 (0.53,0.90)
@
% gBRCA1/2 mut 3.5% 1/20 (5.0%) 9/21 (42.9%) 0.14 (0.02,1.30)
g gBRCA1/2 wt 122/560 (21.8%) 160/572 (28.0%) —— 0.72 (0.55,0.94)

Desmedt, et al. ESMO Breast Cancer 2024



Diagnosis of ER+/HER2- ABC

Contents lists available at ScienceDirect

2
THE

BREAST

The Breast I
) A y
ELSEVIER journal homepage: www.journals.elsevier.com/the-breast
™
6th and 7th International consensus guidelines for the management of T

advanced breast cancer (ABC guidelines 6 and 7)

! !

Ovarian ablation/suppression [, A]

12t lne \l-'

ET-based therapy (preferred treatment option) [I,A]

CDKE &¢% inhibitor + ET [, A

Lol

Perimenopausal Postmenopausal m

!

Preferably with LHRH agonist

eI

If COK&M inhibitor

L

Germline

RARPI inhibitor
[1, &]

*Caa nnidalines tavt

Fatima Cardoso® , Shani Paluch-Shimon ", Eva Schumacher-Wulf*, Leonor Matos °,

ChT
(for patients with visceral crisis
or without further ET options)

Combination ChT
{Only in very select
patients) [I, A]

Sequential single-agent

Ch (preferred) [1, A]
+ N
Previeusly Previously treated with

untreated

o

anthracyeling or Laganea?

I
\) J \

If HER2=zero & ET resistant & after
= 2 lines of ChT Sacituzumab-Go-

vitecan [LE]

1 Anthracycline or
' oy apevatave | twano (LAl Capecitabine LAl  Eribulin[, Al  Vinorelbine [i, A]
Progression \l’ L I J, | |
Tamoxifen [I, A] Fulvestrant [Il, A1 ALl A] Maximum response
[ I | orF toxicity
J N b L J'
Maintenance ET after ChT to
_ No targetable mutati?ns.‘ PIK3CA mut  AKTY F‘nuta_timl or ESR1 mutations maintain benefit [Il, B]
BRCAL/Z mutation Btargeted agent not available PTEN inactivation If ET options still available
o L] L o o
Differant ET + CDEASInhibitor Fulvestrant « Fulvestrant + Elacestrant [1C] l
if not previously used [1, 4], alpelisib 1, B]  capivasertib [LC] Fulvestrant
ifferent ET + everolimus [I, B], = everalimus [1LE] Prograssion
ferant al (I, A], fulvestrant [I, A], Fulvestrant + l
hmoxifen [1, Al oestradiol [L AL capivasertib [LE] N P ¥ ¥
megestrol acetate [1, 4]

If HERZ-low & ET resistant CHT (if not used previously):
& after 1-2 lines of ChT capecitabine, eribulin,
Trastuzumab -Dextrucan [I, A] vinorelhing, anthracycline, taxane [I, A]

Ar matranamia MRT [T R]



MUTACIE ESTROGENOVEHO RECEPTORA:

e Zlaty $tandard testovania: TEKUTA BIOPSIA, testovanie je mozné aj pomocou NGS alebo PCR

* Len male % pacientov vykazuje alteracie ESR1 v primarnom tumore

ELACESTRANT — peroralny SERD:
 Schvéleny FDA na lie¢bu postmenopauzalnych pacientok s ER+/HER2-, ESR1 mut pokrocilym/metastatickym

karcindmom prsnika, s progresiou ochorenia po minimalne jednej linii ET

ELACESTRANT - perorélny SERD:

 Schvéleny EMA na lieCbu postmenopauzalnych Zien a muzov s ER+/HER2-, ESR1 mut lokdlne
pokrocilym/metastatickym karcindmom prsnika, s progresiou ochorenia po minimalne jednej linii ET, ktora

obsahovala iCDK4/6

Burstein HJ et al. JCO 2023; elacestrant SPC, FDA, EMA Europa



Nepriaznivy prognosticky faktor - osamelost

Maju pacientky Zijuce vo vZtahu lepsie

prezivanie ako osamelé?

Analyza ukazala, ze pacienti zijuci v partnerskom vztahu maju lepsie celkové prezivanie ako aj
prezivanie Specifické pre rakovinu prsnfka v porovnani s osamelymi pacientmi.
Tento rozdiel mozno vysvetlit’ socialno-psychologickou podporou poskytovanou partnerom, ktora

pacientovi velmi prospieva.



Q. T
Slovenskd ’fé IR\
SOS onkologické )
spolognost
F

SUEASNOST A BUDUCNOST LIEEBY MBC NA SLYVENSKU

Dakujem za pozornost

——
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