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Co prinesly CDK4/6 inhibitory do lécby
HR+/HER2- metastatického karcinomu
prsu?

Markéta Palacova

Klinika komplexni onkologické péce
Masarykuv onkologicky ustav Brno

PP-ON-SK-0594
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e Zakladni informace o CDK 4/6 inhibitorech

* Efektivita v jednotlivych liniich

* Toxicita

* Efektivita u genovych alteraci
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Zasadni je multidisciplinarni pristup — ve snaze
podpofrit adherenci k |écbé

Rodina/
zazemi

Zlepseni zkusenosti pacienta
Snaha o dodrzovani guidelines Breast nurse Létebny plan
Snaha o podporu adherence
Maximalni pristup k |écbée

* Holisticky pristup k pacientovi—s jeho Socioekonomi psycholog
podilem na rozhodovani!!

Farmaceut —

specialista

Denton. J Multidiscip Healthc. 2016;9:137.



Pokroky v Iécbé HR+/HER2- MBC béhem poslednich 20 let

Aromatase inhibitors 2™dine post-Al:

2™Jdin t-TAM:
ol Everolimus +

y Bt i exemestane
Antioestrogens (TAM)
FDA' 2002 2004 2012

1977-2002

Aromatase inhibit nd Ji Al
vt 2-ine post-TAM: 212N PSS

Eulvestrant Everolimus +
Antioestrogens (TAM) exemestane

EMA Euroean Mediines Agency. FDA FOood and Dvug Aamrsiration
HR Poemons frecepior HER2, human egedemal growen B0 recegdor-2 negative. TAM . tamosiken ! FDA US Food and Drug Adnivsiratan mr FDA 9o,

Everclimus & commestialzed in Spain by Novaris. 2. EMA Eurapean Mecnes AQancy, wirw 8ma ELropa euma/
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Cancer Treatment Reviews xxx (2012) xox-xxx

Contents lists available at SciVerse ScienceDirect

Cancer Treatment Reviews

Al vs. TX v 1. linii pro MBC

journal homepage: www.elsevierhealth.com/journals/ctrv

Aromatase inhibitors versus tamoxifen in first-line treatment of hormone receptor-positive breast cancer.,

Trial Treatment Number of patients TTP/PF5, months ORR, % CBR, %
Bonneterre et al.'” Anastrozole 340 8.2 32.9 56.2
Tamoxifen 328 8.3 32.6 55.5
P=0941 P=0.787
Nabholtz et al.*® Anastrozole 171 11.1 21.1 59.1
Tamoxifen 182 5.6 17.0 45.6
P=0.005 P=0.0098
Mouridsen et al.*’ Letrozole 453 9.4 32 50
Tamoxifen 454 6.0 21 38
P <0.0001 P=0.0002 P=0.0004
Paridaens et al.** Exemestane 182 0.9 46 NR
Tamoxifen 189 5.8 31 NR
P=0121 P=0.005
Chernozemsky et al.> Exemestane 83 12 37.4 79.5
Tamoxifen 84 8.3 29 8 786

A review of the treatment of endocrine responsive metastatic breast cancer
In postmenopausal women

Fatima Cardoso®*, Joachim Bischoff®!, Etienne Brain“, Angel Guerrero Zotano %, Hans-Joachim Liick®/,
Vivianne C. Tjan-Heijnen ™, Minna Tanner®", Matti Aapro ™°



Klinicka data CDK 4/6 inhibitord u HR+/HER2- mBC:
1.linie a nasleduijici linie

PALOMA-11 PALOMA-24 MONALEESA-2° MONARCH-37

1L ER+, HER2-
1L ER+, HER2- mBC 1L ER+, HER2- mBC ABC 1L ER+, HER2- mBC

Palbociklib + letrozol Palbociklib + letrozol Ribociklib + Abemaciklib + NSAI
letrozol

2014 | 2015 | \L 2016 2017 l |
!l Data read-out dates T /|\ /|\ | g
PALOMA-32 MONARCH-1° MONARCH-26¢ MONALEESA-78
ET rezistentni Rekurentni ET rezistentni 1L ER+ HI:jRZ-
HR+, HER2- mBC ER+, HER2- ER+, HER2- pre/peri-
7 e B mBC menopauz.ABC
Palbociklib + - Abemaciklib + Ribociklib +
fulvestrant Abemaciklib

fulvestrant goserelin +
tamoxifen / NSAI

ABC: pokrocily karcinom prsu; ET: hormonoterapie; NSAI: ne-steroidni inhibitor aromatazy

1. NCT00721409. www.clinicaltrials.gov; 2. NCT01942135. www.clinicaltrials.gov;
3. NCT02102490. www.clinicaltrials.gov; 4. NCT01740427. www.clinicaltrials.gov;
5. NCT01958021. www.clinicaltrials.gov; 6. NCT02107703. www.clinicaltrials.gov;
/. NCT02246621. www.clinicaltrials.gov; 8. NCT02278120. www.clinicaltrials.gov
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K dispozici 3 - CDK4/6 inhibitory

e Palbociclib V§EChny jSOU efektivni
e Ribociclib VSechny jsou zhruba stejne drahé

e Abemaciclib Vetsinove s dobrou toleranci
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Definice hormonalni rezistence

Primarni

rezistence

Sekundarni
rezistence

Adjuva ntni Relapsv pribéhu prvnich 2 let

terapie

Terapie pro
metastaticke
onemocheni

adjuvantni endokrinni leCby

Progrese onemocneni v
prubéhu prvnich 6 mésicu
prvoliniove endokrinni leCby
pro metastaticke onemocneni

Relaps pri vice nez 2 roky
probihajici adjuvantni
endokrinni lecbe, nebo
relaps v prubéhu 12 mésicu
od ukoncCeni adjuvantni
endokrinni lecby

Progrese onemocneni
na probihajici endokrinni
léCbé po = 6 mésicich
od jejiho zahajeni

Gennari A, et al. Ann Oncol. 2021;32(12):1475-1495.
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CDK4/6 inhibitory v 1. linii Ié¢by HR+/HER2- MBC

neni head-to-head srovnani efektivity CDK4/6 inhibitoru

Islfud'e 322 pALOMA-21? MONALEESA-2*4  MONARCH-2'13 MONARCH-35¢ | MONALEESA-3'7° | MONALEESA-7*10-12

CDK4/6i Palbociclib Ribociclib Abemaciclib Abemaciclib Ribociclib Ribociclib
hormonoter Letrozol Tamoxifen, letrozol,
: Letrozol Letrozol Fulvestrant Fulvestrant
apie nebo anastrozol nebo anastrozol
Pacienti, N 666 668 669 493 365 672
Pa. Postmeno Postmeno Pre/peri/ Postmeno Postmeno Pre/perimeno
populace postmeno
mOS, M 53.9vs 51.2 63.9vs 51.4 46.7 vs 37.3 66.8 vs 53.7 67.6 vs 51.8 NR vs 40.9
= Hazard 0.956; 0.76; 0.757; 0.804; 0.73; 0.76;
ratio P=0.3378 P=0.004 P=0.0137 P= 0.0664 P = 0.00455 P =0.00973
mPFS, M 27.6 vs 14.5 25.3vs 16.0 16.4 vs 9.3 28.18 vs 14.76 33.6 vs 19.2 23.8 vs 13.0
" Hazard 0.563 0.568 0.553 0.535 | 0.55 0.55
ratio :
ORR, % 55.3vs44.4 52.7vs 37.1 48.1 vs 21.3 59 vs 44

N
*First-line ET; up to 1 previous CT line permitted in advanced setting (14% had received CT). TIncludes first and second line. *Descriptive analysis.

40.9 vs 28.77

41 vs 30

- . ar

1. Finn. NEJM. 2016;375:1925. 2. Rugo. Breast Cancer Res Treat. 2019;174:719. 3. Hortobagyi. NEJM. 2016;375:1738. 4. Hortobagyi. Ann Oncol. 2018;29:1541. 5. Goetz. JCO. 2017;35:3638. 6. Johnston.
NPJ Breast Cancer. 2019;5:5. 7. Slamon. JCO. 2018;36:2465. 8. Slamon. NEJM. 2020;382:514. 9. Slamon. ESMO 2019. Abstr LBA7 _PR. 10. Tripathy. Lancet Oncol. 2018;19:904. 11. Hurvitz. ASCO 2019.
Abstr LBA1008. 12. Im. NEJM. 2019;381:307. 13. Sledge. J Clin Oncol. 2017;35:2875.
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Efektivita CDK4/6 inhibitoru ve 2.linii; PFS a OS

PALOMA-3!1} MONARCH-2[2] MONALEESA-3!3]

Study design Phase Il Phase Il Phase Il
2" Line 1stand 2" Line 1stand 2" line
hormonoterapie Fulvestrant Fulvestrant Fulvestrant
CDK4/6 inhibitor Palbociclib Abemaciclib Ribociclib
Pacienti, N 521 669 346
HR 0,46 0,55 0,57
PFS, meésice 95vs 4,6 16,4vs 9,3 14,6 vs 9,1
ORR, % 25vs 11 48,1 vs 21,3 -~
OS, mésice 34,9 vs 28,0 46,7 vs 37,3 67,6 vs 51,8
| Rozdilna populace pacientu ,
predchozi HT, pouze 1 predchozi HT
1 predchozi CHT Bez predchozi CHT
povolena

1. Cristofanilli. Lancet Oncol 2016;17:425. 2. Sledge. J Clin Oncol. 2017;35:2875. 3. Slamon. ESMO 2019. Abstr LBA7 _PR.
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CDK4/6i jsou efektivni také u premenopauza

nich pacientek,

bez efektu na HT partnera

PALOMA-3!1]
* N=108
* Fulvestrant + goserelin
* HR: 0.50; P=.013

MONARCH-2[2!
e N=114
 Fulvestrant + GnRH
* HR:0.45; P=.002

MONALEESA-78]

= N=672
" Tamoxifen or NSAl+ goserelin
= HR:0.55, P=1x10"

Median PFS, Median PFS, Median PFS
Mos 100 = Mos Mos
100 — Palbociclib + FULV 9.5 ] — Abemaciclib + FULV NR — Ribociclib + TAM/NSAI 23.8

100

k* [ |
20 Placebo + FULV 5.6 30 h Placebo + FULV 10.5 &0
0 0 0

Placebo + TAM/NSAI 13.0

X 6 R 6 g 6
— %)
i 40 & 40 & 40
20 20 HR: 045 20 | . | |
HR: 0.50 (95% Cl: 0.29-0.87; P = .013) (95% Cl: 0.264-0.751; P = .002) HR: 0.55 (95% CI: 0.44-0.69; P < .0001)
0 0 0
012 34567 8 9101112131415 0 4 8 12 16 20 24 28 0 2 4 6 8 101214 1618202224 262830

Mos

Mos

Mos

1. Loibl. Oncologist. 2017;22:10283. 2. Neven. ASCO 2018. Abstr 1002. 3. Tripathy. Lancet Oncol. 2018;19:904.
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FORTL PANTIZAA, WMLE

Probihajici studie Right Choice

A 100 - Madian
M. of MNo. of FFS,
Fatients Ewvents menths
p—— Combination CT arm  In = 1101 55 12.B
== B0 -
e
- m Ll [ [ ] [ ] [ ] dl:l — - - =
RIGHT Choice: Study Design for Phase 1l Trial Assessing ' ribociklib o Ribesiclib + ET
in Hard-to-Treat Patient Population 20 - Combination CT
Hazard ratio, 0.611 468% Cl, 0.429-0.E7T00
g J P-n03
0 2 4 6 B 1012141618 20 22 24 26 28 30 32 34 36 3B 40 42 44 4%
HR+/HER2- ABL Ribocidit® + NSAl + Endpoints
. Goserelin “mE [lTIﬂﬂthE:'
: :;E;dﬂ::z;mnnmml e n= 111 Frimary Mo. at risk
. Mo prior ET or CT for ABC R 1:1 ﬁm Ribociclib + ETarm 112102 99 90 84 79 73 65 63 56 48 41 26 37 20 25 23 19 17 12 6 2 1 0O
- ECOGPS=2 ﬂ@@ﬁww _ : _ - « CBR, ORR, OS5, TTF.TTR CombinationCTarm 110 80 B4 79 &3 54 46 38 29 24 21 12 12 10 8 8 & & 4 1 1T 1 0 O
- Symptomatic visceral metastases i newsases ST s - Safety and tolersbility
+ Rapid progression of disease B e » Patient reparted outcomes Mo.of Mo, of Madian 05
. i . or el Docetaxel + capecitabine for HRGCoL - :
« Impending visceral compromise aa Explorato 100 - . Patients  Events menths
. Or P wy ) D _ Combanation CT .
« Markedly symptomatic non _ o - Potential differences in Ribocichb + ETarm  In=1121 34 HIE
visceral disease Faclitaxel + gemeitabine utilization of healthcare a0 Bibogickh + Combination CT srm  [n - 1100 29 NE
Or resources 7
N=273 Capecitabine + vinorelbine - Biocmarker analysis . -
ne 111 i:.'l. i
L |
o 40 S :
|
20 - |
. 1
R [z o e Al e i 1 SRENEeT] O i TSy Okl i maliorn T an @ 2 <y Oypda |:| - Hazard ratia, 0.521 56 I:I' 0.580-1.5781 :
Fosfremose: 1. Yor-Shanl of d. Aresds of Oweoology C20S) 230 ool RE -l 2 100 0 arpeorc mecded 17 2. B Sadhir M of J. EEND 2010, Foctor 4005 T T | T T ) T T T
L B 12 18 24 30 35 42 43
Time {months)
Mo. at risk
Ribooichib « ET arm 112 1M B4 20 B2 45 pi ¢ 0
Combinaticn CT arm 110 a7 65 44 1 12 5 1]

Median PFS 21,8M u kombinace ribo/NSAID vs 12,8M u CHT

N.S. El Saghir, poster 1063, 2023 ASCO Annual Meeting, Chicago, USA; N.S. El Saghir
et al., Journal of Clinical Oncology, vol. 41, no. 16_suppl, pp. A1063, 2023
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Optimalni sekvence HT/cilené lécby u HR+/HER2- mBC

1.linie 2 linie Odlozeni zahajeni CHT 0OS

$

$

A. Konvencni 1
hormonalni Al alone!™ Exemestane5
monoterapie 8-14 months 3-4 months

Al + everolimus’~®
7-9 months

—_—
—

Fulvestrant + CDK 4/6 i19:11
10-16 months

B. kombinace Al + CDK 4/6 i12
HT + cilené lécby 24 months

—_‘————————————————————————————————————————————J

Z.EIinie post CDK 4/6 inhibitorti:
I naddle hormondlné sensitivni a
Codal ?

0 5 10 15 20 25 30 35
0S

1. Bonneterre J, et al. Cancer. 2001,92:2247-2258; 2. Mouridsen H, et al. J Clin Oncol. 2003;21:2101-2109; 3. Mehta RS, et al. N Engl

J Med. 2012;367:435—-444; 4. Bergh J, et al. J Clin Oncol. 2012;30:1919—-1925; 5. Chia S, et al. J Clin Oncol. 2008,;26:1664—1670; 6.

: : Johnston SR, et al. Lancet Oncol. 2013;14:989-998; 7. Baselga J, et al. N Engl J Med. 2012;366:520-529; 8. Massarweh S, et al.

TTP, time to progression Breast Cancer Res Treat. 2014;143:325-332; 9. Bachelot T, et al J Clin Oncol. 2012;30:2718—-2724; 10. Cristofanilli M, et al. Lancet
Everolimus is commercialized in Spain by Novartis Oncol. 2016;17:425-439; 11. Sledge GW, et al. J Clin Oncol. 2017,25:2875-2884; 12. Finn R, et al. N Engl J Med. 2016;375:1925-1936
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HR+/HER2- MBC: prvni linie lécby

* Preferované rezimy * Faktory ovliviujici vybér CDK 4/6i

* CDK4/6i + NSAI* (anastrozol nebo letrozol) * Data celkoveho preziti

. CDK4/6i + fulvestrant* * Menopauzalni status
* Profil toxicity

* Organoveé funkce
e | ékoveé interakce
e Adherence

* K dispozici - CDK4/6i
* Palbociclib
* Ribociclib
 Abemaciclib

Premenopauzalni pacientky dostavaji GnRH agonistu jako ovarialni suprese.

Breast Cancer V2.2022. © National Comprehensive Cancer Network, Inc 2022. All rights reserved. Accessed March 18, 2022.



Efektivita CDK 4/6 u genovych alteraci

a Median [9_5";6102 -Tf:T (months):
" \ Egﬁﬁiﬁ}g?iéi'jitmm_18, « MSK-IMPACT: gBRCA2 PVs were ) .
: significantly associated with inferior PFS (HR ESR1 mutace neni spojena
E 2.17,95% Cl1 1.46-3.22, p < 0.001) on first
E o line treatment with CDK4/6i-ET. s nizsi efektivitou CDK 4/6

Safonov A et al. SABCS 2022.

|  PADA-1: median PFS with Al+ P was 14.3m

0.0+

oElm m o8 X Z o» ;o v o (95%IC [10.4-NR]) in BRCA1-2/PALB2 ESR1 Mutants ESR1WT
0 6 12 18 24 30 36 42 48 54 " I 0 »
Mot to Fist Subsequet Trrapy oDt g‘guz;"(’” %agré%r)s versus 26.7m (39%IC [24.1 Hazard Ratio, 0.43 (95% Cl, 0.25 to 0.74); P=.002 Hazard Ratio, 0.49 (95% Cl, 0.35 to 0.70); P< .001
| GBRCA Status gBRCAm — — — gBRCAWt — - — gBRCAwunk | . =U. i «
= ’ g Fulvestrant+Palbociclib B Fulvestrant+Palbociclib
Colins J et al. Oncol Ther 2021. Frenel J5 etal. ESMO 2020. Median PFS, 9.4 months Median PFS, 9.5 months
(95% Cl, 5.3 to 11.1) (95% Cl, 9.2 to not estimable
= > 1 AMOED - - P 1
EMESMO BREAST CANGE 100 100 B Fulvestrant+Placebo
Fulvestrant+Placebo Median PES. & 4 month
edian PFS, 5.4 months

- Median PFS, 3.6 months
(95% Cl, 2.0 to 5.5)

~ (95% Cl, 3.5 to 7.4)

= =

u nadoru s BRCA mutaci je nizsi efektivita

504 50 =

CDK 4/6 ( predpoklada se rezistence pres Rb1 gen)

25—} 25 -4

Progression-Free Survival, %
Progression-Free Survival, %

¥ i=d VI3 B B Ts % 7, B

0 3 6 9 12 0 3 6 9 12
Time From Random Assignment, mo Time From Random Assignment, mo
No. at risk (events) No. at risk (events)
Fulvestrant+Placebo 28 (10) 18 (11) 6 (1) 3 (2) O Fulvestrants+Placebo 32 (30) 57(18) 35 (6) 16 (3) 0

Fulvestrant+Palbociclib 63 (16) 45 (7) 36 (6) 22 (5) 1 Fulvestrant+Palbociclib 177(30)  142(20) 108 (13) 30 (7) 6
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PIK3CA mutace a efektivita CDK 4/6

PAL+FUL  PLACEBO + FUL PAL ;;;J L PLACE_BBOG"FUL
(n=85) (n=44) (15150) 10385)
" Median PFS 9.9 4.6
Med PFS 9.5 3.6 .
s, mo (95%Cl) (9.2, 13.9) (3.4, 7.3)
mo (95% ClI) (5.7, 11.2) (1.9, 5.6) PIK3CA WT
RN o Hazard Ratio Hazard Ratio 0.45 (0.31, 0.64)
5 ; .31, 0.
N (95% Cl) 0.48 (0.30, 0.78) - (95% Cl)
. T
\\ P value 002 ~—~, P value < .0001
| x”\’ 2
- ey A LS
| L _ " ) ,,\
si &0 ; oy x‘L—j BQ €0 - | \y s
& : - (ﬁ \ N .\—<
o Y | 1 a Ty -
40 1 A 40 - To— - -
LS GG ‘-
- ee——- - .
x| PALFFUL | , .| — PAL+FUL S 1
— PLACEBO+FUL — PLACEBO+FUL
0 ' Y Y Y ' - Y Y Y ’ Y Y Y ' 0 - v - v y - v v v - ~
0 1 2 3 ‘T's & 7 & 9 W o1 o2 1B wu 9 1 2 32 4 5 & 7T & O W oM 12 1 u
ime, mo i
No. at risk ' No. at risk NS, e
Palbociclib + fulvestrant Palbociclib + fulvestrant
Placebi5+ fulveizrant 3! 0 L i : e i = Ia N i 3 g
Placebo + fulvestrant
44 28 20 12 4 1 1 0 86 55 39 31 15 10 0 0

PIK3CA mutations do not predict resistance to CDK4 inhibitors.

Cristofanilli M, et al. Lancet Oncol. 2016;17:425-439.
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Klicové NUL CDK4/6 inhibitorG: Monitorace a prevence

Hepatobiliarni QT Prodlouzeni Neutropenie VTE ILD/
Toxicita Pneumonitida

Abemaciclib Abemaciclib Abemaciclib Abemaciclib Abemaciclib
Palbociclib Ribociclib Palbociclib Palbociclib
Ribociclib Ribociclib Ribociclib Ribociclib

Monitor for
pulmonary
symptoms indicative
of ILD or
pneumonitis

(eg, hypoxia, cough,

cRNUST
{SKU 2024

CBC before starting

treatment, then:

= Abemaciclib,
Q2W x 2 mo,
QM x 2 mo, then
as indicated

"  Palbociclib, Days 1
and 15 of cycles
1-2, then as
indicated

= Ribociclib, Q2W x
2 cycles, start of
next 4 cycles,
then as indicated

Abemaciclib PI. Palbociclib PI. Ribociclib PI.
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CDK4/6 inhibitor — mozné faktory ovliviujici adherenci

Tablety

Davkovani

Medikace a jidlo

Lék - Iék/potravin. interakce

Nejcastéjsi NUL

Monitorace

abemaciklib PI. palbociklib PI. ribociklib PI.

Abemaciclib

s ET: 150 mg (1 tableta)

2x denneé x 28 dni;
28denni cyklus

Bez nebo s jidlem

Vynechat grapefruit produkty
a silné/stredni CYP3A
inhibitory/induktory

Neutropenie
unava
prujem
Nevolnost

KO+diff.
JT

Palbociclib
125 mg (1 tableta nebo kapsle)

1x denné x 21 dni;
28denni cyklus

Kapsle: s jidlem
Tablety: s nebo bez jidla

Vynechat grapefruit produkty
a silné CYP3A inhibitory/induktory

Neutropenie
unava

KO+diff.

Ribociclib
600 mg (3 tablety)

1x dennéx 21 dni;
28denni cyklus

Bez nebo s jidlem

Vynechat grapefruit produkty
a silné CYP3A inhibitory/induktory
Vynechat léky prodluzujici QTc
interval

Neutropenie
unava

KO+diff.
JT
EKG
lonty
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Prekonani rezistence u HR+/HER2- MBC:

kombinaci cilené lécby s antiestrogenem

Al ~50% of HR+ MBCs do not
UBECLEVEN  benefit from ET due to resistance

Anastrozole

Letrozole . .
Steroidal Al- Resistance mechanisms

PI3K Inhibitors Exemestane * Loss or alteration of ER expression
Alpelisib
(E )

* Overexpression or activation
PI3K of GF receptors

ER Downregulator . . .
- Fulvestrant * Activation of downstream signal
'MEK 4 transduction pathways
Everolimus
MAPK MmTOR

SERMs

Tamoxifen
Toremifene

CDK4/6 Inhibitors
Palbociclib

Abemaciclib ;
Ribociclib Cell 6. ( ER target gene Cell cycle regulation

DNA replication
cycle - ER- ipti
Yy ER-a ER-a transcription Cellular differentiation
R
1/

S ‘ ’ A tosi
DX AD A AD W AD I AD e

Brufsky. Oncologist. 2018;23:528. AlFakeeh. Curr Oncol. 2018;25:518.

«

Transcription
silencing




Key Findings in Endocrine-Resistant ER+ mBC

1

L]

B Ductal
Histology Eilil | LWL FRLAER i R Il

Aromatase inhibitor
SERM Ml | DI

SERD I |1
ESR1 hotspots

Untreated L]
M Post-hormonal therapy | ‘l|l 1§l

IR R R INITN RT

Mutations in ESRT and MAPK signaling most common, but mutually exclusive

Lobular Primary lMetastasis

Sample Type @ I uiTIOE SO RIITRT)  NOTTVOON GRIERRTIED AT 0N AN TV MDD 0o

LIAR R IR eyl
i N

Transcriptional N1
regulation ERBBZ2 hotspots!

, EGFR hotspots
ERBB3 hotspots !
KRAS hotspots
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Functional role: mutations are biological determinants of response to subsequent next line of Rx (Al vs SERDs)
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n=151

B Homozygous deletion

N = 1501 hormone receptor-positive HER2-negative tumors; n = 809 Rx-naive tumors, n = 692 post-endocrine Rx.

Razavi P, et al. Cancer Cell. 2018;3:427-438.¢6.

n=413
pan-wild-type



Jaké mame lécebné moznosti v dalsSich liniich?

Targeted Therapy + ET Treatment Beyond ET

Tamoxifen Fulvestrant —
(selective ER (selective ER
modulator) degrader) Ribociclib
(mTOR inhibitor) Abemaciclib Trastuzumab
Als (CDK4/6 inhibitors) Deruxtecan
Anastrozole HER2-Low
Exemestane Alpelisib
L etrozole (PI3Ka inhibitor) Sacituzumab
Govitecan*
Y l Y l Y Y l v

1970-80 1990s 2002 2010 2012 2015-17 2017-18 2019 2022

Timeline of Regulatory Approvals

2018: Olaparib, 2020: Entrectinib,

2017; 2020:
Larotrectinib
(NTRK Inhibitors)

Talazoparib
(PARP Inhibitors)

Pembrolizumab
(10)

NCCN endorsed. Anastrozole Pl. Exemestane Pl. Letrozole PI. Fulvestrant Pl. Everolimus Pl. Palbociclib Pl. Ribociclib Pl. Abemaciclib Pl. Alpelisib PI. Brufsky. Cancer Treat Rev. 2017;59:22. Lim E. Oncology
Williston Park). 2012;26:688. Croxtall. Drugs. 2011;71:363. Cohen. Oncologist. 2001;6:4__Adapted from http://'www _nccn. org/professionals/physician_agls/pdf/breast pdfJM. NCCN Guidelines Breast Version 4_ 2022




SUCASNOST A BUDUCNOST LIECBY MBC NA SLyVENSKU

Sekvence lécby u HR+/HER2- MBC:

Stredneé hormon. sensitivni

Vysoce hormon. sensitivni

HT naivni*
Progrese >1 rok po ukonceni
adjuv. HT

N\
FULV?Y
. Pouze kostni
NSAI + CDK4/6i —
nepredlécene
PIK3CAwt PIK3CAm HT

MTS;
FULV ( EVE) FULV + Alpelisib

EXE + EVE

Rugo. GBCC 2019. Abstr SSO1.

Progrese mezi 2-3 rokem od
zahajeni nebo <1 rok od ukonceni

adjuv.HT

FULV + CDK4/6i

\
\
PIK3CAwt / \ PIK3CAm

<

EXE + EVE Al + Alpelisib

gBRCA1/2m
PARPI (olaparib nebo talazoparib) po
progresi na CDK4/6i

Spatné hormon. sensitivni

Progrese do 2 let od zahajeni
adjuv. HT

/N

FULV +
CDK4/6i

J CHT

NN

PIK3CAwt / s ©

\

EXE + EVE

\\\
4

. PIK3CAm
u

Al + Alpelisib




SUCASNOST A BUDUCNOST LIECBY MBC NA SLyVENSKU

Zaver

* Kombinace CDK 4/6 inhibitort s HT je v soucasné dobé standardem v 1.linii pro
HR+/HER2- mBC ( vSechny 3 latky — abemaciklib, palbociklib, ribociklib) prokazaly
benefit

* Aktualné lze jiz |écit touto kombinaci i pacientky s rozsahlym visceralnim MTS
postizenim s hrozici viscer. krizi

e Ve 2.linii palbo+fulvestrant (fulv) (HR:0.37), ribo+fulv (HR:0.48), abema+fulv
(HR:0.44), eve+exe (HR:0.42, a u PIK3CA mutaci, alpelisib (alp)+fulv (HR:0.39)

* Snahou je posunout podani CHT do vyssich linii
* Bezpecné pouziti u starsich pacientek ( mirné vyssi toxicita, stejna efektivita)

* Limity: sekvence lécby
rezistence na CDK4/6 (aktivace cDK2, amplifikace CDK6, mutace Rb1 genu)



SUCASNOST A BUDUCNOST LIECBY MBC NA SLy VENSKU

‘IIZ lllllllllllll

ESMO - MCBS

Tested

Agentis)

FPalbociclib

Palbociclib

Palbociclib

Ribociclib

Ribociclib

Abemaciclib

Abemaciclib

Ribociclib

Combined

Agent(s)

Fulvestrant

Letrozole

Letrozole

Letrozole

Endocrine

therapy

Aromatase
inhibitor

Fulvestrant

Fulvestrant

Fulvestrant + placebo

Letrozole + placebo

Letrozole (Randomised
phase |l study)

Letrozole + placebo

Placebo + endocrine
therapy

Placebo + aromatase
inhibitor

Fulvestrant + placebo

Placebo + fulvestrant

Treatment Setting

Hormone receptor-positive, HER2-negative locally advanced or metastatic
breast cancer previously treated with endocrine therapy

First-line postmenopausal, ER-positive, HERZ-negative locally advanced
metastatic breast cancer

1st line metastatic HR+ HERZ-

First-line postmenopausal, hormane receptor-positive, HERZ2-negative
advanced breast cancer

First-line premenopausal, hormone receptor-positive, HER2-negative advanced
breast cancer

First-line locally advanced or metastatic breast cancer in postmenopausal,
harmone receptor-positive, HER2-negative

Second-line locally advanced or metastatic breast cancer in postmenopausal,
hormone receptor-positive, HER2-negative

First- or second-line postmenopausal, hormone receptor-positive, HER2-
negative advanced breast cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Tumour
Sub-type

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Breast
Cancer

Tumour

Sub-group

HR+ HER2-

HR+ HER:2-

HR+ HERZ2-

HR+ HER2-

HR+ HER2-

HR+ HER2-

HR+ HER2-

HR+ HER2-

Trial Name

PALOMA-3

PALOMA-Z

FALOMA-
1/TRIO-18

MOMALEESA-

2

MOMNALEESA-

7

MOMNARCH 3

MOMARCH 2

MOMALEESA-

3

NI
NN

NI
NN

N

(4

©

o

Scorecard

+

https://www.esmo.org/guidelines/esmo-mcbs



SUEASNOST A BUDUCNOST LIECBY MBC NA SLyVENSKU

Na co hledame odpoved?

* Je potreba u kazdé pacientky s hormonalné senzitivhim
onemocnénim podat CDK 4/6i ?

* Mame prediktivni biomarkery odpovédi na CDK 4/67
* Jakd je optimalni sekvence podani CDK 4/67?

SONIA studie - PFS231,0M u A vs 26,8 u B — statisticky nesignifikantni,
ale klinicky vyznamny

e
r 1
Man-stercedal & + S — Primary &ndgoir
+ HIR+/HER2- advanced DS Inhdbitor Progressaon-free Surviva
el after bao lines [PF5I]
.I'-.- J ——1
» M0 prear Lrealmeril Toe Gecandary endpainis
“ advanced disease Pubwiridiank & Auality af life
Mon-steraidal Al COKA/E inhibitor Chvirall syurwiv al
Coat-eflectireness
-
A 1 5chamate ovenvew d Study deadgn. Non-Sténdaedal Al non-Stenoadal anoenatess e, asther Boade o anasiidie &1 e dsdaetn o
he e s phss cian ] CODESS e Be of IDESS nhilalor aondng 1o phyadans dhore and resmibursssment ohces Primary outcome analysis of the phase 3 SONIA trial (BOOG 2017-03) on
selecting the optimal position of cyclin-dependent kinases 4 and 6 (CDK4/6)

inhibitors for patients with hormone receptor-positive (HR+), HER2-negative
(HER2-) advanced breast cancer (ABC). | Journal of Clinical Oncology
(ascopubs.org),
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