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CAS CLINIQUE #I

Jeanne, née en 1941 (78 ans)

Veuve, vit a2 Rennes, conduit encore, isolée, quelques troubles de mémoire

ATCD :
- HTA
- Diverticulose

Traitements en cours : Valsartan/hydrochlorothiazide, Trimetazidine, Bisoprolol, Acide acétylsalicylique, Paracétamol.

1999 : CARCINOME CANALAIRE INFILTRANT T2 (24mm) NO (0/13) du sein gauche, SBRI, RE 100%, RP 80%
— Tumorectomie + curage axillaire

— Radiothérapie adjuvante

— TAMOXIFENE pendant 5 ans

2019 : Découverte de METASTASES asymptomatiques osseuses et hépatiques multiples dans le cadre d’'une rechute
locale clinique avec CA15.3 élevé a 500 (PS 0, 44 kg/1.50 m, SC 1.36)
— Biopsie mammaire : ER+ 100% PR 0%, HER2- (score |+), Ki67 20%



CAS CLINIQUE #I

Quels traitements de L1 envisager chez cette patiente ?

HT (Anti-aromatase — Fulvestrant) en monothérapie

HT (Anti-aromatase — Fulvestrant) — CDK4/6i

Chimiothérapie par CAPECITABINE

Chimiothérapie par PACLITAXEL
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G8=10

Pas de perte de poids +2 ni d’appétit +3
Sort de chez elle +2

Quelques doutes sur troubles cognitifs
modéreés +1

IMC 19.6 +1

Traitemement :
valsartan/hydrochlorothiazide, trimetazidin
bisoprolol, acide acétylsalicylique,
paracétamol +0

Etat de santé jugé « aussi bien » que les
autres +1

Carey=5

Femme +0

>80 +2

Pas de difficulté pour toilette +0
Pas de difficulté pour courses +0
Difficulté pour marche prolongée +2
Difficulté pour tirer ou pousser de
gros objets +1

- Mortalité a 2 ans 12%

> 85 +0

Soubeyran et al. PLOS 2014
Carey et al. J Gen Intern Med 2004
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Quelle place pour la CHIMIOTHERAPIE en | ére ligne ?

Premenopausal

patients

A 100 4 = Madian
‘L-\ N No. of No. of PFS,
'\\ 80 . L_‘ Patients  Events months
Rl'.l-I:HERZ— e — - " Ribogiclib + ET arm (1= 112) & 218
Criteres d’agressivite (metastases RIBOCICLIB ) \‘ o Combination CT arm  (n = 110) 65 12.8
viscérales symptomatiques, progression R 601 w, M‘“‘\
rapide ou en “crise viscérala”, el + -, ey 0]
métastases non viscérales trés — a 401 b ™ - sy, Ribaciclib + ET
symptomatiques) 20 | L P a bl e
Mecessitant, selon Iinvestigateur, une - W ‘
. - . = Hazard ratio, 0.611 (95%, CI, 0.429-0,870)
palychimiothérapie. n=222 o | P~ 003
/ paclitaxel-gem. ne, 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

vinorelbine-capécitabine)

Time (months)

No. at risk
Ribociclib + ET arm 112703 99 80 B4 79 73 6O 63 65 48 41 39 32 30 25 23 19 77 13 6 2 1 0
CombinationCTarm 110 80 84 79 63 54 46 38 29 24 27 13 12 10 8 8 6 6 4 1 1 1 0 0

Bin Mohd Mahidin El et al., abstfr. GS1-10, SABCS 2022
Lu et al. JCO 2024
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Quelle place pour la CHIMIOTHERAPIE en | ére ligne ?

Median age 57 (26-82)

ABIGAIL

70% postménopausal

Arm A (n=80) Primary objective:
Koy Inclusion crileri Abemacciib : Abemaccit g‘ Compare 12-woek ORR per BICR in both groups
* +
HR+/HER2~ ABC letrozoleor | | | letozdeor | | B
- Secondary endpoints:
mm havestrant | Ruivestrant PFS, OS, dinical bonefit rate, tme 1o response, duration
Measurable disease per RECIST v.1.1 | of reaponss, safety, maxirum tumor stvinkage
ECOG PS 01 |
Al sensilive or Al resistant R | Newcombe hybrid score method was used Based on
Al least one aggressive factor: \ ) 10% dropout rate, N 2160 was nocessary 1o attain B0%
( Relapse on aduvant ET or power at nominal level of two-sided o=0.05
within 38 months fram the end Arm B (n=82) | g
of an Al-base regimen | e d * According o response, cinicians can determing
Visceral disease | i e pationts extend pacitaxel 10 & maximum of 6 cycies aftar
High grade (primary), or PgR- — | Paclitaxel * "—‘ {ebozole or o z the first 12 weeks of eatment,
(primary or metastatic) fulvestrant 5
LDH >1.5 ULN ' |
—_— Abemaciclib + ET Paclitaxel Odd ratio villes
[ Stratification factor- Visceral dmoase J 12 weels N =80 N=82 (95% C1) P
12-week ORR in ITT population
Complete response. partial response 47 (58 8%) 33 (40 2%) 211
Stable disease. progressive disease | or discontinuabon B 412%) 49 (59 B%) {1.13.3.96) 0.0183
Response at 12 weeks since randomization
Compiets response 010%) 00%)
Partial response 47 (58 8%) 33 (40 2%)
Stable disease 24 (30.0%) 7T 452%)
Progressive disease 1012%) 7{85%)

Juan de la Hab-Rodriguez, ESMO2024
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Quels traitements de L1 envisager chez cette patiente ?

HT (Anti-aromatase — Fulvestrant) en monothérapie

HT (Anti-aromatase — Fulvestrant) — CDK4/6i

Chimiothérapie- CAPECITABINE

Chimiothérap’ , - PACLITAXEL
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Quelle place pour les CDK4/6i en | ére ligne ?

Study CDK4/6 Endocrine Line Menopavusal status Median [ HR PFS (95% Cl)
inhibitor  therapy FUP (P

PALOMA-2" " Palbociclib  Letrozole 1st line Post- menopausal 375 m
MONALEESA-2"""  Ribociclib  Letrozole 1st line Post-menopausal 26.4m

Median PFS Median PFS Median HR 0S (95% Cl) Median OS Median 0S
(CDK4/6i)  (Placebo)  FUP (0S) (CDK4/6i)  (Placebo)

27.6 m 145 m 90.0 m 0.956 (0.777-1177) 539 m 512 m
253 m 16.0 m 792 m  0.760 (0.630-0.930) 639 m 514 m

0.563 (0.461-0.687)
0.568 (0.457-0.704)

MONALEESA-7"""  Ribociclib  Tamoxifen/ 1st or 2nd line Pre-menopausal 192 m [ 0553 (0.441-0.694) §23.8 m 130m 535m 0.763 (0.608-0.956) 587 m 480 m
NSAI + Goserelin (after chemotherapy)
MONARCH-3'""*"  Abemaciclib NSAI 1st line Post-menopausal 393 m 0.525 (0.415-0.665) #282 m 148 m 702 m 0754 (0.584-0.974) 671 m 545 m

FUP « follow-up, PFS « progression-free survival. 05 « overall survival. HR « hazard ratio. m « months. ET « endocrine therapy.

Table 1: Characteristics of studies included in the primary analysis.

¢ Résultats remarquables et cliniguement significatifs en PFS
e Standard dans les cancers du sein avancés RE+ 1¢'¢ ligne
¢ Profils de folérance permettant une préservation de la QoL

Mastrantoni L et al. EClinicalMedicine . 2023
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Quelle place pour les CDK4/6i en | ére ligne ?

A T popusation o PAL + LET [m « 444)
S
Mool No.of  Madas Ovmrdl 0 :‘.id'g? ‘?.."- nh : rmnﬁ-sh
Pathorts  Tawnis Swerivel Patents  Dwarts %Ll 458 to 2 months
"o " Abmrabcts » NIA 38 198 80 AN\ " -4
oy T hree #bockan 1 M " Plosedo + NSAJ LR L2 N FEOD + LET In = 229)
0 N.' Mecwhe 0 ne g o z °1 . Madian 05 = 49 5 months
T | 5 5 ~ .y Q5% ClL 42 3 1 BA & momtha
w W ' ) 02 % CLM 0 = o e
3 - Y fet ¥ o > = N
- 7 =
2. " - _l o 2 o \ N
g @ Ay = g 66.8 months (A= 131) 4
S . - fw — e
» - Whec bh - v v . -~
- - | ™ 53.7 months =1 —
0 - ‘_“—'L = 5 w
N ﬁ. ] rr
) Favare W -
x S M« 8
y Log-rank P = 0 0664 10 o :'-. %
0 T S v %1 HR = 0004 (B5% C1 0 637.1.015)
0 4 0 13 16 20 34 38 D) 6 40 4 40 N2 N @ MM T2 N W O MoM L Pt o | eyl — e e i b N T T T T T T T T T
‘ = " - ) - < e “ ) ~ ™= ™ ™ “ T ) n M " “ - n o - oy
Manih Tives iraosint
. Tmuo (months}
N, o Wb Nerre wm- e
Filewiin LI P I 1% ) N N I R D O R LU N W i . 4 . L] Abose wid » DXL A 3 am ™ - “ | "™ -~ el .. L el L ¢ o "
Mt T L I LI R i T e T T T T o PocstesMIN 1ET 10N M I QT YE M 3= M 71 W O Om W & @ 3 = ' oLt 208 m » " - o "

*  Amélioration cliniqguement et statistiquement significative de la survie globale en 1€ ligne (ribociclib)
« Amélioration cliniquement significative de la survie globale en 1¢¢ ligne (abemaciclib)

¢ Pas d'amélioration significative de la survie globale en 1¢ ligne (palbociclib)

Mastrantoni L et al. EClinicalMedicine . 2023
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Profils
de
folérance

Quelle place pour les CDK4/6i en | ére ligne ?
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*  Amélioration cliniqguement et statistiquement significative de la survie globale en 1€ ligne (ribociclib)
« Amélioration cliniquement significative de la survie globale en 1¢¢ ligne (abemaciclib)

¢ Pas d'amélioration significative de la survie globale en 1¢ ligne (palbociclib)

Mastrantoni L et al. EClinicalMedicine . 2023
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Il y a-t-il un sous-groupe qui ne bénéficierait pas des CDK4/6i ?

Events/N  HR (95% CI) pvalue  Median (months)
Abama  Flacebo [ —r T
i WA ;
m —4— 203453 0575 (0415, 0686) %2 148 Frabm ot Guse
y
Baseline ECOG PS ) ' Mr o oam o
0 —— 1679 0512(0361.0869) . B2 157 s S RN A piu YRR --"
1 —— 1S1OT 0548 (0373, 0.798) BH 12 W T T e o S )
*amomy Metastasis | M4 mwm a7 ma [ 247 7T
Yos [ — 57108 0A71(0.280, 0.793) 0 8O %6 A WI ST T OmIw e . 150 K20 00 04N %
N i 238384 0,511 (0,393, 0.685) 70 128 L oM 13 om jo-d 03 Mk 04
: wr - " 7w " - LM umuoe»
Liver Metastasis \ W om owm a3 wm on | S B8 N b AT >
No Yt 201415 0,536 (0.414, 0.693) M1 185 Wl oz ;) tmam o wa e R
h 565 GATAY "
Yes I 5078 DA49(0.259,0.17) 150 72 M owmo om oom e o 3 W K108 50 057
Progesterone Reoeplorsmus E S W Wi TR Hawe o - 4 =
Poste Vit 283 08550424,076) o Wi 158 ALY Ve . Lo o8 . waam
! @ wi man ne - wr - LE R LD E o
Nagava — 1008 D427 {0285, 0 637) 20 94 e "
| Ab T ns ™ 8 - LY 26 L
Tumor Grade i o Y :
Lowlntarmadiate et 170275 0513(0400,0737) o 7O 19 P Bt
Hgh f——} 5697 0.322(0.130,0.546) %3 90
Treatment Froe Interval | . g
236 onlhs el mne omoaero o @0 @ Bénéfice en PFS dops tous les sous-groupes
<3 manits —— 76 0418(0240,079) a0 90 biologiques ou moleculaires (excepté peut
S étre les BL PAMS0)
Favors Abemaciclib + Al Favors Placebo + Al
Bénéfice en PFS dans tous les sous-groupes
cliniques
Johnston et al. Npj breast cancer 2021 Bardia et al. JCO Prec Onco 2021

*MONALEESA2 Hortobagyi et al. NEJM 2022
*MONALEESA7Johnston et al. Npj breast cancer 2021
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MONALEESA 2,3 et 7
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Bénéfice en PFS dans tous les sous-groupes
quel que soit I'age

Hart et al. EJC 2025

Quid de la population agée?
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MONALEESA 2,3 et 7
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Bénéfice en PFS dans tous les sous-groupes

Hart et al. EJC 2025

Quid de la population agée?

Progression-Free Suevival
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PFS dans
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quel que
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Goetz et al. JCO BCRT 2021
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MONALEESA 2,3 et 7

Bénéfice en PFS dans tous les sous-groupes
quel que soit I'age

Hart et al. EJC 2025

Quid de la population agée?
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PalomAGE

Etude de cohorte prospective de patientes >
70 ans traitées par PALBOCICLIB+HT
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Quid de la population agée?

°
PALOMAGE study design ® G Geratic screening Tool
@ G-CODE: Geriatric COre Data sEt?
+ Patients with HR+ HER2- aBC; age >70 yrs (N=807) 0 EORTC QLQC30 & ELD14: Quality of Life
Compliance: GIRERD (Adherence self-questionnaire)
COHORT A (N=400) + Questions for the investigator
« ET sensitive and first line treatment for aBC
* Only for Cohort A patients
M30
Inclusion M M M3 - M15 M18* M21 {/{“’ 27 End of
PAL+ET ~—0——(> O (} \_/ 0 treatment
initiation or follow-up
Start date: Oct. 4, 2018 Follow-up every 3 months and according to clinical practice at 30 months
maximum

COHORT B (N=407)

« ET resistant and/or with prior aBC treatment

Primary endpoint Analysis
Proportion of patients who permanently stopped treatment Baseline characteristics (total population)
at 6 months (cohort B) a[\d at 18 months (cohort A) for any Safety evaluation (population with PAL initiation)
reason (toxicity, patient’s choice, progression or death) All AEs/SAEs related or not to the treatment were assessed
according to NCI-CTCAE V5.0 criteria at each visit and were
described by severity grade

aBC=advanced breast cancer; CTCAE=The Common Terminology Criteria for Adverse Events; EORTC QLQ-30=European Organisation for Treatment of Cancer Quality of
Life Questionnaire Core 30; ET=endocrine therapy; HER2- human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; M=months;
PAL=palbociclib.

Caillet P, et al. Oral presentation at ASCO 2021

PalomAGE

Etude de cohorte prospective de patientes >
70 ans traitées par PALBOCICLIB+HT

Cohorte de l1éere ligne (362 patientes)
¢« >50% & >80ans
« G8altéré dans 68% des cas
¢ 40% de métastases viscérales

18-month discontinuation rate for PAL was
41.9% due to disease progression (20.8%),
toxicity (7.7%), patient’'s choice (6.7%), death
(4.6%), or otherreason (2.1%).

Median PFS 28.1 months (95% Cl: 25.6-not
reached)
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Quid de la population agée?

Baseline characteristics: BEEEE
. u - 68,3% G8 <14 alomAGE
Ge"at"c Assessment (GA) *No difference in GA between both cohorts
+ Etude de cohorte prospective de patientes >
70 ans traitées par PALBOCICLIB+HT

Cohorte de l1éere ligne (362 patientes)

G-CODE ON TOTAL POPULATION (%) ' >50% & >80ans
«  G8 altéré dans 68% des cas
e 40% de métastases viscérales
86.9 *  Median PFS 28.1 months (95% CI: 25.6-not
% 853 reached)
: ' %
451
46.7
. | 38.9 %
% % % %
LIVE

HAVE A ALTERATIO ALTERATIO INABILITY UNINTENTION THRESHOL THRESHOL UNCERTA ADJUSTED
N
N J

ALONE PERSON 1 AL WEIGHT D D DEEFER
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(N=475)
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Quels traitements de L1 envisager chez cette patiente ?

HT (Anti-aromatase — Fulvestrant) en monothérapie

HT (Anti-aromatase restrant) — CDK4/6i

Chimiothérapie- CAPECITABINE

Chimiothérap’ , - PACLITAXEL
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Peut-on encore faire de ’HT en monothérapie en L1 ?

@aﬁentes RH*-IHERZ-\

*  Femmes non
menopausees
et ménopausées

+ Maladie mesurable

«  Traitement
(néo)adjuvant
autoriseé

» Pas de traitement
antérieur au stade
métastatique

+ Pasde crise

viscérale

n=1050

(o

IANS

+ iICDK4/6

Stratifié en fonction
de la maladie
viscérale i{CDK4/6
et dune HT
(néo)adjuvante
anténeure

S

. Evaluation toutes les 12 semaines
« SSP évaluée localementselon RECIST v1.1

« Analyse primaire prévue apres 574 événements de SSP2

89 % de puissance pour détecter une supériorité selon FTESMO MCBS (limite inférieure HR IC < 0,65
et A = 3 mois) avec a bilatéral = 5 %

Fulvestrant

(

Critére principal

» SSPaprés la
2¢ ligne (SSP2)

Critéres

secondaires

* Qualité de la vie

» Survie globale

» Colt-efficacité

\

Sonke et al. abstr LBA100. ASCO 2023
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Peut-on encore faire de ’HT en monothérapie en L1 ?

Median age 64 (24-88)

88% postménopausal

17¢ ligne iCDK4/6 2¢ ligne ICDK4/6
100 Evénements/N 310/524 407/526
3 SSP1médiane, mois 247 16,1
HR (ICgs) 0,59 (0,51-0,69)
= g0 P < 0,0001
2
§
o 60 A
L
K- S P Ty, Ty, ©
b
Z 40 -
o
2
5-9 20
— [CDK4/6 17 ligne
- [CDK4/6 2¢ ligne
0 T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60

2 Mois
Patientes (n)
524 (0) 451 (3) 374 (4) 285 (30) 202 (76) 137 (110) 101 (129) 63 (158) 27(189) 4(210) 0(210)
—— 526 (0) 406(2) 315(4) 203 (25) 128 (54) 84(68) 57(81) 31(93) 17(105) 5(114) 0(119)

SSP1

1'¢ ligne iCDK4/6 2¢ ligne iICDK4/6
Evénements/N 281/524 310/526
100 - SSP2 médiane, mois 31,0 26,8
HR (ICss) 0,87 (0,74-1,03)
- p 0,10
& 80 4
2
5
o 60
@
-
P
5 40 A
©
o
[
o il
20 —— [CDK4/6 1™ ligne
~— |CDK4/6 2° ligne
0 T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60

- Mois
Patientes, n (censurés)
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Sonke et al. abstr LBA100. ASCO 2023




CAS CLINIQUE #I

Quels traitements de L1 envisager chez cette patiente ?

HT (Anti-aromatase — | rrant) en monothérapie

HT (Anti-aromatase restrant) — CDK4/6i

Chimiothérapie- CAPECITABINE

Chimiothérap’ , - PACLITAXEL




CAS CLINIQUE #I

Si vous avez envisager les CDK4/6l, lequel privilégiez-vous (quelque soit votre partenaire d’HT) ?

ABEMACICLIB (150mg*2/jour en continu)

ABEMACICLIB (100mg*2/jour en continu)

RIBOCICLIB (600mg/jour 3W/4)

RIBOCICLIB (400mg/jour 3W/4)

PALBOCICLIB (I 25mgljour 3W/4)

PALBOCICLIB (100mgljour 3W/4)




CAS CLINIQUE #I

PALMARES

Quel CDK4/6i choisir ?

Endocrne Resatant®

Liver Metastases

-
l"
-
-

D Nowvo Metastanc ™ *

Luminal B.be"

Bone Only

w— ADeTQTRID
febockcit

Pakcccin

* Abemacewd v pabocik it
ROOCCID vi pahoCK D

¥ ADemacci vs nhoCKED

Abemaciclib and ribociclib were more effective than palbociclib
in patients with endocrine-resistant or luminal B-like disease,
as well as’in premenopausal patients

Abemaciclib was superior to palbociclib in patients with poorer
ECOG PS, and to both palbociclib and ribociclib in patients
with de novo metastatic disease

Both ribociclib and abemaciclib showed a trend towards higher
efficacy in patients with liver metastases; however, this
difference reached statistical significance only in patients
treated with ribociclib

The three CDK4/6i were similarly effective in patients who
were older or had bone-only disease

Vernieri et al. ASCO 24




CAS CLINIQUE #I

PALMARES

Quel CDK4/6i choisir ?

Endocrne Resatant®

Liver Metastases

-
l"
-
-

D Nowvo Metastanc ™ *

Luminal B.be"

Bone Only

w— ADeTQTRID
febockcit

Pakcccin

* Abemacewd v pabocik it
ROOCCID vi pahoCK D

¥ ADemacci vs nhoCKED

Abemaciclib and ribociclib were more effective than palbociclib
in patients with endocrine-resistant or luminal B-like disease,
as well as’in premenopausal patients

Abemaciclib was superior to palbociclib in patients with poorer
ECOG PS, and to both palbociclib and ribociclib in patients
with de novo metastatic disease

Both ribociclib and abemaciclib showed a trend towards higher
efficacy in patients with liver metastases; however, this
difference reached statistical significance only in patients
treated with ribociclib

The three CDK4/6i were similarly effective in patients who
were older or had bone-only disease

Profils
de
tolérance

Données
population
AGEE

Vernieri et al. ASCO 24




CAS CLINIQUE #I

Quel CDK4/6i choisir ?

[ Diarrhoea’ ] [ HSEER Sy ] [ Neutropenia'3 ] [QT prolongation?-] [ VIE'? J [ Lo/ J

toxicity*-2 pneumonitis!=

. Monitor for pulmonary
Monitor ECG and

symptoms indicative
of ILD/pneumonitis?

Monitor LFTs? Monitor CBC?

electrolytes?

RIBO




CAS CLINIQUE #I
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CAS CLINIQUE #I

Quel CDK4/6i choisir ?

[ Diarrhoea’ J [

Hepatobiliary
toxicity!-2

] [ Neutropenia'= ] [ QT prolongation? ] [

VTE!3

J{

ILD/ ]

pneumonitis!=

Monitor LFTs?

Monitor ECG and

- 2
Monitor CBC electrolytes?

Monitor for pulmonary

symptoms indicative
of ILD/pneumonitis?




CAS CLINIQUE #I

A quel dosage débuté ?

PALOMAGE

@  G8: Gerlatric Screening Tool!
@ G-CODE: Geriatric COre Data sEt3
-+ Patients with HR+ HER2- aBC; age 270 yrs (N=807) @ EORTC QLQCI0 & ELD14: Quality of Life i |3 initi 1 ty
it Palbociclib initial dose based on frailty factors
COHORT A (N=400) + Questions for the investigator 100
« ET sensitive and first line treatment for aBC |
*Only for Cohort A patients ? 90 {
M3 M M9 - M15 M18* W21 - M 27 M0 <go 4
Inclusion = Y End of £ 70 4
PAL+ET ~, "\ t‘, { 3 7t‘ 71,)“ h treatment s
s ) - < 3) 4 £60 4
initiotion - or follow-up " i
a 4
Start date: Oct. 4, 2010 Follow-up every 3 months and according to clinical practice at 30 months s 50
maximum 240 1
COHORT B (N=407) 230 4
« ET resistant and/or with prior aBC treatment §20 4
Z10 4
Primary endpaint Analysts 0 ¢ | I 1
Proportion of patients who peemanently stapped treatment + “Basetine charactarstics (tokal population) TOTAL |< B0 (N=442]2 80 (N=345)| <2 (N=614) 22 (N=134) P 14 (N=244) =14 (Full | <4 (N=71) Z4(N=411)
&t 6 months |cohort B) and at 18 months (cohort A} for any Safety evatuation (poputation with PAL initiation) (N~787) geriatric
rexson (toxicity, patient’s choice, progression or death) All AFs/SAES redated or not to the treatment were assesed evalustion -
according to NCHCTCAE V5.0 criteria at each visit and wers N=533)
described by seventy grade | Age | ECOG GE score Charlson score
Older and frailer (according to ECOG PS, GB or Charlson scores) patients were more often
Initiated at a lower dose of paibociclib than younger, less frail patients

Caillet P, et al. Oral presentation at ASCO 2021.



CAS CLINIQUE #I

A quel dosage débuté ?

RIBOCICLIB

ABEMACICLIB

AW Mewaatd o K1 i a
CORYET " w e Adverse cvents by age groups.
. " I = " - metih e R P ESLT tMisenl
- > 15 % in either < 65y 65.74y > 75y

haibes v slipoctinenta, v (%) arm, n (%)

Ay P R T S A m 1 g | b i WA AVITI N 4 All-grade Grade 3/9 All-grade Grade 3/4 AMl-grade Grade 3/4

s 1Y MmN Rl " LIy ' ' » 1 Mo - 1w - '

— T T Ly e i Mg by ot RIB RIB PBO RIB #BO RIB PBO ™ P8O RIB PBO
v (Rt Wi ALTETY + ET + ET + ET + ET + ET + ET + ET + ET + ET + ET + ET
un o ORI R SO RO e e - wein n w419 Bwdl9 nw350 OwlB8 nwld?7 nDw188 Nw147 ne68 An=52 De68 n=sS2
Chnie 3 ) M A s M N il [P I SpR— 1maony "o

ALT bavrrae Aot oo b s ANS 1WA P Any AE 412 (96) 353 (84) 132 (38) 186 (99) 142 (97) 168 (R9) 62 (42) I 68 (100) 50 (96) &0 (58) 3 (60) I
(I Winn Y] 14 Mokd  wida e Harrbe i (CTEEE]

[T It 1108 b T (L 0 [rap—, Wit 8 i

T — = 12 LR L = e Dase modifications by age groups.
K Y \ M ANm % " e ML s Modification <65y 65-74y = 75y

Wewd ALF joiinee Loy tobsiomy b "N

n pea L L U R T LT YUY ALY koo 1o RIS 4 ET PRO 4 ET RIB | ET PBO 4 ET RIB 4 ET PBO 4 ET
"' R? dae - « o itany s Cmcrmn et annt imesdbonions ot w1 4, % (%0 n=419 n = 350 n =188 n =147 n - 68 n =52
oy el R 1 L 18\ e :.a..-n. .‘ ' n‘ iy Patients with permanent discomtinuations, n (%) 347 (83) 327 (93) 164 (87) 142(97) 64(94) 52 (100}
hons i o - - . PR GO O 1 M Patients with discontinmation due to
Visown e b I A - — AE, o (%) 61.(15) 1103 37 (20) 1007 I 28 4(8) |
[ T ) it 1oy v i)
0 LV porsanatis pamas

Trap— ‘" . (L] "
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Hart et al. EJC 2025

Goetz et al. JCO BCRT 2021



CAS CLINIQUE #I

A quel dosage débuté ?

I M P RTA NT fo » [ reh  In progress Not yet recrulting
IMPlementing geriatric assessment for dose Optimization ‘ . %y wumaey e -~ ! ‘
of CDK 4/6-inhibitors in older bReasT cAncer patieNTs W " - 4 : X
a pragmatic randomized-controlled trial . Compar'ng Oral Drug Dosmg_ Strateg'es n
(IMPORTANT trial) Older Patients with Metastatic Breast Cancer
B Tor to Maximize Tolerance and Reduce
—— Discontinuation: The CDK4/6 Inhibitor Dosing
— e Knowledge (CDK) Study
S— . T 500 patients 2 65 yo Indicated dose (start high, deescalate if needed)
e e i T — HR+/HER2- MBC versus (1:1)
e o - planned use of CDK4/6i titrated dose (start low, escalate if tolerated)
:‘f:"*m o Antonios Valachis . (PAL or RiB) + ET . gy y . : : .
et owmiomn Orebro University Hospital SE 1! time in metastatic setting Primary objective = time to discontinuation of CDK4/6i
supported by: HORIZON-MISS-2022-CANCER.01 Cinicaliali gov 104 NCTDS044623 32

https://www.pcori.org/, https://clinicaitrials.gov/study/NCT06377852




QUESTION BONUS

A 80 ans soit aprés 24 mois de traitement par LETROZOLE-PALBOCICLIB, la patiente progresse au
niveau hépatique avec cytolyse a 3N, PS| ?

FULVESTRANT

FULVESTRANT-EVEROLIMUS

TAXOL

CAPECITABINE




CONCLUSION

Patients with ER+/HER2- MBC

If imminent organ failure

!

7 WV
ET-CDK4/6 inhibitar {1, A}~ %

!

Somatic mutation testing
(tissue or liquid)

Germline BRCA1/2testing + PALB2

e - - PD

used previously)

+ +
WV A4
No risk of organ failure Imminant organ failure
|
Everolimus-gxamestans*
Fulvestrant® {1, B} It PIKSCAm+: If germiine BRCA/PALB2m+
(+ COK4/6 Inhibitor If not or fulvestrant-alpelisib PARP inhibitor
Everolimus=fulvestant** [, 8, MCBS 2; ESCAT 1-A]*¥ (I, &; MCBS 4; ESCAT I-A}**
{n, 8]
+
a4

PD after several lines of ET «+ targeted therapies

+

ET alone in the first-line setting should be reserved for
the small group of patients with comorbidities or a per-
formance status (PS) that prevents the use of CDK4/6 in-
hibitor combinations; there are no clinical or biomarker
data that can help to identify patients suitable for ET alone.
Older age alone should not be used to select for endocrine
monotherapy, although there may be a higher incidence of

“haematological adverse events (AEs) from CDK4/6 inhibitor
therapy in older patients.’

Targeted therapies in luminal tumours

Efficacy of cyclin-dependent kinase 4/6 (CDK4/6)
inhibition is age independent in the subgroup and pooled
analyses of landmark studies of palbociclib, ribociclib,
and abemaciclib,”" with no age-related changes in

harmacokinetics, Nevertheless, patients age 75 years or
older nence er rates of toxiaty and dose
modifications. ough endocrine therapy alone 1s st

“Teasonable in particular patients, CDK4/6 inhibitors are a
suitable treatment in older patients.”

Everolimus should be used with caution in older
patients in view of its safety profile. A subgroup analysis
of the BOLERO-2 study™ revealed a higher rate of
discontinuations in patients age 70 years or older and
more on-treatment deaths. 26% of patients enrolled in
the expanded access BALLET trial' were aged older than
70 years, which similarly reported more frequent adverse
eventrelated dose discontinuations, reductions, and
interruptions.

Biganzoli et al. Lancet 2021 (EUSOMA-SIOG)
Gennarie et al. Ann Oncol 2021 (ESMO)
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