Inhibiteurs de CDK 4/6 et cancer du sein
meétastatique RH+/HER2- :

une évolution ou une révolution dans la
prise en charge ?

Comment optimiser les lignes de
traitement pour une meilleure survie des
patientes ?
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Mécanisme d’action des inhibiteurs de
CDK4/6




Phase 2 PALOMA-1

« Postmenopausal
= ER+, HER2- ABC

« No prior treatment for advanced
disease

Phase 3 PALOMA-2

» Postmenopausal
= ER+, HER2- ABC

« No prior treatment for advanced
disease

« NSAI-resistant patients excluded

Phase 3 PALOMA-3

» Pre-/perimenopausal or
postmenopausal

« HR+, HER2- ABC

= Progressed on prior endoaine therapy

= On or within 1.2 mo adjuvant
= On therapy for MBC

= £1 prior chemotherapy regimen for

advanced disease

Palbociclib (125 mg QD,
M1 schedule) +
Letrazole (2.5 mg QD)

Letrazole (2.5 mg QD)

Palbocidib (125 mg QD,
3N schedule) +
Letrazole (2.5 mg QD)

Placebo (3/1 schedule) +
Letrazole (2.5 mg QD)

Palbocidib (125 mg QD,
31 schedule) +
M=521" Fulvestrant (500 mg IM qéw)

RAMDOMEATION =

Placebo (3/1 schedule) +

Fulvestrant (500 mg IM qéw)
Stratification Factors:

-Vlsr.:en:lrnet:smss
to prior hormonal therapy
.Pre-!mmmpummspumwupmsd

ABC=advanced breast cancer, EReestrogen receptor; HER 2=hurman epidermal grow th factor receptar 2 HR=hormons mospton; IM=intramuscular; N3A T=romsteradal aromatass inhibitor,
PF5=progression-free survival PRO=patkent: reported outcormss; QD=onae dally,

*Actual enmlment rather than planned errallment, "4l eoshied gosensin, *Indudes odenll resporss
risporse o stoble deeass for 224 wieks) accond)

at screining ond avery B (PALOMA-1 and-3) o 12 (

af partial response) and dinica benefit isomplete resparss partial

rqpmu Bvaluation Crtina 1n Solid Tumiors (RECIST) 1.0 (PALOMA-T) or 1.1 (P4 LOMA-2 and -3], Turmer assessments wine perfonmd

) winsks; after 1 yeor sEsments n PALOMA- 3 wene performed aviry 12 wisks.



PALOMA-2 : survie sans progression

PAL + LET PCB + LET
(n =444) (n =222)
Nombre d’événements, n 194 (44) 137 (62)
(%)
(91100 -
SSP médiane (IC95) 24,8 14,5
i (22,1-NR) (12,9-17,1)
80 A
HR (1C95) ; 1-sided p value 0,58 (0,46-0,72) ; p < 0,000001
60
40 -
| =
20 A -|
0 -
| | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30 33
Nombre de patients arisque Mois

== PAL+LET 444 395 360 328 295 263 238 154 69 29 10 2
== PCB+LET 222 171 148 131 116 98 81 54 22 12 4 2

“Finn RS et al. NEJM 2016
ITT : intent-to-treat ; LET : letrozole ; NR : not reached ; PAL : palbociclib ; PCB : placebo.



PALOMA-2

HR=

Qualitative
Analysis
All | 6 0.58 (0.46-0.72)
patients | 6
6
ER+ | 5 0.57 (0.44-0.74)
ER-] O 0.41 (0.22-0.75)
4
6
2
Rb+ | 5 0.53 (0.42-0.68)
Rb— | 1 0.68 (0.31-1.48)
2
5
1
Cyclin D1+ | 5 0.56 (0.44-0.71)
CyclinD1- | 4 1.0 (0.29-3.46)
9
1
5
pl6+ | 4 0.52 (0.40-0.67)
ple— | 6 0.73 (0.39-1.36)
6
8
4
Ki-67 [ 3 | _  HrR@@5%wc) | 0.53(0.38-0.74)
<20% [ 1 | “1.0.57 (0.41-0.79
hazard f@fi_(é;—E Tgletrozp}gii}éoéﬁ;pg@ﬁﬁgl}b; PCB:pfacebo; PFS=
>20% | 2
3
5

Drogressi

Quantitative
Analysis
All 666 0.58 (0.46-
patients 0.72)
ER status <25th 142 0.50 (0.32-
>25thto | 282 0.78)
<75th 142 0.53 (0.37-
>75th 0.74)
0.65 (0.41-
1.05)
Rb status <25th 154 0.57 (0.36-
>25thto | 249 0.88)
<75th 160 0.46 (0.32—
275th 0.67)
0.63 (0.42—
0.95)
Cyclin D1 <25th 141 0.41 (0.26-
status >25th to 247 0.65)
<75th 176 0.69 (0.48-
275th 1.00)
0.52 (0.34-
0.78)
p16 <25th 140 0.74 (0.46—
status >25thto | 258 1.20)
<75th 152 HR (95% C1) 0.62 (0.44—
f ival 275th < Favors Favors < 0'89)
DN-Tree survival. BALTLET PCBALET 0.33 (021_
0.52)




PALOMA-3 : ITT

— Fulvestrant plus palbociclib (n=347)
Median progression-free survival 9:5 months
(95%C19-2-11.0)

— Fulvestrant plus placebo (n=174)
Median progression-free survival 4-6 months

(95% €I 3:5-5:6)

Fulvestrantplus 347 333 281 273 247 244 202 197 91

100
80+
g
®
2
>
> 60+
g
£
e
g
o)l
0
o
204 HRO046
(95% C10-36-0-59;
p<0-0001)
0 | | |
0o 1 2 3
Number at risk
palbociclib
Fulvestrantplus 174 165 112 105
placebo

=Cristofanilli M, et al. Lancet
Oncol. 2016;17(4):425-309.
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Inhibiteurs de CDK 4/6
données cliniques chez les
personnes agees



PFS palbociclib dans la population des sujets ages

100 A

80 A

60 A

40 -

Progression-Free Survival, %

Palbociclib vs letrozole

Age 265 to 74 Years
- — PAL+LET

' — Comparator
Age 275 Years

- PAL+LET

- Comparator

Patients at Risk, n:
PAL+LET 162
Comparator 94

PAL+LET 56
Comparator 26

PAL+LET vs LETILET+PBO;

HR (95% CI); 1-sided P value

Median PFS (95% CI), mo

T T T T T T T T T T T T T T
18 21 24 27 30 33 36 39 42

Time, mo

140 128 117 110 96 87 60 £ 15 7 4 3 1 (1]
(] 58 50 50 46 40 27 14 1 5 4 (1]

52 49 45 39 32 28 17 10 5 &4 1 1 (1]

19 15 13 10 [ 5 3 2 (1]

PALOMA-1/PALOMA-2
Overal Aged 265-Thy Aged 275y
n 528vs 303 162vs 94 S6vs 26
0.53 (0.44-0.64); <0000 0.66 (0.45-097) 0.0162 0.31(0.16-0.61); 0.0002

244(220-262)vs 136 (11-164)  275(242-NE)vs 1.8(163-313)  NE(19.2-NE)vs 109 (49-249)

Palbociclib vs fulvestrant

100

80 A

60 -

20 A

Progression-Free Survival, %

Age 265 to 74 Years
— PAL+FUL
— PBO+FUL

Age =75 Years
. PALsFUL
: PBO+FUL

Patlents at Risk, n:

PAL+FUL 59
PBOSFUL 37

PALsFUL 27
PBOSFUL 6

PAL+FULvs FUL+PBO, n

HR (95% CI); 1-sided P value

35

2%
[]

Median PFS (95% CI), mo

234567 8 91111213141516171819 2021
Time, mo

49 4B 47 47 42 42 39 39 37 3B 3 28 14 9 B 4 4 2 0

2 21 1412 7 7 6 6 5 5 4 4 2 2 2 1 1 1 1 0

24 24 19 19 18 18 16 16 13 12 12 11 6 S5 S 1 1 1 0
4 4 3 3 3 3 2 2 2 2 1 1 1 1 1 1 1 1 0

PALOMA3
Overall Aged 265-74y Aged275y
347 ws 174 59vs 37 Tvsh

046 (0.36-0.59); <0.0001 025 (014-0.45); <0.0001 0,87 (0.27-279); 04074
95(92-110)vs46(3.5-56) 161 (120-NE)vs37 (19-53) 13,6 (75-NE) vs 7.4 (19-NE)

HE: LET: letooole;

I th

PALOMA-1 2

*Dioes not nchude 5 pts from phase 1 of PALOMA-1.

Rugo HS et al. Poster P4-22-03, SABCS 2016

O . .

*Intent to-reat population from PALOMA-3.



El graves reliés au traitement
survenant chez au moins 1% des sujets

Palbocidib + Endocrine Therapy* Comparator*
Overall Age265-74Years  Age 275 Years Overall Age>65-74Years  Age >75 Yeors
(n=872) (n=221) (n=83) (n=471) (n=129) (n=83)
Al Grade Al Grade All Grade Al Grade All Grade Al Grade
SAE*n (%) Gades 23 Grades 23 Grodes 23 |Grodes 23 Grades 23  Grodes 23
Any SAE 166(19) 131 (15) 55(25) 45(20) 25(30) 20(24) | 65(14) 49(10) 24(19) 18(14) 4(13) 3(9)
Infections® 38(4) 2930 14(6) 13(6) 3(4) 3(4) 16(3) 11(2) 3(2 3(2) 4(13) 2(6)
m&‘fg nm  N@ 30 3 56 S6 | 3 3 1 1() 0 0
Pleural effusion 6(1) 2(<1) 3(1) 1(<1) 100) 0 4(1) 2(<1) 2(2) 1(1) 0 0
m&hcs 41y 21 2 1<) 20 () |1 0 0 0 0 0
Diverticulitis 0 0 0 0 0 0 2(<1) 2(<1) 0 0 2(6) 2(6)
SA Ezsenous odverse event.

*PFagerts in PALOMA-1 and PALOMA-2 recetved palboacib plus letrarole: patients in PALOMA-3 hod endocrne-resistont metostatic breast concer and recetved palbocckb plus

fulvestrant.

“Includes levazdle cdlone in PALOMA- 1 letrazcle phus placebo in PALOMA-2, ond fulvestsant plus plocebo in PALOMA-3.
‘Al cousalty AEs oocuming in 21% of paterts oged 265 years in the os-treated populations were graded in accordancewith the madmum geode per Common Terminciogy
Crmena for Adverse Events (CTCAE), version 3.0 (PALOMA-1) or L0 (PALOMA-2 and -3) and dlassified accosding to the Medicdl Dictionary for Reguiotory Actaties (MedDRA),

verson 190

"Oustered peefemed terms defined os folows infections ndudes ony reported prefened teams of the System Osgon Oass Infections and [nfestotions; pulmonary embalism
indudes the prefened tesms Pulmonary ortery thrombosts or Pumonary embolsm or Pumonary theombosss.
One odd vona povent hod an AE of uninown or missing CTCAE grade.

Rugo HS et al. Poster P4-22-03, SABCS 2016



Clairance chez les sujets ages
dans études de phase precoce
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<65 >65-74 75-84 >85
(n=110) (n=58) (n=14) (n=1)

Age, years

CL/F=apparent oral dearance, Circles represent individual patient values; red diamonds and black lines within boxes represent mean and median values, respectively; blue dotted line

indicates the overall median value of clearance estimates,
*Includes the phase 1/2 PALOMA-1 study and two phase 1 studies (NCTO0141297 and NCTOO420056),

Rugo HS et al. Poster P4-22-03, SABCS 2016



Inhibiteurs de CDK 4/6 et cancer du sein
meétastatigue RH+/HER2- .

Comment optimiser les lignes de
traitement pour une meilleure survie des
patientes ?



2017: CANCERS DU SEIN METASTATIQUES RH+/HER2-

Un développement majeur, des études récentes, de
nombreux résultats communigqués mais des populations tres
differentes d'un essai a l'autre ++

BELLE 2
I BELLE 3
PI3K mutant
BOLERO 2 _
BOLERO 4 AP BRCA1

PARP inhib

CDK4/6 PALOMA 3

inhibitors PALOMA 2
MONALEESA 2
MONARCH 1

Erbb2 mutants
Erbb2 TKI

Tile graph reprinted from Stephens PJ, et al. Nature 2012;486(7403):400-404.




Recommandations ASCO, ABC ET NCCN:
2017

Traitement antihormonal de premiere intention chez les RH+/HER2-

1. Endocrine therapy, rather than chemotherapy, should be offered as the standard first-line treatment for patients with hormone
receptor—positive advanced/metastatic breast cancer, except for immediately life threatening disease or if there is concern
regarding endocrine resistance.

A. The main benefit is less toxicity and better quality of life for the patient associated with endocrine therapy compared with
chemotherapy (potential benefit: high). The harm is that metastatic disease could progress rapidly and prove fatal if there is no
response, but the risk of this is low (potential harm: low).

B. The quality of the evidence is intermediate, and is based on the NCCC systematic review.

C. The strength of this recommendation is strong and is supported by the evidence and expert consensus.

o Qualifying statement: It should be noted that the basis for this recommendation is the relative likelihood of response to chemotherapy
versus endocrine therapy and not the rapidity of response, for which there are no good data

Hormis pour les formes agressives (« visceral crisis ») ou a risque de
progression rapide et celles considérées comme en situation
d’hormonorésistance primaire (définition ? biomarqueurs ??)




Phase M+ formes RH+/HER2-, patientes ménopauseées:
QUELLE ELIGIBILITE POTENTIELLE DE NOS PATIENTES ?
REPRODUCTIBILITE DES RESULTAS DES ESSAIS CLINIQUES
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Follow-up time (yoars)
Node-negative and tumor < 2 cm NOCO-POSItIVe Or tuMmor > 2 cm
RECHUTE RECHUTE SOUS IANS RECHUTE TARDIVE (> 12 mois de
PRECOCE o 12“4"am. l'arret de ET) ou
<24 MOIS (IL > 24 mois) DE NOVO M+ (stade IV)

ou dans les 12 mois suivant
Parrét




Phase M+ formes RH+/HER2-, patientes ménopauseées:
QUELLE ELIGIBILITE POTENTIELLE DE NOS PATIENTES ?
REPRODUCTIBILITE DES RESULTAS DES ESSAIS CLINIQUES

>

Annual hazard rates (%)
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Follow-up time (yoars)

Node-noegative and tumor < 2 cm NOJO-POSHIVE Or tuMmoOr > 2 cm
RECHUTE RECHUTE SOUS IANS RECHUTE TARDIVE (> 12 mois de
PRECOCE o J;4va”t. l'arret de ET) ou
<24 MOIS (IL >24 mois) DE NOVO M+ (stade IV)

ou dans les 12 mois suivant
Parrét

Discuter en fonction du délai sans rechute et de la présence de localisations
viscérales, le choix entre HTxie + TC versus CHltie

Le choix d’une hormonothérapie seule demeure trés discutable ++++

Le profil de tolérance est clairement en faveur du palbociclib +++




Phase M+ formes RH+/HER2-, patientes ménopauseées:
QUELLE ELIGIBILITE POTENTIELLE DE NOS PATIENTES ?
REPRODUCTIBILITE DES RESULTAS DES ESSAIS CLINIQUES
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Follow-up time (yoars)
Node-negative and tumor < 2 cm NOCo-POStIive Oor tuMmor > 2 crm
RECHUTE RECHUTE SOUS IANS RECHUTE TARDIVE (> 12 mois de
PRECOCE o J;4va”t. l'arret de ET) ou
<24 MOIS (IL >24 mois) DE NOVO M+ (stade IV)

ou dans les 12 mois suivant
Parrét

.OPTION DE REFERENCE :
Inh CDK4/6+ IA (PALBOCICLIB-LETROZOLE)

.OPTIONS POSSIBLES:
FULVESTRANT (hors M+ viscérales/ formes oligo M+, Loc. Os solitaire ++)




Données insuffisantes chez les personnes agées.



Modifications posologiques de palbociclib et prise
en charge — Toxicités hématologiques (1/2)

=Ajustements posologiques

o | P
pe——

Grade 1/2

Grade 3a

a : excepté Lymphopénie (sauf si associée a des événements cliniques, par exemple infections opportunistes)
Les grades sont attribués selon les critéres CTCAE 4.0
*Si une réduction posologique supplémentaire en dessous de 75 mg/jour est nécessaire, interrompre le traitement



Modifications posologiques de palbociclib et prise
en charge — Toxicités hématologiques (1/2)

~Ajustements posologiques

oD

B o

Grade 3
NANbD (< 1000 & 500 mm3)
+ fievre = 38,5 °C et/ou infection

Les grades sont attribués selon les critéres CTCAE 4.0
b. NAN : Grade 1 : NAN < LIN - 1 500/mm3 ; Grade 2 : NAN 1 000 - < 1 500/mm3 ; Grade 3 : NAN 500 - < 1 000/mm3 ; Frade 4 : NAN < 500/mm3
*Si une réduction posologique supplémentaire en dessous de 75 mg/jour est nécessaire, interrompre le traitement



Perspectives



ress Release: Ribocicli
Improves Progression-free Survival in
Advanced Breast Cancer

Date: 08 Oct 2016
Topic: Breast cancer / Anticancer agents & Biclogic therapy

-Cancer du sein localement avancé ou Letrozole 2.5 mg/jour
metastatique, RE+/HER2- Ribociclib 600 mg/j 3W/4
-Post-ménopausique

-Premiéere ligne de traitement

-668 patientes 2/1

Letrozole 2.5 mg/jour

MONALEESA-2
Primary endpoint = PFS

PD
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Improves Progression-free Survival in

Advanced Breast Cancer

Date: 08 Oct 2016

Topic: Breast cancer / Anticancer HgEI’ItE e Eiﬂlﬂgiﬂ therapy

100 -
& o
:g -
'g é PFS (Investigator Ribociclib + Let  Placebo + Let
S22 L B Assessment) n=334 n=334
2 4  Number of events, n (%) 93(28) 150 (45)
2 Median PFS, months NR 147
a 207 (@5%c) (19.3-NR) (13.0-16.5)
4 Hazard ratio (95% CI) 0.556 (0.429-0.720) ;
bl One-sided p value 0.00000329 !
1 v 1 L |} v 1 — 1 1 1
0 4 8 12 16 20 24
Time (months)
No. of patients at risk
Ribociclib + Let 3% 294 217 257 20 26 164 119 68 20 6 1 0
Placebo + Let 334 279 264 237 217 192 143 88 44 23 5 0 0




Abemaciclib ...en cours

The MONARCH 2 study is investigating the effectiveness of Abemaciclib
In combination with Fulvestrant for women with breast cancer. It is due
to end in Feb 2017.

The MONARCH 3 study is investigating the effectiveness of Abemaciclib,
plus either anastrozole or letrozole, as a first-line treatment for women
with breast cancer. The trail is expected to end in June 2017.

Métastases cérébrales

L'abémaciclib passant la barriere hématomeéningeée,
phase Il avec 2 cohortes: RH+ HER- et RH+ HER2+.


https://en.wikipedia.org/wiki/Fulvestrant
https://en.wikipedia.org/wiki/Anastrozole
https://en.wikipedia.org/wiki/Letrozole

Strategies en phase metastat

Séquence thérapeutique,

- apres inhibiteur de la voie mTOR

- meilleur partenaire d’hormonothérapie en premiére ligne (inhibiteur de 'aromatase ou
fulvestrant, essai PARSIFAL)

- poursuite des inhibiteurs de CDK 4/6 apres progression avec une autre hormonothérapie

Association de Thérapeutiques ciblées
phase I/l addition

- un inhibiteur de mTOR (I'évérolimus),
- inhibiteur de PI3K (I'alpélisib)

Place par rapport a la Chimiothérapie

PEARL hormonothérapie + inhibiteur de CDK (exémestane +
palbociclib) Vs capécitabine

Essai STIC-CTC




Mercl de votre attention



