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Conflicto de intereses

e Roche
* Astra-Zeneca
e Pfizer



Introduccion

 Cancer de Mama RH+ HER2- representa 70%
de todos los tipos histologicos

* Hormonoterapia es el tratamiento_de eleccion
en presencia de metastasis, salvo en caso de
crisis visceral.



Inhibidores de CDK 4/6: Mecanismo de accion

Target of CDK 4/6
inhibitors

Active tumour c CDK4/6
suppressor

R

(O v

Gene Qo oo
transcription RB

Inactive




Inhibidores de CDK 4/6

Palbociclib Ribociclib Abemaciclib
(PD0332991) (LEEO11) (LY28335219)
Pfizer Novartis Lilly
PALOMA MONALEESA MONARCH

Clinicaltrials.gov. Palbociclib: NCT01740427; Ribociclib : NCT01958021; Abemaciclib: NCT02057133.
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Clinical trials in the first-line setting

Ribociclib + Letrozole
n=334

Placebo + Letrozole
n=334

Randomization (1:1)

MONALEESA-2

f Ibociclib + Letrozole
('
n=

Placebo + Letrozole
—> n=222

Randomization (2:1)

PALOMA-2

MONARCH-3

CBR, clinical benefit rate; DCR, disease control rate; DoR, duration of response; EDoCB, expected duration of clinical benefit; EDoR,
expected duration of response; OS, overall survival; ORR, overall respo?se rate; PFS, progression-free survival; PRO, patient-reported
outcome; TTD, time to deterioration.



PALOMA-2

N = 666

Palbociclib (125 mg QD,

Primary endpoint: PFS

3/1 schedule) + letrozole

(2.5 mg QD) Secondary/exploratory
endpoints: Response,
OS, gafety, biomarkers,

2:1 = atiei*utmed Mmes

Stratification factors:
Placebo (3/1 schedule) Disease site, disease-free

+ letrozole interval, prior hormonal
(2.5 mg QD) therapy

Postmenopausal
HR+, HER2- MBC

No prior treatment for
advanced disease

Al-resistant patients
excluded

RANDOMISATION

Finn et al. NEJM 2016; 375; 20



Paloma 2: caracteristicas de los pacientes

Table 1. Patient Demographic and Clinical Characteristics.*
Palbociclib-Letrozole Placebo-Letrozole
Characteristic (N=444) (N=222)
Age
Median (range) —yr 62 (30-89) 61 (28-88)
<65 yr— no. (%) 263 (59.2) 141 (63.5)
265 yr — no. (%) 181 (40.8) 81 (36.5)
Race — no. (%)
White 344 (77.5) 172 (77.5)
Asian 65 (14.6) 30 (13.5)
Black 3 (1.8) 3(1.4)
Other 27 (6.1) 17 (7.7)
ECOG performance status — no. (%)
0 257 (57.9) 102 (45.9)
1 178 (40.1) 117 (52.7)
2 9 (2.0) 3 (1.4)
Disease stage at initial diagnosis — no. (%)
I 51 (11.5) 30 (13.5)
il 137.(30.9) 68 (30.6)
i 72 (16.2) 39 (17.6)
% 138 (31.1) 72 (324)
Unknown 36 (811) 12 (5.4)
Other or data missing] 10 (2.3) 1(0.5)
Recurrence type — no. (%)
Locoregional 2(0.5) 2(0.9)
Local 6 (1.4) 3(14)
Regional 3(0.7) 1(0.5)
Distant 294 (66.2) 145 (65.3)
Newly diagnosed 139 (31.3) 71 (32.0)
Disease-free interval — no. (%)9
Newly metastatic disease 167 (37.6) 81 (36.5)
<12 mo 99 (22.3) 48 (21.6)
>12 mo 178 (40.1) 93 (41.9)
Disease site — no. (%)
Visceral 214 (48.2) 110 (49.5)
Nonvisceral 230 (51.8) 112 (50.5)
Bone only 103 (23.2) 48 (21.6)
No. of disease sites — no. (%)
1 138 (31.1) 66 (29.7)
Finn et al. NEIM 2016; 375; 20 : e A
3 112 (25.2) 61 (27.5)
24 77 (17.3) 43 (19.4)




PALOMA-2: PFS Investigator-assessed (ITT)

PAL + LET (n=444) PCB + LET (n=222)

1.0 S
Number of events n (%) 194 (44) 137 (62)
Median (95% Cl) PFS  24.8 (22.1, NR) 14.5 (12.9, 17.1)
HR (95% Cl); 1-sided P-value 0.58 (0.46, 0.72); P<0.0001
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ITT=intent-to-treat; LET=letrozole; NR=not reached; PAL=palbociclib; PCB=placebo; PFS=progression-free survival.

Finn et al. NEIM 2016; 375; 20




PALOMA-2 : actualizacion

PFS (Investigator Assessed, ITT Population)

* Follow up: 37 meses
100 — — Palbociclib + Letroz ole,
Median PFS=27 .6 months
95% CI: 22.4-303 .
¥ gl e * PFS:27,6 m palbo + let
_U" 11[- -== Placebo + Letrozole,
2 B Median PFS=14,5 months vs 14,5 m Letro
z . T 95% CI:123-17.1
a T
8 o]  HR=0,563
-
2 |
g 20— B L
(T} Hazard Ratio=0.56, ALy A H
(95% CI, 0.46-0.69), P<0.000001
0 T T T T T T T T T T T T T T T T T T T T T T T T 1
o0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 4L 46 4B S0
Patients at risk, n: Time’ months
————— 444 424 391 359 353 325 294 2680 260 239 224 216, 2041920 168 164 150,126 B3 64 R4S 4 a2 O
----------- 222 204 169 147 143 128 114 100 %6 B0 73 70 A1 55 46 45 I/ O3 26 19 5 2 2 2 2 0

ITT=intent to treat; PFS=progression-free survival

Table 1. Investigator-Assessed PFS

Data Cutoff Date: February 26, 2016 Data Cutoff Date: May 31, 2017*

Palbocidlib + Letrozole Placebo + Letrozole Palbocidlib + Letrozole Placebo + Letrozole
Median PFS, mo 24.8 14.5 276 14.5
(95% CI) (22.1-NE) (12.9-171) (22.4-30.3) (12.3-171)
PFS HR (95% CI); 0.576 (0.463-0.718); 0.563 (0.461-0.687);
1-sided P value P<0.000001 P<0.000001
HR=hazard ratio; NE=not estimable; PFS=progression-free survival

*Median follow-up duration was 23.0 months in the palbacidlib + letrozole arm and 22.3 months in the placebo + letrozole arm.
*Median follow-up duration was 37.6 months in the palbociclib + letrozole arm and 37.3 months in the placebo + letrozole arm.

Rugo et al. Breast Cancer Research and Treatment (2019); 174:719



PFS: analisis de subgrupos

* PFS prolongada en todos los grupos

* Sin impacto DFl sobre la PFS

Rugo et al. Breast Cancer Research and Treatment (2019); 174:719

Figure 2. Forest Plot of Progression-Free Survival — Overall and Subgroup Analysis (IA, ITT)

PAL+LET  PBO+LET PAL+LET PBO+LET PAL+LET vs PBOLET
Baseline Factors Patients, n (%) mPFS (95% CT) HR (95% CT) P
Allrandomized patients, IA GG4(100)  222(100)  276(224-303)  145(12.3-17) —— 056 (0.£6-069) 00001
All randomized patients, BICR 444(100)  222(100)  357(277-389)  195(166-266) —a— 061 (049-077) <0.0001
Norwisceral disease 730(518)  M2(505)  359(FI-NE)  T70(138-248) 050 (0.37-067) 00001
Bone-only disease 103(232)  48(216)  362(FENE)  11.2(82-220) — 041 (0.26-063) <0.0001
No bone-only diseass* 1 (768) 4T84 262(194277)  145(128-185) —— 062 (0.50-078) <0.0001
DFF>12 mo 79(£03)  93(419)  303({248-NE)  138(88-182) —a 055 (0.40-076) <0,0005
DFF£12 mo 98(221)  48(216)  166(139-242)  110(56-129) — 048(0.32-072) <0,0005
DFI'>2y 154(347) 77 (347)  385(5-NE)  166{137-235 —— 052 (036-075
DFF>5y 90(203)  46(207)  386(276-NE)  235(163-322) ——a——— 060(0.36-100) <005
DFF>10y 32(72) 23(104)  NR{EOA-NE)  235(166-NE) ——— 1 044(019-103) <005
De novo metastatic 167(76)  ©1(365)  Z9(221334)  220(133-774) — 061 (044-085) <0005
DFI from prior ET 12 mo 156(3B])  78(%BN)  276(222-386)  138(82-166) —. 058 (0.41-082) <0001
DFI from prior ET <12 mo 94(212)  L8(216)  166(139-242)  110(56-129) — 049 (033-073) <0,0005
Measurable disease 336N WNTIO)  237(193-276)  145(123-185) — 063 (050-079) <0.0001
Nonmeasurable disease* 106(239)  51230)  362(X6-NE)  165(8.3-196) — 039 (0.25-060) <0.0001
No prior ET whivkceral dease  86(194)  /47(212) 237(168-303) " 139(102-222) — 055 (0.36-085) <0005
Nopror ETwithoutviscerdl dissnse  108(243) / 49(221)  362(9-NE)  276(191-356) —+— 1 | 059(038-092) <001
Prior ET 250(563)  126(568)  242(188-276)  1.2(84145) e 054(0.42-071) <0.0001
No prior ET 194(437)  96(432) 3I03(265-357)  219(158-274) — 059 (0.43-080) <0.0005
Prior cheimptherapy 213(480) 100591 248(193-279) 120 (96-165) —— 053 (040-071) 0.0001
No prior chemotherapy 231(520)  M3(509)  O(232334)  185(13.6-248) — 059 (0.45-079) <0.0005
Disease site, 1 138(311)  66(297)  304(48-NE)  165(110-221) — 052(036-075) <0,0005
Disease sites, 2 117(264)  52(234  281(194NE)  163(110-274) 1 | 057(0.37-089) <001
Disease sites, 23 199 (526)  104(468)  237(1.2-276)  138(38-170) — 061 (046-082) <0,0005
ECOGPSO 257(579)  102(459)  779(248-362)  193(145-249) a1 | 065(048-087) <0005
ECOGPS 172 187 (421)  120(B41)  222(166-Z7)  N.8(83-165) R 051(0.35-068) <0.0001
Age <ty 263(59.2)  141(635)  232(193-278) 137 (11.0-166) —— 055 (0.43-070) <0.0001
AgeESy 131(408)  81(365)  308(276-NE) 191 (110-304) — 050 (0.43-086) 0005

0 0102030405 0607 0809 10 11
Infavor | Infavor

of PAL+LET | of PEO+LET
BICR=blinded indapendant central review; DFI=disaasa-fres intarval; ECOG PS=Eastern Cooperative Oncology Group performance status; ET=endocrine therapy; HR=hazard ratio;
[A=investigator assessed; ITT=intent to treat; LET=lktrozole; mPPS=median progression-free survival; ME=not estimable; MR=not reached; PAL= palbodiclib; PEO=placebo,
*Y-sided Pvalue from the log-rank test,
*Per tumor site
*Protocol-defined DFI refers to DFI since completion of pricr {necjadjuvant thempy and cnset of metastatic disease or disease recurmence,
A few patients initially enrolled as having measurable disease were later found to have nonmeasurable disease beyond bone-only disease,

-




Efectos Secundarios

Table 2. Adverse Events from Any Cause That Occurred in at Least 10% of the Patients in Either Study Group
in the As-Treated Population.
Palbociclib—Letrozole Placebo-Letrozole
Adverse Event (N=444) (N=222)*
Any Grade Grade 3 Grade 47 Any Grade  Grade3  Grade 4
number of patients (percent)
Any adverse event 439 (98.9) 276 (62.2) 60 (13.5) 212 (95.5) 49 (22.1) 5(23)
NeutropeniaZ: 353 (79.5) 249 (56.1) 46 (10.4) 4(6.3) 2(09)  1(0.5)
Leukopeniaf 173 (39.0) 107 (241)  3(0.7) 5(2.3) 0 0
Fatigue 166 (37.4) 8 (1.8) 0 61 (275  1(0.5) 0
Nausea 156 (35.1) 1(0.2) 0 8(26.1) 4(L8) 0
Arthralgia 148 (33.3) 3(0.7) 0 75 (33.8) (0.5) 0
Alopeciaf 146 (32.9) 0 0 5 (15.8) 0 0
Diarrhea 116 (26.1) 6 (1.4) 0 43 (19.4) 3 (1.4) 0
Cough 111 (25.0) 0 0 42 (18.9) 0 0
Anemial 107 (24.1) 23 (5.2) 1(0.2) 0(9.0) 4(1.8) 0
Back pain 96 (21.6) 6 (1.4) 0 48 (21.6) 0 0
Headache 95 (21:4) 1(0.2) 0 8(261) _4(L8) 0
Hot flush 93 (20.9) 0 0 68 (30.6) 0 0
Constipation 86 (19.4) 2 (0.5) 0 4 (15.3) 1(0.5) 0
Rash 79 (17.8) 4(0.9) 0 (11 7)) 1(05) 0
Asthenia 75 (16.9) 10 (2.3) 0 6 (11.7) 0 0
Thrombocytopeniaf{ 69 (15.5) 6 (1.4) 1(0.2) 3 (1.4) 0 0
Vomiting 69 (15.5) 2 (0.5) 0 7(16.7)  3(1.4) 0
Pain in extremity 68 (15.3) 1(0.2) 0 9(17.6)  3(14) 0
Stomatitis 68 (15.3) 1(0.2) 0 3 (5.9) 0 0
Decreased appetite 66 (14.9) 3(0.7) 0 20 (9.0) 0 0
Dyspnea 66 (14.9) 5(1.1) 0 (13 5) 3(1.4) 0
Insomnia 66 (14.9) 0 0 6 (11.7) 0 0
Dizziness 63 (14.2) 2 (0.5) 0 3 (14.9) 0 0
Nasopharyngitis 62 (14.0) 0 0 2 (9.9) 0 0
Upper respiratory tract infection 59 (13.3) 0 0 5(11.3) 0 0
Dry skin 55 (12.4) 0 0 13 (5.9) 0 0
Finn et al. NEJM 2016; 375; 18 Pyrexia 55 (12.4) 0 0 19 (8.6) 0 0




MONALEESA-2

Ribociclib (600 mg/day)
3-weeks-on/1-week-off

Primary endpoint

* 668 postmenopausal * PFS (locally assessed per

women with Randon-1ization Letrozole (;.5 mg/day) RECIST v1.1)
HR+, HER2— ABC (1:1) n=334 Secondary endpoints

* No prior systemic Stratified by the Placebo * Overall survival (key)
therapy for advanced presence/absence o * Overall response rate
disease of liver and/or lung Letrozole (2.5 mg/day) s Clinical benefit rate

metastases n=334 * Safety (perCTCAE v4.03)

* Tumor assessments were performed every 8 weeks for the first 18 months, then
every 12 weeks thereafter

e Supportive PFS analyses were conducted in pre-specified patient subgroups
including in patients aged <65 or 265 years

Hortobagyiet al. NEJIM 2016; 375; 18



Caracteristicas de los pacientes

Age <65 years (n=373) Age 265 years (n=295)
Ribociclib + Letrozole Placebo + Letrozole Ribociclib + Letrozole Placebo + Letrozole
n=184 n=189 n=150 n=145
Median age, years (range) 55 (23-64) 56 (29-64) 70 (65-91) 71 (65-88)
ECOG performance status, n (%)

0 125 (68) 123 (65) 80 (53) 79 (55)

1 59 (32) 66 (35) 70 (47) 66 (46)
De novo ABC, n (%) 60 (33) 61 (32) 54 (36) 52 (36)
Disease-free interval since end of (neo)adjuvant therapy, n (%)*

<12 months 3(2) 6 (3) 1+(0.7) 4 (3)

>12 months 121 (66) 122 (65) 95 (63) 88 (61)
Metastatic sites, n (%)

Bone-only disease 34 (18) 45 (24) 35 (23) 33 (23)

Visceral disease** 106 (58) 111 (59) 91 (61) 85 (59)
Number of metastatic sites, n (%)

<3 122 (66) 130 (69) 98 (65) 91 (63)

>3 62 (34) 59 (31) 52 (35) 54 (37)

ECOG, Eastern Cooperative Oncology Group.
*One patient age =65 years in the placebo + letrozole arm had an unknown disease-free interval;
**Includes liver, lung, and other visceral sites.

Hortobagyiet al. NEJIM 2016; 375; 18



MONALEESA-2 : eficacia
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* Treatment benefit was consistent for the secondary endpoints analyzed

Hortobagyiet al. NEJIM 2016; 375; 18



Monaleesa 2: analisis de subgrupos

Subgroup No. of Patients HR (95% C1)

All patients 568 0.56 (0.43-0.72)
Age

<65 yr 373 052(0.38-0.72)

65 yr 285 0.61(0.39-0.94)
Race

Asian 51 0.39(0.17-0.91)

Non-Asian 568 0.61 (0.46—0.30)
ECOG performance status

1 407 0.59 (0.42-0.82)

0 261 0.53 (0.35-0.80)
Hormone-receptor status

ER- and PR-postive 546 0.62 (0.46-0.82)

Other 122 0.36 (0.20-0.65)
Presence of liver or lung metastases

No 295 0.55 (0.36-0.83)

Yes 373 057(0.41-0.79)
Bone-only disease

No 521 0.54(0.41-0.72)

Yes 147 0.69(0.38-1.25)
Newly diagnose disease

NO 443 0.60 (0.45-0.81)

Yes 227 0.45(0.27-0.75)
Previous endocrine therapy

NSAls and others 53 0.45(0.19-1.04)

Tamoxifenor exemestane 292 0.57 (0.39-0.83)

None 322 0.57 (0.38-0.85)
Previous chemotherapy

No 377 0.55(0.37-0.81)

Yes 0.55 (0.38-0.78)

Hortobagyiet al. | Med. 2016375(18,

Hortobagyiet al. NEJIM 2016; 375; 18



Efectos Secundarios

Adverse Event (225% of Ribociclib + t\gte <6? yearsgr=310)+ Letrozole  Ribociclib + t\gte 265| years;r=zi4)+ Letrozol
. ibocicli etrozole acebo + Letrozole ibocicli etrozole acebo + Letrozole

patients), n (%) n=184 n=186* n=150 n=144*
Neutropenia** 137 (75) 10 (5) 111 (74) 7 (5)
Nausea 92 (50) 52 (28) 80 (53) 42 (29)
Fatigue 67 (36) 64 (34) 55 (37) 35 (24)
Leukopenia* 64 (35) 8 (4) 46 (31) 5 (4)
Alopecia 62 (33) 26 (14) 49 (33) 25 (17)
Diarrhea 56 (30) 36 (19) 61 (41) 37 (26)
Arthralgia 54 (29) 55 (30) 37 (25) 40 (28)

Hot flush 48 (26) 51 (27) 22( 15) 27 (19)
Headache 47 (26) 42 (23) 27 (18) 21 (15)
Constipation 45 (25) 40 (22) 38 (25) 23 (16)
Vomiting 45(25) 24 (13) 53 (35) 27 (19)
Anemia 8 24 (13) 6 (3) 39 (26) 9 (6)

. All-grade liver enzyme elevations were reported in 19% vs 5% and 17% vs 6% of patients aged <65 years and =65 years
(ribociclib vs placebo arm)
. In the ribociclib arm, one patient aged 265 years experienced Grade 3 prolonged QTcF (>500 ms)

All-grade adverse events reported in 225% of patients aged <65 or 265 years in the ribociclib + letrozole
arm are presented.
QTCcF, Fridericia’s corrected QT interval.

Hortobagyiet al. NEJIM 2016; 375; 18



Monaleesa 2: actualizacion

100
9 80—
o
o 60_
E Ribociclib
= _ + Letrozole =\
3 40 n=334
g Number of events, n (%) 140 (41.9) 205 (61.4)
[<] 20 - Median PFS, months 25.3 16.0
o (95% CI) (28.0-30.3)  (13.4-18.2) |
Hazard ratio (95% Cl) 0.568 (0.457-0.704)
0 - P value 9.63x1078
T T T T T [ [ T [ \ \ \ \ \ \ \ T \
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time (months)
Ribociclib 334 094 277 257 240 227 207 196 188 176 164 132 97 46 17 11 1 0
+ Letrozole

334 279 265 239 219 196 179 156 138 124 110 93 63 34 10 7 2 O

Figure 2. Kaplan—Meier graph of investigator-assessed PFS for ribociclib plus letrozole versus placebo plus letrozole. Cl, confidence interval;
PFS, progression-free survival. Data cut-off: 2 January 2017.

Hortobagyi et al. Annals of Oncology 2018; 29: 1541-1547



MONARCH-3

Phase 3
Planned N = 450

(estimated primary completion date:
June 2017)

Endpoints
Primary
*PFS

Secondary
*0S

|—> Abemaciclib + NSAI

» Abemaciclib: 150 mg orally g12h for 28 days
* 1 mg ANA or 2.5 mg LET orally daily for 28 days

* Postmenopausal women
* HR+, HER2— ABC
* ECOGPSOor1il

*DoR

*DCR

*CBR

*ORR

| Safety, tolerability
N *PK

Placebo + NSAI

* No prior therapy for advanced
disease

28-day cycles until disease progression,
unacceptable toxicity

ABC, advanced breast cancer; ANA, anastrozole; CBR, clinical benefit rate; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative
Oncology Group performance status; HER2—, human epidermal growth factor receptor-2—negative; HR+, hormone receptor-positive; LET, letrozole; NSAI, nonsteroidal
aromatase inhibitor; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; gq12h, every 12 hours; R, randomization.

Goetz et al. JCO 2017; 35:3638



Caracteristicas de los pacientes

abemaciclib + NSAI placebo + NSAI
n =328 n =165

Median age (range) 63 (38 -87) 63 (32 -88)
Caucasian 186 (56.7) 102 (61.8)
Race Asian 103 (31.4) 45 (27.3)
Other A 11(3.4) 7(4.2)
: Yes p 267 (81.4) 130 (78.8)
Measurable disease No I N 61 (18.6) 35 (21.2)
Locoregional recurrent 11 (3.4) 5(3.0)
Disease setting Metastatic recurrent 182 (55.5) 99 (60.0)
L _____De novo metastatic 135 (41.2) ____61(37.0)
Visceral 172(52.4) 89 (53.9)
Metastatic site Bone-only 70 (21.3) 1 39(23.6)
11 RS} Rghed QR 1 { 488262 [ [ | QL Q24 |
Prior neoadjuvant or Yes 125 (38.1) 66 (40.0)
adjuvant chemotherapy No — —- 203 (61.9) 99 (60.0) .
B Ve o No endocrine therapy 178 (54.3) 85 (51.5)
adjuvant endocrine therapy Aromatase inhibitor therapy 85 (25.9) 50 (30.3)
| [ (Otherendocrinetherapy |\ /| — (65(19.8) | | 1~ 30(18.2)
<36 months 42/150 (28.0) 32/80 (40.0)
Treatment free interval® 236 months 94/150 (62.7) 40/80 (50.0)
Unknown 14/150 (9.3) 8/80 (10.0)

aTreatment-free interval calculated only for patients with prior endocrine therapy

Goetz et al. JCO 2017; 35:3638



Eficacia

FEEEFSVD ™ Primary Endpoint (PFS) Met at Interim Analysis

Median PFS
100+ abemaciclib + NSAI: not reached
go_‘h placebo + NSAI: 14.7 months
Py HR (95% Cl): 0.543 (0.409, 0.723)
o
g 7o p=0.000021
a2 60
g 50
5 a0
g 30
& N
10|
e T A PR L T U U 1
0 4 8 12 16 20 24 28
Patients at Risk: TEne (mpghy)
abemaciclib arm 328 27 234 205 125 25 1 0
placebo arm 165 127 105 82 45 7 0 0

PFS benefit confirmed by blinded independent central review: HR (95% Cl): 0.508 (0.359, 0.723); p=0.000102

Goetz et al. JCO 2017; 35:3638



Efectos Secundarios

Treatment-emergent Adverse Events
(Safety Population) 220% Occurrence

abemaciclib + NSAI placebo + NSAI
n= 327 n=161

ERESVD ™
2017

Grade, n (%) Any | 2 | 3 4 Any 2 3 4
Any adverse event 322(98.5) | 111(339) f_159(4_8;)  21(64) | 145(20.1) | 61(37.9)  32(19.9) 3(1.9)
Diarrhea | 266(81.3) 89 (2;2) | 31(95) |0 48 (29.8)  11(6.8) 2(12) 0
Neutropenia 1 135(41.3) | 53(162) | 64(196) @ 5(1.5) | 3(1.9) | 1(06) | 1(06)  1(0.6)
Fatigue ! 131(40.1)  55(16.8) 6(18) | — | 51(317) @ 20(124) 0 =
Nauea i 126 (385) | 36(11.0) | 3(09) 4 32(19.9) | M8 212 o —
Abdbmal pail] | 1 95(291)  21(6.4) | 4(12) F— M 88 Bl 28 [ -
Andhial | A 93/(28.4)1 45 (13.8) |19 (5.8) | 0 bonB(5.0) 2012 | 2012w’ 0
Vomiting 93(28.4) = 26(8.0) 4(1.2) 0 19 (11.8) 3(1.9) 3(1.9) 0
Alopecia | 87 (26.6) L 5(1.5) | N/l R~ | 17 (10.6) 0 ST i
Decreased appetite . | | 80(245) | 26(80) | 4(12) | 0 | 1593 2012 108 | 0
Leukopenia 68(20.8) = 31(9.5) 24(7.3) 1(0.3) 4(2.5) 1(0.6) 0 1(0.6)

fan

* Venous thromboembolic events occurred in 16 (4.9%) of patients in the abemaciclib arm versus 1 (0.6%) in the placebo arm.

Goetz et al. JCO 2017; 35:3638



Monarch 3: actualizacion

| censored observations | censored observations
— abemaciclib + nonsteroidal Al (n = 328); median, 28.18 months 100+ abemaciclib + nonsteroidal Al (n = 328); median, NR
- placebo + nonsteroidal Al (n = 165); median, 14.76 months placebo + nonsteroidal Al (n = 165); median, 19.36 months

-
o
2

80+ 80+
60 60
404 404

209 | og-rank P-=0.000002
HR = 0.540 (95% CI, 0.418-0.698)

201 | og-rank P <0.000001
HR = 0.465 (95% Cl, 0.339-0.636)

Progression—free survival (%)

Progression—free survival (%

0 . r T T T r r ) 0 — T y ) T T — 1
0 4 8 12 16 20 24 28 32 36 0 4 8 12 16 20 24 28 82 36
Time (months) . 4 Time (months)

Patients at risk: Patients at risk:
abemaciclib + nonsteroidal Al abemaciclib + nonsteroidal Al

328 272 236 208 181 164 106 40 0 0 328 271 233 206 175 151 98 32 0 0
placebo + nonsteroidal Al placebo + nonsteroidal Al

165 126 105 84 66 58 42 74 0 0 165 121 96 79 60 44 27 2 0 0

Progression-free survival. a Investigator-assessed and b Independent central review in the intent-to-treat population. NR, not reached

Johnston et al. NPJ Breast Cancer; published online january 2019
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MONALEESA-7

CLEE011E2301/MONALEESA-7: A Phase lll randomized, double-blind, placebo-controlled study of ribociclib with

goserelin and tamoxifen or NSAI (letrozole or anastrozole) in premenopausal women with HR+/HER2- advanced

breast cancer

Premenopausal
women with
HR+/HER2-

advanced breast

cancer

No prior hormonal
therapy for
advanced disease

N=660

MONALEESA-7 is the only randomized phase lll trial of a
CDK4/6 inhibitor focused on premenopausal patients

Randomization (1:1)

Stratified by:

*Presence of liver and/or
lung metastases

*Prior chemotherapy for
advanced disease
*Endocrine combination
partner (tamoxifen or NSAI)

Key secondary endpoint

tamoxifen or NSAI *0S
(letrozole or
anastrozole)*

Ribociclib + goserelin +

(n=330) " Other secondary endpoints
Placebo + goserelin + BR
tamoxifen or NSAI ime to nse
a(lneatg?rzoozlglg)r* «Duration of response
(n=330) *ECOG PS
«Safety
*QoL

Exploratory endpoints
*Pharmacokinetics

*28-day dosing cycles. Once-daily oral doses of tamoxifen (20 mg) or letrozole (2.5 mg) or anastrozole (1 mg) given on

Days 1-28 of each cycle. Subcutaneous goserelin implant (3.6 mg) administered on Day 1 of each cycle. Once-daily

dose of oral ribociclib (600 mg) or placebo administered on Days 1-21 of each cycle.

Tripathy et al. Lancet Oncol 2018;19: 904



Monaleesa-7: caracteristicas de
pacientes

Ribociclib group  Placebo group Ribociclib group  Placebo group
(n=335) (n=337) (n=335) (n=337)
Age, years 43 (25-58) 45 (29-58) (Continued from previous column)
Race Previous chemotherapy
White 187 (56%) 201 (60%) For advanced disease 47 (14%) 47 (14%)
Asian 99 (30%) 99 (29%) Neoadjuvant or adjuvantonly 138 (41%) 138 (41%)
Black 10 (3%) 9 (3%) None 150 (45%) 152 (45%)
Other or unknown 39 (12%) 28 (8%) Previous surgery (non-biopsy)
ECOG performance status Yes 202 (60%) 194 (58%)
(] 245 (73%) 255 (76%) No 133 (40%) 143 (42%)
1 87(26%) 78 (23%) Previous radiotherapy
2 0 1 (<1%) Yes 161 (48%) 183 (54%)
Missing 3 (1%) 3 (1%) No 174 (52%) 154 (46%)
Disease status at study entry Metastatic sites
Locally advanced 1(<1%) 1(<1%) ot 1(<1%) 0
Metastatic 334 (100%) 336 (100%) 1 112 (33%) 117 (35%)
Hormone receptor status 2 106 (32%) 99 (29%)
Qestrogen receptor positive 331(99%) 335(99%) >3 116 (35%) 121 (36%)
Progesterone receptor positive - 290 (87%) 288 (85%) Site of metastases
Disease-free interval® Soft tissue 25 (7%) 21 (6%)
Newly diagnosed disease 136 (41%) 134 (40%) Bone 251(75%) 247 (73%)
Existing disease 199 (59%) 203 (60%) Bone only 81 (24%) 78 (23%)
<12 months 23 (7%) 13 (4%) Visceralf 193 (58%) 188 (56%)
>12 months 176 (53%) 190 (56%) Lymph nodes 142 (42%) 58 (47%)
Previous neoadjuvant or adjuvant endocrine therapy Skin 8 (2%) 8 (2%)
No 208 (62%) 196 (58%) }
Data are median (range) or number (%). Some percentages do not add up to
Yes 127 (38%) 141 (42%) 100 because of rounding. ECOG=Eastern Cooperative Oncology Group. *Newly
Progression <12 months 100 (30%) 105 (31%) diagnosed disease included patients with no first recurrence or progression, or
after endocrine therapy first recurrence or progression within 90 days of diagnosis with no previous
Progression >12 months 25 (7%) 35 (10%) antic.ancermet.iifa.tiolj. For p.atients with existing disease, dis.ease-fre_e interv.alwas
after endocrine therapy the time from initial diagnosis to first recurrence or progression. fPatients with
o locoregionally recurrent (non-metastatic) disease were also eligible. fLiver, lung,
Data missing 2(1%) 1(<1%) and any other metastatic site except for soft tissue, bone, skin, and lymph nodes.
(Table 1 continues in next column)
Table 1: Demographics and baseline characteristics

Tripathy et al. Lancet Oncol 2018;19: 904



Monaleesa-7: eficacia

804

60

40

Progression-free survival (%)

—— Ribociclib group
— Placebo group
HR 0.5 (95% C1 0-44-0-69); p<0-0001

Number at risk
(number censored)

B
1004

80

60

40

Progression-free survival (%)

Ribociclib group 335 (0) 301(9) 264 (12)
Placebo group 337 (0): 273 (12) 248 (15) 230 (19

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
264 (15) 245 (20) 235 (23) 219 (25) 178 (55) 136 (88) 90 (124) 54 (156) 40 (170) 20 (187) 3(202) 1(203) 0(204)
) 207(21) 183 (25) 165 (27) 124 (50) 94 (72) 62(97) 31(121) 24(128) 13 (138) 3(147) 1(149) 0(150)

HR 0:43 (95% C1 0-29-0-63)

Number at risk
(number censored)

Ribociclib group 133 (0) 115 (8)
Placebo group 134 (0) 130(9)

2 4 6 8 10 12 o 16 18 20 22 24 26 28 30
Time (months)

105(10) 100(12) 90(16) 87(18) 85(19) 64(36) 46(52) 32(63) 23(70) 16(77) 9(84) 2(91) 1(92) 0(93)

91(10) 76(13) 69(14) 61(17) 52(19) 38(31) 29(36) 21(42) 11(52) 7(56) 5(57) 1(61) 0(62) 0(62)

I of ion-fi

Figure 2: Kaplan-Mei

p survival

y 9
Progression-free survival (A) as assessed by the investigators (primary analysis) and (B) as assessed by means of masked, independent central review. HR=hazard ratio.

Tripathy et al. Lancet Oncol 2018;19: 904
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PALOMA-3

Phase 3, double-blind study involving 144 centers in 17 countries (NCT01942135)

* HR+, HER2- ABC

 Pre-/peri-2 or postmenopausal®

* Progressed on prior endocrine
therapy:
— On or within_12 mo adjuvant

— On therapy rA%
ol =1 prio emothe regime
for advanc ancer

aAll received goserelin.

bMust have progressed on prior endocrine therapy (pre-/perimenopausal) or aromatase inhibitor therapy (postmenopausal).

Patients randomized.
dAdministered on Days 1 and 15 of Cycle 1, then every 28 d.

Turner NC, et al. N Engl J Med 2015;373:209-219.
Turner NC, et al. ASCO 2015 (Abstract LBA502.

2:1 Randomization
n=521¢

n=347

Stratification:

Visceral metastases

Sensitivity to prior hormonal
therapy

Pre-/peri- vs post-
menopausal

\ 4

n=174

Palbociclib
(125 mg QD;
3 wks on/1 wk off)

+
Fulvestrantd
(500 mg IM q4w)

Placebo
(3 wks on/1 wk off)

+
Fulvestrant?
(500 mg IM g4w)



PALOMA-3: caracteristicas de los pacientes

Demographics and Baseline Tumor Characteristics

Palbociclib + Placebo +
Characteristic Fulvestrant Fulvestrant
(n=347) (n=174)

Median age (range). years 57 (30-88) 56 (29-80)
Receptor status, %

ER+ PR+ 69 64

ER+PR- =~~~ 4 2 ° 28
ECOG performance status. %

0 60 66

1 40 34
Menopausal status.?%

Pre-/peri 21 21

Post 79 79
Visceral metastases.! % 59 60
Number of disease sites. %

1 32 35

2 29 29

>3 39 36

aBased on randomization; tlung, liver, brain, pleural, and peritoneal involvement.




PALOMA-3: caracteristicas de los pacientes
(cont)

Tumor Characteristics and Prior Treatment

Palbociclib + Placebo +

Characteristic Fulvestrant Fulvestrant
(n=347) (n=174)

Documented sensitivity to prior hormonal therapy.?%

Yes 79 78
No 21 22
Prior aromatase inhibitor +/- GnRH."? % 85 87
Prior tamoxifen +/-GnRH." % 61 60
Prior chemotherapy in advanced setting. % L 31 36
Prior lines of therapy in advanced setting. %
0 24 26
1 38 40
2 26 25
23 12 9

aRelapsed after 24 months of adjuvant endocrine therapy or had clinical benefit to prior therapy in the advanced setting.
ANy prior endocrine therapy anytime hefore study entry.
GnRH=gonatotropin-releasing hormaone.



PALOMA-3: Progression-Free Survival by Investigator
Assessment in the Overall Population

Assessment by Investigators?2

100 - Hazard ratio = 0.42 (95% CI, 0.32-0.56)
P <.001
o 90 -
2 Palbociclib-fulvestrant (n = 347)
c 80 - Median progression-free survival,
= 70 _ 9.2 months (95% ClI, 7.5-NE)
N o
S 60
S ®
= > 50
<3
o s 40 -
> n
= 30 - — - ;
Q0
3 20 - Placebo-fulvestrant (n = 174)
3 1 Median.progression-free survival,
o 0 3.8 months (95% Cl, 3.5-5.5)
O | | | | | |
0 2 4 6 8 10 12
No. at risk Time, months
Palbociclib-fulvestrant 347 279 132 59 16 6
Placebo-fulvestrant 174 109 42 16 6 1

Cl, confidence interval; NE, not estimable.
a Results of a blinded, independent audit were consistent with investigator assessment.

Reprinted from Turner NC, et al. N Engl J Med. 2015;373(3):209-219. Copyright © 2015 Massachusetts Medical Society.



PALOMA-3: Efectos Secundarios

Palbociclib + Fulvestrant Placebo + Fulvestrant
(n = 345) (n=172)
R S
Any Grade Grade
Neutropenia 272 (79) 184 (53) 30 (9) 6 (3) 1(<1)
Leukopenia 157 (46) 85 (25) 2 (<1) 7 (4) 0 1 (<1)
Fatigue 131/(38) 7(2) 0 46/(27) 2 (1) 0
Nausea 100 (29) 0 0 45 (26) 1(<1) 0
Anemia 90 (26) 9 (3) 0 17 (10) 3(2) 0
Headache 73 (21) 1 (<1) 0 30 (17) 0 0
G, grade.

Data from Turner NC, et al. N Engl J Med. 2015;373(3):209-219.

40



PALOMA-3: actualizacion

Palbociclib+Fulvestrant Placebo+Fulvestrant

P <.0001
70.0 - ] P <.0001

60.0
50.0 - PAL+FUL PBO+FUL
9.5 4.6
X | .
; 40.0 Median PFS, mo HR = 0.45; 95% Cl, 0.36-0.59;
= | P < .0001
8 30.0- 66.6 39.7
CBR, % | W |
, P < .0001
20.0 ' T aa
19.0 8.6
ORR, %
- P=.0019
10.0

0.0

Intent-to-Treat Measurable Intent-to-Treat Measurable
Disease Disease

CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; FUL, fulvestrant; HR, hazard ratio; PBO, placebo; PR, partial response;
ORR, objective response rate; PAL, palbociclib; PFS, progression free survival; SD, stable disease.

Cristofanilli et al Lancet Oncol 2016; 17:425



PALOMA-3: Confirmed Efficacy in
Endocrine-Sensitive /-Refractory Disease

PFS benefit with PAL+FUL was maintained across predefined subgroups

PAL+FUL, mo PBO+FUL, mo

: 9.5 5.6 0.50 (0.29-0.87)
Pre/perimenopausal (n = NR) (N = NR) P = 0065
: : 9.5 5.4 0.55 (0.32-0.92)
No prior systemic therapy (n = 74) (n.= 40) P= 0214
: : 10.2 4.2 0.42 (0.32-0.56
Responsive to prior ET (n = 274) (n = 136) P(< 10001 )
9.5 3.7 0.42 (0.31-0.56
Al as most recent therapy (n = 217) (n = 119) P(< 0001 )

Al, aromatase inhibitor; Cl, confidence interval; ET, endocrine therapy; FUL, fulvestrant; NR, not reported; PAL, palbociclib; PFS, progression-free survival.

Cristofanilli et al Lancet Oncol 2016; 17:425



Paloma-3: OS

A Overall Survival
verall Survival

Median
90+ Overall
30 No. of Survival
9 Patients (95% ClI)
5 70 mo
@ 607 icl Palbociclib+ 347 349 (28.8-40.0
« Placebo+fulvestrant Palbociclib+fulvestrant albociclib+ 9 (28.8-40.0)
8 50 Fulvestrant
..g:.o 40 Placebo+ 174  28.0 (23.6-34.6)
S _ Fulvestrant
5 30-
Qs Stratified hazard ratio for death, 0.81 (95% Cl; 0.64—1.03)
20 p_
P=0.09
104 Unstratified hazard ratio for death, 0.79 (95% Cl, 0.63<1.00)
P=0.05
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months
No. at Risk
Palbociclib+fulvestrant 347 321 286 247 209 165 148 126 17 —
Placebo+fulvestrant 174 155 135 115 86 68 57 43 7 —

Turner et al. NEJIM 2018; 379:1926



MONARCH-2

Phase 3 |—' Abemaciclib + Fulvestrant Endpoints
Planned N = 550 - I
(estimated primary completion date: » Abemaciclib: 200 mg PO g12h on days 1-28 “PFS
February 2017) « Fulvestrant: 500 mg IM on days 1 and 15
* Postmenopausal; of cycle 1, then day 1 of cycle 2 and beyond Secondary
premenopausal with ‘SER
ov,a”an supp,ressm I—» Placebo + Fulvestrant *DoR
* Prior endocrine therapy “DCR
(adjuvant or 1%t-line advanced) | «CBR
* HR+, HER2— ABC J \ Safety, tolerability

28-day cycles until disease progression, Y%
unacceptable toxicity

. _ | __T/

~+ ECOG PSOor1

Stratified for visceral vs bone mets or
others, sensitivity to endocrine therapy

ABC, advanced breast cancer; CBR, clinical benefit rate; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group
performance status; HER2—, human epidermal growth factor receptor-2—negative; HR+, hormone receptor-positive; IM, intramuscularly; mets, metastases; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; PO, orally; g12h, every 12 hours; R, randomization.

Sledge et al. JCO 2017; 35:2875



Monarch-2: caracteristicas de
pacientes

Table 1. Patient and Disease Baseline Characteristics
Characteristic Abemaciclib + Fulvestrant (n = 446) Placebo + Fulvestrant (n = 223)
Age, years, median (range) 59 (32-91) 62 (32-87)
ET resistance*
Primary 111 (24.9) 58 (26.0)
Secondary 326 (73.1) 163 (73.1)
Most recent ETT
Neoadjuvant or adjuvant 263 (59.0) 133 (59.6)
Metastatic 171 (38.3) 85 (38.1)
Prior Al
Yes 316 (70.9) 149 (66.8)
No 130 (29.1) 74 (33.2)
PgR statust
Positive 339 (76.0) 171 (76.7)
Negative 96 (21.5) 44 (19.7)
Metastatic site§
Visceral 245 (54.9) 128 (57.4)
Bone only 123 (27.6) 57 (25.6)
Other 75 (16.8) 38 (17.0)
Measurable disease
Yes 318 (71.3) 164 (73.5)
No 128 (28.7) 59 (26.5)
Race||
Asian 149 (33.4) 65 (29.1)
Caucasian 237 (538.1) 136 (61.0)
Other 29(6.5) 13 (56.8)
ECOG performance status
0 264 (69.2) 136 (61.0)
1 176 (39.5) 87 (39.0)
Prior chemotherapy for neoadjuvant or adjuvant treatment
Yes 267 (59.9) 134 (60.1)
No 179 (40.1) 89 (39.9)
Menopausal status#
Pre- or perimenopause 72 (16.1) 42 (18.8)
Postmenopause 371 (83.2) 180 (80.7)
Note. Data given as No. (%) unless otherwise indicated.
Abbreviations: Al, aromatase inhibitor; ECOG, Eastern Cooperative Oncology Group; ET, endocrine therapy; PgR, progesterone receptor.
*Six patients in the abemaciclib arm and two patients in the placebo arm had not received prior ETs.
TET history was not available for 12 patients in the abemaciclib arm and five patients in the placebo arm.
$Eight patients in each arm had unknown PgR status.
§Metastatic site was not available for three patients in the abemaciclib arm.
||A total of 31 patients in the abemaciclib arm and nine in the placebo arm had missing race information.
f0ne patient had ECOG performance status of 2 in the abemaciclib arm.
#Menopausal status was not available for three patients in the abemaciclib arm and one in the placebo arm.

Sledge et al. JCO 2017; 35:2875



Monarch-2: eficacia

Primary Endpoint: PFS (ITT)

Median PFS
abemaciclib + fulvestrant: 16.4 months
placebo + fulvestrant: 9.3 months

HR (95% CI); 553 (.449, 681)
P<.0000001

=
®
>
o
Q
m
o=
&
Q
w
0
o
=
(e 1
o
—
o

Pabents at nsk:
ahe 446 367 314 281
pacebo 223 165 123 103 80

PFS benefit confirmed by blinded Independent central review (HR. 460, 95% CI. .363, .584; P~=_000001)

PRI o1 ASCO ANNUAL MEETING 17  #ASCO17

S a0 1hy propnt e af e ealher M svvsaan Aesared v

Sledge et al. JCO 2017; 35:2875



Monarch-2: analisis de subgrupos

Subgroups Analyzed No. HR (95% CI) '":f\',:'if::"
Overall 669 0.553 0.449 to 0.681
ET resistance 263
Primary 169 0.454 0.306 to 0.674
Secondary 489 0.591 0.464 t0 0.754
PgR status .583
Negative 140 0.509 0.325 t0 0.797
Positive 510 0.586 0.463 t0 0.743
Metastatic site an
Visceral 373 0.481 0.369 t0 0.627
Bone only. 180 0.543 0.355 t0 0.833
Other 113 { 0.837 0.501to 1.398
Measurable disease 474
Yes 482 0.523 0.412 t0 0.664
No 184 0.622 0.413t0 0.936
Age group, years 427
<65 424 0.523 0.402 to 0.681
>65 245 0.620 0.447 to 0.860
Geographic region .618
North'America 178 0.486 0.325 t0 0.726
Europe 279 0.617 0.449 to 0.848
Asia 212 0.520 0.3621t0 0.747
Race 322
Caucasian 373 0.620 0.474t0 0.811
Asian 214 0.515 0.359 to 0.740
Other 42 ! 0.305 0.116 to 0.804
ECOG PS .166
0 400 0.489 0.373 to 0.641
1 263 0.657 0.478 to 0.904
Menopausal status .246
Pre- or perimenopause 114 0.415 0.246 to 0.698
Postmenopause 551 0.580 0.463 t0 0.726
Organs involved, No. 074
>3 200 | 0.752 0.525 to 1.078
2 202 0.414 0.286 10 0.599
1 264 0.539 0.383 t0 0.759
0.00 020 0.40 060 0.80 1.00 1.40
Favors abemaciclib Favors placebo
+fulvestrant +fulvestrant

Fig 3. Progression-ree survival (PFS) of patient subgroups. HRs are for abemaciclib versus placebo. Pvalues are for the interaction term from a model with arm, the
subgroup variable and arm X subgroup interaction term. PFS HRs are indicated by diamonds and 95% Cls are indicated by the crossing horizontal lines. Diamond size is
proportional to each patient subgroup population size. HRs are unstratified and estimated with the adjustment of arm x subgroup interaction, except the overall PFS. The
overall PFS estimates were stratified by metastatic site and ET resistance. The factor levels that consisted of < 5% of randomly assigned patients were omitted from the
analysis. ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; PgR, progesterone receptor.

Sledge et al. JCO 2017; 35:2875
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CONCLUSIONES

e Sécuenciacion ctDNA antes de empezar el tratamiento
con anti-CDK 4/6 y a la progresion

* Tres pacientes

* Fueron identificadas mutaciones adquiridas de RB1 a
los 5, 8 y 13 meses (no presentes antes del tratamiento)

* Presionsobre el blanco? (como ESR1-1As)

e Asociacion a otras terapias blanco (Inhibidores de
PI3K)?

ndorelli et al . Annals of Oncology 29: 640—645, 2018 Published online 11 December 2017



BIOMARKER ANALYSES FROM THE PHASE 3
PALOMA-2 TRIAL OF PALBOCICLIB WITH
LETROZOLE COMPARED WITH PLACEBO PLUS

LETROZOLE IN POSTMENOPAUSAL WOMEN WITH
ER+/HER2—ADVANCED BREAST CANCER

Richard S. Finn', Yuqui Jiang?, Hope S. Rugo?®, Stacy Moulder*, Seock-Ah Im5, Karen Gelmon®, Veronique Dieras’, Miguel Martin®,
Anil Abraham Joy®, Masakazu Toi'?, Eric Gauthier, Dongrul R. Lu?, Cynthia Huang Bartlett', Dennis J. Slamon'

'David Geffen School of Medicine, Los Angeles, CA, USA; 2Pfizer Inc, La Jolla, CA, USA; 3University of California San Francisco Helen Diller
Family Comprehensive Cancer Center, San Francisco, CA, USA; “University of Texas, MD Anderson Cancer Center, Houston, TX, USA; 5Seoul
National University Hospital, Seoul, Korea; ®British Columbia Cancer Agency, Vancouver, BC, Canada; 7Institut Curie, Paris, France; ®Hospital
Gregorio Maranon, Universidad Complutense, Madrid, Spain; °Cross Cancer Institute, University of Alberta, Edmonton, Alberta, Canada; '°Kyoto
University Hospital, Kyoto, Japan; ''Pfizer Inc, New York, NY, USA
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Subgroup Analysis of PFS by Biomarker

Qualitative Analysis

Quantitative Analysis

HR (95% Cl)

All patients

ER+
ER-

Rb+
Rb-

Cyclin D1+
Cyclin D1-

p16+
p16-

Ki-67 <20%
Ki-67 >20%

4

HR (95% Cl)

T
2

3

Favors PAL+LET

HR=hazard ratio; LET=lefrozole; PAL=

Favors PCB+LET

0.58 (0.46-0.72)

0.57 (0.44-0.74)
0.41 (0.22-0.75)

0.53 (0.42-0.68)
0.68 (0.31-1.48)

0.56 (0.44-0.71)
1.0 (0.28-3.46)

0.52,(0.40-0.67)
0.73 (0.39-1.36)

0.53 (0.38-0.74)
0.57 (0.41-0.79)

Percentile

HR (95% CI)

All patients

ER status

Cyclin D1
status

p16 status

progression-free survival.

Turner et al. Annals of Oncology 29: 669-680, 2018 Published online 11 January 2018
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0.41 (0.26-0.65)
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0.33 (0.21-0.52)
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Subgroup Analysis of PFS by Biomarker

PROGRESSION-FREE SURVIVAL BY BIOMARKER STATUS

. . . a o ~ Events, n/N
Qualitative Analysis Quantitative Analysis Ribociclib. _ Placebo  TvOrs Ribociclib Favors Placebo
Subgroup S Latromthil “ { stroxcle + Letrozole + Letrozole HR (95%Cl) Pvalue
HR (95% CI) Percentile  n HR (95% C1) »
All patients 98/334 150/334 R 056 (0.43-0.72) 0.00000326
All patients L 2 0.58 (0.46-0.72) All patients 0.58 (0.46-0.72)| s Low 10132 14727 * ' T 055 (0.25-1.25) 0.16
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KI-67 >20% | 0,57 0:41-0.79) 2759 0.33(0.21-0.52) WT  35/136 65/140 bttt 051 (034-0.78) 0.0016
PIK3CA
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Quien se beneficia? Quien no?

 Evolucion clinica
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Table 1. Demographic and baseline characteristics by treatment group for patients with and without visceral metastases

Characteristics PALOMA-3*® PALOMA-2**

PAL + FUL PBO + FUL PAL + LET PBO + LET

Visceral Nonvisceral Visceral Nonvisceral Visceral Nonvisceral Visceral Nonvisceral
(n=200) (n=147) (n=104) (n=70) (n=214) (n=230) (n=110) (n=112)

Median {range) age, years 570 570 585 540 620 620 610 620
(300-880) (33.0-820) (350-800) (290-740) (300-880) (360-890) (280-880) (320-880)
Involved disease sites”

Liver 125 (62.5) - 80 (769) - 75 (35.0) - 46 (41.8) -
Lymph node 97 (485) .41 (279) 38.(37.5) 24 (343) 125 (584) 87(37.8) 65 (59.1) 45 (402
Bone 136 (68.0) 128(87.7) 76 (73.1) 54 (77.1) 126 (589) 199 (865) 73 (66.4) 89 (79.5)
Peritoneum 1 (1) - 0 - 4(19) - 0 -
Number of metastati€ organ sites”
] 1785 y 94 (639 R06) 49 (700) W (78w, 12 (526) 155} 60 (53.6)
2 63315 || 3288 [|37(386)  144200) 63(204) | SA(2B5) || (38 26(232
3 58(290) | 15(102) [27(260) 46(86) 66 (308 | 46(200 || 413739 20079
4 431(21.5) 3120) 201192) 8] 45 (210 7 (30) 231209) 6(54)
>4 18 (9.0) 2(14) 9 (8.7) 0 23(10.7) 2(<10) 14(12.7) 0
ECOG performance status
0 114(570) 192 (626) 66 (63.5) | (50 (714) 113(528) 144 (626) 51 (46.4) 51 (455)
] 86 (430) 55(374) 38(365) 20(286) 97(453) 81352 59 (53.6) 58(518)
2 - - - - 419 52 0 327
Prior endocrine therapy”
Tamoexifen only 4(20) 1(<10 3(29) 10014 72 (336) 59 (25.7) 40 (36.4) 33 (29.5)
Aromatase inhibitor 23(115) 21(143) 9(87) 7 (100) 14 (65) 19 (83) 8(73) 20(179)
Both tamoxifen and aromatase inhibitor 96 (480) 63 (42.9) 50(48.1) 31(443) 38(178) 40(174) 15(136) 10 (8.9)

Turner et al. Annals of Oncology 29: 669-680, 2018 Published online 11 January 2018



PALOMA 2 (1° linea
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PALOMA 2 (1° linea)
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PALOMA 2 (1° linea)
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PALOMA 3 (2° linea
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PALOMA 3 (2° linea
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Conclusiones

* Nuevo estandar de tratamiento en la
enfermedad RH+ HER2- metastasica



Guias internacionales

% ASCO | GUIDELINES

= NCCN and ABC guidelines indicates that ET is recommended as first line treatment
even in the presence of visceral disease

= Current guidelines recommend the use of CT'only in the presence of life
threatening disease or visceral crisis

1.NCCN Guidelines Breast Cancer, version 2.2016
2.Rugo HS et al. J Clin Oncol 2016
3.Cardoso F et al. Annals Oncol 2017



HRs de estudios

EEEMD ™™ Registration trials of CDK4/6 inhibitors

First line Al sensitive — with Al HR (95% ClI)

PALOMA2 Palbociclib 0.58 (0.46, 0.72)
MONALEESA2 Ribociclib 0.58 (0.46, 0.70)
MONARCH3 Abemaciclib 0.54 (0.41, 0.72)

Endocrine pre-treated — with fulvestrant
PALOMA3 Palbociclib 0.50 (0.40, 0.62)

MONARCH?2 Abemaciclib 0.55 (0.45, 0.68)

Finn RS, et al. NEJM 2016, Turner NC, et al. NEJM 2015
updated SABCS 2016, Hortobagyi GN, et al. NEJM 2016
Hazard ratnos for PFS primary endpoint updated ASCO 2017, Sledge, et al JCO 2017
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Overview of Key Trials With CKD inhibitors in HR+,
HER2— Breast Cancer

Primary : N Disease
HR+ BC || Adjuvant therapy >

P Z | - Palbociclib « Ribociclib
o _ PALOMA-1* — MONALEESA-2
< _ PALOMA-2 — MONALEESA-3
,qu « Abemaciclib — MONALEESA-7
P — MONARCH-2
£ — MONARCH-3

De novo . e
: - i . i DINCENE]
ml_elaist;ctlc First-line'therapy > progression [r‘ Subsequent treatment

« Palbocicli
—PALO
—PEAR

A-3 * Abema
A-7 —MONAR
—MONA
*Ri

*Denotes phase 2 trial. All other

www.clinicaltrials.gov



Cual elegir??




Estado hormonal (menopausia o no)

Administracion

Perfil-de tolerancia (neutropenia +/-alargamiento QT
+/- diarrea)

Biomarcadores? Non...

Sobrevida Global???
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