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No se observaron mejoras en la SG entre los pacientes con
CMM hasta 2013

No Difference in Overall Survival in ER+/HER2~ MBC Real World Data 2008-2013:
MBC in a Real-World Experience (n=2,440)" French National Database (n=15,085)2
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Time (years) From Distant Metastases Period-Subgroups based on the metastatic diagnosis
— 1. inferior or equal 10 2008 — 2:in 2009 — 3:in 2012
4:in 2011 — 5:in 2012 — 6. superior or equal to 2013

m En 2014, la mediana de SG mas larga reportada en CMM en ese momento fue de 56,5 meses, segun lo

informado en el estudio CLEOPATRA,; estos pacientes fueron tratados con trastuzumab para CMM HER2+
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References: 1. LeVasseur N. SABCS 2018. Abstract P1-16-05. 2. Gobbini E. Eur J Cancer. 2018;96:17-24. 3. Swain SM. N Engl J Med. 2015;372:724-734.




Timeline of FDA First Requlatory Approvals

Targeted Therapy + ET Treatment Beyond ET

Everolimus . P
SYaaNe Ribociclib
(mTOR inhibitor) Abemaciclib
(CDK 4/6 inhibitors)

Palbociclib

Trastuzumab
deruxtecan
HER2-low

Alpelisib -
(PI3Ka inhibitor) Sacm_:zumab
l govitecan

2012 2015-2017 2017-2018 2019 2022 2023

(CDK 4/6 inhibitor)

v
Y

Elacestrant

2018-2019 2018 2020 ESR1m

Entrectinib, Olaparib, :
Pembrolizumab Capivasertib

larotrectinib talazoparib MSLH
(NTRK inhibitors) (PARP inhibitors) (MSI-H) PIK3CA/AKT1m

MSI-H, microsatellite instability-high; mTOR, mechanistic (mammalian) target of rapamycin; PI3Ka, phosphoinositide 3-kinase alpha
Arora S, et al. Clin Cancer Res. 2022;28:1072-1086; Larotrectinib [Pl]. Approved 2018. Revised November 2018; Entrectinib [P1]. Approved 2019. Revised October 2023; Fam-trastuzumab deruxtecan-nxki [PI]

Approved 2019. Revised August 2022; Sacituzumab govitecan [Pl]. Approved 2020. Revised February 2023; Elacestrant [Pl]. Approved 2023. Revised January 2023; Capivasertib [Pl]. Approved 2023. Revised
November 2023

These matenals are provided 1o you solely as an educational resource for your personal use. Ay commestial use or distrbution of these matenials or any porfion thereof is sincly prohibited



Mecanismo de accion de los inhibidores de las ciclinas
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Estructura Quimica de los Inhibidores CDK4/6

=
F N\/

F | N N\N
N&l\H Nf K/N\f'

N N N
H
Palbociclib Ribociclib Abemaciclib

Solomon Tadesse March 2017Journal of Medicinal Chemistry 60(5):1892-1915



Los inhibidores de CDK4/6 tienen actividad diferencial hacia
sus dos objetivos

Fast Scan Phospho-RB807/811ELISA Analysis in MEL-JUSOCDK4 and CDK6 Knockout Clones

Ribociclib Palbociclib Abemaciclib

100+ - 100+ 1009 .
: F = 2 F TE, / . . \
2 \ g S N + corerou g Ribociclib y abemaciclib
=] ] 0
m m o 7 =
% g g son mas activos contra
= 50 = 50 = 50-
S 2 2 CDK4 que CDKG6
3 2 ]
£ £ £
0 T T T T T T T 1 0 T T T T T T T T T 0 T T T T T -| T T 1 CDK4 > CDK6
10 100 1000 10000 10 100 1000 10000 10 100 1000 10000
Ribociclib (nM) Palbociclib (nM) Abemaciclib (nM)

FastScanPhospho-RB807/811ELISA Analysis in MIA PaCa-2 CDK4 and CDK6 Knockout Clones |  cmmmmmeeeo

Ribociclib Palbociclib Abemaciclib

Palbociclib inhibe CDK4 y
g § § - 3 CoRoKO S ony) CDK6 Igualmente
& : :
g g g i
§ %7 5 507 £ 50-
F E 5 CDK4 = CDK6
£ < £
= = <
0 T T T T T T T 1 0 T T T T T T T T T 0 T T T T T T T T 1
10 100 1000 10000 10 100 1000 10000 10 100 1000 10000
Ribociclib (nM) Palbociclib (nM) Abemaciclib (nM)
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Recaida temprana

y segunda linea

Primeralinea

Los ensayos pivotales de fase 3 con inhibidores de CDK4/6

incluyeron una variedad de poblaciones de pacientes

MONALEESA-21
Ribociclib + letrozole

MONARCH 323
Abemaciclib + NSAI

PALOMA-24
Palbociclib + letrozole

MONALEESA-7°6
Ribociclib + goserelin +

tamoxifen/NSAI

MONALEESA-378
Ribociclib + fulvestrant

MONARCH 2910

Abemaciclib + fulvestrant

PALOMA-3¢:11.12

Palbociclib + fulvestrant

Factores de estratificacion

No. Estado :
_ R f i ab _ . » o QT previa para CMA
Pacientes Menopausico® Terapia enddécrina Sitio metastasico
668 1:1 Post - Higado y/o pulmén X
493 21 Post (Neo)adjuvante (A, Visceral, solo hueso, X
' ninguna, u otra) otro
666 -1 Post Terapia hqrmonal Visceral X
previa
Brazo tratamiento:
672 1:1 Pre/peri TE y en combinacion Higado y/o pulmoén 14%
Brazo placebo: 14%
726 2:1 Post TE previa para CMA Higado y/o pulmon X
669 21 Pre/oeri v post Resistencia TE Visceral, solo hueso, X
' peryp primera vs secundaria otro
Brazo tratamiento:
521 2:1 Pre/peri y post Sensibilidad previa TE Visceral 31%

NS metastasis was excld

ded in all trials except

for MONALEESA-3, which allowed stable CNY

metastasis. ¢ Second and

Brazo placebo: 36%

References: 1. Hortobagyi GN et al. N Engl J Med. 2016;375:1738-1748. 2. Goetz MP et al. J Clin Oncol. 2017;35:3638-3646. 3. Johnston S. NPJ Breast Cancer. 2019;5:5. 4. Finn RS

et al. N Engl J Med. 2016;375:1925-1936. 5. Tripathy D et al. Lancet Oncol. 2018;19:904-915. 6. Im SA et al. N Engl J Med. 2019;381:307-316. 7. Slamon DJ et al. J Clin Oncol.
2018;36:2465-2472. 8. Slamon DJ, et al. N Engl J Med. 2020;382:514-524. 9. Sledge GW et al. J Clin Oncol. 2017;35:2875-2884. 10. Sledge GW et al. JAMA Oncol. 2020;6:116-124.
11. Turner NC et al. N Engl J Med. 2015;373:209-219. 12. Turner NC et al. N Engl J Med. 2018;379:1926-1936.
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SIMPOSIO INTERNACIONAL ™ ™=

SLP en estudios de primera linea con iCDK4/6 i GEChc eI

Median
Medi MONALEESA-212! PES
edian ’
PALOMA-211 PES. Mos 10 = Ribociclib + letrozole Mos
100 == Palbociclib + letrozole 24.8 88 Placebo + letrozole 25.3
30 Placebo + letrozole  14.5 X 60 16.0
= 2
£ 60 a 40
E 20 | HR:0.568 (95% Cl: 0.457-0.704);
40 0  P=9.63x10°
20 HR: 0.58 (95% Cl: 0.46-0.72); 24 6 8 10121416“;'[552022242628303234
2-sided P < .001 Median
0 r I I LI I
0 3 6 9 121518 21 24 27 30 33 Medi MONARCH 3! PFS, Mos
100 Mos N 100 — Abemaciclib + NSAI 28.1
%so- — Ribociclib + NSAI Mo; _ 80 Placebo + NSAI 14.7
2] Placebo + NSAI 23.8 X 60
3 a0l n
;%] 13.0 £ 40
T 40 20 HR: 0.54 (95% Cl: 0.41-0.72);
o
R log-rank P =.000021
5201 MONALEESA-714l 0
g - 0 4 8 12 16 20 24 28
&0 Mos

T r r 7 11
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3

No. of patients at risk Time (months)

1.Finn RS, etal. N Engl J Med. 2016;375:1925-1936. 2. Hortobagyi GN, et al. Ann Oncol. 2018;29:1541-1547. 3. Goetz
MP, tal. J Clin Oncol. 2017;35:3638-3646.4. Tripathy D et al. Lancet Oncol. 2018;19:904-915



. “y .y SIMPOSIO INTERNACIONAL -
Impacto inhibidores de ciclina en : :

DECANCERDEMAMA 5 &

primera linea: SLP

Phase Il PALOMA- | \ionaLEesa-2i4 | MONARCH- | ONALEESA-3781 | MONALEESA-719!
Study 201.2] 305.6]
Setting 1stline 1st line 1st line 1st and 2nd line 1st line*
Endocrine Tamoxifen,
Letrozole
partner Letrozole Letrozole Fulvestrant letrozole, or
or anastrozole

anastrozole
.CDI.<4./6 Palbociclib Ribociclib Abemaciclib Ribociclib Ribociclib
inhibitor
No. patients 666 668 493 365 672
HR 0.563 0.56 0.54 0.55 0.55
PFS, mos 27.6vs 14.5 25.3vs 16 28.18 vs 14.76 33.6vs 19.2 23.8vs 13.0
ORR, % 55.3vs44.4 52.7vs37.1 59vs 44 40.9vs 28.77 41 vs 30

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. Tripathy. Lancet Oncol. 2018;19:904.



SIMPOSIO INTERNACIONAL ==
DECANCERDEMAMA

-_—=1
D b
e
N

100 Ssmas

MONALEESA-2 OS ITT

“\i-.ﬂg_a_

SG en estudios de primera linea con

ICDK4/6
3
= 401 Eventsin 181/334 219/334
s Median OS, mo 63.9 51.4
° ol HR(95%cC) 0.76 (0.63— 0.93)

P value 0.008
0
PALOMA-2 OS ITT D 4 8 12 16 20 24 28 B 3 4 4 48 S 5 60 64 68 T2 76 80 84 8

— Palbociclib + letrozole (median 53.9 mo) No. at risk

Overall survival, %
o
o
)

PAL + LET | PBO+LET 80 4
40 4  Eventsin 2731444 1321222
Median OS, mo 53.9 51.2
30 A 60
Stratified HR (95% CI) 0.956 (0.777 - 1.177)
20 1-sided P value 0.3378

10 | Stratified hazard ratio, 0.956 (95% ClI, 0.777-1.177)

40 o

Overall survival,%

Months

. RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180 185 158 150 142 135 125 101 48 8 0
—+ Placebo + letrozole (median 51.2 mo) 334 326 316 308 293 283

265 244 222 209 195 183 167 149 139 131 114 104 94 73 38 6 0

MONARCH 3 OS ITT!

ABE + NSAI PBO + NSAI e —

. —_
o 1-sided P value = 0.3378 Median OS, mo 67.1 54.5
0 1'2 2'4 3:6 4I8 6I0 7'2 SI 4 E;G 1'.:18 201 HR(95% Cl) 0.754 (0.584 — 0.974)
Time, mo P value 0.0301*
NO. at riSk ’ o T T T T T T T T T T T T T T T T T T T 1
Palbociclib + letrozole 444 400 325 280 222 174 145 128 13 0 0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Placebo + letrozole 222 203 168 126 95 72 60 53 4 0 No. at Risk Months

ABE + NSAIl 325 310 300 281 268 258 248 236 226 211 202 196 187 177 170 157 150 120 52 2 o

PBO + NSAl 185 158 151 148 142 133 126 122 114 104 97 91 84 76 69 62 59 45 18 1 O

1.Finn RS, etal. N Engl J Med. 2016;375:1925-1936. 2. Hortobagyi GN, etal. Ann Oncol. 2018;29:1541-1547. 3. Goetz
MP, tal. J Clin Oncol. 2017;35:3638-3646.4. Tripathy D et al. Lancet Oncol. 2018;19:904-915



>

Riesgo relativo de reduccion en muerte (%)°

The ASCO CRC
threshold82

35

SG con el uso de los ICDK4/6: estudios pivotales

Terapia de leralinea

Terapia de 2da linea

(incluyendo pacientes en recaida temprana)

w
o

RIB + LET

MONALEESA-2!

SG no
estadisticamente
significative ni

clinicamente

PAL + LET

PALOMA-22

SG no
estadisticamente
significativa

ABE + NSAI

SG positiva

RIB + ET

RIB + FUL

ABE + FUL

No se puede hacer
comparaciones sin

estudios directos y
bien controlados

SG no
estadisticamente

significative ni
clinicamente

PAL + FUL

MONARCH 33

MONALEESA-74

MONALEESA-3°

MONARCH 26

PALOMA-37

Mediana SG (meses) 63.9vs 51.4 53.9vs 51.2 66.8 vs 53.7 NR vs 40.9 NR vs 40.0 46.7 vs 37.3 34.9vs 28.0
HR (95% IC) 0.76 (0.63, 0.93) 0.96 (0.78, 1.18) 0.80 (0.63, 1.015) 0.71 (0.54, 0.95) 0.72 (0.57, 0.92) 0.76 (0.61, 0.95) 0.81 (0.64, 1.03)
P valor 0.008 0.3378 0.0664¢ 0.00973 0.00455 0.01 0.09

a The ASCO Cancer Research Committee defined incremental improvements in HR of OS = 20% over standard therapy as a clinically meaningful outcome; the
magnitude of benefit is based on hazard ratios and refers to the proportional improvement achieved with the addition of CDK4/6 inhibitors in comparison to the respectivq
control groups. ® As measured by 1 minus HR multiplied by 100.¢ P value did not reach threshold for statistical significance at this interim analysis of MONARCH 3
References: 1. Hortobagyi GN, et al. N Engl J Med. 2022;386:942-950. 2. Finn RS, et al. ASCO 2022. LBA1003. 3. Goetz, et al. ESMO 2022. LBA15. 4. Im SA, et al. N
Engl J Med. 2019;38:307-316. 5. Slamon DJ, et al. N Engl J Med. 2020;382:514-524. 6. Sledge GW, et al. JAMA Oncol. 2020;6:116-124. 7. Turner NC, et al. N Engl J
Med. 2018;15;379:1926-1936. 8. Ellis LM, et al. J Clin Oncol. 2014;32:1277-80.
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ESMO Guidelines for ER-Positive/HER2-Negative MBC

Patients with ER-positive/
HER2-negative MBC
If imminent organ failure

Somatic mutation
testing (tissue or
liquid)
Gemmiine BRCA1/2
testing + PALB2 |
v v
No imminent organ failure and long Imminent organ failure or short
PFS on prior ET PFS on endocrine-based therapy

o If germiine
If PIK3CAm positive: If ESR1m+: BRCAIPALB2m+:

Everolimus-exemestane [I, B]
or
Everolimus-fulvestrant [1, B]

Fulvestrani-alpelisib [l, B; P :
Elacestrant [1, Al PARP inhibitor [, A;
MCES 2, ESCAT A gl o & ESCA'[I’ 1-A]

or

Switch ET £ CDK 4/6 inhibitor
or

Fulvestrant monotherapy If HER2-0 If HER2-low

Sacituzumab
govitecan [1, A;
. MCBS 3]
PD
CDK 4/6, cyclin-dependent kinase 4/6; chemo, chemotherapy; ER, estrogen receptor; ESCAT, ESMO Scale for Clinical Actionability of C;m;mab
Molecular Targets; ESMO, European Society for Molecular Oncology; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; before [, A; MCBS 3]

m, mutation; MBC, metastatic breast cancer, MCBS, ESMO-Magnitude of Clinical Benefit Scale; PARP, poly(ADP-ribose) polymerase;
PD, progressive disease; PFS, progression-free survival.
ESMO. Accessed January 25, 2024. https://www_esmo._org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/er-positive-her2-negative-breast-cancer

These matenials are provided fo you solely as an educafional resource for your personal use. Ay commestial use or distribuion of these materials or any portion thereof is sincly prohibited
I 3t re y ¥ & ducatk ) | Army strbution of 1 rbon th f is stncly proh
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Recaida Temprana

y 2dalinea

Primera Linea

Los ensayos pivotales de fase 3 con inhibidores de CDK4/6
varian en su definicion y criterios de inclusion para TE previa.

RecaidaTemprana y Segurida Linea

MONALEESA-21
Ribociclib + letrozole

MONARCH 32
Abemaciclib + NSAI

PALOMA-23
Palbociclib + letrozole

MONALEESA-74

Ribociclib + goserelin +
tamoxifen/NSAI

MONALEESA-3>a
Ribociclilb + fulvestrant

MONARCH 26.b
Abemaciclib + fulvestrant

PALOMA-37.cd
Palbociclib + fulvestrant

a MONALEESA-3 also included de novo ABC. ® MONARCH-2 recruited an ET-naive population; however, this population was not included in the primary or updated OS analysis. ¢ PALOMA-3 allowed = 1 line of ET in ABC and < 1
line of prior chemotherapy for ABC. 9 Second and later-lines of therapy. ¢ Time since the last dose of nonsteroidal aromatase inhibitors must have been greater than 12 months. f In MONALEESA-2, patients with DFI (defined as the

Primera Linea

Sin TE en etapa
avanzada

Recaida > 12 Meses desde
finalizar T.E (Neo) adjuvante

Recaidaen o <12 Meses
después de finalizar la T.E
(Neo)adjuvant ET

Recaida en primera linea
T.E para CMA

v

v (NSAI only)®

v (non-NSAI)f

v

X (no early relapsers)9?

‘/(NSAI only)®

v/ (non-NSAI)

v

Vi

NN NS

v

v

v

v

36% tenia =2 lineas previas
de terapia para CMA

time from initial diagnosis to disease recurrence) < 12 months were allowed if not on NSAl in the (neo)adjuvant setting. $ MONARCH 3 exclude all patients with a DFI < 12 months regardless of prior ET.

hPALOMA-2 included patients with a DFI (time from end of [neo]adjuvant treatment to disease recurrence) < 12 months. ' Patients who relapsed on 1 ET partner < 12 month

ET arm.

References: 1. Hortobagyi GN et al. N Engl J Med. 2016;375:1738-1748. 2. Goetz MP et al. J Clin Oncol. 2017;35:3638-3646. 3. Finn RS et al.
N Engl J Med. 2016;375:1925-1936. 4. Tripathy D et al. Lancet Oncol. 2018;19:904-915. 5. Slamon DJ et al. J Clin Oncol. 2018;36:2465-2472.

6. Sledge GW et al. J Clin Oncol. 2017;35:2875-2884. 7. Turner NC et al. N Engl J Med. 2015;373:209-219.
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ICDK4/6 + Terapia Endocrina, mejoran la SLP
en lera/2dalinea en CMM

Study/Arms IPALOMA-1  2PALOMA-2 3MONALEESA-2 “4MONARCH 3 SMONALEESA-7 SPALOMA-3 ‘MONARCH 2 8MONALEESA-3

Phase 2 3 3 3 3 3 3 3
CDKA4/6i Palbo Palbo Ribo Abema Ribo Palbo Abema Ribo
ET partner Al Al Al Al Alftam + OS Fulvestrant Fulvestrant Fulvestrant
N 165 666 668 493 642 521 669 726
Median PFS 145 14.5 16 14.7 13.0 4.6 9.3 12.8
(placebo), mo
Median PFS
(CDK4/6i), mo 20.2 27.6 25.3 28.1 23.8 11.2 16.4 20.5
0.48 0.56 0.54 0.55 0.55 0.50 0.553 0.593
HR 95% CI 0.31-0.74 0.46-0.69 0.41-0.69 0.44-0.69 0.44-0.69 0.40-0.62 0.45-0.68 0.480-0.732
P value <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01

1. Finn R et al. Lancet Oncol. 2015;16:25-35. 2. Rugo H et al. SABCS. 2017. 3. Hortobagyi GN, et al. ASCO. 4. Goetz MP et al. J Clin Oncol. 2017;35:3638-3646.
5. Tripathy D et al. Lancet Oncol. 2018;19:904-915. 6. Turner NC et al. N Engl J Med. 2015;373:209-219. 7. Sledge GW et al. J Clin Oncol. 2017;35:2875-2884.

8. Slamon DJ et al. J Clin Oncol. 2018;36:2465-2472. P cec I'Vi cWw.com



SG en segunda linea con los iCDK4/6

- 1b
MONALEESA-3 2L Subarounp MONARCH 2 [TT2

100
90+ 100 —— Abemaciclib + Fulvestrant (median, 46.7 months)
204 90 ~ —— Placebo + Fulvestrant (median, 37.3 months)
& 70 < 807
= —= 707
S 604 Ribociclib+ s 60
2 . = e S ——
ER Median fulvestrant g B I .
: 404 No. of No. of Overall Ll 50
g Patients  Deaths  Survival T 40
6 30+ mo g a0 4 . T
20 Placebo-t & Median OS, 46.7 (abemaciclib) vs 37.3 (placebo)
Median OS, 40.2 (ribociclib) vs 32.5 (placebo) fulvestrant 20 Hazard ratio for death, 0.76 (95% Cl, 0.61-0.95)
104 HR, 0.73 (95% Cl, 0.53-1.00) 104 P=.01
C T T T T T T T T T T T T T T T T T T T T T T T 1 U T T T T T T T T T T T T T T T T T T T
0 2 4 6 & 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 0 2 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months
No. at risk

No. at Risk
Ribociclib+fulvestrant 237 231222 218 213 210199 188 184 179 172 167 158 152 145135129122 94 63 36 17 7
Placebo+fulvestrant 109103 98 97 93 90 88 83 81 78 77 72 €69 63 61 59 54 4935 23 15 6 1

Abemaciclib + fulvestrant 446 422 410 397 384 364 339 321 302 284 265 246 234 214 202 157 101 58 23 O
Placebo + fulvestrant 223 214 201 195 191 178 170 158 148 135 122 115 99 92 82 62 42 15 3 O

PALOMA-3 ITT?3

100 ]
—— Palbociclib + Fulvestrant (median, 34.9 months)

90 —— Placebo + Fulvestrant (median, 28.0 months)
x 807
= 707
2 601
& 504 —_— T T EEEE T
T 407
g 307 Median OS, 34.9 (palbociclib) vs 28.0 (placebo)

201 Hazard ratio for death, 0.81 (95% CI, 0.64—1.03)

10 P =.09

D T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Now st isk Months Comparisons cannot be made in the absence
0. at risi .
Palbociclis +ulvestrart 347 321 286 247 209 165 148 126 17 0 of well-controlled, head-to-head studies
Placebo + fulvestrant 174 155 135 115 86 68 57 43 .

SIMPOSIO INTERNACIONAL O
DE CANCER DE MAMA g

a Based on final protocol-specified OS analysis.  This is a subgroup analysis, the trial was not powered for this ananlysis.
References: 1. Slamon DJ et al. N Engl J Med. 2020;382:514-524. 2. Sledge GW et al. JAMA Oncol. 2020;6:116-124. 3. Turner NC et al. N Engl J Med.
2018;379:1926-1936.




MONALEESA 3: Sobrevida global por sensibilidade endocrina

Populacdao enddcrina-resistente Populacdo enddcrina-sensivel

100 4 100 +
80 1 Z 80 1
3 ]
'E 6 f 60 1 Ribocichib « fulvestrant
i a
. Median = Median .
g 40 Overall l Ribociclid « tulvestrant g 40 1 Overal “'—s...‘__‘
Survival No. of Survival, No. of L
mo.  events . . mo.  events s
20 1 Ribocikcid + fulvestrant (n = 53) KLY k2 5 o B " 20 4 Ribocichi + fulvestrant (n =289) 450 139 -
. tat {n = 25) ny 18 Placebo + fulvesant (n = 140) 418 85
Hazard rato. 0.615 (85% C1, 04511 47)) Hazard ratio, 0.731 (85% CI. 05570 658)
o L )4 L 4 1 B, ) L L 1) LJ * vegr N T N 3 v L) T L T . L L) L4 L L L L L} b, Wk LS L L} LS 0 L) L T L ! i | L L L L L L 4 LS LS L4 LA L . L] L ) T v LN ' T L4 L)
0 2 4 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 %6 %8 60 62 64 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 35 38 40 42 44 45 45 50 52 54 565 %8 60 62 64
Months Months
Mo ot ek N ot b
Rbosth shivmirant % W & & & » V v 0 - » M M M BB 222 T W N Do L) . ' ) 1 ) © Mookt shdesntrand 200 0 /1 N A A M 020 2T N 00 ' M M I I M I MY T B MY 2 J
» x» 2 ' » 0 M 10 M I IS T R NTTHDE SN Y MY MR

* Ribociclibe + fulvestranto prolongaram SG mediana em relagao a placebo +
fulvestranto em pacientes que eram sensiveis a TE, bem como naqueles

que eram resistentes a TE.

Slamon DJ, et al. J Cin Oncol 382:514, 2020 - Permission for reuse Only [Internet]. Availoble from https.//www.nejm. org/dod/full/10.1056/NEIMo0 1911149




PALOMA 3: Sobrevida global por sensibilidade endocrina

Percentage of Patients

No. at Risk
Palbociclib + fulvestrant
Placebo + fulvestrant

Populagdao enddcrina-resistente

Median
No.of Overall Survival
100+ Patients  (95% Cl)
904 mo
80 Palbociclib + Fulvestrant 73 202 (17.2-26.4)
Placebo + Fulvestrant 18 262 (17.5-31.8) H
701 ) Populacdo enddcrina-sensivel
60+ Placebo + fulvestrant Median
50 No.of Overall Survival
0 100+ Patients  (95% Cl)
Palbociclib + fulvestrant
30- 90+ mo
204 80 Palbociclib+Fulvestrant 274 39.7 (34.8-45.7)
“ acebo lvestra ; 8-37.
104 Hazard ratio for death, 1.14 (95% CI1, 0.71-1.84) § 70+ " ”we . e LN
0 1 1 1 L L) L T  J L e w-‘
0 12 18 24 30 36 42 43 54 ‘s 50- Palbociclib + fulvestrant
Months 8
g 40+ Placebo + fulvestramt
73 64 53 39 27 19 17 16 3 ‘
3 33 2 2 16 1 9 8 2 s 30
204
104 Hazard ratio for death, 0.72 (95% CI, 0.55-0.94)
0 T L T T T T T L 1
0 6 12 18 24 30 36 42 48 54
Months
No. at Risk
Palbociclib+ fulvestrant 274 257 233 208 182 146 131 110 14
Placebo + fulvestrant 136 122 107 93 70 57 48 35 5

JogtedoseJurrgr NC, et ol. N Engl J Med 379:1926, 2018 - Permission for reuse Only [Internet]. https.//www.nejm. org/dol/Jull/10.1056/nejmoa 1810527




MONARCH2: Sobrevida global (SG) por resisténcia a terapia

endocrina

Resisténcia primaria

B OO N ®
ey

HR = 0,686 (0,451, 1,043)

w
e

Sobrevida global (%)

N
e

Mediana da SG

38,7 meses
31,5 meses

—
e

abemaciclibe + fulvestranto (n=112):
placebo + fulvestranto (n=60):

<

0 6 12 18 24 30 36 42 48 54 60
Tempo (meses)

*Valor P de interagdo: 0,588

Adoptodo de Sledge et al., JAMA Oncol. Publicado online em 29 de setembro de 2019

Sobrevida global (%)

- N
o O O

WA OO OO N ®
O O O O O O

Resisténcia secundaria

HR = 0,787 (0,606, 1,021)
Mediana da SG
abemaciclibe + fulvestranto (n=326): 48,8 meses

placebo + fulvestranto (n=162): 40,37 meses

6 12 18 24 30 36 42 48 54 60
Tempo (meses)




Resultados finales de SG especificados por el protocolo en
pacientes tratados con inhibidores de CDK4/6

No se pueden hacer Brazo de Brazo Significancia
comparaciones sin estudios tratamiento: placebo: Hazard ratio Hazard ratio P valor | encontradavs
directos bien controlados. SG, mediana, | SG, mediana, (95% CI) lacebo?
meses meses : : P
Punto de corte ASCO para la mejora en la mediana de
MONARCH 3 66.8 53.7 SG (20%) que seria clinicamente significativo en 0.80
Abemaciclib + NSA pacientes con carncer de mama’ (0.63-1.01) .0664 X
PALOMA-21 L - | 0.96
Palbociclib + letrozole 53.9 °1.2 - ! ! ' | (0.78-1.18) 3378 X
1 1
MONALEESA-22 ! ok 0.76
Ribociclib + letrozole 63.9 1.4 ol I (0.63-0.93) 008 v
1 1
MONALEESA-73 I i 071
Ribociclib + goserelin + NR 40.9 : - | ' .00973 v
: I : (0.54-0.95)
tamoxifen/NSAl : i
. 1
MONALEESA-3* . - ;o 0.72
Ribociclib + fulvestrant MR SO : - ! b (0.57-092) | 004°° v
I I
MONARCH 25 L . | i 0.76
Abemaciclib + fulvestrant 46.7 37.3 ' = : Lo (0.61-0.95) .01 v
1
1 1
PALOMA-36 i 0.81
Palbociclib + fulvestrant 34.9 28.0 : : |- i : (0.64-1.03) .09 x
0.4 0.6 08 '0 12

a2 The red x denotes trials that did not report significant median OS compared with placebo.

"~ Favorece CDK4/6i

Favorece PBO

SIMPOSIO INTERNACIONAL

References: 1. Finn RS, et al. ASCO 2022. LBA1003. 2. Hortobagyi GN, et al. N Engl J Med. 2022;386:942-950. 3. Im SA, et al. N Engl J Med. 2019;381:307-316.
4. Slamon DJ, et al. N Engl J Med. 2020;382:514-524. 5. Sledge GW, et al. JAMA Oncol. 2020;6:116-124. 6. Turner NC, et al. N Engl J Med. 2018;379:1926-1936.
7. Ellis LM, et al. J Clin Oncol. 2014;32(12):1277-1280.
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SONIA: Phase Il Trial Assessing the Optimal
Therapeutic Position of CDK4/6 Inhibitors for
Patients With HR+/HER2- Advanced Breast Cancer
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SONIA: racional

* |a adicion de inhibidores de CDK4/6 a la terapia endocrina mejora la SSP y la SG en
pacientes con cancer de mama avanzado, tanto como tratamiento inicial como
después de la monoterapia endocrina.

— A pesar de la falta de evidencia de superioridad del uso de primera linea sobre
la segunda linea, la mayoria de las guias recomiendan en el ambito de primera
linea.

= E| estudio actual evalud la eficacia y seguridad del inhibidor de CDK4/6 agregado a
la terapia endocrina de primera o segunda linea en pacientes con cancer de mama
avanzado HR+/HER2- que no han recibido terapia previa en el entorno avanzado.

1. Finn. NEJM. 2016;375:1925. 2. Hortobagyi. NEJM. 2016;375:1738. 3. Goetz. JCO. 2017;35:3638. 4. Cristofanili.
Lancet Oncol. 2016;17:425. 5. Slamon. JCO. 2018;36:2465. 6. Sledge. JCO. 2017;35:2875. 7. NCCN Breast v4.2023. E
8. Burstein. JCO. 2021;35:3959. 9. Gennari. Ann Oncol. 2021;32:1475. 10. Sonke. ASCO 2023. Abstr LBA1000. Slide credit: clinicaloptions.com
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PFS2
Patients with HR+/HER2- ABC R non-steroidal Al Primary endpqint
Pre- and postmenopausal women [RAGUETIUIFLIElY + CDK4/6i * PFSafter 2 lines (PFS2)
Measurable or evaluable disease (1:1) Sacondanendboints
(Neo)adjuvant therapy allowed * - : . Y . P
No prior therapy for ABC 0 ig;’gg:gsggﬁ/g;or — * Quality of life
No visceral crisis (neo)adjuvant endocrine =Rt RS EIPN ulvestran » Overall survival

N = 1050

treatment

CDK4/6i » Cost-effectiveness

o Tumor assessments every 12 weeks
o PFSlocally assessed per RECIST v1.1

o Primary analysis planned after 574 PFS2 events
« 89% power to detect superiority according to ESMO MCBS (HR lower limit Cl <0.65 and A 23 months) with two-sided a=5%"

HR+, hormone receptor positive; HER2- , HER2 negative; ABC, advanced breast cancer; Al, aromatase inhibitor; PFS, progression-free survival
* disease-free interval after non-steroidal aromatase inhibitor >12 months. CllinicalTrials.gov (NCT03425838)

1. Cherny NI, et al. Ann Oncol 2017
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Median age, years (range)

WHO PS, n (%)

Menopausal status, n (%)

Disease-free interval, n (%)

Prior (neo)adjuvant therapy, n (%)

Metastatic site, n (%)

Measurable disease, n (%)
Type of CDK4/6i, n (%)

0

=1

Pre- / perimenopausal
Postmenopausal
Newly diagnosed
<24 months

>24 months
Chemotherapy
Endocrine therapy
Visceral disease
Bone-only disease

Palbociclib
Ribociclib
Abemaciclib

First-line CDK4/6i

N=524

64 (24-88)

257 (49)
267 (51)
69 (13)
455 (87)
182 (35)
96 (18)
246 (47)
212 (40)
258 (49)
291 (56)
91 (17)
315 (60)
479 (91)
42 (8)
3(1)

Second-line CDK4/6i
N=526
63 (25-87)
257 (49)
269 (51)
76 (14)
450 (86)
182 (35)
98 (19)
246 (47)
210 (40)
254 (48)
292 (56)
91 (17)
312 (59)
479 (91)
44 (8)
3(1)
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Inclusion period: November 23, 2017 - September 1, 2021

Data cut-off date: December 1, 2022
SE 8N CIGTR Second-line CDK4/6i
N=524 N=526

Patient status, n First-line treatment ongoing 122

Second-line treatment ongoing 82

Follow-up 134

Number of events, n PFS1 407

PFS2 310

0OS 188

Median duration on CDK4/6i, months 8.1

Median follow-up: 37.3 months
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Al +
CDK4/6i

Events/N 310/524 407/526
Median PFS1, mo 247 16.1

Hazard Ratio (95% CI) 0.59 (0.51-0.69)
Two-sided P-value <0.0001

Al + CDK4/6i

£
Ke)
©
Q
o
et
Q
N
T
o

Aromatase Inhibitor

30 36
Time (months)

Al + CDK4/6i 524 (0) 451 (3) 374 (4) 285 (30) 202 (76) 137 (110) 101 (129) 63 (158) 27 (189) 4 (210) 0 (214)
526 (0) 406 (2) 315 (4) 203 (25) 128 (54) 84 (68) 57 (81) 31(93) 17 (105) 5 (114) 0 (119)

Numbers at risk (censored)
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SONIZ

First-line Second-line
CDK4/6i CDK4/6i

Events/N 281/524 310/526
Median PFS2, mo 31.0 26.8
Hazard Ratio (95% Cl) 0.87 (0.74-1.03)

Two-sided P-value 0.10

First-line CDK4/6i
Second-line CDK4/6i

£
¥l
©
el
<)
T
Qo
o~
0
T8
o

K10) 36
Time (months)

69 (184) 31 (215) 5 (239) 0 (243)

First-line 491 (3) 429 (5) 339 (34) 244 (84) 167 (123) 118 (148)
685 (161) 30 (190) 9 (207) 0 (216)

478 (2) 418 (6) 330 (35) 225 (76) 164 (105) 115 (133)

Numbers at risk (censored)
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First-line CDK4/6i

Second-line CDK4/6i

Second-line
CDK4/6i

188/526

First-line
CDK4/6i
184/524

2
)
©
o
2
S
2
&
5
w

Events/N

First-line

2023 ASCO

ANNUAL MEETING

Median OS, mo 459 DI

Hazard Ratio (95% ClI)

Two-sided P-value

524 (0) 485 (4)
526 (0) 483 (2)

0.98 (0.80-1.20)
0.83

K10) 36
Time (months)

427 (37) 324 (103) 240 (157) 171 (197)

426 (32) 328 (89) 242 (139) 175 (186)

Numbers at risk (censored)
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SONIZ

o The safety profile was characteristic for CDK4/6i
* neutropenia, liver function abnormalities, anemia, thrombocytopenia

o 42% more grade =23 adverse events when CDK4/6i was used in first-line

First-line CDK4/6i 2782

1620

Total number of grade =3 adverse events
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CDK4/6 inhibition in first-line compared to second-line
o Does not improve Progression-Free Survival

o Does not improve Overall Survival

o Does not improve Quality of Life

o Extends time on CDK4/6i by 16.5 months

o Increases incidence of grade 3-4 toxicity by 42%

o Increases drug expenditure by $200,000 per patient’

1. CMS drug prices: CMS.gov, Centers for Medicare & Medicaid Services
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SONIA: Conclusion de los investigadores

= E|l uso en primera linea de iCDK4/6 + TE no proporciona un beneficio
estadisticamente significativo ni clinicamente significativo en la SSP en
comparacion con el uso en segunda linea en mujeres con CMM HR+, HER2-.

— El uso en primera linea prolonga el tiempo de CDK4/6i en 16,56 meses y
aumenta la toxicidad y los costos.

= Por lo tanto, el uso en segunda linea puede ser una opcion preferida para la
mayoria de las pacientes. (Financiado por la Organizaciéon Holandesa para la
Investigacion y el Desarrollo en Salud y las Aseguradoras de Salud Holandesas;
numero ClinicalTrials.gov, NCT03425838).

Sonke. ASCO 2023. Abstr LBA1000. Slide credit: clinicaloptions.com E
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Randomized Trials vs Real World Studies

RWE:
Does the drug work?




First-Line Palbociclib + Letrozole vs Letrozole Alone for HR+/HER2-

MBC in Real-World Clinical Practice

Kaplan-Meier Curves of Real-World PFS

Unadjusted Analysis (No. of Pts at Risk)

sIPTW Adjusted Analysis

A. B
100 4 100 A
" PALWLET 2 PALALET
b Median rwPFS=10.7 months ‘ Median rwPFS=20.0 months
E 80 4 95% CIL17.3-219 5 80 4 9S%CL175-219
- LET LET
Madian rwPFS=11.9 months Median rwPFS=11.9 months
95% CI, 105135 95% CIL 10.5-137
$ 60- $ 60-
£ §
n
40 4 40 4
3 E'
g 20 - 20 -
R -
E S e s S -3 ;' et L L
§ o0+ g o0+
-4 =
Hazard ratio=0.58 (85% CI, 0.51-0.67), P<0.0001 Hazard ratio=0.58 (85% CI, 0.49-0.69), P<0.0001
L] L) LJ L] L 14 T T L] L) LJ L] L] LS ¥ T L] T
0 8 12 18 24 30 38 42 48 0 ] 12 18 24 30 36 42 48
Time, mo Time, mo
Patients at risk, n Patients at risk, n
PAL4LET 772 588 400 267 174 114 59 26 8 PAL+LET 839 637 442 300 191 130 62 29 8
LET 658 355 232 155 a8 45 22 1" LET 698 369 241 158 85 47 23 2

After PSM
C.
100 4
2 PALMLET
- Modian rwPFS=20.2 months
5 80 - 95% C1,182-237
LET
Modian rwPFS=11.9 months
95% C1, 104145
§ 60-
§
§ <0
-
E ] =
% ‘.‘ '\A\_\
I L S
E T
§ 0+
<
Hazard rato=0.54 (85% CI, 0.46-0.65), P<0.0001
) L] L L) L] L L] L)
0 6 12 18 24 30 36 42
Time, mo
Patients at risk, n:
PAL+LET 464 362 249 166 108 70 40 17
LET 464 246 165 110 65 30 15 7

LET, letrozole; PAL, palbociclib; PSM, inverse probability treatment weighting; rwPFS, real-world progression-free survival; sIPTW, stabilized inverse probability treatment weighting.

DeMichele A, et al. Breast Cancer Research. 2021:23:37.



First-Line Palbociclib + Letrozole vs Letrozole Alone for HR+/HER2-

MBC in Real-World Clinical Practice (cont)

Kaplan-Meier Curves of Real-World OS

Unadjusted Analysis (No. of Pts at Risk)

A
100 4
80-

&

- 60+

g

3

§

O 204
0-

Hazard ratio=0.63 (95% CI, 0.54-0.75), P<0.0001
Ls T T

PALMLET
Median OSsNR
95% CI, NE-NE

LET
Median 0S=40.3 months
95% CI, 34.2-NE

L

80 4

Overall Survival, %

0

Patients at risk, n

PAL+LET
LET

658

6

o)

12

34

18

507
402

24
Time, mo

389
309

30

269

36 42 48

175
142

a8 26

DeMichele A, et al. Breast Cancer Research. 2021:23:37.

40 4

20 4

sIPTW Adjusted Analysis

Hazard ratio=0.66 (95% CI, 0.53-0.82), P=0.0002
LS 1) T LS

PALHLET
Median OS=NR
95% CI, NE-NE

LET

Modian OS=43.1 months

85% CI, 34.3-NE
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18
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420
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24
Time, mo

334

30
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36 42 48
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153

100 4

Overall Survival, %
B

20 4

After PSM

\

PALSLET

Patients at risk, n:

PAL+LET
LET

Madian OS=NR
95% CI, NE-NE
LET
Modian OS=43 1 months
Hazard rabo=0.58 (95% C1, 0.46-0.73), P<0.0001 95% CI, 34.2-NE
LS L T L4 L3 T A 1) T
0 6 12 18 24 30 36 42 48
Time, mo
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Patient Population

Treatment

Sample Size
Prior CDK 4/6
Current CDK 4/6

mPFS ET + CDK 4/6
vs ET + placebo

Switching CDK 4/6

Advanced HR+
progression after
prior CDK 4/6 + ET

Fulvestrant (83%) or
Exemestane +/-
Ribociclib

120
Palbociclib 84%
Ribociclib

5.3mvs 2.8m
HR 0.56

Advanced HR+
progression after
prior CDK 4/6 + ET

Arm A: Fulvestrant
Arm B: Fulvestrant +
Palbociclib

220
Palbociclib 90%
Palbociclib

4.6mvs 4.8m
HR 1.11

Advanced HR+
progression after
prior CDK 4/6 + ET

Fulvestrant +/-
Abemaciclib

350
Palbociclib 59%
Abemaciclib

6.m vs 5.3m
HR 0.73




r &

Switching CDK 4/6
or endocrine therapy

s _J

r “ [ Chemotherapy ]
. Oral SERDs in tumors

[ Frogression on first- ] with ESR1 mutations

line CDK 4/6 therapy o 3 d
\ [ TKIs in patients with |
alterations in AKT Antibody-Drug
|_pathway i Conjugates
a D

Novel ER degraders

- S dIPA N AD

\ J




Conclusiones

. ICDK4/6 han impactado favorablemente la SLP y SG en el
CMM en lera o 2da linea

. Hace falta tener mas evidencia si es mejor iniciarlo a la
progresionala TE

. Esperamos a futuro tener mas dato de la relevancia del
switch con los ICDK4/6 o de la TE
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