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@ CONTROVERSIAS EN ONCOLOGIA - ALMERIA

INTRODUCCION

« CMM con RH+ es una enfermedad clinica
y biologicamente heterogénea.

* En estas pacientes la TE es el tratamiento
de eleccidon y se establece en base a:

. 1)IHQ ++ del RH(factores bioldgicos)

. 2)ILE (factores de agresividad)

. 3)La respuesta a los TH previos

. 4)La necesidad de una rapida respuesta



@ CONTROVERSIAS EN ONCOLOGIA - ALMERIA

-CMM objetivo fundamental:
-Mejorar calidad de vida
-Prolongar la supervivencia
RH+/her2: TE pilar esencial de tratamiento

QT:

1) Crisis amenazantes para la vida, criterios SEOM
-Insuficiencia hepatica

-Linfangitis carcinomatosa, disnea
Incapacitante

-Carcinomatosis meningea, MTS SNC
-Infiltracion MO: sintomatica
-Derrame pericardico severo

2) Refractariedad a TE previa



mbio en la Historia Natural del Cancer de Mama Lumii

Tamoxifen
6 months!

Aromatase inhibitors
10-14 months®®

0 6 12 18 24
Median TTP/PFS (months)

1-03. Bonneterre J, Cancer 2001. Nabholtz JM, JCO 2000, Paridaens M), JCO 2008, Ellis M, ESMO 2016 Finn RS, NEIM 2016, Hortohagyi G, NEJM 201¢




@ CONTROVERSIAS EN ONCOLOGIA - ALMERIA

Resistencia endocrina 1&/refractaria

 Larecaida ocurre < dos anos del inicio
del tratamiento hormonal adyuvante

* Durante los 6 primeros meses de la
primera linea de tratamiento hormonal
para el CMM, existe una resistencia
intrinseca primaria o insensibilidad al
tratamiento hormonal.




@ CONTROVERSIAS EN ONCOLOGIA - ALMERIA

Resistencla secundaria

« Se produce después de haber transcurrido
mas de dos anos del inicio del tratamiento
hormonal adyuvante pero antes de un ano
del fin de la adyuvancia

* Progresion se produce después de los 6
meses del inicio del tratamiento hormonal
para la enfermedad metastasica, existe
resistencia adquirida o secundaria




Linea
de

tiempo

Primeras lineas
Endocrinosensibles

Segundas lineas
Endocrinoresistentes

Tipos de pacientes

Cirugia

+Recaida temprana (“early relapsed”): recaida durante el

QT 6 cicl tratamiento adyuvante o en los 12 meses tras finalizarlo
CIClOS **Recalda tardia: recaida tras > 12 meses tras finalizar la
adyuvancia

***De novo: pacientes diagnosticadas en enfermedad
metastasi

ADYUVANCIA Enfermedad metastasica/recaida

(hasta 5 afios) 12 meses # Pacientes

< > ENI

>12 meses
Adyuvancia <€ 2  Recaida tardia** G 226 (31,8%)

ILE
G De novo*** 139 (19,5%)

345 (49,7%)

Adyuvancia Recaida temprana* @ 208 (29,3)

>12 meses 1L HT
Adyuvancia € 2 Recaida tardia** Recaida @
LE 137(19,3%)

d NOVARTIS 1L HT De novo*** Recaida @ v Q KISQALIO

W Este medicamento esta sujeto a sequimiento adicional, es prioritaria la notificacion de sospechas de reacciones adversas asociadas a este medicamento ribociclib
1. Slamon DJ et al. ASCO 2018;abst 1000 (oral); 2. Slamon DJ et al. J Clin Oncol 2018



Todas las poblaciones con CMm HR+/HER2-
representada en sus estudios pivotales

1 Linea de tratamiento 2 2 Lineas de tratamiento

PALOMA 2
( 22.3% en adyuvancia con TAMOXIFENO)
PALOMA-2 PALOMA- 3
PALOMA-3 (21% en adyuvancia con TAMOXIFENO/IA)

4.1 Indicaciones terapéuticas

IBRANCE esta indicado para el tratamiento del cancer de mama metastasico o localmente avanzado,
positivo para el receptor hormonal (HR) y negativo para el receptor 2 del factor de crecimiento
epidérmico humano (HER?2):
- en combinacion con un inhibidor de la aromatasa;
- en combinacion con fulvestrant en mujeres que hayan recibido hormonoterapia previa (ver
seccion S.1).

En mujeres pre o perimenopdausicas la hormonoterapia se debe combinar con un agonista de la
hormona liberadora de la hormona luteinizante (LHRH).

v I B RA N 6E" s Creado a partir de 1. Finn RS, Martin M, Rugo HS, et al. Palbociclib and Letrozole in Advanced Breast Cancer. N Engl J Med. 2016;375(20):1925-36. 2. Turner NC et al. , Palbociclib in Hormone-
Receptor—Positive Advanced Breast Cancer 2015 N Engl J Med. 3. Cristofanilli M, Turner NC, Bondarenko |, et al. Fulvestrant plus palbociclib versus fulvestrant plus placebo for treatment of
pa |h0 Ci Cl |b hormone-receptor-positive, HER2-negative metastatic breast cancer that progressed on previous endocrine therapy (PALOMA-3): final analysis of the multicentre, double-blind, phase 3
randomised controlled trial. Lancet Oncol. 2016;17(4):425-39. // 4. FT de Ibrance.



¢ Que nos aportan los inhibidores de ciclinas en CMM::

DE NOVO

IA/FULV+INH CDK4/6 25-33,6 M

RECIDIVA TARDIA TRAS HT ADYUV

IA/FULV+INH CDK4/6: 13,1 M RECIDIVA EN CURSO TRAS HT ADY

FULV+INH CDK4/6: 18,8 M RECIDIVA TRAS 12 LINEA

2MPOo en meseas
Finn RS, NEJM 2016. Hortobagyi G, NEJM 2016, Goetz MP, JCO 2017, Turner WNC, NEJM 2015, Sledge GW, JCO 2017..
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Printed by Jozefa Carrillo Ramos on 67342018 5:13:14 AM. For personal use only. Mot approved for distribution. Copyright © 2018 National Comprehensive Cancer Network, Inc., All Rights Reserved.
National

Comprehensive  NCCN Guidelines Version 1.2018 HCCH Buelines Index
NCCN geurs: Invasive Breast Cancer Discussion

Network®

SYSTEMIC THERAPY FOR ER AND/OR PR-POSITIVE RECURRENT OR STAGE IV (M1) DISEASE

HER2-Negative and Premenopausal HER2-Positive and Premenopausal

See Systemic Treatment of Stage IV (M1) Disease (BINV-20) See Systemic Treatment of Stage IV (M1) Disease (BINV-22)
HER2-Negative and Postmenopausal HER2-Positive and Postmenopausal

Preferred regimens: = Aromatase inhibitor £ trastuzumab

* Non-steroidal aromatase inhibitor (anastrozole, letrozole) « Aromatase inhibitor t lapatinib

+ Selective ER down-regulator (fulvestrant, category 1)’ » Aromatase inhibitor * lapatinib + trastuzumab

* Tamoxifen or toremifene = Fulvestrant  trastuzumab

+ Steroidal aromatase inactivator (exemestane « Tamoxifen t trastuzumab
* Palbociclib + aromatase inhibitor {l:ﬂtEPUry 0%
» Palbociclib + fulvestrant (category 1)

« Ribociclib + aromatase inhibitor (category 1:-2"
* Abemaciclib + aromatase inhibitor (category

Bemacicib [Vest catego

+ Exemestane + everolimus28
* Fulvestrant + everolimus

« Tamoxifen + everolimus

* Ribociclib + tamoxifen (category 1}2’T

iseful i A .
* Megestrol acetate 3CDK4/6 inhibitor in combination with an aromatase inhibitor (anastrozole,

+ Fluoxymesterone letrozole, or exemestane) may be considered as a treatment option for first-
- Ethinyl estradiol line therapy for postmenopausal patients with hormone-receptor positive,

« Abemaciclib®® HER2-negative metastatic breast cancer.

“For postmenopausal women or for premenopausal women receiving ovarian
suppression with an LHRH agonist, with hormone-receptor positive and
HER2-negative metastatic breast cancer that has progressed on or after
prior adjuvant or metastatic endocrine therapy.

SIndicated after progression on prior endocrine therapy.

84 combination of exemestane with everolimus can be considered for
patients who meet the eligibility criteria for BOLERO-2 (progressed within
12 mo or on non-steroidal Al).

trsetditisasisivestrantlearastesst 7 . ) ' . .
W : s e May be considered as a treatment option for first-line therapy with ovarian
f there is disease progression while on CDK4/6 inhibitor therapy, there are no dath to : : : "
support an additional line of therapy with another CDK4/6-containing regimen. Liewise, SUPFI’;ESS;_?ERC’; ablatl?l’] for ﬁrer:tilnogaus‘?l patients with hormone-receptor
if there is disease progression while on a everolimus-containing regimen, there afe no positive, -negative metastatic breast cancer.

a - . . n -
data to support an additional line of therapy with another everolimus regimen. I:ﬁ::;?ﬁ;g;; ?rriﬁ'r:ssm!ugs?:ﬁgr;rﬂ?ggﬂncrlne therapy and prior

1A single study (S0226) in women with hormone receptor-positive breast cancer and no
prior chemotherapy, biological therapy, or endocrine therapy for metastatic disease
demonstrated that the addition of fulvestrant to anastrozole resulted in prolongation
of time to progression. Subset analysis suggested that patients without prior adjuvant
tamoxifen and more than 10 years since diagnosis experienced the greatest benefit.
Two studies with similar design (FACT and SOFEA) demonstrated no advantage in time

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

\ersion 1.2018, D320/ME © Nationsl Comprehensive Cancer Netwerk, Inc. 2018, All ights reserved, The NCCN Guidelines® and this illisiralion may nof b repradused in any arn withaut the express wrilien permission of NCCNE. BINV-N
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SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV (M1) DISEASE:

ER AND/OR PR POSITIVE; HER2 NEGATIVEY )
Continue

therapy until Progression

progression®®®
or unacceptable See BINV. 22

toxicity

Visceral crisis » Consider initial chemotherapy™™™.nnn

Owvarian ablation or suppression, plus a different

Premenopausall * endocrine therapy + CDK4/6 or mTOR inhibitor k&

Mo visceral crisis

and

Pﬁorendqcﬁne
therapy within 1y Consider a different endocrine therapy

Postmenopausalll ——= | cnyas or mTOR inhibitork

Continue

Owarian ablation or suppression, plus endocrine therapy endocrine

+ CDKA4/G inhibitor kkk therapy until Progression
or ["|progression®®® —*geq pINY.22
Selective ER. modulatorskkk or unacceptable

Mo visceral crisis toxicity

and
Mo prior Aromatase inhibitor + CDK4/6 inhibitor (category 1)kkk
endocrine or

therapy within 1y Fulvestrant + CDK4/6 inhibitor (category 1)k

or

Postmenopausalli ——| Aromatase inhibitorkkk

or

Selective ER modulatorskkk

or

Selective ER down-regulator®k*

Premenopausall —

4 See Principles of HERZ Testing (BIMWLA)L
Il See Definit am <o (BINV-O)
kKK See Systemic Therapy for ER- andlor PR-Positive Recument or Stage 'V (M1)

Disease (BINV-P). Nt Consider PARP-inhibitor monotherapy as an option for patients with HER2-
" Fulvestrant has been combined with COK4/8 inhibitors (palbociclib, ribociclilz) in negative tumors and germiline BRCA1/2 mutations.
the first-line setting in two randomized trials. 200 See Principles of Monitoring Metastatic Disease (BINV-R].

Hote: All racommendations are category 24 unlesa otherwlas Indicated.
Clinical Triaks: NCCH belleves that the bast management of any patient with cancer |= in a clinical trial. Participation In clinical trials |5 sspecially encouraged.

BINV-21

Warskon 12010, BEA410 © 3019 Maonal Comprehanahe Cancer Matwerk® (RCCH), A rights eservsd. NOCH Guidelines® and this Bustation miy fol be feproduced in any form sithou B axpress willen parrmision of NSO




L_Qj CONTROVERSIAS EN ONCOLOGIA - ALMERIA )

12 linea
(HORMONOSENSIBLES)



PALOMA-2: Disefio del estudio de fase lll en pacientes
posmenopausicas con CMM RE+/ HER2-

N = 666

r _ — ™ Palbociclib
+ Mujeres posmenopausicas ~— (125 mg 1 v/d, pauta 3/1%)
« Cancer de mama avanzado RE+/HER2— 2:1 + letrozol

» Sin tratamiento sistémico previo para la enfermedad
avanzada

(2,5 mg 1 v/d)

A 4
ALEATORIZACION

* Se permiti6 el tratamiento (neo)adyuvante previo con
anastrozol o letrozol si el intervalo libre de enfermedad era
2> 12 meses desde la finalizacion del tratamiento

+ Enfermedad mensurable segin RECIST v1.1 o enfermedad
solo 6sea

« EFECOG 0-2
* Funcion organica adecuada

« Sin afectacion visceral avanzada y sintomatica con riesgo
\ de complicaciones potencialmente mortales a corto plazo y

[

aAleatorizacion estratificada por la localizacion de la enfermedad (visceral/no visceral), el intervalo libre de enfermedad y el tratamiento hormonal (neo)adyuvante previo
b3 semanas con tratamiento/1 semana sin tratamiento de un ciclo de 4 semanas

Anastrozol, laboratorio comercializador Astrazeneca; 1 v/d, una vez al dia; EF ECOG, estado funcional del Eastern Cooperative Oncology Group; HER2, receptor 2 del factor de
crecimiento epidérmico humano; RE, receptor de estrdgenos; RECIST, Criterios de Evaluacion de la Respuesta en Tumores Sélidos

clinicaltrials.gov NCT01740427; Finn RS, et al. N Engl J Med 2016



PALOMA-2: SLP evaluada por el investigador
(poblacion ITT)

« Como tratamiento inicial para mujeres posmenopausicas con cancer de mama avanzado
RE+/HER2-, palbociclib + letrozol mejoro significativamente la SLP frente a placebo + letrozol

100
90
80
70
60
50
40
30
20
10

0

PFS probability (%)

[ HR 0.58 (95% CI: 0.46—0.72) ]
2-sided P<0.001

Palbociclib + letrozole (n=444)

Median (95% CI) PFS Median (95% CI) PFS Placebo + letrozole
= 14.5 months (12.9-17.1) 24.8 months (22.1-NE) (n=222)
| | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33

Time from randomization (months)

Number of patients at risk

PAL + LET
PCB + LET

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

Extraido de Finn RS, etal. N Engl J Med 2016

Cl, intervalo de confianza; HER2, receptor 2 del factor de crecimiento epidérmico humano; HR, hazard ratio; ITT, intencion de tratar; LET, letrozol; NE, no estimable; PAL,
palbociclib; PCB, placebo; RE, receptor de estrogenos; SLP, supervivencia libre de progresion



PALOMA 2-Assessed PFS

mPFS Update after > 37 month follow-up

Data cutoff date: February 26, 2016 Data cutoff date: May 31, 2017¢
PBO + LET PBO + LET
mPFS, months (95% ClI) 24.8 (22.1-NE) 14.5 (12.9-17.1) 27.6 (22.4-30.3) 14.5 (12.3-17.1)
PFS HR (95% ClI) 0.576 (0.463-0.718) 0.563 (0.461-0.687)
1-sided p value <0.000001 <0.000001
100 =
80 = — PAL+LET®
. PBO + LET?
S 60 =
¢ -
A 40
207l HR=0.56 (95% CI: 0.461-0.687), p<0.000001
0 rF rr T T T+ T+ T+ T nrrTrT T rrrr i
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Patients at risk: Time (months)

————— 444 424 391 359 353 325 294 268 260 239 224 216 204 192 168 164 150 126 83 64 24 5 4 2 0
PBOTTET 222 204 169 147 143 128 114 100 9% 80 73 70 61 55 46 45 38 34 26 19 5 2 2 2 2 0

aData cutoff, May 31, 2017 PMedian follow-up duration was 23.0 months in the palbociclib + 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 Cl, confidence interval; HR, hazard ratio; ITT, intent-to-
treat; LET, letrozole; mPFS, median PFS; NE, not estimable; PAL, palbociclib; PBO, placebo; PFS, progression-free survival

Rugo HS, et al. Breast Cancer Res Treat. 2019 Jan 10.



MONALEESA-2:

Fase lll ribociclib + letrozol en CMA HR+,
HER2-12

(evaluacion

600 mg/dia, 3 semanas de local segl]n RECIST
PACIENTES tratamiento/ V.l.l)

1 semana sin tratamiento +
letrozol 2,5 mg/dia, pauta

*Mujeres .
continua

Objetivos

con CMA HR+, HER2- secundarios

Estratificad .
o por la 3 semanas de SG (fundamental)

presencia/a tratamiento/ 1 semana * TRG
usencia de sin tratamiento + « TBC

metastasis .
hepaticas letrozol 2,5 mg/dia en

ylo pauta continua . Segu“d_ad y
pulmonares tolerancia

* Las evaluaciones tumorales se realizaron cada 8 semanas durante |os primeros
18 meses, y después cada 12 semanas

enfermedad avanzada

* El andlisis final estaba planificado después de 302 eventos de SLP-93,5% de
potencia para detectar una reduccion del riesgo de 33% (hazard ratio 0.67) con
a=2,5% unilateral

* El andlisis intermedio se planificado después de ~70% eventos de SLP—Criterios
de parada: Two-look Haybittle—Peto: hazard ratio <0,56 y p <0,0000129

* Enlafecha de corte de los datos para el andlsis intermedio (29 enero 2016), se
hahian producido 243 eventos de SLP (80% fraccidn de informacidn)

CMA: cancer de mama avanzado; TBC: tasa de beneifico clinico; HER2—: receptor del factor de crecimiento epidérmico

humano 2-negativo; HR+: recpeptor hormonal positivo; TRG: tasa de respuesta global; SG: supervivencia global; SLP:

supervivencia libre de progresién; QoL: calidad de vida; R: randomizacién; RECIST: Criterios de Evaluacién de Respuesta en

Tumores Sélidos.

1. Hortobagyi GN et al. N Engl J Med 2016;375:1738-48. 2. Hortobagyi
GN et al. Ann Oncol 2016;27(Suppl 6): abstr LBA 3552 (oral).



Evidencia clinica en combinacion:
fase Ill Monaleesa 2 (SLP)

En un analisis posterior con 11 meses adicionales de seguimiento, la

mediana de con KISQALI + letrozol
frente a 16,0 meses con placebo + letrozol (HR=0,568 [IC del 95%:

CURVAS KAPLAN-MEIER DE SUPERVIVENCIA LIBRE DE PROGRESION EVALUADA LOCALMENTE

ne5

f/r

3
1

Ribaciclib | Placeba
+ Letroal | + Letrozal

S
=]
1

PROBAEILIDAD DE SUPERVIVENCLA
LISRE DE PROGRESION (26}

n=33q ne334
Himera da aventos, n %) | W09 | 2056644
Medlana de la SLF, mases X3 1600 a
ag-  JEEMIC 2303091 | (1341821
Hazard ratia {95% IC} 0,548 (0,457 704)
p gR3 0t
0
T T T T T T T T T T T T T T T T T T
0 2 4 3 8 10 12 ] 16 18 0 2 24 26 2B n  ® 34
TIEMPO (MESES)
Nilfiere de pacintes en riesqe
RIB+LET 334 294 277 257 240 227 207 16 1B 176 164 132 T 46 m 1l 1 i

FBO+LET 334 279 286 239 219 196 7@ 156 138 14 w9 63 4 i 7 2 0

IC: intervalo de confianza; LET: letrozol; PBO: placebo; RIB: rbociclib.
Corte de datos 2 de enero de 2017

Updated results from MONALEESA-2, a phase 3 trial of first-line ribociclib + letrozole in hormone receptor-
positive (HR+), HER2-negative (HER2-), advanced breast cancer (ABC).
1. Hortobagyi GN et al. American Society de Clinical Oncology

Annual Meeting; 2017; Poster 1038.



MONARCH 3: Study Design

Inclusion
Criteria

ﬂ ER+, HER2- MBC \

Postmenopausal

Metastatic or locoregionally
recurrent disease with no
prior systemic therapy in this
setting

If (neo)adjuvant ET
administered, a disease free
interval of >12 months since

completion of ET

k ECOG PS =1 /

aper physician’s choice: 79.1% received letrozole, 19.9% received anastrozole

hazard ratio of 0.67

Goetz MP, et al. J Clin Oncol 2017;35:3638-46.

N=493
1

N

Randomization

[

1 mg or2letrozole: 2.5 mg

)

Placebo: BID (continuous

letrozole: 2.5 mg QD until PD

Overall Survival (OS): Immature at this time

150 mg BID (continuous
schedule) plus

Anastrozole

schedule) plus

Anastrozole: 1 mg or?

Median follow-up: 26.7 months (final analysis)

Primary endpoint: \

Investigator-assessed PFS

Secondary endpoint:

OS, Response rates, Safety

Stratification factors:

= Metastatic site (visceral,
bone only, or other)

=  PriorET

\ (Al, no ET, or other) /

Statistics: 240 PFS events for 80% power at one-sided a of 0.025 assuming a

Enrolment: From November 2014 to November 2015 patients enrolled in 158
centres from 22 countries

N



MONARCH 3: Investigator-
Assessed PFS

100+
Median PES
80 Abemaciclib + NSAI: 28.18
g months
g 14.76 months
% 60 -
g HR 0.540 (95%CI 0.418, 0.698)
(O]
T P=0.000002
% 40 -
(O]
o)
e
a
20
0 T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36
Time (months)
Patients at risk:
abemaciclib 328 272 236 208 181 164 106 40 0 0
placebo 165 126 105 84 66 58 42 7 0 0

Gréfica adaptada de: Goetz MP, et al. J Clin Oncol 2017;35:3638—¢
Goetz MP, et al. J Clin Oncol 2017;35:3638—46.



MONALEESA-7 Study Design

First Phase lll trial with a
CDK4/6 inhibitor exclusively in

premenopausal patients 600 mg/day;
3 weeks on/1 week off

+
NSAITAME + GOSH

HR+/HER2- ABC n =335

Placebo
3 weeks on/1 week off

No prior ET for ABCP
< 1 prior CT for ABC

Randomized 1:1

NSAI/TAMS + GOSd
n =337

Stratification Factors

Liver/lung metastasis (yes/no)
*Prior chemotherapy (yes/no)
*Combination partner (NSAI/TAM)

Primary endpoint
* PFS (local)

endpoint
JOK]

Select secondary
endpoints
*HRQOL

*ORR

*TTDD of ECOG PS
* Safety

P3: 1906067

, anastrozole; CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group performance status; FSH, follicle-stimulating hormone; GOS, goserelin; HRQOL, health-related quality of life; NSAI, nonsteroidal

aromatase inhibitor; ORR, objective response rate; TAM, tamoxifen; TTDD, time to definitive deterioration.

2 Premenopausal status was defined as either patient had last menstrual period < 12 months or if receiving TAM or toremifene for < 14 days, plasma estradiol and FSH must be in normal premenopausal range or
in the case of induced amenorrhea, plasma estradiol and FSH must be in normal premenopausal range. Perimenopausal status was defined as neither premenopausal nor postmenopausal (prior bilateral
oophorectomy, age > 60 years, or FSH and plasma estradiol levels in normal postmenopausal range). Patients could not be > 60 years of age. ® Patients who received < 14 days of NSAI/TAM + GOS were allowed.
¢ TAM and NSAI were administered daily orally. TAM dose was 20 mg, LET dose was 2.5 mg. and ANA dose was 1 mg. ¢ GOS 3.6 mg was administered by subcutaneous injection. ANA

2



Primary endpoint: PFS (investigator-assessed)

MONALEESA 7

San Antonio Breast Cancer Symposium, December 5-9, 2017

1712054696

100 =
90
80 —
= 70 o
i
> 50 -
5 40 o
Q PFS (investigator Ribociclib + tamoxifen/NSAI | Placebo + tamoxifen/NSAI
3 KIS | assessment) n=335 n=337 -
) Number of events, n (%) 131(39.1) 187 (55.5)
0 o Median PFS, months 23.8 13.0
10 - (95% Cl) (19.2-NR) (11.0-16.4)
Hazard ratio (95% Cl) 0.553 (0.441-0.694)
0 = One-sided p value 0.0000000983
| | | | | | | | | | | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 26 28 30
No. at risk Time (months)
Ribociclib + tamoxifen/NSAI 335 301 284 264 245 235 219 178 136 90 54 40 3 1 0
Placebo + tamoxifen/NSAI 337 273 248 230 207 183 165 124 94 62 31 24 3 1 0

This presentation is the intellectual property of Debu Tripathy.
Contact DTripathy@mdanderson.org for permission to reprint and/or distribute.

Cl, confidence interval; NR, not reached.
Goserelin included in all combinations.


mailto:DTripathy@mdanderson.org

MONALEESA 7: Overall Survival

e = 29% relative reduction in risk

100 oy A of death
5. - Ribociclib + ET * The P value of .00973 crossed
S — - the prespecified boundary to
e Placebo + ET claim superior efficacy
@
5 0 Ribociclib + ET | Placebo + ET A Landmark Analysis
(o]
Events/N 83/335 109/337 Kap|an_|\/|eier Ribociclib +
. : Placebo + ET
0] Median OS, mo Not reached 40.9 Estimate =1
HR (95% CI) 0.712 (0.535-0.948) 36 months 71.9% 64.9%
od P value 00973 42 months 70.2% 46.0%
_D é ;l Eli é 1IO 1I2 1I4 1IB 1I8 2IO 2IZ 2I4 ZIB 2IB 3IO ?;2 3I4 ?:B 3|8 4|0 4“2 4|4 4|6
No. of Patients Still at Risk Months

Ribociclib 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3 0
Placebo 337 330 325 321 314 309 301 295 283 280 272 258 251 235 210 166 122 92 62 33 19 7 2 0

PRESENTED AT: 2019 ASCO #ASCO19 PRESENTED BY:

Slides are the property of the author,

AN N UAL M EETl N G permission required for reuse.
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PALOMA-3: Disefio del estudiol*

Estudio de fase Il doble ciego en 144 centros de 17 paises (NCT01942135)

+ CMM RH+/HER2- (125 mg 1 v/d;
n =347 3 semanas de
* Pre/perimenopausicas®® o Aleatorizacién 2:1 tratamiento/1 semanasin
posmenopausicas® tratamiento)
N =521 +
. Prog_resi(’)n con terapia hormonal fulvestrantd
previa: > (500 mg i.m. c/4s)

- Durante oen Ios_12 _rnes_(?s Estratificacion: Placebo
posteriores a la finalizacion del o (3 semanas de
tratamiento adyuvante * Metastasis viscerales tratamiento/1 semana sin

— Durante o en el mes posterior al * Sensibilidad a terapia hormonal — trata.mientO)
tratamiento para el CMM previa n=174 *

fulvestrantd

* Pre/perimenopausicas frente a
/p P (500 mg i.m. c/4s)

» <1 pauta quimioterapéutica previa A
posmenopausicas

para el cancer avanzado
Turner et al. 2015

aTodas recibieron goserelina; °Deben haber progresado con tamoxifeno adyuvante u otra terapia hormonal previa (pre/perimenopausicas) o tratamiento con IA (posmenopausicas);
cPacientes aleatorizadas; YAdministrado los dias 1 y 15 del ciclo 1y, posteriormente, cada 28 dias. Fecha de corte de los datos de 5 de diciembre de 2014 utilizada para el analisis
provisional; mediana de seguimiento de 5,6 meses. Fecha de corte de los datos de 16 de marzo de 2015 utilizada para el andlisis final; mediana de seguimiento de 8,9 meses.
Fulvestrant: Laboratorio comercializador AstraZeneca.

CMM, cancer de mama metastasico; HER2, receptor 2 del factor de crecimiento epidérmico humano; IA, inhibidor de la aromatasa; i.m., intramuscular.

1. Turner NC, et al. N Engl J Med 2015. 2. Cristofanilli M, et al. Lancet Oncol 2016. 3. Harbeck N, et al. Annals Oncol 2016.

4. Verma S, et al. The Oncologist 2016


https://clinicaltrials.gov/ct2/show/NCT01942135

Ibrance: Mas del doble de SLP en pacientes hormonorresistentes

Figure 2. Progression-Free Survival: Updated Analysis of ITT Population

100 41— ——  PAL+FUL
" Median PFS, 11.2 months (95 % CI:9.5-12.9)
+ Censored
2 g0 ': e PBO+FUL HR =0,50
. ] J Median PFS, 4.6 months (95 % Cl: 3.5-5.6) (95% CI: 0,4 - 0,62)
:ﬂ_ P +  Censored
= [}
= g
& &0 Ibrance + Fulvestrant
v Mediana (95% IC)
& stp 11,2 meses
.E 40 (9,5-12,9)
a I I Placebo + Fulvestrant
o 204 ) Mediana (95% IC)
HR=0.50 (95 % CI: 0.40-0.62) sLp 4,6 months
One-sided log-rank test; P<0.0001* (3,5-5,6)
0 I I I I I I I I I I I I I I I I I I I I I I I
0o 1 2 3 &4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Time, months
Patients at risk, n:

PAL+FUL3&F 324 276 271 245 242 215 214 189 188 168 162 137 119 69 45 3B 15 12 9 2 1 1 0
PBO+FUL174 162 112 105 83 &80 62 61 531 50 43 40 29 29 15 11 1N 4 4 3 1 V]

(I-confidence interval AU futvestrant; HR=hazard ratic; [TT=intent to-treat; PAL-pabodiciis; PBO-placebo; PF5=progression: free survival.
“Strotfied by the presence of viscesal diseass ond sensitivity to price hormons thesapy.

Extraido de Turner, et al. N Engl J Med 2018

VIBRANCE Y

palbociclib



Reduccidén del riesgo de progresion de tumor en un 50%!

100
)
T 80 HR 0.50 (95% CI: 0.40-0.62)
% 1-sided P<0.0001
S
(/)]
2 60 o
=
Re)
[7)]
2 40
= PAL+FUL
o
0

20 =

Median PFS 4.6 months Median PFS11.2 months
(95% CI: 3.5-3.6) (95% Cl: 9.5-12.9) PCB+FUL
0 ] || ] ] || ] ] ] ] ] ] || ] ] 1

I I I I
0 1 2 3 4
Number of patients at risk

PAL + FUL 347 324 276 271 245
PCB + FUL 174 162 112 105 83

Extraido de Turner, et al. N Engl J Med 2018

[
5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23

Time (months)

242 215 214 189 188 168 162 137 119 69 45 38 15 12 9 2 1 1 0
80 62 B61 51 50 43 40 209 20 15 11 11 4 4 3 1 0

HR = 0,50
(95% CI: 0,4 - 0,62)

Placebo + Fulvestrant
Mediana (95% IC)

sLp 4,6 months
(3,5-5,6)

VIBRANCE Y

palbociclib

1. Turner NC, et al. NEJM 2018
*Fecha de corte de los datos: octubre de 2015

Cl, intervalo de confianza; CMM, cancer de mama metastasico; FUL, fulvestrant; HER2, receptor 2 del factor de crecimiento epidérmico humano; HR, hazard rati@

PCB, placebo; RH, receptor hormonal; SLP, supervivencia libre de progresion




Overall Survival in PALOMA-3 (ITT) ESMO 2018

Absolute improvement in median OS in the palbociclib arm versus the placebo arm

was 6.9 months

PBO+FUL
(n=174)

Median OS,
Month (95% CI)

34.9 (28.8-40.0)

28.0 (23.6—34.6)

~ 100 ==y Stratified Unstratified
S
; 90 = HR (95% CI) 0.81 (0.64-1.03) 0.79 (0.63-1.00)
= 80 — P value (2- _ —
Q ided P=0.09 P=0.05
-§ 70 = sided)
s 60 -
® 50 -
2
> 40 -
>
» 30 i —
S 20 —— PAL+FUL 6,9 meses de mejora
3 10 —— PBO+FUL
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Number of patients at risk Time (months)
PAL+FUL 347 321 286 247 209 165 148 126 17
PBO+FUL 174 155 135 115 86 68 57 43 7

FUL=fulvestrant; HR=hazard ratio; IT T=intent-to-treat;
OS=overall survival; PAL=palbociclib; PBO=placebo.

Breakthroughs that

Turner, etal. N Engl J Med 2018

@ Oncology

change patients’ lives



MONALEESA-3 Study Design

and
postmenopausal
women with
HR+/HER2- ABC

<1 line of prior
ET for
advanced
disease

N =726

Randomized 2:1

Stratified by:

* Presence/absence of
liver/lung metastases

* Prior endocrine

(600 mg/day;

3 weeks on/1 week off)

+

fulvestrant
(500 mg)?
n =484

Primary end point

RECIST version 1.1)

* PFS (locally assessed per

Secondary end points

» Overall survival

* Overall response rate
* Clinical benefit rate

* Time to response

* Duration of response
* Time to definitive

deterioration of ECOG PS

* Patient-reported outcomes

» Safety
* Pharmacokinetics

Patient population definitions

Treatmen
t naive for ™
ABC

1L, first line; 2L, second line; ABC, advanced breast cancer; ECOG PS, Eastern Cooperative

therapy
—> TFI > 12 mo
—> De novo ABC

<1 line
ET
in ABC

TFI £ 12 mo and
no treatment for ABC

TFI > 12 mo + PD on
1L ET for ABC

ABC at diagnosis

—— with PD on 1L ET for
ABC

Oncology Group performance status; ET, endocrine therapy; HER2, human epidermal growth

BARCELONA Congress factor receptor 2; HR, hormone receptor; PD, progressive disease; PFS, progression-free
2019 m survival; RECIST, Response Evaluation Criteria in Solid Tumors; TFI, treatment-free interval.

a Fulvestrant 500 mg intramuscularly every 28 days plus an additional dose on Cycle 1, Day

= early
relapse

31



Progression-Free Survival: Overall Population

Descriptive analysis of PFS consistent with primary report

Progression-Free Survival, %

100 ® “\
80
RIB + FUL
60
40
20+
Events/N 283/484 193/242
PFS, median, 206 12.8
mo
0 HR (95% CI) 0.587 (0.488-0.705)

T T T T T T T T T T T T T T T T T 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 36 38 40 42 44 46

Time, months
No. of patients still at risk

Ribociclib 484 403 364 346 323 305 282 258 239 225 205 198 181 174 159 156 149 127 92 65 29 11 4 0
242 195 168 156 144 134 116 106 98 88 82 68 62 59 51 47 45 41 21 13 6 2 1 0

FUL, fulvestrant; HR, hazard ratio; PBO, placebo; PFS, progression-free survival; RIB, ribociclib. 22



Overall Survival

The reduction in relative risk of death with
RIB was 28 %

100 | v
80 - RIB + FUL
X
o -
= KM
9 4o EventsiN 167/484 108/242 Estimat
3 e
q_) .
= OS, median o 425. 400 (37.0- 36
O 54 (95% C), NR NR
mo ) ) months
42
O | HR (195%I CI) T T 0.7IZ4 (I0.56I8-0.9IZ4) T T T T T T T T T T T T T T months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

P value 0.00455 Time, months

No. of patients still at risk
Ribociclib 484 470 454 444 436 428 414 402 397 389 374 365 348 334 326 309 300 287 237 159 92 41 14 2 0
0

242 233 227 223 218 213 207 199 194 187 184 174 169 159 155 147 141 134 107 64

37 14 3 0

* The P value of 0.00455 crossed the prespecified boundary to claim superior efficacy (P < 0.01129)

congress _ _ . L
%%ELONA m FUL, fulvestrant; HR, hazard ratio; KM, Kaplan-Meier; NR, not reached; OS, overall survival; PBO, placebo; RIB, ribociclib. -




Overall Survival by Line of Therapy
OS by line of therapy was consistent with overall
population

100] = 0esans First line o] v Early relapse + second line
RIB +
807 801
8 s RIB +
g E FUL
S 601 S 60
S S
n )]
e [
O 40 D40
@) @)
201 Events/N 63/237 47/128 20| Events/N 102/237 60/109
2?’ median, Not reached 45.12 23 median, 40.2 325
01 HR (95% CI) 0.700 (0.479-1.021) 01 HR (95% ClI) 0.730 (0.530-1.004)
71T 1 1 T T T T T T 1 ———F——F——F——F—F—F—J7—J—1—J—F T T T T T T T T 1
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 0 2 46 8 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time, months Time, months
No. of patients still at risk No. of patients still at risk
Ribocicli37229 222217214 210207206205202194 190182174 173166 163157138 92 54 22 6 1 ORibociclil237231222218213210199188184 179172167 15815214513512912294 63 36 17 7 1 0
128126125 122121119116113110106104 99 97 93 91 85 84 82 70 4021 8 2 0 0 109103 98 97 93 90 88 83 81 78 77 72 69 63 61 59 54 49 35 2315 6 1 0 O

FUL, fulvestrant; HR, hazard ratio; OS, overall survival; PBO, placebo; RIB, ribociclib.
a This median value may not be estimated reliably due to the last patient on follow-up, who had an event at 45.1 months. 34



MONARCH 2: Study Design

Inclusion
Criteria

* ER+/HER2- MBC
= Pre/peri2 or postmenopausal
= ET resistant:

o Relapsed on neoadjuvant
or on/within 1 yr of
adjuvant

o Progressed on first-line
ET

= No chemo for MBC
= No more than 1 ET for MBC
= ECOGPS<1

Study Population at Baseline?:

= Bone-only disease — 27%

= Visceral disease — 56%

= Primary ET resistance — 25%
= De novo metastatic — 20%

N=669

N
N

SO—TON—T30QSQm .-

150 mgP twice daily

(continuous
schedule)

Placebo twice daily
(continuous

schedule)
Fulvestrant 500 mg¢

Primary endpoint:

Investigator-assessed PFS

Secondary endpoints:

OS, response, clinical benefit
rate, safety

Stratification factors:

= Metastatic site

= ET resistance (primary vs

secondary)?3

aRequired to receive GnRH agonist; PDose reduced by protocol amendment in all new and ongoing patients from 200 mg to 150 mg twice daily after 178 patients
enrolled; 121 were randomized to abemaciclib at the 200 mg starting dose and 57 to matching placebo?; ¢Fulvestrant administered per label.

1. Sledge GW, et al. J Clin Oncol 2017; 35:2875-2884 2. Cardoso F, et al. Breast 2014;6:489-502; 3. Cardoso F, et al. Ann Oncol 2014;25:1871-88.



MONARCH 2: Primary Endpoint,
PFS (ITT)

Median PFS
10§~ Abemaciclib + fulvestrant: 16.4
months
80 9.3 months

HR 0.553 (95%Cl 0.449, 0.681)
p<0.0000001

o)
L P

N
L P

Progression-free survival (%)
N
LD

T LI L L IR DL I RN N
0 3 6 9 12 15 18 21 24 27 30
Patients at risk: Time (months)

abemaciclitd6 367 314 281 234 171 101 65 32 2 0
placebo223 165 123 103 80 61 32 13 4 1 0

PFS benefit confirmed by blinded independent central review [HR 0.460 (95% CI
0.363, 0.584) p<0.000001]

Gréfica adaptada de: Sledge GW Jr, et al. J Clin Oncol 2017;35:2875-8:

Sledge GW Jr, et al. J Clin Oncol 2017;35:2875-84.
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Efectos adversos

-Muy bien tolerados
-Neutropenias (afebriles)
transitorias



Terapias del Futuro

PI3K/Akt ER/PgR/AR Wnt/B-catenin

CDK4/6 Inhibitors NF-xB STATs | MAPKs
Pa:)boacllltf) FGFR
Ribocicli
Abemaciclib \ K ‘/@

GO

E2F

Restriction point

Gene

transcriptio
n

Inactive

Adaptado «



é¢Hormonoterapia tras PE a inhibidores de ciclinas?

BELLE-3 Study Design and Endpoints

+ Postmenopausal women with
HRE+HERZ—, Al-pretreated,
locally advanced or
metastatic breast cancer

Primary endpoint
* PFS (locally assessed per

Randomization (2:1)

+ Progression on or after an RECIST w1.1}
mTOR inhibitor as last line Steatified by visceral Key secondary endpoint
of treatment disesse status s 05
« =432 — Other secondary endpoints

+ PES by PHIKICA status (ctDMA)
+ DS by PIH3ICA status (ctDMA)

+ ORR and CER in the full

population and by PHSCA
« Tumor assessments were performed every 6 weeks status (ctDNA)

+ Safety, pharmacokinetics,

+ Q0% power to detect a 33% risk reduction in PFS (disease progression or death) . .
quality of life

at one-sided g=0 0245, based on the observation of 2132 FFS events



¢Hormonoterapia tras PE a inhibidores de ciclinas?

Estudio SOLAR-1: Subgrupo pre-tto con Inh CDK 4/6

With Prior CDK4/6 inhibitor therapy

ALP + FUL BPBO + FUL
(n=9) (n=11)

L

1001 = Events, n (%) 7(778) | 10 (90 9)
- Median PFS, mo 5.5
< 801 HR, (95% CI) 0.48 (0.17-1. 36)
=
% 2 A Censoring times
3 60 —a—Alpelisib + fulvestrant
B === Placebo + fulvestrant
S 40
=
(V]
>
w

N
o
F J

—

o

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Time (months)
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CONCLUSIONES

-Mejoria de SLP en todos los ensayos 12,
22 y sucesivas

-SG en enfermedad refractaria
-Pre y post menopausicas
-Magnifica tolerabilidad

-Estudios de calidad de vida muy
favorables
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