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messocccscs e Da dénde venimos??

2008-2017 — 18 French Cancer Centers

Overall survival in the HR+/HER2- subcohort according to the YOD

1.0+ ™ Median OS (95% Cl) (months)
™ by year of diagnosis of MBC

2008 43.4 (40.9-46.5)
>, 2009 42.8 (40.5-45.7)
2 _
= 0.75 2010 41.8(38.9-44.1)
g 2011 42.5 (40.0-45.9)
g 2012 46.9 (43.4-49.3)
S 0.50 2013 43.4 (41.4-46.4)
= 2014 42.2(39.3-44.5)
; 2015 39.8(38.0-42.6)
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Grinda et al. ESMO Open 2021.
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[l 1896.- Beatson describe

remisiones de céncer de
mama metastasico con la
extirpacion de los ovarios.
Nace la hormonoterapia

W 1894.- Haisted
introduce la
mastectomia con
méxima radicalidad
como tratamiento
primario del cancer
de mama

La ablacién ovarica
se incorpora a la
préctica clinica del
tratamiento del
cancer de mama

Il La Doxorrubicina
se muestra activa
como tratamiento
sistémico del
cancer de mama

Primeros programas de
cribado con mamografia

W La cirugia
conservadora se
incorpora como
practica cada vez
mas habitual gracias a la
radioterapia del volumen
mamario residual

W BRCA1 y BRCA2 y su implicacién en
cancer de mama hereditario

Il Los Taxanos se incorporan al
arsenal de tratamiento

M Eficacia de Trastuzumab
en cancer de mama HER2+

M Los inhibidores
de la aromatasa
son incorporados
al tratamiento
hormonal

M Se describen
diferentes
subtipos
intrinsecos de
la enfermedad,
estableciendo
diferencias
genomicas
entre diferentes
tipos de cancer
de mama

W Bevacizumab
resultados prometedores
en enfermedad metastasica

Il Exemestano Gtil como

prevencion en mujeres de
riesgo postmenopausicas

M Palbociclib asociado
| a terapia hormonal

M Everolimus aprobado
en combinacion con
hormonoterapia

efectivo en cancer de
mama metastasico

W Abemaciclib
en cancer
de mama
metastasico

) 4980 ) 1950 ) 2000 ) 2010 ) 2014 ) 2016 ) 2018 ) 20193

Se aprueba el
tratamiento
hormonal

con Tamoxifeno

La quimioterapia
adyuvante aumenta
la supervivencia y
disminuye el nimero
M de recaidas

Tamoxifeno

es eficaz como
tratamiento
M adyuvante

Mastectomias

menos radicales

permiten obtener el

mismo beneficio
M terapéutico

terapéuticas
M en adyuvancia

M en cancer de mama avanzado

Tamoxifeno (til como .
M prevencion en mujeres de riesgo

Comienza a realizarse la
M biopsia de ganglio centinela

Lapatinib.
activo en Pertuzumab y
cancer TDM1 emergen
i geﬁ'{“ﬂ“a cOmo armas o
eficaces en Ribociclib
enfermedad en cancer
Las plataformas | Il HER2+ de mama
genomlcas Aprobado el doble M metastasico
se incorporan blogueo con Pertuzumab+
a la toma de La Eribulina, Trastuzumab+ Taxanos en
decisiones nuevo agente B mama metastasico

Aprobado el doble

bloqueo con Pertuzumab+
Trastuzumab+ quimioterapia
en tratamiento neoadyuvante

incorporado en
enfermedad
avanzada

Aprobado el uso de Capecitabina

W Tratamiento Locorregional
W Hormonoterapia

W Quimioterapia

M Terapias Biologicas

W Prevencion, Riesgo, Biologia




¢, Son todos los ICDK4/6 iguales?
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¢, Son todos los ICDKs iguales?

A"CDK 4/6 inhibitors

OS results p3 recently reported
BPALOMA2 (palbociclib): @ significant
OS advantage

BMONALEESA2 (ribociclib): §g significant
OS advantage

BMONARCHS3 (abemaciclib): data
immature, non-significant OS
improvement

PALBOCICLIB (PALOMA 2)

RIBOCICLIB (MONALEESA 2) ABEMACICLIB (MONARCH 3)

("/;

N et al. New Eng J Med 2022; Gostz M et o ESMO 2027

D

Paolo Tarantino @PTaranti... - 01 mar.
En respuesta a @PTarantinoMD
@TumorBoardTues y a @drsarahsam

12/24 #TumorBoardTuesday
BIMini tweetorial 5%

A"CDK 4/6 inhibitor

Despite similar PFS efficacy, three
CDK4/6 inhibitors differ in toxicity profile

‘e Palbociclib: more neutropenia
“eRibociclib: more i LFT

can cause prolong QTc
“e¢Abemaciclib: more Gl tox, 4
neutropenia

@ 04 Qs oz &
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The dilemma of selecting a first line CDK4/6 inhibitor
for hormone receptor-positive/HER 2-negative metastatic
breast cancer

Albert Grinshpun (2", Sara M. Tolaney ('™, Harold J. Burstein'~, Rinath Jeselschn (' and Erica L. Mayer (5=

The combination of an endodrine agent with a COK4/6 inhibitor is the standard of care in the first-line setting for patients with
homone receptor-positive, HERZ -negative metastatic breast cancer. Randomized trials have demonstrated similar and significant
improvements in progressionfree survival using the three available (DK4% inhibitors and led to regulatory approval. However,
mature overall survival data now suggest potential differences among the various agents, suggesting an evolution in selection

preferences.
npj Breast Cancer (2023)9:15 ; https/doi.org/10.1038/54 1523-023-00520-7

Grinshpun A, et al. Breast Cancer. 2023



CDK4 juega un papel mas importante que CDK6 en el CM

Increasing CDK6 dependency

Breast cancer tumor-derived cell lines CDK4 mRNA is expressed at significantly
are often uniquely CDK4-dependent higher levels than CDK6 in in ER+ BC
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McDonald ER, et al. Cell. 2017



ICDKA4/6 tienen actividad diferente sobre CDK4 y CDK6

Ribociclib tiene mayor inhibicion sobre CDK4 que sobre CDK6 (x8 que palbociclib)
Ribociclib tiene mayores niveles de farmaco libre (x22)

2% | Ribociclib™ |
)
19 - \ /
E '—_,-;, 16x -
=
oS 18
et
25
g =] 10% 4+
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o= x4+
= x| Palhocicli? . A\bemaci@f
1 1 | 1 | | |
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CDK4 inhibition relative to COK6 from a cellular assay®

Kim S, Oncotarget 2018. Chen P, Mol Cancer Ther. 2016. Infante JR, Clin Cancer Res. 2016. Flaherty KT, Cancer Res. 2012. Patnaik A, Cancer Discov. 2016.



Overall survival (%)

ICDK4/6: ¢ Beneficio en Supervivencia Global?

First line (median OS)

MONALEESA-2: PostM — LET + RIB or PBO MONALEESA-7: PreM — Gos + NSAIl/Tam + RIB or PBO
100+ 48 > 58.7 months hazard ratio 0.76
51'3353'&32)"8‘;‘; o Hazard ratio for death 0.71 (95% Cl 0.54-0.95)
a0 RIB + LET : < RIB + ET p =0.00973
oo PBO + LET 63.9 months = %
E
____________________________ (5.3ye_ar_s)___ > 607 PBO + ET
>
2]
401 sl monthe . ;
Events/n 181/334 219/334 (4.3 years) o Patients (n) 335 337
20 | Median 05, months 63.9 514 2 201 eathsn) 2 109
HR (95% CI) 0.76(0.63-0.93) © Median OS (months) NE 40.9
o p value 0.004 0 =
T T T T T T T T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 4 46
Time (months) Time (months)
Second line or mixed (median OS)
MONALEESA-3: PostM
FUL + RIB or PBO
100
< RIB + FUL
S g |
g
2 60 PBO + FUL
3
n |
E 40 | |
o I I
5 20 41.5 > 53.7 months I I
Hazard ratio 0.73 | |
ol p=000455 i i

0 2 4 6 8 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time (Months)

Hortobagyi et al. ESMO 2021. Slamon et al. NEJM 2020. Im et al. NEJM 2019. Tripathy et al. SABCS 2020..
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Eficacia en TODOS los Subgrupos

« Segun Edad / Estado menopausico



M-7: Subgrupos edad

PRESENTED MEDIAN OS RESULTS FROM THE ML-7 STUDY

Months

240ys 0SET+RIBO |GGG :: :
240ys 0SETmono [ 5/
<40ys 0S ET+RIBO [N ;' :
<40ys 0S ETmono |GGG, - 5

0 10 20 30 40 50 60

PA Fasching, et al. ESMO Breast 2021.



Eficacia en TODOS los Subgrupos

« Segun Afectacion visceral



RIGHT Choice study design

T Primary endpoint
i ereteel * PFS (locally assessed per
* Pre-/perimenopausal women y p
« HR+ HER2- ABC (>10% ER+) (600 mg, 3 weeis on/1 week off) RECIST 1.1) |
« No prior systemic therapy for ABC S S ?tﬁ:dary endpoints
* Measurable disease per RECIST 1.1 oserelin
« Aggressive disease? g + 3-month TFR
« Symptomatic visceral metastases R 1:1 * ORR
« Rapid disease progression or * CBR
impending visceral compromise Investigators’ choice of * TIR
« Markedly symptomatic non- combination CT® . (S)Sf t
i i « Safe
wsceLaI Slsease Docetaxel + capecitabine . QOL Y
* ECOGPS<2 Paclitaxel + gemcitabine Explorat dooint
* Total bilirubin < 1.5 ULN Capecitabine + vinorelbine xgi:nzz:l)(g z:al?/::ar; S
o N=222¢ .
* Healthcare resource utilization
Stratified by (1) the presence or absence of Tumor imaging evaluation
liver metastases and by (2) DFI? < or 22 years QB6W for 1st 12 weeks, Q8W for

next 32 weeks, then Q12Wf

ABC, advanced breast cancer; CBR, clinical benefit rate; CT, chemotherapy; DFI, disease-free interval; ECOG PS, Eastern Cooperative Oncology Group performance status; ER+, estrogen receptor positive;

HER2-, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Q6W, every 6 weeks; Q8W, every 8 weeks; Q12W, every 12
weeks; QOL, quality of life; RECIST, Response Evaluation Criteria In Solid Tumors; TFR, treatment failure rate; TTF, time to treatment failure; TTR, time to response; ULN, upper limit of normal.

2 Where combination CT is clinically indicated by physician’s judgment; ® For patients with ECOG 2, the poor performance status should be due to breast cancer; ¢ Patients were enrolled from Feb 2019 to Nov 2021; ¢ Disease-free interval is
defined as the duration from date of complete tumor resection for primary breast cancer lesion to the date of documented disease recurrence; ¢ If one of the combination CT drugs had to be stopped because of toxicity, the patient was
allowed to continue on the other, better-tolerated CT drug (monotherapy); fUntil disease progression, death, withdrawal of consent, loss to follow-up, or patient/guardian decision, and at end of treatment.

YS Lu, et al. SABCS 2022.



Parameter, n (%)

Median age, years
=40 years
Race?
Asian
White
Histological grade
Grade 1
Grade 2
Grade 3
250% ER+
PR+

RIGHT Choice Baseline characteristics

RIB + ET Combo CT Parameter, n (%) RIB + ET
n=112 n=110 P AR n=112
44.0 43.0 Disease status
Visceral metastatic sites®
Liver 56 (50.0)
60 (53.6) 58 (52.7)
Lung 63 (56.3)
51(45.5) 52 (47.3) Liver or lung 89 (79.5
10 (8.9) 16 (14.5) Rapid progression
66 (58.9) 61 (55.5) Symptomatic non-
. y
35 (31.3) 29 (26.4) visceral disease
Symptomatic
95 (84.8) 95 (86.4) visceral metastases
99 (88.4) 102 (92.7) Visceral crisis®

Combo CT, combination chemotherapy; ER+, estrogen receptor positive; ET, endocrine therapy; RIB, ribociclib.
2 One patient (0.9%) in the RIB arm was African American; ® The same patient may have multiple visceral metastatic sites. ¢ Based on PI’s judgment, which followed ABC3 and NCCN guidelines, which were available at the time of study design.

Combo CT
n=110

73 (66.4)

YS Lu, et al. SABCS 2022.



First-line RIB + ET achieved a statistically significant PFS benefit of = 1 year
over combination CT in aggressive HR+/HER2—- ABC

100+ Events/n 52/112 58/1102
80 - Median PFS, mo 24.0 12.3
HR (95% CI)° 0.54 (0.36-0.79)

60 -

P value .0007

40-

201

Progression-free survival, %

o
1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time, months

No. at risk

RIB+ET 112 103 99 88 78 70 63 56 50 45 36 30 24 18 7 2 2 1 0

Combination CT110 90 84 75 56 46 37 26 22 20 14 9 6 6 3 1 1 0 0

ABC, advanced breast cancer; Combo CT, combination chemotherapy; ET, endocrine therapy; HER2—, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; HR, hazard ratio; IRT, interactive
response technology; PFS, progression-free survival; RIB, ribociclib.
2 Ten patients in CT arm did not receive any treatment; ® HR is obtained from Cox Proportional-Hazards model stratified by liver metastasis and disease-free interval per IRT.

YS Lu, et al. SABCS 2022.



Eficacia en TODOS los Subgrupos

« Segun Criterios Hormono-sensibilidad
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iQué haceren 12 linea?

) .~ Renata Arakelian
[ b @RenataArakelian

Replying tc

, what are your
considerations about abema X ribo in
1 line?
6:31 AM - 23 Mar 23 - 60 Views

QO A <%

Followed by some Tweeters you follow

Albert Grinshpun @AlbertGrinshpun - 1h
Replying to

Until monarch-3 data is out, probably ribo
O 1 t_l O Il|| 11 c@
Renata Arakelian @RenataArakelian - 1h

Thank you! Looking forward to your answer
after monarch-3 publication!
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Senconenane - ¢ QU@ hacer en 12 linea? Guias Clinicas

Paciente con CMm HERZ-negativo y posmenopdusicas o

premenopdusicas que reciben ablacién o supresion ovdrica

PAUTAS PREFERIDAS DTRAS PAUTAS RECOMENDADAS
Tratamiento de primara linaa Tratamienio de primera linea y/o de lineas posteriores
» Inhibidor de la aromatasa + inhibidor de COK46 = Degradador selectivo del receptor de estrigeno (SERD)
- Inhibidor da la aromatasa + ribociclib {categoria 1) - Fulvestrant*

- Inhibidor da la aromatasz + shemaciclib - Para los tumores con mutacidn en ESAT, ver BINV-0 ()
- Inhibidor da la aromatasa + palbociclib = Degradador selectivo del receptor de estrigenct
« Fulvestrant* + inhibidar de COK4/E : '"ﬂ'ﬁ;ﬁ eteroiden e 12 aromatasa

- Fulvestrant + ribociclib {categoria 1) - Letrazol

- Fulvestrant + ahumpi;lih f[:ﬂtﬂﬂﬂ'fiﬂ. 1:"' » Modulzdor sslectivo de los BE

- Fulvestrant + palbociclib - Tamoxifeno
Tratamiento de segunda |inea y posteriores = Inactivador esterpiden de la aromatasa

- Exemestanao

» Fulvestrant + inhibidor de COK4/6 (abemaciclib, palbociclib o
ribociclib) si no se ha utilizado praviamenta un inhibidor de UTIL EN DETERMINADAS CIRCUNSTANCIAS

CDK4/6 (categoria 1)t Tratamienio de lineas posteriores
* Para los tumores con mutacidn en AKICA, consultar las = Acetato de megestrol
opciones adicionales del tratamianto dirigido; ver BINV-0 (6] | « Estradiil
» Everolimus + tratamiento andocrino (axamasiano, = Abemaciclity
fulvestrant, tammdfenoi = Opciones adicionales de tratamiento dirigido, ver BINV-Q (6)

Las guias NCCN" diferencian ribociclib (KISQALI") como la tinica opcion de
tratamiento de primera linea preferlda con Categoria 1 en combinacion con un IA
para pacientes con CMm RH+/HER2-.!

NCCN v3 2023.
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HARMONIA - a Solti sponsored H2H trial in collaboration with AFT and NVS

This international, multicenter, open-label Phase lll trial will be conducted in men and pre-/post-menopausal women with HR+/HER2-,

non-luminal BC who have not received any prior chemotherapy agent for the treatment of advanced disease

Screening

Pre-/post-menopausal or
male patients

Advanced/metastatic Randomization stratification

RIB 600 mg QD + ET?
3 weeks on/1 week off
[+ LHRH agonist every 28 days for men
and premenopausal women]

PAL 125 mg QD + ET?
3 weeks on/1 week off

Until PD or
toxicity

Primary
objective

PFS

)
I
i
+ = i . i . Secondary
?;C/el—:ER negative breast : rF;r:tsai?gsezf liver and/or lung [+ LHRH agonist every 28 days for men objectives
U . PriorET and premenopausal women] h
ER IHC <100% ' . Study treatment with LET versus FUL : . : o
1 1 1 1 )
<1 prior ET for metastatic BC : Exploratory cohort : : : —Duroaftlon
. . i i 2 i response
No prior CT for metastatic BC Basal-like Paclitaxel 80 mg/m Until PD or _ngety
N=~50 Days 1, 8 and 15 of 28 day cycle toxicity
1 v v
. A/ " ‘4)  CIDNA#2 C Only
Translational e N PAMSO0 during SCR in (&) ctDNA #1 O et O CIDNA #3 Exploratory
Research: N biopsy from metastatic - (i::\ b'?opsy (&) Optional CBR, PFS,
period N N biopsy 0S, ORR
« Study Pam50 changes during and after treatment & compare subtype in primary vs. metastatic tumor
« Explore molecular alterations in circulating tumor DNA by NGS to a) correlate with tissue, b) assess ctDNA drop as efficacy marker, c) identify markers of resistance
Q

aFor premenopausal women and men: LET 2.5 mg (orally QD) for 28 days OR FUL 500 mg (intramuscularly two injections) on days 1, 15, 29 and once monthly thereafter; for postmenopausal women: LET 2.5 mg (orally
QD) for 28 days OR FUL 500 mg (intramuscularly two injections) on days 1, 15, 29 and once monthly thereafter.

ABC, advanced breast cancer; BC, breast cancer; CT, chemotherapy; ET, endocrine therapy; EOT, end of trial; ER, estrogen receptor; FUL, fulvestrant; HER2E, HER2-enriched; HR, hormone-receptor; IHC,
immunohistochemistry; LET, letrozole; PD, disease progression; QD, once daily; RIB, ribociclib

NNOVATIVE BREAST CANCER RESEARCH
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¢, Como tratamos las recidivas en curso
de HT adyuvante?



Enfermedad Luminal... ; Mal Prondstico?

Figure 5. Overall survival in the hormone receptor-positive subgroup (n=1517)

according to number of prognostic factors present
Overall | probability (%) Noofprognosic  Noofpaiess  Meian0S,  Hazardato . . .
W || m e * Poor-prognosis population if at least two of the
: - Wl following criteria:
804
2 - Liver involvement and/or > 3 metastatic sites
1 - Prior neo/adjuvant anthracyclines and/or taxanes
0-
: - DFI £ 24 months
0 T T T T 1
0 10 20 0 40 50

Time (months)

Llombart-Cussac A, et al. The Breast 2014



De Nov2017-Nov2019, 762 pacientes, 80% >50 afios, PalboSPAIN Study
30% IV de novo, 78% postmenop, 55% viscerales , TFI<12 meses 30%

De Novo Endocrine-S  Endocrine-R «  PalboSPAIN is the most extensive
| CohotA |  Cohorts | CohortC European RWD study of Palbociclib in

1rstline therapy

median rwPFS (IC 95%) 28 (23-29) 31 (26-37) 13 (11-17) - The median rwPFS times are generally
months consistent PALOMA-2

] - - *  24m (Cl 95%: 21-27) in the entire

= De novo metastatic disease .

_l_l_‘—: Relapse during or £12 months after the end of ET pODU|atI0n.

‘—(:|l —— Relapse > 12 months after the end of ET . 28m (C| 9504: 23_39) in de novo

ors cohort.
« 31m (Cl 95%: 26-37) in patients with
. >12months Treatment Free Interval

= S (TFI)

Cumidative survival

« 13m (CI 95%: 11-17) in population
with £12monthsTFI

028

* OSis stillimmature
«  Safety profile agrees with previous data.

| * Number of patients with reductions are
000 ‘ + : < . i . . .
TA‘BVSC P<0.001 higher than in PALOMA2 but without
Months . . .
6 2, 2 3 impacting negatively on rwPFS.
g;::s: 07 176 233 120 a7
Cohort B 215 184 220 132 39
Cohaort C 179 135 229 79 28

M Bellet, et al. SABCS 2022.
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Inclusion Criteria

-

\

MONARCH-2 Study design

N=669
(i
ER+/HER2- MBC 21
Pre/peri2 or postmenopausal R
. a
ET resistant: n
o Relapsed on neoadjuvant or g
on/within 1 yr of adjuvant * m
o Progressed on first-line ET IZ
No chemo for MBC ?
No more than 1 ET for MBC |
]
ECOG PS <1 / n

Study Population at Baseline®:
= Bone-only disease — 27%
= Visceral disease — 56%

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

|

Abemaciclib
150 mg® twice daily

(continuous schedule)
Fulvestrant 500 mg®

Placebo twice daily

(continuous schedule)
Fulvestrant 500 mg¢

/

Secondary endpoints:
OS, response, clinical benefit rate, safety
Stratification factors:

\

Primary endpoint:
Investigator-assessed PFS

= Metastatic site
= ET resistance (primary vs secondary)23

GW Sledge, et al. J Clin Oncol 2017
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Swonaonremvercn - IMIONARCH-2 First Line Patients

0 (%) Abemaciclib + Fulvestrant Placebo + Eulvestrant
° N=446 N=223

Most Recent line of endocrine
therapy
1L Subgroup 265 (59.4) 133 (59.6)

1Lt Subgroup 21 Subgreup

Abemaciclib + Placebo+ Abemaciclib + Placebo+
Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=265 N=133 N=170 N=86

Metastatic site?

Visceral 147 (55.5) 78 (58.6) 95 (55.9) 49 (57.0)
Bone only 77 (29.1) 36 (27.1) 44 (25.9) 20 (23.3)
Other® 41 (15.5) 19 (14.3) 31(18.2) 17 (19.8)
Endocrine therapy
resistance?
Primary¢ 71 (26.8) 39 (29.3) 39 (22.9) 18 (20.9)
Secondary? 194 (73.2) 94 (70.7) 131 (77.1) 68 (79.1)

GW Sledge, et al. J Clin Oncol 2017
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X

MONARCH-2 First Line PFS /OS

Progression-Free Survival
interaction p-value = 0.341

1L Subgroup 2L Subgroup
1. Neven P et al. MONARCH 2: subgroup 100% Treatment Arm (Median, months) 100% 4 Treatment Arm (Median, months)
analysis of patients receiving abemaciclib + 90% A - :fli?f.fﬂ'ﬁ&?ﬁf::fﬁ"ﬁ (2145) 45) 20% 4 - mr::;yg:;:gﬁ:;r;}ngé , 7.39)
fulvestrant as first- and second-line therapy for T 80% T a0k
HR+, HER2- advanced breast cancer (Abstract (;’; 70% 4 % 70% 4
Number 1061). 2020 ASCO 3 60%- o 60% 4
£ 50% & 50% 4
£ L
8 404 2 a0%
o 8
3 0% 5 0%
T 20%+ @ 20%
10% ~ 10%
HR = 0573 (0451, 0727) HR = 0.478 ( 0.357, 0.639)
0% 0% 4
0 6 12 18 24 30 3/ 4z 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
Number at risk Number at risk
—_— 265 177 141 103 85 75 B85 51 19 4 0 — 170 129 06 63 59 45 a8 27 a [} 1]
—_— 133 79 54 38 25 1w 12 7 o o o L] 86 43 26 15 10 a9 5 2 a o [1]
Overall Survival
interaction p=value = 0.265
1L Subgroup 2L Subgroup
100% o 100%
90% Treatment Arm (Median, months) 20% 4 Treatment Arm (Median, months)
—t— Abemaciclib+Fulvestrant (43 63) == Abemaciclib+Fulvestrant (51.20)
B80% === Placebo+Fulvestrant (37.25) 80% - e Placebo+Fulvestrant (38.72)
5 0% 5 0%
S 60% = 60%
s s
@ 50% @ 50%
] ]
T 40% g 40%
<] <]
30% 4 30% 4
20% 4 20%
10% 10%
HR = 0.851 (0 638, 1.135) HR = 0656 (0.461, 0 935)
0% 4 0%
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 43 54 60
. T Time (months) Time (months)
*Analyses were not adjusted for multiplicity, Nomber at risk Number at risk
and the study was not powered to test the umberat Lmoer at s
. —— 265 247 230 203 186 165 143 "7 56 14 o — 170 156 149 13 112 ar [ a3 45 o a
effect of Verzenios + fulvestrant among W 133 117 110 97 86 73 59 49 28 2 0 e 56 81 78 70 56 47 30 3 14 1 0

subgroups.

GW Sledge, et al. J Clin Oncol 2017
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Senaonasirec™  MONARCH-2 First Line PFS /OS

PFS Forest Plot 1L Subgroup

1
1 Int ti
N Events . HR (95% CI) nteraction
p-value
Overall 398 286 + 0.573 (0451, 0.727)
I
Nature of Disease ! 0.736
Visceral 225 168 —p— 0.535(0.392, 0.731)
Bone only 113 75 — 0.620 { 0.289, 0.989)
Other B0 43 —_—— 0.683 { 0.371, 1.260)
Sensitivity to Endocrine Therapy : 0.069
Primary resistance 110 80 —_—— 0.401 ( 0.256, 0.628)
Secondary resistance 288 206 —— 0.654 ( 0.493, 0.866)
. L1 . .
0.25 05 075 1 2
-
Favors Abemaciclib + Favors Placebo +
Fulvestrant Fluvestrant
OS Forest Plot 1L Subgroup
1
| Int: i
N  Events i HR (95% Cl) neeraction
p-value
Overall 398 205 '—+——| 0.851 ( 0.638, 1.135)
Nature of Disease ! 0.947
Visceral 225 133 ——t— 0.819 (0573, 1.169)
Bone only 113 44 » 0.870 ( 0.466, 1.624)
Other 60 28 " +- 0.941 ( 0.426, 2.081)
Sensitivity to Endocrine Therapy : 0.112
Primary resistance 110 64 —_—— 0.583 ( 0.351, 0.970)
Secondary resistance 288 141 »—rﬁ—< 0.962 ( 0.677, 1.366)
1
0.25 0.5 075 1 2

Favors Abemaciclib + Favers Placebo +
Fulvestrant Fluvestrant

GW Sledge, et al. J Clin Oncol 2017
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Seewaerara - ML 2-3-7 Early Relapse Subgroup

% PACIENTES RECIDIVA EN

) 5 o
CURSO ADYUVANCIA /FIN<12 M 18% 28.3% 30%

460 PACIENTES CON RECIDIVA EN CURSO ADYUVANCIA / FIN <12 M FUERON
TRATADAS CON RIBOCICLIB EN LOS ESTUDIOS MONALEESA

G Hortobagyi. NEJM 2022. G Jerusalem, et al. ESMO 2020. D Tripathy. Lancet Oncol 2020.
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meneoneenes - ML 3 Early Relapse subgroup

Postmenopausal wonen and men

‘with HR+/HERZ - ABC

= Moar £1line of prior endocrine
therapy for ABC

* =1measurabla lesion (RECIST

vl or =1 predaminantly lytic
bone lesion

« ECOGPS <] Randomization {21)

* Mo pricr chemothampy for ABG, Stratified by:
fuhvestrant, or COK4/G inhibitor » Pregancesabaance offverkmgmetastases
» Prior endocrine thempy

ARG advenced braast cancer; CBR, clinkal baneiitrabe, COK4/8, cycin-dependant kinases 4 and & Do, dursbion of response, ECOG, Eastern Cooparative Oncology Group: HER2-, humen epidermal growth Tactor
raceptor 2-nagative;HR+, hormane receptor-positive; HAGoL heslth-relsted qualky of Ihs; OFR, oversll rsepores rats, 0. overallsurivak PFS, progression-ressunivel; PS, pariormancs status, RECIST, Respores
Evaluation Cribaria In Zold Tumors. TTR, Hme b

*Fulvestrant wis administered Intramusculerlyon Cycle 1 Day 1 Cycle 1 Day 16, and Day of svery 25-day cyck theraattar,

+ Early relapse subgroup: patients with disease that relapsed on or =12 months from completion of
(neo)adjuvant endocrine therapy.

G Jerusalem, et al. ESMO 2018
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meneoneenes - ML 3 Early Relapse subgroup

40—
[Rlb=Dci by A Placebo Arm
n=137 n=T1
20 1 Namber ofevents, n %) B4 (813) BE (BT
Median PFS. months (26%Cl) 131 (102149 AEEE-109)
0 —| Hazard ratio (96 1) 0,651 (0.422-0.830)
I 1 I 1 I 1 I 1 1 I 1 1 1 1
0 2 4 B & 10 12 14 G 14 20 2 24 26
Number st risk Timae [neonths)
Ribociclib +fulvestrant 137 105 a4 a2 Bz T a7 LTy 48 268 12 0 3 0
Placebo +fulvestrant 7 &5 i 42 368 H | 18 14 [ 4 2 ] [}

Inthe early relapse setting alone, median PFS was 13.1 months (95% Cl:10.9-14.9) for the ribociclib +

fulvestrant arm vs 8.6 months (95% Cl: 5.6-10.9) for the placebo + fulvestrant arm (hazard ratio: 0.591;
95% Cl: 0.422-0.830;

G Jerusalem, et al. ESMO 2018
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¢, Como trataremos las recidivas
tras ICDK4/6 adyuvante?

Hope Rugo @hoperugo - 06 dic. 22
o #SABCS2022 MonarchE 42 mo FU data
presented by Johnston with ongoing
greater benefit - suggesting a marked
carryover effect. Great for our patients!
Honored to participate. @OncoAlert

TT Persists Beyond Completion of £

“your o (€A% compared 10 rand year OFS s (3% and 4 ¥

®F 1 Qa5 il <

Lucette Veen

@lucetteveen
Respondiendo a @hoperugo y a @OncoAlert
What’s the treatment for those patients

that do become metastatic? Presumably
not CDK4/6i?




Estudio MONARCH-E: Diseno del Estudio

/ \ Cohort 1: High risk based On-study treatment period
HR+, HER2-, node on clinical pathological 2 years
positive high-risk features
EB « z4 ALNOR ieli
W c - 1-3 ALN and at least 1 of the GresIEEls
*\Women or men below- (150mg twice daily)
* Pre-/postmenopausal . Grade 3 disease + ;
- With or without prior » Tumor size 25 cm Endocrine Therapy: Al or tamoxifen Er?c:lc:;‘xnl;pTF::;:;:y
neo- and/or adjuvant @;B 3-8 years as clinically
chemotherapy indicated
* No metastatic disease - Mi ;
- Maxirnurm of 16 Cohort 2;):1'"’5(1:_‘6';5" based Endocrine Therapy: Al or tamoxifen
months from surgery to « 1.3 ALN and B
randomization and 12 » Ki-67 220% and - .
weeks of ET following -+ Grade 1-2 and tumor size [Prlmary Objective: IDFS o ) ) ]
Qe last non-ET / <5¢m Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO
ITT Population
Stratified for: E Cohort 1
«Prior chemotherapy Cohort 2
*Menopausal status 91%

*Region

9%

Johnston. J Clin Oncol 2020. Harbeck. Ann Oncol 2021. Johnston. Lancet Oncol 2022.



Estudio MONARCH-E: Beneficio DRFS en Cohorte 1

100 % . 87-9%
— i g - 0
2 90 1912% - - -
— L
® 80 ! | 86-2% T e,
2 ' ! -89
s : ! : 81-8%
=5 704 I | 1
w ! I ]

] < 1
[ 60 I : |
— 1
w ! ! ]
1 501 | I .
g : | |
- 1
g 4w : | :
&’ 30 Patients Events | | I
— 07 — Abemaciclib + ET 2555 267 : | '
§ o] — ETalone 2565 402 . | :
7} ! ! I
a HR =0-652 (95% CI, 0-558 to 0-761) | ,
10 1 Nominal p < 0-0001 ! I I
I
Planned Abhemaciclib Duration I :
0 6 12 18 24 30 36 42 48 54 60

Time (months)
Number at risk (number censcred)

Abemaciclib + ET 2585(0) 2396 (130) 2340 (155) 2275(177) 2214 (197) 2156 (214) 2051 (279) 1183 (1122) 534 (1763) 81 (2208) 0 (2288)
ET Alone 2565 (0) 2411 (111) 2344 (130) 2259 (154) 2177 (174) 2102 (188) 1964 (273) 1162 (1034) 525(1651) B5(2079) D (2163)

35% reduction in the risk of developing a DRFS event with an increase in absolute
benefit in DRFS 4-year rates (6.1%), compared to 2-and 3-year rates (2.8% and 4.3%, respectively)

S Johnston. Lancet Oncol 2022.



MANTAIN: Ribociclib tras Inh CDK4/6

Key Entry Criteria
* Men or Women age > 18 yrs

Primary Endpoint
» Progression free survival

 ER and/or PR > 1%, HER2- MBC At 1 o LOCa”y assessed
. _ N N _

Progressmn on ET + any CDK 4/6 inhibitor / Ribociclib + Switch per RECIST 1.1
* <1 line of chemotherapy for MBC Endocrine Therapy* Secondary Endpoints
* Measurable or non-measurable 11 - Overall response rate
* PSOorl \ Arm 2 * Clinical benefit rate
« Postmenopausal Placebo + Switch ) _?afety 4 blood

. i i N=120 | Endocrine Therapy* *  lumorand bloo
Srgﬁq';r?gsgfsg?uowed i by markers, including

circulating tumor DNA

Stable brain metastases allowed

Kalinnsky K, et al. ASCO 2022.



MANTAIN: Ribociclib tras Inh CDK4/6

Primary Endpoint: Progression Free Survival (PFS)

g 1.001 = Placebo =+ Ribociclib
2 Placebo + Ribociclib
053 0.751 ET (n=59) +ET
v HR=0.57 (95% CI: 0.39-0.95), p=0.006 (=E0)
' 0501 Median: 2.76 5.29
S : 95% CI (months) | (2.66-3.25) | (3.02-8.12)
"
o 0.251
f=)]
2
& 0.00{__ . . . . .
0 6 12 18 24 30
Placebo 59 13 4 1 1 1
Ribociclib 60 21 11 5 3 2
0 6 12 18 24 30

Time from Randomization (months)

Kalinnsky K, et al. ASCO 2022.



50% +

45% 4

40%

35%

30%

25%

20%

15%

10%

5%

0%

Cambios en el perfil mutacional tras ICDK4/6

Change in mutation profile after CDK 4/6i in 286 ER+/HER2- treated with ET + CDK 4/6i

a7%
30%
15’6

8%

5%
2% 2%
1%

I I L me *.,
PIK3CA FGFR1  PTEN AKT1 NOTCH2 ESR1 ESR1  NOTCH1FRS2amp MDM2 YEATS4 ABCC3

amp fusion amp amp

®CohortPre (n=117) = CohortPost (n=186) Andre F, et al ASCO 2021; adapted from Bedard, ASCO 2021

Andre F, et al. ASCO 2021.
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D

Ribociclib was announced to improve
iDFS in the adjuvant setting (NATALEE
phase 3 trial), where palbociclib failed in
two phase 3 trials.

Paolo Tarantino
@PTarantinoMD

el

Does this increase your confidence
in preferring 1st line ribociclib over
palbociclib in the metastatic setting?

&

Traducir Tweet

Yes, supports 1L ribo 46%
No, unrelated settings 25%
Other (comment) 2% @
See results 27%

670 votos - Resultados finales

16:36 - 27 mar. 23 - 18,4K Visualizaciones

Conclusiones

Dr Sarah Sammons @drsa... - 01 mar.
En respuesta a @stage4kelly
@PTarantinoMD y a @TumorBoardTues
Complicated question but the three
inhibitors are markedly different. The
best we can dois discuss the available
OS data and AE profiles with patients.

O T Q2 o

Dr. Kelly Shanahan @stag... - 01 mar.
Isn’t there a proposed head to head?
RWE paper suggests palbo also
significantly i OS, right?
#TumorBoardTuesday

Q2 134 Q2

Mostrar respuestas

il 401

i

il 364

Paolo Tarantino @PTaranti... - 01 mar.
En respuesta a @stage4kelly
@TumorBoardTues y a @drsarahsam
Control arms help. All control arms had
approximately an OS of 51-54 months,
suggesting not too different populations
enrolled in the three trials.

~ am- ~ N n
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% PACIENTES RECIDIVA EN

) 5 o
CURSO ADYUVANCIA /FIN<12 M 18% 28.3% 30%

460 PACIENTES CON RECIDIVA EN CURSO ADYUVANCIA / FIN <12 M FUERON
TRATADAS CON RIBOCICLIB EN LOS ESTUDIOS MONALEESA

G Hortobagyi. NEJM 2022. G Jerusalem, et al. ESMO 2020. D Tripathy. Lancet Oncol 2020.
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Paolo Tarantino
@PTarantinoMD
En respuesta a @PTarantinoMD, POST-CDK 4/6: Second-line ET Options in

@TumorBoardTues y 20 mas 2023 SRR ARG
23/24 #TumorBoardTuesday

#BreastCancer 'rogression o € eéndocrine therapy LUR4/6
Next Generation Sequencing Recommended
A S [, . (<12 months first-line CDK4/6 + ET (>12 months first-line CDK4/6 + ET
#.Multiplicity of potential treatment |W ’ 7
options are becoming available . oy .
. . ESR1 WT ESR1 mutant

for patients progressing to 1L ET + l ,

1 No Mutation or Poor KPS

Elacestrant Elacestrant*
Rapid Visceral PD or Crisis

#¥.expected to improve outcomes in
near future for this large population of
patients

Chemotherapy pathway

Alpelisib/Fulv or Capavisertib/Fulv*
PARP Inhibit
Capavisertib/Fulv™* Everolimus/ET SRHRILOE

Check thlS a|gorithm by @drsarahsam Clinical Trials Always Encouraged!

&
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