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De dónde venimos??

2008–2017 – 18 French Cancer Centers

Median OS (95% CI) (months)
by year of diagnosis of MBC

2008 43.4 (40.9−46.5)

2009 42.8 (40.5−45.7)

2010 41.8 (38.9−44.1)

2011 42.5 (40.0−45.9)

2012 46.9 (43.4−49.3)

2013 43.4 (41.4−46.4)

2014 42.2 (39.3−44.5)

2015 39.8 (38.0−42.6)

2016 44.8 (42.5−NR)

YOD 2008 20132009 20142010 20152011 20162012

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

Based on KM estimates
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Grinda et al. ESMO Open 2021.



Presented By Carlos Barrios at 2019 ASCO Annual Meeting



¿Son todos los iCDK4/6 iguales?



¿Son todos los iCDKs iguales? 



Recomendable….

Grinshpun A, et al. Breast Cancer. 2023  



Breast cancer tumor-derived cell lines                                                                   

are often uniquely CDK4-dependent 

McDonald ER, et al. Cell. 2017  

CDK4 mRNA is expressed at significantly 

higher levels than CDK6 in in ER+ BC

CDK4 juega un papel más importante que CDK6 en el CM



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.

Ribociclib tiene mayor inhibición sobre CDK4 que sobre CDK6 (x8 que palbociclib)

Ribociclib tiene mayores niveles de fármaco libre (x22)

ICDK4/6 tienen actividad diferente sobre CDK4 y CDK6



RIB + LET PBO + LET
Events/n 181/334 219/334
Median OS, months 63.9 51.4
HR (95% CI) 0.76 (0.63–0.93)
p value 0.004

RIB + ET PBO + ET

Patients (n) 335 337

Deaths (n) 83 109

Median OS (months) NE 40.9

First line (median OS) 

MONALEESA-2: PostM – LET + RIB or PBO

Second line or mixed (median OS)

MONALEESA-7: PreM – Gos + NSAI/Tam + RIB or PBO

51.4 → 63.9 months  

Hazard ratio 0.76

63.9 months

(5.3 years)
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MONALEESA-3: PostM

FUL + RIB or PBO

41.5 → 53.7 months

Hazard ratio 0.73 

p = 0.00455
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48 → 58.7 months hazard ratio 0.76

Hazard ratio for death 0.71 (95% CI 0.54–0.95)

p = 0.00973
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Hortobagyi et al. ESMO 2021. Slamon et al. NEJM 2020. Im et al. NEJM 2019. Tripathy et al. SABCS 2020.. 

ICDK4/6: ¿Beneficio en Supervivencia Global?



¿Depende de la situación?



Eficacia en TODOS los Subgrupos

• Según Edad / Estado menopáusico

• Según Afectación visceral

• Según Criterios Hormono-sensibilidad

• Según Factores Biológicos



M-7: Subgrupos edad

PA Fasching, et al. ESMO Breast 2021. 



Eficacia en TODOS los Subgrupos

• Según Edad / Estado menopáusico

• Según Afectación visceral

• Según Criterios Hormono-sensibilidad

• Según Factores Biológicos



Stratified by (1) the presence or absence of 

liver metastases and by (2) DFId < or ≥2 years

Ribociclib

(600 mg, 3 weeks on/1 week off)

+

Letrozole or anastrozole + 

goserelin

Investigators’ choice of 
combination CTe

Docetaxel + capecitabine
Paclitaxel + gemcitabine

Capecitabine + vinorelbine

• Pre-/perimenopausal women

• HR+/ HER2– ABC (>10% ER+)

• No prior systemic therapy for ABC

• Measurable disease per RECIST 1.1

• Aggressive diseasea

• Symptomatic visceral metastases

• Rapid disease progression or

impending visceral compromise

• Markedly symptomatic non-

visceral disease

• ECOG PS ≤ 2b

• Total bilirubin ≤ 1.5 ULN 

• N = 222c

Primary endpoint

• PFS (locally assessed per 

RECIST 1.1)

Secondary endpoints

• TTF

• 3-month TFR

• ORR

• CBR

• TTR

• OS

• Safety

• QOL

Exploratory endpoints

• Biomarker analyses

• Healthcare resource utilization

R 1:1

RIGHT Choice study design

Tumor imaging evaluation

Q6W 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.
a Where combination CT is clinically indicated by physician’s judgment; b For patients with ECOG 2, the poor performance status should be due to breast cancer; c Patients were enrolled from Feb 2019 to Nov 2021; d 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; e 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); f Until 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. 



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

Parameter, n (%)
RIB + ET

n = 112

Combo CT

n = 110

Median age, years 44.0 43.0

≥40 years 80 (71.4) 72 (65.5)

Racea

Asian 60 (53.6) 58 (52.7)

White 51 (45.5) 52 (47.3)

Histological grade

Grade 1 10 (8.9) 16 (14.5)

Grade 2 66 (58.9) 61 (55.5)

Grade 3 35 (31.3) 29 (26.4)

≥50% ER+ 95 (84.8) 95 (86.4)

PR+ 99 (88.4) 102 (92.7)

Parameter, n (%)
RIB + ET

n = 112

Combo CT

n = 110

Disease status

De novo 71 (63.4) 73 (66.4)

Visceral metastatic sitesb

Liver 56 (50.0) 57 (51.8)

Lung 63 (56.3) 58 (52.7)

Liver or lung 89 (79.5) 85 (77.3)

Aggressive disease characteristic

Rapid progression 23 (20.5) 18 (16.4)

Symptomatic non-

visceral disease
15 (13.4) 16 (14.5)

Symptomatic 

visceral metastases
74 (66.1) 76 (69.1)

Visceral crisisc 61 (54.5) 55 (50.0)

YS Lu, et al. SABCS 2022. 

RIGHT Choice Baseline characteristics



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.
a Ten patients in CT arm did not receive any treatment; b HR is obtained from Cox Proportional-Hazards model stratified by liver metastasis and disease-free interval per IRT.

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

RIB + ET Combo CT

Events/n 52/112 58/110a

Median PFS, mo 24.0 12.3

HR (95% CI)b 0.54 (0.36-0.79)

P value .0007

YS Lu, et al. SABCS 2022. 



Eficacia en TODOS los Subgrupos

• Según Edad / Estado menopáusico

• Según Afectación visceral

• Según Criterios Hormono-sensibilidad

• Según Factores Biológicos



¿Qué hacer en 1ª línea?



¿Qué hacer en 1ª línea? Guías Clínicas

NCCN v3 2023. 



Eficacia en TODOS los Subgrupos

• Según Edad / Estado menopáusico

• Según Afectación visceral

• Según Criterios Hormono-sensibilidad

• Según Factores Biológicos



ES2107013229

Translational 

Research: 

• 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

HARMONIA - a Solti sponsored H2H trial in collaboration with AFT and NVS

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

HER2E

N=~391

Basal-like

N=~50

Until PD or 

toxicity1
:1

Randomization stratification

• Presence of liver and/or lung 

metastases

• Prior ET

• Study treatment with LET versus FUL

• Pre-/post-menopausal or 

male patients

• Advanced/metastatic 

HR+/HER-negative breast 

cancer

• ER IHC <100%

• ≤1 prior ET for metastatic BC

• No prior CT for metastatic BC

Exploratory cohort

This international, multicenter, open-label Phase III 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

Until PD or 

toxicity

PAM50 during SCR in 

biopsy from metastatic 

period

Screening

Cycle 1 

Day 1

Cycle 2 

Day 1

RIB 600 mg QD + ETa

• 3 weeks on/1 week off

• [+ LHRH agonist every 28 days for men 

and premenopausal women]

PAL 125 mg QD + ETa

• 3 weeks on/1 week off

• [+ LHRH agonist every 28 days for men 

and premenopausal women]

Paclitaxel 80 mg/m2 

• Days 1, 8 and 15 of 28 day cycle

EOT

ctDNA #3

Optional 

biopsy

ctDNA #1
ctDNA #2

Optional 

biopsy

PFS

Primary 

objective

Secondary 

objectives

−ORR

−CBR

−Duration 

of 

response

−Safety

Only 

Exploratory

CBR, PFS, 

OS, ORR



¿Cómo tratamos las recidivas en curso 
de HT adyuvante?



Enfermedad Luminal… ¿Mal Pronóstico?

Llombart-Cussac A, et al. The Breast 2014

• Poor-prognosis population if at least two of the
following criteria:

- Liver involvement and/or ≥ 3 metastatic sites

- Prior neo/adjuvant anthracyclines and/or taxanes

- DFI ≤ 24 months



PalboSPAIN Study

233
220
229

0

A+B vs C:  P<0.001

De Novo              Endocrine-S Endocrine-R • PalboSPAIN is the most extensive

European RWD study of Palbociclib in

1rst line therapy

• The median rwPFS times are generally

consistent PALOMA-2

• 24m (CI 95%: 21-27) in the entire

population.

• 28m (CI 95%: 23-39) in de novo

cohort.

• 31m (CI 95%: 26-37) in patients with

>12months Treatment Free Interval

(TFI)

• 13m (CI 95%: 11-17) in population

with ≤12monthsTFI

• OS is still immature

• Safety profile agrees with previous data.

• Number of patients with reductions are

higher than in PALOMA2 but without

impacting negatively on rwPFS.

M Bellet, et al. SABCS 2022.

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



MONARCH-2 Study design

Primary endpoint:

Investigator-assessed PFS

Secondary endpoints: 

OS, response, clinical benefit rate, safety

Stratification factors:

▪ Metastatic site 

▪ ET resistance (primary vs secondary) 2,3

Placebo twice daily

(continuous schedule) 

Fulvestrant 500 mg c

Abemaciclib

150 mg b twice daily

(continuous schedule)

Fulvestrant 500 mg c

▪ ER+/HER2- MBC

▪ Pre/peria 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

▪ ECOG PS ≤1

R
a
n
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2 :1

N = 669

Study Population at Baseline1:

▪ Bone-only disease – 27%

▪ Visceral disease – 56%

▪ Primary ET resistance – 25%

▪ De novo metastatic – 20%

Inclusion Criteria

GW Sledge, et al. J Clin Oncol 2017



MONARCH-2 First Line Patients

GW Sledge, et al. J Clin Oncol 2017

n (%)
Abemaciclib + Fulvestrant

N=446

Placebo + Fulvestrant

N=223

Most Recent line of endocrine 

therapy

1L Subgroup 265 (59.4) 133 (59.6)

2L Subgroup 170 (38.1)  86 (38.5)

n (%) 1L Subgroup 2L  Subgroup

Abemaciclib + 

Fulvestrant 

N=265 

Placebo+ 

Fulvestrant 

N=133

Abemaciclib + 

Fulvestrant 

N=170

Placebo+ 

Fulvestrant 

N=86

Metastatic sitea

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)

Otherb 41 (15.5) 19 (14.3) 31 (18.2) 17 (19.8)

Endocrine therapy 

resistancea

Primaryc 71 (26.8) 39 (29.3) 39  (22.9) 18 (20.9)

Secondaryd 194 (73.2) 94 (70.7) 131 (77.1) 68 (79.1)



MONARCH-2 First Line PFS /OS

GW Sledge, et al. J Clin Oncol 2017

*Analyses were not adjusted for multiplicity, 

and the study was not powered to test the 

effect of Verzenios + fulvestrant among 

subgroups.

1. Neven P et al. MONARCH 2: subgroup 

analysis of patients receiving abemaciclib + 

fulvestrant as first- and second-line therapy for 

HR+, HER2- advanced breast cancer (Abstract 

Number 1061). 2020 ASCO 



MONARCH-2 First Line PFS /OS

GW Sledge, et al. J Clin Oncol 2017

PFS Forest Plot 1L Subgroup

OS Forest Plot 1L Subgroup



ML 2-3-7 Early Relapse Subgroup

G Hortobagyi. NEJM 2022. G Jerusalem, et al. ESMO 2020. D Tripathy. Lancet Oncol 2020.

ESTUDIO ML-2 ML-3 ML-7

% PACIENTES RECIDIVA EN 
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



ML 3 Early Relapse subgroup

G Jerusalem, et al. ESMO 2018



ML 3 Early Relapse subgroup

G Jerusalem, et al. ESMO 2018



¿Cómo trataremos las recidivas 

tras iCDK4/6 adyuvante?



Estudio MONARCH-E: Diseño del Estudio

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



Estudio MONARCH-E: Beneficio DRFS en Cohorte 1

S Johnston. Lancet Oncol 2022.

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) 



Kalinnsky K,  et al. ASCO 2022.

MANTAIN: Ribociclib tras Inh CDK4/6

Arm 1
Ribociclib + Switch 

Endocrine Therapy*

Arm 2
Placebo + Switch

Endocrine Therapy* 

Key Entry Criteria

• Men or Women age > 18 yrs

• ER and/or PR > 1%, HER2- MBC

• Progression on ET + any CDK 4/6 inhibitor

• < 1 line of chemotherapy for MBC

• Measurable or non-measurable

• PS 0 or 1

• Postmenopausal

• GnRH agonist allowed if
premenopausal

• Stable brain metastases allowed

1:1

N=120

Primary Endpoint
• Progression free survival

• Locally assessed 
per RECIST 1.1

Secondary Endpoints
• Overall response rate

• Clinical benefit rate
• Safety
• Tumor and blood 

markers, including 
circulating tumor DNA



Kalinnsky K,  et al. ASCO 2022.

MANTAIN: Ribociclib tras Inh CDK4/6

Primary Endpoint: Progression Free Survival (PFS)

Placebo + 

ET (n=59)

Ribociclib 

+ ET 

(n=60)

Median: 

95% CI (months)

2.76

(2.66-3.25)

5.29

(3.02-8.12)

HR=0.57 (95% CI: 0.39-0.95), p=0.006



Cambios en el perfil mutacional tras iCDK4/6

.

Andre F, et al. ASCO 2021. 

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



Conclusiones



Conclusiones

ESTUDIO ML-2 ML-3 ML-7

% PACIENTES RECIDIVA EN 
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.



Conclusiones
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