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QUESITO STRUTTURATO
il metodo PICO

P opulation
Pazienti in post-menopausa con 

carcinoma mammario

HR positivo/HER2 negativo recidivate

o metastatiche in prima linea

I    ntervention
Aggiunta di ribociclib a letrozolo

C  omparison
Placebo + letrozolo

O  utcomes
- PFS, OS, ORR* and CBR° (beneficio)

- Safety e QoL (danno)

* ORR: overall response rate (complete or partial response)

° CBR: clinical benefit rate (overall response plus stable disease lasting 24 weeks or more) 



LE EVIDENZE DERIVANTI 

DALLA LETTERATURA



 Up to 75% of breast cancer express the estrogen or progesterone receptor (HR+) [Anderson WE

et al., Breast Cancer Res Treat 2002; Setiawan VW et al., Am J Eoidemiol 2009].

 Endocrine therapy is the standard of care for HR+/HER2- metastatic breast cancer (mBC)

patients without rapidly progressive, symptomatic or significant visceral disease [Cardoso F et al.,

Breast 2014].

 However, resistance occurs in the majority of patients, requiring the administration of

sequential therapy and the identification of effective treatment options that prolong or restore

sensitivity to endocrine therapies [Osborne CK et al., Annu Rev Med 2011; Higgins MJ et al., J Clin Invest

2011].

 Cyclin-dependent kinase 4 and 6 (CDK4/6) overexpression and cyclin D1 amplification are

frequently encountered in HR+ breast cancer, representing key mediators of endocrine

resistance [Cancer Genome Atlas Network, Nature 2012; Zardavas D et al., Nat Rev Clin Oncol 2013].

THE ROLE OF CDK 4/6 IN HR+ 
BREAST CANCER 

CDK4/6-cyclin D inhibition is a potential target in HR+ mBC.



CDK4/6 inhibitors arrest the cell cycle at G1 by selective inhibition of CDK4/6.

Ami NS et al., Curr Treat Option in Oncol 2017.



CDK INHIBITORS IN PHASE III TRIALS 
IN ADVANCED HR+ BREAST CANCER

• Palbociclib - «PALOMA» trials

• Ribociclib - «MONALEESA» trials

• Abemaciclib – «MONARCH» trials



PALOMA-2 

24.8 vs 14.5 months



ACTIVITY OF RIBOCICLIB + 
LETROZOLE IN EARLY STUDIES 

O’Brien NA et al., AACR 2014 (abstr 4756).

Juric D et al., ASCO 2016 (abstr 568).



MONALEESA-2

Hortobagyi GN et al., NEJM 2016.

• A prespecified interim analysis was planned after 70% disease progression or death events.

• No treatment crossover was allowed. 



Hortobagyi GN et al., NEJM 2016.

KEY ENROLLMENT CRITERIA 

• Post-menopausal women with locally

advanced or metastatic BC.

• Histologically/cytologically confirmed

ER+ and/or PgR+ disease.

• HER2- disease confirmed by in situ 

hybridization or IHC.

• ≥ 1 measurable lesion (RECIST 1.1) or 

≥ 1 predominantly lytic bone lesion.

• ECOG performance status ≤ 1.

• Any prior systemic therapy for 

advanced/metastatic BC.

• Previous (neo)adjuvant therapy with a 

nonsteroidal IA, unless a disease-free 

interval >12 months.

• Inflammatory breast cancer.

• Central nervous system metastases.

• Active cardiac disease or history of 

cardiac dysfunction (including a QTcF > 

450 msec).



Hortobagyi GN et al., NEJM 2016.

PATIENT BASELINE CHARACTERISTICS (1) 



Hortobagyi GN et al., NEJM 2016.

PATIENT BASELINE CHARACTERISTICS (2) 



Hortobagyi GN et al., NEJM 2016.

EFFICACY OF RIBOCICLIB + LETROZOLE: PFS 

• The median duration of PFS was NR in the ribociclib group vs 14.7 months in the placebo group [HR 0.56].

• After 18 months, the PFS rate was 63% (95% CI, 54.6-70.3) in the ribociclib group and 42.2% (95% CI, 34.8-

49.5) in the placebo group.

• OS data were immature at the cut-off data for interim analysis.



Hortobagyi GN et al., NEJM 2016.

SUBGROUP ANALYSIS OF PFS



Hortobagyi GN et al., NEJM 2016.

• ORR was 40.7% in the ribociclib group and 27.5% in the palcebo group in the ITT population and 55.7% and

37.1%, respectively, among patients with measurable disease at baseline (p<0.001 for both comparisons).

ORR 



Hortobagyi GN et al., NEJM 2016.

CBR 



Hortobagyi GN et al., NEJM 2016.

ADVERSE EVENTS 



Hortobagyi GN et al., NEJM 2016.

FN occurred in 

5 (1.5%) patients

in the ribociclib

arm vs none in 

the placebo 

group



TREATMENT EXPOSURE AND DOSE ADJIUSTMENTS  

Hortobagyi GN et al., NEJM 2016.

PATIENT DISPOSITION 



Grazie a tutti per l’attenzione

alessandra.modena@sacrocuore.it



• Importanti ed essenziali

- PFS

- (OS)

- ORR

- CBR

(9-7)

• Importanti ma non essenziali

- Neutropenia G3/4

- Neutropenia febbrile

- Ipertransaminasemia

(6-4)

• Non importanti

- Nausea

- Diarrea

(3-1)

OUTCOMES


