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«GOOD CLINICAL PRACTICE» 

IN HR+/HER2- METASTATIC BREAST CANCER

• Treatment choice based on type of adjuvant therapy, disease-free
interval, extent of recurrent disease

• Treatment balance between efficacy and toxicity (chronic disease)

• Hormone therapy recommended as initial treatment except in case
of imminent life-threatering disease or in rapid visceral recurrence
during adjuvant endocrine therapy

• Treatment administered until there is unequivocal evidence of
disease progression (documented by imaging, clinical examination,
disease-related symptoms)

• Patients should be encoureged to consider enrolling in clinical trials



Necessity to re-testing on recurrent/metastatic disease
Discordance caused by analytical variability

Positivity don’t indicate funtionality of receptors 

Biomarchers changement between primary and 
recurrent/metastatic tumor

Aurilio et al, EJC 2015





Down regulation of ER

PRINCIPLES 
OF 

ENDOCRINE 
THERAPY 

IN 
BREAST 
CANCER

(Letrozole, anastrozole, exemestane)



(Menopausal status)

a. Cardoso F e al. Cancer Treat Rev. 2013; 39:457-65



MECHANISMS OF ENDOCRINE RESISTANCE In HR-positive
METASTATIC BREAST CANCER 

• Activating mutations of ESR1
• Ligand independent ER activation through ER 

phosphorylation
• Up-regulation of alternative signaling pathways

TARGET THERAPY?



ESR1: gene encoding the ER  ESR1-mutated change the function of ER leading to resistance

ESR1mutations occur in 20-40% 
of AI-resistant ER+ breast cancer





CONFIRM Phase 3, Double-Blind Trial 
Compared dose of fulvestrant 500 mg (n.362) vs 250 mg (n. 374)
- PFS was significant longer for fulvestrant 500 mg: HR=0.80; 95%CI: 

0.68, 0.94; p=0.06 or a 20 % reduction for progression
- ORR was similar for fulvestrant 500 mg and 250 mg (9.1% vs 10.2% 

respectively)
- CBR was 45.6% for fulvestrant 500 mg and 39.6% for fulvestrant 250 

Di Leo et al J Clinc Oncol 2010;28: 4594-4600



FALCON trial: anastrozole vs Fulvestrant in HR+/HER- advanced breast cancer

Robertson J et al. Lancet 2016;388:2997-3005



EVEROLIMUS
(Bolero-2 Trial)

PALBOCICLIB 
(Paloma Trials)

RIBOCICLIB
(Monarch Trials)

ABEMACICLIB
(Monaleesa Trials)











ASCO 2017

ASCO 2017



FDA (USA) EMA (EUROPE) AIFA (ITALY)

Palbociclib X X X

Ribociclib X X /

Abemaciclib X / /

DRUGS AVAILABLE IN CLINICAL PRACTICE 

(up date april 2018)







Dosing
Palbociclib, Ribociclib: intermittent 3 weeks on 1 week off, once daily
Abemaciclib: continuous regimen once daily

Target
Palbociclib, Ribociclib target CDK 4 and 6 in similar way
Abemaciclib: target CDK 4 at a rate of 14 times higher versus CDK 6

Patients population (Goetz et al SABCS 2017, Abs G56-02)

Abemaciclib in combination with endocrine treatment offered more 
benefit in ORR and PFS i high-risk clinical characteristics such as liver 
metastases, progesterone receptors-negative tumors, high grade 
tumors, short DFS from adjuvant therapy









(Paloma-study: up date from ASCO 2017)



(Paloma-study: up date from ASCO 2017)



Conclusion: Hormone receptor status at baseline NOT PREDICTIVE for long-term benefit

(Paloma 3-study: up date from ASCO 2017)



(Up date from ASCO 2017)









(ASCO 2017)

Background: Abemaciclib can crosss the blood-brain barrier











Clinical Trials Performed in U.O Oncologia - Negrar
MONARCH 3 - Protocol 13Y-MC-JPBM (b)

A randomized placebo-controlled, phase III study of nonsteroidal aromatase inhibitors (anastrozoleor
letrozole) plus LY2835219, a CDk 4/6 inhibitor or placebo in postmenopausal women with hormone
receptor-positive, HER2-negative, locoregionally recurrent or metastatica breast cancer with no prior
systemic therapy in this disease setting.
Primary objective: to compare treatment with LY2835219 plus NSAI therapy vs placebo+NSAI in PFS

Next-MONARCH – Protocol 13Y-MC-JPCG
A randomized open-label, phase 2 study of abemaciclib plus tamoxifen or abemaciclib alone in women
with previously treated hormone receptor-positive, metastatico breast cancer, HER2-negative.
Primary objective: to evaluate the efficacy in term of PFS in patients with MBC for abemaciclib
150q12H+TAM, Abemaciclib 150Q12H, Abemaciclib 200q12H+loperamide

COMPLEEMENT 1 – LEE011 (ribociclib)
An open-label, multicentric, phase IIIb study to assess the safety and efficacy of ribociclib (LEE011) in
combination with letrozole for the treatment of men and pre/postmenopausal women with hormone
receptor-positive HER2-negative advanced breast cancer with no prior therapy for advanced disease .
Primary objective: to evaluate safety and efficacy in men and pre/postmenopausal women in TTP, ORR,
CBR. BioItalee – CLEE011AIT01

A phase IIIb, open-label, local multicenter study of the molecular features of postmenopausal
women with hormone receptor-positive HER2-negative advanced breast cancer on first-line
treatment with ribociclib and letrozole
Primary objective: to identify circulating tumora Dna (ctDNA) alterations, how to evolve, and
evaluate their possible association with clinical outcome.


