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Dagli inibitori di CDK4/6, agli inibitori di PI3k, ai possibili scenari futuri



CDK4/6 inhibitors: clinical efficacy

Spring LM et al, Lancet 2020



Marra et al., Breast Cancer 2019

CDK4/6 inhibitors: grade 3 adverse events



CDK4/6 inhibitors: efficacy in all subgroups

Goetz MP. J Clin oncol 2017

Monarch 3: liver metastases

Toss A et al, Clin Breast Cancer 2019 



CDK4/6 in endocrine-resistance
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Primary resistance vs secondary: MONARCH2 OS

Sledge GW et al, JAMA Oncol 2019



Hurvitz SA et al ESMO 2020 

MONALEESA 3 and 7: OS in 
endocrine-resistance

MONALEESA 3 MONALEESA 7



CDK4/6 in adjuvant trials

Agostinetto E et al Esmo open 2021



PI3k Pathway/mTOR pathway



PI3k mutation and outcome

Chang DY et al Ther And Clin Risk Man 2021



Ongoing Clinical Trials Investigating Therapies Targeting the 
PI3K/AKT/mTOR Pathway

Breast Cancer: Targets and Therapy 2020



SOLAR-1

PIK3CA-

non-

mutant 

cohort

(n=231)

Alpelisib 300 mg QD 

PO 

+ Fulvestrant 500 mg 

IMa

n=115

Placebo

+ Fulvestrant 500 mg 

IMa

n=116

Alpelisib 300 mg QD 

PO 

+ Fulvestrant 500 mg 

IMa

n=169

Placebo 

+ Fulvestrant 500 mg 

IMa

n=172

PIK3CA-

mutant 

cohort

(n=341)

R 

1:

1

Stratified by presence of 

liver/lung metastases and 

prior CDK4/6 inhibitor 

treatment

Primary endpoint

• PFS in PIK3CA-mutant cohort 

(locally assessed)

Key secondary endpoint

• OS (PIK3CA-mutant cohort)

Secondary endpoints include

• ORR/CBR

• Safety

• Global health status/quality of 

life

R 

1:

1

AI, aromatase inhibitor; CBR, clinical benefit rate; CDK4/6, cyclin-dependent kinases 4 and 6; ctDNA, circulating tumour DNA; ECOG, Eastern 

Cooperative Oncology Group; IM, intramuscular; ORR, overall response rate; PO, orally; PS, performance status; QD, daily; R, randomisation. 
aFulvestrant given on Day 1 and Day 15 of the first 28-day cycle, then Day 1 of subsequent 28-day cycles.

.

• Men or postmenopausal 

women with HR+, HER2–

ABC

• Recurrence/progression 

on/after prior AI-based therapy

• Identified PIK3CA status (in 

archival or fresh tumour 

tissue)

• Measurable disease or ≥1 

predominantly lytic bone 

lesion

• ECOG PS ≤1

(N=572)

NCT02437318

Prospective evaluation of an α-selective PI3K inhibitor in HR+, HER2– ABC

Andrè F et al - ESMO 2020
Andre F, et al. N Engl J Med. 2019



SOLAR 1: PFS in the PIK3CA-mutant cohort

– The primary endpoint crossed the prespecified Haybittle–Peto boundary (one-sided 
p≤0.0199)

Data cut-off: 

Jun 12, 2018

Alpelisib + 

fulvestrant

(N=169)

Placebo + 

fulvestrant

(N=172)

Number of PFS events, 

n (%)
103 (60.9) 129 (75.0)

Progression 99 (58.6) 120 (69.8)

Death 4 (2.4) 9 (5.2)

Censored 66 (39.1) 43 (25.0)

Median PFS

(95% CI)

11.0 

(7.5–14.5)

5.7 

(3.7–7.4)

HR (95% CI) 0.65 (0.50–0.85)

p-value 0.00065

Andrè F et al 2018- ESMO 2018, Presidential Symposium



SOLAR-1: OS in Patients in PIK3CA-mutant 
Cohort

Andre’ F et al, Ann Oncol 2021



Andre’ F et al, Ann Oncol 2021

OS in Patients With Lung and/or Liver 

Metastases

OS in Patients With PIK3CA Mutation in 

Plasma ctDNA

SOLAR-1







Everolimus and exemestane

Rosenblitz M et al, Breast Can Res 2021



OS with everolimus + exemestane

Rosenblitz M et al, Breast Can Res 2021



TRINITI1

• Ribociclib + everolimus+ exemestane in MBC and prior progression on 

CDK4/6 inhibitors

• 104 patients enrolled (25 phase I and 79 phase II)

Bardia A et al, Clin Cancer Res 2021



Conclusions

CDK4/6 inhibitors and PI3k Inhibitors play a Key role in MBC

The optimal sequential strategy today is unknown and few data are available in PI3k Inhibitors post 

CDK4/6 progressions

Lack of predictors markers of response is important and sudies evaluating this factors remain crucial
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