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Objectives

• Cyclin kinase inhibitors in pre/perimenopausal women

• Targeting the PI3K/AKT/PTEN pathway

• Update on optimal endocrine therapy in premenopausal 
women



Phase III MONALEESA-7 Trial of Premenopausal Patients With HR+/HER2− Advanced Breast Cancer Treated With Endocrine Therapy ± Ribociclib: Overall Survival Results
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MONALEESA-7 Study Design
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Key Patient Baseline Characteristics
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Overall Survival
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Overall Survival in the NSAI Subgroup
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Time to First Subsequent Chemotherapy
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Progression-Free Survival 2
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Safety
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How does this change clinical practice?
Study PALOMA 2

(palbociclib)
MONALEESA 2
(ribociclib)

MONALEESA 7
(ribociclib)

MONARCH 3
(abemaciclib)

Population postmenopausal postmenopausal Pre/perimenopausal postmenopausal

N 666 668 672 493

Prior chemotherapy 
for ABC?

No No < 1 No

Median PFS (mos) 24.8 v 14.5 25.3 vs 16 23.8 vs 13 28.2 v 14.7

OS Not reported Not reported Not reached v 40.9 mos Not reported
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Future directions

• The use of cyclin kinase inhibitors in the upfront or 2nd-line setting in 
combination with endocrine therapy is standard of care

• Studies are on-going/completed with cyclin kinase inhibitors in the 
adjuvant setting

• Other agents, including oral estrogen receptor down regulators, are in 
phase III trials
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Slide 2
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PI3K/AKT/PTEN pathway in ER positive Breast Cancer
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Capivasertib (AZD5363) in ER positive breast cancer
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FAKTION Trial design
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Baseline Characteristics
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Progression Free Survival in the ITT population<br />
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Treatment exposure
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Notable adverse events affecting >10% of the study population
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Progression Free Survival by PI3K/AKT/PTEN pathway activation status
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How does this change clinical practice?

• On May 24, 2019, the FDA granted approval for alpelisib in 
combination with fulvestrant for hormone receptor positive, HER2 
negative, PIK3CA mutated metastatic breast cancer based on the 
SOLAR-I trial.
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Kaplan–Meier Analysis of Progression-free Survival.

André F et al. N Engl J Med 2019;380:1929-1940



Most Frequent Adverse Events, According to Single Preferred Term and Regardless of 
Relationship to Intervention, in the Overall Patient Population.

André F et al. N Engl J Med 2019;380:1929-1940



How does this change clinical practice?

• On May 24, 2019, the FDA granted approval for alpelisib in 
combination with fulvestrant for hormone receptor positive, HER2 
negative, PIK3CA mutated metastatic breast cancer based on the 
SOLAR-I trial.

• Capivaseritib remains investigational with a phase III trial planned.
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Randomization and Analyses in SOFT and TEXT.

Francis PA et al. N Engl J Med 2018;379:122-137



Characteristics of the Patients in SOFT and TEXT at Baseline, According to Chemotherapy Status.

Francis PA et al. N Engl J Med 2018;379:122-137



Kaplan–Meier Estimates of Disease-free Survival after a Median Follow-up of 8 Years in SOFT.

Francis PA et al. N Engl J Med 2018;379:122-137



Disease-free Survival among All Patients and According to HER2 and Chemotherapy Status in SOFT.

Francis PA et al. N Engl J Med 2018;379:122-137



Kaplan–Meier Estimates of Freedom from Distant Recurrence and of Overall Survival in SOFT.

Francis PA et al. N Engl J Med 2018;379:122-137



Kaplan–Meier Estimates of Disease-free Survival, Freedom from Distant Recurrence, and Overall 
Survival in the Combined SOFT and TEXT Population.

Francis PA et al. N Engl J Med 2018;379:122-137



Targeted Adverse Events during Treatment.

Francis PA et al. N Engl J Med 2018;379:122-137



How does this change clinical practice?

• OS should be considered in combination with tamoxifen or an 
aromatase inhibitor, versus tamoxifen alone

• No direct comparison with extended tamoxifen therapy or sequential 
AI after tamoxifen

• How to incorporate results of gene expression assays?

• OS and AI increase side effects and challenge compliance



Questions?


