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• Endokrine Therapie 1st line
• Postmenopause

• AI/Tam/Fulvestrant 84%
• AI+ Fulvestrant 33%
• AI (Tam)  + Everolimus 84%
• AI + CDK4/6 92%

• Prämenopause
• OS + endokrine Therapie 91%
• Fulvestrant 95%





Wohin geht die Reise???

Tam
AI 
Fulvestrant

CDK4/6i

PI3ki



Wohin geht die Reise???

Tam
AI 
Fulvestrant

CDK4/6i

PI3Ki



3 Mo
5 Mo



1.5 Mo



FALCON

aAssessed via RECIST 1.1, surgery / radiotherapy for disease worsening, or death; bInterim analysis at the time of PFS analysis

EDoCB, expected duration of clinical benefit; EDoR, expected duration of response; FACT-B, Functional Assessment of Cancer Therapy –

Breast; 

TOI, Trial Outcome Index

• Postmenopausal 
women

• Locally advanced or 
metastatic breast 
cancer

• ER+ and / or PgR+
• HER2-
• Endocrine therapy-naïve

Fulvestrant 500 mg
(500 mg IM on Days 0, 14 and 28, then every 28 

days)

+ placebo to anastrozole

Anastrozole 1 mg 
(daily PO)

+ placebo to fulvestrant

Primary endpoint: PFSa

Secondary endpoints

1:1

• OSb

• ORR

• CBR

• DoR, EDoR

• DoCB, EDoCB

• HRQoL (FACT-B 

total and TOI)

• Safety
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Slide 5

Presented By Cynthia Ma at 2018 ASCO Annual Meeting



BOLERO-4

BOLERO-6



Everolimus + Exemestane vs Everolimus Alone or Capecitabine for Estrogen Receptor-Positive, HER2− Advanced Breast Cancer

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Randomized, Open-Label, Phase II Study

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Primary Objective <br />Estimated HR of PFS for EVE + EXE vs EVE alone<br />EVE + EXE offers a PFS benefit vs EVE alone

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Key Secondary Objective<br />Estimated HR of PFS for EVE + EXE vs CAP<br />CAP may have been favored by baseline imbalances and potential informative censoring

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Overall Survival<br />EVE + EXE vs EVE alone or CAP

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Adverse Events

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Zusammenfassung

• Median PFS Eve + EXE vs Eve 8.4 mo vs 6.8 mo

• Resultate konsistent mit BOLERO 2 (7.8 mo) 

• Resultate bestätigen Benefit Eve + Exe vs Eve

• Risikoprofil unverändert im Vergleich mit BOLERO 2



Publication in JAMA Oncology

Presented By Guy Jerusalem at 2018 ASCO Annual Meeting



Phase III study of taselisib (GDC-0032) + fulvestrant (FULV) <br />v FULV in patients (pts) with estrogen receptor (ER)-positive, <br />PIK3CA-mutant (MUT), locally advanced or 

metastatic breast cancer (MBC): Primary analysis from SANDPIPER.

Presented By Jose Baselga at 2018 ASCO Annual Meeting



PI3K signaling is frequently dysregulated1 and PI3K inhibition augments ER function and dependence in hormone receptor-positive breast cancer2,3

Presented By Jose Baselga at 2018 ASCO Annual Meeting



Rationale for SANDPIPER: Taselisib is a mutant-selective <br />next-generation PI3K inhibitor

Presented By Jose Baselga at 2018 ASCO Annual Meeting



SANDPIPER study design

Presented By Jose Baselga at 2018 ASCO Annual Meeting



Blinded Independent Central Radiology confirmed INV-PFS

Presented By Jose Baselga at 2018 ASCO Annual Meeting



<br />Exploratory endpoint<br />Efficacy in patients without PIK3CA-mutant tumors

Presented By Jose Baselga at 2018 ASCO Annual Meeting



Summary of AEs (safety-evaluable patients; regardless of causality)

Presented By Jose Baselga at 2018 ASCO Annual Meeting



Zusammenfassung

• PIK3Ca Mut

• Median PFS Taselisib + Fulv vs Pl + Fulv 7.4 mo vs 5.4 mo ; HR 0.70; p=0.0037

• Median PFS Taselisib + Fulv vs Pl + Fulv 5.6 mo vs 4.0 mo ; HR 0.69; p=0.1062

• PIK3Ca Nicht- Mut

• Keine schlüssige Resultate 

• AE: GI & Hyperglycemia

• Tolerabilität? Klinische Anwendung?



The PI3K-AKT-mTOR Pathway: Are We Making Headway?

Presented By Cynthia Ma at 2018 ASCO Annual Meeting



Presented By Cynthia Ma at 2018 ASCO Annual Meeting



Zusammenfassung

• PI3K/AKT/mTOR

• Standardtherapie für mBC ER +  

• PI3CA Mutation- prädiktive Biomarker für die alpha Isoform PI3CA Inhibitoren

• Toxizität

• Klinische Anwendung?
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MONALEESA 3



MONALEESA-3: Phase III placebo-controlled study of ribociclib + fulvestrant

Presented By Dennis Slamon at 2018 ASCO Annual Meeting



Slide 11

Presented By Dennis Slamon at 2018 ASCO Annual Meeting



Slide 23

Presented By Dennis Slamon at 2018 ASCO Annual Meeting



RibociclibPalbociclib Abemaciclib

CDK4/6 inhibitors

MONARCH PALOMA MONALEESA



ER+ Metastatic Breast Cancer:  Beyond CDK Inhibitors

Presented By Matthew Goetz at 2018 ASCO Annual Meeting



FDA Registration 

Presented By Matthew Goetz at 2018 ASCO Annual Meeting

• Palbo-, Ribo-, Abemaciclib ( in Kombination mit AI)
• Firstline Therapie mBC ERpos, Her-2 neu neg

• Palbo- & Abemaciclib ( in Kombination mit Fulvestrant)
• Secondline Therapie mBC ERpos, Her-2 neu neg

• Abemaciclib ( Monotherapie)
• Endokrinrefraktore mBC ERpos,

• Änlicher Antitumoraktivität ( PFS)

• Direkter Vergleich fehlt

• Lebermetastasen Abemaciclib + AI vs AI  RR 54% vs 20%

• Abemaciclib & Ribociclib >> CNS Penetration vs Palbociclib



Welche Subgruppe?

Presented By Matthew Goetz at 2018 ASCO Annual Meeting

• ALLE
• Weniger Vorteil: 

• Neu diagnostizierter ( longer TFI)
• Bone only Meta

• UP Front vs Sequenz – SONIA TRIAL



Biomarker?

Presented By Matthew Goetz at 2018 ASCO Annual Meeting

• Ciclin D1+ vs Ciclin D1-
• p16+ vs p16-
• Rb+ vs Rb-
• CCNE1 (Ciclin E) below median vs CCNE1 above median
• FGFR1 Amplifikation vs keine



Biomarker?

Presented By Matthew Goetz at 2018 ASCO Annual Meeting

• Ciclin D1+ vs Ciclin D1-
• p16+ vs p16-
• Rb+ vs Rb-
• CCNE1 (Ciclin E) below median vs CCNE1 above median
• FGFR1 Amplifikation vs keine

Nach CDK4/6?



How could we manage our patients at progression?

Presented By Angela DeMichele at 2018 ASCO Annual Meeting
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How could we manage our patients at progression?

Presented By Angela DeMichele at 2018 ASCO Annual Meeting



Phase II trials combining cdk/mTOR inhibition

Presented By Angela DeMichele at 2018 ASCO Annual Meeting



Palbociclib After CDK and Endocrine Therapy Trial (PACE) 

Presented By Angela DeMichele at 2018 ASCO Annual Meeting



Der Weg verzweigt sich
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Danke


