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All subgroups had iDFS benefit with ribo+NSAI
• Stage II/ Stage III
• Node neg or bode positive
• Ki-67 <20%
• Ki-67 >20%

Hortobagyi G et al. GS03-03 
DRFS also remains significantly improved with no new safety concerns



Abemaciclib benefit was consistently observed in 
biomarker subset of monarchE

San Antonio Breast Cancer Symposium®  |  @SABCSSanAntonio

Biomarker WES (N=1173)*ITT (N=5637) Biomarker RNA (N=1190)*

Abemaciclib + ET ET Alone
407 585

Number of IDFS Events

HR (95% CI): 0.68 (0.60-0.77)
Nominal p < 0.0001

Abemaciclib + ET ET Alone
123 169

Nominal p = 0.0052

Number of IDFS Events

HR (95% CI): 0.72 (0.57-0.91)

Abemaciclib + ET ET Alone
138 182

Number of IDFS Events

HR (95% CI): 0.70 (0.56-0.88)
Nominal p = 0.0017

*biomarker subsets are enriched in IDFS events and thus IDFS event rates are higher than in the ITT population



Consistent abemaciclib treatment benefit across all 
intrinsic molecular subtypes

San Antonio Breast Cancer Symposium®  |  @SABCSSanAntonio

LumA = luminal A, LumB = luminal B, HER2E = Human Epidermal Growth Factor Receptor 2 – Enriched 

Interaction p-value (all subtypes) = 0.621

• The selected biomarker subset is enriched for IDFS events using case-cohort design
• IDFS rates are presented as indicative of relative prognosis across subtypes but do not inform the actúal risk of

recurrence within each subtype because of IDFS event enrichment



Inferred 21-gene Oncotype risk scores

San Antonio Breast Cancer Symposium®  |  @SABCSSanAntonio

Paik, et al. 2004 N Engl J Med 351:2817-2826; Buss, et al. 2021

21-gene Oncotype expression signature 
score inferred from RNAseq

Observed high percentage of tumors with >25 risk 
score, reflective of the high-risk patient population



San Antonio Breast Cancer Symposium®  |  @SABCSSanAntonio

Treatment benefit observed in inferred Oncotype risk 
scores

Interaction p-value (inferred Oncotype scores high and low) = 0.532

• The selected biomarker subset is enriched for IDFS events using case-cohort design
• IDFS rates are presented as indicative of relative prognosis across subtypes but do not inform the actúal risk of

recurrence within each subtype because of IDFS event enrichment











MONARCH 3: Final OS results of 1L abemaciclib + NSAI 
inhibitor for HR+, HER2− advanced breast cancer

Goetz M, et  al. SABCS 2023. Abstract GS01-12

• At the final PFS data cut with a median follow-up of 26.7 
months, PFS was prolonged by a median 13.4 months in 
patients receiving abemaciclib. At that time, OS was immature 
with 29.5% events observed across both arms

• Final OS:
o  ~315 events in the ITT
o Data cutoff: Sep 29, 2023
o Median follow up: 8.2 years
o % of patients on treatment

‒ Abemaciclib, 7%
‒ Placebo, 3.0%

PFS benefit, leading to global regulatory approval 



MONARCH 3: Final OS results of 1L abemaciclib + NSAI 
inhibitor for HR+, HER2− advanced breast cancer

Goetz M, et  al. SABCS 2023. Abstract GS01-12

OS subgroup analysis

OS (ITT population)

OS in patients with visceral disease



MONARCH 3: Updated PFS and chemotherapy-free survival  

Goetz M, et  al. SABCS 2023. Abstract GS01-12

Updated PFS (ITT population)

Chemotherapy-free survival (ITT population)



PARSIFAL-LONG: Extended follow-up of fulvestrant/ palbociclib vs. 
letrozole/ palbociclib for HER2− advanced breast cancer

Llombart-Cussac, et al. SABCS 2023. Abstract RF01-03

The PARSIFAL trial

Failed to show improvement in PFS of palbociclib + 
fulvestrant over fulvestrant/palbociclib vs. letrozole/ 

palbociclib with a median follow-up of 32 m

The PARSIFAL-Long trial

Primary objective: 
Efficacy  (i.e OS)

Secondary objective: 
PFS, PFS and OS by 

treatment arms 

N=389

Extended 
follow up

• Analysis included 32 of the original 47 
sites

• 80.5% of patients from the PARSIFAL 
trial were included  

• Baseline demographics and disease 
characteristics were similar between the 
PARIFAL-LONG and the overall 
PARSIFAL ITT population 

• Median follow-up of 59.7 months 
(IQR: 36.3–72.9)



PARSIFAL-LONG: Efficacy, PFS and OS 

Medial follow-up: 59.7 months. Data cutoff: May 2023
Llombart-Cussac, et al. SABCS 2023. Abstract RF01-03



CAPltello-291 (Phase 3, exploratory analysis): Capivasertib
and fulvestrant for AI-resistant HR+/HER2− advanced breast cancer
• Objective: Explore PFS by tumor PIK3CA/AKT1/PTEN-mutated status among patients from the CAPltell-291 study (including 

pooled analysis with inclusion of data from the Chinese extension cohort)
• CAPltell-291 population: Patients with HR+/HER2− advanced breast cancer after progression during during AI treatment 

with/without prior CDK4/6i therapy

Howell SJ, et al. SABCS 2023. Abstract PS17-03

PIKCA alteration only AKT1 alteration only PTEN alteration only
CAP + 
FUL 

(n=110)

PBO + FUL 
(n=92)

PFS, median, 
months (95% CI)

5.6 
(4.2, 7.4)

2.1 
(1.9, 3.6)

HR (95% CI) 0.51 (0.37, 0.70)

CAP + 
FUL 

(n=110)

PBO + FUL 
(n=92)

PFS, median, 
months (95% CI)

9.1 
(2.2, NC)

3.7 
(1.7, 9.5)

HR (95% CI) 0.51 (0.22, 1.12)

CAP + 
FUL 

(n=110)

PBO + FUL 
(n=92)

PFS, median, 
months (95% CI)

9.1 
(5.5, 
11.1)

3.6 
(1.8, 6.7)

HR (95% CI) 0.43 (0.21, 0.88)



EMERALD: Consistent Improvement in PFS                           
vs SoC Across all Relevant ESR1-mut Subgroups

Bardia A, O’Shaughnessy J, Bidard F-C, et al. San Antonio Breast Cancer Symposium 2023; PS16-01.



Jhaveri K et al. GS03-13 
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Jhaveri K et al. GS03-13 

6.8% stopped inavolisib due to toxicity
70% had dose interruption and/or reduction



New Results from Endocrine Therapy Trials

• 3 yrs of ribociclib in high/intermediate risk pts improves iDFS and DRFS
• Adjuvant abemaciclib effective regardless of intrinsic subtype or RS
• LHRH agonist + AI most effective therapy for premenopausal pts – Responder to 

preop ET with Ki67 < 10% and RS < 26, ER/PR+++ and 0/1 N+ -- avoid chemoRx
• 1L MBC abemaciclib did not improve OS (13 mo additional OS vs AI alone) – likely 

due to smaller sample size 
• Capivasertib effective in PIK3CA, AKT or PTEN-altered HR+ HER2- MBCs
• Elacestrant effective in CDKi-sensitive ESR1- and PIK3CA- or p53-mutant MBC 

regardless of metastatic site
• PI3K inhibitor inavolisib + fulvestrant + palbociclib in ET-resistant MBC is promising


