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SABCS 2023 Updates: HR+ Breast Cancer Management

• Early Stage Disease:
• KEYNOTE-756: neoadjuvant pembro+chemo in HR+/HER2- (GS01-02)
• NATALEE: updated IDFS and the evolving adjuvant CDK4/6i landscape (GS03-03)

• Metastatic Disease:
• MONARCH-3: updated OS results and CDK4/6i in 1st line HR+ MBC (GS01-12)
• TROPION-01: Dato-DxD in resistant metastatic HR+ breast cancer (GS02-01)
• INAVO-120: palbociclib+fulvestrant with inavolisib in PIK3CAm HR+ MBC (GS03-13)
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N=1250 
• HR+/HER2- breast cancer
• No pCR after NACT 
• CPS-EG score ≥3 or ≥2 with ypN+ 

Primary Endpoint: iDFS
Palbociclib

125 mg once daily p.o.
d1-21, q28d for 13 cycles

Placebo
d1-21, q28d for 13 cycles

All patients will receive concomitantly endocrine therapy according to local standards

Neoadjuvant
Chemotherapy

Surgery +/-
Radiotherapy

R 
1:
1

Stratification factors 
• Nodal status: ypN 0-1 vs ypN2-3
• Age: ≤50 vs >50 yrs
• Ki-67: >15% vs ≤ 15%
• Region: Asian vs non Asian
• CPS-EG Score: ≥3 vs 2 and ypN+ 

Penelope-B: ClinicalTrials.gov NCT01864746

PENELOPE-B Trial: Adjuvant Palbociclib After Prior Neoadj Rx



2yr 84.0%

2yr 88.3%

4yr 72.4%

4yr 73.0%
3yr 81.2%

3yr 77.7%

Median F/up 43 months

Palbociclib + 
ET

(N=631)

Placebo + ET
(N=619)

# iDFS Events 152 156
stratified HR=0.93 (95% CI, 0.74–1.17) p=0.525

∆ 𝟒𝟒. 𝟑𝟑𝟑
∆ 𝟑𝟑. 𝟓𝟓𝟓

∆ 𝟎𝟎. 𝟔𝟔𝟔

Loibl S, et al. J Clin Oncol. 2021;39(14):1518-1530.

PENELOPE-B Trial: Adjuvant Palbociclib After Prior Neoadj Rx
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MonarchE: Sustained IDFS and DRFS Benefit
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MonarchE1 PALLAS2 Penelope3

N 5637 5600 1250

CDKi Abemaciclib Palbociclib Palbociclib

Eligibility Anatomic stage 2 or 3
(59% N2 or N1 and G3 or T3) CPS-EG 3 or 2 with ypN+

CDKi duration 24 months 24 months 12 months

F/UP 48+ months 24 months 43 months

92.7% vs 89.9% (3%) NR 88% vs 84% (4%)

89.2% vs 84.4% (5%) 88% vs 89% (-1%) 81% vs 78% (3%)

86% v 80% (6%)  
83.7% v 76% (7-8%) NR 73% vs 72% (0.6%)

90% vs 86% (4%) @ 3 yr 89% vs 90% @ 3 yr No difference

Discontinuation rate 28% 42% 20%

Discontinued due to AE 17% 27%* 5%

Completed Rx 72% 32% 80%

* 64% of discontinuations

1. O’Shaughnessy J, et al. ESMO 2021. Abstract VP8.; Harbeck N et al ESMO 2023 
2. Meyer E, et al. Lancet Oncol. 2021; 22(2):212-222.
3. Loibl S, et al. J Clin Oncol. 2021;39(14):1518-1530.
4. Bardia A et al ESMO 2023

Comparing Adjuvant CDKi Data - UPDATED

IDFS 4-5y (△)

NATALEE4

5101

Ribociclib

Stage IIA-B and Stage III
N0-1

36 months

34 months

90.4% v 87.1% (3%)

90.8% vs. 88.6% (2%) @3y

19%

57%
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PALOMA 2:  First-line Palbociclib

Finn R, et al. ASCO 2022. Abstract LBA1003.
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MONALEESA-2: First-line Ribociclib

Hortobagyi G, et al. ESMO 2021. Abstract LBA17_PR.
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Hortobagyi G, et al. ESMO 2021. Abstract LBA17_PR.
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• Early Stage Disease:
• KEYNOTE-756: neoadjuvant pembro+chemo in HR+/HER2- (GS01-02)
• Lower overall pathCR rates, improved with pembro (15.6 > 24.3%)
• NATALEE: updated IDFS and the evolving adjuvant CDK4/6i landscape (GS03-03)
• Improved IDFS with ribo at 36m (87.6>90.7%), contrasted with palbo and abema

• Metastatic Disease:
• MONARCH-3: updated OS results and CDK4/6i in 1st line HR+ MBC (GS01-12)
• Large magnitude of OS benefit (53.7>66.8m), p=0.066
• TROPION-01: Dato-DxD in resistant metastatic HR+ breast cancer (GS02-01)
• Median PFS improvement 4.5>6.9m in pretreated HR+  MBC (1-2 prior chemo lines)
• INAVO-120: palbociclib+fulvestrant with inavolisib in PIK3CAm HR+ MBC (GS03-13)
• Inavolisib/Fulv improved median PFS in PIK3CAm MBC after prior progression on AI 

therapy in the adjuvant setting (median PFS 7.3>15.0m)
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