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OUTLINE
• Triple Negative Breast Cancer

– Chemo-Immunotherapy in Early Stage

– Updates in Metastatic Disease

• BRCA-Associated Breast Cancer 

– Role in Metastatic Disease

– Adjuvant Olaparib Approval
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TRIPLE NEGATIVE BREAST CANCER
EARLY STAGE 
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Neo-adjuvant Chemo-Immunotherapy
Keynote-522
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aMust consist of at least 2 separate tumor cores from the primary tumor. 
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 Q1W.
cPaclitaxel dose was 80 mg/m2 Q1W.

dDoxorubicin dose was 60 mg/m2 Q3W.
eEpirubicin dose was 90 mg/m2 Q3W.
fCyclophosphamide dose was 600 mg/m2 Q3W. 

KEYNOTE-522 Study Design (NCT03036488)

Stratification Factors:
• Nodal status (+ vs -)
• Tumor size (T1/T2 vs T3/T4)
• Carboplatin schedule (Q1W vs Q3W) 

Key Eligibility Criteria
• Age ≥18 years
• Newly diagnosed TNBC of 

either T1c N1-2 or T2-4 N0-2
• ECOG PS 0-1
• Tissue sample for PD-L1 

assessmenta

Neoadjuvant Treatment 1
(cycles 1-4; 12 weeks)

Neoadjuvant Treatment 2 
(cycles 5-8; 12 weeks)

Adjuvant Treatment
(cycles 1-9; 27 weeks) 

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine+ 
Cyclophosphamidef

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Placebo

Placebo

R 
2:1

Neoadjuvant Phase Adjuvant Phase

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine + 
Cyclophosphamidef
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U
R
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Primary Endpoints
pCR (ypT0/Tis ypN0) assessed by local pathologist in ITTa

Event-free survival (EFS) assessed by investigator in ITT
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Definitive pCR Analysis
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Δ 13.6 (5.4–21.8)a

P=0.00055

Pembro + Chemo 
Placebo + Chemo 

• Definitive pCR analysis to test primary hypothesis of 
pCR based on prespecified first 
602 patients (pre-calculated P value boundary for 
significance of 0.003)

• Consistent benefit seen with pCR defined as ypT0 
ypN0 and ypT0/Tis 

aEstimated treatment difference based on Miettinen & Nurminen method stratified by randomization stratification factors. Data cutoff date: September 24, 2018.
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81.7%
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68.9%

54.9%

230/334 90/164

pCR by PD-L1 Expression Level

Pre-specified analysis. PD-L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured using CPS; number of PD-L1–positive tumor cells, lymphocytes, and 
macrophages divided by total number of tumor cells x 100); PD-L1–positive = CPS ≥1. Estimated treatment difference based on Miettinen & Nurminen method stratified by nodal status (positive vs 
negative), tumor size (T1/T2 vs T3/T4) and choice of carboplatin (Q3W vs QW). Data cutoff date: September 24, 2018.

77.9%

62.5%

162/208

Pembro + Chemo 
Placebo + Chemo 

59.8%

55/92

mailto:p.schmid@qmul.ac.uk


EFS (ITT Population)

Schmid P et al. N Engl J Med 2022;386:556-567

84.5%

76.8%



Summary of First Events in Analysis of Event-free Survival.

Schmid P et al. N Engl J Med 2022;386:556-567

Schmid P et al. N Engl J Med 2022;386:556-567
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KN-522: Conclusions
• Chemo + Pembrolizumab approved as neoadjuvant therapy

• No PD-L1 testing restriction / requirement

• Improves pCR, EFS

• OS analysis premature



12

KN-522: Questions?
• Four chemo backbone needed for everyone?

• Role of carboplatin?

• Adjuvant therapy for residual disease

– Capecitabine + Pembrolizumab?

• Pembrolizumab maintenance in pCR?
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BRIGHTNESS TRIAL



STUDY SCHEMA
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pCR Analysis 
REGIMEN pCR

Paclitaxel / Carboplatin / Veliparib 53% (168/316) 

Paclitaxel / Carboplatin 58% (92/160)

Paclitaxel 31% (49/158)

Loibl et al, Lancet Oncology 2018
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EFS Analysis 
REGIMEN 4-Year EFS

Paclitaxel / Carboplatin / Veliparib 78.2%

Paclitaxel / Carboplatin 79.3%

Paclitaxel 68.5%

Loibl et al, ESMO 2021



Loibl et al, ESMO 2021
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OUTLINE
• Triple Negative Breast Cancer

– Neoadjuvant Chemo-Immunotherapy (KN-522)

– Carboplatin Impact (Brightness)

– Sacituzumab for Metastatic 
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ADJUVANT THERAPY –
RESIDUAL DISEASE
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CREATE-X Trial

Masuda et al, NEJM 2017
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Combine Cape & Pembro?
• Combination in stage IV disease

– Safe, AEs similar to capecitabine monotherapy

– Signal of efficacy in subgroup of patients

Page et al, AACR 2019
Shah et al, Journal of Immunotherapy for Cancer, 2020
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ADJUVANT THERAPY –
pCR
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KN-522
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Continue Pembro?
• KN-522 completed 1 year of pembrolizumab regardless of 

pathologic response

• Excellent outcomes for pCR in pembro / control arm

• Trials to address pembrolizumab maintenance question
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TRIPLE NEGATIVE BREAST CANCER
METASTATIC DISEASE
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KEYNOTE – 355
CHEMO +/- PEMBRO



KEYNOTE-355 Study Design (NCT02819518) 

Presented By Javier Cortes at TBD



Progression-Free Survival: ITT

Presented By Javier Cortes at TBD



Progression-Free Survival: PD-L1 CPS ≥10

Presented By Javier Cortes at TBD



Progression-Free Survival: PD-L1 CPS ≥1

Presented By Javier Cortes at TBD
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