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Evaluate the Role of Immunotherapy in Early Stage TNBC

Neoadjuvant Phase III Trial 

Neoadjuvant Phase III Trials

*AC/EC q3w
** AC/EC q2w or q3w



KEYNOTE-522: Pembrolizumab + Chemotherapy for 
Newly Diagnosed Early-Stage TNBC
▪ Randomized, placebo-controlled phase III trial

‒ Median f/u: 39.1 mo (range: 30.0-48.0); data cutoff: March 23, 2021

Patients aged ≥18 yr with 
newly diagnosed T1c N1-2 

or T2-4 N0-2 TNBC; 
ECOG PS 0/1; tissue 
sample available for 

PD-L1 testing
(N = 1174)

Placebo Q3W +
Carboplatin*/Paclitaxel† (C1-4) +

Doxo‡/Epirubicin¶/Cyclophosphamide§ (C5-8)
(n = 390)

Pembrolizumab 200 mg Q3W +
Carboplatin*/Paclitaxel† (C1-4) +

Doxo‡/Epirubicin¶/Cyclophosphamide§ (C5-8)
(n = 784)

Pembrolizumab 
200 mg Q3W (C1-9)

Placebo
Q3W (C1-9)

Neoadjuvant Phase Adjuvant Phase

2:1

Stratified by nodal status (+/-), 
tumor size (T1/T2 vs T3/T4), carboplatin schedule (QW vs Q3W)

*AUC 5 Q3W or AUC 1.5 Q1W.
†80 mg/m2 Q1W.
‡60 mg/m2 Q3W.
¶90 mg/m2 Q3W.
§600 mg/m2 Q3W.

▪ Primary endpoints: pCR (ypT0/Tis ypN0) by local review, EFS by local review

▪ Secondary endpoints: pCR (ypT0 ypN0 and ypT0/Tis), OS, EFS (PD-L1+), safety, QoL

▪ Exploratory endpoints: RCB, pCR by subgroups, EFS by pCR

24 wk

Surgery

Surgery

27 wk

Pusztai. ASCO 2022. Abstr 503. Schmid. NEJM. 2022;386:556. 



∆ 14.2 (5.3 to 23.1)
∆ 13.6 (5.4 to 21.8)

P = .00055

KEYNOTE-522: PD-L1 Did Not 
Predict Benefit From Pembrolizumab

Dent. ESMO Asia 2020. Abstr 10. Schmid. NEJM. 2020;382:810.
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∆ 18.3 (-3.3 to 36.8)

45.3%

30.3%

29/64 10/33

PD-L1 Negative

pCR by PD-L1 Status



KEYNOTE-522: EFS UPDATE AT IA4 (39.1 m) 

Pusztai. ASCO 2022. Abstr 503. Schmid. NEJM. 2022;386:556. 



Neoadjuvant randomized trials with ICI and anthracycline-based regimens in 
early-stage TNBC 

Neoadjuvant randomized trials with ICI and anthracycline-based regimens in early-stage TNBC



Evaluating Platinum Therapy in Pre-operative Regimens
Addition of neoadjuvant carboplatin 

Slide 15

von Minckwitz G, SABCS 2015. von Minckwitz G, Lancet Oncol. 2014, Castrellon AB, 
Oncol Rev 2017, Sikov JCO 2015, Sikov SABCS 2015, Loibl, S, et al. Lancet Oncol. 2018 



Carboplatin increases pCR rate to >50% with/without improvement in EFS and OS 

von Minckwitz G, SABCS 2015. von Minckwitz G, Lancet Oncol. 2014, Castrellon AB, Oncol Rev 2017, Sikov JCO 2015, Sikov 
SABCS 2015, Loibl, S, et al. Lancet Oncol. 2018 



Phase III Neoadjuvant Platinum TNBC Study Tata Memorial Centre Hospital, 
Mumbai, India

Gupta S et al. SABCS 2022





EFS and OS IN < OR = 50 YEARS 

Gupta s et al, GS5-01, SABCS 2022



Can we reduce the Use of Anthracyclines?

NeoPACT: Neoadjuvant Phase II Study of Pembrolizumab and Carboplatin plus Docetaxel in TNBC 

NeoPACT: Neoadjuvant Phase II Study of Pembrolizumab and Carboplatin plus Docetaxel in TNBC

Priyanka S ASCO 2022 Abstract 



Can we reduce the Use of Anthracyclines?
NeoPACT: Neoadjuvant Phase II Study of Pembrolizumab and Carboplatin plus Docetaxel in TNBC 

Priyanka S ASCO 2022 Abstract 





CREATE-X Adjuvant Capecitabine in TNBC 



EA 1131 ECOG-ACRIN Adjuvant Capecitabine 



EA 1131 ECOG-ACRIN Adjuvant Capecitabine 





OlympiA

3.5 years of median follow-up



KEYNOTE-522



GeparNuevo



GeparNuevo



Safety data of combination with immunotherapy 



Treatment Algorithm for Early-Stage TNBC

Erica Stringer-Reasor ASCO 2023



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

• Option for sequential approach? 

• In Olympia, olaparib could be initiated up to 12 weeks after the last local treatment

OVERLAPPING INDICATIONS IN THE ADJUVANT SETTING

Olaparib and Pembrolizumab: Option for sequential approach? 

Kevin Punie, MD

OVERLAPPING INDICATIONS IN THE ADJUVANT SETTING

Olaparib and Pembrolizumab: Option for sequential approach? 

Kevin Punie, ESMO Breast 2023



Biomarker ctDNA : BRE 12-158 

BRE12-158: A Postneoadjuvant, Randomized Phase II Trial of Personalized Therapy 
Versus Treatment of Physician’s Choice for Patients With Residual TNBC 



Take Home Messages 

• Neoadjuvant chemotherapy with carboplatin, taxane, and anthracycline-based regimens with 
pembrolizumab is currently considered SOC for patients with stage II-III TNBC (kN522). 

• In patients with contraindications to anthracycline chemotherapy, neoadjuvant therapy with 
carbopaltin, taxane and pembrolizumab may be considered (NeoPACT) 

--------------------------------------------------------

• It's recommended to continue pembrolizumab in adjuvant setting for six months per 
KEYNOTE522 for both PCR and non PCR patient. 

• Combination therapy with pembrolizumab and capecitabine or olaparib can be considered for 
high-risk patients (non pCR), despite lack of randomized trial data. 



FUTURE DIRECTIONS 

Optimizing therapy – Escalation / De-escalation based on prognostic biomarkers.

Improved biomarkers needed beyond pCR particularly in the era of neoadjuvant 
therapy including checkpoint inhibitor:
- Tissue biomarkers
- Liquid biopsy: ctDNA to detect MRD (minimal residual disease)

New therapy – Antibody-Drug Conjugates (ADCs), Targeted therapies, Combinig 
agents with immune checkpoint inhibitors.

Her 2 low subtype.
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