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EARLY - STAGE  



Role of platinum in TNBC 

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   
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Event Free Survival in Younger and Older Patients
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Prognostic impact of pathological complete response in 
younger and older patients 

Gupta S et al. SABCS 
2022



Compliance to Neoadjuvant Chemotherapy 

Gupta S et al. SABCS 
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CONCLUSIONS
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KEYNOTE-522 

Schmid P et al. NEJM 2022

Event-free survival  ?



Schmid P et al. NEJM 2022



PD-L1+ and PD-L1- patients have similar EFS and pCR Benefit 



KEYNOTE 522 

Every 3 weeks 
doxorubicin and 

cyclophosphamide 

No olaparib No capecitabine

RESIDUAL DISEASE

Personal communication from Gandhi S. 



KEYNOTE 522 DOES NOT have dose-dense anthracyclines

De Mastro et al. Lancet Oncol 2022



Absolute DFS △14% Absolute OS △8.5% 

Adjuvant capecitabine improves outcomes in patients with residual TNBC  

KEYNOTE 522: NO adjuvant capecitabine

How effective is capecitabine after chemo + CPI 
? 

Masuda et al. NEJM 2017



82% were TNBC

KEYNOTE 522: NO adjuvant olaparib

How effective is olaparib after chemo + CPI ? 

Tutt et al. NEJM 2021



Schmid et al. NEJM 2022

For pCR: Forgo adjuvant CPI ?
Is there benefit from post-operative CPI in residual disease ? 



No adjuvant CPI

Loibl S et al. Annals of Oncology 2022



Is all the benefit conferred from pre-operative CPI ?

pCR may not be a good endpoint for survival 

Loibl S, et al. Annals of Oncology 2022; Schmid P, NEJM 2022; Sharma P, ASCO 2022.  



Schmid et al. NEJM 2022

7.7% benefit 

92.3% did not benefit:  Do all patients need CPI ?  



Predictors of response to immune checkpoint inhibitors ?

DESPERATELY NEEDED !!!! 



McArthur H, SABCS 2022 







Benefit of atezolizumab monotherapy pre-conditioning among patients 
with PDL1 positive TNBC ??



Loibl S et al. Annals of Oncology 2022

Predictor of response ? 
- Pre-conditioning with CPI monotherapy 



TNBC-DX score



Predictor of CPI response ? 
- IGG signature 

Sharma P et al. SABCS 2022



Preclinical data suggests synergistic interaction between anti-LAG3 
and anti-PD1 therapy 

Isaacs et al. SABCS 2022
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Conclusions from the I-SPY 2 Trial

Not ready for prime time

Predictor for CPI response ? ImPrint signature

Isaacs et al. SABCS 2022



Predictors of toxicity to immune checkpoint inhibitors ?

DESPERATELY NEEDED !!!! 

Basu A et al. SABCS 2022



Need to identify predictors of irAE 

- Avoid immune checkpoint inhibition
- Intervene early to prevent irAEs 

Basu A et al. SABCS 2022
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FUTURE: 
Early identification of symptoms may guide close surveillance or 

potential treatment modification 

Incipient disease before laboratory abnormality 

Basu A et al. SABCS 2022



How do we treat patients with stage 1 TNBC ?

Algorithm for management of high risk early TNBC 

Personal communication from Gandhi S. 



Do all patients with early stage TNBC need systemic treatment ?

Schmid P,  SABCS 
2022  



Do all patients with early stage TNBC need systemic treatment ?

De Jong et al. JCO 2022

De-escalate therapy ? 



Fasching et al. SABCS 2022 



GeparOLA Study Design72.6% TNBC 



Patient disposition and Patient Characteristics 



Screening for Patients: HRD status and g/t BRCA 1/2 mutations

Fasching et al. SABCS 2022 



pCR rates in g/t BRCA Subgroups



iDFS in the overall study population

Difference by g/t BRCA mutation ??

Fasching et al. SABCS 2022 



iDFS by BRCA-1/2 mutation status

LOWER TOXICITY PROFILE

Fasching et al. SABCS 2022 



DDFS and OS in the overall study population

Fasching et al. SABCS 2022 



Carboplatin may not be needed for gBRCA mutant population ??

Does this change implications of using carboplatin in KEYNOTE 522 ??



Conclusions: Management of Early stage TNBC  

TNBC < 1 cm 

TNBC  1-2 cm 

TNBC  >2 cm or LN positive  

upfront surgery -> followed by docetaxel and 
cyclophosphamide

upfront surgery/neoadjuvant ….. ?? 

KEYNOTE 522 regimen

pCR post NACT and pembrolizumab irAE/ toxicities – can discontinue 
pembrolizumab 

Residual disease (gBRCA mutation) Olaparib + pembrolizumab

Residual disease (gBRCA wild-type) Capecitabine + 
pembrolizumab

Residual disease (gPALB2, sBRCA1/2) Consider Olaparib vs. capecitabine + pembrolizumab

Weekly carboplatin should be used as part of KEYNOTE 522 regimen

Personal communication from Gandhi S. 



ADVANCED STAGE 



KEYNOTE 
355 

Rugo H. SABCS 2021 



Progression free survival 
Overall survival 

PDL1 CPS >= 10

Only for 40% metastatic TNBC 
patients who are PD-L1 positive 

Rugo H. SABCS 2021 



Gatti-Mays M. SABCS 2022; Schmid et al. SABCS 2022
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KEYNOTE 355 T-DXd + 
Durvalumab

Dato-DXd + 
Durvalumab

ORR ITT: 41%
PDL1 CPS >=10 : 53.2%

56.9% 73.6%

mPFS ITT: 7.5 months
PDL1 CPS >= 10: 9.7 months

12.6 months -----

Will PD-L1 status no longer be a good 
biomarker for immune response ? 

Gatti-Mays M. SABCS 2022; Schmid et al. SABCS 2022
Personal communication from S. Gandhi



Tung NM et al. JCO 2020



PARP inhibitors in metastatic TNBC  

Germline BRCA 1/2 mutations

Somatic BRCA 1/2 mutations

Germline PALB2 mutations

PARP inhibitors in BRCA wildtype: NOT YET

Personal communication from Gandhi 
S. 



Sacituzumab Govitecan

Bardia A et al. NEJM 
2019
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HER2 LOW 



Modi S et al. NEJM 2022
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FDA approval of trastuzumab durexetan for 
metastatic HR negative Her2 low 

Modi S et al. NEJM 2022



CLINICAL TRIALS !! 

CONCLUSIONS : Therapy sequencing in metastatic TNBC 

Chavez M, SABCS 2022 



CLINICAL TRIALS AT ROSWELL PARK

• Metastatic triple negative and HER2 positive breast cancer with asymptomatic brain 
metastases : Dendritic cell vaccine + pembrolizumab

• Metastatic TNBC patients : Chemokine modulation therapy + pembrolizumab 

• Biopsy accessible metastatic TNBC: Intratumoral dendritic cell vaccine + 
pembrolizumab 

Personal communication from Gandhi 
S. 



Thank you 


