
This activity is jointly provided by



Triple Negative Breast Cancer 
Where We Are and Where Are We Going 

Shipra Gandhi, MD, MS 
Associate Professor 

Winship Cancer Institute of Emory University



Disclosures 

• Consultant/Advisor/Speaker: AstraZeneca



What we will learn today

• Contemporary management of TNBC 

• Evolving role of antibody drug conjugates

• Emerging biomarkers for treatment selection

• Ongoing clinical trials



How to treat stage I TNBC 

NCCN Guidelines Version 4.2025; Tarantino P, npj Breast Cancer 2024

Tmic T1a T1b T1c

aHR = 0.64; 95% CI: 0.48–0.85 
p value = 0.002



Patient Case 

3 cm TNBC 
with 2 LN+ 

CT and 
bone scan 
negative

?



Neoadjuvant Surgery Adjuvant

Carboplatin-paclitaxel followed by 
doxorubicin-cyclophosphamide with 

pembrolizumab

Pembrolizumab (pCR)

Pembrolizumab + 
capecitabine/Olaparib (RD) 

KEYNOTE 522

How to treat stage II-III TNBC



KEYNOTE 522

Schmid P et al. NEJM 2020



KEYNOTE 522

Pathological 
complete response

5-year Event Free 
Survival

Overall Survival

Schmid P et al. NEJM 2020

Standard of care for Stage II-III TNBC



Patient case 

3 cm TNBC 
with 2 LN+ 

CT and 
bone scan 
negative

Carboplatin-paclitaxel and 
doxorubicin-cyclophosphamide 

with pembrolizumab 



KEYNOTE 522

Pathological 
complete response

5-year Event Free 
Survival

Overall Survival

Schmid P et al. NEJM 2020

Intensive poly-agent chemotherapy 

- Role of anthracyclines ? 

Standard of care for Stage II-III TNBC



Contraindication to anthracyclines ? 

pCR 58%

Telli M, SABCS 2023; Sharma P et al.  JAMA Onc 2023



SCARLET: Non-inferiority of taxane and platinum-based 
chemotherapy

De-escalation of the chemotherapy backbone

PI: Priyanka Sharma



Neoadjuvant Surgery Adjuvant

Carboplatin-paclitaxel followed by 
doxorubicin-cyclophosphamide with 

pembrolizumab

Pembrolizumab (pCR)

Pembrolizumab + 
capecitabine/Olaparib (RD) 

KEYNOTE 522

How to treat stage II-III TNBC 

What is the contribution 
of adjuvant 

pembrolizumab in pCR? 



Contribution of adjuvant immunotherapy ?

Trials omitting adjuvant immunotherapy showed improved long-term outcomes

GeparNuevo
Only preop IO, No adjuvant IO

KN522
Preop and adjuvant IO

Schmid P et al. NEJM 2020; Loibl S et al. Annals of Oncology, 2022



KN522 – Survival by pCR

De-escalation De-escalation

Patients with pCR

Schmid P et al. NEJM 2020



De-escalation of adjuvant pembrolizumab 

Ribeiro JM et al. ESMO Breast 2025



Neoadjuvant Surgery Adjuvant

Carboplatin-paclitaxel followed by 
doxorubicin-cyclophosphamide with 

pembrolizumab

Pembrolizumab (pCR)

Pembrolizumab + 
capecitabine/Olaparib (RD) 

KEYNOTE 522

How to treat stage II-III TNBC 

What is the role of adjuvant 
pembrolizumab or 

capecitabine in non-pCR? 



PLANET trial

CAPPA trial

What is the additional 
role of pembrolizumab ? 

What is the additional 
role of capecitabine ? 

Ribeiro JM et al. ESMO Breast 2025



KN522– Survival by Residual Disease

Patients with residual disease

Escalation Escalation

Schmid P et al. NEJM 2020



Escalation of adjuvant treatment for residual disease
TROPION-Breast03

ASCENT 05/OptimICE-RD SASCIA



Neoadjuvant 
chemotherapy

Chemotherapy + Atezolizumab

Chemotherapy + Avelumab

Chemotherapy + Avelumab

How to treat stage II-III TNBC 

IMPASSION 030

A-BRAVE

What is the contribution 
of adjuvant ONLY 
immunotherapy ? 



IMPASSION 030 – Adjuvant chemotherapy and atezolizumab

Ignatidis et al. SABCS 2023



A-BRAVE

Conte P et al. ASCO 2024

Is there a role for adjuvant only immunotherapy ? 



SWOG S1418/NRG BR006

Does everyone need checkpoint inhibition?

An unmet need remains: Biomarkers ? 



Biomarkers to predict ICI benefit in early-stage TNBC

TILS ≥ 30%

Geyer et al. SABCS 2024; Wang et al. Nature 2023

NeoTRIP Phase II trial

Spatial location of T 
cells with cancer cells

GeparDouze



Personalization of treatment (guided by TILs) 

OPTImal: Kok, ETNA: Pistilli/Oliveira

NeoTRACT: Sharma 
Kalinsky K, ESMO Breast 2025



Patient Case 

3 cm TNBC 
with 2 LN+ 

CT and 
bone scan 
negative

Carboplatin-paclitaxel and 
doxorubicin-cyclophosphamide 

with pembrolizumab 

7 months
PD-L1 CPS: 15



OS (PDL1+)

OS (ITT population)

Dent R et al. Annals of Oncology 2024

IMPASSION 132

Less benefit with PD-L1 vs. PD-1 inhibition ? 

Would an ADC vs. chemotherapy partner reverse this resistance ? 



OptiTROP-Breast05

PD-L1 CPS <10        78%
PD-L1 CPS ≥ 10       22%

Yin Y et al. ASCO 2025 

Phase 3 studies of Sac-TMT in 1st line PD-L1 negative (CPS < 10)  
advanced/ metastatic TNBC are ongoing



Treatment landscape for mTNBC

Reid S, ASCO 2025



Current Challenge in mTNBC

Reid S, ASCO 2025 Annual Meeting



New 
from 

ASCO



ASCENT-04/KEYNOTE-D19 Study Design

Tolaney S et al. ASCO 2025 Annual Meeting



Tolaney S et al. ASCO 2025

ASCENT-04



No new safety signals 

PRACTICE-C
HANGING !

Tolaney S et al. ASCO 2025 Annual Meeting

ASCENT-04



Patient Case 

3 cm TNBC 
with 2 LN+ 

CT and 
bone scan 
negative

Carboplatin-paclitaxel and 
doxorubicin-cyclophosphamide 

with pembrolizumab 

7 months

Sacituzumab Govitecan 
with pembrolizumab 

PD-L1 CPS: 15



Treatment landscape for mTNBC

First Line Second Line Third Line

PD-L1+ : Sacituzumab 
Govitecan + 

pembrolizumab

PD-L1- : Taxane or platinum

gBRCA1/2 m: Olaparib or Talazoparib

Systemic chemotherapy

Sacituzumab Govitecan Trastuzumab Deruxtecan

Trastuzumab Deruxtecan



Treatment post topo-1 ADC: High unmet need
Single agent chemotherapy: ORR: 5%, PFS: 7 weeks, OS: 6.7 months 

Hamilton E et al. ESMO Breast 2025

Emiltatug Ledadotin (Emi-Le): B7-H4-Directed ADC



Ongoing Clinical Trials 

TRADE Dxd Trial: Treatment of ADC-Refractory Breast CancEr with Dato-Dxd or T-Dxd

PI: A. Garrido-Castro



Take Home Points 

• Chemotherapy is recommended for T1cN0 TNBC 
• KEYNOTE 522 remains the standard of care for stage II-III TNBC 
• There is no role for adjuvant checkpoint inhibition as monotherapy or with 

chemotherapy if no ICI in neoadjuvant setting 
• Sacituzumab govitecan with pembrolizumab is new standard of care for 

metastatic PD-L1 positive TNBC 

Future Directions

• Precision treatment guided by biomarkers

• With ADCs likely getting approved in early stage: 
Re-evaluate treatment algorithm for mTNBC




