
Advances in the Treatment of Triple-
Negative Metastatic Breast Cancer

Mohammad Jahanzeb, MD, FACP
Chief Medical Oncology Scientific and Strategic Advisor, 

21st Century Oncology

Founder and Managing Partner, 

Florida Precision Oncology R&C, LLC

Boca Raton | Aventura | Miramar



Who gets triple negative breast cancer?

• 15% of patients in the US

• Young women

• African American women

• BRCA1 positive

(Any woman can get any type of 
breast cancer)



Triple-negative phenotype and 
molecular sybtypes. 

Carey L A The Oncologist 2010;15:49-56















I M P A S S I O N 1 3 0 :  P D L 1 +  
C O H O R T

Schmid P et al. NEJM 2018



IMpassion 130: Overall Survival 
Update

• Second interim OS analysis with median followup 18 mos with 60% of 
OS events

• Median OS ITT: 21 mos nP/atezo vs 18.7 mos nP/placebo
– HR 0.86 (0.72, 1.02) p= 0.078

• PD-L1+ Median OS: 25 mos nP/atezo vs 18 mos nP/placebo 
– HR 0.71 (0.54, 0.93)   2-year OS 51% nP/atezo  vs  37% nP/placebo

• Safety nP/atezo/nP/placebo: Steroid use 14%/6%; hypothyroid 
18%/5%; hyperthyroid 5%/1%; pneumonitis 4%/<1%

• Clinically meaningful improvement in OS in PD-L1+ population with 
atezolizumab and no new safety signals/concerns

Schmid P et al. ASCO 2019 Abst 1003
Schneeweiss A et al. ASCO 2019 Abst 1068



Can targeted agents improve response?

Presented By Justin Balko at 2019 ASCO Annual Meeting



Can targeted agents improve response?

Presented By Justin Balko at 2019 ASCO Annual Meeting



Phase II COLET Study: Atezolizumab + Cobimetinib + Paclitaxel/nab-paclitaxel 

Presented By Justin Balko at 2019 ASCO Annual Meeting



PD-L1 IC status in COLET

Presented By Justin Balko at 2019 ASCO Annual Meeting

6 months PFS 55% vs 20% in PDL1+ vs PDL-1-
(65% had received neo/adjuvant therapy)

N=63



MEKi versus AKTi: Phase Ib of ipatasertib, atezo and P/nab-P

Presented By Justin Balko at 2019 ASCO Annual Meeting



Are high TMB patients better responders to ICI?

Presented By Justin Balko at 2019 ASCO Annual Meeting



Pembrolizumab in Patients with Metastatic Breast Cancer with reported High TMB (TAPUR)

Presented By Justin Balko at 2019 ASCO Annual Meeting



TAPUR: Percent Change in Size from Baseline

N=28



Response to single agent anti-PD-
L1/PD-1

Schmid P, et al. AACR 2017; Adams S, et al. ASCO 2017
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Small group of TNBC with 
transformative benefit but unable to 

define subgroup 

Strategies going forward 
concentrating 

on combinations

Synergistic effect of chemotherapy and anti-PD-L1 
treatment in vivo

1. Reduce T-regulatory cell activity
2. Enhance cross-presentation of tumour antigens
3. Chemo to increase tumour PD-L1 

expression/infiltration of CD8+ T cells



Post NAC residual disease: SWOG 1418

22



IMpassion030: Phase III randomized, open label adjuvant TNBC trial 
(Alliance/BIG)



Adapted from Blank CU, et al. Science 2016;352:658-660; Presented by Peters S. et al. AACR 2017

Candidate Biomarkers for Immunotherapy



Antibody-Drug Conjugates  
(ADCs)



































SUMMARY

 Treatment of triple-negative MBC is finally becoming 
individualized with atezolezomab gaining approval

 PDL-1 testing should become part of the workup for such 
patients

 ADCs have shown promise and may be the next approval

 It is becoming increasingly clear that PDL-1 is an 
imperfect biomarker and there are other markers to select 
patients; perhaps a combination of biomarkers will 
emerge to better define optimal candidates 

 Incorporation in curative settings is eagerly awaited


