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u Patients with advanced or metastatic TNBC experience poor 
outcomes relative to patients with other breast cancer 
subtypes,1 with a median OS of ≈ 18 months or less2-4

u First-line treatment typically includes single-agent taxane or 
anthracycline chemotherapy, although platinum-gemcitabine 
doublet is also used5,6

u No targeted therapies have improved OS to date

u Checkpoint inhibition may be a useful approach in the 
treatment of TNBC
– PD-L1 can inhibit anti-cancer immune responses7

– PD-L1 in TNBC is expressed mainly on tumour-infiltrating immune cells 
(IC)8,9

Triple-negative breast cancer (TNBC)

Schmid P, et al. IMpassion130 ESMO 2018 (LBA1_PR) http://bit.ly/2DMhayg
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Atezolizumab + Nab paclitaxel

 Immune checkpoint inhibition may be augmented by 
neoantigen elaboration by chemotherapy (or RT). 
 Nab paclitaxel avoids steroids of other taxanes

 Phase Ib mTNBC
< 3 prior lines

Atezolizumab (800 iv q2wk)
(held C1 biopsy cohort 

+  
nab paclitaxel (125 iv 3 wks of 4)

Serial biopsies (n=24): 
- pre-Rx
- C1 (no atezo)
- C2 (+ atezo)

Adams et al, ASCO 2016



Phase Ib Atezolizumab + Nab paclitaxel

TIL association with RR

Adams et al, ASCO 2016

















































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
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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


