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Chemo-immunotherapy: 
standard 1st line in PD-L1+ mTNBC

Schmid P, et al. NEJM 2018; Emens LA, et al. Ann Oncol 2021; Miles D, et al. Ann Oncol 2021; Cortes J, et al. Lancet 2020; Rugo H, et al. ESMO 2021.
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NEOADJUVANT IMMUNOTHERAPY + CT IN TNBC: 
RANDOMIZED TRIALS

a. Pac →DC; b. Nab-Pac→ EC(dd); c. Carboplatin+Pac → EC/DC; d. Carboplatin+Nab-Pac (anthra given after surgery); e. Nab-Pac-> DC(dd)
*Estimated probabilities of pCR.
1. Nanda R, et al. JAMA Oncol 2020;  2. Loibl S, et al. Ann Oncol 2019; 3. Schmid P, et al. NEJM 2020; 4. Gianni L, et al. SABCS 2019; 5. Mittendorf EA, Lancet 2020.
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NEOADJUVANT PEMBROLIZUMAB SIGNIFICANTLY PROLONGS EFS
UPDATED ANALYSIS OF THE KEYNOTE-522 TRIAL, mFU 63 MONTHS

Schmid P. et al., ESMO 2023



All that glitters
is not (always) 
gold…



Inconsistent EFS results from other neoadjuvant trials

NeoTRIP (primary EP)

Impassion-031 (secondary EP)

Gianni L. et al., ESMO 2023; Loibl S. et al., Ann Oncol 2022; Barrios C. et al., Esmo Breast Cancer 2023

Geparnuevo (secondary EP, phase II)



Disappointing results for pure 
adjuvant IMpassion-030 trial

Ignatiadis M. et al., SABCS 2023



Neoadjuvant/perioperative vs «pure» adjuvant

Versluis J. Et al., Nat Med 2020



HIGH RISK PRIMARY TNBC PTS 
WHO COMPLETED TREATMENT 

WITH CURATIVE INTENT 
INCLUDING SURGERY AND 

CHEMOTHERAPY
Stratum A: Adjuvant 

(high stage)
Stratum B: Post-neoadjuvant 

(non-pCR)

R
Avelumab for 1 year

Observation

Co-primary endpoints: 1. DFS in all-comers; 2. DFS in Stratum B post-neoadjuvant
Secondary endpoints: OS, DFS in PD-L1+, Safety, Biomarkers
n=474

Randomization 1:1 balanced for adjuvant and post-neoadjuvant patients.

Sponsor: University of Padova
PI: Valentina Guarneri



• Serious treatment-related adverse events: 
34.1% pembro vs of 20.1% 

• Discontinuation: 
    27.7% pembro vs 14.1% placebo

• G5 events:
     4 pembro vs 1 placebo

• Immune-mediated adverse events: 
    33.5% pembro vs  11.3% placebo

• Immune-mediated adverse events G3+: 
    12.9% pembro vs 1.0% placebo.

• Immune-mediated adverse events G5: 
     2 pembro vs 0 placebo

Schmid P. et al., NEJM 2022; Cortes J. Et al., SABCS 2023

SUMMARY OF SAFETY DATA FROM KN-522 (IA4)



Serious AEs

Discontinuation



REAL WORLD SAFETY OF KN522-LIKE REGIMEN

Hofherr M. et al., SABCS 2023



Consequences of irAEs

• Treatment discontinuation
• Fatal toxicity
• Chronic toxicity

Johnson et al, Nature Review Clin Oncol, 2022 





5 «rights» of safe medication use



The PD-L1 story

PEMBROLIZUMAB IN mTNBC

PEMBROLIZUMAB IN eTNBC

Cortes J. et al., NEJM 2022; Schmid P. et al., NEJM 2022



Bianchini G et al., Nat Rev Clin Oncol 2022

• Predictive factors in mTNBC
may not work in the early 
setting

• We need curative setting-
specific biomarkers

• Accounting for dynamic
changes during treatment 
may be relevant



Licata L. et al., 
The Breast 2023



Massa D. et al., Cancers 2022

Complexity of the TIME: how close should we look at it?



What is spatial profiling and what can it add
Breast Cancer Spatial Phenotyping

IHC

Modified from Caswell-Jin JL et al, Ann Rev Cancer Biol 2021



What is spatial profiling and what can it add
Breast Cancer Spatial Phenotyping

IHC

Modified from Caswell-Jin JL et al, Ann Rev Cancer Biol 2021

• GeoMx DSP, CosMx
• 10X Visium
• Slide-RNA-seq

• Multiplex IHC/IF
• Imaging mass 

cytometry
• MIBI
• CODEX
• GeoMx DSP



What is spatial profiling and what can it add
Breast Cancer Spatial Phenotyping

IHC

Modified from Caswell-Jin JL et al, Ann Rev Cancer Biol 2021

Identification of key cell subpopulations

Griguolo G et al, NeuroOncology 2022



What is spatial profiling and what can it add
Breast Cancer Spatial Phenotyping

IHC

Modified from Caswell-Jin JL et al, Ann Rev Cancer Biol 2021

Which cells are close to each other

Griguolo G et al, NeuroOncology 2022

To exert cell-cell interactions cells
need to be spatially near



FINDING THE RIGHT DISTANCE

«If you stand too
close to a painting –

all you see are 
patches of color, if
you stand too far 

back, you can’t see
any of the details»

Mandy Patinkin
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