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CANCER IMMUNOEDITION

O´Donnell Nature 2019
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Stroma subtypes depending on TMB & gene signatures

O´Donnell Nature 2019
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Comparison primary & recurrences using IHC

Lower levels of immune infiltration in recurrence as compared to the primary samples.

San Antonio Breast Cancer Symposium®, December 4-8, 2018

This presentation is the intellectual property of the author/presenter. Contact roberto@salgado.be for permission to reprint and/or distribute. 

CANCER IMMUNOEDITION IN BREAST CANCERCANCER IMMUNOEDITION IN BREAST CANCER
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de la Cruz-Merino et al, Clin&Transl Oncol 2018
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FIRST TRIALS WITH IMMUNE-CHECKPOINT INHIBITORS IN BC
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KEYNOTE-86, Pembro: 

ORR depending on PDL1 expression

Adams S et al. J Clin Oncol 2017
Keynote-086 Trial
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KEYNOTE-86, Pembro: 
ORR depending on TILs

Loi S et al. Ann Oncol 2017Keynote-086 Trial
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IMPASSION 130, UPDATED DATA
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IMpassion130: Efficacy in immune biomarker subgroups 
from the global, randomized, double-blind, placebo-

controlled, Phase III study of atezolizumab + nab-paclitaxel 
in patients with treatment-naive, locally advanced 

or metastatic triple-negative breast cancer

Leisha A. Emens,1 Sherene Loi,2 Hope S. Rugo,3 Andreas Schneeweiss,4 Véronique Diéras,5 Hiroji Iwata,6
Carlos H. Barrios,7 Marina Nechaeva,8 Luciana Molinero,9 Anh Nguyen Duc,10 Roel Funke,9 Stephen Y Chui,9
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Emens LA, et al. IMpassion130 biomarkers. 
SABCS 2018 (program #GS1-04)
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BEP (CD8): n = 720. A CD8+ cutoff of 0.5% was selected based on Phase Ib study in TNBC (Adams JAMA Oncol 2018). All P values are nominal.
a Data derived from contingency table with Fisher exact tests.

CD8+ IHC has clinical benefit if co-occurring with PD-L1 IC+

15

§ PD-L1 IC+ are enriched in CD8+ (P < 0.0001) and CD8+ are enriched in PD-L1 IC+ (P < 0.0001)a

§ Patients with CD8+ tumors derived clinical benefit (PFS/OS) only if their tumors were also PD-L1 IC+

PD-L1 IC+
44%

CD8+
69%

5% 39% 31%

CD8–/PD-L1 IC+ (n = 37)
HR (95% CI) P Value

PFS 0.33 (0.13, 0.87) 0.03
OS 0.25 (0.06, 1.02) 0.05

CD8+/PD-L1 IC+ (n = 280)
HR (95% CI) P Value

PFS 0.61 (0.46, 0.80) ≤ 0.005
OS 0.55 (0.38, 0.80) ≤ 0.005

CD8+/PD-L1 IC– (n = 220)
HR (95% CI) P Value

PFS 0.89 (0.66, 1.20) 0.45
OS 0.77 (0.50, 1.17) 0.21

Emens LA, et al. IMpassion130 biomarkers. 
SABCS 2018 (program #GS1-04)
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BEP (TILs): n = 893. Cutoff of 10% was used to distinguish low vs intermediate/high levels of TILs (Denkert Lancet Oncol 2018). All P values are nominal.
a Data derived from contingency table with Fisher exact tests.

Stromal TILs has clinical benefit if co-occurring with PD-L1 IC+

16

§ TIL+ were enriched for PD-L1 IC+ (P < 0.0001) but PD-L1 IC+ were not enriched for TIL+ (P = ns)a

§ Patients with TIL+ tumors derived clinical benefit (PFS/OS) only if their tumors were also PD-L1 IC+

PD-L1 IC+
41%

TIL+
32%

20% 21% 11%

TIL–/PD-L1 IC+ (n = 176)
HR (95% CI) P Value

PFS 0.74 (0.54, 1.03) 0.07
OS 0.65 (0.41, 1.02) 0.06

TIL+/PD-L1 IC+ (n = 190)
HR (95% CI) P Value

PFS 0.53 (0.38, 0.74) ≤ 0.005
OS 0.57 (0.35, 0.92) 0.02

TIL+/PD-L1 IC– (n = 94)
HR (95% CI) P Value

PFS 0.99 (0.62, 1.57) 0.97
OS 1.53 (0.76, 3.08) 0.24

Emens LA, et al. IMpassion130 biomarkers. 
SABCS 2018 (program #GS1-04)
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Vinayak JAMA Oncol 2019

TOPACIO TRIAL
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Le DT N Engl J Med. Jun 2015
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Le DT N Engl J Med. Jun 2015
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Le DT N Engl J Med. Jun 2015
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Overman Lancet Oncol 2017



IO-Combos in mCRC

V SIMPOSIO GETHI

Ciardiello Cancer Treat Rev2019



V SIMPOSIO GETHI

Le Science 2017
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Le Science 2017
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Marabelle J Clin Oncol 2019
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Marabelle J Clin Oncol 2019

Keynote-158
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Marabelle J Clin Oncol 2019

Keynote-158
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Boettcher Front Oncol 2019
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Kagabu Healthcare 2019



Key targets for immunotherapy
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O´Donnell Nature 2019



CONCLUSIONS & FUTURE PROSPECTS

# ICI activity in frequent tumors (not melanoma, NSCLC, etc) seems
restricted to certain subpopulations
# Breast cancer: TNBC, TILS, PD-L1 IC+ by SP142 ICA 

# BRCA tumors might be more immunogenic and suitable for ICI

# Gastrointestinal tumors and miscellanea: MSI/MMR+ (agnostic of 
cancer site)

# Prostate and cervical cancer, limited activity of ICI as single Tx

# Many biomarkers under intense scrutiny (TMB, gene signatures…)

# Hundreds of clinical trials using combos (intralesional therapies, 
radiotherapy, targeted therapies, vaccines…) searching the Achilles
heel for every single tumor
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