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Triple-Negative Breast Cancer: Overview

• TNBC accounts for ~15% of all breast cancers

• A heterogeneous disease which is still not fully understood

• Associated with younger age, more aggressive disease, higher risk 
of distant recurrence and shorter survival compared with other 
breast cancer subtypes

• Visceral disease is more common in TNBC, with CNS involvement 
up to 46%



TNBC: Classifications
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Heterogeneity of TNBC: It is not one disease 





What is new….??

….neoadjuvant setting















Take home messages

Preoperative treatment to be preferred in II/III stage

Cisplatin in the neoadjuvant setting only in the BRCA mutated or in all the 
TNBC?



What is new….?? 

…Advanced TNBC
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EMBRACE Trial of Eribulin vs TPC for Heavily Pretreated 
MBC

• Primary endpoint: OS

• Secondary endpoints: PFS, ORR, safety

Cortes J, et al. Lancet. 2011;377:914-923.

Women with locally recurrent or 

metastatic BC, 2-5 prior 

chemotherapy regimens 

(including anthracycline and 

taxane, and ≥ 2 regimens for 

advanced disease), progression 

≤ 6 mos of most recent 

chemotherapy, neuropathy grade 

≤ 2, ECOG PS 0-2

(N = 762)

Until PD, unacceptable 

toxicity, physician 

discretion, consent 

withdrawal, or serious 

protocol noncompliance

Eribulin Mesylate 1.4 mg/m2 IV on 

Days 1, 8 of 21-day cycle

(n = 508)

Treatment of Physician’s Choice*

(n = 254)

Randomized 2:1 after stratification by region 

(N. America/W. Europe/Australia vs E. Europe 

vs Latin America/S. Africa), prior capecitabine, 

HER2 status

*TPC included any single-agent chemotherapy or hormonal/biological therapy approved for 

cancer treatment, administered per local practice; radiotherapy; or symptomatic therapy only.



EMBRACE: PFS and OS

Cortes J, et al. Lancet. 2011;377:914-923.
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Median PFS, Mos

Eribulin (n = 508) 3.7

TPC (n = 254) 2.2

Median OS, Mos

Eribulin (n = 508) 13.1

TPC (n = 254) 10.6



EMBRACE: Subset Analysis of OS by Disease 
Characteristics (ITT)*

*Original analysis based on 55% events in the ITT population.

Overall results (n = 762)

Receptor status

No. of organs 

involved

Sites of disease

ER/PgR+ (n = 528)

ER/PgR- (n = 187)

HER2+ (n = 123)

HER2- (n = 565)

ER/PgR/HER2- (n = 144)

≤ 2 (n = 537)

> 2 (n = 217)

Visceral (n = 624)

Nonvisceral (n = 130)

HR (95% CI)

Favors Eribulin Favors TPC

0.2 0.5 1.0 2.0 5.0

Twelves C, et al. SABCS 2010. Abstract P6-14-18. 



Grade 3/4 AEs in > 10% of Either Arm, % Eribulin

(n = 503)

TPC

(n = 247)

Neutropenia 45 21

Leukopenia 14 6

Anemia 2 4

Asthenia/fatigue 9 10*

Peripheral neuropathy 8 2*

Nausea 1* 2*

Dyspnea 4* 3

Hand–foot syndrome < 1* 4*

EMBRACE: Grade 3/4 AEs

The incidence of fatal AEs related to treatment was 1% in both arms

*Grade 3 only.

Cortes J, et al. Lancet. 2011;377:914-923.



Why is TNBC a good target for immunotherapy?

•High mutation rate, which can produce neoantigens that induce an immune 
response

•Increased number of tumor-infiltrating lymphocytes, which can facilitate an 
immune response

•Higher PD-L1 expression levels, which can inhibit T-cell antitumor responses, as 
compared with other breast cancer subtypes



Atezolizumab and chemotherapy

Schmid P, et al. IMpassion130
1. Chen Immunity 2013. 2. Zitvogel Immunity 2013. 3. Emens CIR 2015. 4. TECENTRIQ US PI/SmPC 2018. 5. Herbst Nature 2014. 

6. Emens JAMA Oncol 2018. 7. Jotte ASCO 2018. 8. Pohlmann AACR 2018.

Chemotherapy: 
Promotes DC 

recruitment to the 

site of cell death2,3

Atezolizumab: Restores anti-cancer immunity,1 with 

activity further enhanced by chemotherapy-induced antigen 

exposure

Atezolizumab:
Promotes T-cell 

activation1

Tumour

cells

DC

Activated

T cells

Tumour

antigens

• Atezolizumab (anti–PD-L1) monotherapy is 
approved in the United States, Europe and 
elsewhere for certain types of metastatic urothelial 
carcinoma and lung cancer4 

• In a Phase I study, atezolizumab monotherapy 
was active in multiple cancers, including TNBC,5,6

with greater activity in patients whose tumours
had PD-L1 IC ≥ 1%6

• The addition of chemotherapy can enhance 
atezolizumab’s anti-tumour activity7,8

• In a Phase Ib study in mTNBC, 
concurrent administration of nab-
paclitaxel did not inhibit 
atezolizumab-mediated 
immunodynamic effects8





Primary PFS analysis
Interim OS analysis



Characteristic Patients

All 902

Baseline liver metastases Yes 244
No 658

Prior taxane use Yes 461
No 441

PD-L1 status PD-L1+ (IC1/2/3) 369
PD-L1– (IC0) 533

Age group 18-40 y 114
41-64 y 569
≥ 65 y 219

ECOG PSb 0 526
1 372

Baseline disease status Locally advanced 88
Metastaticc 812

No. of metastatic sites 0-3c 673
> 3c 226

Brain metastases Yes 61
No 841

Lung metastases Yes 468
No 434

Prior (neo)adjuvant chemo Yes 570
No 332

0.81 (0.70, 0.93)

0.80 (0.62, 1.04)
0.79 (0.66, 0.94)

0.80 (0.65, 0.97)
0.81 (0.66, 1.00)

0.64 (0.51, 0.80)
0.95 (0.79, 1.15)

0.79 (0.53, 1.16)
0.84 (0.70, 1.01)
0.69 (0.51, 0.94)

0.78 (0.64, 0.94)
0.82 (0.66, 1.03)

0.66 (0.40, 1.09)
0.82 (0.71, 0.96)

0.76 (0.64, 0.91)
0.89 (0.67, 1.17)

0.86 (0.50, 1.49)
0.80 (0.69, 0.93)

0.87 (0.72, 1.07)
0.74 (0.60, 0.91)

0.85 (0.71, 1.03)
0.72 (0.57, 0.92)

PFS subgroup analysis: ITT population

Schmid P, et al. IMpassion130 

Data cutoff: 17 April 2018. 
a Unstratified HRs are shown; 95% CIs are 

plotted as error bars. Dashed vertical line 

represents value in ITT population. 
b Patients with ECOG PS 2 not plotted.
c Excludes patients with unknown/other values. 

0,2 2

Hazard Ratio (95% CI)a

P + nab-P betterA + nab-P better 1

Stratification factors



• Numerically higher and more durable 
responses were seen in the Atezo
+ nab-P arm

• Differences were not 
significant based on α level = 
0.1% (ITT: 
P = 0.0021; PD-L1+: P = 
0.0016)

• The CR rate was higher in the Atezo
+ nab-P arm vs the Plac + nab-P arm

• ITT population: 7% vs 2% 
• PD-L1+ patients: 10% vs 1%

Secondary efficacy endpoints

Schmid P, et al. IMpassion130 
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No. of ongoing 
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• The most common AEs were 
generally similar between arms

• Most common Grade 3-4 AEs: 
neutropaenia, decreased 
neutrophil count, peripheral 
neuropathy, fatigue, anaemia

• Grade 3-4 AEs ≥ 2% 
higher in the Atezo
+ nab-P arm included 
peripheral 
neuropathy (6% vs 
3%)

Most common AEs regardless of attribution

Schmid P, et al. IMpassion130

AEs in ≥ 20% (all grade) or

≥ 3% (grade 3-4) of patients 

in either arm, n (%)

Atezo + nab-P
(n = 452)

Plac + nab-P
(n = 438)

Any Grade Grade 3-4 Any Grade Grade 3-4

Alopecia 255 (56%) 3 (1%) 252 (58%) 1 (< 1%)

Fatigue 211 (47%) 18 (4%) 196 (45%) 15 (3%)

Nauseaa 208 (46%) 5 (1%) 167 (38%) 8 (2%)

Diarrhoea 147 (33%) 6 (1%) 150 (34%) 9 (2%)

Anaemia 125 (28%) 13 (3%) 115 (26%) 13 (3%)

Constipation 113 (25%) 3 (1%) 108 (25%) 1 (< 1%)

Cougha 112 (25%) 0 83 (19%) 0

Headache 105 (23%) 2 (< 1%) 96 (22%) 4 (1%)

Neuropathy peripheral 98 (22%) 25 (6%) 97 (22%) 12 (3%)

Neutropaeniaa 94 (21%) 37 (8%) 67 (15%) 36 (8%)

Decreased appetite 91 (20%) 3 (1%) 79 (18%) 3 (1%)

Neutrophil count decreased 57 (13%) 21 (5%) 48 (11%) 15 (3%)

Hypertension 22 (5%) 4 (1%) 24 (5%) 11 (3%)



Biomarkers

Emens, 2018 SABCS GS-104



• IMpassion130 is the first Phase III study to demonstrate a benefit with first-line immunotherapy in Mtnbc

• Atezolizumab + nab-paclitaxel resulted in statistically significant PFS benefit in the ITT and PD-L1+ 
populations (ITT HR = 0.80 [95% CI: 0.69, 0.92] and PD-L1+ HR = 0.62 [95% CI: 0.49, 0.78]), 
which was clinically meaningful in the PD-L1+ population

• At this first interim OS analysis, clinically meaningful improvement in OS with atezolizumab
+ nab-paclitaxel (vs placebo + nab-paclitaxel) was observed in the PD-L1+ population, 
with a HR of 0.62 and a median OS improvement from 15.5 months to 25.0 months 
(formal OS testing in PD-L1+ patients not performed per hierarchical study design)

• No detriment observed for the PD-L1– subgroup

• Atezolizumab + nab-paclitaxel was well tolerated, with a safety profile consistent 
with each agent

• For patients with PD-L1+ tumours, these data establish atezolizumab + nab-paclitaxel 
as a new standard of care

IMpassion130 conclusions

Schmid P, et al. IMpassion130



OlympiAD: Olaparib vs SOC for gBRCA1/2+, HER2-
MBC

Randomized, open-label phase III study

Robson ME, et al. N Engl J Med. 2017;377:523-533.

Pts with HER2-negative MBC with 

suspected or confirmed deleterious gBRCA

mutation; TNBC or HR+ disease; ≤ 2 prior 

lines of CT* for MBC; if HR+, not suitable for 

ET or progressed on ≥ 1 ET

(N = 302)

Until PD or 

unacceptable 

toxicity

Olaparib 300 mg BID

(n = 205)

SOC CT† on 21-day cycles

(n = 97)

*Either (neo)adjuvant treatment or treatment for metastatic disease with an anthracycline (unless contraindicated) and taxane. If received 

platinum-based tx, pt either could not have progressed on tx in metastatic setting or must be ≥ 12 mos since (neo)adjuvant tx.
†Physician’s choice of: capecitabine 2500 mg/m2 PO Days 1-14; eribulin mesylate 1.4 mg/m2 IV Days 1, 8; vinorelbine 30 mg IV Days 1, 8.

Stratified by prior CT for metastatic disease 

(yes vs no), HR status (HR+ vs TNBC), prior 

platinum tx (yes vs no)

▪ Primary endpoint: PFS per mRECIST v1.1 (BICR)

▪ Secondary endpoints: time to second progression/death, OS, ORR, safety, HRQoL



OlympiAD: PFS by BICR (Primary Endpoint)

HR: 0.58 (95% CI: 0.43-0.80;

P < 0.001)

Olaparib CT
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Robson ME, et al. N Engl J Med. 2017;377:523-533. Robson ME, et al. ASCO 2017. Abstract LBA4. 



OlympiAD: OS by Investigator Assessment

Robson ME, et al. N Engl J Med. 2017;377:523-533.

HR: 0.90 (95% CI: 0.63-1.29;

P = 0.57)
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OlympiAD: Adverse Events

Any-Grade AEs in ≥ 15% of Pts Grade ≥ 3 AEs in ≥ 2% of Pts 

Olaparib

CT
Olaparib

CT

Nausea

Anemia

Vomiting

Fatigue

Neutropenia

Diarrhea

Headache

Cough

Decreased white blood cells

Decreased appetite

Pyrexia

Increased ALT

Increased AST

Hand–foot syndrome
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Robson ME, et al. N Engl J Med. 2017;377:523-533. Robson ME, et al. ASCO 2017. Abstract LBA4. 



Talazoparib in BRCAmut tumors







Take home messages
• After many years… new targeted therapies for treatment TNBC

• The real clinical significance of the results of PARP inhibitors on 
prognosis will elaborate strategies for testing BRCA mutations 
(selected groups, carpet screening, alternative tests?) 

• The combination of chemotherapies and immunotherapy is 
effective in tumors PD-L1 +

• It is necessary to define best setting 

• Define effective combinations



Innovation and sustainability





Sustainability interventions

Unified strategy for the control of cancer from prevention, diagnosis, treatment and rehabilitation

Implementation of regional oncological networks

Appropriateness of performance (diagnostic and therapeutic)

National recommendations for patient selection care 

Strategies based on biological and clinical criteria

Implementation and public/industrial cooperation in the
search



Thanks…


