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IMPassion130, IMPassion131 and KN-355

IMPASSION130 IMPASSION131 KEYNOTE-355

Population
De novo IV or metastastic
recurrent disease > 12 m 

from the end of CT

De novo IV or metastastic
recurrent disease > 12 m 

from the end of CT

De novo IV or metastastic
recurrent disease > 6 m 

from the end of CT

CT backbone Nab-paclitaxel Paclitaxel
Paclitaxel, Nab-paclitaxel 
ou Carboplatin + Gemzar

PD-L1 clone/IO SP142 Ventana (Atezo) SP142 Ventana (Atezo) 22C3 DAKO (Pembro)

Progression-free survival
(HR)

0.63
PD-L1+ immune cells

0.82 (not significant)
PD-L1+ immune cells

0.65
CPS > 10

Overall survival (HR)

Clinically significant D = 7 
months

(not statistically 
significant) 

No benefit
0.73

CPS > 10
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Taxa de resposta objetiva

KEYNOTE-3551,2

Adaptado de Hugo R et al.1,2

1. Rugo HS, Schmid P, Cescon DW, et al. Additional efficacy endpoints from the phase 3 KEYNOTE-355 study of pembrolizumab plus chemotherapy vs placebo plus chemotherapy as first-line 
therapy for locally recurrent inoperable or metastatic triple-negative breast cancer. Abstract presented at: the 2020 San Antonio Breast Cancer Symposium Virtual Meeting; December 8-11, 
2020. Abstract GS3-01.
2. Hugo RS, Cortes J, Cescon DW, et al. KEYNOTE-355: Final results from a randomized, double-blind phase III study of first-line pembrolizumab + chemotherapy vs placebo + chemotherapy for 
metastatic TNBC. Ann Oncol. 2021;32(suppl_5): S1283-S1346.

TCD: taxa de controle da doença; TRO: taxa de resposta objetiva.
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Paclitaxel

(ligado à albumina)

Paclitaxel Gencitabina/

Carboplatina

Pembrolizumabe +

quimioterapia
Placebo + quimioterapia
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Overall Survival: PD-L1 CPS ≥10

aPrespecified P value boundary of 0.0113 met.
Hazard ratio (CI) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff: June 15, 2021.

n/N Events
HR 

(95% CI)
P-value

(one-sided)

Pembro + Chemo 155/220 70.5% 0.73 
(0.55-0.95)

0.0093a

Placebo + Chemo 84/103 81.6%

58.3%

44.7%

23.0 months

16.1 months

48.2%

34.0%
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Algoritmo padrão de tratamento do CMTN 
metastático

CMTN Virgem de 
tratamento no 

cenário metastático

PD-L1 POSITIVO 

(22C3 DAKO; SP142 
Ventana)

Pembrolizumab + QT 
ou Atezolizumabe + 

Nab-paclitaxel

PD-L1 NEGATIVO

BRCA1/2 mutado

Platina ou inibidor de 
PARP

PD-L1 NEGATIVO

BRCA1/2 normal

Taxano

Importante conhecer: 
status BRCA1/2, PD-L1

2a linha e após: Sacituzumab Govitecano ou Trastuzumabe-deruxtecano (se HER2 low)
3a linha e após: ou quimioterapia

MSI, TMB e NTRK

Slides do autor



Como melhorar esses desfechos ou aumentar o número de pacientes
beneficiados?

• Combinação com outras imunoterapias?

• Combinação com ADCs?

• Melhor seleção dos pacientes?



FDA approval of Pembrolizumab of TMB-H tumors

Lancet Oncol 2020

• Objective response of 29%

• No patients with MBC included



Prevalence of high TMB among breast cancers

Barroso-Sousa R, Jain E et al. Ann Oncol. 2020

5%



JCO 2021

Unconfirmed ORR 21%
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Outcomes
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Exploratory analysis

Objective response No response Total P value

Subtype n = 5 n = 25 n = 30 0.6

TNBC, n (%) 2 (22) 7 (78) n = 9

HR+, n (%) 3 (14) 18 (86) n = 21

PD-L1 status n = 6 n = 23 n = 25 1.0

Negative, n (%) 5 (20.8) 19 (79.2) n = 24

Positive, n (%) 1 (20) 4 (80) n = 5

Stromal TIL n = 5 n = 23 n = 28 0.3

<10, n (%) 2 (11) 17 (89) n = 19

> 10, n (%) 3 (33) 6 (67) n = 9

TMB (Mut/Mb) n = 5 n = 25 n = 30 0.04

<14, n (%) 3 (12) 23 (92) n = 25

>14, n (%) 3 (60) 2 (40) n = 5
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Median PFS and OS according to TMB



Ongoing analysis

• Genomic assays (FM tissue and blood)

• Gut microbiome



Combinações com ADCs
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Combinações com ADCs

• TROPION-BREAST 03
➢Datopotamabe + Durvalumabe vs QT + pembrolizumabe

• ASCENT 04
➢ Sacituzumabe + Pembrolizumabe vs QT + Pembrolizumabe



Combinações com outras 
imunoterapias

• ANTI-LAG3



aPDL1+induction with platinum: GELATO-trial

• Endpoint: clinical benefit rate

(CR+PR+SD > 6m)

• Simon’s 2-stage design with
3/22 (14%) in first stage 
considered a success

Voorwerk, Isaeva et al. under review at Nature Cancer

Start

“Immune 
induction”

2 cycles
aPDL1 

Stop carbo
(12x)



Efficacy aPDL1 plus carboplatin induction

N = 23 evaluable patients

Best overall response (RECIST1.1), no (%)

Complete response (CR)

Partial response (PR)*

Stable disease (SD) or non-CR/non-PD

Progressive disease (PD)

0 (0)

4 (19)

2 (10)

15 (71)

Objective response rate (CR+PR) 17%

Clinical benefit rate (CR+PR+SD>6 months) 26%

Voorwerk, Isaeva et al. under review at Nature Cancer



Conclusões

• A combinação de imunoterapia com novos ADCs é promissora, com a expectative de ser 
tornar o novo padrão de tratamento em alguns anos

• Combinação com novas imunoterapias está sendo investigada

• O CUTOFF para utilizar o TMB como biomarcador preditivo de resposta não está estabelecido

• Mais estudos são necessários para a melhor compreensão dos mecanismos de evasão da 
imunidade no cancer de mama – far beyond immune checkpoint inhibitors!



Obrigado

barroso.romualdo@gmail.com

@DrRBarroso
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