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Immune Checkpoint Inhibition in TNBC: Rationale

1. Loi. JCO. 2013;31:860. 2. Mittendorf. Cancer Immunol Res. 2014;2:361. 3. Luen. Breast. 2016;29:241.
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SITUACIÓN ACTUAL 



Schmid P, et al. IMpassion130 

ESMO 2018 (LBA1_PR) 

http://bit.ly/2DMhayg

IMpassion130 study design

Co-primary endpoints were PFS and OS in the ITT and PD-L1+ 
populationsd

Key secondary efficacy endpoints (ORR and DOR) and safety were also evaluated 

IC, tumour-infiltrating immune cell; TFI, treatment-free interval. a ClinicalTrials.gov: NCT02425891. b Locally evaluated per ASCO–College of American Pathologists (CAP) 

guidelines. c Centrally evaluated per VENTANA SP142 IHC assay (double blinded for PD-L1 status). d Radiological endpoints were investigator assessed 

(per RECIST v1.1).

Key IMpassion130 eligibility criteriaa:

• Metastatic or inoperable locally advanced TNBC

‒ Histologically documentedb

• No prior therapy for advanced TNBC

‒ Prior chemo in the curative setting, including 

taxanes, allowed if TFI ≥ 12 mo

• ECOG PS 0-1

Stratification factors:

• Prior taxane use (yes vs no)

• Liver metastases (yes vs no)

• PD-L1 status on IC (positive [≥ 1%] vs negative [<

1%])c

Atezo + nab-P arm:

Atezolizumab 840 mg IV 

‒ On days 1 and 15 of 28-day cycle

+ nab-paclitaxel 100 mg/m2 IV

‒ On days 1, 8 and 15 of 28-day cycle

Plac + nab-P arm:

Placebo IV 

‒ On days 1 and 15 of 28-day cycle

+ nab-paclitaxel 100 mg/m2 IV

‒ On days 1, 8 and 15 of 28-day cycle

Double blind; no crossover permitted
RECIST v1.1 

PD or toxicity
R
1:1

◆ Co-primary endpoints were PFS and OS in the ITT and PD-L1+ populationsd

– Key secondary efficacy endpoints (ORR and DOR) and safety were also evaluated 



Data cutoff, 14 April 2020. Median survival follow-up, 18.8 months (all patients). HR, hazard ratio. 

OS in the ITT population

Emens LA. ESMO 2020.

IMpassion130 Final OS.

ITT population

A + nP (n = 451) P + nP (n = 451)

OS events, n (%) 322 (71) 344 (76)

Stratified HR  (95% 

CI) 

0.87 (0.75, 1.02)

P = 0.077

18.7 mo

(16.9, 20.8)

21.0 mo 

(19.0, 23.4)

3-year OS: 28%

3-year OS: 25%

No. at risk 

(ITT population):

A + nP

P + nP

Time (months)
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Median OS (95% CI):



Data cutoff, 14 April 2020. NE, not estimable. 
a P value not displayed since OS in the PD-L1+ population was not formally tested due to the hierarchical study design.

OS in the PD-L1 IC+ population

PD-L1 IC+ population

A + nP (n = 185) P + nP (n = 184)

OS events, n (%) 120 (65) 139 (76)

Stratified HR  (95% 

CI) 
0.67 (0.53, 0.86)a

Emens LA. ESMO 2020.

IMpassion130 Final OS.

17.9 mo

(13.6, 20.3)

25.4 mo

(19.6, 30.7)

3-year OS: 36%

3-year OS: 22%

Median OS (95% CI):

A

P

∆ 7,5 meses



Data cutoff, 14 April 2020. 

A + nP (PD-L1 IC+)

A + nP (PD-L1 IC–)

P + nP (PD-L1 IC+)

P + nP (PD-L1 IC–)

OS by PD-L1 IC status (PD-L1 IC+ vs PD-L1 IC–)

Emens LA. ESMO 2020.

IMpassion130 Final OS.

PD-L1 IC+ PD-L1 IC–

A + nP P + nP A + nP P + nP

Median OS, mo 25.4 17.9 19.7 19.7

Stratified HR  (95% 

CI)
0.67 (0.53, 0.86) 1.02 (0.84, 1.24)



IMpassion130: summary

• Here we report mature OS data from the prespecified final OS analysis
• The OS boundary for statistical significance was not crossed in the ITT population, precluding 

further formal testing

• Clinical meaningful OS was observed in the PD-L1 IC+ population 

• Final OS HR, 0.67 (95% CI: 0.53, 0.86) and a +7.5-mo median OS improvement with A + nP vs P + nP

• OS results in the PD-L1 IC+ population were consistent with the first and second interim analyses

• OS HR, 0.62 (95% CI: 0.45, 0.86) in the first interim analysis and 0.71 (95% CI: 0.54, 0.93) in the second interim analysis

• With additional follow-up, A + nP remained safe and tolerable
• The safety profile was consistent with those of the individual treatment components

• No new safety signals were identified

• These results support a positive benefit-risk profile for A + nP as first-line 
therapy in patients with PD-L1 IC+ mTNBC

Emens LA. ESMO 2020.

IMpassion130 Final OS.



IMpassion131

Miles et al. Annals Oncol 2021 
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Aprobaciones Tecentriq mTNBC

8 Marzo 2019 – Aprobación FDA 29 Agosto 2019 – Aprobación EMA

1. https://www.fda.gov/drugs/drug-approvals-and-databases

2. https://www.roche.com/media/releases/med-cor-2019-08-29.htm

3. Ficha técnica Tecentriq

Tecentriq® en combinación con nab-paclitaxel está indicado para el tratamiento de pacientes adultos con cáncer de mama 

triple negativo (CMTN) localmente avanzado irresecable o metastásico cuyos tumores tengan una expresión de PD-L1 ≥ 1% 

y que no hayan recibido quimioterapia previa frente a la metástasis.3

• La FDA también aprobó el Test de VENTANA 

(SP142) como test validado para seleccionar 

pacientes para Tecentriq en CMTNm

1 de Agosto 2021 -Precio reembolso (acuerdo de pago por resultados)



2.German Gynecological Oncology Group. Guidelines of the AGO Breast Committee

3.Annals of oncology : official journal of the European Society for Medical Oncology, 2020

Inclusión en guías

AGO - German 

Gynecological 

Oncology Group2

para el tratamiento de pacientes 

adultos con cáncer de mama triple 

negativo (CMTN) localmente 

avanzado irresecable o metastásico

Atezolizumab + nab-paclitaxel is an 
option for first-line therapy for PD-L1-
positivea triple-negative
ABC, either de novo or at least 12 months 
since (neo)adjuvant ChT. ESMO-MCBS 
v1.1 score: 3. LoE/GoR:1/B

5th ESO-ESMO international 
consensus guidelines for advanced 

breast cancer3



NUEVOS AVANCES 



ESTRATEGIAS TERAPEUTICAS 



cNab-paclitaxel 100 mg/m2 IV on days 1, 8, and 15 every 28 days. cPaclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days. dGemcitabine 
and carboplatin: 1000 mg/m2 and  AUC 2 on days 1 and 8 every 21 days. 









EFFICACY FINAL ANALYSIS













¿Qué INMUNOTERAPIA? ¿ Qué 

QUIMIOTERAPIA? ¿ Cómo SELECCIONAMOS? 

¿ Biomarcadores?………



¿ QUÉ QUIMIOTERAPIA?



NEGATIVO 





Characteristic, n (%) PD-L1+ population ITT population

Placebo + PAC 
(n=101)

Atezo + PAC 
(n=191)

Placebo + PAC 
(n=220)

Atezo + PAC (n=431)

Median (range) age, years 53 (25–78) 55 (23–83) 53 (25–81) 54 (22–85)

ECOG PS 0 59 (58) 118 (62) 130 (59) 262 (61)

1 42 (42) 73 (38) 90 (41) 169 (39)

Liver metastases 24 (24) 37 (19) 61 (28) 118 (27)

>3 metastatic sites 13 (13) 35 (18) 48 (22) 105 (24)

PD-L1+a 101 (100) 191 (100) 101 (46) 191 (44)

Prior taxane 54 (53) 97 (51) 107 (49) 208 (48)

Prior anthracycline 50 (50) 98 (51) 110 (50) 212 (49)

de novo mBC 30 (30) 53 (28) 69 (31) 131 (30)

KEYNOTE 355

IMPASSION 130



• In actual  clinical scenario (prior taxane/platinum in neo-adj setting): 

- Keynote355 and IMpassion130 included pts with taxanes in neo-adjuvant setting > 6 
mo or > 12 mo respectively 

- Could rechallenge with taxane, but no data on rechallenge with platinum  

-Consider Nab-paclitaxel + Pembrolizumab or Atezolizumab  (or Platinum if > 12 m ???)

• In chemo naive, de novo 1
st 

line MBC TNBC setting, no known best chemotherapy 
backbone at present

¿ QUÉ QT ASOCIAR A IO?



TOXICIDAD



Toxicities IO & chemotherapy: 

Immune-Mediated Adverse Events 



General irAE management



DIAGNÓSTICO







‣ USA: CPS score using 22C3 assay (as only 

pembrolizumab is now approved) 

‣ Europa: SP 142 (Atezolizumab) and/or CPS 

score (22C3 assay), depending on country 

approval and reimbursement.



Pairwise Scatterplot Using the 22C3 Antibody LDT on the BenchMark 
XT Platform and PD-L1 IHC 22C3 pharmDx 

TNB( N=118)Pan-Tumor  (N = 522)

CONCLUSIONES: 
• Demostramos que nuestra LDT basada en 
anticuerpos 22C3 en la plataforma Ventana 
BenchMark XT arrojó una alta concordancia con 
el PD-L1 IHC 22C3 pharmDx aprobado por la FDA 
y/o con marca CE en un análisis pantumoral y 
cuando cada tipo de tumor se analizó por 
separado
• Estos hallazgos sugieren la comparabilidad de 
PD-L1 IHC 22C3 pharmDx con una LDT basada en 
el anticuerpo 22C3 en varios tipos de tumores

Laboratory-developed tests (LDTs)

OBJETIVO: To compare our PD-L1 22C3 
antibody–based LDT on the BenchMark XT 
platform with the gold standard PD-L1 IHC 
22C3 pharmDx,

Presented at the Society for Immunotherapy Cancer 36th Annual Meeting & Pre-Conference Programs (SITC 2021); 

November 10-14, 2021; Washington, DC (Hybrid) 







BIOMARCADORES: predictores de 
respuesta inmune. 



PDL-1



MSI-H/dMMR

• En 2017, la FDA otorgó la aprobación acelerada a pembrolizumab para la primera indicación agnóstica de 
tumor agnostic  (MSI-H tumores sólidos irresecables o metastásicos que habían progresado con terapias 
anteriores)

• • Los cánceres de mama MSI-H/dMMR son muy raros: 2 % o menos, distribuidos en diferentes subtipos 
intrínsecos

• • NGS como Foundation One CDx interroga 95 loci de microsatélites, pero fija su umbral contra los cánceres 
colorrectal y endometrial MSI-H.



‣ KEYNOTE-158 study that led to tissue agnostic FDA approval of Pembrolizumab for 

tumours with TMB>10 was not represented with breast cancers 

‣ Recent studies seem to support the benefit of Pembrolizumab in metastatic breast cancers 

with TMB>10 where clinical response was demonstrated and improved PFS compared to 

chemotherapy. 

TMB









• The combination of nivolumab plus  ipilimumab in patients with HER2-negative MBC and high TMB 
demonstrated an ORR of 16.7%, meeting the primary endpoint . In TN 2/9 PR

• Patients with TMB > 14 Mut/Mb  achieved ORR 60% and 
*further work is need to investigate the optimal TMB cutoff for selecting patients for receiving ICI. 

• Work is ongoing to centrally confirm TMB in blood and tissue using the FoundationOne CDx assay. 



Emens et al. J Immunotherap Cancer 2021







CONCLUSIONES : Situación actual 
• Dos estudios randomizados fase III confirman el beneficio en SG de Atezolizumab y Pembrolizumab 

en  1º linea mTNBC 

• Determinación PD-L1 by IHC es un requisito  imprescindible en el dx mTNBC
-MUST use the PD-L1 result relevant to the therapeutic target ( SP142 – Atezolizumab; 
22C3 CPS score score > 10 - Pembrolizumab)

*Likely better biomarker of benefit than PD-L1 – research in progress 

• Quimioterapia de combinación? 
- Si  Atezolizumab, datos solo con nab-paclitaxel

- Si Pembrolizumab, datos para  poder usar taxanos  o carbo/gem ( si platinos en precoz?)

• Vigilar efectos secundarios. Seguir las guias de manejo de toxicidad  IO



Futuro……….

Bianchini et al. Nature Reviews 2021 



‣ ¿ Cómo ampliar la Respuesta Inmune ?
-Dobletes de IO

- IPARP + IO

- Inhib PI3K/AKT/pTEN+ Inmunoterapia 

* Begonia , Morpheus ( poca aportación del los inhib PI3K/AKT/pTEN)

‣ ¿ Cuanto tiempo mantener IO?

‣ ¿ Quién se beneficia IO?
• PDLI+

• OTROS: TMB…



ALWAYS CONSIDER CLINICAL TRIALS



Gracias


