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Inmunoterapia en mNSCLC



Pembrolizumab en PD-L1 ≥ 50%
/Pembro + CT en No escamosos

Brahmer et al. ESMO 2020 Rodrguez-Abreu et al. Ann Oncol 2021 
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Pembro + CT en escamosos

Paz-Ares L et al. N Engl J Med. 2018

20 %

KEYNOTE-407



Asociando nuevos agentes

Revirtiendo resistencias

Rechallenge

Biomarcadores

Implementar el beneficio

¿Cómo mejorar estos resultados?



Combinando anti-PD-1/anti-CTLA-4

1. Sharma P, et al. Nat Rev Immunol 2020;20:75-76; 2. Wei SC, et al. Cancer Discov 2018;8:1069-1086; 3. Das R, et al. J Immunol 2015;194:950-959; 4. Ramalingam SS, et al. Oral presentation
at the ASCO Annual Meeting; May 29–31, 2020; virtual. Abstract 9500; 5. Larkin J, et al. N Engl J Med 2019;381:1535-1546; 6. Motzer RJ, et al. Lancet Oncol 2019;20:1370-1385; 7. Baas P, et
al. Lancet 2021;397:375-386; 8. Paz-Ares L, et al. Lancet Oncol 2021;22:198-211; 9. OPDIVO® (nivolumab) [package insert]. Princeton, NJ: Bristol Myers Squibb; April 2021; 10. eCancer.
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Checkmate 227



Checkmate 227: Análisis 
Supervivencia a 4 años PD-L1 ≥ 1%

Paz-Ares L et al, ASCO 2021



Paz-Ares L et al, ASCO 2021

Checkmate 227: Análisis 
Supervivencia a 4 años PD-L1 <1%



Paz-Ares L et al, ASCO 2021

Checkmate 227: 
duración de la 

respuesta
23 meses

18 meses



Paz-Ares L et al, ASCO 2021

Checkmate 227: Análisis Supervivencia 
a 4 años PD-L1 ≥ 50%

37%

32 m



MYSTIC study

Rizvi NA et al, JAMA Oncol 2020



MYSTIC study
PFS and OS 

Rizvi NA et al, JAMA Oncol 2020



KEYNOTE-598: Pembro + Ipi vs Pembro
PD-L1 ≥ 50%

Boyer et al, WCLC 2020



Boyer et al, WCLC 2020

KEYNOTE-598: Pembro + Ipi vs Pembro
PD-L1 ≥ 50%



CheckMate 9LA study

DBL: February 18, 2021; minimum / median follow-up for OS: 24.4 months / 30.7 months.
aNCT03215706; bDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); cPatients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients; dNSQ: pemetrexed + cisplatin or 
carboplatin; SQ: paclitaxel + carboplatin; eHierarchically statistically tested.

Paz-Ares L, et al. Lancet Oncol 2021



2-Year update: OS in all
randomized patients

Minimum follow-up: 24.4 months.
a95% CI = 13.9–19.7 (NIVO + IPI + chemo) and 9.5–12.7 (chemo). Reck M et al, ASCO 2021; Paz-Ares L, et al. Lancet Oncol 2021

CheckMate 9LA study



2-Year update: OS subgroup analysis

Paz-Ares L, et al. Lancet Oncol 2021

CheckMate 9LA study



2-Year update: PFS and DOR

Minimum follow-up: 23.3 months.
aPer BICR; b95% CI = 5.6–7.8 (NIVO + IPI + chemo) and 4.4–5.6 (chemo); cIncludes 3.3% CR and 34.6% PR; 4 patients who had a PR as best response at a previous DBL (12.2 months minimum follow-up for response) improved to CRs;
dIncludes 1.1% CR and 24.3% PR; e95% CI = 8.7–20.2 (NIVO + IPI + chemo) and 4.4–7.2 (chemo).

Paz-Ares L, et al. Lancet Oncol 2021

13 m

CheckMate 9LA study



PD-L1 < 1%: efficacy outcomes

• Exploratory analysis of OS by histology in PD-L1 < 1% (HR; NIVO + IPI + chemo vs chemo): 0.75e (NSQ) and 0.48f (SQ)
- 2-year OS rates were 38% vs 26% (NSQ) and 33% vs 11% (SQ)

aPer BICR; b95% CI = 13.7–20.3 (NIVO + IPI + chemo) and 7.7–13.5 (chemo); c95% CI = 4.4–7.6 (NIVO + IPI + chemo) and 4.2–5.7 (chemo); d95% CI = 6.7–NR (NIVO + IPI + chemo) and 2.8–7.1 (chemo); e95% CI = 0.54-1.04 (NSQ); f95% CI = 0.28-0.81 (SQ).

Paz-Ares L, et al. Lancet Oncol 2021

17.5 m

CheckMate 9LA study



PD-L1 ≥ 1%: efficacy outcomes

• Exploratory analysis of OS by histology in PD-L1 ≥ 1% (HR; NIVO + IPI + chemo vs chemo): 0.71e (NSQ) and 0.70f (SQ)
- 2-year OS rates were 42% vs 29% (NSQ) and 38% vs 26% (SQ)

aPer BICR; b95% CI = 13.8–22.2 (NIVO + IPI + chemo) and 9.5–13.2 (chemo); c95% CI = 5.6–8.9 (NIVO + IPI + chemo) and 4.2–5.6 (chemo); d95% CI = 8.5–20.7 (NIVO + IPI + chemo) and 4.3–9.6 (chemo); e95% CI = 0.53-0.95

Paz-Ares L, et al. Lancet Oncol 2021

12 m

CheckMate 9LA study



PD-L1 ≥ 50%: efficacy outcomes

aPer BICR; b95% CI = 13.1–32.5 (NIVO + IPI + chemo) and 9.4–17.6 for (chemo); c95% CI = 4.4–11.5 (NIVO + IPI + chemo) and 4.1–5.6 (chemo); d95% CI = 8.6–NR (NIVO + IPI + chemo) and 3.9–10.9 (chemo).

Paz-Ares L, et al. Lancet Oncol 2021

26 m

CheckMate 9LA study



2-Year update: safety and 
exposure summary

Minimum follow-up: 23.3 months for safety.
aIncludes events reported between first dose and 30 days after last dose of study drug; bTreatment-related deaths in the NIVO + IPI + chemo arm (n = 8): acute renal failure due to chemo only, thrombocytopenia due to chemo only,
pneumonitis, hepatic toxicity, hepatitis, sepsis with acute renal insufficiency (n = 1 each); diarrhea (n = 2; one of which was not reported as treatment-related at previous DBLs but updated by the investigator as treatment-related prior to
this DBL); treatment-related deaths in the chemo arm (n = 6; 1 for each event): sepsis, anemia, pancytopenia, respiratory failure, pulmonary sepsis, febrile neutropenia (1 grade 5 SAE [sudden death due to fall] was reported as potentially
treatment-related but cause of death was recorded as unknown).

Paz-Ares L, et al. Lancet Oncol 2021

CheckMate 9LA study



Grade 3-4 TRAE onset by treatment cycle

X-axis shows 2-year maximum duration (~ cycle 35); there were no grade 3–4 TRAEs after cycle 32.
aIncludes events reported between first dose and 30 days after last dose of study therapy; for both treatment arms, patients were counted once in each cycle interval if they experienced an onset of a grade 3–4 TRAEs in that cycle
interval; bPatients were considered at risk in a cycle interval if exposed to any study drug during that interval.

Paz-Ares L, et al. Lancet Oncol 2021

CheckMate 9LA study



Efficacy in patients who discontinued
NIVO + IPI + chemo due to TRAEsa

aPost hoc analysis and includes patients with TRAEs (reported between first dose and 30 days after last dose of study treatment) that were considered leading to discontinuation of all components of study treatment; b95% CI = 15.8–NR; c2
responders (among patients who discontinued due to TRAEs) in the NIVO + IPI + chemo arm had their responses ended before treatment end date and therefore were excluded from the analysis of duration of response after discontinuation.

Paz-Ares L, et al. Lancet Oncol 2021

CheckMate 9LA study



Calidad de vida
Disease-related symptom burden: 
Changes from baseline (on 
treatment)

Time to definitive deteriorationa (on treatment and follow-up)

CheckMate 9LA study

Reck M et al, ESMO 2020



OS: NIVO + IPI + chemo vs chemo
Brain metastases

Minimum follow-up: 24.4 months.
aPatients with brain metastases at baseline: subsequent radiotherapy was received by 18% (NIVO + IPI + chemo) and 20% (chemo); subsequent systemic therapy by 29% and 34%; subsequent immunotherapy by 4% and 26%; 
subsequent chemo by 29% and 14%, respectively. Patients without brain metastases at baseline: subsequent radiotherapy was received by 14% (NIVO + IPI + chemo) and 14% (chemo); subsequent systemic therapy by 34% and 
47%; subsequent immunotherapy by 8% and 37%; subsequent chemo by 32% and 25%, respectively; b95% CI = 12.3-23.9 (NIVO + IPI + chemo) and 4.7-9.7 (chemo); c95% CI = 13.8-19.4 (NIVO + IPI + chemo) and 10.2-13.7 (chemo).

Carbone DP et al, WCLC 2021

CheckMate 9LA study



Intracranial response in patients 
with baseline brain metastases

Minimum follow-up: 23.3 months. 
aPer BICR; bUnable to be determined or not reported in 4% and 20% of the NIVO + IPI + chemo arm, and 10% and 28% of the chemo arm, respectively; cPatients with measurable intracranial lesion(s) at baseline and at least 

one on-treatment brain lesion assessment per BICR (modified RECIST v1.1 [adapted for brain metastases]); dBest reduction is based on evaluable intracranial target lesions measurements up to progression or start of 

subsequent anticancer therapy; eRange of best reduction from baseline: —100% to 9% (NIVO + IPI + chemo) and —100% to 7% (chemo). Carbone DP et al, WCLC 2021

CheckMate 9LA study



Intracranial PFS in patients with 
baseline brain metastases

Carbone DP et al, WCLC 2021

CheckMate 9LA study



Development of new brain lesionsa

Carbone DP et al, WCLC 2021

aBy initial PD; bSum of longest diameter in brain lesions; cNumber of patients with measurable new brain lesions in NIVO + IPI + chemo vs chemo: 2 vs 5 (with baseline brain metastases); 7 vs 10 (without baseline brain metastases).

CheckMate 9LA study



Efficacy in all randomized patients and TMB 
evaluable subgroups

Paz-Ares L et al, ECLC 2021

CheckMate 9LA study



Efficacy in all randomized patients
and TMB evaluable subgroups

CheckMate 9LA study

Paz-Ares L et al, ECLC 2021



PFS and OS in bTMB 20 mut/Mb 
subgroups

Paz-Ares L et al, ECLC 2021

CheckMate 9LA study



POSEIDON study

Johnson ML et al, WCLC 2021



1º O: Durva + CT VS CT: PFS and OS 

Johnson ML et al, WCLC 2021

POSEIDON study



Johnson ML et al, WCLC 2021

2º: Durva + Trem+ CT VS CT: PFS and OS 

POSEIDON study



Johnson ML et al, WCLC 2021

Subgroup analysis

POSEIDON study



Johnson ML et al, WCLC 2021

Objective Response Rate

POSEIDON study



Johnson ML et al, WCLC 2021

Outcomes by Histology

POSEIDON study



Brahmer J, WCLC 2021

POSEIDON vs CHECKMATE 9LA



POSEIDON vs CHECKMATE 9LA

Johnson ML et al, WCLC 2021 Paz-Ares L, et al. Lancet Oncol 2021

Sexo
Edad

Nunca fumador
Escamoso

PD-L1



COMPARATIVA ENTRE ESTUDIOS

Brahmer J, WCLC 2021



KEYNOTE 024 vs CHECKMATE 9LA
PD-L1 ≥ 50%:

Paz-Ares L, et al. Lancet Oncol 2021Brahmer J, et al. ESMO 2020



COMPARATIVA ENTRE ESTUDIOS

Brahmer J, WCLC 2021



KEYNOTE 189 vs CHECKMATE 9LA
PD-L1 < 1% / no escamosos

Paz-Ares L, et al. Lancet Oncol 2021Rodríguez-Abreu D et al, ASCO 2020 



Paz-Ares L et al. N Engl J Med. 2018

KEYNOTE 407 vs CHECKMATE 9LA
Escamosos

Paz-Ares L, et al. Lancet Oncol 2021



• Doble Imunoterapia + Quimioterapia

CHECKMATE 9LA / POSEIDON

• Eficacia en todos los grupos de pacientes

CHECKMATE 9LA

- reduce la quimioterapia

- beneficio en PD-L1 > 1% / PD-L1 < 1%

- eficaz en ambas histologías

- duración de la respuesta prolongada

- eficaz en población con mets SNC

- toxicidad incrementada pero controlada

- Incrementa la supervivencia a largo plazo

Conclusiones



• Doble Inmunoterapia + Quimioterapia

- selección del paciente adecuado

carga tumoral? Afectación en SNC? PD-L1 <1%

quimio reducida

- incremento de toxicidad aceptable?

- ausencia de un biomarcador adecuado

- hay diferencias entre los CTTLA-4?

- seguimiento mayor

NUEVA OPCIÓN DE TRATAMIENTO EN CÁNCER DE PULMÓN AVANZADO

Cuestiones pendientes
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