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PD-1/PD-L1 Pathway and Immunotherapy Targets

3Schvartsman G, Ferrarotto R and Massarelli E. Ther Adv Med Oncol 2016



Treatment Approvals in Resectable Versus Metastatic 

NSCLC without Driver Mutations
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IMpower010: Adjuvant Atezolizumab in Completely Resected 

Stage IB-IIIA NSCLC

5Adapted from Wakelee, H; ASCO 2021



IMpower010: DFS Analyses

6Presented by Enriqueta Felipe at ESMO 2021



IMpower010: DFS by PD-L1 Status

7Presented by Enriqueta Felipe at ESMO 2021



IMpower010: Overall Survival

8Adapted from Wakelee, H; ASCO 2021



IMpower010: Safety Data

9Adapted from Wakelee, H; ASCO 2021

➢ The safety profile was consistent with prior experience of atezolizumab monotherapy across 
indications and lines of therapy



CheckMate 816: Neoadjuvant Nivolumab + Platinum-

Doublet Chemotherapy Versus Chemotherapy

10Adapted from Spicer, J; ASCO 2021



CheckMate 816: Response

11Adapted from Wakelee, H; ASCO 2021

➢Nivo + chemo significantly improved pCR rates and had greater depth of pathologic response



NEOSTAR: Neoadjuvant Nivolumab versus Nivolumab +

Ipilimumab in Locally Advanced NSCLC

12Cascone, T; Nature Med 2021

➢ Compared with nivolumab, nivolumab + ipilimumab resulted in higher 

pathologic complete response rates (10% versus 38%) and less 

viable tumor (median 50% versus 9%)

➢ Neoadjuvant nivolumab + ipilimumab-based therapy enhances 

pathologic responses, tumor immune infiltrates, and immunologic 

memory



PACIFIC: Durvalumab after Chemoradiotherapy in Stage III 

NSCLC 5-Year Survival Update

13Presented by Corinne Faivre-Finn at ESMO 2020

➢ In the PACIFIC trial, 

durvalumab after 

concurrent chemoradiation 

therapy significantly 

improved OS and PFS 

➢ Updated 5-year results 

demonstrate sustained OS 

and PFS benefit

➢ The COAST trial is 

investigating durvalumab 

in combination with novel 

agents after concurrent 

chemoradiation in Stage III 

NSCLC



Immuno-Oncology Trials in Resectable NSCLC
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Trial NCT Drug Stage Phase Endpoint

IMpower 030 NCT03456063 CT + atezolizumab x 4 cycles → S →

atezolizumab/placebo x 16 cycles

II-IIIB (cT3N2) III MPR, EFS

AEGEAN NCT03800134 CT + durvalumab x 3 cycles → S →

durvalumab/placebo x 12 cycles

IIA-IIIB III MPR

CheckMate 816 NCT02998528 CT + nivolumab x 3 cycles → S cs CT x 3 

cycles → S

IB-IIIA III EFS, pCR

KEYNOTE 617 NCT03425643 CT + pembrolizumab x 4 cycles → S →

pembrolizumab/placebo x 13 cycles

II-IIIB (cT3-4N2) III EFS, OS

SAKK 16/14 NCT02572843 CT x 3 → durvalumab x 2 cycles → S →

durvalumab x 1 year

IIIA (N2) II EFS

PRICNEPS NCT02994576 Atezolizumab x 1 cycles → S IB-IIIA (no N2) II Toxicity

MK3475-223 NCT02938624 Pembrolizumab different dose/regimens → S I-II I Toxicity, MPR

PEARLS NCT02504372 S with or without CT →

pembrolizumab/placebo

IB-IIIA III DFS

ANVIL NCT02595944 S with or without CT → nivolumab vs 

observation

IB-IIIA III DFS, OS

KEYNOTE 671 NCT03425643 Pembrolizumab + platinum doublet 

chemotherapy → S

II-IIIB (T3-4N2) III EFS, OS

CT, adjuvant chemotherapy; DFS, disease-free survival; OS, overall survival; EFS, event free survival; MPR, major pathological response; pCR, pathological complete 

response; S, surgery.



Current First-Line Treatment in Metastatic NSCLC

15Adapted from Chiang A& Herbst RS, Nature Reviews Clinical Oncology 2020



CheckMate 227 3 Year Update: Study Design

16
Presented by Ramalingam S. at ASCO 2020

Hellmann MD et al. N Engl J Med 2019

Minimum Follow-Up for OS: 37.7 months



CheckMate 227 3 Year Update: Overall Survival
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Presented by Ramalingam S. at ASCO 2020

Hellmann MD et al. N Engl J Med 2019

Minimum Follow-Up for OS: 37.7 months

PD-L1 ≥ 1% PD-L1 < 1%



CheckMate 227 3 Year Update: Post-Landmark Overall 

Survival Analysis in Responders at 6 Months
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Presented by Ramalingam S. at ASCO 2020

Hellmann MD et al. N Engl J Med 2019

➢ Among patients with PD-L1≥1%, 70% of responders at 6 months in NIVO+IPI arm were alive 3 years 

later vs. 39% in chemo arm.

➢ Similar findings were found in patients with PD-L1<1%.



CheckMate 227 3 Year Update: Safety Summary

19
Presented by Ramalingam S. at ASCO 2020

Hellmann MD et al. N Engl J Med 2019

Minimum Safety Follow-Up: 36.3 months



CheckMate 9LA: Study Design

20Presented By Martin Reck at ASCO 2020



CheckMate 9LA: Patient Characteristics and Duration of 

Therapy

21Presented By Martin Reck at ASCO 2020



CheckMate 9LA: Primary Endpoint Overall Survival

22Presented By Martin Reck at ASCO 2020

➢ Minimum follow-up 12.7 months.

➢ PFS and ORR were also significantly improved with Nivo + Ipi + chemotherapy versus 

chemotherapy.



CheckMate 9LA: Primary Endpoint Overall Survival by 

Histology

23Presented By Martin Reck at ASCO 2020

Minimum Follow-Up 12.7 months

Non-squamous NSCLC Squamous NSCLC



CheckMate 9LA: Primary Endpoint Overall Survival by PD-L1 

Status

24Presented By Martin Reck at ASCO 2020
Minimum Follow-Up 12.7 months



Immuno-Oncology Clinical Trials in First-Line Metastatic 

NSCLC

25



Conclusions
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➢Molecular predictors for response to immunotherapy are currently under validation in larger 
cohorts of metastatic NSCLC patients

➢ Immunotherapy + chemotherapy combinations appear to be superior to monotherapy

➢The ongoing phase III INSIGNA trial (NCT03793179) is investigating the approach to first-line 
immunotherapy + chemotherapy treatment and how to optimize treatment sequencing
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