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• Metastatic NSCLC 
Dual world: non-oncogene & oncogene-

addicted



Dual world of metastatic NSCLC
clinical & pathological rewiev

TARGETED THERAPY

Hit the target,
not the patient

IMMUNOTHERAPY

Power of the 
immune system

• Mostly adenocarcinoma
• Never/few smokers
• More females
• Good general conditions
• Cold tumor microenvolvement (e.g.

EGFR and ALK driven tumors) 

• All NSCLC histologies
• Heavy smokers
• More males
• Important comorbidity
• Hot tumor microenvolvement 

(especially squamous cell carcinoma)

Image courtesy: 

Prof. B. Weyand



Dual world of metastatic NSCLC
pathological



Dual world of metastatic NSCLC
non-oncogene addicted

Hendriks et al. Ann Oncol 

34:358-376 (April 2023) 



Dual world of metastatic NSCLC
oncogene addicted

Treatment algorithm for stage IV mNSCLC after positive findings on molecular tests

30,3% 4,4% 1,9% 5,5% 2,3% 0,5% 2,5% 29,9%

European guidelines initial 4 oncogenes
EMA-2L 
approved

EMA 
approved

EMA-2L 
approved

EMA 
approved

EMA-2L 
approved



• Unresectable stage III NSCLC

How to build on the PACIFIC standard?



Unresectable stage III NSCLC
the PACIFIC progress

Auperin et al. J Clin Oncol 2010; 28(13):2181-90. Paz-Ares et al. ESMO 2017.

Meta-Analysis of Concomitant Versus Sequential 
Radiochemotherapy in Locally Advanced NSCLC



Unresectable stage III NSCLC
PACIFIC after 5 years

Spigel et al. J Clin Oncol 40: 1303-1311, 2022



Unresectable stage III NSCLC
lessons from PACIFIC after 5 years

Spigel et al. J Clin Oncol 40: 1303-1311, 2022

"Increased 
cure rate"



Unresectable stage III NSCLC
how to build on the PACIFIC standard?

Immunotherapy in unresectable stage III 
NSCLC: state of the art and 
novel therapeutic approaches

PACIFIC
Doublet chemotherapy

Radiotherapy 60 – 66 Gy
Durvalumab 1 year

CONCURRENT ICI
Doublet chemotherapy

Radiotherapy 60 – 66 Gy

Immunotherapy

Immunotherapy 1 year

NEOADJUVANT ICI Immunotherapy Doublet chemotherapy

Radiotherapy 60 – 66 Gy
Immunotherapy 1 year

Combined ICI
anti-CTLA4, anti-CD73
anti-NKG2A, anti-TIGIT

Doublet chemotherapy

Radiotherapy 60 – 66 Gy

Immunotherapy 1 year

Immunotherapy 1 year

De-escalation Less/No chemotherapy

Radiotherapy lower dose
Immunotherapy shorter duration

Cortiula et al, Ann Oncol 33: 893-908,2022.



• Resectable NSCLC
Novel perioperative therapies in the clinic



Resectable NSCLC
the next wave of progress: (neo)adjuvant therapies

Immuno and target 
therapy in surgical 

NSCLC

Immuno and target 
therapy in advanced 

NSCLC



Resectable NSCLC
perioperative therapy

Optimal aim of (neo)adjuvant therapy
• Eliminate (distant) minimal residual disease
• To improve cure rates (≈5 Y OS)
• Along with acceptable safety profile

IALT investigators,N Engl J Med 350:351-360, 2004
Pignon e tal, Ann Oncol 17 Suppl 9:213, 2006
Pignonet al, J Clin Oncol 26:3552-3559, 2008



Resectable NSCLC
state of the art

Early and locally advanced NSCLC:
ESMO clinical practice guidelines for 
diagnosis, treatment and follow up
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Anatomical resection 
(Sleeve) lobectomy, pneumonectomy
Recent RCTs on sublobular resections

Adjuvant platinum doublet ChT
Indicated for stage IIB and IIIA
Can be considered for stage IIB (T>4cm)

Stage according to TNM 8

Adapted from ESMO guideline on non-metastatic NSCLC, Ann Oncoll 28 Suppl 4: Iv1-Iv21, 2017 and Update https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-
locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2, September 2021

https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2
https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2


Resectable NSCLC
RCTs on novel perioperative therapies
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adjuvant

IMpower-10

vs. observation

Keynote-091
placebo controlled

ADAURA
placebo controlled

Chemo th Atezo for 1 year

Chemo th
recommended

Pembro for 1 year

Chemo th
recommended

Osimertinib up to 3 y



Resectable NSCLC
RCTs on adjuvant Atezolizumab

Stage II – IIIA
HR 0,79 (0,64-0,96) – p=0.02

Wakelee et al, ASCO 2021, abstract8500 and Felip et al, Lancet 398:1344-1357, 2021

2022 — EMA approved atezolizumab as adjuvant treatment, following complete 
resection and platinum-based chemotherapy, for NSCLC with PD-L1 ≥50%



Resectable NSCLC
RCTs on adjuvant Atezolizumab: 5 y OS* report

*follow-up 45 mo [25% maturity]

Felip et al, WCLC 2022



Resectable NSCLC
RCTs on adjuvant Pembrolizumab

Paz-Ares et al, ESMO virtual 2022 and O‘Brienet al, Lancet Oncol 23:1274-1286, 2022

*follow-up 36 mo



Resectable NSCLC
RCTs on adjuvant Osimertinib in EGFRmut+ resected NSCLC

Wu et al, N Engl J Med 383:1711-1723, 2020

2022 — EMA approved osimertinib as an adjuvant treatment after complete resection
with stage IB-IIIA NSCLC with EGFR exon 19 deletion or exon 21 (L858R) mutation



Resectable NSCLC
RCTs on adjuvant Osimertinib: OS analysis

Herbst et al, ASCO 2023, abstr LBA3



Resectable NSCLC
RCTs on adjuvant Osimertinib: OS analysis

Herbst et al, ASCO 2023, abstr LBA3



Early stage NSCLC
RCTs on novel perioperative therapies



Resectable NSCLC
RCTs on neoadjuvant ChT + Nivolumab

Girard et al, AACR 2022, abstr CT012 and Forde et al, N Engl J Med 386:1973-1985, 2022



Resectable NSCLC
RCTs on neoadjuvant ChT + Nivolumab

Girard et al, AACR 2022, abstr CT012 and Forde et al, N Engl J Med 386:1973-1985, 2022



Resectable NSCLC
RCTs on neoadjuvant ChT + Nivolumab

Forde et al, ELCC 2023, abstr 840



Resectable NSCLC
RCTs on perioperative ChT + Durvalumab

median FU 11.7 mo

Heymach et al, AACR 2023, abstr CT005



Resectable NSCLC
RCTs on perioperative ChT + Pembrolizumab

Wakelee et al, ASCO 2023, abstr LBA100



Take-Home Message No 1

• In unresectable stage III NSCLC treated with CRT, consolidation immunotherapy 
with Durvalumab was proven to improve cure rates,

• In resectable stage II-IIIA NSCLC with complete resection + adjuvant ChT
- Adjuvant immunotherapy improved DFS (Atezolizumab EMA approved in PD-L1 ≥50%)

• In resectable stage II-IIIA NSCLC with complete resection + adjuvant ChT
- Adjuvant osimertinib improved OS in EGFR mutated NSCLC (EMA approved)
- First trial showing clear OS benefit with targeted therapy in resected NSCLC

• In resectable stage II-IIIB(N2) NSCLC
- Neoadjuvant chemo-immunotherapy improved EFS compared to ChT alone (Nivolumab 

now has CHMP recommendation)
- Similar results are for perioperative chemo-immunotherapy with Durvalumab and 

Pembrolizumab



Take-Home Message No 2
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