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Los pacientes con CPNM estadio IB-IIIA operados tienen un elevado 

riesgo de recidiva y entre el 22-50% no están vivos a los 5 años

Rami-Porta R, JTO 2024

9th Edition pTNM



Perioperative treatment in resectable IB-IIIA NSCLC

NSCLC Meta-analysis Collaborative Group. Lancet 2010; NSCLC Meta-analysis Collaborative Group. Lancet 2014

Absolute OS benefit
5y = 4%

HR 0.87 (0.78-0.96); p=0.007

Absolute OS benefit
5y = 5%

HR=0.87 (95% CI 0,78-0.96; p= 0.007)

Adjuvant platinum based chemo Neoadjuvant platinum based chemo
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Consensual Definition of Stage III NSCLC Resectability: 
EORTC-Lung Cancer Group initiative with other scientific societies

Dingemans A. WCLC 2023 #OA0.05

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined

¶Bulky N2: lymph nodes with a short-axis diameter >2.5-3 cm; in specific situations of highly selected patients, consideration for including those 
patients in multidisciplinary trials with surgery as local therapy can be discussed

§Some T4 tumours by infiltration of major structures are considered unresectable, while others are potentially resectable – see Table 1

Resectable disease Unresectable disease
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Adjuvant Atezolizumab: IMpower010 trial

Wakelee H, ASCO 2024, Felip E JCO 2025



DFS FA and OS IA2 (Median follow-up = 65 months, CCOD: January 26, 2024)

Wakelee H, ASCO 2024, Felip E JCO 2025

Adjuvant Atezolizumab: IMpower010 trial

DFS II-IIIA PD-L1≥1%
(FDA approval)

DFS II-IIIA

DFS ITT IB-IIIA OS ITT IB-IIIA



DFS and OS in stage II-IIIA PD-L1≥50% w/o EGFR/ALK populations (EMA approval)

Wakelee H, ASCO 2024, Felip E JCO 2025

Adjuvant Atezolizumab: IMpower010 trial
DFS FA and OS IA2 (Median follow-up = 65 months, CCOD: January 26, 2024)



Besse B, ESMO IO 2023

Adjuvant Pembrolizumab: PEARLS/KEYNOTE-091 trial



DFS (TPS ≥50%; ITT Population)DFS (Overall Population; ITT)

Besse B, ESMO IO 2023

DFS IA3 (Median follow-up = 51.7 months, CCOD: January 24, 2023)

Adjuvant Pembrolizumab: PEARLS/KEYNOTE-091 trial



Multiple Hierarchical Testing Procedure

Goss G, ESMO 2024

Adjuvant Durvalumab: CCTG BR.31 trial



Goss G, ESMO 2024

DFS FA (Median follow-up = 60 months)

Adjuvant Durvalumab: CCTG BR.31 trial



Goss G, ESMO 2025

OS FA (Median follow-up = >70 months)

Adjuvant Durvalumab: CCTG BR.31 trial



Provencio M, WCLC 2025

Adjuvant Nivolumab + Chemo: NADIM Adj trial



Provencio M, WCLC 2025

Median follow-up: 34.0 mo (IQR: 32.6-36.6)  

Maturity data: 57%  

DFS IA1 (Median follow-up = 34 months, DBL: June 13, 2025)

Adjuvant Nivolumab + Chemo: NADIM Adj trial

ª At the interim analysis (57% information fraction), the early efficacy threshold was p<0.0126; the observed p=0.085 did not cross this boundary.
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Higher responses (ORR, MPR, pCR) with neoadj ICI+chemo than ICI or 
chemo alone (Ph2 cross-trial comparison)

ChT

ICI

ICI+ChT

Palmero R, Vilariño N, Navarro A, Nadal E. TLCR 2020 



Higher responses (ORR, MPR, pCR) with neoadj ICI+chemo than ICI or 
chemo alone (Neoadj/Periop RCTs)

Mountzios G, Remon J. NRCO 2023 

Endpoint ICI + Chemo

Resection rate 82-91%

ORR 46-76%

MPR 30-83%

pCR 17-63%



Neoadj/Periop ICI-Chemo RCTs

Trial Stage (ed) Intervention Last report Median f-u EFS HR OS HR

CHECKMATE 816 IB-IIIA (7th) Neoadj Nivo Forde P, ASCO 2025 60m 0.68 (0.51-0.91) 0.72 (0.52-0.99)

NADIM2 IIIA/B (8th) Periop Nivo Provencio M, NEJM 2023 26.1m 0.47 (0.25-0.88) 0.43 (0.19-0.98)

KEYNOTE 671 IIA-IIIA (8th) Periop Pembro Wakelee H, ESMO 2025 60m 0.58 (0.48-0.69) 0.74 (0.59-0.92)

IMPOWER 030 II-IIIB (8th) Periop Atezo NR NR NR NR

AEGEAN IIA-IIIB (8th) Periop Durva Heymach JV, WCLC 2025 25.9m 0.69 (0.55-0.88) 0.89 (0.70-1.14)

CHECKMATE 77T IIA-IIIB (8th) Periop Nivo Cascone T, ASCO 2025 41m 0.61 (0.46-0.80) 0.85 (0.58-1.25)

RATIONALE 315 II-IIIA (8th) Periop Tislelizumab Yue D, WCLC 2025 38,5m 0.58 (0.43-0.79) 0.65 (0.45-0.93)

NEOTORCH II-IIIB (8th) Periop Toripalimab Lu S, JAMA 2024 18,3m 0.40 (0.28–0.57) NR
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Spectrum of Genomic Alterations in Early and Late 
Stage NSCLC

Skoulidis Nat Rev càncer 2019

ORIGEN study: EGFRmut 14.5% in Spain
(Varela M, TLCR 2025)



1st gen adj EGFR TKI DFS benefit does not translate to OS

Trial Country Stage N TKI
DFS (mo.)

HR; p-value
OS (mo.)

HR; p-value Crossover

RADIANT* Internat. IB–IIIA 161 Erlotinib x 2 y vs. PI
46.4 vs 28.5;

0.61 (0.34–0.98)
1.09 (0.54–2.16) NR

CORIN China IB 128 Icotinib x 1y vs. PI
NR vs NR;

0.38 (0.18–0.83); 0.012
0.45 (0.02–1.27) 83%

IMPACT Japan II–IIIA 234 Gefitinib x 2y vs. CT
35.9 vs 25.1;

0.92 (0.67–1.28); 0.63
NR vs NR;

1.03 (0.65–1.65); 0.89
52%

CTONG1104
ADJUVANT

China II–IIIA 222 Gefitinib x 2y vs. CT
30.8 vs 19.6;

0.56 (0.40–0.97); 0.0001
75.5 vs 62.8;

0.92 (0.62–1.36); 0.67
52%

EVAN China III 102 Erlotinib x 2y vs. CT
42.4 vs 21.0;

0.38 (0.20–0.70); 0.001
84.2 vs 61.1;

0.32 (0.15–0.67)
37%

EVIDENCE China II–IIIA 332 Icotinib x 2y vs. CT
47.0 vs 22.1;

0.36 (0.24–0.55); 0.0001
0.91 (0.42–1.94) NR

ICTAN China II–IIIA 251 Icotinib x 12–6 mo. vs. CT
0.40 (0.27–0.61); 0.0001
0.41 (0.27–0.62); 0.0003

0.55 (0.32–0.96);0.035
0.56 (0.32–0.98);0.041

76%

Adapted from Remon J, JTO 2023



Adjuvant Osimertinib: ADAURA trial

Herbst R, JCO 2023. Tsuboi M, NEJM 2023



Adjuvant Osimertinib: ADAURA trial

Herbst R, JCO 2023. Tsuboi M, NEJM 2023

Osimertinib 3y

Median FUP (osi) ～44 mo

Updated DFS in stage IB–IIIA Updated OS in stage IB–IIIA



Adjuvant Crizotinib: ALCHEMIST trial (E4512) 

Gerber, WCLC 2025



Adjuvant Alectinib: ALINA trial

Dziadziuszko R, ESMO 2025



Adjuvant Alectinib: ALINA trial

Dziadziuszko R, ESMO 2025

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

(82% TKI at relapse in CT)

OS in stage IB–IIIA (ITT)



CNS Disease-free survival (ITT)

ALINA trialADAURA trial

Herbst R, JCO 2023. Dziadziuszko R, ESMO 2025

4y CNS-DFS: 90% vs 75% (HR 0.24) 4y CNS-DFS: 90% vs 76% (HR 0.37)
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“While current data support testing of EGFR

and ALK only, routine implementation of broad

NGS in patients with stage II-III

non-squamous NSCLC may be more

pragmatic, although more time-consuming,

and is likely to be beneficial in the future, as

the number of targets with clinical significance

is expected to increase”.



• Which is the value of 
adjuvant therapy after 
neoadjuvant therapy?

This is the state of the art, but…
still many questions

• Do we have predictive 
factors for pCR in the 
neoadjuvant setting?

• How to improve 
neoadjuvant strategies?



THANK YOU


