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• Early (resectable) NSCLC
Adjuvant/Neoadjuvant IO ± CT; TKIs ± CT

• Locally advanced inoperable NSCLC EGFRmut
CT/RT -> osimertinib

• Metastatic NSCLC non-oncogene-addicted
1ª linea: ivonescimab
2ª linea: Dato-DXd

• Advanced NSCLC oncogene-addicted
EGFRmut: osimertinib + CT o amivantamab
EGFRex20ins: amivantamab, nuovi TKIs, combo
ALK/ROS1/MET: lorlatinib e nuovi TKIs
HER2mut: Trastuzumab DXt e nuovi TKIs
KRAS G12Cmut: nuovi TKIs e combo

• SCLC
LS: CT-RT -> durvalumab

Agenda



NSCLC
Adjuvant



Phase III adjuvant IO clinical trials



Three major randomized phase 3 trials evaluated single agent IO

IMpower010 PEARLS/KEYNOTE-091

CCTG BR.31



1

2

3

All patients received adjuvant chemotherapy

Wakelee HA, et al. ASCO 2021

IMpower 010: trial design



DFS stage II-III, PD-L1 ≥1% DFS stage II-III, PD-L1 ≥50% DFS stage II-III, PD-L1 ≥50% EGFR/ALK 
WT

HR 0.70 HR 0.48 HR 0.49
66.1% 5-yr OS

45.8% 5-yr OS
+20.3
%

IMpower010: 5-yr follow-up data - DFS

Wakelee H, et al. ASCO 2024



OS stage II-III, PD-L1 ≥1% OS stage II-III, PD-L1 ≥50% OS stage II-III, PD-L1 ≥50% EGFR/ALK WT

HR 0.77 HR 0.47 HR 0.44

82.1% 5-yr OS

63.7% 5-yr OS
+18.4%

IMpower010: 5-yr follow-up data - OS

Wakelee H, et al. ASCO 2024



Felip E, et al. WCLC 2024

IMpower010: relapse patterns

Small numbers, but:
 Lower rates of PD-L1 high pts experienced relapse

after atezo vs. BSC
 Lower proportion of pts with relapse had distant/CNS

only recurrence after atezo vs. BSC



PEARLS Trial: DFS

Besse B. ESMO-IO 2023



CCTG BR.31

Goss G. ESMO 2024



CCTG BR.31

Goss G. ESMO 2024

DFS in PD-L1 ≥25% EGFR-/ALK-



 Differences in resected pts populations? 

 Differences in tumor characteristics?

Garrido P. ESMO 2024

 Differences in patients characteristics?

Dissecting the differences between the three adjuvant IO studies



Neoadjuvant
NSCLC



Reuss J, et al. ESMO 2024

NEOSTAR and CA209-159
Combined analysis of 5-year outcomes in resectable NSCLC

Reuss J. ESMO 2024



Reuss J, et al. ESMO 2024

NEOSTAR and CA209-159
Combined analysis of 5-year outcomes in resectable NSCLC

Reuss J. ESMO 2024



Reuss J, et al. ESMO 2024

NEOSTAR and CA209-159
Combined analysis of 5-year outcomes in resectable NSCLC

Reuss J. ESMO 2024



Wu N. WCLC 2024

All major neoadjuvant/perioperative IO trials have revealed a similar 
trend around surgical outcomes and pathological response



CheckMate77T (Provencio M, et al. ESMO 2024)

CheckMate816 (Spicer et al. ASCO 2024) Spicer JD, et al. Lancet 2024 (KN-671)

AEGEAN (Heymach J, et al. WCLC 2024)

We have equipoise! EFS HRs 0.59-0.69 across pivotal trials



Phase 3 ICPi clinical trials in peri-operative setting



Neoadjuvant and Peri-operative trials of CT +/- IO in 
resectable NSCLC: summary of efficacy outcome results



Reck M, et al. ESMO 2024

AEGEAN trial
Associations of ctDNA clearence at Neoadjuvant C2D1 with EFS and OS



Wu N. WCLC 2024



A Phase II Study of Perioperative Ivonescimab Alone or 
Combined with Chemotherapy in Resectable NSCLC

Wang C, et al. WCLC 2024



A Phase II Study of Perioperative Ivonescimab Alone or 
Combined with Chemotherapy in Resectable NSCLC

Wang C, et al. WCLC 2024



Locally Advanced
NSCLC



PACIFIC 5-YEARS OS ITT

Spigel DR, JCO 2022

Durvalumab for 1 year vs placebo after CT-RT



Unmet need in unresectable stage III EGFRm NSCLC

Ramalingam S.S. ASCO 2024



LAURA trial

Ramalingam S.S. ASCO 2024



LAURA trial: PFS by BICR

Ramalingam S.S. ASCO 2024



Lu S, et al. ESMO 2023

Osimertinib protects against CNS progression in the 
LAURA trial



Osimertinib protects against CNS progression in the 
LAURA trial

Lu S, et al. ESMO 2023



Metastatic non-oncogene addicted
NSCLC



Anti-PD-(L)1 «single agent» vs CT in A-NSCLC with
PD-L1 > 50%: results of 1L RCT

Sazer A et al, Lancet 2021; Herbst et al, NEJM 2020; Reck et al, NEJM 2016; Reck et al, JCO 2019



HARMONi-2

Zhou Caicun, WCLC 2024



HARMONi-2 trial

Zhou Caicun, WCLC 2024

Primary Endpoint: PFS per IRRC



TROPION-Lung 01

Garassino M.C. WCLC 2024



Garassino M.C. WCLC 2024

OS in ITT
TROPION-Lung 01



Garassino M.C. WCLC 2024

OS by histology
TROPION-Lung 01



Metastatic NSCLC oncogene addicted
NSCLC



Lung cancer in never smoker

LoPiccolo, Nat Rev Clin Oncol 2024



KRAS in NSCLC

Nat Med 2024



Can KRASG12C change the paradigm of 2L+ line in 
NSCLC?

De Langen A.J. Lancet 2023; Tony Mok ASCO 2024



KROCUS trial

Gregorc Vanesa, ASCO 2024



Gregorc Vanesa, ASCO 2024

KROCUS trial
Best Overall Response



Subcutaneous Amivantamab with Lazertinib in pretreated EGFRm+ NSCLCs:

Leighl NB, et al. ASCO 2024

PALOMA-3 trial: study design and ORR



Leighl NB, et al. ASCO 2024

PALOMA-3 trial: study design and ORR



Alexander M, et al. WCLC 2024

PALOMA-3 trial: exploratory analyses



Alexander M, et al. WCLC 2024

PALOMA-3 trial: exploratory analyses



LUMINOSITY trial: Teliso-V, a first in class c-Met-
targeting ADC

Camidge V.R. ASCO 2024



LUMINOSITY trial

Camidge V.R. ASCO 2024

ORR and DOR per ICR



CROWN trial

Ibiyai Dagogo-Jack et al., ASCO 2024

Study design



CROWN trial

Ibiyai Dagogo-Jack et al., ASCO 2024

5-y PFS (not reached)



CROWN trial

Ibiyai Dagogo-Jack et al., ASCO 2024

5-y CNS outcome



Parikh K, et al. JTO 2024; Solomon BJ, et al. JCO 2024

CROWN trial
Co-mutations in TP53 gene and efficacy of ALK TKIs



Bauer TM, et al. WCLC 2024

Most of the hyperlipidemia events were managed and 
controlled with lipid-lowering agents

CROWN trial
Lorlatinib safety profile in the CROWN study: Onset, severity and management



Bauer TM, et al. WCLC 2024

Most CNS AEs Were of Grade 1/2 Severity

Most CNS AEs did not Require Medical Intervention

CROWN trial
Lorlatinib safety profile in the CROWN study: Onset, severity and management



Mok TS. ESMO 2024

Variations of mechanisms of resistance to different 
generations of ALK TKIs



Drilon A, et al. ESMO 2024

NVL-655: A Rationally Designed ALK-selective, TRK-sparing 
TKI



Phase 1/2 ALKOVE-1 study of NVL-655 in ALK-positive (ALK+) 
solid tumors

Drilon A, et al. ESMO 2024



SCLC



ADRIATIC trial

Spigel David, ASCO 2024



ADRIATIC trial

Spigel David, ASCO 2024

OS



ADRIATIC trial

Spigel David, ASCO 2024

PFS



ADRIATIC trial

Spigel David, ASCO 2024

OS Subgroup Analysis



Conclusions

• Chemo-immunotherapy becomes the standard of care in early stages as a 
neoadjuvant/perioperative treatment.

• Osimertinib is effective as consolidation therapy post-chemotherapy/radiotherapy in 
locally advanced EGFR-mutated NSCLC.

• New TKIs and combination strategies for KRASG12C-mutated NSCLC (to be considered
among oncogene-addicted diseases?).

• MoAbs, ADCs, and new TKIs for Ex20ins, MET positivity.

• Durvalumab is effective as consolidation therapy post-chemotherapy/radiotherapy in 
limited-stage SCLC.
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