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Lung Cancer in 2024
Current Era = Precision Medicine

[Lung cancer biomarker here]



Why the CROWN Trial Earned Big Applause
Cumulative Incidence Brain Metastases 

Progression in Patients with Baseline Brain Mets

Very impressive HR of lorlatinib versus crizotinib

ALK+ NSCLC



Lorlatinib

Crizotinib

PFS2: Does the benefit of the 1L treatment carry 
over into the next line of treatment?

Most patients with progression on crizotinib 
received 2L alectinib, not lorlatinib

The Rich (treated with 1L lorlatinib) Get Richer

Any prior ALK TKI +/- chemotherapy:  ORR 38%
≥3 prior ALK TKI, including 2G and lorlatinib: ORR 37%

G1202R ALK mutation: ORR 76%
Compound (≥ 2 mutations): ORR 58%

2% discontinued due to TRAE

ALK+ NSCLC



Phase 1/2 ARROS-1 study of NVL-520

NVL-520 induced 
intracranial responses 

following prior 
treatment with brain-
penetrant ROS1 TKIs

No TRAEs led to 
discontinuation

ROS1 + NSCLC



Antibody Drug Conjugates and Bispecific Antibodies

Kumar et al., Clinical Lung Cancer, 2024

ADCs:
Trastuzumab deruxetecan: advanced 
NSCLC with HER2 driver mutations

Datopotamab deruxetecan: TROP2 ADC

Sacituzumab govitecan: TROP2 ADC

Bispecifics:
Amivantamab: EGFR and MET

Ivonescimab: VEGF and PD-1

… much more to come

All NSCLC



EGFR+ NSCLC



FLAURA2 – 1L Stage IV EGFR 
Addition of platinum chemotherapy to osimertinib improves PFS

Greatest benefit for those with 
baseline CNS metastases 

Baseline CNS metastases 

Without Baseline CNS metastases 

EGFR+ NSCLC



Can we use cfDNA to identify who would benefit from 
treatment intensification with chemotherapy? 

Cycle 1 Cycle 2 Cycle 3

Plasma EGFR 
testing

Negative

Positive

End of Trial

Osimertinib 80mg PO daily

1:1
R

Osimertinib 80mg 
PO daily

Osimertinib 80mg 
PO daily

+ 
Carbo/pemetrexed

EGFR+ NSCLC



MARIPOSA – 1L Stage IV EGFR 

Overall survival data are immature

Amivantamab-Lazertinib improves PFS compared to osimertinib 

EGFR+ NSCLC



Saw et al., ASCO Educational Book, 2024

Stage IV Classical EGFR Mutations, 1L
EGFR+ NSCLC



EGFR Exon 20 Insertions, 1L
PAPILLON: 
Amivantamab + 
chemotherapy

PFS

Zhou et al., NEJM, 2023

FURMO-004: 
Furmonertinib versus 
chemotherapy

Global, Phase 3 trial 
is ongoing

EGFR Exon 20+ NSCLC



Passaro et al., Annals of Oncology, 2024

Stage IV Classical EGFR Mutations, 2L+
MARIPOSA-2: 
Amivantamab + chemotherapy

Amivantamab + chemotherapy very 
promising in the 2L+ setting.

Too much toxicity when Lazertinib 
is added to the amivantamab + 
chemotherapy

EGFR+ NSCLC

ESMO 2024 Median OS from IA2
Ami-chemo: 17.7 months
Chemo: 15.3 months 
Numerically improved with ami-chemo, did 
not yet meet prespecified significance



Fang et al., JAMA, 2024

Stage IV Classical EGFR Mutations, 2L+
HARMONI-A: 
Ivonescimab + chemotherapy Progression Free Survival 

Promising results with ivonescimab in 
the 2L+ setting in China. 

U.S. –based study is ongoing

EGFR+ NSCLC



Zhou et al., World Lung, 2024

HARMONi-2: Ivonescimab in NSCLC without 
EGFR or ALK, 1L

PFS Benefit Observed Across PD-L1 
Subgroups

Comparator arm was 
pembrolizumab alone (no 

chemotherapy)

NSCLC without EGFR/ALK



HARMONi-3: Ivonescimab + chemotherapy in 
squamous NSCLC, 1L 

Phase 3 clinical trial is ongoing

NSCLC without EGFR/ALK

All PD-L1 
subgroups 

included

Randomization is 1:1 compared to 
chemotherapy + pembrolizumab



NSCLC without EGFR/ALK

PRAGMATICA: A New Approach to Clinical Trials
S1800A: Combination of anti-VEGF (ramucirumab) +  PD-1 inhibitor 
(pembrolizumab) improves OS among patients previously treated 

with PD-(L)1 inhibitors

Reckamp et al., JCO, 2022

PRAGMATICA Clinical Trial

Primary outcome: OS
All imaging assessments 

per investigator



All NSCLC



Lu et al., NEJM 2024

LAURA Clinical Trial
EGFR+ NSCLC

• Also, trend for improved OS with osimertinib, but data not mature
• Incidence of Grade ≥3 adverse events: 35% osimertinib versus 12% in placebo group

Limited PFS in placebo arm highlights 
challenges with providing a cure with 

chemoRT for patients with Stage III disease

Osimertinib after chemoRT for unresectable, locally advanced NSCLC



This was a big year for EGFR…

Classical EGFR Mutations EGFR Exon 20 Insertion

Stage III • Indefinite osimertinib after 
chemoradiation

Stage IV
1L Setting

• Osimertinib
• Osimertinib + chemotherapy 
• Osimertinib + chemo based on cfDNA*
• Amivantamab + Lazertinib 

• Amivantamab + chemotherapy 
• Furmonertinib*

Stage IV
2L + Setting

• Amivantamab + chemotherapy
• Ivonescimab + chemotherapy* 

• Zipalertinib*

*Denotes approaches currently in clinical trials

EGFR+ NSCLC



Wu et al., NEJM 2024

ALINA Clinical Trial
ALK+ NSCLC

Marked PFS benefit with adjuvant alectinib compared to chemotherapy after resection of Stage IB-IIIA NSCLC

ALINA ADAURA

Disease Resected stage IB-IIIA ALK rearranged NSCLC Resected Stage IB-IIIA EGFR mutated NSCLC

Treatment Alectinib (2 years) without chemotherapy Osimertinib (3 years); 60% received chemotherapy 

Should we be giving adjuvant chemotherapy before alectinib?



Lavaud et al., Cancers  2024

Neoadjuvant versus Perioperative
NSCLC without a driver

How critical is this 
adjuvant nivolumab 
in the perioperative 

approach?



Forde et al., World  Lung, 2024

Perioperative versus neoadjuvant nivolumab

NSCLC without a driver

Landmark EFS from Definitive Surgery

These are different populations 
– patients who received 1 dose 

of adjuvant nivolumab were 
well enough after surgery to 

receive treatment



Desai and Thomas, JCO Oncology Advances, 2024

Small Cell Lung Cancer: New Hope, New Challenges

Small cell lung cancer

2L+ SCLC Durations of Response Across Clinical Trials Tarlatamab (AMG 757) is a 
Bispecific T Cell Engager (BiTE)



Duration of Treatment (weeks)

Small cell lung cancer

ORR of 40%

Ahn et al., NEJM, 2023



Desai and Thomas, JCO Oncology Advances, 2024

Improved Overall Survival with Consolidative Durvalumab

Small cell lung cancer

ADRIATIC: Phase 3, randomized, double-blind RCT 2 years of consolidative durvalumab 
associated with improved OS



Key Practice Changes in Lung Cancer

This was a big year…

1L treatment of driver mutated, Stage IV NSCLC
• Lorlatinib for most people (ALK+)
• Evolving 1L treatment options other than osimertinib (classical EGFR+)
• Amivantamab + chemo (EGFR exon 20)

Osimertinib indefinitely after chemoradiation (EGFR+)

Adjuvant alectinib for 2 years after surgical resection (ALK+) 

Tarlatamab 2L+ for SCLC 

Consolidative durvalumab for 2 years after chemoRT (early-stage SCLC)

These advances are only possible through clinical trials 
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