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https://www.onclive.com/ipubs/biomarker-consortium/nsclc/01_OSL1789_NSCLC_BiomarkerConsortium_WEB.pdf
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CROWN: Lorlatinib Versus Crizotinib in 

Patients With Advanced

ALK-Positive Non–Small Cell Lung Cancer

Solomon et al. ASCO 2024



CROWN: 5-Year Outcomes

Solomon et al. JCO 2024

PFS in patients with baseline CNS 

metastasis

mPFS was NR for lorlatinib

PFS in patients without baseline CNS 

metastasis

mPFS was NR for lorlatinib

Median follow-up of 60.2 months



Solomon et al. ASCO 2024

CROWN: Safety of Lorlatinib



Solomon et al. JCO 2024

CROWN: Efficacy in Patients with Dose 
Reduction

PFS and time to intracranial progression were NR in patients who had dose 

reductions in lorlatinib.



Solomon et al. JCO 2024

No Emergence of New ALK Mutations Detected with 
Lorlatinib



Unresectable NSCLC

• Approximately 30% of patients diagnosed with NSCLC have locally 

advanced disease and 60-90% of those patients have unresectable 

disease.

• Standard of care treatment for unresectable stage III NCSLC has 

been concurrent chemoradiation followed by 1 year of consolidative 

durvalumab.

• However, there was no survival benefit with immunotherapy in 

patients with EGFR/ALK alterations in the subgroup analysis of the 

PACIFIC trial.



ADAURA: Osimertinib Showed OS Benefit in 

Patients with Resected EGFR-Mutated NSCLC

Tsuboi et al. NEJM 2023



LAURA: Osimertinib after Chemoradiotherapy 

in Patients with Stage III EGFR-Mutated 

NSCLC

Ramalingam et al. ASCO 2024



LAURA: PFS by BICR

Ramalingam et al. ASCO 2024

OS data is immature but 36-month OS was 84% with osimertinib and 

74% with placebo.



LAURA: Sites of New Lesions

Ramalingam et al. ASCO 2024



LAURA: Sites of New Lesions

Ramalingam et al. ASCO 2024



Unresectable NSCLC

• Several small phase 2 studies have shown efficacy with induction 

EGFR-TKI in stage III EGFR-mutated NSCLC.

• Induction osimertinib followed by RT with or without surgery showed an ORR of 

95.2%

• Induction gefitinib followed by CRT showed a 2-year OS of 90%

• NEOLA is a phase II, open-label, single-arm study of osimertinib 

as induction therapy prior to CRT and maintenance osimertinib in 

patients with unresectable stage III EGFR-mutated NSCLC.

• Osimertinib 80 mg QD as induction treatment for 8 weeks followed by platinum-

based CRT

• Within 6 weeks post-CRT, patients without progressive disease will receive 

osimertinib 80 mg QD until PD or toxicities

• Primary endpoint is 12-month PFS rate

• Open at UCSD

Peled et al. Int J Radiat Oncol Biol Phys 2023, Hotta et 

al. ESMO 2021 



NSCLC Summary

• Biomarker testing is important not only for metastatic NSCLC but 

also in early-stage NSCLC.

• Studies are underway to understand the role of induction targeted 

therapy in the treatment of early-stage NSCLC.



SCLC



ES-SCLC

• Immunotherapy plus platinum-etoposide chemotherapy is the standard 

of care first-line treatment in extensive-stage SCLC.

• Median OS of 13 months

• Prognosis in the relapsed or refractory setting is poor. Single 

agent chemotherapy is the standard of care in the second line 

setting.

• Lurbinectedin has an ORR of 35%, median PFS of 3.5 months and median OS of 9 

months

• Rechallenge with platinum doublet for those with relapse >6 months

• Clinical trials

Horn et al. NEJM 2018, Paz Ares et al. Lancet 2019, Trigo et 

al. 2020 Lancet Oncology



DeLLphi-301: Tarlatamab for Patients with 

Previously Treated ES- SCLC

Paz-Ares et al. ESMO 2023



DeLLphi-301: Results

• ORR 40% with tarlatamab 10 

mg

• Objective responses at the 

time of data cutoff were 

ongoing in 55% of patients

• ORR 32% with tarlatamab
100 mg

• Median PFS 4.9 months (10 
mg)

• Median OS 14.3 months (10 
mg)

Ahn et al. NEJM 2023



DeLLphi-301: Safety Profile of Tarlamatab

• The most common adverse events 

were cytokine-release syndrome 

(CRS) (51% in the 10-mg group and 

61% in the 100-mg group), 

decreased appetite (29% and 44%), 

and pyrexia (35% and 33%).

• CRS occurred primarily during 

cycle 1 and generally grade 1 or 

2 in severity. 

• Median time for onset of CRS is 

13.1 hours from the last dose of 

tarlatamab.

• Grade 3 CRS occurred less 

frequently in the 10-mg group 

(1%) than in the 100-mg group 

(6%).

• ICANS occurred in 9% of patients.
Ahn et al. NEJM 2023



Tarlatamab-dlle Workflow at UCSD 

• Step-up dosing Cycle 1 Day 1 and 8 - observation admission (22-24 

hours)

• Step-up dosing Cycle 1 Day 15 and subsequent infusions – outpatient 

as long as CRS and ICANS < Grade 2

• Cell and Regenerative Medicine (CRM) team will manage C1D1 and C1D8

• Safety calls, C1D17 and C1D22 follow-up at the discretion of provider

• Outpatient authorization must be secured before inpatient admission

• Outpatient observation admission if stay < 2 midnights utilizing 340B 

pricing

• Negative COVID test required prior to admission Cycle Day 1 and 8

• Ensure patients have a caregiver and will remain within 1-hour 

distance from UCSD for 24-48 hours observation after C1D1 and C1D8



LS-SCLC

• Patients with unresectable LS-SCLC are treated with concurrent 

chemoradiation.

• Median survival is approximately 17 months 

• 5-year survival rate is approximately 20%

Gaspar et al. Clin Lung Cancer 2005, Janne et al. Cancer 2002



ADRIATIC: Durvalumab after 

Chemoradiotherapy in LS-SCLC

Spigel et al. ASCO 2024



Cheng et al. NEJM 2024



SCLC Summary

• Tarlatamab received accelerated approval in May 2024 for treatment 

of ES-SCLC with disease progression on or after platinum-based 

chemotherapy.

• CRS and ICAHNs risk so inpatient observation for 24 hours after C1D1 and C1D8 

is necessary 

• Durvalumab was awarded breakthrough therapy designation in August 

2024 as consolidative therapy after chemoradiation in LS-SCLC

• Subgroup analysis showed larger benefit in patients with stage III disease and 

those who received carboplatin

• 2 years of IO
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Karen M Yun, MD
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