A Phase 3, Randomized, open-label Study of Nivolumab + Relatlimab Fixed-dose
Combination with Chemotherapy Versus Pembrolizumab with Chemotherapy as

First-line

Treatment for Participants with Non-squamous (NSQ), Stage IV or Recurrent Non-

small Cell

Lung Cancer and with Tumor Cell PD-L1 Expression 2 1%

This is the trial summary as assessed on clinicaltrials.gov. You can check this on this
direct link: Study Details | A Study to Compare the Efficacy of Nivolumab and

Relatlimab Plus Chemotherapy vs Pembrolizumab Plus Chemotherapy for Stage

IV/Recurrent Non-squamous Non-small Cell Lung Cancer With PD-L1 Expression =

1% | ClinicalTrials.qgov

Trial design
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Eligibility:

* Previously untreated,
histologically confirmed
Stage IV or recurrent non-
squamous NSCLC

* PD-L1 expression = 1%

* No EGFR, ALK, ROS-1, BRAF,
RET, NTRK mutations

» At least 1 measurable lesion
per RECIST 1.1

* ECOGPSOvs 1

. J

N= 10007

rArm A

360 mg FDC (1:1) Q3W
4 cycles of PDCT*

L Pemetrexed maintenance permitted

Nivolumab 360 mg + Relatlimab

~
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Arm B

4 cycles of PDCT*

L Pemetrexed maintenance permitted

Pembrolizumab 200 mg Q3W

«» Treat until BICR confirmed PD, unacceptable toxicity or

Stratification:

« ECOGPSOvs1

+ Geographical Region (North
America/Europe/Australia vs Asia vs
Rest of the World)

» PD-L1 expression 1% to 49% vs >50%

* Platinum-doublet chemotherapy (PDCT): Carboplatin AUC5 or

maximum 2 years

neutropenic event during PDCT cycles

cisplatin 75 mg/m? + pemetrexed 500 mg/m?

Inclusion criteria

« Mandatory pMGF during first 4 cycles coincident with PDCT in
Arm A for those = 60 years; for < 60 years, after first Gr 3-4

« Scans Q6W for 1 year; then Q12W until PD or discontinuation

[Key Endpoints:

Primary:
* OSin PD-L1 1% to 49%

Key Secondary:
* OSin PD-L1 21%

Secondary:
* PFS per BICR

* ORR/DoR per BICR

» PFS/ORR/DoR by
Investigator

» Safety

» TTD-NSCLC-SAQ

Exploratory:
 Biomarkers
* HRQoL
\_ TTNT

J

PFS
PD-L1
1-49%

» PD-L1
2 1%

Hierarchical sequence of endpoints:

PFS

1. Participants must have histologically confirmed Stage IV or recurrent Non-small Cell
Lung Cancer (NSCLC) of non-squamous (NSQ) histology with no prior systemic anti-
cancer therapy given as primary therapy for advanced or metastatic disease.

2. Participants must have measurable PD-L1 = 1% Tumor Cell (TC) score by the
investigational PD-L1 immunohistochemistry (IHC) assay VENTANA PD-L1 (SP263) CDx
Assay conducted by central laboratory during the screening period prior to

randomization.

3. Participants must have measurable disease by computed tomography (CT) or

magnetic resonance imaging (MRI) per RECIST v1.1 criteria.

4. Participants must have an Easter Cooperative Oncology Group (ECOG) performance
status of < 1 at screening.
5. Participants must have a life expectancy of at least 3 months at the time of

randomization.


https://clinicaltrials.gov/study/NCT06561386?term=CA224-1093&rank=1
https://clinicaltrials.gov/study/NCT06561386?term=CA224-1093&rank=1
https://clinicaltrials.gov/study/NCT06561386?term=CA224-1093&rank=1
https://clinicaltrials.gov/study/NCT06561386?term=CA224-1093&rank=1

Exclusion criteria
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10.

11.

Participants must not be pregnant and/or breastfeeding.

Participants with epidermal growth factor receptor (EGFR), anaplastic lymphoma
kinase (ALK), or ROS-1 mutations that are sensitive to available targeted inhibitor
therapy. Participants with unknown EGFR, ALK, or ROS-1 status are excluded.
Participants with known BRAFV600E mutations, that are sensitive to available
targeted inhibitor therapy; participants with known activating rearranged during
transfection (RET) mutations or neurotrophic tyrosine receptor kinase (NTRK) fusion
gene alterations are excluded. Participants with unknown or indeterminate BRAF
mutation, activating RET mutations or NTRK fusion gene alterations are eligible.
Participants must not have untreated central nervous system (CNS) metastases.
Participants must not have leptomeningeal metastases (carcinomatous meningitis).
Participants must not have concurrent malignancy requiring treatment.
Participants must not have an active autoimmune disease.

Participants must not have history of interstitial lung disease or pneumonitis that
required oral or intravenous (1V) glucocorticoids to assist with management.
Participants must not have a history of myocarditis.

Participants must not have had prior treatment with an anti-PD-1, anti-PD-L1, anti-
PD-L2, or anti-CTLA-4 antibody, or other antibody or drug targeting T-cell co-
stimulation or checkpoint pathways.

Other protocol-defined Inclusion/Exclusion criteria apply.



