Decoding the Treatment Journey of EGFRm Metastatic NSCLC: From First-

Line to Emerging Subsequent Therapies
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Shaping the Journey: How Frontline Decisions Influence Long-Term Outcomes
in EGFRm NSCLC
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First-line treatment decisions in EGFR-mutated non-small cell lung cancer (NSCLC)
set the direction for a patient’s treatment journey. This presentation will explore how
initial treatment selection can support long-term goals by considering mutation
characteristics, patient needs, tolerability, and subsequent treatment opportunities.
Drawing on clinical evidence and real-world experience, the discussion will examine
how to balance immediate disease control with planning beyond progression, including
molecular reassessment and individualized approaches to subsequent therapy.
Emphasis will be placed on integrating these considerations into frontline decision-
making and engaging patients in treatment choices. The aim is to encourage a
comprehensive approach that considers both survival and quality of life throughout the

course of care.



From Maintenance to Relapse: Unleashing the Full Potential of Zepzelca in
SCLC
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Redefining First-Line Treatment Outcomes in ALK-Positive Advanced NSCLC:
Insights from the 7-Year CROWN Data
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The choice of first-line therapy is critical for achieving durable disease control in
advanced ALK-positive non-small cell lung cancer, particularly because not all patients
receive subsequent treatment and the central nervous system remains a major site of

progression.

This presentation reviews the clinical implications of the 7-year follow-up from the
phase III CROWN study. At 7 years, investigator-assessed median progression-free
survival remained not reached with first-line lorlatinib, with 55% of patients estimated
to remain alive and progression-free. Sustained intracranial control was observed in
patients with and without baseline brain metastases, highlighting the importance of
early CNS protection. Progression patterns, outcomes beyond first progression, and

relevant Asian real-world evidence will also be discussed.

Long-term treatment requires proactive adverse-event management. Hyperlipidemia,
edema, weight gain, peripheral neuropathy, and CNS effects generally emerged early
and could be managed through patient education, monitoring, supportive care,
treatment interruption, and dose modification. No new safety signals emerged at 7 years,
and dose reduction was not associated with compromised systemic or intracranial

efficacy.

These findings support integrating durable systemic control, CNS protection, patient
selection, and proactive therapy management when optimizing first-line treatment for

ALK-positive advanced NSCLC.



Evolving Evidence in ALK+ NSCLC: From Early-Stage to Advanced Disease
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Best Treatment First: Redefining First-Line Therapy in EGFR-Mutant NSCLC
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Despite the transformative impact of third-generation EGFR tyrosine kinase inhibitors
(TKIs), important unmet needs remain in the first-line treatment of EGFR-mutant
advanced non-small cell lung cancer (NSCLC). Disease progression, treatment-
emergent resistance, and challenging disease features such as central nervous system or
other high-risk metastatic involvement continue to limit long-term outcomes. These

challenges highlight the need to move beyond sequential treatment thinking and

maximize disease control from the very beginning.

The MARIPOSA study has reshaped the first-line treatment landscape by
demonstrating the potential of combining amivantamab, an EGFR-MET bispecific
antibody with immune cell-directing activity, with lazertinib, a third-generation EGFR
TKI. Through complementary extracellular and intracellular targeting of the EGFR
pathway, this approach provides a distinct strategy to achieve broader and more durable

disease control and to address mechanisms that may contribute to treatment resistance.

For patients with EGFR-mutant NSCLC, choosing the optimal first-line therapy is
increasingly about more than delaying the first progression—it is about maximizing the
opportunity to influence the entire disease trajectory. This presentation will explore the
remaining unmet needs in first-line EGFR-mutant NSCLC, the biological and clinical
rationale behind the MARIPOSA regimen, and how its unique therapeutic approach
may translate into meaningful benefits for patients, particularly those with disease

characteristics associated with poorer outcomes.

Ultimately, “best treatment first” represents a shift toward using the most effective
available strategy upfront, when patients may have the greatest opportunity to derive

sustained benefit from treatment.



