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Changes in screening and early diagnosis

v Low-dose CT (LDCT)

v" The most effective tool for high-risk screening and its use in vulnerable populations is
increasing

v" Liquid biopsies (ctDNA)
v Used to monitor response and resistance to treatment

v" Al for image analisis

v" Nodule detection and more accurate diagnosis, helping to detect cancers at earlier
stages

v" Emerging non-invasive technologies
v’ Breath volatile organic compound (VOC) sensors
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Early Detection and Screening (Impact in Early Stages)

v Implementing low-dose CT (LDCT) screening programs
v' Increase survival rates to approximately 80% when detected in early stages.
v" Without these programs, only 20-30% of tumors are detected at operable stages.

v Key: Diagnosing in stages IA-llIA offers the best probability of cure
through curative-intent treatments.




NSCLC. Early Stage (IA-llIA) - Advances in Treatment

v" Minimally Invasive Surgery
v’ Surgery remains the cornerstone of treatment for resectable NSCLC
v VATS (video-assisted surgery) or robotic surgery techniques reduce postoperative
complications and facilitate the early initiation of adjuvant therapies
v Paradigm-Changing Perioperative Therapies
v" Neoadjuvant Therapy (before surgery):

v' Immunotherapy alone or in combination with chemotherapy before surgery is
showing high rates of major or complete pathological response and resectable RO

v Adjuvant Therapy (after surgery):
v Osimertinib in EGFR-mutant patients
v Adjuvant alectinib in ALK-positive tumors

v" Chemotherapy plus PD-1/PD-L1 inhibitors after surgery is becoming established as a
standard option i it
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NSCLC. Locally Advanced (llIA-llIC) - Multidisciplinary Strategies

pharmacist

v Concurrent Chemoradiotherapy —— N -
v" In Locally Advanced and inoperable disease, the combination of chemotherapy and
radiotherapy remains the cornerstone of achieving local control
v Consolidation with Immunotherapy
v Following chemotherapy and radiotherapy, consolidation immunotherapy (durvalumab)
improve PFS and OS
v Targeted Therapies in Consolidation
v' After Chemoradiotherapy, in patients with genetic alterations (e.g., EGFR), Osimertinib
consolidate response and prolong survival.
v Key: In Locally Advanced disease without metastasis, the approach is
multimodal: chemoradiotherapy + immunotherapy and/or targeted
A\ therapy based on molecular profile.




NSCLC. Metastatic Disease (Stages V)

v' New Targeted Therapies and Strategies for Resistance
v Antibody-Conjugated Digests (ADCs)
v' Datopotamab Deruxtecan in metastatic NSCLC after prior treatments, as targeted
therapy or chemotherapy. This ADC targets TROP2 on tumor cells
v Resistance and Emerging Therapies

v" New inhibitors such Zidesamtinib, targeting ROS1 with activity against resistance
mutations (e.g., G2032R), have shown high response rates in early trials for ROS1-
positive tumors.

v In tumors that progress after immunotherapy, viral immunotherapy (CAN-2409) are
being explored to reactivate the immune response even after resistance to
checkpoint inhibitors




NSCLC. Metastatic Disease (Stages V)

v' New Therapeutic Combinations and Maintenance
v' Combination with Immunotherapy
v Experimental combinations seek to overcome resistance

v Immunotherapy continues to dominate
v Checkpoint inhibitors

v' PD-1/PD-L1 inhibitors in combination with chemotherapy or as monotherapy
continue to extend survival in metastatic NSCLC, with durable responses in many
patients.

v" Cellular and personalized therapies

v Therapies beyond conventional immunotherapies continues, for example, dendritic
cell therapy




NSCLC. Metastatic Disease (Stages V)

v" Integration of Molecular Profiling into Therapeutic Decision-Making

v' Modern management of metastatic lung cancer relies on molecular profiling and
biomarkers to guide targeted therapies or immuno-targeted combinations. This includes
the evaluation of EGFR, ALK, ROS1, BRAF, METex14, RET, and other actionable alterations

v Key takeaway: Precision medicine is not an add-on, but a central
component for deciding the sequence and type of treatment in
metastatic disease.




Small Cell Lung Carcinoma

v Key aspects of the 2025 scenario

v" The standard first-line treatment for SCLC (LS-SCLC and ES-SCLC) is platinum+etoposide

chemotherapy plus a PD-L1 inhibitor, with maintenance immunotherapy after the initial
response.

v" Survival improves little with traditional therapies; therefore, efforts
are focused on new agents and more effective combinations.
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Small Cell Lung Carcinoma gyt s o

Epithelial subtype TTF1-positive
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v" Combination Maintenance After First-Line Therapy

programs and immune pathway activation define
utic vulnerabilities, 346 - 360.67. © 2020, with permission from Elsevier

v" Lurbinectedin + Atezolizumab

v This combination has led to approval as first-line maintenance therapy for ES-SCLC in the US
(including future regulatory steps in Europe).

v Next-generation therapies and investigational ADCs
v Targeted antibody-drug conjugates (ADCs) (B7-H3, etc.)
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