Real-world effectiveness and safety of pembrolizumab in non-small cell lung cancer
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Introduction: Immune checkpoint inhibitors have revolutionized the treatment of advanced non–small cell lung cancer (NSCLC). Pembrolizumab has shown durable survival benefits in pivotal trials, with comparable outcomes between patients stopping treatment at two years and those continuing indefinitely. However, real-world outcomes often differ due to broader patient populations and treatment conditions.

Aims: To evaluate real-world progression-free survival (PFS), treatment patterns, and immune-related adverse events in NSCLC patients receiving first-line pembrolizumab, irrespective of PD-L1 expression, and to compare outcomes with clinical trial data.

Methods: We performed a retrospective analysis of all NSCLC patients approved for pembrolizumab treatment by the Drug and Therapeutics Committee at Clinical Hospital Center Rijeka between January 2020 and December 2024. Demographic, clinical, and treatment data were extracted, including PFS and treatment discontinuation causes.

Results: A total of 302 patients were approved for pembrolizumab treatment, of whom 234 received therapy. Median age was 69 years. Most patients were smokers (76.2%), and 40.9% had PD-L1 expression >50%. Twenty patients completed the planned two years of therapy, 36 remain on treatment, while the remainder discontinued, most commonly due to disease progression (n=96). Median PFS was 10.9 months (331 days). Immune-related adverse events were observed in 7.6% of patients (n=18).

Discussion: This real-world cohort confirms the effectiveness of pembrolizumab, with a median PFS aligning with or exceeding results from pivotal clinical trials. Nevertheless, high rates of discontinuation and occurrence of severe immune-related toxicity underscore the need for careful patient selection and proactive toxicity management. These findings highlight differences between real-world outcomes and trial data, emphasizing the importance of tailoring immunotherapy strategies to everyday clinical practice.
