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Current perspectives on biologics for CRS
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In western countries, 85% of chronic rhinosinusitis with nasal polyp disease reveals a type 2
inflammatory pattern with expression of IL-4, -5, and -13 as well as increased concentrations of IgE,
whereas chronic rhinosinusitis without nasal polyps merely expresses these biomarkers. The degree of type 2
inflammation furthermore is associated with disease severity, asthma comorbidity, and recurrence of disease
after surgery. Therefore, these biomarkers also form the targets for innovative therapeutic approaches such as
monoclonal antibodies directed against IgE, IL-5, and IL-4 receptor alpha, blocking the activity of IL-4 and
-13. Having demonstrated efficacy in severe asthma, the antibodies have been tested in proof-of-concept
studies in patients with nasal polyposis with or without asthma, and have demonstrated their potential to
reduce nasal and sinus nasal polyp burden monitored by nasal endoscopy and computed tomography
scanning, and to improve typical symptoms. No biomarkers have been identified to select subjects for
therapy, to predict response to a specific drug, or to monitor treatment success, which is best documented
by nasal polyp score and symptoms. Phase 3 studies are currently in preparation or running, which aim to

demonstrate efficacy in larger patient populations and to achieve registration for the indication nasal polyps.
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