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Abstract

Objectives: Insomnia is a common sleep problem and is associated with health risks in adults. People with insomnia can feel dissatisfied with their sleep and usually experience one or more of the following symptoms: fatigue, low energy, difficulty in concentration, mood disturbances, and decreased performance in work or at school. Efficacy and safety issues with existing treatments create significant unmet needs in adult population.
Methods: A targeted literature review was conducted in January 2020 using Ovid platform for English language publications in MEDLINE, Embase, and Cochrane Library on insomnia and lemborexant. A network meta-analysis (NMA) was conducted using R-script and OpenBUGS v3.2.3 to calculate pooled effect estimates with 95% confidence intervals (CI) for all outcomes. 
Results: Literature review identified two pivotal phase III, placebo-controlled RCTs, pooling 2209 patients for NMA. Considering variability in study design, outcome definitions, and population across RCTs, both 5mg and 10mg doses of lemborexant were considered for base-case analysis. Fixed effects model results showed lemborexant 10mg to be more effective with significant lower mean reduction of subjective sleep onset latency compared to placebo (Difference: -14.5; 95% CI: -18.4, -10.7) and zolpidem (Difference: -7.9; 95% CI: -12.9, -2.9) and non-significant reductions compared to lemborexant 5mg (Difference: -2.5; 95% CI: -6.4, 1.4) after one month of treatment. Subjective sleep efficiency increased from baseline with lemborexant 10mg significantly compared to placebo (Difference: 5.2; 95% CI: 3.6, 6.8) and lemborexant 5mg (Difference: 2.4; 95% CI: 0.8, 4.0), while results were comparable with zolpidem (Difference: 0.1; 95% CI: -2.2, 2.4). With comparison to zolpidem, lemborexant 10mg also showed non-inferior reduction in Insomnia Severity Index Daytime Functioning Score (Difference: 0.3; 95% CI: -0.2, 0.9).
Conclusions: High dose of lemborexant (10mg) can control insomnia comparatively similar to zolpidem in adults. Wide heterogeneity in evidence warrants more robust trial designs investigating long-term treatments for insomnia. 
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