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	Introduction/Aim: 
High-dose triple therapy with ICS/LABA/LAMA is recommended for adults with uncontrolled asthma in GINA Steps 4-5 and is often administered concomitant with or prior to initiation of biologic treatment. Previously, we reported in a post-hoc analysis of two large randomized clinical trials (TRIMARAN & TRIGGER) that patients with asthma uncontrolled on ICS/LABA and exhibiting persistent airflow limitation (PAL) may particularly benefit from the addition of LAMA (Singh D et al. Eur Respir J 2020). Here we explore the efficacy of high-dose ICS triple therapy in patients not controlled by high-dose ICS/LABA exhibiting both PAL and high blood eosinophil count, a phenotype that is considered for a step-up to biologic therapy.

Methods: 
Using the dataset from the TRIGGER study, we conducted a post-hoc analysis in subjects  with asthma uncontrolled by high dose ICS/LABA exhibiting PAL (post-salbutamol FEV1≤80% and FEV1/FVC≤0.7) and a blood eosinophils count higher than 150 cell 109/L at screening, to evaluate the annualized rate of moderate to severe exacerbation following a 52 week treatment with high-dose extrafine beclometasone dipropionate/formoterol fumarate/glycopyrronium (BDP/FF/G 800mcg/24mcg/40mcg total daily dose pMDI) or high dose extrafine beclometasone dipropionate/formoterol fumarate (BDP/FF 800mcg/24mcg total daily dose pMDI).

Results: 
The TRIGGER study population included 1142 patients on BDP/FF/G or BDP/FF out of which 511 (44.7%) met the criteria of PAL and high blood eosinophil count. After 52 weeks of therapy, the reduction in the rate of “severe” and “moderate and severe” asthma exacerbations with BDP/FF/G vs BDP/FF was 35.8% (rate ratio = 0.642; 95% CI: 0.445-0.926; p=0.018) and 28.3% (rate ratio = 0.717; 95% CI: 0.573-0.898; p=0.004), respectively.

Conclusion: 
Treatment with high-dose extrafine BDP/FF/G is effective in patients with asthma uncontrolled on high-dose ICS/LABA who exhibit PAL and high blood eosinophils count. Exploring triple therapy before initiation of biologic treatment is an option that merits further investigation.
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