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Efficacy and Safety of Benralizumab for Severe Eosinophilic Asthma: A Meta-analysis

WANG Huayu', LI Yankui*, WANG Kaiqiang", WANG Ronghuan' (1. Dept. of Pharmacy, the Second Hospital of
Tianjin Medical University, Tianjin 300211, China; 2. Dept. of Vascular Surgery, the Second Hospital of
Tianjin Medical University, Tianjin 300211, China)

ABSTRACT OBIJECTIVE: To systematically evaluate the efficacy and safety of benralizumab in the treatment of severe
eosinophilic asthma, and to provide evidenced-based reference for clinical treatment. METHODS: Retrieved from PubMed,
Embase, Cochrane Library, ClinicalTrials.gov, CNKI, VIP and Wanfang database, randomized controlled trials (RCTs) about
benralizumab-+routine treatment (trial group) versus placebo+routine treatment (control group) were collected during the inception
to Dec. 2020. The relevant references were also retrieved manually. After data extraction, the quality of included literatures was
evaluated with bias risk evaluation tool 2.0 recommended by Cochrane systematic evaluator manual 6.1. Meta-analysis was
conducted by using Rev Man 5.4 software. RESULTS: Totally 5 studies involving 2 646 patients were included. Results of
Meta-analysis showed that acute exacerbation rate of asthma [RR=0.67, 95% CI (0.61, 0.74) , P<<0.000 01], asthma control
questionnaire score [MD=—0.29,95%CI(—0.37, —0.21),P<<0.000 01] and the incidence of severe adverse event [RR=0.67,95% CI
(0.53,0.84),P=0.000 6] in trial group were significantly lower than control group. FEV,[MD=0.13,95%CI(0.09,0.17) , P<<0.000 01]
and asthma quality of life questionnaire score [MD=0.23,95% CI(0.13,0.33),P<<0.000 01] in trial group were significantly higher
than control group. There was no statistical significance in the incidence of adverse event between 2 groups [RR=0.97, 95% CI
(0.92,1.02), P=0.28]. CONCLUSIONS: Benralizumab is effective and safe in the treatment of severe eosinophilic asthma. Due to
the relatively limited data, this conclusion needs to be confirmed by more studies.
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Benralizumab  Placebo Risk Ratio Risk Ratio

Studyor Subaroup __Events _Total Events Total Weight M.H,Fixed, 95% Cl MM, Fixed, 95% CI
Fitzgerald 2016-Q4W 8 241 63 124 155% 069(054,088) —
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Benralizumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M.H, Fixed, 95% Cl M-H, Fixed. 95% CI
Fitzgerald 2016-Q4WW 25 250 17 124 150%  0.73[0.41,1.30] G
Fitzgerald 2016-Q8W 25 230 17 124 146%  0.79(0.45,1.41] = i
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Total (95% CI) 1712 934 100.0%  0.67[0.53,0.84] *
Total events 148 116
Heterogeneity: Chi*= 5.89, df= 7 (P = 0.55); F= 0% 0.02 ] 50

Testfor overall effect Z= 3.43 (P = 0.0006)
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Benralizumab  Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed, 95% Cl M-H, Fixed, 95% CI
Bleecker 2016-Q4wW 100 275 68 134 246% 0.72(0.57,0.90] ——
Bleecker 2016-Q8W 93 267 67 133 241% 0.69(0.55,087 —
Nair 2017-Q4W 19 72 19 37 68% 051(031,084]
Nair 2017-Q8W 17 73 20 38 71%  0.44[0.26,0.74]
Harrison 2020-Q8W 123 427 107 229 375%  062(0.50,0.76] ==
Total (95% CI) 114 571 100.0%  0.64[0.57,0.72] L 4
Total events 352 281 K . P .
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Fig 10 Sensitivity analysis plot of acute exacerbation

rate of asthma (excluded literature[13])

Benralizumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed, 95% CI M-H, Fixed. 95% Cl
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Fig 11 Sensitivity analysis plot of acute exacerbation

rate of asthma (excluded literature[14])

Benralizumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M.H, Fixed, 95% CI M.H, Fixed, 95% CI
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Fig 12 Sensitivity analysis plot of acute exacerbation
rate of asthma (excluded literature[15])
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Study or Subgroup Events _ Total Events Total Weight M.H, Fixed, 95% CI M.H, Fixed, 95% Cl
Fitzgerald 2016-Q4W 84 24 63 124 209%  0.69(0.54,088) —
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Fig 13 Sensitivity analysis plot of acute exacerbation
rate of asthma (excluded literature[18])
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