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Introduction: This multi-centre, double-blind, randomised, placebo-controlled trial 

evaluated the postexposure prophylactic efficacy of baloxavir in household contacts of index 

patients with confirmed influenza during the 2018–2019 season in Japan.  

 

Methods: A total of 752 household contacts of 545 index patients were assigned in a 1:1 

ratio to receive either a single weight-based dose of baloxavir or placebo. The primary 

efficacy end point of the study was clinical influenza, as confirmed by reverse-transcriptase–

polymerase-chain-reaction testing, over a period of 10 days. Serum samples were collected at 

baseline and at a short interval period to assess for seroconversion.  

 

Eligibility: Eligible participants were household contacts who were well (defined as no 

influenza symptoms and an axillary temperature of <37.0C) and had lived in the same 

household as the index patient for at least 48 hours before enrollment. Pregnant women and 

immunocompromised persons were excluded. 

 

Results: The percentage of contacts in whom clinical influenza developed was significantly 

lower in the baloxavir group than in the placebo group (1.9% vs. 13.6%) (adjusted risk ratio, 

0.14; [CI] 0.06 to 0.30; P<0.001). Baloxavir was effective in high-risk, paediatric, and 

unvaccinated subgroups of participants. The incidence of adverse events was similar in the 

two groups. 

 

Conclusion: Single-dose baloxavir showed significant postexposure prophylactic efficacy in 

preventing influenza in household contacts of patients with influenza. 

 

Analysis:  

Post exposure prophylaxis with oseltamivir was established to be effective by Hayden et al.i 

Baloxavir is a polymerase acidic protein (PA) endonuclease inhibitor with clinical efficacy in 

the treatment of uncomplicated influenza.ii Unlike oseltamivir, baloxavir reduces influenza 

virus levels in the upper respiratory tract as early as 24 hours after a single dose. ii This trial 

therefore examines the important question of its efficacy as prophylaxis. 

  

Strengths:  

The strengths of this trial lie primarily in its design. It was a double-blind randomised placebo 

controlled trial that encompassed 52 primary care clinics. Influenza transmission from 

children to other children or adults are considered to be an important driver in influenza 

outbreaks.i Therefore, a significant strength of this study is the inclusion and study of 

paediatric patients with 73.6% of the index patients and 19.0% of the prophylaxis participants 

younger than 12 years of age with subgroup paediatric analysis.  



  

Limitations:  

This was an industry sponsored and designed trial. Furthermore, it did not examine 

prophylaxis against Influenza B. A notable limitation of the trial was that follow-up samples 

were not obtained from the index patients, therefore the frequency of emergence of resistant 

variants following baloxavir administration in these patients could not be determined. The 

emergence of  PA variants conferring reduced susceptibility to baloxavir was a concern in the 

CAPSTONE-1 Trial which examined baloxavir for treatment of influenza.ii An ongoing 

randomized clinical trial (ClinicalTrials.gov number, NCT03969212) is examining the 

potential of baloxavir treatment of index patients to reduce influenza spread to contacts and is 

investigating the risk of transmission of PA-substituted viruses.iii In addition, the exact time 

from onset of illness in the index patient to the initiation of prophylaxis in household contacts 

was not captured, consqequently optimal timing of baloxavir is not certain. 

 

Applicability/Future Direction: 

As the northern hemisphere enters the influenza season in the midst of the COVID-19 

pandemic, a new study on controlling household transmission of influenza has remarkable 

significance. There is emerging evidence that co-infection with influenza and covid-19 results 

in poor outcomes. An analysis by Public Health England of cases from January to April 2020 

found that patients with co-infection were at higher risk of severe illness and death than 

infection with covid-19 or influenza alone.iv Ikematsu et al. established significant 

postexposure prophylactic efficacy of baloxavir in preventing influenza in household 

contacts. Although formal studies are needed, this indicates that baloxavir prophylaxis would 

likely prove effective in other settings for example, nursing homes and hospitals. This could 

be invaluable in preventing an overwhelming dual pandemic within the Irish healthcare 

system. By reducing influenza outbreaks, we could potentially reduce the strain on already 

overstretched healthcare resources and capacity. Post exposure prophylaxis is something that 

should be considered amongst healthcare workers, further research in this area specifically is 

needed. Although promising, it is of utmost importance that the results of this trial do not 

undermine the need for high uptake of the seasonal influenza vaccination which is our known 

best prevention against influenza. 
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