
 

Fluvoxamine 
Additional info continued from Assessment, Monitoring and Management of COVID, 
Section 7. Management 

Detail of evidence / main trial context:  

The main trial (TOGETHER) was a placebo-controlled, double blinded randomised, adaptive 
platform trial done among high-risk symptomatic Brazilian adults confirmed positive for SARS-CoV-
2. Patients were randomly assigned (1:1) to either fluvoxamine (100 mg twice daily for 10 days) or 
placebo (or other treatment groups not reported here). 

Who:  

• The trial included 741 patients who were allocated to fluvoxamine and 756 to placebo. The 
mean age of participants was 50 years (range 18–102 years).  

Results summary:  

• The proportion of patients reporting they were observed in a COVID-19 emergency setting 
for more than 6 h or being transferred to a tertiary hospital due to COVID-19 within 28 days 
was lower for the fluvoxamine group compared with placebo 11% vs 16%, relative risk 0.68, 
[95% BCI, CI (0.52-0.88)]. The risk difference was 5.0% NNT 20 to prevent 1 hospitalisation / 
ED observation >6 hours. In the placebo group, a higher proportion of the primary outcome 
was due to the ED > 6hrs component of the outcome. 

• Rates of hospitalization were 10% (fluvoxamine) and 13% (placebo), this difference was not 
statistically significant. There was no significant difference in time to hospitalization, duration 
of hospitalization, number requiring mechanical ventilation, and deaths. 

• Because vaccination was uncommon in trial participants an important question is whether 
and what effect would be seen in the fully vaccinated population.  

• The data was collected in the trial by patient self report and there was no reported missing 
data which is unusual.  

• The trials were also conducted during waves of more severe variants than omicron (the rate 
for the primary outcome (hospitalisation or ED observation >6 hours) was 16% in the largest 
trial in Brazil) so it is not clear what effect it will have with less severe variants. The difference 
in the main outcome was 5% (16% vs 11% either observed in ED >6 hours or admitted). If 
the effect on the proportion hospitalised is the same, the absolute benefit on % difference in 
hospital /extended ED admissions will be smaller for less severe variants.  

• There are no more detailed pointers to which particular patient or illness characteristics in the 
included population might be more likely to predict benefit. 

Links:  

• Main RCT that drove the meta-analysis results 

• Meta-analysis 

https://hfam.ca/clinical-pathways-and-evidence/covid/assessment-diagnosis-and-management-of-covid/
https://www.thelancet.com/journals/langlo/article/PIIS2214-109X(21)00448-4/fulltext
https://www.medrxiv.org/content/10.1101/2021.12.17.21268008v1


 

• Meta- analysis supplementary material table 2 (medication contraindications used in main 
trial) 

Trial Exclusions: 

1. Use of specific medications 14 days: Monoamine Oxide Inhibitors (MAOIs): Phenelzine, 
Tranylcypromine, Selegiline, Isocarboxazide, moclobemide Alpha-1 antagonists, Sotalol, 
Clonidine, Phosphodiesterase 5 inhibitors, Methyldopa, Prazosin, terasozin, Doxazosin). 

2. Use of antiretroviral agents. 

3. Patients using serotonin reuptake inhibitors (e.g., Sertraline) or Donepezil (This is a 
Sigma-1-receptor (S1R) agonist and fluvoxamine was being used for its S1R activity) 

4. Pregnant or breastfeeding patients. 

5. Surgical procedure or use of contrast planned to occur during treatment or up to 05 days 
after the last dose of the study medication. 

6. Vaccination for SARS-CoV-2 (from clinicaltrials.gov) 

 

https://hfam.ca/wp-content/uploads/2021/12/Supplementary-table-2-meta-analysis.pdf

