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This rapid review systematically summarizes the available evidence of probiotics, honey, and escin in the
prevention and treatment of COVID-19.

KEY FINDINGS

There is very limited low-quality evidence documenting efficacy of probiotics and no evidence for the use
of honey and escin for COVID19. Further clinical studies are needed to justify use of these traditional
interventions for COVID-19.

e Probiotics may prevent URTI among children and ventilator associated pneumonia among critically
ill non-COVID-19 patients (3,4,5). Honey has the potential to soothe the throat and provide relief
for symptomatic cough in children who are older than one year (11,12).

e Escin, a dietary supplement from Aesculus hippocastanum or horse chestnut extract, had in-vitro
activity against SARS virus and Vero E6 cells (15,16).

e Based on one meta-analysis, probiotics may significantly prevent at least one episode of URTI (OR
0.43; 95% CI 0.29 to 0.63, 12=22%) to at least three episodes (OR 0.56 [0.35,0.89], 12=0%) among
non-COVID-19 children but did not prevent URTI among the adult subgroup (6). Two metanalyses
similarly showed that probiotics significantly prevent VAP among critically ill non-COVID-19 patients
[OR 0.70[0.52, 0.95] 12=46%] and RR 0.74, [0.61, 0. 90], 12=19%) (7,8). But both studies found no
significant decrease in overall mortality and no effect on the risk of diarrhea among critically ill non-
COVID-19 patients. Minor gastrointestinal effects such as abdominal cramping, nausea, soft stools,
flatulence, and taste disturbance are reported from intake of probiotics (9). There are also rare
reports of immunocompromised patients developing invasive disease from probiotic use (10).

e One low-quality retrospective cohort observational study by Jiang et al described the outcomes of
55 COVID-19 patients who were receiving a variety of treatment regimens at Wuxi, Jiangsu
Province, China (19). Twenty-six (n=26/55) patients received supplementation with probiotic
tablets. They reported that all 55 patients were discharged, and no deaths occurred. This study
was deemed to be of low quality because of several biases. The study design was descriptive and
non-comparative with unequal representation among the two groups precluding conclusions on
treatment efficacy. No strategies were mentioned that dealt with the confounding biases from the
variety of treatment regimen given to both groups. The baseline characteristics among groups were
statistically different leading to significant biases.

e We found no completed clinical trials nor systematic reviews studying the efficacy of probiotics,
honey or escin among COVID-19 patients.

e The most common adverse effects of probiotics, honey and escin are minor gastrointestinal
complaints.

e We found five registered clinical trials and one observational study investigating the benefits of
probiatics, one registered trial for honey, and two for escin.

e WHO Interim guidelines, CDC interim guidelines, Infectious Diseases Society of America COVID-
19 treatment guidelines, and the American Thoracic Society did not give any recommendation on
the use of probiotics, honey or escin in patients with COVID-19.
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Appendix 1. Characteristics of included trials
Author/ | Journal/Year Study design | Country Disease Populatio Intervention Comparison Primary Key Secondary Key Findings Reported Limitations
Title condition n size Group(s) Group(s) outcomes Outcomes AE
Jiang, medRxiv Retrospective China COVID-19 55 COVID- none No mortality The median No mortality was Small sample
Xiufeng 2020 Observational | (Jiangsu) 19 patients was reported duration of reported in this size
Etal. Single-center who among the 26 hospitalization study
received patients or among all patients Baseline
Clinical variety of 47.3% who was 16.0 days characteristics of
features treatment received (IQR 5.0-10.0; groups were not
and regimen probiotics stated
manage including tablets. patients with
ment of probiotics severe
severe (26/55) disease had longer
CoviD- hospitalization
19: A compared with
: those with non-
retrgspe severe disease
ctlvel (23.0 days vs 16.0
study_m days, p=0.003;
Wuxi, HR=0.37 [95% CI
Jiangsu 0.21-0.65],
Provinc p=0.0012).
e, China
Patients with
severe disease
also stayed

significantly longer
in hospital after
negative PCR test
(14.0 days vs 6.0
days, p=0.002;
HR=0.38 [95% CI
0.21-0.66],
p=0.0010)
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