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Disclaimer 
  
This document includes the results of a rapid systematic review of current available literature. 
The information included in this review reflects the evidence as of the date posted in the 
document. Yet, recognizing that there are numerous ongoing clinical studies, PAHO will 
periodically update these reviews and corresponding recommendations as new evidence becomes 
available.
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Summary of the evidence 

In this section we present a summary of the evidence on therapeutics for the prevention and 
treatment of patients with COVID-19, by intervention. Table 1 summarizes the evidence 
provided by randomized controlled trials (RCT) and table 2, the evidence from non-randomized 
controlled trials (non-RCT). 
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Table 1. Interventions effects and certainty in RCT 
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Table 2. Interventions effects and certainty in non-RCT 
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Take home message thus far  

• More than 200 therapeutic options or their combinations are being investigated in more than 
1,700 clinical trials. In this review we examined 58 therapeutic options (Table 1). 

• The body of evidence on steroids including ten RCT shows that low/moderate dose treatment 
schemes (RECOVERY trial dose was 6 mg of oral or intravenous preparation once daily for 10 
days) are probably effective in reducing mortality in patients with severe COVID-19 infection. 
These results remained robust after including studies in which patients with ARDS secondary to 
alternative etiologies (not COVID-19 related) were randomized to steroids or placebo/no 
steroids.  

• In the WHO Solidarity trial Remdesivir resulted in little or no effect on overall mortality, 
initiation of ventilation and duration of hospital stay among hospitalized patients. When 
combining those findings with other five RCT, remdesivir may slightly reduce mortality, 
invasive mechanical ventilation requirements and may improve time to symptom resolution. 
However, overall certainty of the evidence is low and further research is needed to confirm or 
discard these findings. 

• The body of evidence on hydroxychloroquine, Lopinavir-Ritonavir and interferon beta-1a, 
including anticipated RECOVERY trial and SOLIDARITY trial findings showed no benefit in 
terms of mortality reduction, invasive mechanical ventilation requirements or time to clinical 
improvement. Furthermore, the analysis showed probable mortality increment in those patients 
treated with hydroxychloroquine. Six studies assessed hydroxychloroquine in exposed 
individuals and showed a non-statistically significant trend towards reduction in symptomatic 
infection. Further research is needed to confirm or discard these findings. 

• The results of nine RCT assessing convalescent plasma in COVID-19 patients showed a non-
statistically significant trend towards reduction in mortality and invasive mechanical ventilation 
requirements. Overall certainty of the evidence is very low and further research is needed to 
confirm or discard these findings. 

• The results of seven RCT shows that in patients with severe disease, tocilizumab probably 
reduces mechanical ventilation requirements but may not affect mortality. Further research is 
needed to confirm or discard these findings. 

• Currently, as to ivermectin, colchicine and famotidine, there is very low certainty of its effects 
on clinical important outcomes. 
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• Thromboembolic complications in patients infected with COVID-19 are relatively frequent. As 
for hospitalized patients with severe medical conditions current guidelines recommend 
thromboprophylactic measures to be adopted for inpatients with COVID-19 infection.  

• Currently, as to NSAID exposure, no association with increased mortality was observed. 
However, certainty of the evidence is very low and further research is needed to confirm or 
discard these findings. 

• The use of medications such as ivermectin, antivirals, and immunomodulators, among others, 
should be done in the context of patient consented, ethically approved, randomized clinical trials 
that evaluate their safety and efficacy. 

• The Pan American Health Organization (PAHO) is continually monitoring ongoing research on 
any possible therapeutic options. As evidence emerges, then WHO/PAHO will immediately 
assess and update its position, and particularly as it applies to any special sub-group populations 
such as children, expectant mothers, those with immune conditions etc. 

• PAHO is also mindful of the emerging differential impact of COVID-19 on ethnic and minority 
groups and is continuously seeking data that could help in mitigating excess risk of severe illness 
or death to minority sub-groups. These groups are plagued by social and structural inequities that 
bring to bear a disproportionate burden of COVID illness onto them. 

• The safety of the patient suffering from COVID-19 is a key priority to improve the quality of 
care in the provision of health services. 

• There remains an urgent need for additional high-quality randomized controlled trials that 
includes patients with COVID-19 before most therapeutic options can be administered with any 
confidence. The importance of an adequately designed and reported clinical trial is paramount in 
evidence-based medicine. Most of the research to date on COVID has very poor methodology 
that is hidden and very difficult to validate. The depth of transparency that is required is very 
lacking. 
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Mensajes clave hasta el momento 

• Más de 200 intervenciones terapéuticas o sus combinaciones están siendo investigadas en más 
de 1700 estudios clínicos. En esta revisión se incluyen 58 intervenciones para el manejo de 
pacientes con COVID-19 (cuadro 3).  

• El conjunto de evidencia sobre los esteroides incluye diez estudios aleatorizados y controlados 
(ECA) y muestra que la administración de dosis bajas a moderadas (la dosis utilizada en el 
estudio RECOVERY fue dexametasona 6 mg por vía oral o endovenosa al día durante 10 días) 
probablemente reducen la mortalidad en pacientes con infección grave por COVID-19. Estos 
resultados fueron uniformes luego de agregar al análisis estudios en los que pacientes con SDRA 
de otras etiologías fueron aleatorizados a recibir corticosteroides o manejo estándar.  

• En el estudio SOLIDARITY de la OMS remdesivir no tuvo un efecto clínicamente relevante 
sobre la mortalidad global, la necesidad de ventilación mecánica invasiva o el tiempo de estadía 
hospitalaria. Al combinar dichos resultados con otros tres ECA, remdesivir podría reducir la 
mortalidad, los requerimientos de ventilación mecánica invasiva y mejorar el tiempo hasta la 
resolución de los síntomas. Sin embargo, la certeza en la evidencia es baja y es necesaria más 
información de estudios con un diseño adecuado para confirmar o descartar estos hallazgos. 

• El conjunto de evidencia sobre hidroxicloroquina, interferón beta 1-a y lopinavir-ritonavir, 
incluidos los resultados preliminares de los estudios RECOVERY y SOLIDARITY, no muestra 
beneficios en la reducción de la mortalidad, requerimientos de ventilación mecánica invasiva o 
en el plazo necesario para la mejoría clínica. Incluso la evidencia sobre hidroxicloroquina sugiere 
que su utilización probablemente genere un incremento en la mortalidad. Seis estudios que 
evaluaron la hidroxicloroquina en personas expuestas a la COVID-19 mostraron una tendencia 
no estadísticamente significativa hacia una reducción en el riesgo de infección. Más información 
de estudios con un diseño adecuado es necesaria para confirmar o descartar estos hallazgos. 

• Los resultados de nueve ECA que evaluaron el uso de plasma de convaleciente en pacientes 
con COVID-19 mostraron una tendencia no significativa desde el punto de vista estadístico hacia 
una reducción en la mortalidad y la necesidad de ventilación mecánica invasiva. La certeza en la 
evidencia es muy baja y se necesita más información de estudios con un diseño adecuado para 
confirmar o descartar estas conclusiones. 

• Los resultados de siete ECA muestran que tocilizumab probablemente reduce los 
requerimientos de ventilación invasiva pero podría no afectar la mortalidad. Se necesita más 
información de estudios con un diseño adecuado para confirmar o descartar estas conclusiones. 



7 

 

 

• Hasta el momento, en relación con la ivermectina, colchicina y famotidina hay evidencia de 
muy baja certeza, por lo que sus efectos son inciertos. Se necesita más información de estudios 
con un diseño adecuado para evaluar la utilidad de ivermectina en este supuesto. 

• Las complicaciones tromboembólicas en pacientes con COVID-19 son frecuentes. Al igual que 
en pacientes hospitalizados por afecciones médicas graves, las directrices de práctica clínica 
vigentes indican que los pacientes hospitalizados por COVID-19 sean tratados con medidas 
tromboprofilácticas. 

• Hasta el momento, en relación con el uso de AINES no se observa una asociación con un 
incremento en la mortalidad. Sin embargo, la certeza en la evidencia es muy baja, por lo que se 
necesita más información de estudios con un diseño adecuado para confirmar o descartar estas 
conclusiones. 

• La administración de medicamentos como ivermectina, antivirales e inmunomoduladores, entre 
otros, debería realizarse solo en el ámbito de estudios clínicos diseñados para evaluar su eficacia 
y seguridad, éticamente aprobados y con previo consentimiento de los pacientes. 

• La Organización Panamericana de la Salud (OPS) hace seguimiento en todo momento de la 
evidencia en relación con cualquier posible intervención terapéutica. A medida que se disponga 
de nueva evidencia, la OPS la incorporará con rapidez y actualizará sus recomendaciones, 
especialmente si dicha evidencia se refiere a grupos en situación de vulnerabilidad como los 
niños, las mujeres embarazadas o los pacientes inmunocomprometidos, entre otros. 

• La OPS también tiene en cuenta las diferencias en los efectos de la COVID-19 en función de la 
identidad étnica de las personas y sobre las minorías. En consecuencia, recopila de manera 
continua información que pueda servir para mitigar el exceso de riesgo de enfermedad grave o 
muerte de estas minorías. Estos grupos sufren inequidades sociales y estructurales que conllevan 
una carga desproporcionada relacionada con la COVID. 

• La seguridad de los pacientes afectados por la COVID-19 es una prioridad para mejorar la 
calidad de la atención y los servicios de salud. 

• Sigue siendo apremiante la necesidad de elaborar ensayos clínicos aleatorizados de alta calidad 
que incluyan pacientes con COVID-19 a fin de poder desarrollar estrategias de manejo 
confiables. La importancia de los ECA con un diseño adecuado es fundamental en la toma de 
decisiones basadas en evidencia. Hasta el momento, la mayoría de la investigación en el campo 
de la COVID-19 tiene muy baja calidad metodológica, lo que dificulta su uso y aplicación.  
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Background 
  
The vast amount of data that is coming presents important challenges and it must be interpreted 
quickly so that the correct most optimal treatment decisions can be made with as least harm to 
patients, and that manufacturers and supply chains can scale up production rapidly. This will 
ensure that reportedly successful drugs can be administered to as many patients and in as timely 
a manner as possible. Moreover, if evidence indicates that a medication is potentially suboptimal 
and not effective, then the many ongoing clinical trials could change focus and pivot onto more 
promising alternatives. Additionally, many are using drugs already in huge volumes and also via 
compassionate or single use applications.1 It is absolutely imperative therefore that prescribers be 
given the most updated research evidence fast to inform if what was done was optimal or if it is 
not optimal or even harmful to patients. The following evidence-database was compiled to orient 
the published studies thus far and will endeavor to add to this table list as research is released 
into the public space.   
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Methods 
  
Search methods 
We systematically searched in L·OVE (Living OVerview of Evidence) platform for COVID-19, 
a system that maps PICO questions to a repository developed by Epistemonikos Foundation. 
This repository is continuously updated through searches in electronic databases, preprint 
servers, trial registries, and other resources relevant to COVID-19. The last version of the 
methods, the total number of sources screened, and a living flow diagram and report of the 
project is updated regularly on the website.2  
 
The repository is continuously updated, and the information is transmitted in real-time to the 
L·OVE platform, however, it was last checked for this review the day before release on 
November 30, 2020. The searches covered the period from the inception date of each database, 
and no study design, publication status or language restriction was applied. 
 
Study selection 
The results of the searches in the individual sources were de-duplicated by an algorithm that 
compares unique identifiers (database ID, DOI, trial registry ID), and citation details (i.e. author 
names, journal, year of publication, volume, number, pages, article title, and article abstract). 
Then, the information matching the search strategy was sent in real-time to the L·OVE platform 
where at least two authors independently screened the titles and abstracts yielded against the 
inclusion criteria. We obtained the full reports for all titles that appeared to meet the inclusion 
criteria or required further analysis and then decided about their inclusion. 
 
Living evidence synthesis 
An artificial intelligence algorithm deployed in the Coronavirus/COVID-19 topic of the L·OVE 
platform provides instant notification of articles with a high likelihood of being eligible. The 
authors review them, decide upon inclusion, and update the living web version of the review 
accordingly. 
 
The focus has been on RCTs studies for all included therapeutic pharmacological interventions 
(adults and children). Adults and children exposed to or with confirmed or suspected COVID-19 
were and will be included. Trials that compare interventions head-to-head or against no 
intervention or placebo is the focus. We have focused on comparative effectiveness studies that 
provide evidence on patient-important outcomes (mortality, invasive mechanical ventilation, 
symptom resolution or improvement, infection (prophylaxis studies) and severe adverse events).3 
No electronic database search restrictions were imposed. If meta-analytical pooling was and is 
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possible from retrieved evidence, this review would seek to do this to derive more precise 
estimates of effect and derive additional statistical power. 
 
In addition to RCT, we included and will continue to include comparative non-RCT which report 
on effects of specific interventions that are being extensively used within the region (table 2.). 
For some of these interventions (NSAID) we only incorporated non-RCT that included, at least, 
100 patients. We presented results of RCT and non-RCT separately.4 

 
For any meta-analytical pooling if and when data allowed, we pooled all studies. We presented 
the combined analysis relative and absolute effects. To assess interventions' absolute effects, we 
applied relative effects to baseline risks (risks with no intervention). We extracted mortality and 
invasive mechanical ventilation baseline risks from ISARIC cohort (https://isaric.tghn.org/), for 
baseline infection risk in exposed to COVID-19 we used estimates from a SR on physical 
distancing and mask utilization,5 and for adverse events and symptom resolution/improvement 
we used the mean risk in the control groups from included RCT. For mortality there were some 
drug instances whereby we provide systematic-review (meta-analysis) evidence indirectly related 
to COVID-19 patients e.g. corticosteroids in patients with ARDS.  
 
A risk of bias assessment was applied to RCTs focusing on randomization, allocation 
concealment, blinding, attrition, or other relevant biases to the estimates of effect.6 For non-RCT 
potential residual confounding was assumed in all cases and certainty of the evidence was 
downgraded twice for RoB. The GRADE approach was used to assess the certainty on the body 
of evidence, for every comparison, on an outcome basis (Table 3). 
 
We used MAGIC authoring and publication platform (https://app.magicapp.org/) to generate 
summary of finding tables. 
  
  

https://isaric.tghn.org/
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Results 
  
Risk of Bias  
Overall, our risk of bias assessment for the limited reported RCTs resulted in high risk of bias 
due to suboptimal randomization, allocation concealment, and blinding (as well as other 
methodological and reporting concerns). Most RCTs were also very small in size and had small 
event numbers. The methods were very poor overall, and the reporting was very sub-optimal. For 
the observational studies we had concerns with the representativeness of study groups (selection 
bias) and imbalance of the known and unknown prognostic factors (confounding). Many studies 
are also at risk of being confounded by indication. Most are not prospective in nature and the 
outcome measures are mainly heterogeneous with wide variation in reporting across the included 
studies. In general, follow-up was short and as mentioned, confounded potentially by severity of 
disease, comorbidities, previous or concomitant COVID-19 treatment. The Risk of Bias 
assessment of each randomized controlled trial is presented in table 4.  
  
 
Main findings 

Corticosteroids (see summary of findings table 1 in appendix) 

We identified 11 RCT including 7914 participants in which systemic steroids (dexamethasone, 
methylprednisolone or hydrocortisone) were compared against standard of care or other 
treatments. Ten of these trials provided information on relevant outcomes. RECOVERY trial was 
the biggest with 2104 patients assigned to dexamethasone and 4321 to standard of care. All ten 
studies included patients with severe to critical disease as mortality in the control groups ranged 
from 14.2% to 61.4%. In the RECOVERY trial a subgroup analysis by baseline respiratory 
support received informed significant differences favoring those with oxygen requirement. 
However, as mortality was high in the subgroup of patients that did not receive baseline oxygen 
treatment (14%) we decided to adopt a conservative approach and include the primary analysis 
considering all randomized patients. Our results showed: 
 

● Steroids probably reduce mortality, RR 0.89 (95%CI 0.78 to 1.02); RD -3.6% (95%CI -
7.3% to 0.6%); Moderate certainty ⨁⨁⨁◯ (figure 1.) 

● Steroids probably reduce invasive mechanical ventilation requirement, RR 0.84 (95%CI 
0.67 to 1.04); RD -1.8% (95%CI -3.8% to 0.4%); Moderate certainty ⨁⨁⨁◯  

● Steroids probably improve time to symptom resolution, RR 1.49 (95%CI 1.22 to 1.84); 
RD 27.1% (95%CI 12.2% to 46.5%); Moderate certainty ⨁⨁⨁◯  
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● Steroids may not significantly increase the risk of severe adverse events, RR 0.89 
(95%CI 0.68 to 1.17); RD -0.6% (95%CI -1.7% to 0.9%); Low certainty ⨁⨁◯◯ 

● Results were consistent with trials in which steroids were used to treat non COVID-19 
patients with ARDS. No significant differences between subgroups of studies using 
different steroids were observed. (Figures 2. and 3.) 
 

 Figure 1: All-cause mortality with corticosteroids use vs. standard of care in randomized 
control trials including COVID-19 patients 
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Figure 2. All-cause mortality with corticosteroids use vs. standard of care in randomized control 
trials including COVID-19 patients and ARDS non-COVID-19 patients 
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Figure 3. All-cause mortality by type of corticosteroids vs. standard of care in randomized 
control trials including COVID-19 patients and ARDS non-COVID-19 patients  
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Remdesivir (see summary of findings table 2 in appendix) 

We identified 6 RCT including 15057 patients in which remdesivir was compared against 
standard of care or other treatments. In addition we identified one study that compared different 
remdesivir dosage schemes. WHO solidarity was the biggest with 2734 patients assigned to 
remdesivir and 2708 to standard of care. Three studies included patients with severe disease as 
the mortality in the control groups ranged from 10.3% to 12.6%, and one study included non-
severe patients with 2% mortality in the control arm. Our results showed: 

● Remdesivir may slightly reduce mortality, RR 0.94 (95%CI 0.82 to 1.08); RD -2% 
(95%CI -5.9% to 2.6%); Low certainty ⨁⨁◯◯ (figure 4.) 

● Remdesivir may reduce invasive mechanical ventilation requirement RR 0.65 (95%CI 
0.39 to 1.11); RD -4.1% (95%CI -7.1% to -1.3%); Low certainty ⨁⨁◯◯ (figure 5.) 

● Remdesivir may improve time to symptom resolution, RR 1.17 (95%CI 1.03 to 1.33); RD 
9.4% (95%CI 1.7% to 18.3%); Low certainty ⨁⨁◯◯ (figure 6.) 

● Remdesivir may not significantly increase the risk of severe adverse events, RR 0.8 
(95%CI 0.48 to 1.33); RD -1% (95%CI -2.8% to 1.8%); Low certainty ⨁⨁◯◯ 

 
 
Figure 4. All-cause mortality with remdesivir use vs. standard of care in randomized control 
trials including COVID-19 patients 
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Figure 5. invasive mechanical ventilation requirement with remdesivir use vs. standard of care 
in randomized control trials including COVID-19 patients 

 
 
Figure 6. Symptom resolution or improvement with remdesivir use vs. standard of care in 
randomized control trials including COVID-19 patients 

 
 

Hydroxychloroquine and Chloroquine (see summary of findings table 3 in appendix) 

We identified 31 RCT including 16536 patients in which hydroxychloroquine or chloroquine 
was compared against standard of care or other treatments. RECOVERY trial was the biggest 
with 1561 patients assigned to dexamethasone and 3155 to standard of care. In RECOVERY and 
SOLIDARITY trials patients had severe disease as mortality risk in the control arms were 24.9% 
and 9.2% respectively. The remaining studies included patients with non-severe disease as 
mortality risk in the control arms ranged from 0 to 5.2%. Additionally we identified six studies in 
which hydroxychloroquine was used in healthy persons to prevent COVID-19 infection. Our 
results showed: 
 

● Hydroxychloroquine or Chloroquine probably increase mortality, RR 1.08 (95%CI 0.99 
to 1.19); RD 2.6% (95%CI -0.3% to 6.6%); Moderate certainty ⨁⨁⨁◯ (figure 7.) 



17 

 

 

● Hydroxychloroquine or Chloroquine probably does not reduce invasive mechanical 
ventilation requirement; RR 1.05 (95%CI 0.9 to 1.22); RD 0.6% (95%CI -1.1% to 2.6%); 
Moderate certainty ⨁⨁⨁◯ 

● Hydroxychloroquine or Chloroquine may not improve time to symptom resolution, RR 
1.05 (95%CI 0.94 to 1.18); RD 2.8% (95%CI -3.3% to 10%); Moderate certainty 
⨁⨁⨁◯ 

● Hydroxychloroquine or Chloroquine may marginally reduce COVID-19 symptomatic 
infection in exposed individuals, RR 0.91 (95%CI 0.74 to 1.12); RD -1.6% (95%CI -
4.5% to 2.1%); Low certainty ⨁⨁◯◯ (figure 8.) 

● It is uncertain if Hydroxychloroquine or Chloroquine increase the risk of severe adverse 
events, RR 1.1 (95%CI 0.77 to 1.57); RD 0.5% (95%CI -1.2% to 3.1%); Low certainty 
⨁⨁◯◯ 

 
Figure 7. All-cause mortality with hydroxychloroquine or chloroquine use vs. standard of care in 
randomized control trials including COVID-19 patients 

 
Figure 8. Symptomatic infection with hydroxychloroquine or chloroquine use vs. no prophylaxis 
in randomized control trials including persons exposed to COVID-19  
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In addition, we identified a systematic review7 that included 12 unpublished studies providing 
information on mortality outcome. Overall pooled estimates did not differ when including 
unpublished information (OR 1.08, 95%CI 0.99 to 1.18). 
 
Lopinavir-Ritonavir (see summary of findings table 4 in appendix) 

We identified 7 RCT including 5459 patients in which lopinavir-ritonavir was compared against 
standard of care or other treatments. RECOVERY trial was the biggest with 1616 patients 
assigned to dexamethasone and 3424 to standard of care. Three studies provided information on 
mortality outcome, all included patients with severe disease as mortality risk in control arms 
ranged from 10.6% to 25%. Our results showed: 
 

● Lopinavir-Ritonavir probably does not reduce mortality, RR 1.02 (95%CI 0.92 to 1.22); 
RD 0.7% (95%CI -2.6% to 4%); Moderate certainty ⨁⨁⨁◯ (figure 9.) 

● Lopinavir-Ritonavir does not reduce invasive mechanical ventilation requirement; RR 
1.07 (95%CI 0.98 to 1.17); RD 0.8% (95%CI -0.2% to 2%); High certainty ⨁⨁⨁⨁ 

● Lopinavir-Ritonavir probably does not improve symptom resolution or improvement; RR 
1.03 (95%CI 0.92 to 1.15); RD 1.7% (95%CI -4.4% to 8.3%); Moderate certainty 
⨁⨁⨁◯ 

● Lopinavir-ritonavir may not increase the risk of severe adverse events, RR 0.6 (95%CI 
0.37 to 0.98); RD -2.2% (95%CI -3.4% to -0.09%); Low certainty ⨁⨁◯◯ 

Figure 9. All-cause mortality with lopinavir-ritonavir vs. standard of care in randomized control 
trials including COVID-19 patients 
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Convalescent plasma (see summary of findings table 5 in appendix) 

We identified 9 RCT including 1354 patients in which convalescent plasma was compared 
against standard of care or other treatments. Agarwal et al performed the biggest study to date 
including 235 patients in the intervention arm and 229 in control. Most studies (8/9) included 
severe patients as mortality in the control arms ranged from 10% to 25.6%, the other study 
included patients with recent onset symptoms and reported a mortality in the control arm of 5%. 
Convalescent plasma was administered in one or two infusions to symptomatic patients in all 
cases. Our results showed: 
 

● It is uncertain if convalescent plasma affects mortality, RR 0.87 (95%CI 0.54 to 1.17); 
RD -4.3% (95%CI -15.2% to 5.6%); Very Low certainty ⨁◯◯◯ (figure 10.).  

● It is uncertain if convalescent plasma reduces invasive mechanical ventilation 
requirements, RR 0.78 (95% CI 0.51 to 1.17); RD -2.7% (95%CI -5.7% to 2%); Very 
Low certainty ⨁◯◯◯.  

● It is uncertain if convalescent plasma affects symptom resolution or improvement, RR 
1.03 (95% CI 0.89 to 1.2); RD 1.7% (95%CI -6.1% to 11.1%); Very low certainty 
⨁◯◯◯ 

● It is uncertain if convalescent plasma increases severe adverse events, RR 1.26 (95% CI 
0.83 to 1.9); RD 1.4% (95%CI -0.9% to 5%); Very low certainty ⨁◯◯◯ 

● Specific adverse events related to convalescent plasma infusion are possibly rare: 
Transfusion related circulatory overload 0.18%; Transfusion related lung injury 0.10%; 
Severe allergic transfusion reaction 0.10%. However, we are uncertain if convalescent 
plasma increases severe adverse events as certainty of the evidence is very low. 
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Figure 10: All-cause mortality with convalescent plasma vs. standard of care in randomized 
control trials including COVID-19 patients 

 
  

In addition, we identified one study in which patients were randomized to early CP 
administration (at the time they were randomized) or late CP administration (only if clinical 
deterioration was observed). All patients in the early arm received CP while 43.3% of patients in 
the late arm received CP. Results showed no mortality reduction (OR 4.22, 95%CI 0.33 to 53.57) 
nor invasive mechanical ventilation requirement reduction (OR 2.98, 95%CI 0.41 to 21.57) with 
early convalescent plasma infusion, although the certainty of the evidence was very low ⨁◯◯◯ 
because of imprecision. 
 
Tocilizumab (see summary of findings table 6 in appendix) 

We identified 7 RCT including 1398 patients in which tocilizumab was compared against 
standard of care or other interventions. Five studies reported on mortality outcome and most 
included patients with severe disease as mortality in the control arms ranged from 8 to 19%. Our 
results showed: 

 



21 

 

 

● Tocilizumab may not reduce mortality, RR 1.08 (95%CI 0.79 to 1.48); RD 2.6% (95%CI 
-6.9% to 15.8%; Low certainty ⨁⨁◯◯ (figure 11.)  

● Tocilizumab probably reduces invasive mechanical ventilation requirements, RR 0.73 
(95%CI 0.57 to 0.94); RD -3.1% (95%CI -5% to -7%); Moderate certainty ⨁⨁⨁◯  

● Tocilizumab probably does not improve time to symptom resolution, RR 1.04 (95%CI 
0.96 to 1.12); RD 2.2% (95%CI -2.2% to 6.6%); Moderate certainty ⨁⨁⨁◯ 

● Tocilizumab probably does not significantly increase severe adverse events, RR 0.87 
(95%CI 0.72 to 1.05); RD -0.7% (95%CI -1.5% to 2.7%); Moderate certainty ⨁⨁⨁◯ 
 

Figure 11: All-cause mortality with tocilizumab vs. standard of care in randomized control trials 
including COVID-19 patients 

 
 
Figure 12: Mechanical ventilation requirement with tocilizumab vs. standard of care in 
randomized control trials including COVID-19 patients 
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Anticoagulants (see summary of findings table 7 in appendix) 

Thromboembolic complications in patients infected with COVID-19 are relatively frequent.8 As 
for hospitalized patients with severe medical conditions current guidelines recommend 
thromboprophylaxis measures to be adopted for inpatients with COVID-19 infection.9 To date, 
no appropriately designed and powered studies comparing different prophylactic strategies have 
been published. Hence, optimal intervention, dose and timing remains to be determined. Results 
of non-randomized studies suggest possible benefits with intermediate dosage anticoagulation in 
comparison to therapeutic or prophylactic dosage (figure 13.) however the certainty of the 
evidence is very low very low ⨁◯◯◯ which means that these findings should be interpreted 
with extreme caution as they are exposed to risk of bias due to potential baseline patient 
prognostic imbalances and other biases. 
 
Figure 13: All-cause mortality with anticoagulants in therapeutic dosage or intermediate dose 
vs. prophylactic dose in non-randomized studies including COVID-19 patients 

 
 

 

NSAID (see summary of findings table 8 in appendix) 

We identified 7 non-RCT that included at least 100 patients, in which COVID-19 mortality risk 
was assessed in patients exposed and not exposed to NSAIDs. Populations included varied 
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between studies as Wong et al. included persons exposed to COVID-19 (living in a region 
affected by the pandemic) and the rest included patients with confirmed COVID-19 infection. 
Our results showed: 
 

● No association between NSAID exposure and mortality, OR 0.82 (95%CI 0.66 to 1.02); 
Very Low certainty ⨁◯◯◯ (figure 14.)  

 
Figure 14: All-cause mortality in patients exposed to NSAID vs. not exposed to NSAID in non-
randomized studies including persons exposed or infected with COVID-19 

 
 

Interferon Beta-1a (see summary of findings table 9 in appendix) 

We identified 3 RCT including 4279 patients in which interferon beta-1a was compared against 
standard of care or other treatments and informed on mortality outcome. WHO solidarity was the 
biggest with 2050 patients assigned to intervention and 2050 to control. The studies included 
severe patients as mortality in the control arms ranged from 10.5% to 19.4%. Our results 
showed: 

 
● IFN beta-1a (subcutaneous) probably does not reduce mortality, RR 1.07 (95%CI 0.90 to 

1.26); RD 2.3% (95%CI -3.3% to 8.6%); Moderate certainty ⨁⨁⨁◯ (figure 15.)  
● IFN beta-1a (subcutaneous) probably does not reduce invasive mechanical ventilation 

requirements, RR 0.98 (95%CI 0.83 to 1.17); RD -0.2% (95%CI -2% to 2%); Moderate 
certainty ⨁⨁⨁◯  

● It is uncertain if IFN beta-1a (subcutaneous) affects symptom resolution or improvement; 
Very low certainty ⨁◯◯◯  
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● IFN beta-1a (inhaled) may increase symptom resolution or improvement, HR 2.19 
(95%CI 1.03 to 4.69); RD 27.5% (95%CI 1.1% to 42.3%); Low certainty ⨁⨁◯◯ 

 Figure 15: All-cause mortality with IFN beta-1a vs. standard of care in randomized studies 
including COVID-19 patients

 
  
Bamlanivimab (monoclonal antibody) 
 
We identified 1 RCT including 452 patients in which bamlanivimab was compared against 
standard of care. The study included mild to moderate none of the included patients. Our results 
showed: 
 

● It is uncertain if bamlanivimab reduces mortality or mechanical ventilation requirements; 
Very low certainty ⨁◯◯◯  

● It is uncertain if bamlanivimab improves time to symptom resolution; Very low certainty 
⨁◯◯◯  

● It is uncertain if bamlanivimab increases the risk of severe adverse events; Very low 
certainty ⨁◯◯◯  

 
Favipravir  
 
We identified 9 RCT in which favipravir was compared against standard of care or other 
treatments. Five studies including 559 patients reported on favipravir vs SOC. All studies 
included mild to moderate patients. Our results showed: 
 

● It is uncertain if favipravir affects mortality or mechanical ventilation requirements; Very 
low certainty ⨁◯◯◯  

● Favipravir may increase symptom resolution or improvement, RR 1.26 (95%CI 1.06 to 
1.48); RD 14% (95%CI 3.3% to 26.6%); Low certainty ⨁⨁◯◯ (Figure 16.) 
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● It is uncertain if favipravir increases the risk of severe adverse events; Very low certainty 
⨁◯◯◯  

 Figure 16: Symptom resolution at 7-15 days with favipravir vs. standard of care in randomized 
studies including COVID-19 patients 

 
Ivermectin  
 
We identified 10 RCT including 1797 patients in which ivermectin was compared against 
standard of care or other treatments. Studies included mild to severe patients as mortality in the 
control arms ranged from 0% to 18%. Our results showed: 
 

● It is uncertain if ivermectin affects mortality, RR 0.17 (95%CI 0.08 to 0.35); RD -27.3% 
(95%CI -21.4% to -30.3%); Very low certainty ⨁◯◯◯ (Figure 17.) 

● It is uncertain if ivermectin affects symptom resolution or improvement, RR 1.41 (95%CI 
1.18 to 1.68); RD 22.7% (95%CI 9.9% to 37.6%); Very low certainty ⨁◯◯◯ 

● It is uncertain if ivermectin affects symptomatic infection, RR 0.2 (95%CI 0.04 to 0.89); 
RD -13.9% (95%CI -19.2% to -16.6%); Very low certainty ⨁◯◯◯ 

● It is uncertain if ivermectin affects severe adverse events, RR 3.02 (95%CI 0.34 to 26.5); 
RD 10.9% (95%CI -3.6% to 95.6%); Very low certainty ⨁◯◯◯ 
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Figure 17: Mortality with ivermectin vs. standard of care in randomized studies including 
COVID-19 patients 
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Table 3. Description of included studies and interventions effects 
 

Study; 
publication 
status 

Patients and 
interventions 
analyzed 

Comorbidities Additional 
interventions 

Rob and study 
limitations 

Interventions 
effects vs 
standard of care 
(SOC) and 
GRADE certainty 
of the evidence 

99mTc-MDP 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Yuan et al;10 

Preprint; 2020 
Patients with mild 
COVID-19 infection. 
10 assigned to 
99mTc-MDP 5/ml 
once a day for 7 days 
and 11 assigned to 
SOC 

Median age 61 ± 20, 
male 42.9%  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 
 
 

https://www.medrxiv.org/content/10.1101/2020.04.07.20054767v1
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Anticoagulants 
There are specific recommendations on the use of antithrombotic agents.8 

Studies are ongoing to evaluate the preventive and therapeutic use of antithrombotic agents to mitigate the thrombotic and hemorrhagic events 
and assess the potential drug interactions with investigational drugs. 

 

RCT 

HESACOVID trial;11 
Bertoldi Lemos et 
al; Peer reviewed; 
2020 

Patients critical 
COVID-19. 10 
assigned to LMWH 
therapeutic dose and 
10 assigned to 
LMWH prophylactic 
dose 

Mean age 56.5 ± 13, 
male 80%, 
hypertension 35%, 
diabetes 35%, CHD 
10%, 
immunosuppression 
5% 

Steroids 70%, 
hydroxychloroquine 
25%, azithromycin 
90% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Non-RCT 

Tang et al;12 Peer 
reviewed; 2020 

Patients with severe 
COVID-19 infection. 
99 received 
Anticoagulants 
(heparins mostly in 
prophylaxis dose) for 
7 days or longer and 
350 received 
alternative treatment 
schemes 

Mean age 65.1 ± 12, 
male 59.6%, 
comorbidities 60.6% 

NR High for mortality 
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression score was 
implemented to adjust 
for potential 
confounders (age, sex, 
comorbidities and 
coagulation 
parameters) 

Mortality: Very Low 
certainty ⨁◯◯◯ 

https://www.sciencedirect.com/science/article/pii/S0049384820305302
https://onlinelibrary.wiley.com/doi/full/10.1111/jth.14817
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Motta et al;13 
Preprint; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
75 received 
Anticoagulants 
heparins in 
therapeutic dose and 
299 received 
heparins in 
prophylactic dose 

Mean age 64.7 ± 18.1, 
male 58.8%, diabetes 
31.6%, chronic lung 
disease 25.1%, CHD 
56.7%, CKD 10.7%, 
immunosuppression 
2.9%, cancer 12.3% 

Hydroxychloroquine 
58.6%, lopinavir-
ritonavir 50.8%, 
tocilizumab 15%, ATB 
58% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
race, ethnicity, BMI, 
smoking status, 
diabetes 
immunosupression, 
heart disease, 
pulmonary disease, 
kidney disease, cancer, 
hyperlipidemia, need 
for ICU admission, 
invasive mechanical 
ventilation, 
pharmacological 
treatments, laboratory 
measurements) 

Ayerbe et al;14 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
1734 received 
Anticoagulants 
heparins in any dose 
and 285 received 
alternative treatment 
schemes 

Mean age 67.6 ± 15.5, 
male 60.5%,  

Steroids 46.2%, 
hydroxychloroquine 
89.5%, lopinavir-
ritonavir 59.3%, 
tocilizumab 20.3%, 
azithromycin 58.9% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
clinical parameters and 
concomitant 
interventions) 

Stabile et al;15 

Preprint; 2020 
Patients with severe 
to critical COVID-19 
infection. 131 
received heparins in 
therapeutic dosage 

Mean age 69.3 ± 10.7, 
male 67.7%, 
hypertension 63%, 
diabetes 17.9%, 
chronic lung disease 

Steroids 56.8%, 
hydroxychloroquine 
92.2%, lopinavir-
ritonavir 91.8%, 
tocilizumab 9.7%, 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 

https://www.medrxiv.org/content/10.1101/2020.07.20.20147769v1
https://www.medrxiv.org/content/10.1101/2020.07.20.20147769v1
https://www.researchsquare.com/article/rs-57730/v1
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(enoxaparin 40mg a 
day) and 126 
received heparins in 
prophylactic dosage 
(enoxaparin 70/100 
mg/kg every 12 h) 

8.6%, asthma %, CHD 
17.1%, CKD 8.6%, 
cancer 7%, obesity 
9.7% 

azithromycin 90.3%,  Regression was 
implemented to adjust 
for potential 
confounders (Other 
treatments) 

Jonmaker et al;16 
Preprint; 2020 

Patients with critical 
COVID-19 infection. 
37 received heparins 
in therapeutic dosage 
(tinzaparin ≥175 
IU/kg of body weight 
per daily), 48 
received heparins in 
intermediate dosage 
(tinzaparin >4500 IU 
daily to <175 IU/kg of 
body weight daily) 
and 67 received 
heparins in 
prophylactic dosage 
(tinzaparin 2500-
4500 IU daily) 

Mean age 61 ± 17, 
male 82.2%, 
hypertension 45.4%, 
diabetes 16.5%, 
chronic lung disease 
19.7%, CHD 7.9%, CKD 
5.9%, 
immunosuppression 
5.3%, cancer 5.9%,  

NR High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (sex, age, 
body-mass index, 
invasive mechanical 
ventilation, and 
Simplified Acute 
Physiology Score III) 

Patel et al;17 
Preprint; 2020 

Patients with 
Moderate to severe 
COVID-19 infection. 
78 received 
Anticoagulants in 
therapeutic dosage 
and 1298 received 
anticoagulants in 
prophylactic dosage 

Mean age NR ± NR, 
male 54.5%, 
hypertension 58.6%, 
diabetes 34.7%, 
chronic lung disease 
10.7%, asthma 10.7%, 
CHD 15.4%, CKD 19.3% 
immunosuppression 
1.3%, cancer 10.1% 

NR High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
race and ethnicity, 
body mass index (BMI), 
Charlson score, glucose 
on admission, and use 
of antiplatelet agents) 

Schiavone et al;18 
Peer reviewed; 

Patients with COVID-
19 infection. 394 

Mean age 63.4 ± 16.1, 
male 61.7%, 

Steroids 11%, 
hydroxychloroquine 

High for mortality 
 

https://www.medrxiv.org/content/10.1101/2020.09.17.20195867v1
https://www.medrxiv.org/content/10.1101/2020.08.22.20179911v1
https://www.internationaljournalofcardiology.com/article/S0167-5273(20)33735-9/fulltext


31 

 

 

2020 received heparins 
and 450 did not 
received heparins 

hypertension 45.1%, 
diabetes 16.6%, 
chronic lung disease 
7.4%, CHD 9.2%, CKD 
7.5%, cerebrovascular 
disease 3.9%, obesity 
9.4% 

80.7%, tocilizumab 
15% 

Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (not 
specified) 

Musoke et al;19 
Peer reviewed; 
2020 

Patients with COVID-
19 infection. 101 
received LMWH 1 
mg/kg q12 and 254 
received alternative 
treatment schemes 
(prophylactic dosage 
or no anticoagulants) 

Mean age 66.2 ± 14.2, 
male 51%, 
hypertension 77%, 
diabetes 47%, chronic 
lung disease 13%, 
asthma 8%, CHD 17%, 
CKD 18% 

Steroids 29%, 
hydroxychloroquine 
61%, tocilizumab 12% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, 
gender, comorbidities, 
race, DD, VTE, major 
bleeding) 

Hsu et al;20 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
16 received 
intermediate dosage 
anticoagulants 
(LMWH 40 mg twice 
daily or HSQ 7500 
units three times 
daily) and 377 
received prophylactic 
dosage 
anticoagulants 

Mean age 60 ± 24, 
male 55.2%, diabetes 
35.1%, chronic lung 
disease 9.9%, CHD 
12.2% 

NR High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
indicators of COVID-19 
severity, baseline, 
comorbidities, and 
baseline anticoagulant 
use) 

Paolisso et al;21 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
89 received 
Anticoagulants in 

Median age 67 ± 24, 
male 63%, 
hypertension 50.7%, 
diabetes 14.4%, 
chronic lung disease 

Hydroxychloroquine 
80.7%, tocilizumab 
16%,  

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 

https://www.thrombosisresearch.com/article/S0049-3848(20)30483-7/fulltext#supplementaryMaterial
https://www.thrombosisresearch.com/article/S0049-3848(20)30534-X/fulltext
https://www.frontiersin.org/articles/10.3389/fphar.2020.01124/full
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intermediate dosage 
(LMWH 40-60mg 
twice day) and 361 
received 
anticoagulants in 
prophylactic dosage 
(LMWH 40mg a day)  

12.9%, CHD 8.2%, CKD 
6.7%, cancer 11.3%,  

Propensity score and 
matching were 
implemented to adjust 
for potential 
confounders (age, 
hypertension, 
hemoglobin value, 
PaO2/FIO2 value, 
administration of 
hydroxychloroquine 
and Tocilizumab) 

Ferguson et al;22 
Peer reviewed; 
2020 

Patients with 
moderate to critical 
COVID-19 infection. 
46 received 
Anticoagulants in 
therapeutic dosage 
and 95 received 
anticoagulants in 
prophylactic dosage  

Mean age 64 ± 19, 
male 55.3%, 
hypertension %, 
diabetes 24.1% 

Remdesivir 14.2%, 
hydroxychloroquine 
70.9%, azithromycin 
62.4%, convalescent 
plasma 19.8% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (not 
specified) 

Trinh et al;23 
Preprint; 2020 

Patients with severe 
to critical COVID-19 
infection. 161 
received 
anticoagulants in 
therapeutic dosage 
and 83 received 
anticoagulants in 
prophylactic dosage 

Mean age 59.6 ± 13.2, 
male 66%, 
hypertension 50%, 
diabetes 36.9%, 
chronic lung disease 
4.1%, asthma 12.3%, 
CKD 9.8%, 
cerebrovascular 
disease 6.2%, cancer 
7.8%, obesity % 

Steroids 83.2%, 
remdesivir 4.5%, 
hydroxychloroquine 
88.4%, tocilizumab 
14.3%,  

High for mortality 
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression and 
propensity score 
matching were 
implemented to adjust 
for potential 
confounders 
(anticoagulation for 5 
days, age, gender, 
history of chronic 
kidney disease, 
changes in creatinine 
over time, asthma, 
concurrent therapies, 
lactate, baseline SOFA 

https://accp1.onlinelibrary.wiley.com/doi/epdf/10.1002/jcph.1749
https://www.medrxiv.org/content/10.1101/2020.05.30.20117929v1
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score, and time from 
intubation day) 

Secco et al;24 Peer 
reviewed; 2020 

Patients with severe 
to critical COVID-19 
infection. 48 received 
anticoagulants in 
therapeutic dosage 
and 64 received 
anticoagulants in 
prophylactic dosage 

Median age 69 ± 23, 
male 67.8%, 
hypertension 40.9%, 
diabetes 14.8%, 

Hydroxychloroquine 
91.3%, tocilizumab 
8.7%,  

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (not 
specified) 

Gonzalez-Porras et 
al;25 Preprint; 
2020 

Patients with COVID-
19 infection. received 
Anticoagulants in 
intermediate dosage 
(LMWH 1mg/kg once 
a day or equivalent) 
and received 
anticoagulants in 
prophylactic dosage 
(LMWH 40 mg once 
daily or equivalent) 

Mean age 72.5 ± 13.8, 
male 59.8%, 
comorbidities 48.9% 

Steroids 49.4%, 
hydroxychloroquine 
63.9%, lopinavir-
ritonavir 56.2%, 
tocilizumab 30%, 
azithromycin %,  

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (not 
specified) 

Nadkarni et al;26 
Peer reviewed; 
2020 
 

Patients with 
moderate to critical 
COVID-19 infection. 
766 received 
anticoagulants in 
therapeutic dosage 
and 1860 received 
anticoagulants in 
prophylactic dosage  
 

Median age 65 ± 24, 
male 66%, 
hypertension 34.8%, 
diabetes 22.6%, 
chronic lung disease 
4.9%, asthma 6.3%, 
CHD 8.3%, CKD 
6.8%, cancer 7.8% 
 

 NR 
 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Inverse probability 
treatment weighted 
models were 
implemented to adjust 
for potential 
confounders (and age, 
sex, race and ethnicity, 
body mass index, 
history of 
hypertension, atrial 
fibrillation, heart 
failure, chronic kidney 
disease or renal failure, 

  

https://www.mp.pl/kardiologiapolska/issue/article/15489
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3586665
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3586665
https://reader.elsevier.com/reader/sd/pii/S0735109720364081?token=EB90922EA5722EAE04487B1732DA6C667A4B954331E6541267B1ED7EC9CB92EA6AB42F7A7B6129B03F5374193D16BECD
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use of anticoagulants 
or antiplatelet agents 
prior to hospitalization, 
month of admission, 
intubation during 
hospitalization, time of 
implementation of 
institutional guidelines 
for AC at Mount Sinai, 
respiratory rate, 
oxygen saturation, and 
D-dimer at admission) 
 
 

Aprepitant 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Mehboob et al;27 
Preprint; 2020 

Patients with mild to 
critical COVID-19 
infection. 10 
assigned to 
Aprepitant 80mg 
once a day for 3-5 
days and 8 assigned 
to SOC 

Mean age 54.2 ± 
10.91, male 61.1%,  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

https://www.medrxiv.org/content/10.1101/2020.08.01.20166678v2
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Auxora 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Miller et al;28 Peer 
reviewed; 2020 

Patients with severe 
COVID-19 infection. 
17 assigned to 
Auxora initial dose 
2.0 mg/kg (max 250 
mg), followed by 1.6 
mg/kg (max 200 mg) 
at 24 and 48 h and 9 
assigned to SOC 

Mean age 60 ± 12, 
male 46.1%, 
hypertension 46.1%, 
diabetes 38.4%,  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. Analysis 
performed on a 
subgroup (patients 
that requires HFNC 
were excluded form 
primary analysis). 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Azithromycin 
Azithrimycin may not affect mortality. However certainty of the evidence is low because of imprecision. Further research is needed. 

 

RCT 

Sekhavati et al;29 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
56 assigned to 
azithromycin 500 mg 
twice daily and 55 
assigned to SOC 

Mean age 57.1 ± 
15.73, male 45.9% 

Hydroxychloroquine 
100%, lopinavir-
ritonavir 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: RR 1.05 
(95%CI 0.83 to 
1.33); RD 1.6% 
(95%CI -5.6% to 
10.9%); Low 
certainty ⨁⨁◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 

Guvenmez et al;30 Patients with Mean age 58.7 ± 16, NR High for mortality and 

https://ccforum.biomedcentral.com/articles/10.1186/s13054-020-03220-x
https://www.sciencedirect.com/science/article/pii/S0924857920303411?via%3Dihub
https://jptcp.com/index.php/jptcp/article/view/684
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Peer reviewed; 
2020 

moderate COVID-19 
infection. 12 
assigned to 
Lincomicin 600mg 
twice a day for 5 days 
and 12 assigned to 
Azithromycin 500mg 
on first day followed 
by 250mg a day for 5 
days 

male 70.8%,  invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

COALITION II 
trial;31 Furtado et 
al; Peer reviewed; 
2020 

Patients severe 
COVID-19. 214 
assigned to 
azithromycin 500mg 
once a day for 10 
days and 183 
assigned to SOC 

Median age 59.8 ± 
19.5, male 66%, 
hypertension 60.7%, 
diabetes 38.2%, 
chronic lung disease 
6%, asthma %, CHD 
5.8%, CKD 11%, 
cerebrovascular 
disease 3.8%, 
immunosuppression 
%, cancer 3.5%, 
obesity % 

Steroids 18.1%, 
remdesivir %, 
hydroxychloroquine 
%, lopinavir-ritonavir 
1%, tocilizumab %, 
azithromycin %, 
convalescent plasma 
%, oseltamivir 46%, 
ATB 85% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Azvudine 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Ren et al;32 Peer 
reviewed; 2020 

Patients with mild to 
moderate COVID-19 
infection. 10 
assigned to Azvudine 
5mg once a day and 
10 assigned to SOC 

Median age 52 ± 59, 
male 60%, 
hypertension 5%, 
diabetes 5%, CHD 5% 

Antivirals 100%, ATB 
40% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31862-6/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31862-6/fulltext
https://onlinelibrary.wiley.com/doi/full/10.1002/advs.202001435
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information 
 
Adverse events: No 
information 

Baloxavir 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Lou et al;33 
Preprint; 2020 

Patients with mild to 
severe COVID-19 
infection. 10 
assigned to Baloxavir 
80mg a day on days 
1, 4 and 7, 9 assigned 
to favipiravir and 10 
assigned to SOC 

Mean age 52.5 ± 12.5, 
male 72.4%, 
hypertension 20.7%, 
diabetes 6.9%, CHD 
13.8% 

Antivirals 100%, IFN 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Bamlanivimab (monoclonal antibody) 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

BLAZE-1 trial;34 
Chen et al; Peer 
reviewed; 2020 

Patients mild to 
moderate COVID-19. 
309 assigned to 
bamlanivimab 
700mg, 2800mg or 
7000mg once and 
143 assigned to SOC 

Mean age 45 ± 68, 
male 55% 

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 

https://www.medrxiv.org/content/10.1101/2020.04.29.20085761v1
https://www.nejm.org/doi/full/10.1056/NEJMoa2029849#article_supplementary_material
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information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

BCG 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Padmanabhan et 
al;35 Preprint; 
2020 

Patients severe 
COVID-19. 30 
assigned to BCG 
0.1ml once and 30 
assigned to SOC 

Mean age 45.2 ± 36.5, 
male 60%, obesity 23% 

Remdesivir 6.6%,  High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom resolution 
or improvement: No 
information 
 
Symptomatic 
infection (prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Bromhexine Hydrochloride 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Li T et al;36 Peer 
reviewed; 2020 

Patients severe to 
critical COVID-19. 12 
assigned to 
Bromhexine 
Hydrochloride 32mf 
three times a day for 

Median age 52 ± 15.5, 
male 77.8%, 
hypertension 33.3%, 
diabetes 11.1% 

Steroids 22.2%, IFN 
77.7% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 

https://www.medrxiv.org/content/10.1101/2020.10.28.20221630v1
https://www.medrxiv.org/content/10.1101/2020.10.28.20221630v1
https://ascpt.onlinelibrary.wiley.com/doi/abs/10.1111/cts.12881
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14 days and 6 
assigned to SOC 

 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Ansarin et al;37 
Peer reviewed; 
2020 

Patients mild to 
critical COVID-19. 39 
assigned to 
bromhexine 8mg 
three time a day for 
14 days and 39 
assigned to SOC 

Mean age 59.7 ± 14.9, 
male 55.1%, 
hypertension 50%, 
diabetes 33.3% 

Hydroxychloroquine 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

CIGB-325 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

ATENEA-Co-300 
trial;38 Cruz et al; 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
10 assigned to CIGB-
325 2.5 mg/kg/day 
during 5-consecutive 
days) and 10 
assigned to SOC 

Mean age 45.3 ± 12, 
male 70%, 
hypertension 25%, 
diabetes 0%, cancer 
5%, obesity 25% 

Hydroxychloroquine 
100%, lopinavir-
ritonavir 100%, IFN 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

https://bi.tbzmed.ac.ir/Article/bi-23240
https://www.medrxiv.org/content/10.1101/2020.09.03.20187112v1
https://www.medrxiv.org/content/10.1101/2020.09.03.20187112v1
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Cofactors (L-Carnitine, N-Acetylcysteine, Nicotinamide, Serine) 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

COVID-19-MCS 
trial;39 Altay et al; 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
71 assigned to 
Cofactors (L-
Carnitine, N-
Acetylcysteine, 
Nicotinamide, Serine) 
and 22 assigned to 
SOC 

Mean age 35.6 ± 47, 
male 60% 

Hydroxychloroquine 
100% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Outcome 
assessors not blinded. 
Possible reporting bias. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Colchicine 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

GRECCO-19 trial;40 
Deftereos et al; 
Peer reviewed; 
2020 

Patients with severe 
COVID-19 infection. 
50 assigned to 
Colchicine 1.5mg 
once followed by 
0.5mg twice daily 
until hospital 
discharge or 21 days 
and 55 assigned to 
SOC 

Median age 64 ± 11, 
male 58.1%, 
hypertension 45%, 
diabetes 20%, chronic 
lung disease 4.8%, 
CHD 13.3%, 
immunosuppression 
3.75% 

Hydroxychloroquine 
98%, Lopinavir-
ritonavir 31.4%, 
tocilizumab 3.8%, 
azithromycin 92% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 

https://www.medrxiv.org/content/10.1101/2020.10.02.20202614v1
https://www.medrxiv.org/content/10.1101/2020.10.02.20202614v1
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
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outcomes results. Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Lopes et al;41 

Preprint; 2020 
Patients with 
moderate to severe 
COVID-19 infection. 
19 assigned to 
Colchicine 0.5mg 
three times a day, for 
5 days followed by 
0.5mg twice daily for 
5 days and 19 
assigned to SOC 

Median age 50.75 ± 
26.2, male 40%, 
diabetes 31.4%, 
chronic lung disease 
14.2%, CHD 40% 

Steroids 40%, 
hydroxychloroquine 
100%, azithromycin 
100%, convalescent 
plasma NR%, heparin 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Salehzadeh et al;42 
Preprint; 2020 

Patients moderate to 
critical COVID-19. 50 
assigned to 
Colchicine 1mg a day 
for 6 days and 50 
assigned to SOC 

Mean age 56 ± NR, 
male 41%, 
hypertension 11%, 
diabetes 11%, chronic 
lung disease 4%, CHD 
15%, CKD 5% 

Hydroxychloroquine 
100%  

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Non-RCT 

Scarsi et al;43 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
122 received 
Colchicine and 140 
received alternative 
treatment schemes 

Mean age 70 ± 9.6, 
male 63.7%, chronic 
lung disease 18.8%, 
CHD 69.4%, cancer 
15% 

Steroids 43%, 
hydroxychloroquine 
51.6%, lopinavir-
ritonavir 25.7% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders. 
(demographical 
(gender and age), 
clinical and laboratory 
parameters 
(PaO2/FiO2 ratio, 

Mortality: Very Low 
certainty ⨁◯◯◯ 

https://www.medrxiv.org/content/10.1101/2020.08.06.20169573v2
https://www.researchsquare.com/article/rs-69374/v1
http://dx.doi.org/10.1136/annrheumdis-2020-217712
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ferritin and C reactive 
protein), comorbidities 
(history of 
malignancies, 
cardiovascular disease 
or chronic obstructive 
pulmonary disease) 
and other treatments 
(HCQ, antivirals and 
dexamethasone) 

Brunetti et al;44 
Peer reviewed; 
2020 

Patients with 
moderate to critical 
COVID-19 infection. 
33 received 
Colchicine and 33 
received alternative 
treatment schemes 

Mean age 62.9 ± 13.3, 
male 66.2%, 
hypertension 48.5%, 
diabetes 21.2%, 
chronic lung disease 
13.6%, CHD 9.1%, 
cerebrovascular 
disease 10.6%, obesity 
45.4% 

Remdesivir 12.1%, 
hydroxychloroquine 
72.7%, tocilizumab 
34.8%, azithromycin 
56%,  

High for mortality 
 
Notes: Non-
randomized study. 
Retrospective design. 
Propensity score and 
matching was 
implemented to adjust 
for potential 
confounders (age, sex, 
BMI, baseline 
laboratory values, 
baseline oxygen 
saturation on room air, 
receipt of tocilizumab, 
receipt of remdesivir, 
and comorbidity score) 

Convalescent plasma 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Li et al;45 Peer 
reviewed; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
52 assigned to CP 4 
to 13 mL/kg of 
recipient body 
weight and 51 
assigned to SOC 

Median age 70 ± 8, 
male 58.3%, 
hypertension 54.3%, 
diabetes 10.6%, CHD 
25%, CKD 5.8%, 
cerebrovascular 
disease 17.45%, cancer 
2.9%, liver disease 

Steroids 39.2%, 
antivirals 89.3%, ATB 
81%, IFN 20.2%, IVIG 
25.4% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 

https://www.mdpi.com/2077-0383/9/9/2961
https://jamanetwork.com/journals/jama/article-abstract/2766943
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10.7% study. Concealment of 
allocation probably 
inappropriate. 

resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

CONCOVID trial; 
Gharbharan et 
al;46 Preprint; 
2020 

Patients with 
moderate to critical 
COVID-19 infection. 
43 assigned to CP 
300ml once or twice 
and 43 assigned to 
SOC 

Median age 62 ± 18, 
male 72%, 
hypertension 26%, 
diabetes 24.4%, 
chronic lung disease 
26.7%, CHD 23.2%, 
CKD 8.1%, 
immunosuppression 
12.8%, cancer 9.3% 

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Avendaño-Solá et 
al;47 Preprint; 2020 

Patients severe 
COVID-19. 38 
assigned to CP 250-
300 ml once and 43 
assigned to SOC 

Mean age 60.8 ± 15.5, 
male 54.3%, 
hypertension 39.5%, 
diabetes 20.9%, 
chronic lung disease 
12.3%, asthma NR%, 
CHD 18.5%, CKD 4.9% 

Steroids 56.8%, 
remdesivir 4.94%, 
hydroxychloroquine 
86.4%, lopinavir-
ritonavir 41.9%, 
tocilizumab 28.4%, 
azithromycin 61.7% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

PLACID trial;48 
Agarwal et al; 
Preprint; 2020 

Patients severe 
COVID-19. 235 
assigned to CP 200ml 
twice in 24hs and 
229 assigned to SOC 

Median age 52 ± 18, 
male 76.3%, 
hypertension 37.3%, 
diabetes 43.1%, 
chronic lung disease 
3.2%, CHD 6.9%, CKD 
3.7%, cerebrovascular 
disease 0.9%, cancer 
0.2%, obesity 7.1% 

Steroids 64.4%, 
remdesivir 4.3%, 
hydroxychloroquine 
67.7%, lopinavir-
ritonavir 14.2%, 
tocilizumab 9%, 
azithromycin 63.8% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 

https://www.medrxiv.org/content/10.1101/2020.07.01.20139857v1
https://www.medrxiv.org/content/10.1101/2020.08.26.20182444v2
https://www.medrxiv.org/content/10.1101/2020.09.03.20187252v1
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to symptoms and 
adverse events 
outcomes results. 

PLASM-AR trial;49 
Simonovich et al; 
Peer reviewed; 
2020 

Patients severe to 
critical COVID-19. 
228 assigned to CP 
and 105 assigned to 
SOC 

Mean age 62 ± 20, 
male 67.6%, 
hypertension 47.7%, 
diabetes 18.3%, COPD 
7.5%, asthma 4.2%, 
CHD 3.3%, CKD 4.2% 

Steroids 93.3%, 
hydroxychloroquine 
0.3%, lopinavir-
ritonavir 3%, 
tocilizumab 4.2% 

Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 

ILBS-COVID-02 
trial;50 Bajpai et al; 
Preprint; 2020 

Patients severe to 
critical COVID-19. 14 
assigned to CP 500ml 
twice and 15 
assigned to SOC 

Mean age 48.2 ± 9.8, 
male 75.9%,  

Hydroxychloroquine 
100%, azithromycin 
100%,  

Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

AlQahtani et al;51 
Preprint; 2020 

Patients severe to 
critical COVID-19. 20 
assigned to CP 200ml 
twice and 20 
assigned to SOC 

Mean age 51.6 ± 13.7, 
male 80%, 
hypertension 25%, 
diabetes 30%, COPD 
7.5%, asthma %, CHD 
10%, CKD 5% 

Steroids 12.5%, 
hydroxychloroquine 
92.5%, lopinavir-
ritonavir 85%, 
tocilizumab 30%, 
azithromycin 87.5% 

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Fundacion 
INFANT-Plasma 
trial;52 Libster et 
al; Preprint; 2020 

Patients mild to 
moderate COVID-19. 
80 assigned to CP 
250ml and 80 
assigned to SOC 

Mean age 77.1 ± 8.6, 
male 47.5%, 
hypertension 71.2%, 
diabetes 22.5%, COPD 
4.4%, asthma 3.8%, 
CHD 13.1%, CKD 2.5%, 
cancer 3.8%, obesity 
7.5% 

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 

https://www.nejm.org/doi/full/10.1056/NEJMoa2031304
https://www.medrxiv.org/content/10.1101/2020.10.25.20219337v1
https://www.medrxiv.org/content/10.1101/2020.10.25.20219337v1
https://www.medrxiv.org/content/10.1101/2020.11.02.20224303v1
https://www.medrxiv.org/content/10.1101/2020.11.20.20234013v1.supplementary-material
https://www.medrxiv.org/content/10.1101/2020.11.20.20234013v1.supplementary-material
https://www.medrxiv.org/content/10.1101/2020.11.20.20234013v1.supplementary-material
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Balcells et al;53 

Preprint; 2020 
Patients moderate to 
severe COVID-19. 28 
assigned to CP at 
enrolment, 200mg 
twice and 30 
assigned to CP when 
clinical deterioration 
was observed (43.3% 
received CP in this 
arm) 

Mean age 65.8 ± 65, 
male 50%, 
hypertension 67.2%, 
diabetes 36.2%, 
chronic lung disease %, 
asthma 5.1%, CHD %, 
CKD 8.6%, 
cerebrovascular 
disease 5.1%, 
immunosuppression 
12%, cancer 7%, 
obesity 12% 

Steroids 51.7%, 
hydroxychloroquine 
12%, lopinavir-
ritonavir 1.7%, 
tocilizumab 3.4% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Non-RCT 

Joyner et al;54 Peer 
reviewed; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
20000 received CP 

Median age 62.3 ± 
79.3, male 60.8% 

NR Low for specific 
transfusion related 
adverse events  Adverse events: 

Transfusion related 
circulatory overload 
0.18%; Transfusion 
related lung injury 
0.10%; Severe 
allergic transfusion 
reaction 0.10% 

Darunavir-Cobicistat 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

DC-COVID-19 
trial;55 Chen et al; 
Peer reviewed; 
2020 

Patients with mild 
COVID-19 infection. 
15 assigned to 
Darunavir-Cobicistat 

Mean age 47.2 ± 2.8, 
male NR, diabetes 
6.6%, CHD 26.6% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 

https://www.medrxiv.org/content/10.1101/2020.09.17.20196212v1
https://www.mayoclinicproceedings.org/article/S0025-6196(20)30651-0/fulltext
https://academic.oup.com/ofid/article/7/7/ofaa241/5860459
https://academic.oup.com/ofid/article/7/7/ofaa241/5860459


46 

 

 

800mg/150mg once 
a day for 5 days and 
15 assigned to SOC 

infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Dutasteride 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

AB-DRUG-SARS-
004 trial;56 
Cadegiani et al; 
Preprint; 2020 

Patients mild COVID-
19. 64 assigned to 
Dutasteride (dosage 
not reported) and 66 
assigned to SOC 

Mean age 42 ± 12, 
male 100 %, diabetes 
11%, COPD 0%, 
asthma 1%, CHD 1%, 
cancer 0%, obesity 
15.4% 

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

https://www.medrxiv.org/content/10.1101/2020.11.16.20232512v1
https://www.medrxiv.org/content/10.1101/2020.11.16.20232512v1
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Electrolyzed saline 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

TX-COVID19 
trial;57 Delgado-
Enciso et al; 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
45 assigned to 
electrolyzed saline 
nebulizations 4 times 
a day for 10 days and 
39 assigned to SOC 

Mean age 47 ± 14.6, 
male 53.5%, 
hypertension 18.9%, 
diabetes 11.9% 

Steroids 3.65%, 
remdesivir %, 
hydroxychloroquine 
7.5%, ivermectin 
9.4%, ATB 30.6% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): Very Low 
certainty ⨁◯◯◯ 
 
Adverse events: No 
information 

Famotidine 
Uncertainty in potential benefits and harms. Further research is needed. 

 

Non-RCT 

Mather et al;58 
Peer reviewed; 
2020 

Patients with 
moderate to critical 
COVID-19 infection. 
83 received 
Famotidine and 689 
received alternative 
treatment schemes 

Mean age 67 ± 16, 
male 54.7%, 
hypertension 32.8%, 
diabetes 22.7%, 
chronic lung disease 
6%, asthma 5%, CHD 
6%, CKD 28.2% 

Steroids 48.8%, 
remdesivir 3.5%, 
hydroxychloroquine 
51%, azithromycin 
50.6%,  

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression and 
propensity score 
matching were 
implemented to adjust 
for potential 
confounders (not 
specified) 

Mortality: Very Low 
certainty ⨁◯◯◯ 

Shoaibi et al;59 Patients with age nr, male 59.6%, NR High for mortality  

https://www.researchsquare.com/article/rs-68403/v1
https://www.researchsquare.com/article/rs-68403/v1
https://journals.lww.com/ajg/Fulltext/2020/10000/Impact_of_Famotidine_Use_on_Clinical_Outcomes_of.17.aspx
https://www.medrxiv.org/content/10.1101/2020.09.23.20199463v1
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Preprint; 2020 moderate to severe 
COVID-19 infection. 
1623 received 
Famotidine 20 to 
40mg and 24404 
received alternative 
treatment schemes 

hypertension 43%, 
diabetes 41%, chronic 
lung disease 17%, 
asthma %, CHD 47%, 
CKD 41%, obesity 24% 

 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (patient 
demographics and all 
observed conditions 
within 30 days prior to 
or on admission). 

Yeramaneni et 
al;60 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
410 received 
Famotidine median 
cumulative dose of 
160mg and 746 
received alternative 
treatment schemes 

Mean age 62 ± 16.8, 
male 47%, 
hypertension 68.5%, 
diabetes 38.1%, 
chronic lung disease 
22.4%, CHD 8.8% 

Steroids 30%, 
remdesivir 0.75%, 
hydroxychloroquine 
62.4%, tocilizumab 
3.85%, azithromycin 
77.4% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Matching and 
regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
race, ethnicity, body 
mass index, 
comorbidities, and in-
hospital 
hydroxychloroquine). 

Favipiravir 
Favipravir may improve time to symptom resolution. It is uncertain if favipravir affects mortality or mechanical ventilation requirements. 

Further research is needed. 
 

RCT 

Chen et al; 
Preprint;61 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
116 assigned to 
favipiravir 1600mg 
twice the first day 
followed by 600mg 
twice daily for 7 days 

Mean age NR ± NR, 
male 46.6%, 
hypertension 27.9%, 
diabetes 11.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 

https://www.gastrojournal.org/article/S0016-5085(20)35249-5/fulltext
https://www.gastrojournal.org/article/S0016-5085(20)35249-5/fulltext
https://www.medrxiv.org/content/10.1101/2020.03.17.20037432v4
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and 120 assigned to 
Umifenovir 200mg 
three times daily for 
7 days 

study. Concealment of 
allocation probably 
inappropriate. 

improvement: RR 
1.26 (95%CI 1.06 to 
1.48); RD 14% 
(95%CI -3.3% to 
26.6.9%); Low 
certainty ⨁⨁◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Ivashchenko et 
al;62 Peer 
reviewed; 2020 

Patients with 
moderate COVID-19 
infection. 20 
assigned to 
favipiravir 1600mg 
once followed by 
600mg twice a day 
for 12 days, 20 
assigned to 
favipiravir and 20 
assigned to SOC 

Mean age NR ± NR, 
male NR  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Lou et al;33 
Preprint; 2020 

Patients with mild to 
severe COVID-19 
infection. 10 
assigned to Baloxavir 
80mg a day on days 
1, 4 and 7, 9 assigned 
to favipiravir and 10 
assigned to SOC 

Mean age 52.5 ± 12.5, 
male 72.4%, 
hypertension 20.7%, 
diabetes 6.9%, CHD 
13.8%,  

Antivirals 100%, IFN 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Doi et al;63 Peer 
reviewed; 2020 

Patients mild COVID-
19. 44 assigned to 
favipiravir (early) 
1800mg on day 1 
followed by 800mg 
twice daily for 10 
days and 45 assigned 
to favipiravir (late) 
1800mg on day 6 
followed by 800mg 
twice daily for 10 
days 

Median age 50 ± 26.5, 
male 61.4%, 
comorbidities 39% 

Steroids 2.3%, ATB 
12.5% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

https://www.medrxiv.org/content/10.1101/2020.07.26.20154724v2
https://www.medrxiv.org/content/10.1101/2020.07.26.20154724v2
https://www.medrxiv.org/content/10.1101/2020.04.29.20085761v1
https://aac.asm.org/content/early/2020/09/16/AAC.01897-20
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Dabbous et al;64 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
50 assigned to 
Favipiravir 3200mg 
once followed by 
1200mg a day for 10 
days and 50 assigned 
to HCQ + Oseltamivir 
800mg once followed 
by 400mg a day for 
10 days + 75mg a day 
for 10 days 

Mean age 36.3 ± 12, 
male 50%, any 
comorbidities 15% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Zhao et al;65 Peer 
reviewed; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
13 assigned to 
favipiravir 3200mg 
once followed by 
600mg twice a day 
for 7 days, 7 assigned 
to TCZ 400mg once 
or twice and 5 
assigned to 
favipiravir + TCZ 

Mean age 72 ± 40, 
male 54%, 
hypertension 42.3%, 
diabetes 11.5%, CHD 
23.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Khamis et al;66 
Peer reviewed; 
2020 

Patients moderate to 
severe COVID-19. 44 
assigned to 
favipiravir +inhaled 
interferon beta-1B 
1600mg once 
followed by 600mg 
twice a day for 10 
days + 8million UI for 
5 days and 45 
assigned to SOC 

Mean age 55 ± 14, 
male 58%, 
hypertension 54%, 
diabetes 45%, COPD 
5.6%, CHD 15%, CKD 
20% 

Steroids 67%, 
tocilizumab 35%, 
convalescent plasma 
58% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Ruzhentsova et 
al;67 Preprint; 
2020 

Patients mild to 
moderate COVID-19. 
112 assigned to 
Favipiravir 1800mg 

Mean age 42 ± 10.5, 
male 47% 

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 

https://www.researchsquare.com/article/rs-83677/v1
https://www.sciencedirect.com/science/article/pii/S0753332220310180?via%3Dihub
https://linkinghub.elsevier.com/retrieve/pii/S1201971220323195
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3696907
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3696907
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once followed by 
800mg twice a day 
for 10 days and 56 
assigned to SOC 

and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Promomed; 
NCT04542694; 
Other; 2020 

Patients moderate 
COVID-19. 100 
assigned to 
Favipravir 3200mg 
once followed by 
600mg twice a day 
for 14 days and 100 
assigned to SOC 

Mean age 49.68 ± 
13.09, male 48.5%,  

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Udwadia et al;68 
Peer reviewed; 
2020 

Patients mild to 
moderate COVID-19. 
72 assigned to 
Favipravir 3600mg 
once followed by 
800mg twice a day 
for 14 days and 75 
assigned to SOC 

Mean age 43.4 ± 11.7, 
male 73.5%, 
comorbidities 25.9% 

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Febuxostat 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Davoodi et al;69 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
30 assigned to 
Febuxostat 80mg per 

Mean age 57.7 ± 8.4, 
male 59%, 
hypertension NR%, 
diabetes 27.8%, 
chronic lung disease 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 

https://clinicaltrials.gov/ct2/show/results/NCT04542694?view=results
http://dx.doi.org/10.1016/j.ijid.2020.11.142
https://onlinelibrary.wiley.com/doi/full/10.1111/ijcp.13600
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day and 30 assigned 
to HCQ 

1.9% events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Flevuxamine 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Lenze et al;70 Peer 
reviewed; 2020 

Patients mild to 
moderate COVID-19. 
80 assigned to 
Fluvoxamine 
incremental dose to 
100mg three times a 
day for 15 days and 
72 assigned to SOC 

Median age 45.5 ± 
20.5, male 28.2%, 
hypertension 19.7%, 
diabetes 11%, asthma 
17.1%, obesity 56.6% 

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 
 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

https://jamanetwork.com/journals/jama/fullarticle/10.1001/jama.2020.22760?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2020.22760
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Hydroxychloroquine and chloroquine 
HCQ/CQ probably does not reduce mortality, invasive mechanical ventilation nor significantly improves time to symptom resolution with 

moderate certainty. When used prophylactically in persons exposed to COVID-19 it may not significantly reduce the risk of infection. However 
certainty of the evidence is low because of risk of bias and imprecision. HCQ/CQ may also be associated with a small increase in severe adverse 

events. 
 

RCT 

CloroCOVID19 
trial;71 Borba et al; 
Peer reviewed; 
2020 

Patients with severe 
COVID-19 infection. 
41 assigned to CQ 
600mg twice a day 
for 10 days and 40 
assigned to CQ 
450mg twice on day 
1 followed by 450mg 
once a day for 5 days 

Mean age 51.1 ± 13.9, 
male 75.3%, 
hypertension 45.5%, 
diabetes 25.5%, 
chronic lung disease 
NR%, asthma 7.4%, 
CHD 17.9%, CKD 7.4%, 
alcohol use disorder 
27.5%, HIV 1.8%, 
tuberculosis 3.6%, 

Azithromycin 100%, 
oseltamivir 89.7% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 
 

Mortality: RR 1.08 
(95%CI 0.99 to 
1.19); RD 2.6% 
(95%CI -0.3% to 
6.6%); Moderate 
certainty ⨁⨁⨁◯ 
 
Invasive mechanical 
ventilation: RR 1.05 
(95%CI 0.9 to 1.22); 
RD 0.6% (95%CI -
1.1% to 2.6%); 
Moderate certainty 
⨁⨁⨁◯ 
 
Symptom 
resolution or 
improvement: RR 
1.05 (95%CI 0.94 to 
1.18); RD 2.8% 
(95%CI -3.3% to 
10%); Moderate 
certainty ⨁⨁⨁◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): RR 0.91 
(95%CI 0.74 to 
1.12); RD -1.6% 
(95%CI -4.5% to 
2.1%); Low certainty 
⨁⨁◯◯ 
 
Severe Adverse 
events: RR 1.1 
(95%CI 0.77 to 
1.57); RD 0.5% 
(95%CI -1.2% to 

Huang et al;72 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
10 assigned to CQ 
500mg twice a day 
for 10 days and 12 
assigned to 
Lopinavir-Ritonavir 
400/100mg twice a 
day for 10 days 

Mean age 44 ± 21, 
male 59.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

RECOVERY - 
Hydroxychloroqui
ne trial;73 Horby et 
al; Preprint; 2020 

Patients with Mild to 
critical COVID-19 
infection. 1561 
assigned to HCQ 
800mg once followed 
by 400mg twice a day 
for 9 days and 3155 
assigned to SOC 

Mean age 65.3 ± 15.3, 
male %, diabetes 
26.9%, chronic lung 
disease 21.9%, asthma 
NR%, CHD 25.4%, CKD 
7.8%, HIV 0.4% 

NR Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 

https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2765499
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2765499
https://academic.oup.com/jmcb/article/12/4/322/5814655
https://www.medrxiv.org/content/10.1101/2020.07.15.20151852v1
https://www.medrxiv.org/content/10.1101/2020.07.15.20151852v1
https://www.medrxiv.org/content/10.1101/2020.07.15.20151852v1
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outcomes results. 3.1%); Low certainty 
⨁⨁◯◯ 

BCN PEP CoV-2 
trial;74 Mitja et al; 
Preprint; 2020 

Patients exposed to 
COVID-19. 1116 
assigned to HCQ 
800mg once followed 
by 400mg x once a 
day for 6 days and 
1198 assigned to SOC 

Mean age 48.6 ± 19, 
male 27%, diabetes 
8.3%, chronic lung 
disease 4.8%, CHD 
13.3%, Nervous 
system disease 4.1% 

NR Some concerns for 
mortality and invasive 
mechanical ventilation; 
Some Concerns for 
symptom resolution, 
infection and adverse 
events 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 
Significant number of 
patients excluded from 
analysis. 

COVID-19 PEP 
trial;75 Boulware et 
al; Peer reviewed; 
2020 

Patients exposed to 
COVID-19. 414 
assigned to HCQ 800 
mg once followed by 
600 mg daily for a 
total course of 5 days 
and 407 assigned to 
SOC 

Median age 40 ± 6.5, 
male 48.4%, 
hypertension 12.1%, 
diabetes 3.4%, asthma 
7.6%, comorbidities 
27.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Significant loss 
of information that 
might have affected 
the study’s results. 

Cavalcanti et al 
trial;76 Cavalcanti 
et al; Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
159 assigned to HCQ 
400mg twice a day 
for 7 days, 172 
assigned to HCQ + 
AZT and 173 assigned 
to SOC 

Mean age 50.3 ± 14.6, 
male 58.3%, 
hypertension 38.8%, 
diabetes 19.1%, 
chronic lung disease 
1.8%, asthma 16%, 
CHD 0.8%, CKD 1.8%, 
cancer 2.9%, obesity 
15.5% 

Steroids 1.5%, ACE 
inhibitors 1.2%, ARBs 
17.4%, NSAID 4.4% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 

https://www.medrxiv.org/content/10.1101/2020.07.20.20157651v1
https://www.medrxiv.org/content/10.1101/2020.07.20.20157651v1
https://www.nejm.org/doi/10.1056/NEJMoa2016638
https://www.nejm.org/doi/10.1056/NEJMoa2016638
https://www.nejm.org/doi/10.1056/NEJMoa2019014
https://www.nejm.org/doi/10.1056/NEJMoa2019014
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adverse events 
outcomes results. 

Kamran SM et al 
trial;77 Kamran et 
al; Preprint; 2020 

Patients with mild 
COVID-19 infection. 
349 assigned to HCQ 
400mg twice a day 
once then 200mg 
twice a day for 4 days 
and 151 assigned to 
SOC 

Mean age 36 ± 11.2, 
male 93.2%, diabetes 
3%, comorbidities 
7.6% 

NR High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

COVID-19 PET 
trial;78 Skipper et 
al; Peer reviewed; 
2020 

Patients with mild 
COVID-19 infection. 
212 assigned to HCQ 
1400mg once 
followed by 600mg 
once a day for 5 days 
and 211 assigned to 
SOC 

Median age 40 ± 9, 
male 44%, 
hypertension 11%, 
diabetes 4%, chronic 
lung disease %, asthma 
11%,  

NR Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

BCN PEP CoV-2 
trial;79 Mitja et al; 
Preprint; 2020 

Patients with mild 
COVID-19 infection. 
136 assigned to HCQ 
800mg once followed 
by 400mg a day for 6 
days and 157 
assigned to SOC 

Mean age 41.6 ± 12.6, 
male 49%, 
comorbidities 53.2% 

NR High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Tang et al; Peer 
reviewed;80 2020 

Patients with mild to 
moderate COVID-19 
infection. 75 
assigned to HCQ 
1200 mg daily for 
three days followed 
by 800 mg daily to 
complete 7 days and 
75 assigned to SOC 

Mean age 46.1 ± 14.7, 
male 54.7%, 
hypertension 6%, 
diabetes 14%, other 
comorbidities 31% 

Steroids 7%, 
lopinavir-ritonavir 
17%, umifenovir 47%, 
oseltamivir 11%, 
entecavir 1%, ATB 
39%, ribavirin 47% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 

https://www.medrxiv.org/content/10.1101/2020.07.30.20165365v1
https://www.medrxiv.org/content/10.1101/2020.07.30.20165365v1
https://www.acpjournals.org/doi/10.7326/M20-4207
https://www.acpjournals.org/doi/10.7326/M20-4207
https://doi.org/10.1093/cid/ciaa1009
https://doi.org/10.1093/cid/ciaa1009
https://www.bmj.com/content/369/bmj.m1849
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adverse events 
outcome results. 

Chen et al; 
Preprint;81 2020 

Patients with 
moderate COVID-19 
infection. 31 
assigned to HCQ 
200mg twice a day 
for 5 days and 31 
assigned to SOC 

Mean age 44 ± 15.3, 
male 46.8%,  

ATB 100%, IVIG 100%, 
antivirals 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Chen et al;82 
Preprint; 2020 

Patients with 
moderate COVID-19 
infection. 18 
assigned to HCQ 
200mg twice a day 
for 10 days, 18 
assigned to CQ and 
12 assigned to SOC 

Mean age 47.4 ± 
14.46, male 45.8%, 
hypertension 16.7%, 
diabetes 18.7% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Chen et al;83 
Preprint; 2020 

Patients with mild to 
severe COVID-19 
infection. 21 
assigned to HCQ 
400mg twice on day 
one followed by 
200mg twice a day 
for 6 days and 12 
assigned to SOC 

Mean age 32.9 ± 10.7, 
male 57.6% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

HC-nCoV trial;84 
Jun et al; Peer 
reviewed; 2020 

Patients with mild to 
severe COVID-19 
infection. 15 
assigned to HCQ 

Mean age 48.6 ± 3.7, 
male 0.7%, 
hypertension 26.6%, 
diabetes 6.6%, chronic 

Lopinavir-ritonavir 
6.6%, umifenovir 
73.3%, IFN 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 

https://www.medrxiv.org/content/10.1101/2020.03.22.20040758v3
https://www.medrxiv.org/content/10.1101/2020.03.22.20040758v3
https://www.medrxiv.org/content/10.1101/2020.06.19.20136093v1
https://www.medrxiv.org/content/10.1101/2020.07.08.20148841v1
http://www.zjujournals.com/med/CN/10.3785/j.issn.1008-9292.2020.03.03
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400mg once a day for 
5 days and 15 
assigned to SOC 

lung disease 3.3% infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Abd-Elsalam et 
al;85 Peer 
reviewed; 2020 

Patients with mild to 
severe COVID-19 
infection. 97 
assigned to HCQ 400 
mg twice on day one 
followed by 200 mg 
tablets twice daily for 
15 days and 97 
assigned to SOC 

Mean age 40.7 ± 19.3, 
male 58.8%, CKD 3.1%, 
obesity 61.9%, 
comorbidities 14.3%, 
liver disease 1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

COVID-19 PREP 
trial;86 
Rajasingham et al; 
Peer reviewed; 
2020 

Patients exposed to 
COVID-19. 989 
assigned to HCQ 
400mg twice in one 
day followed by 400 
mg once weekly for 
12 weeks or 400 mg 
twice weekly for 12 
weeks and 494 
assigned to SOC 

Median age 41 ± 15, 
male 49%, 
hypertension 14%, 
asthma 10% 

NR Low for infection and 
adverse events 
 

TEACH trial;87 
Ulrich et al; Peer 
reviewed; 2020 

Patients mild to 
moderate COVID-19. 
67 assigned to HCQ 
800mg on day 1 
followed by 200mg 
twice a day for 2 to 5 
days and 61 assigned 
to SOC 

Mean age 66 ± 16.2, 
male 59.4%, 
hypertension 57.8%, 
diabetes 32%, chronic 
lung disease 7%, 
asthma 15.6%, CHD 
26.6%, CKD 7.8%, 
cerebrovascular 
disease 6.2% 

Steroids 10.2%, 
remdesivir 0.8%, 
lopinavir-ritonavir 
0.8%, azithromycin 
23.4%, convalescent 
plasma 13.3% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

http://www.ajtmh.org/content/journals/10.4269/ajtmh.20-0873
http://www.ajtmh.org/content/journals/10.4269/ajtmh.20-0873
https://www.medrxiv.org/content/10.1101/2020.09.18.20197327v1.supplementary-material
https://www.medrxiv.org/content/10.1101/2020.09.18.20197327v1.supplementary-material
https://academic.oup.com/ofid/advance-article/doi/10.1093/ofid/ofaa446/5910201
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PrEP_COVID 
trial;88 Grau-Pujol 
et al; Preprint; 
2020 

Patients exposed to 
COVID-19. 142 
assigned to HCQ 
400mg daily for four 
days followed by 
400mg weekly for 6 
months and 127 
assigned to SOC 

Median age 39 ± 20, 
male 26.8%, 
hypertension 1.8%, 
diabetes 0.4%, chronic 
lung disease 2.6% 

NR Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

PATCH trial;89 
Abella et al; Peer 
reviewed; 2020 

Patients exposed to 
COVID-19. 64 
assigned to HCQ 
600mg a day for 8 
weeks and 61 
assigned to SOC 

Median age 33 ± 46, 
male 31%, 
hypertension 21%, 
diabetes 3%, asthma 
17% 

NR Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 

WHO SOLIDARITY 
trial;90 Pan et al; 
Preprint; 2020 

Patients moderate to 
critical COVID-19. 
947 assigned to HCQ 
800mg once followed 
by 200mg twice a day 
for 10 days and 906 
assigned to SOC 

Age < 70 years 61%, 
male 62%, diabetes 
25%, COPD 6%, 
asthma 5%, CHD 21%, 
CKD % 

Steroids 15.1%, 
convalescent plasma 
0.5%, Anti IL6 2.1% 

Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Davoodi et al;69 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
30 assigned to 
Febuxostat 80mg per 
day and 30 assigned 
to HCQ 

Mean age 57.7 ± 8.4, 
male 59%, 
hypertension NR%, 
diabetes 27.8%, 
chronic lung disease 
1.9% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

https://www.researchsquare.com/article/rs-72132/v1
https://www.researchsquare.com/article/rs-72132/v1
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2771265?utm_campaign=articlePDF&utm_medium=articlePDFlink&utm_source=articlePDF&utm_content=jamainternmed.2020.6319
https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://onlinelibrary.wiley.com/doi/full/10.1111/ijcp.13600
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COVID-19 PEP 
(University of 
Washington) trial; 
Barnabas et al; 
Abstract; 2020 

Patients exposed to 
COVID-19. 381 
assigned to HCQ 
400mg for three days 
followed by 200mg 
for 11 days and 400 
assigned to SOC 

NR NR NA 

PETAL trial;91 Self 
et al; Peer 
reviewed; 2020 

Patients moderate to 
severe COVID-19. 
242 assigned to HCQ 
800mg on day 1 
followed for 200mg 
twice a day for 5 days 
and 237 assigned to 
SOC 

Median age 58.5 ± 
24.5, male 56%, 
hypertension 52.8%, 
diabetes 34.6%, COPD 
8.1%, asthma %, CHD 
%, CKD 8.8%,  

Steroids 18.4%, 
remdesivir 21.7%, 
azithromycin 19% 

Low for mortality and 
mechanical ventilation;  
Low for symptom 
resolution, infection 
and adverse events 
 

HAHPS trial;92 
Brown et al; Peer 
reviewed; 2020 

Patients moderate to 
critical COVID-19. 42 
assigned to HCQ 
800mg once followed 
by 200mg twice a day 
for 5 days and 43 
assigned to AZT 

Median age 55 ± 23, 
male 61%, diabetes 
26%, CHD 11%, CKD 
9%, cerebrovascular 
disease 8%, cancer 2% 

Steroids 15%, 
remdesivir 11%, 
lopinavir-ritonavir 
1%, tocilizumab 24%, 
convalescent plasma 
24% 

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Co-interventions 
were not balanced 
between study arms 

HYCOVID trial;93 
Dubee et al; 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
124 assigned to HCQ 
800mg once followed 
by 400mg a day for 8 
days and 123 
assigned to SOC 

Median age 77 ± 28, 
male 48.4%, 
hypertension 53.4%, 
diabetes 17.3%, COPD 
11.2%, 
cerebrovascular 
disease 17.3%, obesity 
27.7% 

Steroids 9.6%, 
lopinavir-ritonavir 
1.2%, azithromycin 
8.4% 

Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 

Q-PROTECT trial;94 
Omrani et al; Peer 
reviewed; 2020 

Patients mild COVID-
19. 152 assigned to 
HCQ 600mg daily for 
7 days and 152 
assigned to HCQ + 
AZT 

Mean age 41 ± 16, 
male 98.4%,  

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 

https://www.eventscribe.net/2020/IDWeek/fsPopup.asp?Mode=presInfo&PresentationID=798021
https://www.eventscribe.net/2020/IDWeek/fsPopup.asp?Mode=presInfo&PresentationID=798021
https://www.eventscribe.net/2020/IDWeek/fsPopup.asp?Mode=presInfo&PresentationID=798021
https://jamanetwork.com/journals/jama/fullarticle/2772922?utm_campaign=articlePDF&utm_medium=articlePDFlink&utm_source=articlePDF&utm_content=jama.2020.22240
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202008-940OC
https://www.medrxiv.org/content/10.1101/2020.10.19.20214940v1
https://www.thelancet.com/journals/eclinm/article/PIIS2589-5370(20)30389-8/fulltext
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Icatibant / iC1e/K 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Mansour et al;95 
Preprint; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
10 assigned to 
Icatibant 30 mg every 
8 h for 4 days, and 10 
assigned to iC1e/K 

Mean age 51.6 ± 11.5, 
male 53.3%, 
hypertension 50%, 
diabetes 46.7%,%, 
asthma 3.3%, obesity 
43.3% 

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

IFX-1 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Vlaar et al;96 Peer 
reviewed; 2020 

Patients with severe 
COVID-19 infection. 
15 assigned to IFX-1 
800mg IV with a 
maximum of 7 doses 
and 15 assigned to 
SOC 

Mean age 60 ± 9, male 
73%, hypertension 
30%, diabetes 27%, 
obesity 20% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 

https://www.medrxiv.org/content/10.1101/2020.08.11.20167353v1
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3658226
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information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Interferon alpha-2b + Interferon gamma 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

ESPERANZA trial;97 
Esquivel-Moynelo 
et al; Preprint; 
2020 

Patients with mild to 
moderate COVID-19 
infection. 30 
assigned to IFN-
alpha2b + IFN-
gamma Twice a week 
for two weeks (SC) 
and 33 assigned to 
IFN-alpha2b Thrice a 
week (IM) 

Median age 38 ± 63, 
male 54%, 
hypertension 22.2%, 
diabetes 4.7%, asthma 
6.3%, CHD 6.3%, any 
comorbidities 50.8% 

Hydroxychloroquine 
100%, lopinavir-
ritonavir 100%, 
convalescent plasma 
NR%, ATB 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Interferon beta-1a 
IFN beta-1a probably does not reduce mortality nor invasive mechanical ventilation requirements. Inhaled interferon beta-1a may improve time 

to symptom resolution. 
 

RCT 

Davoudi-
Monfared et al;98 
Preprint; 2020 

Patients with severe 
COVID-19 infection. 
42 assigned to 
Interferon beta-1a 44 
microg 
subcutaneous, three 
times a week and 39 
assigned to SOC 

Mean age 57.7 ± 15, 
male 54.3%, 
hypertension 38.3%, 
diabetes 27.2%, 
chronic lung disease 
1.2%, asthma 1.2%, 
CHD 28.4%, CKD 3.7%, 
cancer 11.1% 

Steroids 53%, 
hydroxychloroquine 
97.5%, azithromycin 
14.8%, ATB 81%, IVIG 
30.8% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 

Mortality: RR 1.07 
(95%CI 0.90 to 
1.26); RD 2.3% 
(95%CI -3.3% to 
8.6%); Moderate 
certainty ⨁⨁⨁◯ 
 
Invasive mechanical 
ventilation: RR 0.98 

https://www.medrxiv.org/content/10.1101/2020.07.29.20164251v2
https://www.medrxiv.org/content/10.1101/2020.05.28.20116467v1
https://www.medrxiv.org/content/10.1101/2020.05.28.20116467v1
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study. Concealment of 
allocation probably 
inappropriate. 

(95%CI 0.83 to 
1.17); RD -0.2% 
(95%CI -2% to 2%); 
Moderate certainty 
⨁⨁⨁◯ 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

WHO SOLIDARITY; 
90 Pan et al; 
Preprint; 2020 

Patients moderate to 
critical COVID-19. 
2050 assigned to 
Interferon beta-1a 
three doses over six 
days of 44μg and 
2050 assigned to SOC 

age < 70 years 61%, 
male 62%, 
hypertension %, 
diabetes 25%, COPD 
6%, asthma 5%, CHD 
21%,  

Steroids 15.1%, 
convalescent plasma 
0.5%, Anti IL6 2.1% 

Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Monk P et al;99 et 
al; Peer reviewed; 
2020 

Patients mild to 
severe COVID-19. 48 
assigned to 
Interferon beta-1a 
nebulized once a day 
for 15 days and 50 
assigned to SOC 

Mean age 57.1 ± 13.2, 
male 59.2%, 
hypertension 54.7%, 
diabetes 22.6%, COPD 
44.2%, asthma %, CHD 
24.5% 

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
Notes: 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: HR 
2.19 (95%CI 1.03 to 
4.69); RD 27.5% 
(95%CI 1.1% to 
42.3%); Low 
certainty ⨁⨁◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://www.thelancet.com/journals/lanres/article/PIIS2213-2600(20)30511-7/fulltext
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Interferon beta-1b 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Rahmani et al;100 
Peer reviewed; 
2020 

Patients severe 
COVID-19. 33 
assigned to 
Interferon beta-1b 
250 mcg 
subcutaneously 
every other day for 
two consecutive 
weeks and 33 
assigned to SOC 

Median age 60 ± 10.5, 
male 59%, 
hypertension 40.9%, 
diabetes 31.8%, 
chronic lung disease 
4.5%, asthma NR%, 
CHD 30.3%, CKD NR%, 
cerebrovascular 
disease NR%, 
immunosuppression 
NR%, cancer 3%, 
obesity NR% 

Steroids 21.2%, ATB 
51.5%, antivirals 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Interferon kappa + TFF2 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Fu et al;101 Peer 
reviewed; 2020 

Patients moderate 
COVID-19. 40 
assigned to IFN-k 
+TFF2 5mg/2mg once 
a day for 6 days and 
40 assigned to SOC 

Mean age 35.2 ± 11.2, 
male 63.7%, 
hypertension 5%, 
diabetes 3.7% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 

https://www.sciencedirect.com/science/article/pii/S1567576920323304?via%3Dihub
https://www.thelancet.com/journals/eclinm/article/PIIS2589-5370(20)30291-1/fulltext
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(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Ivermectin 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Zagazig University 
trial; 
NCT04422561, 
Shouman et al; 
Other; 2020 

Patients exposed to 
COVID-19. 203 
assigned to 
ivermectin 15 to 
24mg a day and 101 
assigned to SOC 

Mean age 38.72 ± 
15.94, male 51.3% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): Very Low 
certainty ⨁◯◯◯ 
 
Adverse events: No 
information 

Mohiuddin et 
al;102 Preprint; 
2020 

Patients mild to 
moderate COVID-19. 
60 assigned to 
ivermectin + Doxi 
200μgm/kg single 
dose + 100 mg BID 
for 10days and 56 
assigned to HCQ 
+AZT 

Mean age 33.9 ± 14.1, 
male 72.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Podder et al;103 
Peer reviewed; 
2020 

Patients mild to 
moderate COVID-19. 
32 assigned to 
ivermectin 200mg 
once and 30 assigned 
to SOC 

Mean age 39.16 ± 
12.07, male 71% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 

https://clinicaltrials.gov/ct2/show/NCT04422561
https://clinicaltrials.gov/ct2/show/NCT04422561
https://www.researchsquare.com/article/rs-38896/v1
https://www.researchsquare.com/article/rs-38896/v1
http://www.imcjms.com/registration/journal_abstract/353
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Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Hashim HA et a 
(Alkarkh Health 
Directorate-
Baghdad) trial;104 
Hashim et al; 
Preprint; 2020 

Patients mild to 
critical COVID-19. 70 
assigned to 
Ivermectin + 
Doxycycline 
200mg/kg two or 
three doses + 100mg 
twice a day for 5 to 
10 days and 70 
assigned to SOC 

Mean age 48.7 ± 8.6, 
male % 

Steroids 100%, 
azithromycin 100%,  

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mahmud et al; 
NCT04523831; 
Other; 2020 

Patients mild to 
moderate COVID-19. 
183 assigned to 
Ivermectin + 
Doxycycline 12mg 
once + 100mg twice 
a day for 5 days and 
180 assigned to SOC 

Mean age 39.6 ± 13.2, 
male 58.8%,  

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

Elgazzar et al 
(mild);105 Preprint; 
2020 

Patients mild to 
moderate COVID-19. 
100 assigned to 
Ivermectin 400mg/Kg 
once for 4 days and 
100 assigned to HCQ 

Mean age 55.2 ± 19.8, 
male 69.5%, 
hypertension 11.5%, 
diabetes 14.5%, COPD 
%, asthma 5.5%, CHD 
4%, CKD % 

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Elgazzar et al 
(severe);105 
Preprint; 2020 

Patients Severe 
COVID-19. 100 
assigned to 
Ivermectin 400mg/Kg 
once for 4 days and 
100 assigned to HCQ 

Mean age 58.9 ± 19.5, 
male 71%, 
hypertension 16%, 
diabetes 20%, COPD 
%, asthma 13%, CHD 
7.5% 

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 

https://www.medrxiv.org/content/10.1101/2020.10.26.20219345v1
https://www.medrxiv.org/content/10.1101/2020.10.26.20219345v1
https://www.medrxiv.org/content/10.1101/2020.10.26.20219345v1
https://www.medrxiv.org/content/10.1101/2020.10.26.20219345v1
https://clinicaltrials.gov/ct2/show/results/NCT04523831
https://www.researchsquare.com/article/rs-100956/v1
https://www.researchsquare.com/article/rs-100956/v1
https://www.researchsquare.com/article/rs-100956/v1
https://www.researchsquare.com/article/rs-100956/v1
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Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Elgazzar et al 
(prophylaxis);105 
Preprint; 2020 

Patients exposed to 
COVID-19. 100 
assigned to 
Ivermectin 400mg/Kg 
twice (second dose 
after one week) and 
100 assigned to SOC 

NR NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Krolewiecki et 
al;106 Preprint; 
2020 

Patients moderate to 
severe COVID-19. 20 
assigned to 
Ivermectin 0.6mg/kg 
for 5 days and 12 
assigned to SOC 

Mean age 40.2 ± 12, 
male 55.5%, 
hypertension 13.3%, 
diabetes 15.5%, COPD 
11.1% 

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Niaee et al;107 
Preprint; 2020 

Patients mild to 
severe COVID-19. 
120 assigned to 
Ivermectin 200-800 
microg/kg and 60 
assigned to SOC 

Median age 67 ± 22, 
male 50% 

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

IVIG 

https://www.researchsquare.com/article/rs-100956/v1
https://www.researchsquare.com/article/rs-100956/v1
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3714649
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3714649
https://www.researchsquare.com/article/rs-109670/v1
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Uncertainty in potential benefits and harms. Further research is needed. 
 

RCT 

Sakoulas et al;108 
Preprint; 2020 

Patients with severe 
COVID-19 infection. 
16 assigned to IVIG 
0.5 g/kg/day for 3 
days and 17 assigned 
to SOC 

Mean age 54 ± NR, 
male 60.6%, 
hypertension 33.3%, 
diabetes 36.3%, 
chronic lung disease 
12%, CHD 3%, CKD 3%, 
immunosuppression 
3% 

Steroids 78.7%, 
remdesivir 51.5%, 
convalescent plasma 
15.2% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Gharebaghi et 
al;109 Preprint; 
2020 

Patients severe to 
critical COVID-19. 30 
assigned to IVIG 5gr a 
day for 3 days and 29 
assigned to SOC 

Mean age 56 ± 16, 
male 69.5%, 
hypertension 22%, 
diabetes 27.1%, 
chronic lung disease 
3.3%,  

NR Some Concerns for 
mortality and invasive 
mechanical ventilation; 
Some Concerns for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

Tabarsi et al;110 
Peer reviewed; 
2020 

Patients severe 
COVID-19. 52 
assigned to IVIG 400 
mg/Kg daily for three 
doses and 32 
assigned to SOC 

Mean age 53 ± 13, 
male 77.4%, 
hypertension 20.2%, 
diabetes 21.4%, COPD 
1.2%, asthma %, CHD 
%, CKD 4.7%, cancer 
1.2%,  

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

https://www.medrxiv.org/content/10.1101/2020.07.20.20157891v1
https://www.researchsquare.com/article/rs-40899/v2
https://www.researchsquare.com/article/rs-40899/v2
https://www.sciencedirect.com/science/article/pii/S1567576920336729?via%3Dihub
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Leflunomide 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Hu et al;111 Peer 
reviewed; 2020 

Patients with mild to 
critical COVID-19 
infection. 5 assigned 
to Leflunomide 50mg 
every 12hs (three 
doses) followed by 
20mg a day for 10 
days and 5 assigned 
to SOC 

Mean age 52.5 ± 11.5, 
male 30%, 
hypertension 60%, 
chronic lung disease 
10% 

Umifenovir 100% High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Wang et al;112 
Peer reviewed; 
2020 

Patients moderate to 
severe COVID-19. 24 
assigned to 
Leflunomide 100 mg 
on the first day 
followed by 20mg a 
day for 8 days and 24 
assigned to SOC 

Median age 55.7 ± 
21.5, male 50%, 
hypertension 27.2%, 
diabetes 4.5%, chronic 
lung disease 4.5%, 
CHD 2.3%, cancer 2.3% 

Steroids 34.1%, 
hydroxychloroquine 
56.8%, lopinavir-
ritonavir 11.4%, 
umifenovir 75%, IVIG 
20.4%, ATB 63.6%, 
IFN 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Lincomycin 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Guvenmez et al;30 

Peer reviewed; 
2020 

Patients with 
moderate COVID-19 
infection. 12 
assigned to 
lincomycin 600mg 
twice a day for 5 days 
and 12 assigned to 
Azithromycin 500mg 
on first day followed 

Mean age 58.7 ± 16, 
male 70.8%,  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 

https://link.springer.com/article/10.1007/s12250-020-00258-7
https://academic.oup.com/cid/advance-article/doi/10.1093/cid/ciaa1417/5909448
https://jptcp.com/index.php/jptcp/article/view/684
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by 250mg a day for 5 
days 

allocation probably 
inappropriate. 

information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Lopinavir-Ritonavir 
Lopinavir-ritonavir probably does not reduce mortality with moderate certainty. Lopinavir-ritonavir may not be associated with a significant 

increase in severe adverse events. However, the certainty is low because of risk of bias and imprecision. 
 

RCT 

LOTUS China 
trial;113 Cao et al; 
Peer reviewed; 
2020 

Patients with severe 
to critical COVID-19 
infection. 99 
assigned to 
Lopinavir-Ritonavir 
400/100mg daily for 
14 days and 100 
assigned to SOC 

Median age 58 ± 9.5, 
male 60.3%, Diabetes 
11.6%, disease 6.5%, 
cancer 3% 

Steroids 33.7%, 
remdesivir NR%, IFN 
11.1%, ATB 95% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: RR 1.02 
(95%CI 0.92 to 
1.22); RD 0.7% 
(95%CI -2.6% to 4%); 
Moderate certainty 
⨁⨁⨁◯ 
 
Invasive mechanical 
ventilation: RR 1.07 
(95%CI 0.98 to 
1.17); RD 0.8% 
(95%CI -0.2% to 2%); 
High certainty 
⨁⨁⨁⨁ 
 
Symptom 
resolution or 
improvement: RR 
1.03 (95%CI 0.92 to 
1.15); RD 1..7% 
(95%CI -4.4% to 
8.3%); Moderate 
certainty ⨁⨁⨁◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 

ELACOI trial;114 Li 
et al; Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
34 assigned to 
Lopinavir-Ritonavir 
200/50mg twice daily 
for 7-14 days, 35 
assigned to 
Umifenovir and 17 
assigned to SOC 

Mean age 49.4 ± 14.7, 
male 41.7% 

Steroids 12.5%, IVIG 
6.3% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

https://www.nejm.org/doi/10.1056/NEJMoa2001282
https://www.nejm.org/doi/10.1056/NEJMoa2001282
https://www.cell.com/med/fulltext/S2666-6340(20)30001-5?_returnURL=https%3A%2F%2Flinkinghub.elsevier.com%2Fretrieve%2Fpii%2FS2666634020300015%3Fshowall%3Dtrue
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RECOVERY - 
Lopinavir-ritonavir 
trial;115 Horby et 
al; Other; 2020 

Patients with mild to 
critical COVID-19 
infection. 1616 
assigned to 
Lopinavir-Ritonavir 
400/100mg twice a 
day for 10 days and 
3424 assigned to SOC 

Mean age 66.2 ± 15.9, 
male 60.5%, diabetes 
27.5%, chronic lung 
disease 23.5%, CHD 
26% 

NR Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Severe Adverse 
events: RR 0.6 
(95%CI 0.37 to 
0.98); RD -2.2% 
(95%CI -3.4% to -
0.09%); Low 
certainty ⨁⨁◯◯ 

Huang et al; Peer 
reviewed;72 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
10 assigned to CQ 
500mg twice a day 
for 10 days and 12 
assigned to 
Lopinavir-Ritonavir 
400/100mg twice a 
day for 10 days 

Mean age 44 ± 21, 
male 59.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Zheng et al; 
Preprint;116 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
30 assigned to 
Novaferon 40 microg 
twice a day (inh), 30 
assigned to 
Novaferon + 
Lopinavir-Ritonavir 
40 microg twice a 
day (inh) + 
400/100mg a day 
and 29 assigned to 
Lopinavir-Ritonavir 

Median age 44.5 ± NR, 
male 47.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Chen et al; Patients with mild to Mean age 42.5 ± 11.5, NR High for mortality and 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)32013-4/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)32013-4/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)32013-4/fulltext
https://academic.oup.com/jmcb/article/12/4/322/5814655
https://www.medrxiv.org/content/10.1101/2020.04.24.20077735v1
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3576905
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Preprint;117 2020 moderate COVID-19 
infection. 33 
assigned to Ribavirin 
2gr IV loading dose 
followed by orally 
400-600mg every 8hs 
for 14 days, 36 
assigned to 
Lopinavir-Ritonavir 
and 32 assigned to 
Ribavirin + Lopinavir-
Ritonavir 

male 45.5% invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

WHO SOLIDARITY - 
trial;90 Pan et al; 
Preprint; 2020 

Patients moderate to 
critical COVID-19. 
1399 assigned to 
Lopinavir-Ritonavir 
200/50MG twice a 
day for 14 days and 
1372 assigned to SOC 

age 61% < 70 years, 
male 62%, diabetes 
25%, COPD 6%, 
asthma 5%, CHD 21% 

Steroids 15.1%, 
convalescent plasma 
0.5%, Anti IL6 2.1% 

Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mesenchymal stem cell transplantation 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Shu et al;118 Peer 
reviewed; 2020 

Patients with severe 
COVID-19 infection. 
12 assigned to 
mesenchymal stem 
cell 2 × 10^6 
cells/kg.one infusion 
and 29 assigned to 
SOC 

Median age 61 ± 10, 
male 58.5%, 
hypertension 22%, 
diabetes 19.5% 

Steroids 100%, 
antibiotics 87.8%, 
antivirals 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 

https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://stemcellres.biomedcentral.com/articles/10.1186/s13287-020-01875-5
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inappropriate. ⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Shi et al;119 
Preprint; 2020 

Patients severe 
COVID-19. 65 
assigned to 
mesenchymal stem 
cell three infusions 
with 4.0×107 cells 
each and 35 assigned 
to SOC 

Mean age 60.3 ± 8.4, 
male 56%, 
hypertension 27%, 
diabetes 17%, COPD 
2% 

Steroids 22% Low for mortality and 
mechanical ventilation 
 

Lanzoni et al;120 
Preprint; 2020 

Patients severe to 
critical COVID-19. 12 
assigned to 
mesenchymal stem 
cell 100±20 x106 UC-
MSC twice and 12 
assigned to SOC 

Mean age 58.7 ± 17.5, 
male 54.1%, 
hypertension 66.7%, 
diabetes 45.8%, CHD 
12.5%, cancer 4.2%, 
obesity 66.6% 

Steroids 90.4%, 
remdesivir 66.7%, 
hydroxychloroquine 
12.5%, tocilizumab 
20.8%, convalescent 
plasma 29.1% 

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Concealment of 
allocation probably 
inappropriate. 

N-acetylcysteine 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

de Alencar et al;121 
Peer reviewed; 
2020 

Patients severe 
COVID-19. 68 
assigned to NAC 21gr 
once and 67 assigned 
to SOC 

Mean age 58.5 ± 22.5, 
male 59.2%, 
hypertension 46.6%, 
diabetes 37.7%, cancer 
12.6%,  

NR Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 

https://www.medrxiv.org/content/10.1101/2020.10.15.20213553v1
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3696875
https://academic.oup.com/cid/advance-article/doi/10.1093/cid/ciaa1443/5910353
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Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Nasal hypertonic saline 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Kimura et al;122 
Peer reviewed; 
2020 

Patients mild to 
moderate COVID-19. 
14 assigned to nasal 
hypertonic saline 
250cc twice daily, 14 
assigned to nasal 
hypertonic saline + 
surfactant and 17 
assigned to SOC 

Mean age 37.9 ± 15.7, 
male 53.3%, 
hypertension 24.4%, 
diabetes 6.6%, chronic 
lung disease 15.5%, 
CHD 4.4%,  

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Nitazoxanide 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

SARITA-2 trial;123 

Rocco et al; 
Preprint; 2020 

Patients mild COVID-
19. 194 assigned to 
nitazoxanide 500mg 
three times a day for 
5 days and 198 
assigned to SOC 

Age range 18 - 77, 
male 47%, 
comorbidities 13.2% 

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 

https://onlinelibrary.wiley.com/doi/epdf/10.1002/alr.22703
https://www.medrxiv.org/content/10.1101/2020.10.21.20217208v1
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adverse events 
outcomes results. 
Significant lost to 
follow up. 

⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Novaferon 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Zheng et al;116 

Preprint; 2020 
Patients with 
moderate to severe 
COVID-19 infection. 
30 assigned to 
Novaferon 40 microg 
twice a day (inh), 30 
assigned to 
Novaferon + 
Lopinavir-Ritonavir 
40 microg twice a 
day (inh) + 
400/100mg a day 
and 29 assigned to 
Lopinavir-Ritonavir 

Median age 44.5 ± NR, 
male 47.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

NSAID 
Current best evidence suggests no association between NSAID consumption and COVID-19 related mortality. However certainty of the evidence 

is very low because of risk of bias. Further research is needed. 
 

Non-RCT 

Bruce et al;124 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
54 received NSAID 

age < 65 31.7%, male 
56.5%, hypertension 
50.3%, diabetes 27%, 
CHD 22.3%, CKD 

NR High for mortality  
 
Notes: Non-
randomized study. 

Mortality: OR 0.82 
(95%CI 0.66 to 
1.02); Very Low 
certainty ⨁◯◯◯ 

https://www.medrxiv.org/content/10.1101/2020.04.24.20077735v1
https://www.mdpi.com/2077-0383/9/8/2586
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and 1168 received 
alternative treatment 
schemes 

38.7%,  Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
smoking status, CRP 
levels, diabetes, 
hypertension, coronary 
artery disease, reduced 
renal function) 

Jeong et al;125 
Preprint; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
354 received NSAID 
and 1470 received 
alternative treatment 
schemes 

age >65 36%, male 
41%, hypertension 
20%, diabetes 12%, 
chronic lung disease 
16%, asthma 6%, CKD 
2%, cancer 6% 

NR High for mortality and 
invasive mechanical 
ventilation 
 
Notes: Non-
randomized study. 
Retrospective design. 
Propensity score and 
IPTW were 
implemented to adjust 
for potential 
confounders (age, sex, 
health insurance type, 
hypertension, 
hyperlipidemia, 
diabetes mellitus, 
malignancy, asthma, 
chronic obstructive 
pulmonary disease, 
atherosclerosis, 
chronic renal failure, 
chronic liver disease, 
rheumatoid arthritis, 
osteoarthritis, 
gastrointestinal, 
conditions, and use of 
co-medications) 

Lund et al;126 Peer 
reviewed; 2020 

Patients with mild to 
severe COVID-19 
infection. 224 

Median age 54 ± 23, 
male 41.5%, chronic 
lung disease 3.9%, 

Steroids 7.1% High for mortality and 
invasive mechanical 
ventilation 

https://www.medrxiv.org/content/10.1101/2020.06.01.20119768v2
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1003308
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received NSAID and 
896 received 
alternative treatment 
schemes 

asthma 5.4%, CHD 
10.2%, 
cerebrovascular 
disease 3.4%, cancer 
7.1%, obesity 12.5% 

 
Notes: Non-
randomized study. 
Retrospective design. 
Propensity score and 
matching were 
implemented to adjust 
for potential 
confounders (age, sex, 
relevant comorbidities, 
use of selected 
prescription drugs, and 
phase of the outbreak 

Rinott et al;127 

Peer reviewed; 
2020 

Patients with 
moderate to critical 
COVID-19 infection. 
87 received NSAID 
and 316 received 
alternative treatment 
schemes 

Median age 45 ± 37, 
male 54.6%, diabetes 
9.4%, CHD 12.9%,  

NR High for mortality and 
invasive mechanical 
ventilation 
 
Notes: Non-
randomized study. 
Retrospective design. 
No adjustment for 
potential confounders. 

Wong et al;128 
Preprint; 2020 

Patients exposed to 
COVID-19 infection. 
535519 received 
NSAID and 1924095 
received alternative 
treatment schemes 

Median age 51 ± 23, 
male 42.7%, 
hypertension 19.6%, 
diabetes 9.6%, chronic 
lung disease 2.4%, 
asthma %, CHD 0.5%, 
CKD 2.8%, cancer 
5.2%,  

Steroids 2.2%, 
hydroxychloroquine 
0.6% 

High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age, sex, 
relevant comorbidities, 
use of selected 
prescription drugs, 
vaccination and 
deprivation) 

Imam et al;129 Peer 
reviewed; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 

Mean age 61 ± 16.3, 
male 53.8%, 
hypertension 56.2%, 

NR High for mortality 
 
Notes: Non-

https://www.clinicalmicrobiologyandinfection.com/article/S1198-743X(20)30343-8/fulltext
https://www.medrxiv.org/content/10.1101/2020.08.12.20171405v1.supplementary-material
https://onlinelibrary.wiley.com/doi/epdf/10.1111/joim.13119
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466 received NSAID 
and 839 received 
alternative treatment 
schemes 

diabetes 30.1%, 
chronic lung disease 
8.2%, asthma 8.8%, 
CHD 15.9%, CKD 
17.5%, 
immunosuppression 
1%, cancer 6.4%,  

randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (not 
specified) 

Esba et al;130 
Preprint; 2020 

Patients with mild to 
severe COVID-19 
infection. 146 
received NSAID and 
357 received 
alternative treatment 
schemes 

Median age 41.7 ± 30, 
male 57.2%, 
hypertension 20.4%, 
diabetes 22.5%, 
chronic lung disease 
5.2%, CKD 3.2%, 
cancer 1.4% 

NR High for mortality  
 
Notes: Non-
randomized study. 
Retrospective design. 
Regression was 
implemented to adjust 
for potential 
confounders (age; sex; 
comorbidities: 
hypertension, diabetes 
mellitus (DM), 
dyslipidemia, asthma 
or chronic obstructive 
pulmonary disease 
(COPD), cardiovascular 
disease (CVD), renal or 
liver impairment, and 
malignancy). 

Ozone 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

PROBIOZOVID 
trial;131 Araimo et 
al; Peer reviewed; 
2020 

Patients moderate to 
severe COVID-19. 14 
assigned to Ozone 
250ml ozonized 
blood and 14 
assigned to SOC 

Mean age 61.7 ± 13.2, 
male 50%,  

NR High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 

https://www.researchsquare.com/article/rs-85148/v1
https://onlinelibrary.wiley.com/doi/epdf/10.1002/jmv.26636
https://onlinelibrary.wiley.com/doi/epdf/10.1002/jmv.26636
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inappropriate.  
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Peg-IFN lamda 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

ILIAD trial;132 Feld 
et al; Preprint; 
2020 

Patients mild to 
severe COVID-19. 30 
assigned to Peg-IFN 
lambda 180 μg 
subcutaneous 
injection once and 30 
assigned to SOC 

Median age 46 ± 22, 
male 58%, 
comorbidities 15% 

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
Notes: 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

COVID-Lambda 
trial;133 
Jagannathan et al; 
Preprint; 2020 

Patients mild COVID-
19. 60 assigned to 
Peg-IFN lambda 180 
mcg subcutaneous 
injection once and 60 
assigned to SOC 

Median age 36 ± 53, 
male 68.3%,  

NR Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Progesterone 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Ghandehari et 
al;134 Preprint; 

Patients severe 
COVID-19. 18 

Mean age 55.3 ± 16.4, 
male 100%, 

Steroids 60%, 
remdesivir 60%, 

High for mortality and 
mechanical ventilation; 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 

https://www.medrxiv.org/content/10.1101/2020.11.09.20228098v1
https://www.medrxiv.org/content/10.1101/2020.11.18.20234161v1
https://www.medrxiv.org/content/10.1101/2020.11.18.20234161v1
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3709835
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3709835
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2020 assigned to 
Progesterone 100mg 
twice a day for 5 days 
and 22 assigned to 
SOC 

hypertension 48%, 
diabetes 25%, obesity 
45% 

hydroxychloroquine 
2.5%, tocilizumab 
12.5%, azithromycin 
50%, convalescent 
plasma 5% 

High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Ramipril 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

RASTAVI trial;135 
Amat-Santos et al; 
Preprint; 2020 

Patients exposed to 
COVID-19. 50 
assigned to Ramipril 
2.5mg a day 
progressively 
increased to 10mg a 
day and 52 assigned 
to SOC 

Mean age 82.3 ± 6.1, 
male 56.9%, 
hypertension 54.15%, 
diabetes 20.65%, 
chronic lung disease 
7.35%, CHD 22.45%, 
CKD 34.15%, 
cerebrovascular 
disease 11.15% 

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): Very Low 
certainty ⨁◯◯◯ 
 
Adverse events: No 
information 

https://www.sciencedirect.com/science/article/pii/S073510972035395X?via%3Dihub
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Recombinant Super-Compound Interferon 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Li et al;136 
Preprint; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
46 assigned to 
Recombinant Super-
Compound 
Interferon 12 million 
IU twice daily 
(nebulization) and 48 
assigned to 
Interferon alfa 

Median age 54 ± 23.5, 
male 46.8%, 
hypertension 19.1%, 
diabetes 9.6%, chronic 
lung disease 1.1%, 
CHD 7.4%, 
cerebrovascular 
disease 5.3%, liver 
disease 6.4% 

Steroids 9.6%, ATB 
22.3%, IVIG 3.2% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Remdesivir 
Remdesivir may slightly reduce mortality and improve time to symptom resolution without significantly increasing the risk of severe adverse 

events. However, the certainty is low because of risk of bias and imprecision. 
 

RCT 

ACTT-1 trial; 
Beigel et al;137 
Peer reviewed; 
2020 

Patients with mild to 
critical COVID-19 
infection. 541 
assigned to 
Remdesivir 
intravenously 200mg 
loading dose on day 
1 followed by a 100-
mg maintenance 
dose administered 
daily on days 2 
through 10 or until 

Mean age 58.9 ± 15, 
male 64.3%, 
hypertension 49.6%, 
diabetes 29.7%, 
chronic lung disease 
7.6%, CHD 11.6%,  

NR Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Mortality: RR 0.94 
(95%CI 0.82 to 
1.08); RD -2% 
(95%CI -5.9% to 
2.6%); Low certainty 
⨁⨁◯◯ 
 
Invasive mechanical 
ventilation: RR 0.65 
(95%CI 0.39 to 
1.11); RD -4.1% 
(95%CI -7.1% to -
1.3%); Low certainty 

https://www.researchsquare.com/article/rs-65224/v1
https://www.nejm.org/doi/10.1056/NEJMoa2007764
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hospital discharge or 
death and 522 
assigned to SOC 

⨁⨁◯◯ 
 
Symptom 
resolution or 
improvement: RR 
1.17 (95%CI 1.03 to 
1.33); RD 9.4% 
(95%CI 1.7% to 
18.3%); Low 
certainty ⨁⨁◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Severe Adverse 
events: RR 0.8 
(95%CI 0.48 to 
1.33); RD -1% 
(95%CI -2.8% to 
1.8%); Low certainty 
⨁⨁◯◯ 

SIMPLE trial; 
Goldman et al;138 
Peer reviewed; 
2020 

Patients with severe 
COVID-19 infection. 
200 assigned to 
Remdesivir (5 days) 
200mg once followed 
100mg for 5 days and 
197 assigned to 
Remdesivir (10 days) 

Median age 61.5 ± 20, 
male 63.7%, 
hypertension 49.8%, 
diabetes 22.6%, 
asthma 12.3% 

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

CAP-China 
remdesivir 2 
trial;139 Wang et 
al; Peer reviewed; 
2020 

Patients with severe 
to critical COVID-19 
infection. 158 
assigned to 
Remdesivir 200 mg 
on day 1 followed by 
100 mg on days 2–10 
in single daily 
infusions and 79 
assigned to SOC 

Median age 65 ± 7.5, 
male 60.5%, 
hypertension 43%, 
diabetes 23.7%, CHD 
7.2% 

Steroids 65.6%, 
lopinavir-ritonavir 
28.4%, IFN 32.2%, 
ATB 91.1% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

SIMPLE 2 trial; 
Spinner et al;140 
Peer reviewed; 
2020 

Patients with 
moderate COVID-19 
infection. 384 
assigned to 
Remdesivir 200mg on 
day 1 followed by 
100mg a day for 5 to 
10 days and 200 
assigned to SOC 

Median age 57 ± 9, 
male 61.3%, 
hypertension 42%, 
diabetes 40%, asthma 
14%, CHD 56%  

Steroids 17%, 
hydroxychloroquine 
21.33%, lopinavir-
ritonavir 11%, 
tocilizumab 4% 

Some Concerns for 
mortality and invasive 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Additional 
treatments unbalanced 
between arms which 
suggests that patients 
might have been 

https://www.nejm.org/doi/10.1056/NEJMoa2015301
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31022-9/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31022-9/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31022-9/fulltext
https://jamanetwork.com/journals/jama/fullarticle/2769871
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treated differently. 

WHO 
SOLIDARITY;90 Pan 
et al; Preprint; 
2020 

Patients moderate to 
critical COVID-19. 
2743 assigned to 
remdesivir 200mg 
once followed by 
100mg a day for 10 
days and 2708 
assigned to SOC 

age < 70 years 61%, 
male 62%, 
hypertension %, 
diabetes 25%, COPD 
6%, asthma 5%, CHD 
21% 

Steroids 15.1%, 
convalescent plasma 
0.5%, Anti IL6 2.1% 

Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

rhG-CSF (in patients with lymphopenia) 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Cheng et al;141 
Peer reviewed; 
2020 

Patients moderate to 
severe COVID-19 and 
lymphopenia. 100 
assigned to rhG-CSF 
six doses and 100 
assigned to SOC 

Mean age 45 ± 15, 
male 56% 

Lopinavir-ritonavir 
15.5%, IFN 9%, 
umifenovir 18% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Severe Adverse 
events: Very Low 
certainty ⨁◯◯◯ 

https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://www.medrxiv.org/content/10.1101/2020.10.15.20209817v1
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2770680
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Ribavirin 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Chen et al;117 
Preprint; 2020 

Patients with mild to 
moderate COVID-19 
infection. 33 
assigned to Ribavirin 
2gr IV loading dose 
followed by orally 
400-600mg every 8hs 
for 14 days, 36 
assigned to 
Lopinavir-Ritonavir 
and 32 assigned to 
Ribavirin + Lopinavir-
Ritonavir 

Mean age 42.5 ± 11.5, 
male 45.5% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3576905
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Ribavirin + Interferon beta-1b 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Hung et al;142 Peer 
reviewed; 2020 

Patients with mild to 
moderate COVID-19 
infection. 86 
assigned to Ribavirin 
+ Interferon beta-1b 
400 mg every 12 h 
(ribavirin), and 
subcutaneous 
injection of one to 
three doses of 
interferon beta-1b 1 
mL (8 million 
international units 
[IU]) on alternate 
days, for 14 days and 
41 assigned to SOC 

Median age 52 ± 15, 
male 54%, 
hypertension 18.3%, 
diabetes 13.3%, CHD 
7.9% cerebrovascular 
disease 1.5%, cancer 
1.5% 

Steroids 6.2%, ATB 
53.3% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Ruxolitinib 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Cao et al;143 Peer 
reviewed; 2020 

Patients with severe 
COVID-19 infection. 
22 assigned to 
Ruxolitinib 5mg twice 
a day and 21 
assigned to SOC 

Mean age 63 ± 10, 
male 58.5%, 
hypertension 39%, 
diabetes 19.5%, CHD 
7.3%,  

Steroids 70.7%, IVIG 
43.9%, umifenovir 
73%, oseltamivir 27% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31042-4/fulltext
https://www.jacionline.org/article/S0091-6749(20)30738-7/fulltext
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studies): No 
information 
 
Adverse events: No 
information 

Sofosbuvir/daclatasvir 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Kasgari et al;144 
Peer reviewed; 
2020 

Patients with 
moderate COVID-19 
infection. 24 
assigned to 
sofosbuvir/daclatasvi
r 400/60mg twice 
daily and 24 assigned 
to HCQ plus 
lopinavir-ritonavir 

Median age 52.5 ± NR, 
male 37.5%, 
hypertension 35.4%, 
diabetes 37.5%, 
chronic lung disease 
2% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Sadeghi et al;145 
Peer reviewed; 
2020 

Patients with 
moderate to severe 
COVID-19 infection. 
33 assigned to 
sofosbuvir/daclatasvi
r 400/60mg once a 
day for 14 days and 
33 assigned to SOC 

Median age 58 ± 13, 
male 20.21%, 
hypertension 34.8%, 
diabetes 42.4%, 
chronic lung disease 
22.7%, asthma 3%, 
CHD 15.1%, cancer 
4.5%, obesity 25.7% 

Steroids 30.2%, 
lopinavir-ritonavir 
48.4%, antibiotics 
89.4% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Only outcome 
assessors and data 
analysts were blinded. 
Concealment of 
allocation probably 
inappropriate. 

Yakoot et al;146 
Preprint; 2020 

Patients mild to 
severe COVID-19. 44 
assigned to 
sofosbuvir/daclatasvi
r 400/60mg once a 
day for 10 days and 

Median age 49 ± 27, 
male 42.7%, 
hypertension 26%, 
diabetes 19%, COPD 
%, asthma 1%, CHD 8% 

Hydroxychloroquine 
100% azithromycin 
100% 

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
Notes: Non-blinded 

https://academic.oup.com/jac/advance-article/doi/10.1093/jac/dkaa332/5889947
https://academic.oup.com/jac/advance-article/doi/10.1093/jac/dkaa334/5889948
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3705289
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45 assigned to SOC study. Concealment of 
allocation probably 
inappropriate. 

Steroids 
Steroids reduce mortality and probably reduce invasive mechanical ventilation requirements in patients with severe COVID-19 infection with 

moderate certainty. Steroids may not significantly increase the risk of severe adverse events 
 

RCT 

GLUCOCOVID 
trial;147 Corral-
Gudino et al; 
Preprint; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
56 assigned to 
Methylprednisolone 
40mg twice daily for 
3 days followed by 
20mg twice daily for 
3 days and 29 
assigned to SOC 

Mean age 69.5 ± 11.5, 
male 61.9%, 
hypertension 47.6%, 
diabetes 17.5%, 
chronic lung disease 
7.9%, cerebrovascular 
disease 12.7% 

Hydroxychloroquine 
96.8%, lopinavir-
ritonavir 84.1%, 
azithromycin 92% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: RR 0.89 
(95%CI 0.78 to 
1.02); RD -3.6% 
(95%CI -7.3% to 
0.6%); Moderate 
certainty ⨁⨁⨁◯ 
 
Invasive mechanical 
ventilation: RR 0.84 
(95%CI 0.67 to 
1.04); RD -1.8% 
(95%CI -3.8% to 
0.4%); Moderate 
certainty ⨁⨁⨁◯ 
 
Symptom 
resolution or 
improvement: RR 
1.49 (95%CI 1.22 to 
1.84); RD 27.1% 
(95%CI 12.1% to 
46.5%); Low 
certainty ⨁⨁◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Severe Adverse 
events: RR 0.89 
(95%CI 0.68 to 
1.17); RD -0.6% 
(95%CI -1.7% to 
0.9%); Low certainty 
⨁⨁◯◯ 

Metcovid trial;148 
Prado Jeronimo et 
al; Peer reviewed; 
2020 

Patients with severe 
COVID-19 infection. 
194 assigned to 
Methylprednisolone 
0.5mg/kg twice a day 
for 5 days and 199 
assigned to SOC 

Mean age 55 ± 15, 
male 64.6%, 
hypertension 48.9%, 
diabetes 29.1%, 
chronic lung disease 
0.5%, asthma 2.5%, 
CHD 6.9%, alcohol use 
disorder 27%, liver 
disease 5.5% 

Remdesivir 0%, 
tocilizumab 0%, 
convalescent plasma 
0% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

RECOVERY - 
Dexamethasone 
trial;149 Horby et 
al; Peer reviewed; 
2020 

Patients with Mild to 
critical COVID-19 
infection. 2104 
assigned to Dexa 
6mg once daily for 10 
days and 4321 
assigned to SOC 

Mean age 66.1 ± 15.7, 
male 64%, diabetes 
24%, chronic lung 
disease 21%, asthma 
NR%, CHD 27%, CKD 
8%, liver disease 2%, 
any comorbidities 56% 

Steroids NA%, 
remdesivir 0.08%, 
hydroxychloroquine 
1%, lopinavir-
ritonavir 0.5%, 
tocilizumab 3%, 
azithromycin 25% 

Low for mortality and 
invasive mechanical 
ventilation; Some 
Concerns for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 

https://www.medrxiv.org/content/10.1101/2020.06.17.20133579v1
https://www.medrxiv.org/content/10.1101/2020.06.17.20133579v1
https://academic.oup.com/cid/advance-article/doi/10.1093/cid/ciaa1177/5891816
https://www.medrxiv.org/content/10.1101/2020.06.22.20137273v1
https://www.medrxiv.org/content/10.1101/2020.06.22.20137273v1
https://www.medrxiv.org/content/10.1101/2020.06.22.20137273v1
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adverse events 
outcomes results. 

DEXA-COVID19 
trial;150 Villar et al; 
Unpublished; 2020 

Patients severe to 
critical COVID-19. 7 
assigned to Dexa 
20mg a day for 5 
days followed by 
10mg a day for 5 
days and 12 assigned 
to SOC 

NR NR Low for mortality and 
invasive mechanical 
ventilation 
 
Notes: RoB judgment 
from published SR 

CoDEX trial;151 
Tomazini et al; 
Peer reviewed; 
2020 

Patients critical 
COVID-19. 151 
assigned to Dexa 
20mg a day for 5 
days followed by 
10mg a day for 5 
days and 148 
assigned to SOC 

Mean age 61.4 ± 14.4, 
male 62.5%, 
hypertension 66.2%, 
diabetes 42.1%, CHD 
7.7%, CKD 5.3%, 
obesity 27% 

hydroxychloroquine 
21.4%, azithromycin 
71.2%, ATB 87% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

REMAP-CAP 
trial;152 Arabi et al; 
Peer reviewed; 
2020 

Patients severe to 
critical COVID-19. 
278 assigned to 
Hydrocortisone 50mg 
every 6 hours for 7 
days and 99 assigned 
to SOC 

Mean age 59.9 ± 13, 
male 71%, diabetes 
32%, chronic lung 
disease 20.3%, CHD 
7.5%, CKD 9.2%, 
immunosuppression 
4.9% 

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

COVID STEROID 
trial;150 Petersen 
et al; Unpublished; 

Patients severe to 
critical COVID-19. 15 
assigned to 

NR NR Low for mortality and 
invasive mechanical 
ventilation 

https://jamanetwork.com/journals/jama/fullarticle/2770279
https://jamanetwork.com/journals/jama/fullarticle/2770279
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770278
https://jamanetwork.com/journals/jama/fullarticle/2770278
https://jamanetwork.com/journals/jama/fullarticle/2770279
https://jamanetwork.com/journals/jama/fullarticle/2770279
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2020 Hydrocortisone 
200mg a day for 7 
days and 14 assigned 
to SOC 

 
Notes: RoB judgment 
from published SR 

CAPE COVID 
trial;153 Dequin et 
al; Peer reviewed; 
2020 

Patients severe to 
critical COVID-19. 76 
assigned to 
Hydrocortisone 
200mg a day 
progressively 
reduced to 50mg a 
day for 7 to 14 days 
and 73 assigned to 
SOC 

Median age 64.7 ± 
19.3, male 69.8%, 
hypertension %, 
diabetes 18.1%, 
chronic lung disease 
7.4%, 
immunosuppression 
6% 

Remdesivir 3.4%, 
hydroxychloroquine 
46.9%, lopinavir-
ritonavir 14.1%, 
tocilizumab 2%, 
azithromycin 34.2% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Steroids-SARI 
trial;150 
Unpublished; 2020 

Patients severe to 
critical COVID-19. 24 
assigned to 
Methylprednisolone 
40mg twice a day for 
5 days and 23 
assigned to SOC 

NR NR Low for mortality and 
invasive mechanical 
ventilation 
 
Notes: RoB judgment 
from published SR 

Farahani et al;154 
Preprint; 2020 

Patients severe to 
critical COVID-19. 14 
assigned to 
Methylprednisolone 
1000 mg/day for 
three days followed 
by prednisolone 
1mg/kg for 10 days, 
and 15 assigned to 
SOC 

Mean age 64 ± 13.5 Hydroxychloroquine 
100%, lopinavir-
ritonavir 100%, 
azithromycin 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Edalatifard et al;155 
Peer reviewed; 
2020 

Patients severe 
COVID-19. 34 
assigned to 
Methylprednisolone 
250mg/day for 3 
days and 28 assigned 
to SOC 

Mean age 58.5 ± 16.6, 
male 62.9%, 
hypertension 32.3%, 
diabetes 35.5%, 
chronic lung disease 
9.7%, CHD 17.7%, CKD 
11.3%, cancer 4.8% 

Hydroxychloroquine 
100%, lopinavir-
ritonavir 100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 

https://jamanetwork.com/journals/jama/fullarticle/2770276
https://jamanetwork.com/journals/jama/fullarticle/2770276
https://jamanetwork.com/journals/jama/fullarticle/2770279
https://jamanetwork.com/journals/jama/fullarticle/2770279
https://www.researchsquare.com/article/rs-66909/v1
https://erj.ersjournals.com/content/early/2020/09/09/13993003.02808-2020
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Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Telmisartan 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Duarte et al;156 
Preprint; 2020 

Patients with mild to 
severe COVID-19 
infection. 38 
assigned to 
Telmisartan 80 mg 
twice daily and 40 
assigned to SOC 

Mean age 61.9 ± 18.2, 
male 61.5%, 
hypertension 30.7%, 
diabetes 11.5%, 
chronic lung disease 
11.5%, asthma 1.3%, 
CKD 2.6%, 
cerebrovascular 
disease 7.7%, obesity 
12.8% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Tocilizumab 
Tocilizumab may not affect mortality but probably reduces invasive mechanical ventilation requirements. However certainty of the evidence is 

low for mortality outcome because of imprecision. Further research is needed. 
 

RCT 

COVACTA trial; 
Rosas et al;157 
Preprint; 2020 

Patients Severe 
COVID-19. 294 
assigned to TCZ 
8mg/kg once and 144 
assigned to SOC 

Mean age 60.8 ± 14, 
male 70%, 
hypertension 62.1%, 
diabetes 38.1%, 
chronic lung disease 
16.2%, asthma %, CHD 
28%, CKD %, 
cerebrovascular 

Steroids 42.2%, 
convalescent plasma 
3.6%, Antivirals 31.5% 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Mortality: RR 1.08 
(95%CI 0.79 to 
1.48); RD 2.6% 
(95%CI -6.9% to 
15.8%); Low 
certainty ⨁⨁◯◯ 
 
Invasive mechanical 
ventilation: RR 0.73 

https://www.medrxiv.org/content/10.1101/2020.08.04.20167205v2
https://www.medrxiv.org/content/10.1101/2020.08.27.20183442v1
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disease %, 
immunosuppression 
%, cancer %, obesity 
20.5% 

(95%CI 0.57 to 
0.94); RD -3.1% 
(95%CI -5% to -7%); 
Moderate certainty 
⨁⨁⨁◯ 
 
Symptom 
resolution or 
improvement: RR 
1.04 (95%CI 0.96 to 
1.12); RD 2.2% 
(95%CI -2.2% to 
6.6%); Moderate 
certainty ⨁⨁⨁◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: RR 
0.87 (95%CI 0.72 to 
1.05); RD -0.7% 
(95%CI -1.5% to 
2.7%); Moderate 
certainty ⨁⨁⨁◯ 

Wang et al;158 
Preprint; 2020 

Patients moderate to 
severe COVID-19. 34 
assigned to TCZ 
400mg once or twice 
and 31 assigned to 
SOC 

Median age 63 ± 16, 
male 50.8%, 
hypertension 30.8%, 
diabetes 15.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Zhao et al;65 Peer 
reviewed; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
13 assigned to 
favipiravir 3200mg 
once followed by 
600mg twice a day 
for 7 days, 7 assigned 
to TCZ 400mg once 
or twice and 5 
assigned to 
favipiravir + TCZ 

Mean age 72 ± 40, 
male 54%, 
hypertension 42.3%, 
diabetes 11.5%, CHD 
23.1% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

RCT-TCZ-COVID-19 
trial;159 Salvarani 
et al; Peer 
reviewed; 2020 

Patients severe 
COVID-19. 60 
assigned to TCZ 
8mg/kg twice on day 
1 and 66 assigned to 
SOC 

Median age 60 ± 19, 
male 61.1%, 
hypertension 44.4%, 
diabetes 15.1%, COPD 
3.2%, obesity 32.2% 

Hydroxychloroquine 
91.3%, azithromycin 
20.6%, antivirals 
41.3% 

Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

https://papers.ssrn.com/sol3/papers.cfm?abstract_id=3667681
https://www.sciencedirect.com/science/article/pii/S0753332220310180?via%3Dihub
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2772186
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2772186
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BACC Bay 
Tocilizumab Trial 
trial;160 Stone et 
al; Peer reviewed; 
2020 

Patients severe 
COVID-19. 161 
assigned to TCZ 
8mg/kg once and 81 
assigned to SOC 

Median age 59.8 ± 
15.1, male 58%, 
hypertension 49%, 
diabetes 31%, COPD 
9%, asthma 9%, CHD 
10%, CKD 17%, cancer 
12%,  

Steroids 9.5%, 
remdesivir 33.9%, 
hydroxychloroquine 
3.7%,  

Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 

CORIMUNO-TOCI 
1 trial;161 Hermine 
et al; Peer 
reviewed; 2020 

Patients moderate to 
severe COVID-19. 63 
assigned to TCZ 
8mg/kg once 
followed by an 
optional 400mg dose 
on day 3 and 67 
assigned to SOC 

Median age 63.6 ± 
16.2, male 67.7%, 
diabetes 33.6%, COPD 
4.7%, asthma 6.3%, 
CHD 31.2%, CKD 14%, 
cancer 7%,  

Steroids 43%, 
remdesivir 0.7%, 
hydroxychloroquine 
6.2%, lopinavir-
ritonavir 3%, 
azithromycin 15.4%,  

Low for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

EMPACTA trial;162 
Salama et al; 
Preprint; 2020 

Patients moderate to 
severe COVID-19. 
249 assigned to TCZ 
8mg/kg once and 128 
assigned to SOC 

Mean age 55.9 ± 14.4, 
male 59.2%, 
hypertension 48.3%, 
diabetes 40.6%, COPD 
4.5%, asthma 11.4%, 
CHD 1.9%, 
cerebrovascular 
disease 3.4%, obesity 
24.4% 

Steroids 59.4%, 
remdesivir 54.6%,  

Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 

Triazavirin 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Wu et al;163 Peer 
reviewed; 2020 

Patients mild to 
critical COVID-19. 26 
assigned to 
triazavirin 250 mg 
orally three or four 
times a day for 7 
days and 26 assigned 

Median age 58 ± 17, 
male 50%, 
hypertension 28.8%, 
diabetes 15.4%, 
chronic lung disease 
5.8%, CHD 15.4%, 
cerebrovascular 

Steroids 44.2%, 
hydroxychloroquine 
26.9%, lopinavir-
ritonavir 9.6%, ATB 
69.2%, IFN 48.1%, 
umifenovir 61.5%, 
ribavirin 28.9%, 

Low for mortality and 
invasive mechanical 
ventilation; Low for 
symptom resolution, 
infection and adverse 
events 
 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 

https://www.nejm.org/doi/10.1056/NEJMoa2028836
https://www.nejm.org/doi/10.1056/NEJMoa2028836
https://www.nejm.org/doi/10.1056/NEJMoa2028836
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2772187
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2772187
https://www.medrxiv.org/content/10.1101/2020.10.21.20210203v1.supplementary-material
https://www.sciencedirect.com/science/article/pii/S2095809920302411?via%3Dihub
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to SOC disease 7.7% resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Umifenovir 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Chen et al;61 
Preprint; 2020 

Patients with 
moderate to critical 
COVID-19 infection. 
116 assigned to 
favipiravir 1600mg 
twice the first day 
followed by 600mg 
twice daily for 7 days 
and 120 assigned to 
Umifenovir 200mg 
three times daily for 
7 days 

Mean age NR ± NR, 
male 46.6%, 
hypertension 27.9%, 
diabetes 11.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

ELACOI trial; Li et 
al;114 Peer 
reviewed; 2020 

Patients with 
moderate to severe 
COVID-19 infection. 
34 assigned to 
Lopinavir-Ritonavir 
200/50mg twice daily 
for 7-14 days, 35 
assigned to 
Umifenovir and 17 
assigned to SOC 

Mean age 49.4 ± 14.7, 
male 41.7% 

Steroids 12.5%, IVIG 
6.3% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 

https://www.medrxiv.org/content/10.1101/2020.03.17.20037432v4
https://www.cell.com/med/fulltext/S2666-6340(20)30001-5?_returnURL=https%3A%2F%2Flinkinghub.elsevier.com%2Fretrieve%2Fpii%2FS2666634020300015%3Fshowall%3Dtrue
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adverse events 
outcomes results. 

Nojomi et al;164 
Preprint; 2020 

Patients severe 
COVID-19. 50 
assigned to 
Umifenovir 100mg 
two twice a day for 7 
to 14 days and 50 
assigned to 
Lopinavir-ritonavir 
400mg a day for 7 to 
14 days 

Mean age 56.4 ± 16.3, 
male 60%, 
hypertension 39%, 
diabetes 28%, asthma 
2%, CHD 9%, CKD 2% 

Hydroxychloroquine 
100% 

Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Yethindra et al;165 
Peer reviewed; 
2020 

Patients mild COVID-
19. 15 assigned to 
Umifenovir 200mg 
three times a day for 
1 to 5 days and 15 
assigned to SOC 

Mean age 35.5 ± 12.1, 
male 60% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Ghaderkhani S et 
al (Tehran 
University of 
Medical Sciences) 
trial;166 
Ghaderkhani et al; 
Preprint; 2020 

Patients mild to 
moderate COVID-19. 
28 assigned to 
Umifenovir 200mg 
three times a day for 
10 days and 25 
assigned to SOC 

Mean age 44.2 ± 19, 
male 39.6%,  

Hydroxychloroquine 
100%  

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Vitamin C 
Uncertainty in potential benefits and harms. Further research is needed. 

 

https://www.researchsquare.com/article/rs-78316/v1
https://pharmascope.org/ijrps/article/view/2839/6116
https://www.researchsquare.com/article/rs-91430/v1
https://www.researchsquare.com/article/rs-91430/v1
https://www.researchsquare.com/article/rs-91430/v1
https://www.researchsquare.com/article/rs-91430/v1
https://www.researchsquare.com/article/rs-91430/v1
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RCT 

Zhang et al;167 
Preprint; 2020 

Patients with severe 
COVID-19 infection. 
26 assigned to Vit C 
12gr twice a day for 7 
days and 28 assigned 
to SOC 

Mean age 67.4 ± 12.4, 
male 66.7%, 
hypertension 44.4%, 
diabetes 29.6%, 
chronic lung disease 
5.6%, CHD 22.2%, CKD 
1.85%, cancer 5.6%, 
nervous system 
disease 20.4% 

NR High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: Very 
Low certainty 
⨁◯◯◯ 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

Vitamin D 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

COVIDIOL trial; 
Entrenas Castillo 
et al;168 Peer 
reviewed; 2020 

Patients moderate to 
severe COVID-19. 50 
assigned to Vit D 
0.532 once followed 
by 0.266 twice and 
26 assigned to SOC 

Mean age 52.95 ± 10, 
male 59.2%, 
hypertension 34.2%, 
diabetes 10.5%, 
chronic lung disease 
7.9%, CHD 3.9%, 
immunosuppression 
9.2%, cancer %, 
obesity % 

Hydroxychloroquine 
100%, azithromycin 
100% 

High for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: Very 
Low certainty 
⨁◯◯◯ 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 

SHADE trial;169 
Rastogi et al; Peer 
reviewed; 2020 

Patients mild to 
moderate COVID-19. 
16 assigned to Vit D 

Mean age 48.7 ± 12.4, 
male 50%,  

NR High for mortality and 
mechanical ventilation; 
High for symptom 

https://www.researchsquare.com/article/rs-52778/v1
https://www.sciencedirect.com/science/article/pii/S0960076020302764?via%3Dihub
https://pmj.bmj.com/content/early/2020/11/12/postgradmedj-2020-139065


95 

 

 

60000 IU a day for 7 
days and 24 assigned 
to SOC 

resolution, infection 
and adverse events 
Notes: Non-blinded 
study. Concealment of 
allocation probably 
inappropriate. 

studies): No 
information 
 
Adverse events: 
Very Low certainty 
⨁◯◯◯ 

Murai et al;170 
Preprint; 2020 

Patients severe 
COVID-19. 117 
assigned to Vit D 
200,000 IU once and 
120 assigned to SOC 

Mean age 56.3 ± 14.6, 
male 56.3%, 
hypertension 52.5%, 
diabetes 35%, COPD 
%, asthma 6.3%, CHD 
13.3%, CKD 1%,  

NR Low for mortality and 
mechanical ventilation; 
Low for symptom 
resolution, infection 
and adverse events 
 

Zinc 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Hassan et al;171 
Preprint; 2020 

Patients mild to 
critical COVID-19. 49 
assigned to Zinc 
220mg twice a day 
and 56 assigned to 
SOC 

Mean age 45.9 ± 17.5, 
male 58.2%, 
hypertension 10.4%, 
diabetes 11.2%, COPD 
%, asthma %, CHD 3%, 
CKD %, 
cerebrovascular 
disease %, 
immunosuppresive 
therapy %, cancer %, 
obesity % 

Steroids %, 
remdesivir %, 
hydroxychloroquine 
%, lopinavir-ritonavir 
%, tocilizumab %, 
azithromycin %, 
convalescent plasma 
% 

High for mortality and 
mechanical ventilation; 
High for symptom 
resolution, infection 
and adverse events 
Notes: Concealment of 
allocation probably 
inappropriate. 

Mortality: No 
information 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

https://www.medrxiv.org/content/10.1101/2020.11.16.20232397v1
https://www.researchsquare.com/article/rs-107577/v1
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α-Lipoic acid 
Uncertainty in potential benefits and harms. Further research is needed. 

 

RCT 

Zhong et al;172 
Preprint; 2020 

Patients with critical 
COVID-19 infection. 8 
assigned to α-Lipoic 
acid 1200mg infusion 
once daily for 7 days 
and 9 assigned to 
SOC 

Median age 63 ± 7, 
male 76.5%, 
hypertension 47%, 
diabetes 23.5%, CHD 
5.9%,  

NR Low for mortality and 
invasive mechanical 
ventilation; High for 
symptom resolution, 
infection and adverse 
events 
 
Notes: Non-blinded 
study which might 
have introduced bias 
to symptoms and 
adverse events 
outcomes results. 

Mortality: Very Low 
certainty ⨁◯◯◯ 
 
Invasive mechanical 
ventilation: No 
information 
 
Symptom 
resolution or 
improvement: No 
information 
 
Symptomatic 
infection 
(prophylaxis 
studies): No 
information 
 
Adverse events: No 
information 

 
  

https://www.medrxiv.org/content/10.1101/2020.04.15.20066266v1


97 

 

 

Table 3. Risk of bias of included Randomized Controlled Trials
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Appendix 1. Summary of findings tables 
 
Summary of findings table 1.  
 
Population: Patients with severe COVID-19 disease 
Intervention: Steroids 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text 
summary 

Standard of 
care 

Steroids 

Mortality 
28 days 

Relative risk: 0.89 
(CI 95% 0.78 - 1.02) 

Based on data from 7885 
patients in 10 studies 

  

330 
per 1000 

294 
per 1000 

Moderate 
Due to serious imprecision1 

Steroids probably 
decreases mortality 

Difference: 36 fewer per 
1000 

(CI 95% 73 fewer - 7 more) 

Invasive 
mechanical 
ventilation 

28 days 

Relative risk: 0.84 
(CI 95% 0.67 - 1.04) 

Based on data from 5806 
patients in 4 studies 

Follow up 28 

116 
per 1000 

97 
per 1000 

Moderate 
Due to serious imprecision2 

Steroids probably 
decreases invasive 

mechanical ventilation 

Difference: 19 fewer per 
1000 

(CI 95% 38 fewer - 5 more) 

Symptom 
resolution or 
improvement 

28 days 

Relative risk: 1.49 
(CI 95% 1.22 - 1.84) 

Based on data from 510 
patients in 3 studies 

  

554 
per 1000 

825 
per 1000 

Moderate 
Due to serious risk of bias3 

Steroids probably 
increases symptom 

resolution or 
improvement Difference: 271 more per 

1000 
(CI 95% 122 more - 465 more) 

Severe adverse 
events 

28 days 

Relative risk: 0.89 
(CI 95% 0.68 - 1.17) 

Based on data from 833 
patients in 6 studies 

  

54 
per 1000 

48 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision4 

Steroids may have 
little or no difference 

on severe adverse 
events Difference: 6 fewer per 1000 

(CI 95% 17 fewer - 9 more) 

1.   Imprecision: Serious. 95%CI includes no mortality reduction; 
2.   Imprecision: Serious. 95%CI include no IVM reduction; 
3.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 
4.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 
patients; 
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Summary of findings table 2.  
 
Population: Patients with COVID-19 infection 
Intervention: Remdesivir 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text 
summary 

SOC Remdesivir 

Mortality 
28 days 

Relative risk: 0.94 
(CI 95% 0.82 - 1.08) 

Based on data from 7331 
patients in 4 studies 

Follow up Median 28 
days 

330 
per 1000 

310 
per 1000 

Low 
Due to serious imprecision, 
Due to serious risk of bias1 

Remdesivir may 
decrease mortality 

slightly 

Difference: 20 fewer per 
1000 

(CI 95% 59 fewer - 26 more) 

Invasive 
mechanical 
ventilation 

28 days 

Relative risk: 0.65 
(CI 95% 0.39 - 1.11) 

Based on data from 6551 
patients in 4 studies 

Follow up Median 28 
days 

116 
per 1000 

75 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision2 

Remdesivir may 
decrease invasive 

mechanical ventilation 
requirements 

Difference: 41 fewer per 
1000 

(CI 95% 71 fewer - 13 more) 

Symptom 
resolution or 
improvement 

28 days 

Relative risk: 1.17 
(CI 95% 1.03 - 1.33) 

Based on data from 1873 
patients in 3 studies 
Follow up 28 days 

554 
per 1000 

648 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision3 

Remdesivir may 
improve symptom 

resolution or 
improvement Difference: 94 more per 

1000 
(CI 95% 17 more - 183 more) 

Severe adverse 
events 

  

Relative risk: 0.8 
(CI 95% 0.48 - 1.33) 

Based on data from 1869 
patients in 3 studies 

  

54 
per 1000 

43 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision4 

Remdesivir may have 
little or no difference 

on severe adverse 
events Difference: 11 fewer per 

1000 
(CI 95% 28 fewer - 18 more) 

1.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95%CI includes 
significant mortality reduction and increase. 

2.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95% included 
significant invasive mechanical ventilation requirement reduction and absence of reduction. 

3.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95%CI includes 
significant benefits and absence of benefits; 
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4.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95%ci included 
significant severe adverse events increase. 

 

Summary of findings table 3.  
 
Population: Patients with COVID-19 infection or exposed to COVID-19 
Intervention: Hydroxychloroquine 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the Evidence 
(Quality of evidence) 

Plain text 
summary 

SOC HCQ 

Mortality 
15 days 

Relative risk: 1.08 
(CI 95% 0.99 - 1.19) 

Based on data from 7824 
patients in 6 studies 

Follow up Median 15 
days 

330 
per 1000 

356 
per 1000 

Moderate 
Due to serious risk of bias1 

HCQ probably 
increases mortality 

Difference: 26 more per 
1000 

(CI 95% 3 fewer - 63 more) 

Mechanical 
ventilation 

15 days 

Relative risk: 1.05 
(CI 95% 0.99 - 1.22) 

Based on data from 6607 
patients in 5 studies 

Follow up Median 15 
days 

116 
per 1000 

122 
per 1000 

Moderate 
Due to serious risk of bias2 

Hcq probably has little 
or no difference on 

mechanical ventilation 

Difference: 6 more per 
1000 

(CI 95% 1 fewer - 26 more) 

Symptom 
resolution or 
improvement 

28 days 

Relative risk: 1.05 
(CI 95% 0.9 - 1.22) 

Based on data from 5308 
patients in 3 studies 
Follow up 28 days 

554 
per 1000 

582 
per 1000 

Moderate 
Due to serious inconsistency3 

Hcq probably has little 
or no difference on 

symptom resolution or 
improvement Difference: 28 more per 

1000 
(CI 95% 55 fewer - 122 more) 

COVID-19 
infection (in 

exposed 
individuals) 

  

Relative risk: 0.91 
(CI 95% 0.74 - 1.12) 

Based on data from 5799 
patients in 6 studies 

  

174 
per 1000 

158 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision4 

Hcq may have little or 
no difference on covid-

19 infection (in 
exposed individuals) Difference: 16 fewer per 

1000 
(CI 95% 45 fewer - 21 more) 

Severe adverse 
events 

Relative risk: 1.1 
(CI 95% 0.77 - 1.57) 

54 
per 1000 

59 
per 1000 

Low 
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  Based on data from 3234 
patients in 5 studies 

  

Difference: 5 more per 
1000 

(CI 95% 12 fewer - 31 more) 

Due to serious risk of bias, 
Due to serious imprecision5 

Hcq may have little or 
no difference on severe 

adverse events 

1.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias. 

2.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias. 

3.   Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. I2 82%; 
Imprecision: No serious. Secondary to inconsistency. 

4.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95%CI includes no 
infection reduction. 

5.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 
patients   

 
 
Summary of findings table 4.  
 
Population: Patients with COVID-19 infection 
Intervention: Lopinavir-Ritonavir 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text summary 

SOC LPV 

Mortality 
28 days 

Relative risk: 1.02 
(CI 95% 0.92 - 1.12) 

Based on data from 8010 
patients in 3 studies 

Follow up Median 28 
days 

330 
per 1000 

337 
per 1000 

Moderate 
Due to serious imprecision1 

Lpv probably has little 
or no difference on 

mortality 

Difference: 7 more per 
1000 

(CI 95% 26 fewer - 40 more) 

Invasive 
mechanical 
ventilation 

28 days 

Relative risk: 1.07 
(CI 95% 0.98 - 1.17) 

Based on data from 7580 
patients in 3 studies 

Follow up Median 28 
days 

116 
per 1000 

124 
per 1000 

High 
  

Lpv does not reduce 
invasive mechanical 

ventilation 

Difference: 8 more per 
1000 

(CI 95% 2 fewer - 20 more) 

Relative risk: 1.03 
(CI 95% 0.92 - 1.15) 

554 
per 1000 

571 
per 1000 

Moderate 
Due to serious risk of bias2 

Lpv probably has little 
or no difference on 
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Symptom 
resolution or 
improvement 

28 days 

Based on data from 5239 
patients in 2 studies 
Follow up 28 days 

Difference: 17 more per 
1000 

(CI 95% 44 fewer - 83 more) 

symptom resolution or 
improvement 

Severe adverse 
events 

  

Relative risk: 0.6 
(CI 95% 0.37 - 0.98) 

Based on data from 199 
patients in 1 study 

  

54 
per 1000 

32 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision3 

Lpv may have little or 
no difference on severe 

adverse events 

Difference: 22 fewer per 
1000 

(CI 95% 34 fewer - 1 fewer) 

1.   Imprecision: Serious. 95%CI includes significant mortality reduction and increase. 
2.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: No serious. Secondary to 
inconsistency. 

3.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 
patients. 

  
 

 Summary of findings table 5.  
 
Population: Patients with COVID-19 infection 
Intervention: Convalescent plasma 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the Evidence 
(Quality of evidence) 

Plain text 
summary 

SOC CP 

Mortality 
28 days 

Relative risk: 0.87 
(CI 95% 0.54 - 1.17) 

Based on data from 1067 
patients in 5 studies 

Follow up Median 28 
days 

330 
per 1000 

287 
per 1000 

Very Low 
Due to serious imprecision, 
Due to serious risk of bias, 

Due to serious inconsistency1 

It is uncertain if CP 
reduces mortality 

Difference: 43 fewer per 
1000 

(CI 95% 152 fewer - 56 more) 

Mechanical 
ventilation 

28 days 

Relative risk: 0.78 
(CI 95% 0.51 - 1.17) 

Based on data from 545 
patients in 2 studies 

Follow up Median 28 
days 

116 
per 1000 

90 
per 1000 

Very Low 
Due to serious risk of bias, 

Due to very serious 
imprecision2 

We are uncertain 
whether CP increases 

or decreases 
mechanical ventilation Difference: 26 fewer per 

1000 
(CI 95% 57 fewer - 20 more) 

Relative risk: 1.03 
(CI 95% 0.89 - 1.2) 

554 
per 1000 

571 
per 1000 

Very Low We are uncertain 
whether CP increases 
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Symptom 
resolution or 
improvement 

28 days 

Based on data from 653 
patients in 3 studies 
Follow up 28 days 

Difference: 17 more per 
1000 

(CI 95% 61 fewer - 111 more) 

Due to serious risk of bias, 
Due to serious imprecision, 
Due to very serious risk of 

bias3 

or decreases symptom 
resolution or 
improvement 

Severe adverse 
events 

  

Relative risk: 1.26 
(CI 95% 0.83 - 1.9) 

Based on data from 81 
patients in 1 study 

  

54 
per 1000 

68 
per 1000 

Very Low 
Due to serious risk of bias, 
Due to serious imprecision, 

Due to very serious 
imprecision4 

We are uncertain 
whether cp increases 
or decreases severe 

adverse events Difference: 14 more per 
1000 

(CI 95% 9 fewer - 49 more) 

Severe adverse 
events 

  

Based on data from 20000 
patients in 1 study 

  

Observed risk of severe 
adverse events were: TRALI 
0.1%, TACO 0.1%, severe 

allergic reactions 0.1% 

Very Low 
Due to very serious risk of 

bias5 

We are uncertain 
whether lpv increases 
or decreases severe 

adverse events 

1.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. Point estimates 
vary widely; Imprecision: Serious. 95%CI includes significant mortality reduction and increase. 

2.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 
confidence intervals. 

3.   Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Inadequate concealment of allocation during 
randomization process, resulting in potential for selection bias; Imprecision: Serious. Low number of patients. 

4.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Low number 
of patients, Wide confidence intervals. 

5.   Risk of bias: Very Serious. Although adverse events were rare, we assume that some might have been missed and assumed as related 
to disease progression. RCT are needed to determine interventions safety. 

 
 
Summary of findings table 6.  

 
Population: Patients with COVID-19 infection 
Intervention: Tocilizumab 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text summary 

SOC TCZ 

Mortality 
28 days 

Relative risk: 1.08 
(CI 95% 0.79 - 1.48) 

330 
per 1000 

356 
per 1000 

Low 
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Based on data from 806 
patients in 3 studies 

Follow up Median 28 
days 

Difference: 26 more per 
1000 

(CI 95% 69 fewer - 158 more) 

Due to very serious 
imprecision1 

Tcz may have little or 
no difference on 

mortality 

Mechanical 
ventilation 

28 days 

Relative risk: 0.73 
(CI 95% 0.57 - 0.94) 

Based on data from 641 
patients in 3 studies 

Follow up Median 28 
days 

116 
per 1000 

85 
per 1000 

Low 
Due to very serious 

imprecision2 

Tcz probably decreases 
mechanical ventilation 

requirement 

Difference: 31 fewer per 
1000 

(CI 95% 50 fewer - 7 fewer) 

Symptom 
resolution or 
improvement 

28 days 

Relative risk: 1.04 
(CI 95% 0.96 - 1.12) 

Based on data from 433 
patients in 3 studies 
Follow up 28 days 

554 
per 1000 

576 
per 1000 

Moderate 
Due to very serious 

imprecision, Due to serious 
imprecision3 

Tcz probably has little 
or no difference on 

symptom resolution or 
improvement Difference: 22 more per 

1000 
(CI 95% 22 fewer - 66 more) 

Severe adverse 
events 

  

Relative risk: 0.87 
(CI 95% 0.72 - 1.05) 

Based on data from 873 
patients in 4 studies 

  

54 
per 1000 

47 
per 1000 

Moderate 
Due to serious imprecision4 

Tcz probably has little 
or no difference on 

severe adverse events 

Difference: 7 fewer per 
1000 

(CI 95% 15 fewer - 3 more) 

1.   Imprecision: Very Serious. 95%CI includes significant mortality reduction and increase. 
2.   Imprecision: Very Serious. 95% included significant and trivial reduction mechanical ventilation requirement reduction. 
3.   Imprecision: Serious. 95%CI includes significant benefits and absence of benefits. 
4.   Imprecision: Serious. 95%ci included significant severe adverse events increase.  
 
 

Summary of findings table 7.  
 
Population: Patients with COVID-19 infection 
Intervention: Anticoagulants 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text 
summary 

SOC ACO 

Mortality: 
Therapeutic dose 
(i.e enoxaparin 

1mg/kg every 12 

Relative risk: 2.02 
(CI 95% 0.7 - 5.8) 

Based on data from 2409 
patients in 5 studies 

  

330 
per 1000 

667 
per 1000 

Very Low 
Due to very serious risk of 
bias, Due to very serious 

imprecision2 

We are uncertain 
whether ACO in 
therapeutic dose 

increases or decreases 
mortality in 
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h) vs. 
prophylactic dose 

(i.e enoxaparin 
40mg a day)1 

28 days 

Difference: 337 more per 
1000 

(CI 95% 99 fewer - 770 more) 

comparison to ACO in 
prophylactic dose 

Mortality: 
Intermediate dose 

(i.e enoxaparin 
40mg every 12 h) 
vs. prophylactic 

dose (i.e 
enoxaparin 40mg 

a day)3 

28 days 

Relative risk: 0.29 
(CI 95% 0.13 - 0.64) 

Based on data from 843 
patients in 2 studies 

  

330 
per 1000 

96 
per 1000 

Very Low 
Due to very serious risk of 

bias4 

We are uncertain 
whether ACO 

intermediate dose 
increases or decreases 

mortality in 
comparison to ACO 
prophylactic dose 

Difference: 234 fewer per 
1000 

(CI 95% 287 fewer - 119 
fewer) 

1.   Therapeutic dose (i.e. enoxaparin 1mg/kg every 12 hours) vs. prophylactic dose (i.e. enoxaparin 40mg a day) 
2.   Risk of bias: Very Serious. Imprecision: Very Serious. 95%CI includes significant mortality reduction and increase. 
3.   Intermediate dose (i.e. enoxaparin 40mg every 12 hours) vs. prophylactic dose (i.e. enoxaparin 40mg a day) 
4.   Risk of bias: Very Serious. 
 

Summary of findings table 8.  
 

Population: Patients with COVID-19 infection 
Intervention: Non-steroids anti-inflammatory drugs 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text 
summary 

SOC NSAID 

Mortality 
28 days 

Odds Ratio: 0.83 
(CI 95% 0.66 - 1.05) 
Based on data from 

2465490 patients in 6 
studies 

  

330 
per 1000 

290 
per 1000 

Very Low 
Due to very serious risk of 

bias1 

We are uncertain 
whether NSAID 

increases or decreases 
mortality Difference: 40 fewer per 

1000 
(CI 95% 85 fewer - 11 more) 

1.   Risk of bias: Very Serious. 
 

 
Summary of findings table 9.  
 
Population: Patients with COVID-19 infection 
Intervention: Interferon Beta-1a 
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Comparator: Standard of care 
  
Population: Patients with COVID-19 infection 
Intervention: Interferon Beta-1a 
Comparator: Standard of care 
  

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
Evidence 

(Quality of evidence) 

Plain text summary 

SOC IFN 

Mortality 
28 days 

Relative risk: 1.07 
(CI 95% 0.9 - 1.26) 

Based on data from 4181 
patients in 2 studies 

Follow up Median 28 
days 

330 
per 1000 

353 
per 1000 

Moderate 
Due to serious imprecision1 

IFN probably has little 
or no difference on 

mortality 

Difference: 23 more per 
1000 

(CI 95% 33 fewer - 86 more) 

Mechanical 
ventilation 

28 days 

Relative risk: 0.98 
(CI 95% 0.83 - 1.17) 

Based on data from 3921 
patients in 2 studies 
Follow up 28 days 

116 
per 1000 

114 
per 1000 

Moderate 
Due to serious imprecision2 

IFN probably has little 
or no difference on 

mechanical ventilation 

Difference: 2 fewer per 
1000 

(CI 95% 20 fewer - 20 more) 

Symptom 
resolution or 
improvement 

28 days 

Hazard Ratio: 1.1 
(CI 95% 0.64 - 1.87) 

Based on data from 81 
patients in 1 study 
Follow up 28 days 

554 
per 1000 

589 
per 1000 

Very Low 
Due to serious risk of bias, 

Due to very serious 
imprecision3 

We are uncertain 
whether IFN increases 
or decreases symptom 

resolution or 
improvement 

Difference: 35 more per 
1000 

(CI 95% 150 fewer - 225 more) 

Symptom 
resolution or 
improvement 

(inhaled)4 

30 days 

Hazard Ratio: 2.19 
(CI 95% 1.03 - 4.69) 

Based on data from 81 
patients in 1 study 
Follow up 28 days 

554 
per 1000 

829 
per 1000 

Low 
Due to very serious 

imprecision4 

IFN (inhaled) may 
increase symptom 

resolution or 
improvement Difference: 275 more per 

1000 
(CI 95% 11 more - 423 more) 

1.   Imprecision: Serious. 95%CI includes significant mortality reduction and increase. 
2.   Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 95% included 
significant mechanical ventilation requirement reduction and increase. 

3.   Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Inadequate concealment of allocation during 
randomization process, resulting in potential for selection bias; Imprecision: Very Serious. 95%CI includes significant benefits and 
absence of benefits. 

4. Imprecision: Very Serious. 95%CI includes significant benefits and absence of benefits 
  



109 

 

 

References 
 

1. WHO. Off-label use of medicines for COVID-19. Scientific brief. March 31st, 2020. 
https://www.who.int/news-room/commentaries/detail/off-label-use-of-medicines-for-
covid-19] 

2. Methods for the special L·OVE of Coronavirus infection [Internet] Santiago: 
Epistemonikos Foundation [Accessed 2020 April 3]. Available from: 
https://app.iloveevidence.com/covid-19 

3. World Health Organization. R&D Blueprint novel Coronavirus. Outline of trial designs 
for experimental therapeutics. WHO reference number WHO/HEO/R&D Blueprint 
(nCoV)/2020.4. Available at: 
https://apps.who.int/iris/bitstream/handle/10665/330694/WHO-HEO-RDBlueprintnCoV-
2020.4-eng.pdf?ua=1 

4. Schünemann, Holger J., Carlos Cuello, Elie A. Akl, Reem A. Mustafa, Jörg J. Meerpohl, 
Kris Thayer, Rebecca L. Morgan, et al. 2019. “GRADE Guidelines: 18. How ROBINS-I 
and Other Tools to Assess Risk of Bias in Nonrandomized Studies Should Be Used to 
Rate the Certainty of a Body of Evidence.” Journal of Clinical Epidemiology 111 (July): 
105–14. https://doi.org/10.1016/j.jclinepi.2018.01.012. 

5. Chu, Derek K, Elie A Akl, Stephanie Duda, Karla Solo, Sally Yaacoub, Holger J 
Schünemann, Derek K Chu, et al. 2020. “Physical Distancing, Face Masks, and Eye 
Protection to Prevent Person-to-Person Transmission of SARS-CoV-2 and COVID-19: A 
Systematic Review and Meta-Analysis.” The Lancet, June, S0140673620311429. 
https://doi.org/10.1016/S0140-6736(20)31142-9. 

6. Sterne, Jonathan A C, Jelena Savović, Matthew J Page, Roy G Elbers, Natalie S 
Blencowe, Isabelle Boutron, Christopher J Cates, et al. 2019. “RoB 2: A Revised Tool for 
Assessing Risk of Bias in Randomised Trials.” BMJ, August, l4898. 
https://doi.org/10.1136/bmj.l4898. 

7. Cathrine Axfors, Andreas M Schmitt, Perrine Janiaud, Janneke van ’t Hooft, Sherief 
Abd-Elsalam, Ehab F Abdo, Benjamin S Abella, et al. 2020. “Mortality Outcomes with 
Hydroxychloroquine and Chloroquine in COVID-19: An International Collaborative 
Meta-Analysis of Randomized Trials.” MedRxiv. 
https://doi.org/10.1101/2020.09.16.20194571. 

8. Fontana, Pierre, Alessandro Casini, Helia Robert-Ebadi, Frederic Glauser, Marc Righini, 
and Marc Blondon. 2020. “Venous Thromboembolism in COVID-19: Systematic Review 
of Reported Risks and Current Guidelines.” Swiss Medical Weekly, June. 
https://doi.org/10.4414/smw.2020.20301. 

https://www.who.int/news-room/commentaries/detail/off-label-use-of-medicines-for-covid-19
https://www.who.int/news-room/commentaries/detail/off-label-use-of-medicines-for-covid-19
https://app.iloveevidence.com/covid-19
https://app.iloveevidence.com/covid-19
https://apps.who.int/iris/bitstream/handle/10665/330694/WHO-HEO-RDBlueprintnCoV-2020.4-eng.pdf?ua=1
https://apps.who.int/iris/bitstream/handle/10665/330694/WHO-HEO-RDBlueprintnCoV-2020.4-eng.pdf?ua=1
https://doi.org/10.1016/j.jclinepi.2018.01.012
https://doi.org/10.1016/j.jclinepi.2018.01.012
https://doi.org/10.1016/S0140-6736(20)31142-9
https://doi.org/10.1016/S0140-6736(20)31142-9
https://doi.org/10.1016/S0140-6736(20)31142-9
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1101/2020.09.16.20194571
https://doi.org/10.1101/2020.09.16.20194571
https://doi.org/10.1101/2020.09.16.20194571
https://doi.org/10.4414/smw.2020.20301
https://doi.org/10.4414/smw.2020.20301
https://doi.org/10.4414/smw.2020.20301


110 

 

 

9. Guidelines for Critical Care of Seriously Ill Adult Patients with Coronavirus (COVID-19) 
in the Americas (Short Version), 3 April 2020, 
https://iris.paho.org/handle/10665.2/52184 

10. Xiaolin Yuan, Wanrong Yi, Baoyi Liu, Simiao Tian, Fang Cao, Ruoyu Wang, Baiwen 
Qi, et al. 2020. “Pulmonary Radiological Change of COVID-19 Patients with 99mTc-
MDP Treatment.” MedRxiv. https://doi.org/10.1101/2020.04.07.20054767. 

11. Lemos, Anna Cristina Bertoldi, Douglas Alexandre do Espírito Santo, Maísa Cabetti 
Salvetti, Renato Noffs Gilio, Lucas Barbosa Agra, Antonio Pazin-Filho, and Carlos 
Henrique Miranda. 2020. “Therapeutic versus Prophylactic Anticoagulation for Severe 
COVID-19: A Randomized Phase II Clinical Trial (HESACOVID).” Thrombosis 
Research, September. https://doi.org/10.1016/j.thromres.2020.09.026. 

12. Tang, Ning, Huan Bai, Xing Chen, Jiale Gong, Dengju Li, and Ziyong Sun. 2020. 
“Anticoagulant Treatment Is Associated with Decreased Mortality in Severe Coronavirus 
Disease 2019 Patients with Coagulopathy.” Journal of Thrombosis and Haemostasis 18 
(5): 1094–99. https://doi.org/10.1111/jth.14817. 

13. Motta, Jishu K, Rahila O Ogunnaike, Rutvik Shah, Stephanie Stroever, Harold V Cedeno, 
Shyam K Thapa, John J Chronakos, Eric J Jimenez, Joann Petrini, and Abhijith Hegde. 
2020. “Clinical Outcomes With the Use of Prophylactic Versus Therapeutic 
Anticoagulation in COVID-19.” Preprint. Cardiovascular Medicine. 
https://doi.org/10.1101/2020.07.20.20147769. 

14. Ayerbe, Luis, Carlos Risco, and Salma Ayis. 2020. “The Association between Treatment 
with Heparin and Survival in Patients with Covid-19.” Journal of Thrombosis and 
Thrombolysis 50 (2): 298–301. https://doi.org/10.1007/s11239-020-02162-z. 

15. Stabile M, Aschieri D, Maestri C, Rosato L, Novara P, Lanati G, Dio M, et al. 2020. 
“Covid-19 and Low Molecular Weight Heparin Therapy: Retrospective Study of 257 
Patients.” ResearchSquare. https://doi.org/10.21203/rs.3.rs-57730/v1. 

16. Jonmarker Sandra, Jacob Hollenberg, Martin Dahlberg, Otto Stackelberg, Jacob Litorell, 
Åsa Everhov, Hans Järnbert-Pettersson, et al. 2020. “Dosing of Thromboprophylaxis and 
Mortality in Critically Ill COVID-19 Patients.” MedRxiv. 
https://doi.org/10.1101/2020.09.17.20195867. 

17. Patel Niti G, Ajay Bhasin, Joseph M Feinglass, Steven M Belknap, Michael P Angarone, 
Elaine R Cohen, and Jeffrey H Barsuk. 2020. “Clinical Outcomes of Hospitalized 
Patients with COVID-19 on Therapeutic Anticoagulants.” MedRxiv. 
https://doi.org/10.1101/2020.08.22.20179911. 

18. Schiavone M, Gasperetti A, Mancone M, Curnis A, Mascioli G, Mitacchione G, Busana 
M, et al. 2020. “Oral Anticoagulation and Clinical Outcomes in COVID-19: An Italian 
Multicenter Experience.” International Journal of Cardiology. 
https://doi.org/10.1016/j.ijcard.2020.09.001. 

https://iris.paho.org/handle/10665.2/52184
https://doi.org/10.1101/2020.04.07.20054767
https://doi.org/10.1101/2020.04.07.20054767
https://doi.org/10.1101/2020.04.07.20054767
https://doi.org/10.1101/2020.04.07.20054767
https://doi.org/10.1101/2020.04.07.20054767
https://doi.org/10.1111/jth.14817
https://doi.org/10.1111/jth.14817
https://doi.org/10.1111/jth.14817
https://doi.org/10.1111/jth.14817
https://doi.org/10.1111/jth.14817
https://doi.org/10.1111/jth.14817
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1101/2020.07.20.20147769
https://doi.org/10.1007/s11239-020-02162-z
https://doi.org/10.1007/s11239-020-02162-z
https://doi.org/10.1007/s11239-020-02162-z
https://doi.org/10.1007/s11239-020-02162-z
https://doi.org/10.1007/s11239-020-02162-z
https://doi.org/10.21203/rs.3.rs-57730/v1
https://doi.org/10.1101/2020.09.17.20195867
https://doi.org/10.1101/2020.08.22.20179911
https://doi.org/10.1016/j.ijcard.2020.09.001


111 

 

 

19. Musoke N, Lo KB, Albano J, Peterson E, Bhargav R, Gul F, DeJoy R, et al. 2020. 
“Anticoagulation and Bleeding Risk in Patients with COVID-19.” Thrombosis Research 
196: 227–30. https://doi.org/10.1016/j.thromres.2020.08.035. 

20. Hsu A, Liu Y, Zayac AS, Olszewski AJ, and Reagan JL. 2020. “Intensity of 
Anticoagulation and Survival in Patients Hospitalized with COVID-19 Pneumonia.” 
Thrombosis Research 196: 375–78. https://doi.org/10.1016/j.thromres.2020.09.030. 

21. Paolisso P, Bergamaschi L, D’Angelo EC, Donati F, Giannella M, Tedeschi S, Pascale R, 
et al. 2020. “Preliminary Experience With Low Molecular Weight Heparin Strategy in 
COVID-19 Patients.” Frontiers in Pharmacology 11: 1124. 
https://doi.org/10.3389/fphar.2020.01124. 

22. Ferguson, John, Stacy Volk, Thomas Vondracek, John Flanigan, and Andrew Chernaik. 
2020. “Empiric Therapeutic Anticoagulation and Mortality in Critically Ill Patients With 
Respiratory Failure From SARS‐CoV‐2: A Retrospective Cohort Study.” The Journal of 
Clinical Pharmacology 60 (11): 1411–15. https://doi.org/10.1002/jcph.1749. 

23. Trinh, Muoi, Daniel R Chang, Usha S Govindarajulu, Erica Kane, Valentin Fuster, Roopa 
Kohli-Seth, Sanam Ahmed, Matthew A Levin, and Martin D Chen. 2020. “Therapeutic 
Anticoagulation Is Associated with Decreased Mortality in Mechanically Ventilated 
COVID-19 Patients.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.05.30.20117929. 

24. Secco, Eleonora, Maria Cristina Pasqualetto, Tonino Bombardini, Eugenio Picano, and 
Fausto Rigo. 2020. “A Possible Benefit from Therapeutic Anticoagulation in COVID-19: 
The Dolo Hospital Experience in Veneto, Italy.” Kardiologia Polska, July. 
https://doi.org/10.33963/KP.15489. 

25. Gonzalez-Porras, Jose Ramon, Moncef Belhassen-Garcia, Amparo Lopez-Bernus, Luis 
Mario Vaquero-Roncero, Beatriz Rodriguez, Cristina Carbonell, Raul Azibeiro, et al. 
2020. “Low Molecular Weight Heparin in Adults Inpatient COVID-19.” SSRN 
Electronic Journal. https://doi.org/10.2139/ssrn.3586665. 

26. Nadkarni, Girish N., Anuradha Lala, Emilia Bagiella, Helena L. Chang, Pedro R. 
Moreno, Elisabet Pujadas, Varun Arvind, et al. 2020. “Anticoagulation, Bleeding, 
Mortality, and Pathology in Hospitalized Patients With COVID-19.” Journal of the 
American College of Cardiology 76 (16): 1815–26. 
https://doi.org/10.1016/j.jacc.2020.08.041. 

27. Riffat Mehboob, Fridoon Ahmad, Ahad Qayyum, Muhammad Asim Rana, Muhammad 
Akram Tariq, and Javed Akram. 2020. “Aprepitant as a Combinant with Dexamethasone 
Reduces the Inflammation via Neurokinin 1 Receptor Antagonism in Severe to Critical 
Covid-19 Patients and Potentiates Respiratory Recovery: A Novel Therapeutic 
Approach.” MedRxiv. https://doi.org/10.1101/2020.08.01.20166678. 

https://doi.org/10.1016/j.thromres.2020.08.035
https://doi.org/10.1016/j.thromres.2020.09.030
https://doi.org/10.3389/fphar.2020.01124
https://doi.org/10.1002/jcph.1749
https://doi.org/10.1101/2020.05.30.20117929
https://doi.org/10.1101/2020.05.30.20117929
https://doi.org/10.1101/2020.05.30.20117929
https://doi.org/10.1101/2020.05.30.20117929
https://doi.org/10.1101/2020.05.30.20117929
https://doi.org/10.33963/KP.15489
https://doi.org/10.2139/ssrn.3586665
https://doi.org/10.1016/j.jacc.2020.08.041
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678
https://doi.org/10.1101/2020.08.01.20166678


112 

 

 

28. Miller, Joseph, Charles Bruen, Michael Schnaus, Jeffrey Zhang, Sadia Ali, April Lind, 
Zachary Stoecker, Kenneth Stauderman, and Sudarshan Hebbar. 2020. “Auxora versus 
Standard of Care for the Treatment of Severe or Critical COVID-19 Pneumonia: Results 
from a Randomized Controlled Trial.” Critical Care 24 (1): 502. 
https://doi.org/10.1186/s13054-020-03220-x. 

29. Sekhavati, Ehsan, Fatemeh Jafari, SeyedAhmad SeyedAlinaghi, Saeidreza Jamali 
Moghadam Siahkali, Sara Sadr, Mohammad Tabarestani, Mohammad Pirhayati, et al. 
2020. “NSafety and Effectiveness of Azithromycin in Patients with COVID-19: An 
Open-Label Randomized Trial.” International Journal of Antimicrobial Agents, August, 
106143. https://doi.org/10.1016/j.ijantimicag.2020.106143. 

30. Guvenmez O, Keskin H, Ay B, Birinci S, and Kanca MF. 2020. “The Comparison of the 
Effectiveness of Lincocin® and Azitro® in the Treatment of Covid-19-Associated 
Pneumonia: A Prospective Study.” Journal of Population Therapeutics and Clinical 
Pharmacology = Journal de La Therapeutique Des Populations et de La Pharmacologie 
Clinique 27 (S Pt 1): e5–10. https://doi.org/10.15586/jptcp.v27iSP1.684. 

31. Furtado, Remo H M, Otavio Berwanger, Henrique A Fonseca, Thiago D Corrêa, 
Leonardo R Ferraz, Maura G Lapa, Fernando G Zampieri, et al. 2020. “Azithromycin in 
Addition to Standard of Care versus Standard of Care Alone in the Treatment of Patients 
Admitted to the Hospital with Severe COVID-19 in Brazil (COALITION II): A 
Randomised Clinical Trial.” The Lancet, September, S0140673620318626. 
https://doi.org/10.1016/S0140-6736(20)31862-6. 

32. Ren, Zhigang, Hong Luo, Zujiang Yu, Jingchao Song, Lan Liang, Ling Wang, Haiyu 
Wang, et al. 2020. “A Randomized, Open-Label, Controlled Clinical Trial of Azvudine 
Tablets in the Treatment of Mild and Common COVID-19, A Pilot Study.” Advanced 
Science n/a (n/a): 2001435. https://doi.org/10.1002/advs.202001435. 

33. Lou Y, Liu L, and Qiu Y. 2020. “Clinical Outcomes and Plasma Concentrations of 
Baloxavir Marboxil and Favipiravir in COVID-19 Patients: An Exploratory Randomized, 
Controlled Trial.” MedRxiv. https://doi.org/10.1101/2020.04.29.20085761. 

34. Chen, Peter, Ajay Nirula, Barry Heller, Robert L. Gottlieb, Joseph Boscia, Jason Morris, 
Gregory Huhn, et al. 2020. “SARS-CoV-2 Neutralizing Antibody LY-CoV555 in 
Outpatients with Covid-19.” New England Journal of Medicine, October, 
NEJMoa2029849. https://doi.org/10.1056/NEJMoa2029849. 

35. Padmanabhan, Usha, Sanjay Mukherjee, Rohidas Borse, Sameer Joshi, and Rajesh 
Deshmukh. 2020. “Phase II Clinical Trial for Evaluation of BCG as Potential Therapy for 
COVID-19.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.28.20221630. 

https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1186/s13054-020-03220-x
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.1016/j.ijantimicag.2020.106143
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.15586/jptcp.v27iSP1.684
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1016/S0140-6736(20)31862-6
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1002/advs.202001435
https://doi.org/10.1101/2020.04.29.20085761
https://doi.org/10.1101/2020.04.29.20085761
https://doi.org/10.1101/2020.04.29.20085761
https://doi.org/10.1101/2020.04.29.20085761
https://doi.org/10.1101/2020.04.29.20085761
https://doi.org/10.1101/2020.10.28.20221630
https://doi.org/10.1101/2020.10.28.20221630
https://doi.org/10.1101/2020.10.28.20221630


113 

 

 

36. Li, Ting, Laifang Sun, Wenwu Zhang, Chanfan Zheng, Chenchen Jiang, Mingjing Chen, 
Zhijuan Dai, Di Chen, Shihui Bao, and Xian Shen. 2020. “Bromhexine Hydrochloride 
Tablets for the Treatment of Moderate COVID‐19: An Open‐label Randomized 
Controlled Pilot Study.” Clinical and Translational Science, September, cts.12881. 
https://doi.org/10.1111/cts.12881. 

37. Ansarin, Khalil, Ramin Tolouian, Mohammadreza Ardalan, Ali Taghizadieh, Mojtaba 
Varshochi, Soheil Teimouri, Tahere Vaezi, et al. 2020. “Effect of Bromhexine on 
Clinical Outcomes and Mortality in COVID-19 Patients: A Randomized Clinical Trial.” 
BioImpacts 10 (4): 209–15. https://doi.org/10.34172/bi.2020.27. 

38. Leticia R. Cruz, Idania Baladron, Aliusha Rittoles, Pablo A. Diaz, Carmen Valenzuela, 
Raul Santana, Maria M. Vazquez, et al. 2020. “Treatment with an Anti-CK2 Synthetic 
Peptide Improves Clinical Response in Covid-19 Patients with Pneumonia. A 
Randomized and Controlled Clinical Trial.” MedRxiv. 
https://doi.org/10.1101/2020.09.03.20187112. 

39. Altay, Ozlem, Hong Yang, Mehtap Aydin, Gizem Alkurt, Nilsun Altunal, Woonghee 
Kim, Dogukan Akyol, et al. 2020. “Combined Metabolic Cofactor Supplementation 
Accelerates Recovery in Mild-to-Moderate COVID-19.” Preprint. Infectious Diseases 
(except HIV/AIDS). https://doi.org/10.1101/2020.10.02.20202614. 

40. Deftereos, Spyridon G., Georgios Giannopoulos, Dimitrios A. Vrachatis, Gerasimos D. 
Siasos, Sotiria G. Giotaki, Panagiotis Gargalianos, Simeon Metallidis, et al. 2020. “Effect 
of Colchicine vs Standard Care on Cardiac and Inflammatory Biomarkers and Clinical 
Outcomes in Patients Hospitalized With Coronavirus Disease 2019: The GRECCO-19 
Randomized Clinical Trial.” JAMA Network Open 3 (6): e2013136–e2013136. 
https://doi.org/10.1001/jamanetworkopen.2020.13136. 

41. Lopes, Maria Isabel F, Leticia P Bonjorno, Marcela C Giannini, Natalia B Amaral, Maira 
N Benatti, Uebe C Rezek, Laerte L Emrich-Filho, et al. 2020. “Beneficial Effects of 
Colchicine for Moderate to Severe COVID-19: An Interim Analysis of a Randomized, 
Double-Blinded, Placebo Controlled Clinical Trial.” Preprint. Infectious Diseases (except 
HIV/AIDS). https://doi.org/10.1101/2020.08.06.20169573. 

42. Salehzadeh, Farhad, Farhad Pourfarzi, and Sobhan Ataei. 2020. “The Impact of 
Colchicine on The COVID-19 Patients; A Clinical Trial Study.” Preprint. In Review. 
https://doi.org/10.21203/rs.3.rs-69374/v1. 

43. Scarsi, Mirko, Silvia Piantoni, Enrico Colombo, Paolo Airó, Donata Richini, Marco 
Miclini, Valeria Bertasi, et al. 2020. “Association between Treatment with Colchicine 
and Improved Survival in a Single-Centre Cohort of Adult Hospitalised Patients with 
COVID-19 Pneumonia and Acute Respiratory Distress Syndrome.” Annals of the 
Rheumatic Diseases, July, annrheumdis-2020-217712. 
https://doi.org/10.1136/annrheumdis-2020-217712. 

https://doi.org/10.1111/cts.12881
https://doi.org/10.1111/cts.12881
https://doi.org/10.1111/cts.12881
https://doi.org/10.1111/cts.12881
https://doi.org/10.1111/cts.12881
https://doi.org/10.1111/cts.12881
https://doi.org/10.1101/2020.09.03.20187112
https://doi.org/10.1101/2020.09.03.20187112
https://doi.org/10.1101/2020.09.03.20187112
https://doi.org/10.1101/2020.09.03.20187112
https://doi.org/10.1101/2020.09.03.20187112
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1001/jamanetworkopen.2020.13136
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1101/2020.08.06.20169573
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712
https://doi.org/10.1136/annrheumdis-2020-217712


114 

 

 

44. Brunetti L, Diawara O, Tsai A, Firestein BL, Nahass RG, Poiani G, and Schlesinger N. 
2020. “Colchicine to Weather the Cytokine Storm in Hospitalized Patients with COVID-
19.” Journal of Clinical Medicine 9 (9). https://doi.org/10.3390/jcm9092961. 

45. Li L, Zhang W, Hu Y, Tong X, Zheng S, Yang J, Kong Y, et al. 2020. “Effect of 
Convalescent Plasma Therapy on Time to Clinical Improvement in Patients With Severe 
and Life-Threatening COVID-19: A Randomized Clinical Trial.” JAMA. 
https://doi.org/10.1001/jama.2020.10044. 

46. Arvind Gharbharan, Carlijn C.E. Jordans, Corine GeurtsvanKessel, Jan G. den Hollander, 
Faiz Karim, Femke P.N. Mollema, Janneke E. Stalenhoef, et al. 2020. “Convalescent 
Plasma for COVID-19. A Randomized Clinical Trial.” MedRxiv. 
https://doi.org/10.1101/2020.07.01.20139857. 

47. Avendano-Sola, Cristina, Antonio Ramos-Martinez, Elena Munez-Rubio, Belen Ruiz-
Antoran, Rosa Malo de Molina, Ferran Torres, Ana Fernandez-Cruz, et al. 2020. 
“Convalescent Plasma for COVID-19: A Multicenter, Randomized Clinical Trial.” 
Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.08.26.20182444. 

48. Agarwal, Anup, Aparna Mukherjee, Gunjan Kumar, Pranab Chatterjee, Tarun Bhatnagar, 
Pankaj Malhotra, B Latha, et al. 2020. “Convalescent Plasma in the Management of 
Moderate COVID-19 in India: An Open-Label Parallel-Arm Phase II Multicentre 
Randomized Controlled Trial (PLACID Trial).” Preprint. Infectious Diseases (except 
HIV/AIDS). https://doi.org/10.1101/2020.09.03.20187252. 

49. Simonovich, Ventura A., Leandro D. Burgos Pratx, Paula Scibona, María V. Beruto, 
Marcelo G. Vallone, Carolina Vázquez, Nadia Savoy, et al. 2020. “A Randomized Trial 
of Convalescent Plasma in Covid-19 Severe Pneumonia.” New England Journal of 
Medicine, November, NEJMoa2031304. https://doi.org/10.1056/NEJMoa2031304. 

50. Bajpai, Meenu, Suresh kumar, Ashish Maheshwari, Karan Chabra, Pratibha Kale, Amita 
Gupta, ashad Narayanan, et al. 2020. “Efficacy of Convalescent Plasma Therapy 
Compared to Fresh Frozen Plasma in Severely Ill COVID-19 Patients: A Pilot 
Randomized Controlled Trial.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.25.20219337. 

51. AlQahtani, Manaf, Abdulkarim Abdulrahman, Abdulrahman AlMadani, Salman Yousif 
AlAli, Alaa Mahmood Al Zamrooni, Amal Hejab, Pearl Wasif, et al. 2020. “Randomized 
Controlled Trial of Convalescent Plasma Therapy against Standard Therapy in Patients 
with Severe COVID-19 Disease.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.11.02.20224303. 

52. Romina Libster, Gonzalo Perez Marc, Diego Wappner, Silvina Coviello, Alejandra 
Bianchi, Virginia Braem, Ignacio Esteban, et al. 2020. “Prevention of Severe COVID-19 

https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1001/jama.2020.10044
https://doi.org/10.1101/2020.07.01.20139857
https://doi.org/10.1101/2020.07.01.20139857
https://doi.org/10.1101/2020.07.01.20139857
https://doi.org/10.1101/2020.07.01.20139857
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.08.26.20182444
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1101/2020.09.03.20187252
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1056/NEJMoa2031304
https://doi.org/10.1101/2020.10.25.20219337
https://doi.org/10.1101/2020.11.02.20224303
https://doi.org/10.1101/2020.11.02.20224303
https://doi.org/10.1101/2020.11.02.20224303
https://doi.org/10.1101/2020.11.20.20234013
https://doi.org/10.1101/2020.11.20.20234013


115 

 

 

in the Elderly by Early High-Titer Plasma.” MedRxiv. 
https://doi.org/10.1101/2020.11.20.20234013. 

53. María Elvira Balcells, Luis Rojas, Nicole Le Corre, Constanza Martínez-Valdebenito, 
María Elena Ceballos, Marcela Ferrés, Mayling Chang, et al. 2020. “Early Anti-SARS-
CoV-2 Convalescent Plasma in Patients Admitted for COVID-19: A Randomized Phase 
II Clinical Trial.” MedRxiv. https://doi.org/10.1101/2020.09.17.20196212. 

54. Joyner MJ, Bruno KA, Klassen SA, Kunze KL, Johnson PW, Lesser ER, Wiggins CC, et 
al. 2020. “Safety Update: COVID-19 Convalescent Plasma in 20,000 Hospitalized 
Patients.” Mayo Clinic Proceedings 95 (9): 1888–97. 
https://doi.org/10.1016/j.mayocp.2020.06.028. 

55. Chen J, Xia L, Liu L, Xu Q, Ling Y, Huang D, Huang W, et al. 2020. “Antiviral Activity 
and Safety of Darunavir/Cobicistat for the Treatment of COVID-19.” Open Forum 
Infectious Diseases 7 (7): ofaa241. https://doi.org/10.1093/ofid/ofaa241. 

56. Cadegiani, Flávio Adsuara, John McCoy, Carlos Gustavo Wambier, and Andy Goren. 
2020. “5-Alpha-Reductase Inhibitors Reduce Remission Time of COVID-19: Results 
From a Randomized Double Blind Placebo Controlled Interventional Trial in 130 SARS-
CoV-2 Positive Men.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.11.16.20232512. 

57. Delgado-Enciso, Ivan, Juan Paz-Garcia, Carlos E Barajas-Saucedo, Karen A Mokay-
Ramírez, Carmen Meza-Robles, Rodrigo Lopez-Flores, Marina Delgado-Machuca, et al. 
2020. “Patient-Reported Health Outcomes After Treatment of COVID-19 with Nebulized 
and/or Intravenous Neutral Electrolyzed Saline Combined with Usual Medical Care 
Versus Usual Medical Care Alone: A Randomized, Open-Label, Controlled Trial.” 
Preprint. In Review. https://doi.org/10.21203/rs.3.rs-68403/v1. 

58. Mather JF, Seip RL, and McKay RG. 2020. “Impact of Famotidine Use on Clinical 
Outcomes of Hospitalized Patients With COVID-19.” The American Journal of 
Gastroenterology. https://doi.org/10.14309/ajg.0000000000000832. 

59. Shoaibi, Azza, Stephen Fortin, Rachel Weinstein, Jesse Berlin, and Patrick Ryan. 2020. 
“Comparative Effectiveness of Famotidine in Hospitalized COVID-19 Patients.” 
Preprint. Gastroenterology. https://doi.org/10.1101/2020.09.23.20199463. 

60. Yeramaneni, Samrat, Pratik Doshi, Kenneth Sands, Mandelin Cooper, Dax Kurbegov, 
and Gregg Fromell. 2020. “Famotidine Use Is Not Associated With 30-Day Mortality: A 
Coarsened Exact Match Study in 7158 Hospitalized Patients With Coronavirus Disease 
2019 From a Large Healthcare System.” Gastroenterology, October, 
S0016508520352495. https://doi.org/10.1053/j.gastro.2020.10.011. 

https://doi.org/10.1101/2020.11.20.20234013
https://doi.org/10.1101/2020.11.20.20234013
https://doi.org/10.1101/2020.11.20.20234013
https://doi.org/10.1101/2020.09.17.20196212
https://doi.org/10.1101/2020.09.17.20196212
https://doi.org/10.1101/2020.09.17.20196212
https://doi.org/10.1101/2020.09.17.20196212
https://doi.org/10.1101/2020.09.17.20196212
https://doi.org/10.1016/j.mayocp.2020.06.028
https://doi.org/10.1016/j.mayocp.2020.06.028
https://doi.org/10.1016/j.mayocp.2020.06.028
https://doi.org/10.1093/ofid/ofaa241
https://doi.org/10.1093/ofid/ofaa241
https://doi.org/10.1093/ofid/ofaa241
https://doi.org/10.1093/ofid/ofaa241
https://doi.org/10.1093/ofid/ofaa241
https://doi.org/10.1101/2020.11.16.20232512
https://doi.org/10.1101/2020.11.16.20232512
https://doi.org/10.1101/2020.11.16.20232512
https://doi.org/10.1101/2020.11.16.20232512
https://doi.org/10.1101/2020.11.16.20232512
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.21203/rs.3.rs-68403/v1
https://doi.org/10.14309/ajg.0000000000000832
https://doi.org/10.1101/2020.09.23.20199463
https://doi.org/10.1101/2020.09.23.20199463
https://doi.org/10.1101/2020.09.23.20199463
https://doi.org/10.1101/2020.09.23.20199463
https://doi.org/10.1053/j.gastro.2020.10.011
https://doi.org/10.1053/j.gastro.2020.10.011
https://doi.org/10.1053/j.gastro.2020.10.011
https://doi.org/10.1053/j.gastro.2020.10.011
https://doi.org/10.1053/j.gastro.2020.10.011
https://doi.org/10.1053/j.gastro.2020.10.011


116 

 

 

61. Chen C, Huang J, Cheng Z, Wu J, Chen S, Zhang Y, Chen C, et al. 2020. “Favipiravir 
versus Arbidol for COVID-19: A Randomized Clinical Trial.” MedRxiv. 
https://doi.org/10.1101/2020.03.17.20037432. 

62. Andrey A. Ivashchenko, Kirill A. Dmitriev, Natalia V. Vostokova, Valeria N. Azarova, 
Andrew A. Blinow, Alina N. Egorova, Ivan G. Gordeev, et al. 2020. “Interim Results of a 
Phase II/III Multicenter Randomized Clinical Trial of AVIFAVIR in Hospitalized 
Patients with COVID-19.” MedRxiv. https://doi.org/10.1101/2020.07.26.20154724. 

63. Doi, Yohei, Masaya Hibino, Ryota Hase, Michiko Yamamoto, Yu Kasamatsu, Masahiro 
Hirose, Yoshikazu Mutoh, et al. 2020. “A Prospective, Randomized, Open-Label Trial of 
Early versus Late Favipiravir in Hospitalized Patients with COVID-19.” Antimicrobial 
Agents and Chemotherapy, AAC.01897-20. https://doi.org/10.1128/AAC.01897-20. 

64. Dabbous, Hany M, Manal H. El-Sayed, Gihan El Assal, Hesham Elghazaly, Fatma FS 
Ebeid, Ahmed F. Sherief, Maha Elgaafary, et al. 2020. “A Randomized Controlled Study 
Of Favipiravir Vs Hydroxychloroquine In COVID-19 Management: What Have We 
Learned So Far?” Preprint. In Review. https://doi.org/10.21203/rs.3.rs-83677/v1. 

65. Zhao, Hong, Qi Zhu, Chi Zhang, Jiawen Li, Ming Wei, Yuhong Qin, Guilin Chen, et al. 
2020. “Tocilizumab Combined with Favipiravir in the Treatment of COVID-19: A 
Multicenter Trial in a Small Sample Size.” Biomedicine & Pharmacotherapy, September, 
110825. https://doi.org/10.1016/j.biopha.2020.110825. 

66. Khamis, Faryal, Hanan Al Naabi, Adil Al Lawati, Zaiyana Ambusaidi, Mariam Al Sharji, 
Umkulthum Al Barwani, Nenad Pandak, Zakariya Al Balushi, Maher Al Bahrani, and 
Ibrahim Al-Zakwani. 2020. “Randomized Controlled Open Label Trial on the Use of 
Favipiravir Combined with Inhaled Interferon Beta-1b in Hospitalized Patients with 
Moderate to Severe COVID-19 Pneumonia.” International Journal of Infectious Diseases, 
November, S1201971220323195. https://doi.org/10.1016/j.ijid.2020.11.008. 

67. Ruzhentsova, Tatiana, Pavel Chukhliaev, Daria Khavkina, Alexander Garbuzov, Rodion 
Oseshnyuk, Tatyana Soluyanova, Irina Shestakova, et al. 2020. “Phase 3 Trial of 
Coronavir (Favipiravir) in Patients with Mild to Moderate COVID-19.” SSRN Electronic 
Journal. https://doi.org/10.2139/ssrn.3696907. 

68. Udwadia, Zarir F., Pawan Singh, Hanmant Barkate, Saiprasad Patil, Shabbir Rangwala, 
Amol Pendse, Jatin Kadam, Wen Wu, Cynthia F. Caracta, and Monika Tandon. 2020. 
“Efficacy and Safety of Favipiravir, an Oral RNA-Dependent RNA Polymerase Inhibitor, 
in Mild-to-Moderate COVID-19: A Randomized, Comparative, Open-Label, Multicenter, 

https://doi.org/10.1101/2020.03.17.20037432
https://doi.org/10.1101/2020.03.17.20037432
https://doi.org/10.1101/2020.03.17.20037432
https://doi.org/10.1101/2020.03.17.20037432
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1101/2020.07.26.20154724
https://doi.org/10.1128/AAC.01897-20
https://doi.org/10.1128/AAC.01897-20
https://doi.org/10.21203/rs.3.rs-83677/v1
https://doi.org/10.1016/j.biopha.2020.110825
https://doi.org/10.1016/j.ijid.2020.11.008
https://doi.org/10.1016/j.ijid.2020.11.008
https://doi.org/10.2139/ssrn.3696907
https://doi.org/10.2139/ssrn.3696907
https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1016/j.ijid.2020.11.142


117 

 

 

Phase 3 Clinical Trial.” International Journal of Infectious Diseases. 
https://doi.org/10.1016/j.ijid.2020.11.142. 

69. Davoodi L, Abedi SM, Salehifar E, Alizadeh-Navai R, Rouhanizadeh H, Khorasani G, 
and Hosseinimehr SJ. 2020. “Febuxostat Therapy in Outpatients with Suspected COVID-
19: A Clinical Trial.” International Journal of Clinical Practice, e13600. 
https://doi.org/10.1111/ijcp.13600. 

70. Lenze, Eric J., Caline Mattar, Charles F. Zorumski, Angela Stevens, Julie Schweiger, 
Ginger E. Nicol, J. Philip Miller, et al. 2020. “Fluvoxamine vs Placebo and Clinical 
Deterioration in Outpatients With Symptomatic COVID-19: A Randomized Clinical 
Trial.” JAMA, November. https://doi.org/10.1001/jama.2020.22760. 

71. Borba MGS, Val FFA, Sampaio VS, Alexandre MAA, Melo GC, Brito M, Mourão MPG, 
et al. 2020. “Effect of High vs Low Doses of Chloroquine Diphosphate as Adjunctive 
Therapy for Patients Hospitalized With Severe Acute Respiratory Syndrome Coronavirus 
2 (SARS-CoV-2) Infection: A Randomized Clinical Trial.” JAMA Network Open 3 
(4.23): e208857. https://doi.org/10.1001/jamanetworkopen.2020.8857. 

72. Huang M, Tang T, Pang P, Li M, Ma R, Lu J, Shu J, et al. 2020. “Treating COVID-19 
with Chloroquine.” Journal of Molecular Cell Biology 12 (4): 322–25. 
https://doi.org/10.1093/jmcb/mjaa014. 

73. The RECOVERY Collaborative Group. 2020. “Effect of Hydroxychloroquine in 
Hospitalized Patients with Covid-19.” New England Journal of Medicine, October, 
NEJMoa2022926. https://doi.org/10.1056/NEJMoa2022926. 

74. Oriol Mitja, Maria Ubals, Marc Corbacho, Andrea Alemany, Clara Suner, Cristian Tebe, 
Aurelio Tobias, et al. 2020. “A Cluster-Randomized Trial of Hydroxychloroquine as 
Prevention of Covid-19 Transmission and Disease.” MedRxiv. 
https://doi.org/10.1101/2020.07.20.20157651. 

75. Boulware, David R., Matthew F. Pullen, Ananta S. Bangdiwala, Katelyn A. Pastick, 
Sarah M. Lofgren, Elizabeth C. Okafor, Caleb P. Skipper, et al. 2020. “A Randomized 
Trial of Hydroxychloroquine as Postexposure Prophylaxis for Covid-19.” New England 
Journal of Medicine. https://doi.org/10.1056/NEJMoa2016638. 

76. Cavalcanti, Alexandre B., Fernando G. Zampieri, Regis G. Rosa, Luciano C.P. Azevedo, 
Viviane C. Veiga, Alvaro Avezum, Lucas P. Damiani, et al. 2020. “Hydroxychloroquine 
with or without Azithromycin in Mild-to-Moderate Covid-19.” New England Journal of 
Medicine. https://doi.org/10.1056/NEJMoa2019014. 

77. sultan mehmood kamran, Zill e Humayun Mirza, Arshad Naseem, Farrukh Saeed, 
Rizwan Azam, Naqeeb Ullah, Wazir Ahmad, and Salman Saleem. 2020. “Clearing the 

https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1016/j.ijid.2020.11.142
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1111/ijcp.13600
https://doi.org/10.1001/jama.2020.22760
https://doi.org/10.1001/jama.2020.22760
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1001/jamanetworkopen.2020.8857
https://doi.org/10.1093/jmcb/mjaa014
https://doi.org/10.1093/jmcb/mjaa014
https://doi.org/10.1093/jmcb/mjaa014
https://doi.org/10.1093/jmcb/mjaa014
https://doi.org/10.1056/NEJMoa2022926
https://doi.org/10.1056/NEJMoa2022926
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1101/2020.07.20.20157651
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2016638
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1056/NEJMoa2019014
https://doi.org/10.1101/2020.07.30.20165365
https://doi.org/10.1101/2020.07.30.20165365


118 

 

 

Fog: Is HCQ Effective in Reducing COVID-19 Progression: A Randomized Controlled 
Trial.” MedRxiv. https://doi.org/10.1101/2020.07.30.20165365. 

78. Skipper CP, Pastick KA, Engen NW, Bangdiwala AS, Abassi M, Lofgren SM, Williams 
DA, et al. 2020. “Hydroxychloroquine in Nonhospitalized Adults With Early COVID-19: 
A Randomized Trial.” Annals of Internal Medicine. https://doi.org/10.7326/M20-4207. 

79. Mitjà O, Corbacho-Monné M, Ubals M, Tebe C, Peñafiel J, Tobias A, Ballana E, et al. 
2020. “Hydroxychloroquine for Early Treatment of Adults with Mild Covid-19: A 
Randomized-Controlled Trial.” Clinical Infectious Diseases: An Official Publication of the 
Infectious Diseases Society of America. https://doi.org/10.1093/cid/ciaa1009. 

80. Tang W, Cao Z, Han M, Wang Z, Chen J, Sun W, Wu Y, et al. 2020. 
“Hydroxychloroquine in Patients with Mainly Mild to Moderate Coronavirus Disease 
2019: Open Label, Randomised Controlled Trial.” BMJ (Clinical Research Ed.) 369: 
m1849. https://doi.org/10.1136/bmj.m1849. 

81. Chen, Zhaowei, Jijia Hu, Zongwei Zhang, Shan Shan Jiang, Shoumeng Han, Dandan 
Yan, Ruhong Zhuang, Ben Hu, and Zhan Zhang. 2020. “Efficacy of Hydroxychloroquine 
in Patients with COVID-19: Results of a Randomized Clinical Trial.” MedRxiv, 
2020.03.22.20040758. https://doi.org/10.1101/2020.03.22.20040758. 

82. Lan Chen, Zhen-yu Zhang, Jian-guo Fu, Zhi-peng Feng, Su-Zhen Zhang, Qiu-Ying Han, 
Xiao-bin Zhang, et al. 2020. “Efficacy and Safety of Chloroquine or Hydroxychloroquine 
in Moderate Type of COVID-19: A Prospective Open-Label Randomized Controlled 
Study.” MedRxiv. https://doi.org/10.1101/2020.06.19.20136093. 

83. Cheng-Pin Chen, Yi-Chun Lin, Tsung-Chia Chen, Ting-Yu Tseng, Hon-Lai Wong, 
Cheng-Yu Kuo, Wu-Pu Lin, et al. 2020. “A Multicenter, Randomized, Open-Label, 
Controlled Trial to Evaluate the Efficacy and Tolerability of Hydroxychloroquine and a 
Retrospective Study in Adult Patients with Mild to Moderate Coronavirus Disease 2019 
(COVID-19).” MedRxiv. https://doi.org/10.1101/2020.07.08.20148841. 

84. Chen J, Liu D, Liu L, Liu P, Xu Q, Xia L, Ling Y, et al. 2020. “A Pilot Study of 
Hydroxychloroquine in Treatment of Patients with Moderate COVID-19.” 
浙江大学学报（医学版）(Journal of Zhejiang University. Medical Sciences) 49 (2): 
215–19. https://doi.org/10.3785/j.issn.1008-9292.2020.03.03. 

85. Abd-Elsalam, Sherief, Eslam Saber Esmail, Mai Khalaf, Ehab Fawzy Abdo, Mohammed 
A. Medhat, Mohamed Samir Abd El Ghafar, Ossama Ashraf Ahmed, Shaimaa Soliman, 
Ghada N. Serangawy, and Mohamed Alboraie. 2020. “Hydroxychloroquine in the 
Treatment of COVID-19: A Multicenter Randomized Controlled Study.” The American 
Journal of Tropical Medicine and Hygiene, August. https://doi.org/10.4269/ajtmh.20-
0873. 

86. Rajasingham, Radha, Ananta S Bangdiwala, Melanie R Nicol, Caleb P Skipper, Katelyn 
A Pastick, Margaret L Axelrod, Matthew F Pullen, et al. 2020. “Hydroxychloroquine as 

https://doi.org/10.1101/2020.07.30.20165365
https://doi.org/10.1101/2020.07.30.20165365
https://doi.org/10.1101/2020.07.30.20165365
https://doi.org/10.1101/2020.07.30.20165365
https://doi.org/10.7326/M20-4207
https://doi.org/10.7326/M20-4207
https://doi.org/10.7326/M20-4207
https://doi.org/10.7326/M20-4207
https://doi.org/10.7326/M20-4207
https://paho.sharepoint.com/sites/PUB/PUB/00_PUBLISHING/ELISA/Publications/Coronavirus/Ludovic/Ongoing%20Therapeutics/Mitj%C3%A0%20O,%20Corbacho-Monn%C3%A9%20M,%20Ubals%20M,%20Tebe%20C,%20Pe%C3%B1afiel%20J,%20Tobias%20A,%20Ballana%20E,%20et%20al.%202020.
https://paho.sharepoint.com/sites/PUB/PUB/00_PUBLISHING/ELISA/Publications/Coronavirus/Ludovic/Ongoing%20Therapeutics/Mitj%C3%A0%20O,%20Corbacho-Monn%C3%A9%20M,%20Ubals%20M,%20Tebe%20C,%20Pe%C3%B1afiel%20J,%20Tobias%20A,%20Ballana%20E,%20et%20al.%202020.
https://paho.sharepoint.com/sites/PUB/PUB/00_PUBLISHING/ELISA/Publications/Coronavirus/Ludovic/Ongoing%20Therapeutics/Mitj%C3%A0%20O,%20Corbacho-Monn%C3%A9%20M,%20Ubals%20M,%20Tebe%20C,%20Pe%C3%B1afiel%20J,%20Tobias%20A,%20Ballana%20E,%20et%20al.%202020.
https://paho.sharepoint.com/sites/PUB/PUB/00_PUBLISHING/ELISA/Publications/Coronavirus/Ludovic/Ongoing%20Therapeutics/Mitj%C3%A0%20O,%20Corbacho-Monn%C3%A9%20M,%20Ubals%20M,%20Tebe%20C,%20Pe%C3%B1afiel%20J,%20Tobias%20A,%20Ballana%20E,%20et%20al.%202020.
https://doi.org/10.1093/cid/ciaa1009
https://doi.org/10.1093/cid/ciaa1009
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1136/bmj.m1849
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.03.22.20040758
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.06.19.20136093
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.1101/2020.07.08.20148841
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.3785/j.issn.1008-9292.2020.03.03
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873
https://doi.org/10.4269/ajtmh.20-0873


119 

 

 

Pre-Exposure Prophylaxis for COVID-19 in Healthcare Workers: A Randomized Trial.” 
Clinical Infectious Diseases, October, ciaa1571. https://doi.org/10.1093/cid/ciaa1571. 

87. Ulrich, Robert J, Andrea B Troxel, Ellie Carmody, Jaishvi Eapen, Martin Bäcker, Jack A 
DeHovitz, Prithiv J Prasad, et al. 2020. “Treating Covid-19 With Hydroxychloroquine 
(TEACH): A Multicenter, Double-Blind, Randomized Controlled Trial in Hospitalized 
Patients.” Open Forum Infectious Diseases, September, ofaa446. 
https://doi.org/10.1093/ofid/ofaa446. 

88. Grau-Pujol, Berta, Daniel Camprubí, Helena Marti-Soler, Marc Fernández-Pardos, Clara 
Carreras-Abad, Maria Velasco de Andrés, Elisabet Ferrer, et al. 2020. “Pre-Exposure 
Prophylaxis with Hydroxychloroquine for COVID-19: Initial Results of a Double-Blind, 
Placebo-Controlled Randomized Clinical Trial.” Preprint. In Review. 
https://doi.org/10.21203/rs.3.rs-72132/v1. 

89. Abella, Benjamin S., Eliana L. Jolkovsky, Barbara T. Biney, Julie E. Uspal, Matthew C. 
Hyman, Ian Frank, Scott E. Hensley, et al. 2020. “Efficacy and Safety of 
Hydroxychloroquine vs Placebo for Pre-Exposure SARS-CoV-2 Prophylaxis Among 
Health Care Workers: A Randomized Clinical Trial.” JAMA Internal Medicine, 
September. https://doi.org/10.1001/jamainternmed.2020.6319. 

90. WHO Solidarity Trial Consortium, Hongchao Pan, Richard Peto, Quarraisha Abdool 
Karim, Marissa Alejandria, Ana Maria Henao Restrepo, Cesar Hernandez Garcia, et al. 
2020. “Repurposed Antiviral Drugs for COVID-19; Interim WHO SOLIDARITY Trial 
Results.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.15.20209817. 

91. Self, Wesley H., Matthew W. Semler, Lindsay M. Leither, Jonathan D. Casey, Derek C. 
Angus, Roy G. Brower, Steven Y. Chang, et al. 2020. “Effect of Hydroxychloroquine on 
Clinical Status at 14 Days in Hospitalized Patients With COVID-19: A Randomized 
Clinical Trial.” JAMA. https://doi.org/10.1001/jama.2020.22240. 

92. Brown, Samuel M., Ithan Peltan, Naresh Kumar, Lindsay Leither, Brandon J. Webb, 
Nathan Starr, Colin K. Grissom, et al. 2020. “Hydroxychloroquine vs. Azithromycin for 
Hospitalized Patients with COVID-19 (HAHPS): Results of a Randomized, Active 
Comparator Trial.” Annals of the American Thoracic Society, November. 
https://doi.org/10.1513/AnnalsATS.202008-940OC. 

https://doi.org/10.1093/cid/ciaa1571
https://doi.org/10.1093/cid/ciaa1571
https://doi.org/10.1093/ofid/ofaa446
https://doi.org/10.21203/rs.3.rs-72132/v1
https://doi.org/10.1001/jamainternmed.2020.6319
https://doi.org/10.1101/2020.10.15.20209817
https://doi.org/10.1001/jama.2020.22240
https://doi.org/10.1513/AnnalsATS.202008-940OC
https://doi.org/10.1513/AnnalsATS.202008-940OC
https://doi.org/10.1513/AnnalsATS.202008-940OC
https://doi.org/10.1513/AnnalsATS.202008-940OC
https://doi.org/10.1513/AnnalsATS.202008-940OC
https://doi.org/10.1513/AnnalsATS.202008-940OC


120 

 

 

93. Dubée, Vincent, Pierre-Marie Roy, Bruno Vielle, Elsa Parot-Schinkel, Odile Blanchet, 
Astrid Darsonval, Caroline Lefeuvre, et al. 2020. “A Placebo-Controlled Double Blind 
Trial of Hydroxychloroquine in Mild-to-Moderate COVID-19.” Preprint. Infectious 
Diseases (except HIV/AIDS). https://doi.org/10.1101/2020.10.19.20214940. 

94. Omrani, Ali S., Sameer A. Pathan, Sarah A. Thomas, Tim R.E. Harris, Peter V. Coyle, 
Caroline E. Thomas, Isma Qureshi, et al. 2020. “Randomized Double-Blinded Placebo-
Controlled Trial of Hydroxychloroquine with or without Azithromycin for Virologic 
Cure of Non-Severe Covid-19.” EClinicalMedicine 29–30 (December): 100645. 
https://doi.org/10.1016/j.eclinm.2020.100645. 

95. Mansour, Eli, Andre C Palma, Raisa G Ulaf, Luciana C Ribeiro, Ana Flavia Bernardes, 
Thyago A Nunes, Marcus V Agrela, et al. 2020. “Pharmacological Inhibition of the 
Kinin-Kallikrein System in Severe COVID-19 A Proof-of-Concept Study.” Preprint. 
Infectious Diseases (except HIV/AIDS). https://doi.org/10.1101/2020.08.11.20167353. 

96. Vlaar, Alexander P J, Sanne de Bruin, Matthias Busch, Sjoerd A M E G Timmermans, 
Ingeborg E van Zeggeren, Rutger Koning, Liora ter Horst, et al. n.d. “Anti-C5a Antibody 
IFX-1 (Vilobelimab) Treatment versus Best Supportive Care for Patients with Severe 
COVID-19 (PANAMO): An Exploratory, Open-Label, Phase 2 Randomised Controlled 
Trial.” The Lancet Rheumatology. Accessed September 29, 2020. 
https://doi.org/10.1016/S2665-9913(20)30341-6. 

97. Esquivel-Moynelo Idelsis, Perez-Escribano Jesus, Duncan-Robert Yaquelin, Vazque-
Blonquist Dania, Bequet-Romero Monica, Baez-Rodriguez Lisandra, Castro-Rios Jesus, 
et al. 2020. “Effect and Safety of Combination of Interferon Alpha-2b and Gamma or 
Interferon Alpha-2b for Negativization of SARS-CoV-2 Viral RNA. Preliminary Results 
of a Randomized Controlled Clinical Trial.” MedRxiv. 
https://www.medrxiv.org/content/10.1101/2020.07.29.20164251v2 

98. Davoudi-Monfared, Effat, Hamid Rahmani, Hossein Khalili, Mahboubeh Hajiabdolbaghi, 
Mohamadreza Salehi, Ladan Abbasian, Hossein Kazemzadeh, and Mir Saeed 
Yekaninejad. 2020. “Efficacy and Safety of Interferon Beta-1a in Treatment of Severe 
COVID-19: A Randomized Clinical Trial.” Preprint. Infectious Diseases (except 
HIV/AIDS). https://doi.org/10.1101/2020.05.28.20116467. 

99. Monk, Phillip D, Richard J Marsden, Victoria J Tear, Jody Brookes, Toby N Batten, 
Marcin Mankowski, Felicity J Gabbay, et al. 2020. “Safety and Efficacy of Inhaled 
Nebulised Interferon Beta-1a (SNG001) for Treatment of SARS-CoV-2 Infection: A 
Randomised, Double-Blind, Placebo-Controlled, Phase 2 Trial.” The Lancet Respiratory 

https://doi.org/10.1101/2020.10.19.20214940
https://doi.org/10.1101/2020.10.19.20214940
https://doi.org/10.1101/2020.10.19.20214940
https://doi.org/10.1101/2020.10.19.20214940
https://doi.org/10.1101/2020.10.19.20214940
https://doi.org/10.1016/j.eclinm.2020.100645
https://doi.org/10.1016/j.eclinm.2020.100645
https://doi.org/10.1016/j.eclinm.2020.100645
https://doi.org/10.1016/j.eclinm.2020.100645
https://doi.org/10.1016/j.eclinm.2020.100645
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.08.11.20167353
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.07.29.20164251v1
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467
https://doi.org/10.1101/2020.05.28.20116467


121 

 

 

Medicine, November, S2213260020305117. https://doi.org/10.1016/S2213-
2600(20)30511-7. 

100. Rahmani, Hamid, Effat Davoudi-Monfared, Anahid Nourian, Hossein Khalili, 
Nooshin Hajizadeh, Narjes Zarei Jalalabadi, Mohammad Reza Fazeli, Monireh 
Ghazaeian, and Mir Saeed Yekaninejad. 2020. “Interferon β-1b in Treatment of Severe 
COVID-19: A Randomized Clinical Trial.” International Immunopharmacology 88 
(November): 106903. https://doi.org/10.1016/j.intimp.2020.106903. 

101. Fu, Weihui, Yan Liu, Li Liu, Huiliang Hu, Xiaobo Cheng, Ping Liu, Zhigang 
Song, et al. 2020. “An Open-Label, Randomized Trial of the Combination of IFN-κ plus 
TFF2 with Standard Care in the Treatment of Patients with Moderate COVID-19.” 
EClinicalMedicine, September, 100547. https://doi.org/10.1016/j.eclinm.2020.100547. 

102. Chowdhury, Abu Taiub Mohammed Mohiuddin, Mohammad Shahbaz, Md 
Rezaul Karim, Johirul Islam, Dan Guo, and Shuixiang He. 2020. “A Randomized Trial of 
Ivermectin-Doxycycline and Hydroxychloroquine-Azithromycin Therapy on COVID19 
Patients.” Preprint. In Review. https://doi.org/10.21203/rs.3.rs-38896/v1. 

103. Podder, Chinmay, Nandini Chowdhury, Mohim Sina, and Wasim Haque. 2020. 
“Outcome of Ivermectin Treated Mild to Moderate COVID-19 Cases: A Single-Centre, 
Open-Label, Randomised Controlled Study.” IMC Journal of Medical Science 14 (2): 
002. 

104. Hashim, Hashim A, Mohammed F Maulood, Anwar M Rasheed, Durgham F 
Fatak, Khulood K Kabah, and Ahmed S. Abdulamir. 2020. “Controlled Randomized 
Clinical Trial on Using Ivermectin with Doxycycline for Treating COVID-19 Patients in 
Baghdad, Iraq.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.26.20219345. 

105. Elgazzar, Ahmed, Basma Hany, Shaimaa Abo Youssef, Basma Hany, Mohy 
Hafez, and Hany Moussa. 2020. “Efficacy and Safety of Ivermectin for Treatment and 
Prophylaxis of COVID-19 Pandemic.” Preprint. In Review. 
https://doi.org/10.21203/rs.3.rs-100956/v1. 

106. Krolewiecki, Alejandro, Adrián Lifschitz, Matías Moragas, Marina Travacio, 
Ricardo Valentini, Daniel F. Alonso, Rubén Solari, et al. 2020. “Antiviral Effect of High-
Dose Ivermectin in Adults with COVID-19: A Pilot Randomised, Controlled, Open 
Label, Multicentre Trial.” SSRN Electronic Journal. 
https://doi.org/10.2139/ssrn.3714649. 

https://doi.org/10.1016/S2213-2600(20)30511-7
https://doi.org/10.1016/S2213-2600(20)30511-7
https://doi.org/10.1016/S2213-2600(20)30511-7
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.1016/j.intimp.2020.106903
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.21203/rs.3.rs-38896/v1
https://doi.org/10.1101/2020.10.26.20219345
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.21203/rs.3.rs-100956/v1
https://doi.org/10.2139/ssrn.3714649
https://doi.org/10.2139/ssrn.3714649
https://doi.org/10.2139/ssrn.3714649
https://doi.org/10.2139/ssrn.3714649
https://doi.org/10.2139/ssrn.3714649
https://doi.org/10.2139/ssrn.3714649


122 

 

 

107. Morteza Shakhsi Niaee, Nematollah Gheibi, Peyman Namdar, Abbas Allami, 
Leila Zolghadr, Amir Javadi, Amin Karampour, et al. 2020. “Ivermectin as an Adjunct 
Treatment for Hospitalized Adult COVID-19 Patients: A Randomized Multi-Center 
Clinical Trial.” Research Square. https://doi.org/10.21203/rs.3.rs-109670/v1. 

108. George Sakoulas, Matthew Geriak, Ravina Kullar, Kristina Greenwood, 
MacKenzie Habib, Anuja Vyas, Mitra Ghafourian, Venkata Naga Kiran Dintyala, and 
Fadi Haddad. 2020. “Intravenous Immunoglobulin (IVIG) Significantly Reduces 
Respiratory Morbidity in COVID-19 Pneumonia: A Prospective Randomized Trial.” 
MedRxiv. https://doi.org/10.1101/2020.07.20.20157891. 

109. Gharebaghi, Naser, Rahim Nejadrahim, Seyed Jalil Mousavi, Seyyed-Reza Sadat-
Ebrahimi, and Reza Hajizadeh. 2020. “The Use of Intravenous Immunoglobulin Gamma 
for the Treatment of Severe Coronavirus Disease 2019: A Randomised Placebo-
Controlled Double-Blind Clinical Trial.” Preprint. In Review. 
https://doi.org/10.21203/rs.3.rs-40899/v2. 

110. Tabarsi, Payam, Saghar Barati, Hamidreza Jamaati, Sara haseli, Majid Marjani, 
Afshin Moniri, Zahra Abtahian, et al. 2020. “Evaluating the Effects of Intravenous 
Immunoglobulin (IVIg) on the Management of Severe COVID-19 Cases: A Randomized 
Controlled Trial.” International Immunopharmacology, 107205. 
https://doi.org/10.1016/j.intimp.2020.107205. 

111. Hu K, Wang M, Zhao Y, Zhang Y, Wang T, Zheng Z, Li X, et al. 2020. “A 
Small-Scale Medication of Leflunomide as a Treatment of COVID-19 in an Open-Label 
Blank-Controlled Clinical Trial.” Virologica Sinica. https://doi.org/10.1007/s12250-020-
00258-7. 

112. Wang M, Zhao Y, Hu W, Zhao D, Zhang Y, Wang T, Zheng Z, et al. 2020. 
“Treatment of COVID-19 Patients with Prolonged Post-Symptomatic Viral Shedding 
with Leflunomide -- a Single-Center, Randomized, Controlled Clinical Trial.” Clinical 
Infectious Diseases : An Official Publication of the Infectious Diseases Society of 
America. https://doi.org/10.1093/cid/ciaa1417. 

113. Cao B, Wang Y, Wen D, Liu W, Wang J, Fan G, Ruan L, et al. 2020. “A Trial of 
Lopinavir-Ritonavir in Adults Hospitalized with Severe Covid-19.” The New England 
Journal of Medicine 382 (19): 1787–99. https://doi.org/10.1056/NEJMoa2001282. 

114. Li, Yueping, Zhiwei Xie, Weiyin Lin, Weiping Cai, Chunyan Wen, Yujuan Guan, 
Xiaoneng Mo, Jian Wang, Yaping Wang, and Ping Peng. 2020. “Efficacy and Safety of 
Lopinavir/Ritonavir or Arbidol in Adult Patients with Mild/Moderate COVID-19: An 
Exploratory Randomized Controlled Trial.” Med. 
https://doi.org/10.1016/j.medj.2020.04.001. 

https://doi.org/10.21203/rs.3.rs-109670/v1
https://doi.org/10.21203/rs.3.rs-109670/v1
https://doi.org/10.21203/rs.3.rs-109670/v1
https://doi.org/10.21203/rs.3.rs-109670/v1
https://doi.org/10.21203/rs.3.rs-109670/v1
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.1101/2020.07.20.20157891
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.21203/rs.3.rs-40899/v2
https://doi.org/10.1016/j.intimp.2020.107205
https://doi.org/10.1016/j.intimp.2020.107205
https://doi.org/10.1016/j.intimp.2020.107205
https://doi.org/10.1016/j.intimp.2020.107205
https://doi.org/10.1016/j.intimp.2020.107205
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1007/s12250-020-00258-7
https://doi.org/10.1093/cid/ciaa1417
https://doi.org/10.1093/cid/ciaa1417
https://doi.org/10.1056/NEJMoa2001282
https://doi.org/10.1056/NEJMoa2001282
https://doi.org/10.1056/NEJMoa2001282
https://doi.org/10.1056/NEJMoa2001282
https://doi.org/10.1056/NEJMoa2001282
https://doi.org/10.1016/j.medj.2020.04.001
https://doi.org/10.1016/j.medj.2020.04.001
https://doi.org/10.1016/j.medj.2020.04.001
https://doi.org/10.1016/j.medj.2020.04.001
https://doi.org/10.1016/j.medj.2020.04.001
https://doi.org/10.1016/j.medj.2020.04.001


123 

 

 

115. Horby, Peter W, Marion Mafham, Jennifer L Bell, Louise Linsell, Natalie Staplin, 
Jonathan Emberson, Adrian Palfreeman, et al. 2020. “Lopinavir–Ritonavir in Patients 
Admitted to Hospital with COVID-19 (RECOVERY): A Randomised, Controlled, Open-
Label, Platform Trial.” The Lancet, October, S0140673620320134. 
https://doi.org/10.1016/S0140-6736(20)32013-4. 

116. Fang Zheng, Yanwen Zhou, Zhiguo Zhou, Fei Ye, Baoying Huang, Yaxiong 
Huang, Jing Ma, et al. 2020. “A Novel Protein Drug, Novaferon, as the Potential 
Antiviral Drug for COVID-19.” MedRxiv. https://doi.org/10.1101/2020.04.24.20077735. 

117. Yao-Kai Chen, Yin-Qiu Huang, Sheng-Quan Tang, Xiao-Lei Xu, Yan-Ming 
Zeng, Xiao-Qing He, Yao Li, et al. 2020. “Comparative Effectiveness and Safety of 
Ribavirin Plus Interferon-Alpha, Lopinavir/Ritonavir Plus Interferon-Alpha and Ribavirin 
Plus Lopinavir/Ritonavir Plus Interferon-Alpha in Patients with Mild to Moderate Novel 
Coronavirus Pneumonia: Results of a Randomized, Open-Labeled Prospective Study.” 
SSRN. https://doi.org/10.2139/ssrn.3576905. 

118. Shu, Lei, Changming Niu, Ruyou Li, Tingrong Huang, Yan Wang, Mao Huang, 
Ningfei Ji, et al. 2020. “Treatment of Severe COVID-19 with Human Umbilical Cord 
Mesenchymal Stem Cells.” Stem Cell Research & Therapy 11 (1): 361. 
https://doi.org/10.1186/s13287-020-01875-5. 

119. Shi, Lei, Hai Huang, Xuechun Lu, Xiaoyan Yan, Xiaojing Jiang, Ruonan Xu, 
Siyu Wang, et al. 2020. “Treatment with Human Umbilical Cord-Derived Mesenchymal 
Stem Cells for COVID-19 Patients with Lung Damage: A Randomised, Double-Blind, 
Placebo Controlled Phase 2 Trial.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.15.20213553. 

120. Lanzoni, Giacomo, Elina Linetsky, Diego Correa, Shari Messinger Cayetano, 
Antonio C. Marttos, Roger A. Alvarez, Antonio C. Marttos, et al. 2020. “Umbilical Cord 
Mesenchymal Stem Cells for COVID-19 ARDS: A Double Blind, Phase 1/2a, 
Randomized Controlled Trial.” SSRN Electronic Journal. 
https://doi.org/10.2139/ssrn.3696875. 

121. Alencar, Julio Cesar Garcia de, Claudia de Lucena Moreira, Alicia Dudy Müller, 
Cleuber Esteves Chaves, Marina Akemi Fukuhara, Elizabeth Aparecida da Silva, Maria 
de Fátima Silva Miyamoto, et al. 2020. “Double-Blind, Randomized, Placebo-Controlled 
Trial with N-Acetylcysteine for Treatment of Severe Acute Respiratory Syndrome 
Caused by COVID-19.” Clinical Infectious Diseases, September, ciaa1443. 
https://doi.org/10.1093/cid/ciaa1443. 

122. Kimura KS, Freeman MH, Wessinger BC, Gupta V, Sheng Q, Huang LC, Von 
Wahlde K, Das S, Chowdhury NI, and Turner JH. 2020. “Interim Analysis of an Open-

https://doi.org/10.1016/S0140-6736(20)32013-4
https://doi.org/10.1016/S0140-6736(20)32013-4
https://doi.org/10.1016/S0140-6736(20)32013-4
https://doi.org/10.1101/2020.04.24.20077735
https://doi.org/10.1101/2020.04.24.20077735
https://doi.org/10.1101/2020.04.24.20077735
https://doi.org/10.1101/2020.04.24.20077735
https://doi.org/10.1101/2020.04.24.20077735
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.2139/ssrn.3576905
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1186/s13287-020-01875-5
https://doi.org/10.1101/2020.10.15.20213553
https://doi.org/10.2139/ssrn.3696875
https://doi.org/10.2139/ssrn.3696875
https://doi.org/10.2139/ssrn.3696875
https://doi.org/10.1002/alr.22703
https://doi.org/10.1002/alr.22703


124 

 

 

Label Randomized Controlled Trial Evaluating Nasal Irrigations in Non-Hospitalized 
Patients with COVID-19.” International Forum of Allergy & Rhinology. 
https://doi.org/10.1002/alr.22703. 

123. Rocco, Patricia R. M., Pedro L. Silva, Fernanda F. Cruz, Marco Antonio C. M. 
Junior, Paulo F. G. M. M. Tierno, Marcos A. Moura, Luís Frederico G. De Oliveira, et al. 
2020. “Early Use of Nitazoxanide in Mild Covid-19 Disease: Randomized, Placebo-
Controlled Trial.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.10.21.20217208. 

124. Bruce, Eilidh, Fenella Barlow-Pay, Roxanna Short, Arturo Vilches-Moraga, 
Angeline Price, Aine McGovern, Philip Braude, et al. 2020. “Prior Routine Use of Non-
Steroidal Anti-Inflammatory Drugs (NSAIDs) and Important Outcomes in Hospitalised 
Patients with COVID-19.” Journal of Clinical Medicine 9 (8): 2586. 
https://doi.org/10.3390/jcm9082586. 

125. Jeong, Han Eol, Hyesung Lee, Hyun Joon Shin, Young June Choe, Kristian B 
Filion, and Ju-Young Shin. 2020. “Association between NSAIDs Use and Adverse 
Clinical Outcomes among Adults Hospitalised with COVID-19 in South Korea: A 
Nationwide Study.” Preprint. Epidemiology. 
https://doi.org/10.1101/2020.06.01.20119768. 

126. Lund, Lars Christian, Kasper Bruun Kristensen, Mette Reilev, Steffen 
Christensen, Reimar Wernich Thomsen, Christian Fynbo Christiansen, Henrik Støvring, 
et al. 2020. “Adverse Outcomes and Mortality in Users of Non-Steroidal Anti-
Inflammatory Drugs Who Tested Positive for SARS-CoV-2: A Danish Nationwide 
Cohort Study.” Edited by Anne C. Cunningham. PLOS Medicine 17 (9): e1003308. 
https://doi.org/10.1371/journal.pmed.1003308. 

127. Rinott, E., E. Kozer, Y. Shapira, A. Bar-Haim, and I. Youngster. 2020. “Ibuprofen 
Use and Clinical Outcomes in COVID-19 Patients.” Clinical Microbiology and Infection 
26 (9): 1259.e5-1259.e7. https://doi.org/10.1016/j.cmi.2020.06.003. 

128. Wong, Angel YS, Brian MacKenna, Caroline Morton, Anna Schultze, Alex J 
Walker, Krishnan Bhaskaran, Jeremy Brown, et al. 2020. “OpenSAFELY: Do Adults 
Prescribed Non-Steroidal Anti-Inflammatory Drugs Have an Increased Risk of Death 
from COVID-19?” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.08.12.20171405. 

129. Imam Z, Odish F, Gill I, O’Connor D, Armstrong J, Vanood A, Ibironke O, 
Hanna A, Ranski A, and Halalau A. 2020. “Older Age and Comorbidity Are Independent 
Mortality Predictors in a Large Cohort of 1305 COVID-19 Patients in Michigan, United 
States.” Journal of Internal Medicine 288 (4): 469–76. 
https://doi.org/10.1111/joim.13119. 

https://doi.org/10.1002/alr.22703
https://doi.org/10.1002/alr.22703
https://doi.org/10.1002/alr.22703
https://doi.org/10.3390/jcm9082586
https://doi.org/10.3390/jcm9082586
https://doi.org/10.3390/jcm9082586
https://doi.org/10.3390/jcm9082586
https://doi.org/10.3390/jcm9082586
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1101/2020.06.01.20119768
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1371/journal.pmed.1003308
https://doi.org/10.1016/j.cmi.2020.06.003
https://doi.org/10.1016/j.cmi.2020.06.003
https://doi.org/10.1016/j.cmi.2020.06.003
https://doi.org/10.1016/j.cmi.2020.06.003
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1101/2020.08.12.20171405
https://doi.org/10.1111/joim.13119


125 

 

 

130. Esba, Laila Carolina Abu, Rahaf Ali Alqahtani, Abin Thomas, Nour Shamas, 
Lolowa Alswaidan, and Gahdah Mardawi. 2020. “Ibuprofen and NSAIDs Use in 
COVID-19 Infected Patients Is Not Associated with Worse Outcomes.” Preprint. In 
Review. https://doi.org/10.21203/rs.3.rs-85148/v1. 

131. Araimo, Fabio, Carmela Imperiale, Paolo Tordiglione, Giancarlo Ceccarelli, 
Cristian Borrazzo, Francesco Alessandri, Letizia Santinelli, et al. 2020. “Ozone as 
Adjuvant Support in the Treatment of COVID‐19: A Preliminary Report of Probiozovid 
Trial.” Journal of Medical Virology, October, jmv.26636. 
https://doi.org/10.1002/jmv.26636. 

132. Feld, Jordan J., Christopher Kandel, Mia J. Biondi, Robert A. Kozak, Muhammad 
Atif Zahoor, Camille Lemieux, Sergio M. Borgia, et al. 2020. “Peginterferon-Lambda for 
the Treatment of COVID-19 in Outpatients.” Preprint. Infectious Diseases (except 
HIV/AIDS). https://doi.org/10.1101/2020.11.09.20228098. 

133. Prasanna Jagannathan, Jason Andrews, Hector Bonilla, Haley Hedlin, Karen 
Jacobson, Vidhya Balasubramanian, Natasha Purington, et al. 2020. “Peginterferon 
Lambda-1a for Treatment of Outpatients with Uncomplicated COVID-19: A Randomized 
Placebo-Controlled Trial.” MedRxiv. https://doi.org/10.1101/2020.11.18.20234161. 

134. Ghandehari, Sara, Yuri Matusov, Samuel Pepkowitz, Donald Stein, Tamana 
Kaderi, Divya Narayanan, Josephine Hwang, et al. 2020. “Progesterone in Addition to 
Standard of Care Versus Standard of Care Alone in the Treatment of Men Admitted to 
the Hospital with Moderate to Severe COVID-19: A Randomised Control Phase 1 Trial.” 
SSRN Electronic Journal. https://doi.org/10.2139/ssrn.3709835. 

135. Amat-Santos IJ, Santos-Martinez S, López-Otero D, Nombela-Franco L, 
Gutiérrez-Ibanes E, Del Valle R, Muñoz-García E, et al. 2020. “Ramipril in High Risk 
Patients with COVID-19.” Journal of the American College of Cardiology 76 (3): 268–
76. https://doi.org/10.1016/j.jacc.2020.05.040. 

136. Chuan Li, Nian Xiong, Zhihua Xu, Chengwu Liu, Wei Zhang, Ming Yang, Ye 
Wang, et al. 2020. “Recombinant Super-Compound Interferon (RSIFN-Co) Versus 
Interferon Alfa in the Treatment of Moderate-to-Severe COVID-19: A Multicentre, 
Randomised, Phase 2 Trial.” SSRN. https://doi.org/10.2139/ssrn.3622363. 

137. Beigel, John H., Kay M. Tomashek, Lori E. Dodd, Aneesh K. Mehta, Barry S. 
Zingman, Andre C. Kalil, Elizabeth Hohmann, et al. 2020. “Remdesivir for the Treatment 
of Covid-19 — Final Report.” New England Journal of Medicine, May, 
NEJMoa2007764. https://doi.org/10.1056/NEJMoa2007764. 

138. Goldman JD, Lye DCB, Hui DS, Marks KM, Bruno R, Montejano R, Spinner 
CD, et al. 2020. “Remdesivir for 5 or 10 Days in Patients with Severe Covid-19.” The 
New England Journal of Medicine. https://doi.org/10.1056/NEJMoa2015301. 

https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.21203/rs.3.rs-85148/v1
https://doi.org/10.1002/jmv.26636
https://doi.org/10.1101/2020.11.09.20228098
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.1101/2020.11.18.20234161
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.2139/ssrn.3709835
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.1016/j.jacc.2020.05.040
https://doi.org/10.2139/ssrn.3622363
https://doi.org/10.2139/ssrn.3622363
https://doi.org/10.2139/ssrn.3622363
https://doi.org/10.2139/ssrn.3622363
https://doi.org/10.2139/ssrn.3622363
https://doi.org/10.1056/NEJMoa2007764
https://doi.org/10.1056/NEJMoa2007764
https://doi.org/10.1056/NEJMoa2015301
https://doi.org/10.1056/NEJMoa2015301
https://doi.org/10.1056/NEJMoa2015301
https://doi.org/10.1056/NEJMoa2015301
https://doi.org/10.1056/NEJMoa2015301


126 

 

 

139. Wang, Yeming, Dingyu Zhang, Guanhua Du, Ronghui Du, Jianping Zhao, Yang 
Jin, Shouzhi Fu, et al. 2020. “Remdesivir in Adults with Severe COVID-19: A 
Randomised, Double-Blind, Placebo-Controlled, Multicentre Trial.” The Lancet 395 
(10236): 1569–78. https://doi.org/10.1016/S0140-6736(20)31022-9. 

140. Spinner, Christoph D., Robert L. Gottlieb, Gerard J. Criner, José Ramón Arribas 
López, Anna Maria Cattelan, Alex Soriano Viladomiu, Onyema Ogbuagu, et al. 2020. 
“Effect of Remdesivir vs Standard Care on Clinical Status at 11 Days in Patients With 
Moderate COVID-19: A Randomized Clinical Trial.” JAMA, August. 
https://doi.org/10.1001/jama.2020.16349. 

141. Cheng, Lin-ling, Wei-jie Guan, Chong-yang Duan, Nuo-fu Zhang, Chun-liang 
Lei, Yu Hu, Ai-lan Chen, et al. 2020. “Effect of Recombinant Human Granulocyte 
Colony–Stimulating Factor for Patients With Coronavirus Disease 2019 (COVID-19) and 
Lymphopenia: A Randomized Clinical Trial.” JAMA Internal Medicine, September. 
https://doi.org/10.1001/jamainternmed.2020.5503. 

142. Hung IF, Lung KC, Tso EY, Liu R, Chung TW, Chu MY, Ng YY, et al. 2020. 
“Triple Combination of Interferon Beta-1b, Lopinavir-Ritonavir, and Ribavirin in the 
Treatment of Patients Admitted to Hospital with COVID-19: An Open-Label, 
Randomised, Phase 2 Trial.” Lancet (London, England) 395 (10238): 1695–1704. 
https://doi.org/10.1016/S0140-6736(20)31042-4. 

143. Cao Y, Wei J, Zou L, Jiang T, Wang G, Chen L, Huang L, et al. 2020. 
“Ruxolitinib in Treatment of Severe Coronavirus Disease 2019 (COVID-19): A 
Multicenter, Single-Blind, Randomized Controlled Trial.” The Journal of Allergy and 
Clinical Immunology 146 (1): 137-146.e3. https://doi.org/10.1016/j.jaci.2020.05.019. 

144. Abbaspour Kasgari, Hamideh, Siavash Moradi, Amir Mohammad Shabani, 
Farhang Babamahmoodi, Ali Reza Davoudi Badabi, Lotfollah Davoudi, Ahmad 
Alikhani, et al. 2020. “Evaluation of the Efficacy of Sofosbuvir plus Daclatasvir in 
Combination with Ribavirin for Hospitalized COVID-19 Patients with Moderate Disease 
Compared with Standard Care: A Single-Centre, Randomized Controlled Trial.” Journal 
of Antimicrobial Chemotherapy, August, dkaa332. https://doi.org/10.1093/jac/dkaa332. 

145. Sadeghi, Anahita, Ali Ali Asgari, Alireza Norouzi, Zahedin Kheiri, Amir 
Anushirvani, Mahnaz Montazeri, Hadiseh Hosamirudsai, et al. 2020. “Sofosbuvir and 
Daclatasvir Compared with Standard of Care in the Treatment of Patients Admitted to 
Hospital with Moderate or Severe Coronavirus Infection (COVID-19): A Randomized 
Controlled Trial.” Journal of Antimicrobial Chemotherapy, August, dkaa334. 
https://doi.org/10.1093/jac/dkaa334. 

146. Yakoot, Mostafa, Basem Eysa, Essam Gouda, Andrew Hill, Sherine A. Helmy, 
Mahmoud R. Elsayed, Ambar Qavi, et al. 2020. “Efficacy and Safety of 

https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1016/S0140-6736(20)31022-9
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jama.2020.16349
https://doi.org/10.1001/jamainternmed.2020.5503
https://doi.org/10.1001/jamainternmed.2020.5503
https://doi.org/10.1001/jamainternmed.2020.5503
https://doi.org/10.1001/jamainternmed.2020.5503
https://doi.org/10.1001/jamainternmed.2020.5503
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/S0140-6736(20)31042-4
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1016/j.jaci.2020.05.019
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa332
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.1093/jac/dkaa334
https://doi.org/10.2139/ssrn.3705289
https://doi.org/10.2139/ssrn.3705289


127 

 

 

Sofosbuvir/Daclatasvir in the Treatment of COVID-19: A Randomized, Controlled 
Study.” SSRN Electronic Journal. https://doi.org/10.2139/ssrn.3705289. 

147. Luis Corral, Alberto Bahamonde, Francisco Arnaiz delas Revillas, Julia Gomez-
Barquero, Jesica Abadia-Otero, Carmen Garcia-Ibarbia, Victor Mora, et al. 2020. 
“GLUCOCOVID: A Controlled Trial of Methylprednisolone in Adults Hospitalized with 
COVID-19 Pneumonia.” MedRxiv. https://doi.org/10.1101/2020.06.17.20133579. 

148. Jeronimo, Christiane Maria Prado, Maria Eduarda Leão Farias, Fernando Fonseca 
Almeida Val, Vanderson Souza Sampaio, Marcia Almeida Araújo Alexandre, Gisely 
Cardoso Melo, Izabella Picinin Safe, et al. 2020. “Methylprednisolone as Adjunctive 
Therapy for Patients Hospitalized With COVID-19 (Metcovid): A Randomised, Double-
Blind, Phase IIb, Placebo-Controlled Trial.” Clinical Infectious Diseases, August, 
ciaa1177. https://doi.org/10.1093/cid/ciaa1177. 

149. Peter Horby, Wei Shen Lim, Jonathan Emberson, Marion Mafham, Jennifer Bell, 
Louise Linsell, Natalie Staplin, et al. 2020. “Effect of Dexamethasone in Hospitalized 
Patients with COVID-19: Preliminary Report.” MedRxiv. 
https://doi.org/10.1101/2020.06.22.20137273. 

150. The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT) 
Working Group, Jonathan A. C. Sterne, Srinivas Murthy, Janet V. Diaz, Arthur S. 
Slutsky, Jesús Villar, Derek C. Angus, et al. 2020. “Association Between Administration 
of Systemic Corticosteroids and Mortality Among Critically Ill Patients With COVID-19: 
A Meta-Analysis.” JAMA, September. https://doi.org/10.1001/jama.2020.17023. 

151. Tomazini, Bruno M., Israel S. Maia, Alexandre B. Cavalcanti, Otavio Berwanger, 
Regis G. Rosa, Viviane C. Veiga, Alvaro Avezum, et al. 2020. “Effect of Dexamethasone 
on Days Alive and Ventilator-Free in Patients With Moderate or Severe Acute 
Respiratory Distress Syndrome and COVID-19: The CoDEX Randomized Clinical 
Trial.” JAMA, September. https://doi.org/10.1001/jama.2020.17021. 

152. The Writing Committee for the REMAP-CAP Investigators, Derek C. Angus, 
Lennie Derde, Farah Al-Beidh, Djillali Annane, Yaseen Arabi, Abigail Beane, et al. 
2020. “Effect of Hydrocortisone on Mortality and Organ Support in Patients With Severe 
COVID-19: The REMAP-CAP COVID-19 Corticosteroid Domain Randomized Clinical 
Trial.” JAMA, September. https://doi.org/10.1001/jama.2020.17022. 

153. Dequin, Pierre-François, Nicholas Heming, Ferhat Meziani, Gaëtan Plantefève, 
Guillaume Voiriot, Julio Badié, Bruno François, et al. 2020. “Effect of Hydrocortisone on 
21-Day Mortality or Respiratory Support Among Critically Ill Patients With COVID-19: 

https://doi.org/10.2139/ssrn.3705289
https://doi.org/10.2139/ssrn.3705289
https://doi.org/10.2139/ssrn.3705289
https://doi.org/10.2139/ssrn.3705289
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1101/2020.06.17.20133579
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1093/cid/ciaa1177
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1101/2020.06.22.20137273
https://doi.org/10.1001/jama.2020.17023
https://doi.org/10.1001/jama.2020.17023
https://doi.org/10.1001/jama.2020.17021
https://doi.org/10.1001/jama.2020.17021
https://doi.org/10.1001/jama.2020.17022
https://doi.org/10.1001/jama.2020.17022


128 

 

 

A Randomized Clinical Trial.” JAMA, September. 
https://doi.org/10.1001/jama.2020.16761. 

154. Farahani, Ramin Hamidi, Reza Mosaed, Amir Nezami-Asl, Mohsen chamanara, 
Saeed Soleiman-Meigooni, Shahab Kalantar, Mojtaba Yousefi zoshk, Ebad Shiri 
Malekabad, and Ebrahim Hazrati. 2020. “Evaluation of the Efficacy of 
Methylprednisolone Pulse Therapy in Treatment of Covid-19 Adult Patients with Severe 
Respiratory Failure: Randomized, Clinical Trial.” Preprint. In Review. 
https://doi.org/10.21203/rs.3.rs-66909/v1. 

155. Edalatifard M, Akhtari M, Salehi M, Naderi Z, Jamshidi A, Mostafaei S, 
Najafizadeh SR, et al. 2020. “Intravenous Methylprednisolone Pulse as a Treatment for 
Hospitalised Severe COVID-19 Patients: Results from a Randomised Controlled Clinical 
Trial.” The European Respiratory Journal. https://doi.org/10.1183/13993003.02808-2020. 

156. Duarte, Mariano, Facundo G Pelorosso, Liliana Nicolosi, M. Victoria Salgado, 
Hector Vetulli, Analia Aquieri, Francisco Azzato, et al. 2020. “Telmisartan for Treatment 
of Covid-19 Patients: An Open Randomized Clinical Trial. Preliminary Report.” Preprint. 
Pharmacology and Therapeutics. https://doi.org/10.1101/2020.08.04.20167205. 

157. Rosas, Ivan, Norbert Bräu, Michael Waters, Ronaldo C. Go, Bradley D. Hunter, 
Sanjay Bhagani, Daniel Skiest, et al. 2020. “Tocilizumab in Hospitalized Patients With 
COVID-19 Pneumonia.” Preprint. Infectious Diseases (except HIV/AIDS). 
https://doi.org/10.1101/2020.08.27.20183442. 

158. Wang, Dongsheng, Binqing Fu, Zhen Peng, Dongliang Yang, Mingfeng Han, Min 
Li, Yun Yang, et al. 2020. “Tocilizumab Ameliorates the Hypoxia in COVID-19 
Moderate Patients with Bilateral Pulmonary Lesions: A Randomized, Controlled, Open-
Label, Multicenter Trial.” SSRN Electronic Journal. 
https://doi.org/10.2139/ssrn.3667681. 

159. Salvarani, Carlo, Giovanni Dolci, Marco Massari, Domenico Franco Merlo, Silvio 
Cavuto, Luisa Savoldi, Paolo Bruzzi, et al. 2020. “Effect of Tocilizumab vs Standard 
Care on Clinical Worsening in Patients Hospitalized With COVID-19 Pneumonia: A 
Randomized Clinical Trial.” JAMA Internal Medicine, October. 
https://doi.org/10.1001/jamainternmed.2020.6615. 

160. Stone, John H., Matthew J. Frigault, Naomi J. Serling-Boyd, Ana D. Fernandes, 
Liam Harvey, Andrea S. Foulkes, Nora K. Horick, et al. 2020. “Efficacy of Tocilizumab 
in Patients Hospitalized with Covid-19.” New England Journal of Medicine, October, 
NEJMoa2028836. https://doi.org/10.1056/NEJMoa2028836. 

161. Hermine, Olivier, Xavier Mariette, Pierre-Louis Tharaux, Matthieu Resche-
Rigon, Raphaël Porcher, Philippe Ravaud, and CORIMUNO-19 Collaborative Group. 

https://doi.org/10.1001/jama.2020.16761
https://doi.org/10.1001/jama.2020.16761
https://doi.org/10.1001/jama.2020.16761
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.21203/rs.3.rs-66909/v1
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1183/13993003.02808-2020
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.04.20167205
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.1101/2020.08.27.20183442
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.2139/ssrn.3667681
https://doi.org/10.1001/jamainternmed.2020.6615
https://doi.org/10.1056/NEJMoa2028836
https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1001/jamainternmed.2020.6820


129 

 

 

2020. “Effect of Tocilizumab vs Usual Care in Adults Hospitalized With COVID-19 and 
Moderate or Severe Pneumonia: A Randomized Clinical Trial.” JAMA Internal 
Medicine, October. https://doi.org/10.1001/jamainternmed.2020.6820. 

162. Salama, Carlos, Jian Han, Linda Yau, William G. Reiss, Benjamin Kramer, 
Jeffrey D. Neidhart, Gerard J. Criner, et al. 2020. “Tocilizumab in Nonventilated Patients 
Hospitalized with Covid-19 Pneumonia.” Preprint. Infectious Diseases (except 
HIV/AIDS). https://doi.org/10.1101/2020.10.21.20210203. 

163. Wu, Xiaoke, Kaijiang Yu, Yongchen Wang, Wanhai Xu, Hongli Ma, Yan Hou, 
Yue Li, et al. 2020. “Efficacy and Safety of Triazavirin Therapy for Coronavirus Disease 
2019: A Pilot Randomized Controlled Trial.” Engineering, September, 
S2095809920302411. https://doi.org/10.1016/j.eng.2020.08.011. 

164. Nojomi, Marzieh, Zainab Yasin, Hossein Keyvani, Mahin Jamshidi Makiani, 
Maryam Roham, Azadeh Laali, Nasir Dehghan, Mehrnaz Navaei, and Mitra Ranjbar. 
2020. “Effect of Arbidol on COVID-19: A Randomized Controlled Trial.” Preprint. In 
Review. https://doi.org/10.21203/rs.3.rs-78316/v1. 

165. Vityala Yethindra, Tugolbai Tagaev, Melis Sholpanbai Uulu, and Yogesh Parihar. 
2020. “Efficacy of Umifenovir in the Treatment of Mild and Moderate COVID-19 
Patients.” International Journal of Research in Pharmaceutical Sciences 11 (SPL1): 506–
9. https://doi.org/10.26452/ijrps.v11iSPL1.2839. 

166. Ghaderkhani, Sara, Arezoo salami khaneshan, Amir Salami, Parvaneh ebrahimi 
alavijeh, Hamid Emadi Kouchak, Hossein khalili, Seyed Ahmad Ali Naghi, et al. 2020. 
“Efficacy and Safety of Arbidol in Treatment of Patients with COVID-19 Infection: A 
Randomized Clinical Trial.” Preprint. In Review. https://doi.org/10.21203/rs.3.rs-
91430/v1. 

167. Zhang, Jing, Xin Rao, Yiming Li, Yuan Zhu, Fang Liu, Guangling Guo, Guoshi 
Luo, et al. 2020. “High-Dose Vitamin C Infusion for the Treatment of Critically Ill 
COVID-19.” Preprint. In Review. https://doi.org/10.21203/rs.3.rs-52778/v1. 

168. Castillo, Marta Entrenas, Luis Manuel Entrenas Costa, José Manuel Vaquero 
Barrios, Juan Francisco Alcalá Díaz, José López Miranda, Roger Bouillon, and José 
Manuel Quesada Gomez. 2020. “Effect of Calcifediol Treatment and Best Available 
Therapy versus Best Available Therapy on Intensive Care Unit Admission and Mortality 
Among Patients Hospitalized for COVID-19: A Pilot Randomized Clinical Study.” The 
Journal of Steroid Biochemistry and Molecular Biology, August, 105751. 
https://doi.org/10.1016/j.jsbmb.2020.105751. 

https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1101/2020.10.21.20210203
https://doi.org/10.1101/2020.10.21.20210203
https://doi.org/10.1101/2020.10.21.20210203
https://doi.org/10.1101/2020.10.21.20210203
https://doi.org/10.1101/2020.10.21.20210203
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.1016/j.eng.2020.08.011
https://doi.org/10.21203/rs.3.rs-78316/v1
https://doi.org/10.26452/ijrps.v11iSPL1.2839
https://doi.org/10.21203/rs.3.rs-52778/v1
https://doi.org/10.21203/rs.3.rs-52778/v1
https://doi.org/10.21203/rs.3.rs-52778/v1
https://doi.org/10.21203/rs.3.rs-52778/v1
https://doi.org/10.21203/rs.3.rs-52778/v1
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751
https://doi.org/10.1016/j.jsbmb.2020.105751


130 

 

 

169. Rastogi, Ashu, Anil Bhansali, Niranjan Khare, Vikas Suri, Narayana 
Yaddanapudi, Naresh Sachdeva, G D Puri, and Pankaj Malhotra. 2020. “Short Term, 
High-Dose Vitamin D Supplementation for COVID-19 Disease: A Randomised, Placebo-
Controlled, Study (SHADE Study).” Postgraduate Medical Journal, November, 
postgradmedj-2020-139065. https://doi.org/10.1136/postgradmedj-2020-139065. 

170. Murai, Igor H., Alan L. Fernandes, Lucas P. Sales, Ana J. Pinto, Karla F. 
Goessler, Camila S. C. Duran, Carla B. R. Silva, et al. 2020. “Effect of Vitamin D3 
Supplementation vs Placebo on Hospital Length of Stay in Patients with Severe COVID-
19: A Multicenter, Double-Blind, Randomized Controlled Trial.” Preprint. 
Rheumatology. https://doi.org/10.1101/2020.11.16.20232397. 

171. Hassan M, Abdelmaksoud A, Ghweil A, Rashad A, Aref Z, Khodeary A, 
Elsamman M, Sayed M, and Bazeed S. 2020. “Olfactory Disturbances as Presenting 
Manifestation among Egyptian Patients with COVID-19: Possible Role of Zinc.” 
ResearchSquare. https://doi.org/10.21203/rs.3.rs-107577/v1. 

172. Ming Zhong, Aijun Sun, Ting Xiao, Ge Yao, Ling Sang, Xia Zheng, Jinyan 
Zhang, et al. 2020. “A Randomized, Single-Blind, Group Sequential, Active-Controlled 
Study to Evaluate the Clinical Efficacy and Safety of α-Lipoic Acid for Critically Ill 
Patients with Coronavirus Disease 2019(COVID-19).” MedRxiv. 
https://doi.org/10.1101/2020.04.15.20066266. 

 
 
 
 
 
 
 
 
 
 
PAHO/IMS/EIH/COVID-19/20-0029 
© Pan American Health Organization, 2020. Some rights reserved. This work is available under 
license CC BY-NC-SA 3.0 IGO. 
 
 
 

 

https://doi.org/10.1136/postgradmedj-2020-139065
https://doi.org/10.1136/postgradmedj-2020-139065
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.1101/2020.11.16.20232397
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.21203/rs.3.rs-107577/v1
https://doi.org/10.1101/2020.04.15.20066266
https://doi.org/10.1101/2020.04.15.20066266
https://doi.org/10.1101/2020.04.15.20066266
https://doi.org/10.1101/2020.04.15.20066266
https://doi.org/10.1101/2020.04.15.20066266
https://doi.org/10.1101/2020.04.15.20066266

