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Figure. Evidence search and selection.

RCT = randomized controlled trial.
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Evidence Regarding Potential Treatment Effects

Hydroxychloroquine

Table 1. Effect of Hydroxychloroquine Reported in Controlled Studies
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Chloroquine

Table 2. Effect of Chloroquine Reported in Controlled Studies*
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Evidence Regarding Benefit or Harms of Prophylaxis

Evidence Regarding Potential Harms and Adverse
Effects of Treatment

Table 3. Reported Harms and Adverse Events for Hydroxychloroquine and Chloroquine in Controlled

Studies
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Comments

3 Comments SIGN IN TO SUBMIT A COMMENT

Brian S. Alper, Martin Mayer,Khalid Shahin • Innovations and EBM Development, EBSCO Clinical Decisions • 23
June 2020

Computable Resources to Support Living Systematic Reviews

We thank the authors for their efforts to support living systematic reviews to disseminate knowledge

for overcoming COVID-19. Through the COVID-19 Knowledge Accelerator

(https://www.gps.health/covid19_knowledge_accelerator.html), we aim to support multiple ways for

people identifying, evaluating, and disseminating evidence about COVID-19 to extend and re-use

collective efforts.(1) Our curated knowledge that could be used to inform this living systematic review

includes a summary of clinical outcomes results extracted from randomized controlled trials of

hydroxychloroquine treatment for COVID-19.(2)

From a content perspective, additional information this report provides includes meta-analyses for

three outcomes where data from two trials could be combined (albeit only yielding very low certainty

evidence and also having the obvious limitations inherent in attempting to meta-analyze such sparse

https://www.acpjournals.org/action/showLogin?uri=/doi/full/10.7326/M20-2496#_comments


data regardless of the methods one uses for the meta-analysis) and a finding of moderate certainty of

no mortality reduction based on a large randomized trial not yet reported in any published form, but

that has a detailed protocol that was made available a priori.(3) From an infrastructure perspective, the

citation for this report(2) includes a URL for the human-readable report and a URL for the computable

resource. The computable resource provides open access to all the data (evidence variable definitions,

statistics, certainty of evidence judgments) in computable code for machine interpretation. Re-use of

such data can allow systematic review authors to create and update reviews with much less

duplication of effort.

Further development of these systems can provide the earliest possible dissemination pathways for

evidence of treatments that could make a meaningful difference for people with COVID-19, such as

remdesivir(4) or dexamethasone.(5)
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The authors are employed by EBSCO Information Services which commercializes evidence-based

clinical reference and clinical decision support tools. However the COVID-19 Knowledge Accelerator

described in this comment is not a commercial activity, the COVID-19 content is shared openly, and

there is no cost to participate in the COVID-19 Knowledge Accelerator.

Charles White, Adrian Hernandez • University of Connecticut • 3 June 2020

Authors' Response to Argen

We thank Dr Argen for the two points in his comment. We agree that the general message being sent

to physicians and the public alike through the media is that hydroxychloroquine is a very dangerous

drug.(1) It has a long track record of short term use for the malaria and of chronic use for

rheumatologic conditions and is generally well tolerated and safe.(2) Rheumatologists have extensive

experience using the drug and can be a great resource for their colleagues interested in its use for

COVID-19. It is possible that its use in hospitalized COVID-19 patients could enhance or decrease the

risks of adverse events versus its outpatient use in rheumatologic conditions and this warrants a

specific assessment. In our living systematic review we found the current dataset is insufficient to say

whether the adverse events are more or less prevalent than with control therapy.(3) As more evidence

comes to light, we will be including it in our ongoing living review so that physicians can have updated

information. 
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Ralph J Argen MD FACP • Rheumatologist use of hydroxychloroquine • 2 June 2020

Rheumatologist use of hydroxychloroquine

Hydroxychloroquine has been in use in the treatment of Rheumatological illnesses of all sorts getting

back to at least 1960. The dose is used for generally 200 mg two times a day and the results were

https://doi.org/10.7326/M20-1334.


usually slow and cumulative. The number of patients using this would be impossible to count but the

horrors that have been described are Ridiculous. Strangely enough people using this have never

consulted rheumatologist about the drug and made outlandish descriptions. I have viewed the drug

for 55 years and everything said about it makes no sense at all. People are evaluating and using it

should talk to people who have used it.
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