
 

Hydroxychloroquine for COVID-19: A new
review of several studies shows flaws in
research and no benefit
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A colorized scanning electron micrograph of the SARS-CoV-2 virus. Credit:
NIAID

President Donald Trump revealed on May 18, 2020 that he was taking
hydroxychloroquine to prevent contracting COVID-19. News media
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https://www.cnbc.com/2020/05/18/trump-says-he-takes-hydroxychloroquine-to-prevent-coronavirus-infection.html


 

reports run the gamut from saying hydroxychloroquine is 91% effective
to it being both ineffective and dangerous. How do people know what to
believe?

Our Health Outcomes, Policy, and Evidence Synthesis (HOPES) group
at the University of Connecticut has conducted many high profile
projects in the past, studying conditions such as cystic fibrosis and 
asthma. We published an assessment on May 27, 2020, of all of the
controlled studies that have been conducted around the world through
May 8, 2020, in the Annals of Internal Medicine. Like our other projects,
we used search strategies and methods that are sanctioned by
international bodies like the Cochrane Group to determine whether
hydroxychloroqune was effective and safe. Based on the media reports
you have heard, the results may surprise you.

What did we find?

We focused our assessment on controlled studies, those that compare the
effects of a drug in one group versus those who did not receive therapy
in another. This is critical when establishing the effectiveness of a
therapy because without it, the results are meaningless. If 100 people
took hydroxychloroquine and 10 died, it could mean that therapy was
great if 20 were going to die without it but horrible if two were going to
die.

The first thing we found is that there are no controlled studies assessing
the use of hydroxychloroquine to prevent getting COVID-19. So there is
no evidence one way of the other that you can prevent COVID-19 by
taking hydroxychloroquine.

We did find 14 controlled studies that were published in medical
journals or in pre-print where hydroxychloroquine was used to treat
people who had COVID-19 and we were able to independently evaluate
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https://www.breitbart.com/politics/2020/04/29/doctors-over-90-chance-hydroxychloroquine-can-help-coronavirus-patients
https://www.nytimes.com/2020/05/19/opinion/letters/trump-hydroxychloroquine.html
https://pediatrics.aappublications.org/content/126/5/e1211
https://jamanetwork.com/journals/jama/fullarticle/2675736
https://www.acpjournals.org/doi/10.7326/M20-2496
https://www.acpjournals.org/doi/10.7326/M20-2496
https://methods.cochrane.org/
https://medicalxpress.com/tags/hydroxychloroquine/
https://medicalxpress.com/tags/medical+journals/
https://medicalxpress.com/tags/medical+journals/


 

both the methods and results.

We found that even these studies had serious methodological
weaknesses. None of the studies had placebo control or blinding of
patients, clinicians and investigators, as is typical in clinical trials and
considered the "gold standard." Some studies had major baseline
differences in patient age, gender and severity of disease between the
two groups and did nothing to correct for that. And one study just
decided to not analyze the data for some of their patients receiving
hydroxychloroquine.

These and other weaknesses reduced our confidence that the results we
would find would be believable and not due to these biases. Many of the
studies had a very small number of patients, so there was high risk that
differences between studies could be due to chance.

Some of the studies suggested that people receiving hydroxychloroquine
were less likely to die, and more likely to clear the virus faster, or
improve the look of the lung scans better than those not receiving it.
However, a majority of the studies suggested hydroxychloroquine does
not provide any of these benefits and some studies were stopped early
because independent ethics boards felt the lack of benefit was not worth
the adverse effects that were occurring. This is exactly the type of
dispersion in study results you would expect to see in this poor quality
literature base. The main adverse effect seen so far was something
doctors call severe QTc interval prolongation—an EKG finding used to
determine arrhythmia risk—which, if excessive and not caught early,
can lead to a serious arrhythmia, which can be fatal.

When we applied recommended methods for determining the strength of
evidence, the only conclusion is that the current studies are insufficient
to say whether hydroxychloroquine works in COVID-19. That means it
is impossible for anyone to know whether or not it works given the
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https://medicalxpress.com/tags/clinical+trials/
https://www.medrxiv.org/content/10.1101/2020.03.16.20037135v1
https://www.heart.org/en/health-topics/arrhythmia/about-arrhythmia


 

studies that currently exist.

An observational study came out on May 11 in the Journal of the
American Medical Association and another on May 22 in The Lancet.
Both were too late to be included in our systematic review. The first is
one of the larger ones with 1,438 patients and was conducted in New
York City hospitals. It found that hydroxychloroquine use, with or
without azithromycin, had no mortality benefits at all.

The second multinational study is, by far, the largest, with 96,032
patients, and it did a good job of controlling for differences between
groups at baseline. Use of hydroxychloroquine alone or
hydroxychloroquine plus a macrolide like azithromycin increased
mortality substantially in this study.

When added to the studies we already reviewed, it is becoming less
likely that a mortality benefit will result from the use of
hydroxychloroquine and more likely that a neutral or harmful effect on
survival will occur. If hydroxychloroquine doesn't hasten death, then it
could still be useful should it be found to reduce other endpoints of
importance, such as duration of illness and decrease in severity of
symptoms. Only future studies will be able to say for sure.

Where do we go from here?

There is a study with strong research methods currently underway, but it
is not coming out until 2021. No one knows what they will find.

People currently prescribing hydroxychloroquine and those taking it
should do so with the full knowledge that it is completely experimental
for COVID-19 and not without risks. Cherry picking a few studies that
fit your preconceived idea about hydroxychloroquine's benefits or safety
and disregarding the rest isn't good science and shouldn't guide health
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https://www.cancer.gov/publications/dictionaries/cancer-terms/def/observational-study
https://jamanetwork.com/journals/jama/fullarticle/2766117
https://jamanetwork.com/journals/jama/fullarticle/2766117
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https://www.drugs.com/drug-class/macrolides.html
https://www.nih.gov/news-events/news-releases/nih-clinical-trial-hydroxychloroquine-potential-therapy-COVID-19-begins


 

decisions.

This article is republished from The Conversation under a Creative
Commons license. Read the original article.
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