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Potential treatments for COVID-19 
are not parachutes – avoiding a 
pandemic of medical reversals

Concept Article

Brazil is steadily scaling up the number of Covid-19 
cases. Confirmed cases are over the three million 
and deaths surpass 100,0001. The chloroquine/
hydroxychloroquine has been nationally regarded 
as a guarantee of success against the pandemic. 
However, the results of preclinical2 and well 
conducted randomized trials show no efficacy in 
post-exposure prophylaxis3, in outpatients with 
early Covid-194, 4 or in hospitalized patients5. 
Indeed, the position contrary to the use of these 
medications had already resulted in the ousting 
out two Health Ministers and has been the source 
of endless polemics in the country6. Brazilian 
physicians are prescribing the most varied 
schemes using hydroxychloroquine, nitazoxanide, 
ivermectin, or corticosteroids7-9. It is important 
to reason about the interventions that have 
been adopted for the clinical management of 
COVID-19 in Brazil. In order to do that, we remind a 
systematic review10 which revealed that the clinical 
perception of the effect of medical interventions 
is extremely inaccurate: physicians tend to 
overestimate the benefit and underestimate the 
harms of their interventions. That would create a 
professional culture in which the physician would 
have to do anything, in which waiting and not 

doing something would not be valid options. As 
such, professionals often try to justify the conduct 
precisely because of the lack of evidence, arguing 
that there is no evidence for everything nor time to 
gather evidence11.

An emblematic systematic review aimed to 
assess whether there was evidence for the use of 
parachutes during a gravitational challenge12. The 
study concluded that randomized controlled trials 
(RCTs) have never been conducted to provide 
evidence of the benefit of using parachutes in 
a free fall situation. The idea is that there are 
situations that cannot be subjected to the rigors 
of an RCT as it would be unethical to randomize 
individuals to receive or not a parachute before 
a situation of free fall. It is a study that simply 
cannot be done for ethical reasons and it is 
obvious that those without parachutes would die. 
Many health professionals are now using a similar 
argument to justify the absence of evidence for 
their conduct, especially in infectious diseases13. 
But can most medical interventions be correctly 
compared with the parachute situation? The 
answer is a categorical “no”. In 2018, investigators 
found that interventions considered by physicians 
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as beneficial as parachutes do not satisfy the 
impediment conditions to run an RCT. Furthermore, 
for most conducts, RCTs have been developed and 
published, some with evidence against the conduct14.

While considering interventions to treat the acute 
respiratory distress syndrome (ARDS) caused by 
SARS-Cov-2 the shreds of evidence supporting the 
use of corticosteroids are sparse, but we already 
know that the benefit is absent when ARDS is caused 
by other conditions15,16. Is there a good reason to 
think that ARDS caused by SARS-CoV-2 will respond 
in a different way? The Recovery trial17 suggests that 
a low dose of dexamethasone can reduce mortality 
with an overall relative risk reduction of 13%. Patients 
requiring mechanical ventilation or supplemental 
oxygen benefited from the intervention while 
individuals who were not in oxygen supplementation 
did not. Interestingly, this finding is in line with 
the use of corticosteroids in community-acquired 
pneumonia18, where the drug reduces mortality in 
severe cases but not in mild ones.

On the other hand, Remdesivir has only a marginal 
effect, if any, in the reduction of mortality19,20 and has 
been proposed as a costly compassionate therapy. 
Yet, a bunch of suggestions of repurposing drugs 
like hydroxychloroquine, ivermectin, or nitazoxanide 
are under investigation in tiny trials with very low 
statistical power21,22. Looking at the sample size 
of these studies combined with extensive use of 
surrogate endpoints instead of clinical ones causes 
concerns that the results could cause more confusion 
than offer any response to the pandemic. We could 
be about to experience the beginning of a new wave 
of medical reversals23 because of the pandemic. 
It is the case for hydroxychloroquine, which was 
approved by FDA (through Emergency Authorization 
Use Act) and by the Brazilian government as an 
essential drug to treat COVID-19, even though there 
were no RCT demonstrating any benefit of the drug 
for viral infections at al. Indeed, a recently published 
trial3 demonstrated that hydroxychloroquine was 
not able to offer prophylactic benefit to people with 
a high risk of exposure to the virus. Ultimately, the 
Recovery trial found no difference in 28-day mortality 
between the hydroxychloroquine and usual care 
arms5 and the National Institutes of Health’s trial was 
halted due to lack of efficacy24. After the publication of 
negative results, agencies like the FDA have decided 

to suspend the recommendation to use the drug to 
treat COVID-19. In reality, such a recommendation 
should have never been made in the first place.

Indeed, there is no such thing as a dichotomy 
between offering an intervention without evidence 
or to offer nothing in order to treat a patient on the 
course of a pandemic. At a more general framework, 
the standard of care applicable to a patient with 
acute respiratory distress syndrome based on lung-
protective ventilation25 and the old practices like 
prone positioning the patient is able to offer an 
actual reduction in mortality26. The argument that 
the pandemic is an atypical situation as the reason 
why physicians should try everything is simply a 
euphemism to practice medicine without evidence. 
It is not a scientific attitude. We still need well-
conducted RCTs and we urgently need to stop 
adopting conducts without good evidence under the 
excuse of a pandemic or any other adverse scenario. 
The recommended interventions to treat patients 
with Covid-19 are not akin to parachutes and we need 
not to make this a pandemic of medical reversals
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