
Gordon H. Guyatt first used the term “Evidence Based 
Medicine”(EBM) in 19901. EBM was defined later by Sackett 
et al as “the conscientious, explicit, and judicious use of 
current best evidence in making decisions about the care of 
individual patients.”2 

Feinstein and Horitz3 discussed the problems with the concept 
of EBM, whose main concern seemed to be the differences in 
what constituted EBM and what was practiced at the bedside.

Regardless of many other issues that were debated about the 
practice of EBM, it has now become a way of life. The 
initially envisaged problem of access to the latest literature 
due to poor connectivity of internet, lack of time for the busy 
clinicians to read the abundant literature, particularly for 
those practicing in the in resource poor setting is now gone. 

The world has become smaller and accessible to all due to the 
revolutionary technology. So the only problem is time! In 
1992, Haynes reported that a doctor who practiced adult 
internal medicine, to keep up with the latest evidence, had to 
read 17 articles per day, day on day every year. Of course he 
had to do this while looking after his patients, a task, which is 
impossible even now. Further agony, in this era, would be 
added to the task, if he has to analyze all the articles using 
either the critical appraisal toolbox (from the British Medical 
Journal) or the JAMA user guides. If you search for 
COVID-19 today, which I did, you get over 104,000 articles, 
many of which you need to read to be able to keep up with the 
evidence!! (Figure 1).

Figure 1

Normally, when a new intervention is described, it goes 
through a rigorous process. The intervention needs to have a 
pathophysiological basis and also have biological plausibility. 
Then animal studies are done to establish safety and efficacy 
of the intervention. Then begins the process of small and even 

larger trials. Further systematic reviews, meta-analysis and 
confirm the efficacy and side effects. This takes a few years, 
before this intervention is ultimately adapted into widespread 
use. The professional organizations suggest later that it be 
used in their guidelines and position statements and the 
textbooks finally incorporate it.

The task becomes even more complicated for us poor 
clinicians, when the psyche is intruded upon one of the 
(jokingly called as) “Seven alternatives to EBM”.4 In this 
confusing story of COVID-19 pandemic appeared the classic 
example of the Eminence based Medicine (the marker for 
which is Radiance of white hair to be measured by 
Luminometer) combined with Vehemence based medicine 
(marker -Level of stridency, measured by Audiometer in 
decibels) by the admirably saintly looking Professor Didier 
Raoult from France. His group published a manuscript, in a 
reputable International Journal of Antimicrobial Agents 
paper, which described the efficacy of a combination of 
hydroxychloroquine (HCQ) and azithromycin.5 The end-point 
was soft to say the least, a reduction respiratory viral loads on 
day 6 post enrollment obtained by nasopharyngeal swabs, in 
patients with COVID-19. Surprisingly the publication was 
accompanied by this statement: ‘Given his role as Editor in 
Chief of this journal, Jean Marc Rolain had no involvement in 
the peer-review of this article and has no access to 
information regarding its peer-review. Full responsibility for 
the peer-review process for this article was delegated to P.R. 
Hsueh’. There was a sort of storm when many questions were 
raised, not the least relating to the involvement of the editor in 
the manuscript written. For example, the timelines seemed 
impossible: “The protocol for the treatment was approved by 
the French National Agency for Drug Safety on March 5th 
2020. The French Ethics Committee approved it on March 6th 
2020. The paper states that patients were followed up until 
day 14, although I don't see any data from day 14 in the paper. 
Since the paper was submitted for publication on March 16 in 
the International Journal of Antimicrobial Agents, the 14-day 
timeline seems to be impossible. Could the authors clarify 
how this statement in the procedure matches the 10-day 
interval between ethical approval and preprint submission?” 
This and other fallacies led the International Society of 
Antimicrobial Chemotherapy (ISAC) to publish an 
Expression of Concern, on 4th April 2020, which stated the 
following: ‘ISAC shares the concerns regarding the above 
article published recently in the International Journal of 
Antimicrobial Agents (IJAA). The ISAC Board believes the 
article does not meet the Society’s expected standard, 
especially relating to the lack of better explanations of the 
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inclusion criteria and the triage of patients to ensure patient 
safety.’ Around, the same time, Professor Raoult led a petition 
appealing the French government, which was signed by over 
400,000 people for making HCQ available for treatment of 
COVID-19. 

A little later, two prominent journals; Lancet and New 
England Journal of Medicine, published two studies, both 
advocating use of HCQ and macrolides for treatment of 
COVID-19.6,7 Due to various reasons such as Surgisphere, 
American healthcare analytics company, refusing to share the 
patient data, etc., both journals had to retract these articles. All 
this while, various professional societies were also unable to 
determine whether to recommend HCQ and azithromycin for 
treatment of COVID-19. All this speculation is now put to rest 
by a very recent Cochrane Metaanalysis, which concluded 
that HCQ for people infected with SARS-COV-2 has minimal 
to no effect for preventing mortality.8 There is no effect on 
progression on severity, so that need for mechanical 
ventilation can be avoided. It however found that there was a 
3-fold increase in cardiovascular effects, with very few of 
them being serious.

A bright feature in all the doom and gloom has been the 
REMAP-CAP trial led by the Leeds Teaching Hospitals of 
NHS, UK. It is an international randomised controlled trial, 
looking at the efficacy of different drugs in 
community-acquired pneumonia in the critically ill patients.9 
The first positive trial of steroids for treatment of severely ill 
CVOID-19 patients was published in September 2020. It used 
a little known, adaptive, randomised, controlled, trial design 
and had to be stop patient recruitment early (after 384 patients 
were recruited), because use of hydrocortisone showed 93% 
and 80% higher chance of organ support–free days within 21 
days. Since then hydrocortisone has become an accepted 
treatment modalities in patients with severe COVID-19. 

Remdesivir, though much touted for efficacy against 
SARS-COV-2, has not been to date shown to reduce mortality 
in COVID-19 patients. The first trial was published in May 
2020, which showed that Remdesivir administration use led 
to reduction in time to improvement in the clinical condition 
of the patients and called for larger studies.10

Another study comparing a 5-day vs. 10-day course of 
Remdesivir did not find any benefit of the longer course in 
patients not requiring mechanical ventilation.11 A report later 
published of a much larger randomised controlled trial 
suggests that Remdesivir may be better than placebo in 
patients with lower respiratory tract infections, however this 
seems to be true only for patients who are mildly or 
moderately ill and the really sick patients do not benefit.12 The 
authors themselves suggest that remdesivir alone may not be 
good enough for treatment of severe COVID-19. Amidst all 
this, the drug was given emergency use authorization by the 
US-FDA, and was used in large number of patients. Many 
drug therapies have been suggested and fallen by wayside. 

It is clear now that it pays to allow to any intervention to be 
studied properly, as inherent in the basic tenets of EBM. The 
adage “less is more” holds true even in emergency situations. 

It is the nature of the intensivist to want to do something. How 
can I not act when the patient is deteriorating /dying comes to 
us as an imperative to act. We often end up in situations in 
pandemic as aptly put by Carley et al, when we are at a point 
in patient treatment, which is ‘time critical and information 
light’. Though we are used to make decisions in such 
decisions due to nature of our training, we will often adopt 
therapies, which are cheap, and easy to adopt. A classic 
example is the use of awake prone position in patients with 
COVID-19.13 Though there are multiple observational 
studies, several questions persist. 

The pandemic has managed to make us push the panic button, 
very quickly. It is important that we stick to solid, critical, 
cogent scientific reasoning with a calm critical mind, and not 
use therapies which lead many improper use of scarce 
resources, leading ourselves down the garden path.
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