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From an evidence-based medicine perspective, drug prescrip- 

ions should be based on credible systematic reviews with meta- 

nalyses of randomised controlled trials that provide sufficiently 

rustworthy estimates of the efficacy and safety of the respective 

rugs [1] . Otherwise, physician and patient may mistakenly bal- 

nce benefits and harms during the application of values and pref- 

rences, which can compromise clinical decision making and bring 

nwanted consequences [2] . 

At the beginning of the Covid-19 pandemic, facing growing 

umbers of hospitalisations and deaths due to SARS-CoV-2 infec- 

ions, physicians around the world were taken over by despair 

nd an emotional need to offer “something” to their patients. This, 

nd the severity of the whole situation, motivated a worldwide 

earch for potential treatments for Covid-19, which in turn led 

o the repositioning of several drugs that started to be investi- 

ated in research and used off-label in clinical practice, mainly 

n severely/critically ill hospitalised patients. The off-label utilisa- 

ion of repositioned medications against Covid-19 at that time be- 

ame quite problematic when prominent politicians such as Don- 

ld Trump started to promote unproven drugs as silver bullets 

or fighting the disease [3] . This “infusion of politics into science”

4] likely sparked the widespread off-label use of several medi- 

ations against Covid-19 in many countries, including in the US 

nd Brazil, despite the international scientific community advising 

gainst this practice [3] . 

In Brazil, already from March 2020, largely spearheaded by 

resident Bolsonaro, several actions that favour the spread of the 

ew coronavirus were put into practice in the country, not only 

y public authorities but also by physicians [5] . These actions in- 
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luded, among others, the blatant promotion of unproven drugs 

gainst Covid-19, such as hydroxychloroquine, ivermectin, and ni- 

azoxanide, on one hand, and the sabotage of established interven- 

ions, such as social distancing, mask-wearing, and vaccination, on 

he other hand [5] . In a politically inflamed and understandably 

rightened population in which many people have difficulties in 

aking informed health choices, this can have catastrophic con- 

equences. 

In 2020, prescriptions and sales of hydroxychloroquine, iver- 

ectin, and nitazoxanide skyrocketed in Brazil [6] , which led to 

 shortage of some of these medications on the market and hence 

dversely affected those who made on-label use of these drugs. 

or instance, hydroxychloroquine is commonly used in Brazil for 

he treatment of malaria, lupus, and rheumatoid arthritis. Accord- 

ng to a survey performed in July 2020, some cities faced prob- 

ems of hydroxychloroquine shortage in their pharmacies at that 

ime, which impaired the treatment of many rheumatic patients 

ho made continuous use of the drug [7] . 

Physicians prescribing drugs off-label to Covid-19 outpatients 

n Brazil have been backed and encouraged by a decision from 

he Brazilian Federal Board of Medicine issued in April 2020 that 

uthorised, in the name of “physician’s autonomy,” the prescrip- 

ion of hydroxychloroquine to early/mild Covid-19 cases, [8] and 

y a protocol from the Brazilian Ministry of Health guiding the use 

f hydroxychloroquine and azithromycin in the treatment of non- 

ospitalised Covid-19 patients, that remained in effect from May 

020 to May 2021 [9] . The main goal of this protocol was to in-

rease patients’ access to the so-called “Early Treatment of Covid- 

9” through the Brazilian public healthcare system [9] . It is note- 

orthy that, in late August 2021, the Federal Board of Medicine’s 

ecision is still in effect. 

Drugs like hydroxychloroquine, ivermectin, and nitazoxanide 

ave been prescribed for Covid-19 in Brazil (even to unconfirmed 
nder the CC BY-NC-ND license ( http://creativecommons.org/licenses/by-nc-nd/4.0/ ) 
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ases) often by means of the so-called “Covid Kit,” which usually 

lso includes other medications such as azithromycin and systemic 

orticosteroids. The “Covid Kit” came up in Brazil early in the pan- 

emic and has since been promoted by the “Physicians for Life,”

 medical organisation created for disseminating the “Early Treat- 

ent of Covid-19” in the country. The rationale underpinning this 

nitiative is that by treating patients precociously with these drugs 

t is possible to prevent disease worsening and hence avoid hospi- 

alisation, intubation, and death. Both the conception and creation 

f this organisation found great support in the Federal Board of 

edicine’s decision and in the Ministry of Health’s protocol. More- 

ver, at the beginning of the pandemic, also contributing to the 

issemination of the “Early Treatment of Covid-19” in Brazil, pri- 

ate healthcare providers and municipal governments started to 

istribute the “Covid Kit” to their physicians, for both personal use 

nd prescription to patients. 

In August 2020, members and supporters of the “Physicians 

or Life” attended an event called “Brazil Beating Covid-19” at the 

residential Palace, when a letter promoting the “Early Treatment 

f Covid-19” was handed to Bolsonaro, who received it with much 

ratitude and enthusiasm [10] . Through online courses, conven- 

ional media appearances, an overt backing from the federal gov- 

rnment, and a strong social media presence, the “Physicians for 

ife” movement has influenced many people in the country, not 

nly health professionals but also the lay population who, under- 

tandably, is frightened and disoriented since the beginning of the 

andemic. For instance, likely presuming that benefits outweigh 

arms, approximately one in every four individuals in Brazil has 

aken drugs from the “Covid Kit” as prophylaxis or treatment for 

ovid-19, including through self-medication [11] . Moreover, data 

rom the “DETECTCoV-19” study showed that, among people with 

 previous Covid-19 diagnosis, 56% had taken medications as treat- 

ent for the disease, usually combining different drugs from the 

Covid Kit” [12] . Nineteen percent had taken (hydroxy)chloroquine, 

5% ivermectin, 8% nitazoxanide, 77% azithromycin, and 26% corti- 

osteroids [12] . 

Notably, the “Covid Kit” and its drugs individually have been 

romoted and prescribed in Brazil based on anecdotal evidence, 

ersonal experiences and opinions, in vitro studies with drug 

osages exceeding safety limits in humans, clinical studies of poor 

ethodological quality yielding untrustworthy estimates of efficacy 

nd safety, systematic reviews with meta-analyses without cred- 

bility, political ideology and, above all, “physician’s autonomy.”

here has never been a sound scientific basis that would justify 

he promotion and prescription of these medications outside a re- 

earch context. 

One key point of this discussion is the importance of not ex- 

rapolating efficacy and safety evidence from the hospital set- 

ing, which usually involves people with advanced disease/severe 

ymptoms, to the contexts of outpatient treatment and prophy- 

axis, which otherwise involve earlier disease/milder symptoms 

nd healthy/non-infected people, respectively [13 , 14] . The thera- 

eutic priorities and hence the outcomes of interest are likely dif- 

erent in each of these three situations, as well as the pathogenesis 

f early versus advanced Covid-19 [13 , 14] . 

Currently, the results from credible systematic reviews with 

eta-analyses of randomised controlled trials do not support 

he utilisation of the “Covid Kit” drugs for outpatient treat- 

ent and prophylaxis of Covid-19 outside clinical studies. For 

ome of these drugs, the evidence is still either lacking or 

nsufficiently trustworthy (very low- to low-certainty estimates 

f efficacy/safety), rendering their clinical effects very uncer- 

ain [15] , while for others, the evidence is already trustworthy 

nough (moderate- to high-certainty estimates of efficacy/safety) 

nd reveals no clinical benefit and/or an increased risk of harm 

16] . 
2 
Accordingly, international guidelines currently recom- 

end/suggest against using the “Covid Kit” drugs in the contexts 

f outpatient treatment and prophylaxis of Covid-19 outside clini- 

al studies, not only because of still unproven clinical benefits, but 

lso because of the harmful potential of these drugs [17 , 18] . The

IH’s guideline recommends against the use of hydroxychloro- 

uine, azithromycin, nitazoxanide, and systemic corticosteroids 

or both prophylaxis and outpatient treatment of Covid-19 [17] . 

ue to still very uncertain benefits and the possibility of serious 

dverse events, the IDSA’s guideline suggests not using ivermectin 

n non-hospitalised Covid-19 patients [18] . Notably, the Brazilian 

edical Association and the Brazilian Societies of Infectious Dis- 

ases and of Pulmonology and Tisiology currently also recommend 

gainst the use of these drugs for both prophylaxis and treatment 

f early/mild, non-hospitalised Covid-19 cases. 

Compared with placebo, hydroxychloroquine probably does not 

educe the risks of SARS-CoV-2 infection and hospitalisation of 

ovid-19 outpatients, and its use for prophylaxis probably in- 

reases the risk of adverse effects [16] . Furthermore, hydroxy- 

hloroquine and azithromycin can both cause serious cardiac prob- 

ems, even more so when in combination with each other, which 

s particularly worrisome in the outpatient setting [17] . Moreover, 

he indiscriminate use of antibiotics may increase bacterial resis- 

ance. Systemic corticosteroids have shown benefit only for hospi- 

alised patients receiving respiratory support [13 , 17 , 18] . The use of

hese drugs is associated with adverse effects that might be diffi- 

ult to monitor outside the hospital, and their utilisation in early 

ovid-19 may even increase viral replication, which in turn may re- 

ult in further harm [13 , 17] . With regards to ivermectin, there have

een reports from different countries, including Brazil and the US, 

f people being hospitalised after self-medicating and intoxicating 

hemselves with the drug. 

Ivermectin has long been promoted in the US as a prophylaxis 

nd early treatment medication against Covid-19 by the “Front Line 

OVID-19 Critical Care (FLCCC) Alliance,” an American medical or- 

anisation created in early 2020. The group has published several 

ovid-19 protocols, one of which is centred on ivermectin for both 

rophylaxis and early treatment. This protocol was translated into 

everal languages, including Portuguese. In July 2021, physicians 

rom both the “Physicians for Life” and the “FLCCC Alliance” took 

art in the “World Ivermectin Day,” an international online con- 

erence that celebrated the end of Covid-19 with ivermectin. The 

vent was also joined by other affiliated international groups, such 

s the “British Ivermectin Recommendation Development (BIRD) 

roup.” This is all very worrying, as currently there is no scientific 

asis whatsoever for such an enterprise [15] . Perhaps this is all be- 

ng motivated by a strong desire to be free from the virus and out 

f risk, a search for prestige, or simply an interest in disseminating 

ake news. 

Besides the toxic potential of an unsupervised and combined 

tilisation of the “Covid Kit” drugs, the belief that there are 

idely accessible harmless medications that can prevent and/or 

reat Covid-19 precociously might result in the abandonment of 

ore burdensome, yet more effective and safer protective mea- 

ures, such as social distancing and mask-wearing, because of a 

ense of protection afforded by the drugs. In support of this hy- 

othesis, data from the “DETECTCoV-19” study showed that the 

revalence of SARS-CoV-2 infection was 50% higher among those 

ho self-medicated as prophylaxis for Covid-19 (25% of the study’s 

ample) [12] . 

Although belatedly and slowly, vaccination in Brazil is moving 

orward. However, national vaccination coverage is still low, with 

ess than 30% of the entire population fully immunised in late Au- 

ust 2021, [19] and many people remain resistant to getting their 

hots due to concerns about vaccines’ efficacy and/or safety. People 

ust not mistakenly choose ineffective/unproven and potentially 
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armful drugs over approved, and therefore effective and safe vac- 

ines. Indeed, full control of the Covid-19 pandemic will require, in 

ddition to vaccines, the use of medications that can prevent and 

reat infections precociously and that are safe, widely accessible, 

nd easily administered [13] . Unfortunately, these drugs do not yet 

xist, but many studies are being conducted. 

The merit of the “Early Treatment of Covid-19” with the “Covid 

it” drugs is an essentially scientific issue, but which regrettably 

ecame political. This has resulted in serious conflicts in Brazil 

mong physicians, scientists, and even the lay population. As a 

ociety, people should be united in the name of a common goal, 

hich is to tackle Covid-19 in the most effective way possible. Not 

ollowing recommendations from established national and interna- 

ional scientific/medical entities leads to a waste of effort s and re- 

ources, causes more suffering, and certainly does not contribute 

o achieving this goal. 

The “Early Treatment of Covid-19” with the “Covid Kit” drugs is 

art of an international project with ongoing activities in different 

ountries. Although praiseworthy, unfortunately, the “Covid Kit”

roject has all along been devoid of the required scientific basis. 

or the time being, the Brazilian Federal Board of Medicine should 

fficially prohibit the “Early Treatment of Covid-19” in Brazil with 

he “Covid Kit” drugs. Furthermore, the effort s and resources that 

ave long been employed by public authorities and physicians in 

he promotion of this project should be directed to maximise ad- 

erence to vaccination and non-pharmacological protective mea- 

ures in the country. After all, the Delta variant is already here 

nd threatens Brazil with another outbreak, [20] which demands 

ot only the maintenance/implementation of truly effective protec- 

ive measures, but also the abolition of any unscientific, distracting, 

nd potentially harmful interventions. Moreover, it is necessary 

o expand and strengthen already existing initiatives of evidence- 

ased medicine teaching and training for health professionals in 

razil. Ensuring clinicians’ adherence to an evidence-based prac- 

ice is equally important. Finally, educational interventions aimed 

t improving people’s ability to make informed health choices are 

esperately needed in the country. 
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