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CAMARA MUNICIPL DE ARARAQUARA

INDICACAO N2 1754/2021

DispGe sobre a realizacdo de estudos junto
ao Comité de Contingéncia do Coronavirus,
para que seja analisada a possibilidade de
adocdo pelo Municipio de Araraquara de
protocolos de Intervengdo Precoce para a
Covid-19

Considerando o agravamento da situacdao pandémica, com esgotamento
iminente do sistema de salde publico e privado, apesar dos aportes de leitos ja instalados.

Considerando a auséncia de previsdao concreta para que toda a populacao
esteja imunizada através da vacinagcdao, com projecdes que superam um ano para a obtencao
da imunidade coletiva por essa via.

Considerando que os mais recentes estudos médicos apontam diversas Drogas
Reposicionadas (medicamentos ja aprovados que apresentam efeitos desejados para alguma
outra condicdo, além da inicialmente prevista) tém se mostrado eficientes no tratamento da
doenga.

Considerando estudos sobre exames clinicos que podem ajudar a avaliar o
potencial de agravamento pela doenca, possibilitando maiores chances de sucesso na
prevencao de um desfecho mais grave.

Considerando os relatos de cidades e estados que adotaram as medidas para
intervengdo precoce na COVID-19 com bons resultados e diminuicao da carga sobre os
sistemas de saude.

Considerando Carta enviada pelo Department of Pulmonary, Critical care and
Sleep Medicine All India Institute of Medical Sciences (AlIMS) de New Delhi, India, e publicada
em 19 de abril de 2021 no periédico Advances in Respiratory Medicine, em que os autores
destacam que algumas medica¢Ges com efeito antiviral, devem ser administradas o quanto
antes, na fase de replicacdo viral, para que produzam os efeitos clinicos desejados.

Considerando a introducdo de numero 32 da declaragdo de Helsinque, que
dispoe:

“32. No tratamento de um paciente, quando métodos profilaticos, diagndsticos
e terapéuticos comprovados ndo existirem ou forem ineficazes, o médico com o
consentimento informado do paciente, devera ser livre para utilizar medidas profilaticas,
diagndsticas e terapéuticas ndo comprovadas ou inovadoras, se, em seu julgamento, estas
oferecerem a esperanca de salvar a vida, restabelecer a saude e aliviar o sofrimento [...]”

Considerando que a relagao médico-paciente deve ser aberta e de confianga, e
gue ambas as partes devem estar de acordo com o tratamento.
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CAMARA MUNICIPL DE ARARAQUARA

Indico ao Senhor Prefeito Municipal, a necessidade de entrar em entendimento
com o setor competente, para que seja analisada a possibilidade de adog¢do pelo Municipio de
Araraquara, de protocolos de Intervencdao Precoce para a Covid-19, buscando iniciar o
tratamento com as medidas disponiveis, o mais rapido possivel, visando reduzir o nimero de
pacientes que progridem para fases mais graves da doenca.

Sala de Sessdes “Plinio de Carvalho”, 23 de abril de 2021.

LINEU CARLOS DE ASSIS
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LETTER TO THE EDITOR

Manu Madan, Anant Mohan, Karan Madan, Vijay Hadda, Pawan Tiwari,

Randeep Guleria, Saurabh Mittal

Department of Pulmonary, Critical care and Sleep Medicine, All India Institute of Medical Sciences (AIIMS) New Delhi, India

Timing of anti-viral therapy in COVID-19: key to success

To the Editor

Since the onset of the current coronavirus
disease 2019 (COVID-19) pandemic, there have
been attempts to identify medications for severe
acute respiratory syndrome coronavirus 2 (SARS-
CoV-2). As there have been no antivirals available
for the treatment of this disease, repurposing of
drugs has started and various classes of drugs
are being tried. Some of the candidate drugs
include remdesivir (recently approved by Food
and Drug Administration), ivermectin, and inter-
feron B-1b. There is emerging evidence regarding
the efficacy of these drugs; however, no definite
conclusions are available. A recent study by
Shi et al. reported results about the efficacy of
antiviral therapies in patients with coronavirus
disease 2019 (COVID-19) in China and found no
significant impact on improvement [1]. Similar
results were reported in a recently published
randomized controlled trial (RCT) about the
use of interferon B-1a in patients with severe
coronavirus disease 2019 (COVID-19) and found
no significant difference in the time to clinical
response in the experimental arm as compared
to the control arm [2]. However, there are a few
aspects regarding the timing of the initiation of
antivirals which require discussion. In both of
these studies, the authors have not reported the
timing of initiation of antiviral therapy, which is
crucial to patient outcomes. We all understand
that the host’s immune response plays a crucial
role in the prevention as well as containment of
any infection; however, when an antiviral agent
is sought for patients with disease or for patients
who are at risk of severe disease, it should be done

in a timely manner [3]. COVID-19 has an initial
virological phase which leads the patients into
a host inflammatory response phase where they
tend to develop a cytokine storm [4]. Based on the
report by Wolfel et al. [5] which states that the vi-
rus cannot be isolated beyond day 8, it is also like-
ly that antivirals may not be efficacious beyond
this time. Thus, it would be best to use antiviral
medications relatively early in the illness and an-
ti-inflammatory drugs later. Using antiviral drugs
later in the disease course may add to the adverse
effects rather than yielding clinical benefits. In
the study by Effat et al. [2], the mean (standard
deviation, SD) duration of starting treatment in
the interferon arm was 11.7 (5.71) days. This late
initiation of antiviral therapy may be the reason
behind no difference in time to clinical response,
which was the primary endpoint. However, there
was a difference with respect to the percentage of
patients being discharged by day 14, favouring the
interferon group. Such a result may be owed to
the properties of interferon, which endorses more
than just an antiviral mechanism (i.e. decreasing
vascular leakage and inflammatory biomarkers
like IL-6) [6, 7]. They also reported that starting
interferon treatment early in the course of the
disease showed mortality benefit (odds ratio, 13.5;
95% confidence interval 1.5 to 118) which further
emphasizes the importance of early initiation of
therapy [2].

Table 1 enlists some noteworthy trials in
COVID-19 regarding the use of antiviral med-
ications and timing of treatment initiation for
the outcome reported. Remdesivir showed no
benefit when treatment was started after ten days
of illness. Instead, it was associated with higher

Address for correspondence: Saurabh Mittal MD, DIVI. MRCP(UK), FCCP. Assistant Professor, Department of Pulmonary, Critical Care and Sleep Medicine, All India Institute of

Medical Sciences, Ansari Nagar, New Delhi, India; e-mail: saurabh_kgmu@yahoo.co.in
DOI: 10.5603/ARM.a2021.0020

Received: 02.11.2020

Copyright © 2021 PTChP

ISSN 2451-4934

www.journals.viamedica.pl 1

DOCUMENTO ASSINADO DIGITALMENTE POR: LINEU CARLOS DE ASSIS:00278740871 em 23/04/2021 20:43:15 Indicag¢éo n°® 1754/2021/3068/2021 Sistema Siscam. Para obter informagdes sobre



Advances in Respiratory Medicine 2021, vol. 89

Table 1. List of studies with use of antivirals and outcomes reported

Author Drug
patients

Number of  Study design

Day of initiation
of treatment from
symptom onset

Outcome in comparison
to control or standard of care

Wang et al. [8] Remdesivir 237 RCT

Spinner et al. [9] Remdesivir 584 RCT

Beigel et al. [10] Remdesivir 1063 RCT

Caoetal. [11] Lopinavir- 199 RCT
ritonavir

Hung et al. [12] Interferon beta-1b, 127 RCT
lopinavir—ritonavir,
and ribavirin

Non rando-
mized

Zhou et al. [7] Interferon alpha 71

" No benefit
Patients started on treatment within 10 days
had decreased mortality (11%) vs patients
having treatment started after 10 days (14%)

8 Higher odds of a better clinical outcome with
those randomized to standard care (OR 1.65;
95% Cl 1.09-2.48; p = 0.02)

9 The remdesivir group had a shorter time to
recovery (median, 11 days, as compared
with 15 days; rate ratio for recovery, 1.32;

95% CI 1.12 to 1.55; p < 0.001)

13 No benefit

5 Significantly shorter median time from start
of study treatment to negative nasopha-
ryngeal swab in treatment group (7 days

[IQR 5-11]) than the control group (12 days
[8-15]; HR 4-37 [95% CI 1.86-10.24], p =
0.0010)

Clinical improvement was better in the com-
bination group

8 Significant accelerated viral clearance (p =
0.002), and reduced circulating levels of IL-6
(p =5.7 x 107°) and CRP (p = 0.002)

Cl— confidence interval; CRP — C-reactive protein; HR — hazard ratio; Il-6 — interleukine 6; IQR — interquartile range; OR — odds ratio; RCT — randomized clinical trial

mortality than the control arm [8]. However, when
used within ten days, it tended to show benefits
in other trials [9, 10]. Most other trials tend to
start antivirals late and have reported no clinical
benefits with their use.

This brings us to essential questions of wheth-
er these drugs, if initiated early, can lead to clinical
benefits, and whether or not these negative trials
are giving us a false portrayal of their efficacy.
Based on the available evidence, we suggest that
antivirals should be initiated within the first ten
days of illness, especially in research settings. In
this COVID era, with the limited therapeutic op-
tions available to physicians, the appropriate and
timely use of therapy can help save lives.
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TRADUCAO

Manu Madan, Anant Mohan, Karan Madan, Vijay Hadda, Pawan Tiwari,
Randeep Guleria, Saurabh Mittal

Departamento de Pulmonar, Terapia Intensiva e Medicina do Sono, Instituto de Ciéncias
Médicas da india (AlIMS), Nova Delhi, india

Momento da terapia antiviral em COVID-19: a chave para o sucesso

Para o editor

Desde o inicio do coronavirus atual

pandemia de doenga 2019 (COVID-19), houve

tentativas de identificar medicamentos para graves

sindrome respiratdria aguda coronavirus 2 (SARSCoV-2). Como ndo ha antivirais disponiveis
para o tratamento desta doenca, reaproveitamento de

drogas comecou e varias classes de drogas

estdo sendo julgados. Algumas das drogas candidatas

incluem remdesivir (recentemente aprovado pela Food

and Drug Administration), ivermectina e interferon b-1b. Ha evidéncias emergentes sobre
a eficacia dessas drogas; no entanto, nenhum

conclusdes estdo disponiveis. Um estudo recente de

Shi et al. resultados relatados sobre a eficacia de

terapias antivirais em pacientes com coronavirus

doenga 2019 (COVID-19) na China e ndo encontrou

impacto significativo na melhoria [1]. Semelhante

os resultados foram relatados em um publicado recentemente

ensaio clinico randomizado (RCT) sobre o

uso de interferon b-1a em pacientes com graves

doenca coronavirus 2019 (COVID-19) e encontrado
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nenhuma diferenca significativa no tempo para clinica

resposta no brago experimental em comparacao

para o brago de controle [2]. No entanto, existem alguns

aspectos relativos ao momento do inicio do

antivirais que requerem discussdo. Em ambos

esses estudos, os autores nao relataram o

momento de inicio da terapia antiviral, que é

crucial para os resultados do paciente. Todos nds entendemos

gue a resposta imunoldgica do hospedeiro desempenha um papel crucial
papel na prevencao, bem como contencado de

gualquer infeccdo; no entanto, quando um agente antiviral

é procurado para pacientes com doenga ou para pacientes

gue estdao em risco de doenca grave, isso deve ser feito

em tempo habil [3]. COVID-19 tem uma inicial

fase viroldgica que leva os pacientes a

uma fase de resposta inflamatéria do hospedeiro onde eles

tendem a desenvolver uma tempestade de citocinas [4]. Com base no

relatério de Wolfel et al. [5] que afirma que o virus ndo pode ser isolado além do dia 8,
também é provavel que os antivirais ndo sejam eficazes além do

desta vez. Assim, seria melhor usar antivirais

medicamentos relativamente no inicio da doenca e antiinflamatérios posteriormente. Uso de
medicamentos antivirais

mais tarde no curso da doenca pode adicionar ao adverso
efeitos ao invés de produzir beneficios clinicos. Dentro

o estudo de Effat et al. [2], a média (padrao

desvio, SD) duracdo do inicio do tratamento em

o braco do interferdo foi de 11,7 (5,71) dias. Tdo tarde

o inicio da terapia antiviral pode ser a razdo
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atrds de nenhuma diferenca no tempo para a resposta clinica,
qual foi o endpoint primario. No entanto, ha

foi uma diferenca em relacdo a porcentagem de

pacientes recebendo alta no dia 14, favorecendo o

grupo interferon. Esse resultado pode ser devido a

as propriedades do interferon, que endossa mais

do que apenas um mecanismo antiviral (ou seja, diminuindo
vazamento vascular e biomarcadores inflamatérios

como IL-6) [6, 7]. Eles também relataram que comecar
tratamento com interferon no inicio do curso do

a doenga mostrou beneficio na mortalidade (odds ratio, 13,5;
Intervalo de confianga de 95% 1,5 a 118) que além disso
enfatiza a importancia do inicio precoce de

terapia [2].

A Tabela 1 lista alguns ensaios notaveis em

COVID-19 em relacdo ao uso de medicamentos antivirais e tempo de inicio do tratamento para
o resultado relatado. Remdesivir ndo mostrou

beneficio quando o tratamento foi iniciado apds dez dias

de doenga.
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real-time meta analysis of 235 stud

Covid Analysis, Oct 20, 2020 (Version 96, April 20, 2021)

HCQ is effective for COVID-19 when used early
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Ivermectin for COVID-19: real-time meta analysis of 52 studies

Covid Analysis, Nov 26, 2020 (Version 61, Apr 18, 2021)
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