PREFEITURA DA ESTANCIA TURISTICA DE IBIUNA

Estado de Sio Paulo

Ibitina, 15 de julho de 2021.

OFICIO GP N° /2021

REF.: RESPOSTA AO REQUERIMENTO N° 61
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SENHOR PRESIDENTE:

Em atengéio ao Oficio GPC n° 148/2021, que encaminha o
Requerimento n® 61, da Nobre Vereadora Rozi Aparecida Domingues Soares Machado,
e subscritos pelos demais Edis, informo que encaminho a resposta da Secretaria de

Saude, referente a elaboragédo de um protocolo de tratamento precoce e preventivo da
Covid-19. :

Sem mais e certo de poder contar com a prestigiosa atengéo
de Vossa Exceléncia, desde ja agradego aproveitando o ensejo para renovar meus
protestos de estima e distinta considerag#o.
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Prefeitura Municipal da Estancia Turistica de Ibiina
Secretaria de Saude
Hospital Municipal

Ibitiina, 27 de maio de 2021.

Oficio especial

A/C Secretaria da Saude do Municipio de Ibitina
Ibiina
A/C Vereadora Rozi Ap. Domingues Soares Machado e Vereador Walmir B. Junior

Prezados,

Em resposta ao Oficio do dia 14 de abril de 2021, o qual os representantes acima
solicitam medidas para a possibilidade de implementagédo do tratamento precoce e
preventivo do Covid-19, eu, Dra. Laryssa Sanches De Laurentis, Médica
Infectologista do municipio de Ibilina, inscrita no CRM 177415 e RQE 87842, venho
por meio deste expor minha posi¢édo contraria a tais medidas terapéuticas precoces.

Entendo a posigdo dos solicitantes, visto o quadro da pandemia atual que nos
encontramos, e consequentemente as suas preocupagdes com a populagdo em
questdo. Mas acredito que tanto por motivos éticos, como de seguranca aos
habitantes, ndo podemos implantar protocolos que apresentem carater de estudo,
(expondo-os como cobaias e até mesmo a provaveis maleficios), sem embasamento
em evidéncias cientificas e indo ao desencontro as orientagdes de grandes
representantes da comunidade médica, como por exemplo as Sociedades
Brasileiras de Infectologia; Pneumologia e Medicina Intensiva, as quais séo
portadoras de vasto conhecimento tedrico e pratico.

Acredito sim, que devemos manter nossos esforgos em termos de prevencéo,
através de insisténcia em utilizagdo de mascaras, alcool em gel, distanciamento
social, maior fiscalizagdo para que ndo ocorre eventos com aglomeragdo e no
incentivo a vacinagdo (nosso grande aliado neste momento), enquanto ndo temos
um tratamento comprovado cientificamente.

Oriento, portanto, que ndao devemos por ora, até que tenhamos mais consisténcia
em tais protocolos (sem embasamento/comprovacao cientifica), que Ibiuna nao siga
ou formule medidas terapéutica empiricas. Porém, fica a cargo da Secretaria da
Salde a postura da adogdo ou nao de tais propostas. -

Segue em anexo publicagbes para apreciacdo dos senhores.



Prefeitura Municipal da Estancia Turistica de Ibitina
Secretaria de Saude
Hospital Municipal

A disposicao,

Dra. Laryssa Sanches De Laurentis
CRM 177415/ RQE 87842
Médica Infectologista



4% v

Lro




CORONAVIRUS
COVID - 19

COORDENACAO

Carlos Roberto Ribeiro de Carvalho
« HC/FMUSP

Maicon Falavigna
<HMV
< IATS

ELABORACAO

Alexandre Prehn Zavascki

Médico infectologista

+ Hospital Moinhos de Vento (HMV)

« Hospital de Clinicas de Porto Alegre (HCPA)

« Faculdade de Medicina (FAMED)/Universidade Federal do Rio Grande

do Sul (UFRGS)

Ana Paula da Rocha Freitas

Médico emergencista

« Associagdo Brasileira de Medicina de Emergéncia (ABRAMEDE)
« Hospital de Pronto Socorro de Porto Alegre (HPS)

« Hospital Mde de Deus (HMD)

Carlos Roberto Ribeiro de Carvalho
Médico intensivista e pneumologista
« Hospital das Clinicas (HC)/Faculdade de Medicina da Universidade de

Sdo Paulo (FMUSP)

Cinara Stein
Metodologista
+ Hospital Moinhos de Vento (HMV)

Clovis Arns da Cunha
Médico infectologista
« Sociedade Brasileira de Infectologia (SBf)

Débora Dalmas Gréf
Metodologista
« Hospital Moinhos de Vento (HMV)

Felipe Dal-Pizzol
Médico intensivista
- Associagdo de Medicina Intensiva Brasileira (AMIB)

Flavia Ribeiro Machado
Médica Intensivista
- Associagdo de Medicina Intensiva Brasileira (AMIB)

« Escola Paulista de Medicina/Hospital Séo Paulo (Unifesp) (professora)

Hélio Penna Guimarées )
Médico intensivista e emergencista
« Assodiagdo Brasileira de Medicina de Emergéncia (ABRAMEDE) (presidente)

José Luis Gomes do Amaral
Médico intensivista e anestesiologista
« Associagdo Médica Brasileira (AMB)

José Tadeu Monteiro
Médico Pneumologista
« Sociedade Brasileira de Pneumologia e Tisiologia (SBPT)

Juliana Carvalho Ferreira )

Médica intensivista e pneumologista

« Associa¢do de Medicina Intensiva Brasileira (AMIB)

« Sociedade Brasileira de Pneumologia e Tisiologia (SBPT)

« Instituto do Coragdo (InCor)/Hospital das Clfnicas (HC)/Faculdade de
Medicina da Universidade de Sao Paulo (FMUSP)

ORGANIZACAO

Avila Teixeira Vidal
« DGITIS/SCTIE/MS

Carlos Roberto Ribeiro de Carvalho
« HC/FMUSP

Clementina Corah Lucas Prado
« DGITIS/SCTIE/MS

Karlyse Claudino Belli
Metodologista
« Hospital Moinhos de Vento (HMV)

Luciano César Pontes de Azevedo

Médico intensivista

« Associagdio de Medicina Intensiva Brasileira (AMIB)

- Hospital das Clinicas (HC)/Faculdade de Medicina da Universidade de
Sdo Paulo (FMUSP)

« Hospital Sirio-Libanés (HSL)

Maicon Falavigna

Médico epidemiologista

« Hospital Moinhos de Vento (HMV)

« Instituto de Avaliagdo de Tecnologia em Satde (IATS)

Marcone Lima Sobreira

Médico cirurgiao vascular e endovascular

« Sociedade Brasileira de Angiologia e Cirurgia Vascular (SBACV)

- Hospital das Clinicas da Faculdade de Medicina de Botucatu (HC-
FMB/UNESP)

Maria Beatriz Souza Dias

Médica infectologista

« Hospital das Clinicas (HC)/Faculdade de Medicina da Universidade de
Sédo Paulo (FMUSP)

« Hospital Sirio-Libanés (HSL)

Maura Salaroli de Oliveira

Médica infectologista

« Hospital das Clinicas (HC)/Faculdade de Medicina da Universidade de
Sdo Paulo (FMUSP)

« Hospital Sfrio-Libanés (HSL)

Michelle Silva Nunes

Farmacéutica
« Associagdo de Medicina Intensiva Brasileira (AMIB)

Ricardo Machado Xavier

Médico reumatologista
+ Sociedade Brasileira de Reumatologia (SBR) {presidente)

Suzana Lobo

Médica intensivista

« Associag@o de Medicina Intensiva Brasileira (AMIB)(presidente)
« Faculdade de Medicina de Sdo José do Rio Preto (FAMERP)

Rosemeri Maurici da Silva
Médica pneumologista
+ Sociedade Brasileira de Pneumologia e Tisiologia (SBPT)

Verdnica Colpani
Metodologista
« Hospital Moinhos de Vento (HMV)

Viviane Cordeiro Veiga

Médica intensivista

« Associagdo de Medicina Intensiva Brasileira (AMIB)
« BP - A Beneficéncia Portuguesa de Sdo Paulo

Maicon Falavigna
«HMV

Vania Cristina Canuto Santos
« DGITIS/SCTIE/MS

A AMADA *

{TRI,
ASIL

--------------




CORONAVIRUS
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CONTEXTUALIZACAO

O presente documento tem como objetivo orientar o tratamento
farmacolégico de pacientes adultos em unidades de urgéncia e emer-
géncia, leitos de enfermaria e de terapia intensiva, sendo aplicavel a ser-
vicos de salde, publicos ou privados, que prestam atendimento a pa-
cientes com COVID-19. Detalhamento sobre o tratamento de gestantes
e puérperas, assim como tratamento de pacientes nao hospitalizados,
estio contidos em outros documentos recentemente publicados pelo
Ministério da Satide.

As recomendacdes aqui contidas foram adaptadas a partir de dire-
trizes nacionais e internacionais recentes, com a contextualizacdo para
o cenério brasileiro, com a participagédo de representantes do Ministério
da Salde, de sociedades médicas, de hospitais de exceléncia e de uni-
versidades.
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TRATAMENTO FARMACOLOGICO

As seguintes terapias estao indicadas no tratamento do paciente hospitalizado com COVID-19:

e Anticoagulantes em dose de profilaxia para tromboembolismo venoso, sendo o uso preferen-
cial de heparina nao fracionada, na dose de 5.000 Ul, SC, 8/8h, enquanto o paciente estiver
hospitalizado (ver Tabela 1 para ajustes para peso e fungdo renal);

¢ Corticosteroides nos pacientes com uso de O, suplementar, sendo o uso preferencial de dexa-
metasona, IV ou VO, na dose de 6mg/dia, por 10 dias.

Adicionalmente:

e O uso de tocilizumabe pode ser considerado em pacientes em uso recente de CNAF ou VNI,
em franca deteriorac¢ao clinica. Contudo, atualmente, ndo ha aprovacao em bula para essa in-
dicacdo e ha incertezas no acesso ao medicamento devido a indisponibilidade para suprir a
demanda potencial (maio/2021);

e Os antimicrobianos ndao devem ser utilizados de rotina, devendo ser considerados somente
naqueles pacientes com suspeita de infeccao bacteriana associada;

e Em relagdo ao rendesivir, o beneficio clinico evidenciado nao justifica uso de rotina;

e Os seguintes medicamentos ndo devem ser utilizados para o tratamento do paciente hospi-
talizado com COVID-19, uma vez que estudos clinicos ndo mostraram beneficio: cloroquina,
hidroxicloroquina, azitromicina, colchicina, plasma convalescente, associagao de casirivimabe
e imdevimabe, lopinavir/ritonavir e ivermectina.




Figura: Intervencoes farmacologicas para o tratamento da COVID-19 em pacientes hospitalizados

Resumo das recomendacoes
MEDICAMENTOS PARA TRATAMENTO HOSPITALAR DO PACIENTE COM COVID-19

ANTICOAGULANTES
(atentar ajuste para peso e func¢do renal)

Preferencial:

« Heparina ndo-fracionada 5000 UI, SC, 8/8hs.
Alternativas:

- Enoxaparina 40 mg, SC, 1x/dia.

- Foundaparinux 2,5 mqg, SC, 1x/dia.

CORTICOESTEROIDES
(em pacientes em uso de oxigénio)

Preferencial:

- Dexametasona, 6 mg, IV ou VO, 1x/dia, por 10 dias.
Alternativas:

- Hidrocortisona, 50 mg, IV, 6/6hs, por 10 dias.

« Metilprednisolona, 40 mg, IV, 1x/dia, por 10 dias.

ANTIMICROBIANOS
(conforme protocolos institucionais)

3omente na suspeita ou presenca de infeccdo bacteriana associa-
a.

TOCILIZUMABE

- 8 mg/kg (max 800 mg), IV, dose unica.

Pacientes em VNI ou CNAF. Atualmente, ndao ha aprovacdo em
bula para essa indicagao e ha incertezas no acesso ao medicamen-
to devido & indisponibilidade para suprir a demanda potencial
{maio/2021).

BENEFICIO CLINICO NAO JUSTIFICA USO DE ROTINA:
rendesivir.

SEM EVIDENCIA PARA BENEFICIO CLINICO NO PACIENTE
HOSPITALIZADO: azitromicina, casirivimabe + imdevimabe,
cloroquina, colchicina, hidroxicloroquina, ivermectina,
lopinavir/ritonavir e plasma convalescente. -

m PATRIA AMADA
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RECOMENDACOES

Abaixo, apresentamos as recomendacdes detalhadas para cada uma das medicag¢bes avaliadas.
Os termos ‘recomendamos’ e ‘sugerimos’ denotam graus de énfase diferente. O termo ‘recomendamos’
representa uma recomendacao forte, a qual deve ser incorporada como rotina, seja para o uso ou nao
uso de uma dada intervencio. O termo ‘sugerimos’ é destinado a recomendagdes condicionais, a qual é
aplicavel na maioria das situagdes, contudo, seja por auséncia de evidéncia robusta, seja por variabilida-

de esperada na efetividade do tratamento, em algumas circunstancias ndo seguir essa recomendacao é
justificavel.

A seguir apresentamos as recomendac¢obes detalhadas para cada uma das intervencoes. Os ter-
mos ‘recomendamos’ e ‘sugerimos’ denotam graus de énfase diferente:

¢ ‘Recomendamos’ representa uma recomendagao forte, a qual deve ser incorporada como
rotina, seja para o uso ou nao de uma dada intervencao.

e ‘Sugerimos’ representa uma recomendagao condicional, a qual é aplicavel na maioria das
situacées, contudo, seja por auséncia de evidéncia robusta, seja por variabilidade esperada na
efetividade do tratamento, outras condutas podem ser justificaveis.
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1. CORTICOSTEROIDES

1.1. Recomendamos o uso de dexametasona 6 mg, IV ou VO, 1x ao dia, por
10 dias, em pacientes hospitalizados com COVID-19, em uso de oxigénio suplemen-
tar.

1.2. Sugerimos nio utilizar corticosteroides em pacientes hospitalizados com
COVID-19, que ndo estdo em uso de oxigénio suplementar.

Consideragdes
e Se ndo houver dexametasona disponivel, sugerimos os seguintes corticosteroides:
o Primeira alternativa: Hidrocortisona, 50 mg, IV, 6/6hs;
o Segunda alternativa: Metilprednisolona 40 mg, IV, 1x/dia;

o Outros corticosteroides podem ser utilizados, em doses equivalentes, como
prednisona 40 mg, VO, 1x/dia.

o Nao utilizar corticosteroides em pacientes que ndo demandam oxigénio suplementar;

e O uso de corticosteroides conforme preconizado (baixas doses, limitado a 10 dias) pode ser
interrompido abruptamente, ndo sendo necessario retirada gradual;

o Nao ha necessidade de continuar o tratamento ap6s alta;

e Corticosteroide oral deve ser utilizado apenas em pacientes com via enteral pérvia, poden-
do ser administrado junto a alimentagao. Nao havendo certeza de adequabilidade da VO (por
exemplo, paciente critico), preferir a via IV sempre que possivel;

e Ha incerteza sobre a dose 6tima no paciente em ventilagdo mecanica, podendo ser utilizado
doses maiores, limitadas a 20 mg/dia de dexametasona ou 100 mg/dia de metilprednisolona;

o Nao ha evidéncia de beneficio para uso de pulsoterapia com corticosteroides no paciente com
COVID-19. Nao se conhece os efeitos da imunossupressao na evolugao da doenga, e espera-se
aumento do risco de infecgbes associadas;

o Pacientes com outras indicagbes para o uso de corticosteroides (por exemplo: asma ou doenca
pulmonar obstrutiva crénica exacerbadas, uso prévio devido a doengas reumatoldgicas, matu-
ragdao pulmonar em gestantes), devem fazé-lo de acordo com indicagao clinica;

o Nao é possivel fazer recomendacgao quanto a substituicdo ou ndao de dexametasona por hidro-
cortisona no paciente com COVID-19 e choque séptico, com as duas alternativas sendo validas
nas doses estabelecidas, contudo, ambos ndao devem ser utilizados concomitantemente.

(TRIA AMADA
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2. ANTICOAGULANTES

2.1. Recomendamos o uso de anticoagulantes em doses de profilaxia para trom-
boembolismo venoso em pacientes hospitalizados com COVID-19.

2.2. Sugerimos néo utllizar doses intermediarias ou anticoagula¢ao terapéutica
em pacientes com COVID-19 sem evidéncia de tromboembolismo.

Consideragoes
o Para profilaxia sugerimos (Tabela 1):
o Preferencial: Heparina nao fracionada (HNF), ou;
o Alternativa 1: Enoxaparina;
o Alternativa 2: Fondaparinux.
» A profilaxia esta contra-indicada em pacientes com contagem de plaquetas < 30.000 por mm?;

e Enoxaparina e fondaparinux aparentam ser semelhantes, com a vantagem da enoxaparina
possuir maior nimero de estudos e maior experiéncia de uso;

» Fondaparinux é indicada em pacientes com suspeita ou diagndstico de trombocitopenia indu-
zida por heparina (HIT) podendo também ser utilizada preferencialmente em pacientes com
trombocitopenia devido a outras etiologias;

o Evitar fondaparinux em pacientes com peso menor que 50 kg pelo maior risco de sangramen-
to;

o Nio héa evidéncia atual de beneficio da anticoagulagio terapéutica ou do uso de uso de doses
intermedidrias de anticoagulantes na COVID-19. Essas doses conferem aumento do risco de
sangramento;

» Nio hé indicagdo do uso de D-dimeros para guiar a utilizagdo de anticoagulantes;

e Nio h4 indicacdo de uso rotineiro de anticoagulantes no pés-alta devido a COVID-19. A indi-
cacdo do uso de anticoagulantes no pés-alta deve seguir os mesmos critérios do paciente
nao-COVID-19, de acordo com protocolos institucionais, podendo ser utilizado instrumentos
como escore de Padua e IMPROVE como suporte;

e Manter o uso de anticoagulagao em pacientes com indicagao clinica especifica (ex. fibrilagao
atrial, tromboembolismo venoso);

o Ha estudos em fase de finalizagao avaliando a anticoagula¢ao no paciente COVID-19, e essa
recomendagao podera ser revista apos a suas publicagoes.

Tabela 1: Posologia de medicamentos anticoagulantes

PATRIA AMADA
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Insuficiéncia renal (CICr < 30 ml/min) 5.000 Ul, SC, 12/12h

Entre 80 e 120 kg 60 mg, SC, 1x/dia

Dose padrao 2,5 mg, SC, 1x/dia

Insuficiéncia renal (CICr < 20 ml/min) Nao utilizar

CICr: Clearance da creatinina. IMC (indice de massa corpérea) = peso em kg / (altura em cm)?

3. ANTIMICROBIANOS

3.1. Recomendamos ndo utilizar antimicrobianos em pacientes com
COVID-19, sem suspeita de infeccdo bacteriana.

Consideragoes

Nao ha base para uso de antimicrobianos de rotina para pacientes com COVID-19, sem suspeita
de infecgdo bacteriana associada, uma vez que a co-infecgao é incomum;

Paciente que na admissdo estiver com suspeita de sepse, sem diagndstico definido de
COVID-19, deve ser manejado de acordo com o protocolo institucional de sepse;

Pacientes com COVID-19 que na admissdo hospitalar apresentam potencial foco infeccioso
bacteriano (ex. consolidag¢ao radioldgica pulmonar, leucocitose na auséncia de uso de cortico-
esteroides, secrecio purulenta), sdo potenciais candidatos ao uso empirico de antimicrobianos.
O inicio deve ser baseado em julgamento clinico, fatores de risco do paciente e epidemiologia
local;

Ao decidir pelo inicio de antimicrobianos, coletar culturas bacterianas previamente ao inicio do
seu uso (hemocultura e cultura do sitio de suspeicao). A terapia empirica deve ser baseada em
orientagdes do Servigo de Controle de Infeccao Hospitalar local e/ou protocolos institucionais
de uso de antimicrobianos. A terapia antimicrobiana deve ser reavaliada diariamente para
de-escalonamento ou suspensao;

Manter alto nivel de suspeicdo para Infeccoes relacionadas a assisténcia a saide, como pneu-
monia associada a ventilagao mecanica, infecgdo do trato urindrio e infecgao de cateter.

SAUDE

\TRIA AMADA
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4. TOCILIZUMABE

4.1. E clinicamente indicada a utilizag3o do tocllizumabe em pacientes hospita-
lizados com COVID-19 em uso de VNI ou CNAF, contudo ndo é possivel recomendar
no momento (maio/2021), pois n3o ha aprova¢io em bula para essa indica¢do e ha
incertezas no acesso ao medicamento devido a indisponibilidade para suprir a de-
manda potencial.

4.2. Sugerimos nao utilizar tocilizumabe em pacientes em VM.

Consideragdes

e No momento, se houver disponibilidade de tocilizumabe, devem ser priorizados os pacientes
que possuem maior potencial de beneficio com seu uso. Seguir julgamento clinico, priorizan-
do-se pacientes que apresentem deterioragao clinica recente, com inicio de VNI ou CNAF nas
Gltimas 24 hs e risco de progressdo para VM. O tocilizumabe deve ser utilizado preferencial-
mente em pacientes com aumento de marcadores inflamatérios tais como proteina C reativa,
ferritina e desidrogenase lactica;

e Apesar de estudos mostrarem que ha beneficio nos pacientes em uso de oxigenio em baixo
fluxo, esse grupo nao deve ser priorizado. Esses pacientes devem ser monitorados e, havendo
deterioracao clinica com necessidade de VNI ou CNAF, passam a ser grupo prioritario para o seu
uso;

e Até o presente momento, os estudos ndo mostraram claro beneficio para pacientes em ventila-
¢ao mecanica;

e Deve-se atentar para a presenca de infecgbes latentes como tuberculose e parasitoses, nas
quais o uso de tocilizumabe pode promover reativagdo, em especial no paciente grave, ja em
uso de corticoesterdide;

o O tocilizumabe nao deve ser utilizado em pacientes com presenca ou suspeita de infec¢des
bacterianas associadas. Deve-se utilizar com cautela em pacientes imunossuprimidos. O medi-
camento nao deve ser utilizado em pacientes com neutropenia (< 500 células), plaquetopenia
(< 50.000) ou transaminases cinco vezes acima do limite da normalidade;

e O uso do tocilizumabe deve ser preferencial em hospitais que j& possuem experiéncia com o
seu uso e com manejo de seus potenciais eventos adversos;

¢ O tocilizumabe dever3 ser utilizado na dose de 8 mg/kg, dose Unica, IV, respeitando a dosagem
méxima de 800 mg. Nao deve ser utilizada uma segunda dose de tocilizumabe enquanto o
suprimento desse medicamento ndo estiver estabilizado;

e Caso seja utilizado, devera sempre ser acompanhado de corticoesterdides, sendo, dexameta-
sona 6 mg, IV ou VO, o regime recomendado;

e Apesar das evidéncias apresentadas, a prescricao desse imunomodulador em pacientes com
COVID-19 néo é prevista em bula, ndo tendo sido avaliado pela Anvisa, e até o momento a de-
tentora do registro ndo solicitando sua ampliacdo de uso. Nesse sentido, a prépria fabricante
do produto alertou para um excesso de demanda que pode prejudicar os pacientes para os
quais a medicacdo tem indicacio estabelecida, principalmente artrite reumatoide grave, pela
falta de estoque do farmaco devido a prescricao em casos de COVID-19.

PATRIA AMADA
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5. HIDROXICLOROQUINA OU CLOROQUINA E AZITROMICINA

5.1. Recomendamos ndo utilizar HCQ ou CQ, em pacientes hospitalizados com
COVID-19.

5.2. Recomendamos ndo utilizar azitromicina, associado ou hdo a HCQ ou CQ,
em pacientes hospitalizados com COVID-19.

Consideragdes

¢ Nio ha evidéncia de beneficio seja no seu uso de forma isolada ou em associagdo com outros
medicamentos;

e A cloroquina e a hidroxicloroquina ndao devem ser utilizadas, independentemente da via de
administracao (oral, inalatéria ou outras);

¢ Pacientes que vém em uso de cloroquina ou hidroxicloroquina devido a outras condigoes de
salide (ex. doengas reumatolégicas, maldria) devem manter o seu uso;

¢ Azitromicina pode ser utilizada na presenca ou suspeita de infecgdo bacteriana, de acordo com
orientacées do Servigo de Controle de Infecgao Hospitalar local e/ou protocolos institucionais
de uso de antimicrobianos.

6. ANTICORPOS MONOCLONAIS

6.1. Sugerimos néo utilizar casirivimabe + imdevimabe em pacientes hospitali-
zados com COVID-19.

Consideragdes

e Até o momento ha dados publicados mostrando redugao de carga viral em pacientes ambula-
toriais, contudo nao ha dados avaliando pacientes hospitalizados;

e Além do casirivimabe + imdevimabe, outros anticorpos monoclonais estao sendo estudados
para o uso na COVID-19 (bamlanivimabe e etesevimab), contudo ndo possuem beneficio docu-
mentado nessa popula¢do e ndo possuem registro sanitario vigente no Brasil;

e A inclusdo de pacientes hospitalizados em estudos clinicos avaliando esses medicamentos é
estimulada.
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7. RENDESIVIR

7.1. Sugerimos né&o utilizar rendesivir no paciente hospitalizado com
COVID-19.

Consideragdes
o O uso de rendesivir ndo reduziu mortalidade nos pacientes hospitalizados por COVID-19;
» Nao parece haver beneficio nos pacientes em uso de ventilagcdo mecanica.

» Houve redugio do tempo para recuperagao em pacientes com uso de oxigénio em baixo fluxo
em um ensaio clinico, contudo, ha incertezas sobre esse beneficio e sua significancia clinica,
ndo justificando seu uso de rotina mesmo nesse grupo de pacientes.

8. OUTROS MEDICAMENTOS

8.1. Recomendamos no utilizar plasma convalescente em pacientes com hos-
pitalizados com COVID-19.

8.2. Sugerimos ndo utilizar ivermectina em pacientes hospitalizados com
COVID-19.

8.%0%?eborendamos ndo utilizar colchicina em pacientes hospitalizados com
=19.

8.4. Recomendamos ndo utilizar lopinavir/ritonavir em pacientes hospitaliza-
dos com COVID-19.

Consideracdes

e Estudos clinicos mostraram auséncia de beneficio do uso de plasma convalescente, colchicina
e lopinavir/ritonavir em pacientes hospitalizados com COVID-19, assim, ndao devendo ser utili-
zados;

¢ Nao hd estudos que subsidiem o uso da ivermectina no paciente hospitalizados com COVID-19,
com seu uso devendo ser restrito a estudos clinicos.
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INFORMATIVO CONJUNTO DA ASSOCIAGAO MEDICA BRASILEIRA
(AMB) E SOCIEDADE BRASILEIRA DE INFECTOLOGIA (SBI) SOBRE
VACINAGCAO E TRATAMENTO FARMACOLOGICO PREVENTIVO

Estamos em um momento critico da pandemia de COVID-19 no Brasil, com
mais de 8,5 milhdes de casos, 210 mil vidas perdidas, mais de mil mortes diarias e
cidades como Manaus enfrentando triste caos sanitario. Além das dificuldades ja
esperadas para o momento, a disseminagdo de fake news, especialmente por meio
das redes sociais, ndo para de crescer. A desinformagdo dos negacionistas que sdo
contra as vacinas e contra as medidas preventivas cientificamente comprovadas- sé

pioram a devastadora situagdo da pandemia em nosso pals.

As melhores evidéncias cientificas demonstram que nenhuma medicagdo tem
eficicia na prevenc3o ou no “tratamento precoce” para a COVID-19 até o presente
momento. Pesquisas clinicas com medicagdes antigas indicadas para outras doencgas
e novos medicamentos estdo em pesquisa. Atualmente, as principais sociedades
médicas e organismos internacionais de salde publica ndo recomendam o
tratamento preventivo ou precoce com medicamentos, incluindo a Agéncia Nacional
de Vigilancia Sanitaria (ANVISA), entidade reguladora vinculada ao Ministério da

Saude do Brasil.

A autorizacdo pela ANVISA para uso emergencial das vacinas Coronavac e
Covishield (Oxford) nos enchem de esperanga, expectativa e otimismo.
Parabenizamos todos os pesquisadores que participam dos estudos clinicos das

vacinas contra COVID-19, o Instituto Butantan e a Fiocruz, instituicdes publicas que

orgulham os brasileiros. Parabenizamos, também, a ANVISA pela andlise técnicae

célere, que, mesmo os dados das vacinas estando em andamento, mas ja suficientes

para demonstrar eficicia e seguranca, foi sensivel a gravidade da pandemia no



Assoclacio Médica Brasilelra

m., Bt de ?AMB

Brasil, num momento que nenhum medicamento até o momento se mostrou eficaz

e seguro contra o SARS-CoV-2, virus causador da doenga.

As vacinas tém o potencial de evitar a COVID-19 grave, evitando
internamentos hospitalares, necessidade de oxigenioterapia, admissGes em
unidades de terapia intensiva e ébito e, assim, controlarmos a pior crise sanitdria dos

ultimos cem anos.

Hoje, os brasileiros representam 10% dos dbitos por COVID-19 no mundo.
Precisamos mudar esta triste realidade. A caminhada de controle da pandemia ainda
serd longa. Por isso, precisamos manter, mesmo com o inicio da vacinagao, o uso

correto de mascara, distanciamento fisico e higienizacdo frequente das maos.

Agir para combater o coronavirus é um dever de todos!

Sdo Paulo, 19 de janeiro de 2021.

DR. CEsAR EDUARDO FERNANDES DR. CLOVIS ARNS DA CUNHA
PRESIDENTE DA ASSOCIACAO MEDICA BRASILEIRA PRESIDENTE DA SOCIEDADE BRASILEIRA DE
(AMB) INFECTOLOGIA (SBI)
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SPECIAL ARTICLE

Guidelines for the pharmacological treatment of
COVID-19. The task-force/consensus guideline of
the Brazilian Association of Intensive Care Medicine,
the Brazilian Society of Infectious Diseases and the
Brazilian Society of Pulmonology and Tisiology

Diretrizes para o tratamento farmacoldgico da COVID-109.
Consenso da Associacio de Medicina Intensiva Brasileira, da
Sociedade Brasileira de Infectologia e da Sociedade Brasileira de

Preumologia e Tisiologia

ABSTRACT

Introduction: Different therapies are
currently used, considered, or proposed
for the treatment of COVID-19; for
many of those therapies, no appropriate
assessment of effectiveness and safety
was performed. This document aims to
provide scientifically available evidence-
based information in a transparent
interpretation, to subsidize decisions
related to the pharmacological therapy
of COVID-19 in Brazil.

Methods: A group of 27 experts
and methodologists integrated a task-
force formed by professionals from the
Brazilian Association of Intensive Care
Medicine (Associagio de Medicina Intensiva
Brasileira - AMIBY), the Brazilian Society of
Infectous Diseases (Sociedad Brasileira de
Infectologia - SBI) and the Brazilian Society
of Pulmonology and Tisiology (Sociedade
Brasileira de Prneumologia e Tisiologia -
SBPT). Rapid systematic reviews, updated
on April 28, 2020, were conducted. The
assessment of the quality of evidence and
the development of recommendations
followed the GRADE system. The
recommendations were written on May 5,
8, and 13, 2020.

Results: Eleven recommendations
were issued based on low or very-low
level evidence. We do not recommend
the routine use of hydroxychloroquine,
chloroquine, azithromycin, lopinavir/
ritonavir, corticosteroids, or tocilizumab
for the treatment of COVID-19.
Prophylactic heparin should be used
in hospitalized patients, however, no
anticoagulation should be provided
for patients without a specific clinical
indication. Antibiotics and oseltamivir
should only be considered for patients
with suspected bacterial or influenza
coinfection, respectively.

Conclusion: So far no
pharmacological  intervention  was
proven effective and safe to warrant
its use in the routine treatment of
COVID-19 patients; therefore such
patients should ideally be treated
in the context of clinical trials. The
recommendations  herein  provided
will be revised continuously aiming to
capture newly generated evidence.

Descritores: Coronavirus infections/
drug therapy; COVID-19; SARS-
CoV-2; Betacoronavirus; GRADE;
Guidelines; Brazil

INTRODUCTION

Early in December 2019, the first cases of novel pneumonia from unknown
etiology were described in the city of Wuhan, China. Subsequent studies have

(4
This is an open access article under the CC BY license https://creativecommons.org/licenses/by/4.0/).
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shown that it was caused by a new coronavirus, later called Severe Acute Respiratory
Syndrome Coronavirus 2 (SARS-CoV-2)."? This infection caused by SARS-
CoV-2 is called coronavirus disease 2019 (COVID-19), a new infectious disease
affecting the respiratory tract and declared as a pandemic by the World Health
Organization (WHO). The disease clinical features may range from asymptomatic
or oligosymptomatic patients to severe respiratory failure cases requiring admission
to the intensive care unit (ICU) and progression to Acute Respiratory Distress
Syndrome (ARDS). In this context, the mortality may range between 26% and
86%.%4 In Brazil, the first reported case of COVID-19 was recorded on February
25, 2020, in a patient returning from a trip to Italy. On May 21, 2020, Brazil had
already 291,579 cases reported, and 18,859 deaths.”

In the scenery of a pandemic, a large portion of actions and interventions
are empirical and based on findings usually derived from in vitro experiments,
anecdotical personal experiences, and small observational studies lacking
appropriate methodology. There is a relentless and, sometimes, an uncoordinated
quest for potential therapy, and uncertainly effective drugs are fastly disseminated
as potential savior therapies and globally included in treatment protocols. The
medical decision-making process, usually guided by a rational evidence-based
approach, becomes emotional. Although understandable from a social and
humanitarian point of view in the context of a pandemic, this process can lead to
over therapy with treatments used without an indication, and the consequent risk
of adverse events.®® In such a context, guidelines are useful to guide healthcare
professionals for a decision-making process based on the best evidence available.

This guideline for the treatment of COVID-19 patients is supported by
the following medical societies: the Brazilian Association of Intensive Care
Medicine (Associagio de Medicina Intensiva Brasileira - AMIB), the Brazilian
Society of Infectious Diseases (Sociedade Brasileira de Infectologia - SBI) and
the Brazilian Society of Pulmonology and Tisiology (Sociedade Brasileira de
Pneumologia e Tisiologia - SBPT). Its main objective is to provide uniformity
for therapeutic indications on the COVID-19 context and to guide these
interventions utilizing the best evidence available at the time it is written.

METHODS

This guideline was prepared according to the Grading of Recommendations
Assessment, Development and Evaluation (GRADE) system for the assessment
of evidence and development of the recommendations.”” An approach
according to the Guidelines International Network and McMaster University
(GIN/McMaster) for the development of rapid recommendations checklist was
used.® Our rarget audience is prescribing physicians who work in a public or
private context, either in outpatient or hospital settings (including emergency
departments and intensive care units).

The guideline development group

The group consisted of 27 members, including physicians experts in
infectious diseases, internal medicine, pulmonology, and intensive care,
in addition to pharmacists, epidemiologists, and public health experts.

Rev Bras Ter Intansiva. 2020;32(2):166-196
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The recommendation panel was composed of 13 voting
members, guideline methodologists (five members), and
researchers responsible for the literature systematic review
(nine members). The participants were indicated by the
specialty societies or by the group methodologists, aiming
to provide representativity and balance of technical
competencies.

Potential conflicts of interest data were collected with
the standard WHO formulary. Members with a direct
financial conflict of interest related to a given intervention
had no right to vote for the related questions. A list of
participants, their role in the guideline, and statement of
conflicts of interest are provided in appendix 1.

Research questions

The questions were first proposed by the group of
methodologists, and revised by the panel experts. The
inclusion criteria were: a drug available for prescription
in Brazil, and a clinical practice variability, or a clinically
relevant doubt rclated to its use, being this last the
prioritizing factor for clinical questions.

Eight questions were prepared according to the acronym
PICO (population, intervention, comparator, and
outcome), considering six drug classes (aminoquinolines,
antivirals, antibiotics, corticosteroids, anticoagulants,
and immunobiologicals). Each research question could
generate one or more recommendations.

Remdesivir was not included in this document as, by
the assessment time, it was not approved for prescription
in Brazil. Were considered, but not prioritized, questions
related to the use of nonsteroidal anti-inflammatory drugs
and angiotensin receptor blockers (ARBs) or angiotensin-
converting enzyme inhibitors. During the conduction of
the recommendations panel, the question on the use of
heparin was requested to be included, once it was not part
of the initial scope.

Evidence search and synthesis

The searches were conducted on MEDLINE (via Pub-
Med®), the Cochrane CENTRAL, and Embase databa-
ses, and also in the grey-literature bases, between April 22
and 30, 2020. Additionally searches on prepublication arti-
des sources, such as OpenGrey (hup://www.opengrey.eu),
meDrxiv  (hups://www.medrxivorg), and Biorxiv (www.
biorxiv.org) were conducted; these articdes were conside-
red during -the analyses, even though not peer-reviewed.

Rev Bras Ter Intensiva. 2020;32(2):166-196

The search strategies are shown in appendix 2. Additional
evidence, emerging during the process and identified by
members of the group, were considered during the discus-
sions, although not included in the initial search results.

Literature search, data extraction, and synthesis were
performed by one single investigator and checked by a
second revisor in case of doubts or inconsistencies.*"'?
The synthesis was conducted in a qualitative model. First,
titles and abstracts of the identified manuscripts were
identified by the search strategy, and potentially eligible
studies preselected. Second, the full text of the selected
papers was assessed, to confirm eligibility.

Considering the limited number of studies published
so far, the following study designs were taken into
consideration according to the evidence hierarchy:
randomized clinical trials, quasi-randomized clinical
trials, non-randomized clinical trials, cohort studies, case-
control studies, series and case studies. The assessment
of methodological quality and/or risk of bias of the
included articles was conducted with tools appropriate
for each study design: AMSTAR-2 for systematic reviews
with and without metanalysis;"? Cochrane’s risk of bias
table for randomized clinical trials;"¥ ROBINS-I for
non-randomized or quasi-randomized clinical trials;">
ROBINS-I or Newcastle-Ottawa for longitudinal
comparative observational studies (case-control and
cohort);*>'¢ the Joanna Briggs Institute case-series tool
for phase I or phase II trials without a direct comparator
and case-series”"” and the Joanna Briggs Institute toll for
cross-sectional studies."®

Assessment of certainty of the evidence and develo-
pment of recommendations

The GRADE®! system was used for the assessment
of the quality of the evidence and the development of
recommendations. Previously to the recommendations
meetings, the certainty of the evidence was rared either as
high, moderate, low, or very low (Table 1).

According to this methodology, recommendations
may be cither strong or weak (conditionals), favorable or
against the intervention. The implication of the strength
of the recommendation is shown in table 2.

The data from the systematic review for each PICO
question were compiled into evidencé profiles and
presented to the experts’ panel.? For the development of
recommendations were considered: benefits, risks, quality of



the evidence, costs, and variability of implementation. The
recommendations were agreed upon by teleconferences
held on May 5, May 8, and May 13, 2020.

Whenever appropriate, the panel could provide
recommendations according to subpopulations. A
consensus was aimed for all the recommendations; if no
consensus could be achieved, a voting procedure was
conducted, and a simple majority required for approval of
that specific recommendation.

Population of interest

The target population for the recommendations is
constituted of patients either diagnosed or clinically
suspected of SARS-CoV-2 infection. Clinical suspicion
is when, based on epidemiological data, clinical history,
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signs, and symptoms, in addition to complementary
tests, COVID-19 is the most likely diagnostic hypothesis.
Information on diagnosis can be found elsewhere.®>?"

The disease severity was grouped into five categories, in
line with the National Institutes of Health (NIH) guidelines
for the treatment of COVID-19 (Table 3).?® For the
categorization of acute respiratory distress syndrome (ARDS)
the Berlin's criteria were adopted as presented in table 4.

RESULTS

Eleven recommendations were issued. These
recommendations are summarized in table 5. Detailed
information on the evidence is shown in appendix 3, as
GRADE evidence profiles, with complete references.

Table 1 - Levels of Evidence according to the Grading of Recommendations Assessment, Development, and Evaluation {(GRADE)

Level Definition

Implications

High Strong confidence that the true effect lies close to that of the effect estimate.

Moderate  Moderate confidence in the effect estimate.

Low Limited confidence in the effect estimate.
Very Low  Uncertain confidence in the effect estimate.

It is unlikely that additional trials will change the confidence in the estimated effect.
Future trials may madfy the confidence in the effect estimate, and also can change
the estimate.

Future trials are likely to importantly impact our confidence in the effect estimate.
Any effect estimate is uncertain.

Source: Grading of Recommendations Assessmant, Development, and Evaluation {GRADE) Working Group. Handbook for grading the quality of evidence and the stranqth of recommendations
using the GRADE approach. Updated October 2013. Available from: https://gdt.gradepro.org/app/handbook/handbook.html 0%

Table 2 - Strength of recommendation according to the Grading of Recommendations Assessment, Development, and Evaluation (GRADE)

Target audience Strong Waak (conditional)
Policymakers The recommendation should be adopted as a healthcare policy in most of the  Substantial debate required and the involvement of stakeholders.
situations.
Clinicians Most of the individuals would want the intervention to be indicated, and A large portion of the individuals would want the intervention to be
only a small number would reject the recommendation. indicated; however, some individuals would reject the recommandation.
Patients Most of the patients should receive the recommended intervention. The clinician should acknowledge that different choices are appropriate for

each patient and choose consistently with his/her values and preferences.

Source: Grading of Recommendations Assessment, Development, and Evaluation (GRADE) Working Group. Handbook for grading the quality of evidence and the strength of recommendations
using the GRADE approach. Updated October 2013. Available from: https://gdt.gradepro.org/app/handbook/handbook.html.n®

Table 3 - Classification of COVID-19 severity

Classification

Description

Asymptomatic or presymptomatic infection

A positive test for SARS-CoV-2, without symptoms
Signs or symptoms (e.g.: fever, coughing, fatigue, muscle pain, and headache), but no shortness of breath, dyspnea or abnormal

Evidence of lower respiratory tract disease (sither clinical or image tests) and Sp0, > 93% breathing room air

Mild disease
image tests
Moderate disease
Severe disease Presence of one of these features:
- Respiratory rate > 30 breaths per minute
- Sp0, < 93% breathing room air
- PaO,Fi0, < 300
- Pulmenary infiltrate > 50%
Critical disease - Respiratory failure, septic shock, and/or multiple organ failure

SARS-Co\-2 - severe acute respiratory syndrome 2; SpO, - oxygen saturation; Pa0,/Fi0, — partial pressure of oxygen/ffraction of inspired oxygen.
Source: adapted from National Institutes of Health. Treatment Guidelines Panel. Coronavirus Diseases 2018 {COVID-18). COVID-18 Treatment Guidelines. [cited 2020 May 18]. Avadable from https:/

www.covid 18treatmentguidelines.nih.gov/.™
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Table 4 - Classification of acute respiratory distress syndrome

Mild Modesrata Sevegre
Sudden manifestation within one week after exposure to a risk factor or appearance or worsening of respiratory symptoms
201 - 300 with PEEP/CPAP/EPAP < 5 101 - 200 with PEEP/CPAP/EPAP < § < 100 with PEEF/EPAP < §

Start time
Hypoxemia - Pa0,/Fi0,

Edema origin Not clearly explained respiratory failure due to heart failure or volume overload

Radiological abnormalities Bilateral opacities represented not only by nodes, effusions, masses or lobar/putmonary collapses;
PaQ,/fFiQ, — partial pressure of oxygen/fraction of inspired oxygen; PEEP - positive end-expiratory pressure; CPAP — continuous positive airway pressure; EPAP — expiratory positive airway
pressure.
Source: adapted from Associagdo de Medicina Intensiva Brasileira, Sociedade Brasileira de Pneumologia e Tisiologia. Diretrizes Brasileiras de Ventilagdo Mecénica 2013. Sao Paulo: AMIB:
2013. [citado 2020 Abr 18]. Disponivel em https:/Awww.amib.org.br/fileadmin/user_upload/amib/2018/unho/15/Diretrizes_Brasileiras_de_Ventilacao_Mecanica_2013_AMIB_SBPT_Arquivo_
Eletranico_Oficial. pdf.™

Table 5 - Summary of recommendations

Recommendation 1: we suggest against the routine use of hydroxychloroguine or chloroquine for treatment of COVID-19 patients (weak recommendation; Level of
Evidence low)

Recommendation 2; we suggest against the routine use the hydroxychloroquine or chloroquine plus azithromycin combination for treatment of COVID-19 patients
(weak recommendation; Level of Evidence very low)

Racommendation 3: we recommend against the use of oseltamivir for the treatment of COVID-19 in patients no suspected influenza coinfection (strong
recommendation; Level of Evidence very low)

Recommendation 4: we suggest the use of empirical oseltamivir treatment in patients with severe acute respiratory syndrome or flu-like syndrome with risk factors
for complications when a diagnosis of influenza cannot be ruled out (weak recommendation; Level of Evidence very low}

Recommendation 5: we suggest against the routine usa lopinavir/ritonavir for treatment of COVID-19 (weak recommendation; Level of Evidence low)
(recommendation weak; Level of Evidence very low)
Recommendation 7: we suggest against the routine use tocilizumab for COVID-19 treatment (weak recommendation; Level of Evidence very low)

Recommendation 8: we recommend the routine use of venous thromboembolism prophylaxis in COVID-19 hospitalized patients (strong recommendation; Level of
Evidence very low)

Recommendation 9: we suggest against the routine use therapeutic heparin doses for COVID-19 treatment (weak recommendation; Level of Evidence very low)

Recommendation 10: we suggest against the use prophylactic antibiotics in patients with a suspected or confirmed COVID-19 diagnosis {(weak recommendation;
Level of Evidence very low)

Recommendation 11: we recommend the use of antibiotics in COVID-19 patients with suspectad bacterial coinfection (recommendation not rated)

rate with HCQ (80.6% wversus 54.8%; p = 0.0476).%Y
Mortality and mechanical ventilation requirements, considered
to be clinically relevant outcomes, were assessed in an
observational study with 364 patients,®” showing an
increased mortality rate with HCQ (HCQ: 27.8%; HCQ
+ azithromycin: 22.1%; standard therapy: 11.4%), with
a significant association remaining after the propensity
score-adjusted analysis comparing HCQ to the standard
therapy (hazard ratio - HR = 2.61; 95%CI 1.10 - 6.17).
62 After the review date, an additional cohort study was
identified involving 1,376 moderate to severe COVID-19
hospitalized patients. In this study, no association was
found with death or invasive mechanical ventilation
requirement (HR = 1.04; C195% 0.82 - 1.32).°? This trial
was considered in the evidence analysis and because it was
a well-designed observational study, with adjustment for
confounders and appropriate sample size, the degree of

Aminoquinolines (hidroxychloroquine and chioroquine)

Recommendation 1 - we suggest against the routine
use of hydroxychloroquine or chloroquine for treatment
of COVID-19 patients (weak recommendation; Level of
Evidence: low).

Summary of the evidence: the systematic review
identified three comparative clinical trials with available data
on the effects of hydroxychloroquine (HCQ) in COVID-19
patients: two open randomized dinical trials®3? in a patient
population with mild to moderate disease, and one cohort
study.®" No trials comparing chloroquine (CQ) to non-CQ
therapy were found. The combined data from both clinical
ials failed to show clinical-radiological improvement
(relative risk - RR = 0.61; 95% confidence interval
[95%CI] 0.26 - 1.43), or improved viral negativation rates
within seveni days (RR = 2.00; 95%CI 0.02 - 20.00),*>"

however, one of the studies prepublication version has
shown on the raw data analysis an increased improvement
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confidence for the lack of benefit was increased from very
low, to low.



The association between HCQ and arrhythmias is
well-known. An observational study has shown that seven
out of 37 (19%) patients receiving HCQ monotherapy
developed a QT interval > 500ms.®% Additionally, in a
randomized clinical trial that compared patients using
high-dose (1,200mg CQ for 10 days; total dose 12g)
versus a lower dose (900mg on the first day, followed
by 450mg daily for four days; total dose 2.7g), a 13.5%
(95%CI 6.9 - 23.0%) overall mortality rate was found in
association with the high-dose (in this trial both groups
had a cointervention with ceftriaxone and azithromycin),
suggesting a potential dose-response gradient.®”

Comments: the recommendations panel interpreted
that the available evidence suggests no clinically significant
benefit of HCQ or CQ therapy. There was an agreement
that the risk of cardiovascular adverse events is moderate,
particularly regarding arrhythmias. So far, the existing
comparative trials have only assessed hospitalized patients,
therefore providing no basis for considerations on using
or not these drugs in outpatients. The prescription of
these products may be considered on a shared clinician-
patient decision, only for severe or critically ill patients,
hospitalized, under constant QTc interval monitoring,
and avoiding concomitant QTc prolonging therapies. Its
use should preferably be under clinical trial protocols.

Aminoquinolines (hydroxychloroquine and chloro-
quine) in association with azithromycin

Recommendation 2 - we suggest against the routine use
the hydroxychloroquine or chloroquine plus azithromycin
combination for treatment of COVID-19 patients (weak
recommendation; Level of Evidence very low).

Summary of the evidence: no clinical trials
were identified to assess azithromycin monotherapy.
Azithromycin added to an HCQ regimen was assessed in
one single trial, showing improved viral negativation in
the group treated with the combination therapy (HQ +
azithromycin 100%; n = 6/6 versus HQ 57%; n = 8/14;
six-day negativation).®® No randomized clinical trials were
identified for the comparison of HCQ + azithromycin
versus standard therapy. Viral negativation was assessed
by four studies, three from the same research group,
showing viral negativation above 90% after five to 10 days
therapy;®%%® in contrast, in one study treating ten patients
with HCQ + azithromycin, negativation was found in
only two patients (20%).%% A total of six studies assessed
mortality, with 35 deaths among 1,342 patients.®>¥741
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Regarding adverse cardiovascular events, eight
studies were identified. Five of them found a prolonged
QT interval in some patients treated with HCQ/CQ
plus azithromycin.®33%40424) A retrospective analysis
of 130 thousand rheumatoid arthritis patients showed
an increased risk of cardiovascular death with HCQ +
azithromycin as compared with HCA + amoxicillin (HR =
2.19; 95%CI 1.22 - 3.94; 30-day outcome). “¥ The same
analysis has also shown an increased risk of angina (HR =
1.15; 95%CI 1.05 - 1.26) and heart failure (HR = 1.22;
95%CI 1.02 - 1.45). In a non-comparative trial with
1,061 patients with HCQ + azithromycin, no patient has
shown to have heart toxicity.®®

Comments: the recommendations panel interpreted
that the available evidence does not suggest a clinically
significant benefit from the treatment with HCQ or
CQ in combination with azithromycin. There was
an understanding that there is an associated moderate
increase of cardiovascular adverse events, especially
arrhythmias, potentialized by the association of HCQ/
CQ with azithromycin, and additional care related
to these adverse events is required. So far, the existing
comparative trials have only assessed hospitalized
patients, providing no basis for discussions on using
or not this combination in outpatients. Its use may be
considered in a shared clinician-patient decision, only in
severe or critically ill patients, hospitalized, with frequent
QTc interval monitoring and avoiding QTc prolonging
concomitant therapy. Its use should be preferentially
under clinical trial protocols.

Oseltamivir

Recommendation 3 - we recommend against the
use of oseltamivir for the treatment of COVID-19 in
patients with no suspected influenza coinfection (strong
recommendation; Level of Evidence very low).

Recommendation 4 - We suggest the use of empirical
oseltamivir treatment in patients with Severe Acute
Respiratory Syndrome (SARS) or flu-like syndrome
with risk factors for complications when a diagnosis of
influenza cannot be ruled out (weak recommendation;
Level of Evidence very low).

Summary of the evidence: no randomized clinical
trial assessing the effectivity of oseltamivir'in COVID-19
patients was identified. A cohort study with 504
COVID-19 hospitalized patients assessed the use of
oseltamivir, lopinavir/ritonavir, and umifenovir.*?
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The mortality rate in the oseltamivir group (n = 66) was
12.2% wversus 16.2% in the non-oseltamivir group (odds
ratio - OR = 0.71; 95%CI 0.28 - 1.59). Also, no difference
was found regarding lung injury improvement as assessed
by a chest CT scan (41.2% versus 43.3%). The study
has important methodological issues, such as lacking
randomization, sample representativity, and control for
confounders.

Comments: the recommendations panel interpreted
that there is no evidence to support the use of oseltamivir
for SARS-CoV-2 therapy; besides, there is no theoretical
rationale to support this use.

However, oseltamivir may be considered in cases of
suspected influenza infection in patients with ARDS
or flu-like syndrome with risk-factors for influenza
complications (chronic diseases, immunosuppression,
age 2 65 years, and pregnant women).“9 The usual dose
for adults with appropriate renal function is 75mg twice
daily for five days.?>*? Suspected influenza should take
into consideration the patient’s symptoms, radiological
findings, as well as local epidemiology. A suspect may
remain even in individuals with a history of immunization,
once the vaccine’s effectiveness is rarely above 80%.4®4%
If testing for influenza is possible, oseltamivir may be
stopped upon negative results, given the available test has
appropriate sensitiveness for seasonal A, B, and HIN1
influenza. The decision on oseltamivir use was made
based on indications for its use out of the context of the
COVID-19 pandemic, with no appropriate information
on the behavior of influenza in the scenery of a SARS-
CoV-2 epidemics.“® If well-developed local protocols are
in place, we suggest them to be adhered to.

Lopinavir/ritonavir

Recommendation 5 - we suggest against the routine
use lopinavir/ritonavir for treatment of COVID-19 (weak
recommendation; Level of Evidence low).

Summary of the evidence - two randomized clinical
trials assessed the use of lopinavir/ritonavir in COVID-19
patients.®*>? One of them assessed 90 patients in the
lopinavir/ritonavir group and 100 patients with standard
therapy. Patients in the intervention group had lower but
not statistically significant mortality rates (19.2% wversus
25%; 28-day mortality rate), and no clinically significant
improvement within 14 days (45.5% with the intervention
versus 30% in the control group; p < 0.05); the time to
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clinical improvement was reduced in one day (median:
15 days versus 16 days; HR = 1.39; 95%CI 1.00 - 1.91;
modified intention-to-treat analysis, excluding three early
mortality patients).®® Another randomized clinical trial
included 21 patients in the lopinavir/ritonavir group and
seven in the control group, with no statistically significant
difference between the groups for outcomes such as fever,
coughing relief rate, clinical condition deterioration
rate, and CT scan improvement.®” In both trials, there
was no viral negativation difference between the groups.
The adverse effects observed included anorexia, nausea,
abdominal discomfort or diarrhea, acute gastritis, and
reduced appetite; the lopinavir/ritonavir discontinuation
rate was 13.8%.°"

Comments: the recommendations panel interpreted
that the available evidence suggests no clinically significant
benefit from the lopinavir/ritonavir therapy. This therapy
could be considered promising, and the lack of observed
benefits may result from the small number of assessed
patients. Despite the high discontinuation rate due to
adverse events and potential drug interactions, lopinavir/
ritonavir is a relatively safe therapy for short term courses.
This drug may be considered upon a dlinician-patient
shared decision, in hospitalized severe and critically ill
patients, in centers with professionals experienced with
this therapy. It should be preferably used under clinical
trial protocols.

Corticosteroids

Recommendation 6 - we suggest against the routine
use corticosteroids for COVID-19 patients’ treatment
(weak recommendation; Level of Evidence very low).

Summary of the evidence: no clinical trials
specifically assessing the use in COVID-19 patients were
found. Four observational studies reported that the use
of corticosteroids during hospitalization is associated with
increased mortality; these studies combined hospitalized
patients’ populations, however, with heterogeneous
clinical features.®?* One trial, however, suggests that the
use of methylprednisolone reduced the risk of death in
patients with ARDS (HR = 0.38; 95%CI 0.20 - 0.72).
58 The outcomes for respiratory symptoms are variable in
hospitalized patients.®”*® The studies’ limitations include
the lack of randomization and control groups, variable
doses used, small samples, and retrospective analysis of

the data.



Despite the systematic review conducted did not involve
other coronaviruses infections, indirect information on
SARS and Mid-East respiratory syndrome (MERS) show an
absence of impact on mortality (RR = 1.07; 95%CI 0.81
- 1.42) and a prolonged time to viral negativation (3.78
days; 95%CI 1.16 - 6.41 days).5”

Comments: the recommendations panel interpreted
that there is no evidence supporting the routine use of
corticosteroids for COVID-19 patients. Corticosteroids
should be avoided during the first seven to 10 days after the
symptoms start, when the viral response is more relevant,
as there is evidence that corticosteroids may delay viral
negativation.

Some evidence points out to a potential benefit
for moderate to severe ARDS patients out of the viral
infection context.® Its use may be considered for selected
cases with moderate to severe ARDS, without suspected
uncontrolled bacterial infection, 10 to 14 days after the
COVID-19 symptoms start. The doses used in the studies
ranged between 10mg and 20mg dexamethasone or 40mg
to 120mg methylprednisolone daily, for five to 10 days.
Their use should preferentially be under clinical research
protocols.

Patients with other indications for corticosteroids
use (e.g.: asthma and exacerbated chronic obstructive
pulmonary discase - COPD) should use these drugs
according to the clinical indication, assessing other
potential risks and benefits during COVID-19 infection.

Tocilizumab (anti-interleukin-6)

Recommendation 7 - we suggest against the routine
use tocilizumab for COVID-19 treatment (weak
recommendation; Level of Evidence very low).

Summary of the evidence: no comparative trials
evaluating tocilizumab effectiveness in COVID-19
patients were found; only two case series were identified.
One of the series included 21 patients, all with chest CT
changes, 20 on ventilatory support (45% with high-flow
oxygen, 35% with a nasal cannula, 5% with an oxygen
mask, 5% with non-invasive mechanic ventilation and
10% with invasive mechanical ventilation). Within
five days, 75% of them had their ventilatory support
requirements reduced; no deaths occurred during the
follow-up period.®” In another case series 15 patients
were included, two moderately ill, six with severe disease,
and seven in a very severe condition. Of the 15 patients,
three died, two had increased severity, nine had clinical

stabilization and one showed clinical improvement.
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Serum interleukin-6 (IL-6) was reduced in 10 patients
after tocilizumab; increased IL-6 was found in the five
patients with treacment failure, all of them with an initially
very severe condition.®?

Comments: the recommendation panel interpreted
that no benefit and safety evidence was shown that
would suggest the routine use of tocilizumab. Besides,
this drug is costly, and especially during an epidemic,
the use of resources should be rationalized, and the use
of interventions with no benefit evidence avoided. This
drug may be considered in a shared clinician-patient
decision for severe and critically ill hospitalized patients,
with a confirmed diagnosis of SARS-CoV-2 infection,
and significantly increased markers or inflammation (e.g.:
IL-6, D-dimer, C reactive protein, lactate dehydrogenase
— LDH, and ferritin). The use of tocilizumab should be
restricted to centers with professionals who are experienced
in its use. Tocilizumab use should preferentially be under

clinical trial protocols.
Heparins

Recommendation 8 - we reccommend the routine use
of venous thromboembolism prophylaxis in COVID-19
hospitalized patients (strong recommendation; Level of
Evidence very low).

Recommendation 9 - we suggest against the routine
use therapeutic heparin doses for COVID-19 treatment
(weak recommendation; Level of Evidence very low).

Summary of the evidence: two retrospective cohorts
were identified.®** One of them assessed 449 severe or
critically ill hospitalized COVID-19 patients; 99 of them
were given heparin for at least seven days (94 enoxaparin
40mg - 60mg daily and five unfractionated heparin
10,000 - 15,000IU/daily), and 350 control patients
(without any anticoagulant or heparin, or less than seven
days of use). In this study, the 28-day mortality rate was
similar (heparin 30.3% wversus controls 29.7%). In the
subgroup with an International Society on Thrombosis
and Hemostasis - Sepsis-Induced Coagulopathy score
(ISTH SIC) 2 4 (from one of the following features:
platelets < 100,000, International Normalized Ratio —
INR > 1.4 or a Sequential Organ Failure Assessment —
SOFA - score 2 2), the mortality in the heparin group was
lower (40% versus 64.2%; p = 0.029; n = 97). Increased
effectiveness was also seen in patients with increased
D-dimer, with a significantly reduced mortality in a group
with D-dimer values above or equal to six-times the upper
limit of the normal (32.8% versus 52.4%; p = 0.017).%9

Rev Bras Ter Intensiva. 2020,32(2):166-196



174 Falavigna M, Colpani V, Stein C, Azevedo LC, Bagattini AM, Brito GV, et al.

In a study that assessed 42 patients, all of them with an
immunosuppressor ot corticosteroids, and severe to moderate
COVID-19, 21 patients were given low molecular weight
heparin (13 enoxaparin 40mg daily, two enoxaparin
20mg daily, four nadroparin 4,100IU daily and two low
molecular weight sodium heparin 5,000IU daily, median:
11 days) and 21 controls, D-dimer and IL-6 levels were
significantly reduced, and lymphocytes counts were
increased, with no hospital length of stay differences.

Comments: the recommendations panel interpreted that
there is no indication for therapeutic dose heparins (e.g.:
enoxaparin 1mg/kg subcutaneously - SC - every 12 hours)
for the treatment of COVID-19. The rationale for other
anticoagulants isanalogous. Anticoagulation is associated with
an increased risk of bleeding events and should be restricted
to patients with a clear indication (c.g.: atrial fibrillation,
pulmonary thromboembolism, deep venous thrombosis,
among others), according to appropriate protocols.

COVID-19 patients apparently have an increased risk
of thromboembolic events, and the assisting team should
be aware of developing signs and symptoms. COVID-19
hospitalized patients should be given thromboembolism
prophylaxis according to risk-stratification strategies, adhering
to local hospital protocols. However, the use of prophylactic
doses can be extended to all COVID-19 patients, as some
SARS-CoV-2 patients appear to have a hypercoagulability
state, with increased thromboembolic events rate as seen in
observational clinical trials and past mortem examinations.
667 As an example, enoxaparin 40mg to 60mg SC once-
daily doses, or unfractionated heparin 5,000IU SC twice or
three times a day, could be used. Although there is limited
evidence for pharmacological prophylaxis in COVID-19
patients, this is a low-cost and well-tolerated intervention
that may potentially prevent major clinical events. Heparin
should not be used for cases with contraindications (e.g.:
increased risk of bleeding, active bleeding, and severe
thrombocytopenia);®® low molecular weight heparin should
be used carefully in renal dysfunction patients.

ANTIBIOTICS

Recommendation 10 - we suggest against the use
prophylactic antibiotics in patients with a suspected or
confirmed COVID-19 diagnosis (weak recommendation;
Level of Evidence very low).
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Recommendation 11 - we recommend the use of
antibiotics in COVID-19 patients with suspected bacterial
infection (non-rated recommendation).

Summary of the evidence: no randomized clinical
trials were found to assess the empirical antibiotics therapy
effectiveness in COVID-19 patients without evidence of
bacterial infections. Therefore, so far there is no clinical
data enough to show benefits or risks of antibiotics in
COVID-19 patients with no signs of bacterial infection.
We did not access the evidence for bacterial infections
therapy.

Comments: the panel interpreted that considering
the lack of evidence, there is no base for prophylactic
antibiotic therapy in COVID-19 patients. In addition to
the lack of benefit evidence, this could result in adverse
events, increased antimicrobial resistance, and costs.

There is no appropriate data on bacterial coinfection
in COVID-19 patients, however, one should bear
in mind that overlapping infections may occur. It
is understood that those patients should be given
antibiotics, similarly to COVID-19 patients, taking
into consideration the local epidemiology and adhering
to local protocols and guidelines from infection control
services. '

Table 6 shows a didactic summary of the recommendations
according to the evaluated interventions, presenting their
judgment regarding perceived benefits, risks, costs,
availability, and evidence. Appendix 4 presents the most
important drug interactions of potential COVID-19
therapies.

DISCUSSION

During epidemics, when consolidated ecffective
therapies are not available, there is a trend to use
therapies based on preclinical studies results, or based
on observational studies with important limitations.
Experiences from other epidemics have shown that such
interventions benefits may be far below the expected, as
with oseltamivir during the influenza A (HIN1) epidemics
in 2009.%°7® During the Ebola virus epidemics in 2014,
several interventions were tested, including CQ, HCQ,
favipiravir, immunobiological agents, and convalescent
plasma; none was proven effective.””



Table 6 - Summary of recommendations and judgments
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Intervention Benefit Risk Cost® Access Evidence' Recommendation
Pharmacological therapy for COVID-19
Hydraxychloroquine (or chloroquine) Small or neglectable Important Low Good* Low Against routine use (weak)
Hydraxychloroguine (or chloroguine) + azithromycin Small or neglectable Important Low Good* Very low Against routine use (weak)
Lopinavir/ritonavir Small or neglectable Moderate Low Limited® Low Against routing use (weak)
Oseltamivir Small or neglectable  Small orneglectable  Low Good* Very low Against the use (strong)
Tocilizumab . Small or neglectable Moderate High Limited®* Very low Against routine use (weak)
Corticosteroids Small or neglectable Important Low Good* Very low Against routine use (weak)
Heparin - anticoagulant dose Small or neglectable Important Moderate  Good* Very low Against routine use (weak)
Conditions assaciated with COVID-19
Ossttamivir (suspected influenza in severe cases or risk factors) Moderate Small or neglectable  Low Good* Very low Favorable to use (weak)
Prophylactic heparin doses (hospitalized patients) Moderate Small or neglectable  Low Good* Very low Favorable to use (strong)
Antibiotics (prophylactic) Small or neglectable  Small or neglectable  Low Good* Very low Against the use (weak}
Antibiotics (suspacted bactenial infection) Important Small or neglectable  Low Good*  Notassessed Favorable to use

Qualitative assessment, considering public and complementary health systems, based on prices according to the Painel de Pregos do Ministério da Economia (Ministry of Economy Prices
Panel), Banco de Pregos em Satide [Health Products Prices Data Bank), Tabele Cimara de Regulagdo do Mercado de Medicsmentos {Table from the Medicines Price Regulation Chamber) and
usual market prices; ' evidence assessed according to the Grading of Recommendations Assessment, Development, and Evaluation (GRADE); * good availability in the Brazilian context, either

products or use experianced professionals.

By the time when this guideline is publicized, we
face a scenario where no specific COVID-19 proposed
intervention is proven effective. Regarding safety, drugs such
as HCQ (especially when combined with azithromycin)
at the doses proposed for COVID-19 have been shown
relevantly associated with cardiovascular events. 43449 In
the absence of effective therapies, treatment under clinical
trial protocols should be encouraged. In this context,
healthcare professionals should seek information on
therapeutic clinical trials, especially randomized clinical
trials, already approved by regulatory agencies and ethical
committees possibly ongoing in their institutions.

Several other interventions are proposed, such as remdesivir,
bera intetferon, ivermectin, nitazoxandine, convalescent
plasma, umifenovir, among others.”>”” This guideline chose
to prioritize those interventions raising more dlinical practice
concerns in Brazil by the time of its development. Of note,
the current speed of COVID-19 knowledge generation
renders these recommendations prone to become outdated
in a short frame of time. As most of the interventions are
based on evidence from small observational or interventional
trials, we understand that as new well-designed clinical trials,
with appropriate sample sizes, are published, there is a huge
potential that herein presented recommendations shall be
changed. Therefore, it is of paramount importance that
readers of this guideline keep this in mind as one of the most
important limitations of this document.

Also, it is necessary to understand that a clinical
guideline aims to guide the clinical practice not necessarily
applicable to every patient. The scarcity of evidence
with appropriate methodology renders impossible to
provide more categorical recommendations; we stress
that a significant portion of the studies we evaluated was
preliminary published in Ahead of Print bases, with no
editorial board and peer review evaluations. Therefore,
in this document we present suggested actions, to be
contextualized according to features such as the patient’s
clinical profile, existing comorbidities, and risk of
developing adverse effects, in addition to the assisting
team’s experience with the proposed interventions,
patient’s preferences, service structure, as well as costs
and available resources. Regarding costs, in the context
of public health, it is important to emphasize that, in a
scenario of an epidemic, resource allocation should be
prioritized to interventions more likely to be beneficial,
such as Personal Protective Equipment and interventions
related to the patient’s ventilatory support. Therefore,
under the light of the current COVID-19 knowledge,
some investments in pharmacological therapies are
debatable. However, the treatment of patients under
clinical trial protocols, with appropriate study design
and the potential to provide an answer to the society,

should be encouraged.
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With this document we hope to guide clinical practice
in a national context, thereforc reducing the therapeutic
variability. In addition to the evidence available in the
scientific literature, the recommendations took into
consideration some Brazilian specific features, such
as the availability of some drugs (either because of
lack of regulatory clearance or due to difficult access),
population and healthcare professionals acceptance,
and costs associated with their use. Also, most of this
document’s recommendations are in line with WHO
therapeutic recommendations.®” This document consists
of a joint positioning by three medical societies, taking

into consideration the need for the development of
encompassing recommendations and contextualization of
different medical specialties regarding of the frailty of the
available evidence, that may be an applicable tool both for
physicians working in the public health system and the
supplementary system.

The developing group is committed to strive for
periodically bring updates to this document, in a context
of living guidelines,”® where recommendations are
updated as new evidence becomes available. Additional
interventions will be included as they become relevant
doubts for COVID-19 therapy.

RESUMO

Introdugio: H4 diversas terapias sendo utilizadas,
consideradas ou propostas para o tratamento da COVID-19,
muitas carecendo de apropriada avaliagio de efetividade
¢ seguranca. O propésito deste documento €& fornecer
recomendagdes bascadas nas evidéncias cientfficas disponiveis e
em sua interpretagio transparente, para subsidiar decisées sobre
o tratamento farmacolégico da COVID-19 no Brasil.

Métodos: Um grupo de 27 especialistas e metodologistas
integraram a forga-tarefa formada pela Associagio de Medicina
Intensiva Brasileira (AMIB), pela Sociedade Brasileira de Infectologia
(SBI) e pela Sociedade Brasileira de Pneumologia ¢ Tisiologia
(SBPT). Foram realizadas revisbes sistemdticas rdpidas, atualizadas
até 28 de abril de 2020. A qualidade das evidéncias ¢ a elaboragio
das recomendagbes seguiram o sistema GRADE. As recomendagies
foram claboradas nos dias 5, 8 e 13 de maio de 2020.

Resultados: Foram geradas 11  recomendagdes,
embasadas em ecvidéncia de nivel baixo ou muito baixo.

Nio hd indicagio para uso de rotina de hidroxicloroquina,
cloroquina, azitromicina, lopinavir/ritonavir, corticosteroides
ou tocilizumabe no tratamento da COVID-19. Heparina deve
ser utilizada em doses profilticas no paciente hospitalizado,
mas nio deve ser realizada anticoagulagio na auséncia de
indicagido clinica especifica. Antibacterianos e oseltamivir devem
ser considerados somente nos pacientes em suspeita de coinfecgio
bacteriana ou por influenza, respecrivamente.

Conclusio: Até o momento, nio hd intervences
farmacolégicas com efetividade e seguranga comprovada que
justifiquem seu uso de rotina no tratamento da COVID-19,
devendo os pacientes screm tratados preferencialmente no
contexto de pesquisa clinica. As recomendagbes serdo revisadas
continuamente, de forma a capturar a geragio de novas
evidéncias.

Descritores:  Infecgbes por  coronavirus/tratamento
farmacolégico; COVID-19; Betacoronavirus; SARS-CoV-2;
GRADE,; Diretrizes; Brasil
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Apéndice 1 - Potenciais conflitos de interesses dos participantes da diretriz
Data: 5 de maio de 2020

A lista abaixo ¢é referente aos potenciais conflitos de interesses (CI) do grupo de painelistas ¢ metodologistas relacio-
nados a esta diretriz. A avaliagio dos possiveis CI foi determinada por um processo de revisio pelo grupo coordenador
do documento. A declaragio de potenciais CI foi realizada por meio do formuldrio da Organizagio Mundial da Saide
(https://www.who.int/about/ethics/declarations-of-interest).

Participants Potencial conflito de interessa Participagido
Alexandre Zavascki Relacionados A diretriz; membra do comité diretivo dos estudos COALIZAQ (ndo remunerado), avaliando hidroxicloroquina,  Painelista
azitromicina, corticoesteroides e tacilizumabe, financiado pelo Ministério da Sade, EMS e hospitais filantrépicos
Nao relacionados a diretriz; recebeu financiamento de pesquisa da Pfizer
Amilton Silva Junior Nao hd conflitos de interesse Painelista

Angela Bagattini* Nao ha conflitos de interesse Revisdo sistematica
Bruno Tavares Nao hé conflitos de interesse Painelista
Cassia Garcia Moraes Pagano* Nao ha conflitos de interesse Revisdo sistematica
Cinara Stein* Nao h4 conflitos de interesse Metodologista da diretriz
Revisdo sistematica
Clovis Cunha N3o relacionados & diretriz: Sociedade Brasileira de Infectologia (SBI) Painelista
Daniela Pachito N3o hé conflitos de interesse Revis&o sistematica
Débora Graf* NZo hd conflitos de interesse Revisdo sistematica
Felipe Dal Pizzol Nio relacionados & diretriz; Associagao de Medicina Intensiva Brasileira (AMIB) Painglista
Aévia Medeiros* Nio hé conflitos de interesse Revisao sistematica
Gabriela Brito™ Nao ha conflitos de intaresse Revisdo sistemdtica
Haliton Oliveira Jinior* Relacionados A diretriz: fomecimento de medicagao pela EMS para pesquisa sobre hidroxicloroquina (pesquisador  Metodologista
no estudo COALIZAO 5) Reviso sistemética
José Chatkin Nio relacionados 2 diretriz: Sociedade Brasileira de Pneumologia e Tisiologia (SBPT) Painelista
Jassica Matuoka N3o hé conflitos de interesse Revisdo sistemdtica
Lays Marra® Néo hd conflitos de interesse Revisao sistematica
Leandro Fritscher Néo relacionados  diretriz: Sociedade Brasileira de Pneumologia e Tisiologia (SBPT) Painelista
Luciano Azevedo Relacionados & diretriz: membro do comité diretivo dos estudos COALIZAQ [n&o remunerado), avaliando Painelista
hidroxiclaroquina, azitromicina, corticoestercides e tocilizumabe, financiado pelo Ministério da Salde, EMS e
hospitais filantrépicos
Néo relacionados & diretriz: recebeu financiamento de pesquisa da Aché Inddistria Farmacéutica
Maicon Falavigna* Relacionados & diretriz: membro do comité diretivo dos estudos COALIZAD (nao remunerado), avaliando Metodologista da diretriz
hidroxicloroquina, azitromicina, corticoesteraides e tocilizumabe, financiado pelo Ministério da Satide, EMS e Reviséo sistemética
hospitais filantropicos. Membro do GRADE Working Group Coordenadar
N&o relacionados & diretriz: sécio da empresa de consultoria HTAnalyze, tendo executado e recebido honorérios de projetos
com Roche, PTC Therapeutics, Sanofi, Boehringer e AbbVie. Sécio da empresa de teleconsultoria em sadide INOVA Medical
Marcelo Gazzana Relacionados A diretriz: membro do comité diretivo dos estudos COALIZAO (ndo remunerado), avaliando hidroxicloroguina,  Painelista
azitromicina, corticoesteraides e tocilizumabe, financiado pelo Ministério da Salide, EMS e hospitais filantrdpicos.
Michele Nunes ~ Naorelacionados  diretriz: Associagio de Medicina Intensiva Brasileira (AMIB) Painelista
Mirian Dalben Relacionados & diretriz; pesquisadora principal do estudo Solidarity (ndo remunerado) Painelista
Patricia Parrgira* Nao ha conflites de interesse : Revisdo sistemdtica
Rachel Riera* Nao hé conflites de interesse Metodologista da diretriz
Reviséo sistemdtica _
Regis Rosa Relacionados A diretriz; membro do comité diretivo dos estudos COALIZAO (ndo remunerado), avaliando Painelista
hidroxicloroquina, azitromicina, corticoesteroides e tocilizumabe, financiado pelo Ministério da Saiide, EMS e
hospitais filantrdpicos. .
Sergio Cimerman Relacionados & diretriz: fomecimento de medicagdo para pesquisa sobre nitazoxanida Painelista
Nio relacionados  diretriz; recebeu financiamento da Merck, AbbVie, United Medical, Janssen, Pfizer, Novartis,
Dr Reddy's, Rache, Farmoquimica, Apsen, Amgen
5 Nio relacionados  diretriz: Sociedade Brasileira de Infectologia (SBI)
Verdnica Colpani* Nao hé confiitos de interesse Metodologista da diretriz
Revisdo sistemética

* Participantes ndo possuiam poder de voto.
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*Todos os participantes revisaram e contribuiram com a redagéo da diretriz e aprovaram o documento final. A reunifo do dia 5 de maio de 2020 teve duragéo de 3 horas e incluiu a discusséo
das questdes sobra hidroxicloroquina/cloroguina, tocilizumabe e ritonavirflopinavir e dos critérios da gravidade da doenga. A reunido do dia 8 de maio de 2020 teve duragBo de 2 horas & meia
e incluiu a discussdo das questdes sobre glicocorticoides, hidroxicloroquina/cloroguina associada a azitromicina, oseltamivir & antibioticoterapia. A reunido do dia 13 de maio de 2020 teve
duragéo de 1 hora 8 meia e incluiu a discusséo da questéo sobre heparina e redagéo do texto.

Apéndice 2 - Estratégias de busca das revisdes sistemidtica

Pergunta 1 - Cloroquina c/ou hidroxicloroquina compamdas a tratamento convencional em paciente com infecgio por

COVID-19

Data da busca: 24 de abril de 2020

Base de dados

Estratégia de busca

Cochrane Library

#1 MeSH descriptor: [Coronavirus] explode all trees

#2 "COVID-19" OR {COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) DR {Deltacoronavirus) OR (Deltacoronaviruses) OR “Munia coronavirus
HKU13" OR {Coronavirus HKU15) OR (Coronavirus, Rabbit) OR (Rabbit Coronavirus) OR (Coronaviruses, Rabbit} OR (Rabbit Coronaviruses) OR “Bulbul
coronavirus HKU11™ OR “Thrush coronavirus HKU12*

#3 #10R #2

#4 MeSH descriptor: [Hydroxychloroquine] explode all trees .

#5 MeSH descriptor: [Chloroguine] explode all trees .

#6 MeSH descriptor: [Antimalarials] explode all trees

#7 (Hydroxychloroguine) OR (Oxychlorochin) OR (Oxychloraguine) OR (Hydroxychlorochin) OR (Plaquenil) OR (Hydroxychloraquine Sulfate) OR “Hydraxychloroguing
Sulfate (1:1) Salt” OR (Hidroxicloroquina) OR {Hydroxychioroquine) OR (Hydroxychloroquinum) OR (Oxichlorochine) OR (Oxichloroquine} OR Chlorochin OR Cloroquina
OR Cloroquine OR Chloroguine OR (Antimalarials) OR (Antimalarial Agents) OR (Agents, Antimalarial) OR (Antimalarial Drugs) OR (Drugs, Antimalarial) OR
(Anti-Malarials) OR (Anti Malarials) OR *(N4-{7-Chloro-4-quinalinyl}-N1,N1-diethyl-1,4-pentanediamine)” OR Hydroguin OR Axemal OR Dolquine OR Quensyl
OR Quinoric OR Plaguenil

#8 #4 OR #5 OR #6 OR #7

#9 #3 AND #8

Rev Bras Ter Intensiva. 2020;32(2):166-196



182 Falavigna M, Colpani V, Stein C, Azevedo LC, Bagattini AM, Brito GV, et al.

Embase #1 'coronavirinae' OR 'caronavirinae'/exp OR coronavirinae OR 'corona virus'/exp OR 'corona virus' OR ‘coronavirus'/exp OR coronavirus OR 'covid-19' OR
covid OR 'sars-cov-2' OR coronaviruses OR deftacoronavirus OR deltacoronaviruses OR 'munia coronavirus hku13' OR 'coronavirus hku15' OR 'caronavirus,
rabbit' OR 'rabbit coronavirus' OR 'coronaviruses, rabbit' OR 'rabbit coronaviruses' OR 'bulbul coronavirus hku11' OR 'thrush coronavirus Fku12'

#2 ‘hydroxychloroguine’ OR ‘hydroxychloroguine'/exp OR hydroxyehloroquine OR ‘7 chioro 4 (4 [ethyl (2 hydroxyethyl} amino] 1 methylbutylamino]
quinaline’/exp OR *7 chloro 4 [4 [ethyl {2 hydroxyethyl) amino] 1 methylbutylamina] quinaline’ OR ‘7 chloro 4 [4 [ethyl (2 hydroxyethyl] amina] 1
methylbutylamino] quinoline diphosphate'/exp OR ‘7 chloro 4 (4 [ethyl (2 hydroxyethyl) amino] 1 methylbutylamino] quinoline diphosphate’ OR ‘chloraquinal/
exp OR chloroguinol OR ‘ercoquin’/exp OR ercogquin OR *hydrochloraquine'/exp OR hydrochloroquine OR "hydrocloroquine’/exp OR hydracloroguine

OR “axychloroguine/exp OR oxychloroguine OR ‘quensyl/exp OR quensyl OR ‘sn 8137"/exp OR ‘sn 8137' OR oxychlorochin OR hydroxychlarochin OR
plaquenil OR *hydroxychloroquine sulfate’ OR ‘hydroxychloroquine sulfate (1:1) salt” OR hidroxicloroguina OR hydroxychlorogquinum OR oxichlorochine

OR oxichloraguine OR ‘chloroguine’ OR ‘chlorogquine’/exp OR chioroguine OR *4 {4 diethylamino 1 methylbutylamino) 7 chlorchinolin diphosphate’ OR ‘4

{4 digthylamino 1 methylbutylamino) 7 chlorchinolin sulfate’ OR ‘4 (4 diethylamina 1 methylbutylamino) 7 chlorchinalin sulfate’ OR "4 {4 diethylamino 1
methylbutylamino) 7 chloroguingline’ OR 7 chioro 4 (4 diethylamino 1 methylbutylamino) quinoline’ OR ‘7 chioro 4 (4 diethylamino 1 methylbutylamino)
quinoline diphasphate’ OR ‘7 chlora 4 (4 diethylamino 1 methylbutylamino) quinaline’ OR ‘a-cq’ OR amokin OR amokine OR anoclor OR aralan OR aralen

OR ‘aralen hydrochloride’ OR “aralen phosphate’ OR aralene OR arechin OR arechine OR arequine OR arthrochin OR arthrochine OR arthroquine OR artrichin
OR artrichine OR artriquine OR avloclor OR avoclor OR bemaphata OR bemaphate OR bemasulph OR bipiquin OR cadiquin OR chemachin OR chemochine
OR chingamine OR chingaminum OR chloraguine OR chlorachin OR chlorachine OR chlorofoz OR chioroquin OR ‘chloroguin phosphate’ OR ‘chloroguine
diphosphate’ OR ‘chloroquine disulfate’ OR ‘chloroquine disulphate’ OR ‘chloroquine hydrachloride’ OR “chloroquine phosphate’ OR ‘chloroguine streuli’ OR
‘chloroquine sulfate’ OR ‘chloroquine sulphate’ OR chloroguinesulphate OR ‘chloroquini diphosphas’ OR ‘chloroquinum diphosphoricum’ OR chlorquin OR
chlorquine OR chaloquine OR ‘cheroquine sulfate” OR ‘choroquine sulphate’ OR cidanchin OR ‘clo-kit junior” OR clorichina OR clorichine OR clariquine OR
clarochina OR delagil OR delagyl OR dichinalex OR diclokin OR diquinalex OR diroquine OR emaquin OR genocin OR gontochin OR gontochine OR gontoguine
OR heliopar OR imagon OR iroquine OR klarokin OR klorokine OR klorokinfosfat OR lagaguin OR malaquin OR malarex OR malarivon OR malaviron OR
maliaquine OR maguine OR mesylith OR mexaquin OR mirquin OR nivachine OR nivaguin OR nivaquine OR ‘nivaquine (b)’ OR ‘nivaquine b’ OR ‘nivaquine dp’
OR "nivaquine forte’ OR 'p roquine’ OR quinachlor OR quingamine OR repal OR resochen OR resochene OR resachin OR ‘resochin junior’ OR resochina OR
resochine OR resochinon OR resoquina OR resoquine OR reumachlor OR roguine OR ‘rp 3377' OR rp3377 OR sanoquin OR sanoquine OR silbesan OR siragan
OR sirajan OR ‘sn 7618’ OR sn7618 OR solprina OR solprine OR tresochin OR tresochine OR tresoquine OR trochin OR trochine OR troquine OR ‘w 7618°
OR w7618 OR ‘win 244’ OR win244 OR ‘antimalarial agent’/exp OR ‘antimalarial agent” OR ‘anti malaria drug'/exp OR ‘anti malaria drug’ OR ‘antimalaria
agent/exp OR ‘antimalaria agent’ OR ‘antimalaria drug'/exp OR ‘antimalaria drug’ OR ‘antimalaria drug, synthetic’/exp OR ‘antimalaria drug, synthetic’ OR
“antimalarial’/exp OR antimalarial OR ‘antimalarial drug'/exp OR ‘antimaarial drug’ OR ‘antimalarials'/exp OR antimalarials OR ‘antipaludean agent'/exp OR
‘antipaludean agent’ OR ‘antiplasmodic agent '/exp OR “antiplasmedic agent’ OR 'synthetic antimalaria agent'/exp OR ‘synthetic antimalaria agent’

#3 #1 AND #2

#4 #3 AND [embase]/lim NOT ([embase]/lim AND [medline]/lim}

LILACS #1 MH:"Coronavirus’ OR MH: B04.820.504.540.150$ OR (Coronavirus) OR "COVID-18" OR (COVID) OR (SARS-CoV-2) OR (Deltacoronavirus) OR
(Coronaviruses)

#2 MH:"Hydroxychloroguine® OR MH:Hidroxicloroguina® OR MH:D03.633.100.810.050.180.3508 OR (Hydroxychloroquine) OR (Hidroxicloroquina) OR
{Hydroxychlorachin) OR (Hydroxychloroguine Sulfate) OR "Hydroxychloroguine Sulfate (1:1) Salt” OR {Oxychlorochin) OR {Oxychloroguine) OR (Plaquenil) OR
(Oxicloroguina) OR MH:"Cloroguina” OR MH:"Chiproquine” OR MH:003.633.100.810.050.180$ OR (Cloroquina) OR (Chloroquine) OR (Aralen) OR {Arechine)
OR (Arequin) OR (Chingamin) OR (Chlorochin) OR (Chloroguine Sulfate) OR (Chloroquine Sulphate) OR (Khingamin) OR (Nivaguine) OR (Sulfate, Chloroquine)
OR (Sulphate, Chioroquine) OR MH:"Antimal4ricos" OR MH:"Antimalarials® OR MH:D27.505.954.122.250.100.0858 OR (Antimaldricos) OR (Antimalarials)
OR {Agents, Antimalarial) OR [Anti Malarials) OR (Anti-Malarials) OR (Antimalarial Agents} OR (Antimalarial Drugs) OR (Drugs, Antimalarial)

#3 #1 AND #2

#4in [Lilacs]

MEDLINE #1 "Coronavirus“[Mesh] OR “COVID-18" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Deltacoranavirus) OR (Deltacoronaviruses)
OR “Munia coronavirus HKU13" OR (Coronavirus HKU15) OR {Coronavirus, Rabbit) OR (Rabbit Coranavirus) OR (Coronaviruses, Rabbit) OR (Rabbit
Coronaviruses) OR “Bulbul coronavirus HKUT1" OR “Thrush coronavirus HKU12"

{via PubMed®) #2 "Hydroxychloroguine™[Mesh] OR {Hydroxychloroquine) OR (Oxychlorochin) OR {Oxychlorogquine) OR (Hydroxychlorochin) OR {Plaquenil) OR
{Hydroxychloroquine Sulfate) OR “Hydroxychloroquine Sulfate {1:1) Salt” OR (Hidroxicloroquina) OR (Hydroxychloroquine) OR {Hydroxychloraguinumj OR
{Oxichlorochine) OR (Oxichloroguine) OR “Chloroguine”[Mesh] OR Chlorochin OR Cloroguina OR Cloroquine OR Chloroquine OR “Antimalarials”[Mesh] OR
{Antimalarials) OR {Antimalarial Agents) OR
{Agents, Antimalarial) OR (Antimalarial Drugs) OR
{Drugs, Antimalarial) OR (Anti-Malarials) OR
{Anti Malarials) OR “(N4-(7-Chlaro-4-quinalinyl) -N1, N1-diethyl-1,4-pentanediamine)” OR Hydroguin OR Axemal OR Dolquine OR Quensyl OR Quinoric
#3 #1 AND #2

OpenGrey #1COVID-19" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Dettacoronavirus) OR (Deltacoronaviruses)

ClinicalTrials.gov ~ #1 "COVID-19" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR (Deltacoronaviruses)

#2 Hydroxychloroguine OR Oxychlarochin OR Oxychloroquine OR Hydraxychlorochin OR Plaguenil OR Chlarachin OR Cloroquina OR Cloroguine OR
chloroguine OR Antimalarials OR Antimalarial
#3 #1 AND #2

WHO-ICTRP* - #1 "COVID-19" OR (COVID) OR {Coronavirus) OR [SARS-CoV-2) OR [Coronaviruses) OR (Deltacoronavirus) OR (Deltacoronaviruses)

#2 Hydroxychloroquine OR Oxychlorachin OR Oxychlorogquine OR Hydroxychiorochin OR Plaguenil OR Chlorochin OR Cloroquina OR Cloroquine OR
chloroguine OR Antimalarials OR Antimalarial Cor
#3 #1 AND #2

* A busca foi realizada em 19 de margo de 2020 e ndo pade ser atualizada pelo fato de a base estar indisponivel.
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Pergunta 2 - Hidroxicloroquina/cloroquina associada 2 azitromicina comparada a nio utilizar em paciente com
infeccio por COVID-19

Data da busca: 28 de abril de 2020

Base de dados Estratégia de busca

MEDLINE {via PubMed®)  #1 "Coranavirus’[Mesh] OR "Covid-19" OR (COVID) OR (Coronavirus) OR {SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR
(Deltacoronaviruses) OR "Munia coronavirus HKU13" OR {Coronavirus HKU15) OR [Coronavirus, Rabbit} OR (Rabbit Coronavirus) OR (Coronaviruses,
Rabbit) OR (Rabbit Coronaviruses) OR "Bulbul coronavirus HKU11" OR "Thrush coronavirus HKU12" OR “novel coronavirus™ OR “covid-19" OR
“sarscov 2" OR “Betacoronavirus™”

#2 “Anti-Bacterial Agents” [mesh] OR “Anti-Bacterial Agents” OR “Agents, Anti-Bacterial” OR “Anti-Bacterial Agents” OR “Antibacterial Agents”
OR “Agents, Antibacterial” OR “Anti-Bacterial Compounds™ OR “Anti-Bacterial Compounds” OR “Compounds, Anti-Bacterial” OR “Bacteriocidal
Agents” OR “Agents, Bacteriocidal” OR “Bacteriocides” OR “Anti-Mycobacterial Agents” OR "Agents, Anti-Mycobacterial” OR *Anti Mycobacterial
Agents” OR “Antimycobacterial Agents” OR "Agents, Antimycobacterial” OR “Antibiotics” OR “Antibiotic” OR “antimicrobials” OR “antibacterials”
OR “Azithromycin” [mesh] OR “Azythromycin” OR “Sumamed” OR “Toraseptal” OR “Vinzam" OR “CP-62993" OR “CP 62993" OR “CP62993" OR
“Zithromax” OR "Azitrocin” OR “Azadose” OR “Ultreon” OR “Zitromax” OR “Azithromycin Dihydrate” OR “Dihydrate, Azithromycin” OR “Azithromycin
Manohydrate” OR “Manchydrate, Azithromycin™ OR “Goxal” OR “Zentavion”

#3 “Hydroxychioroguine”[Mesh] OR (Hydroxychloroquine) OR (Oxychlarochin} OR (Oxychloroguine) OR (Hydroxychlorochin) OR (Plaguenil) OR
{Hydroxychloroquine Sulfate) OR “Hydroxychloroquine Sulfate (1 *1) Salt” OR {Hidroxicloroquina) OR (Hydroxychloroquine) OR (Hydraxychlaroquinum)
OR (Oxichlorochine) OR {Oxichloroguine) OR “Chloroquine”[Mesh] OR Chlorochin OR Cloroguina OR Cloroquine OR Chloroguine OR
“"Antimalarials”[Mesh] OR (Antimalarials) OR (Antimalarial Agents) OR (Agents, Antimalarial) OR {Antimalarial Drugs) OR (Drugs, Antimalarial) OR
(Anti-Malarials) OR [Anti Malarials) OR “(N4-(7-Chloro-4-quinolinyf}-N1 N1-diethyl-1,4- pentanediamine)” OR Hydroquin OR Axemal OR Dolquine OR
Quensyl OR Quinoric

#4 #1 AND #2 AND #3

Embase #1 ['sars-related coronavirus/exp OR ‘sars-related coronavirus' OR 'covid 19" OR ‘Covid-18' OR ‘novel coronavirus' OR ‘sars-cov2' OR 'sars-ncov' OR
'sars-cov-2') AND [embase]lim
#2 ‘antibiotic agent'/exp OR “azithromycin’/exp OR ‘Antibiotics’ OR ‘Antibiotic’
#3 'hydroxychloroguine' OR ‘hydroxychioroguine’/exp OR hydroxychloroquine OR '7 chioro 4 [4 [ethyl (2 hydroxyethyl) amino] 1 methylbutylamino]
quinoline’/exp OR ‘7 chloro 4 [4 [ethyl (2 hydroxyethyl) amino] 1 methylbutylamino] quinaline’ OR ‘7 chioro 4 [4 [ethyl (2 hydroxyethyl) amino]
1 methylbutylamino] quinoline diphosphate’/exp OR ‘7 chioro 4 [4 [ethyl (2 hydroxyethyl) aming] 1 methylbutylamino] quinoline diphosphate’
OR ‘chloroquinol'/exp OR chloroguinol OR "ercoquin’/exp OR ercoquin OR ‘hydrochloroquine’/exp OR hydrochloroquine OR ‘hydrocloroguine’/exp
OR hydrocloroguine OR ‘oxychloroguine’/exp OR oxychloroguine OR ‘quensyl/exp OR quensyl OR ‘sn 8137/exp OR 'sn 8137’ OR oxychlorachin
OR hydroxychlorochin OR plaguenil OR ‘hydroxychloroguine sulfate’ OR ‘hydroxychloroquine sulfate (1:1) salt” OR hidroxicloroquina OR
hydroxychloroguinum OR oxichlorachine OR oxichloroguine OR ‘chloroquine’ OR ‘chioroquine'/exp OR chioroquine OR ‘4 (4 diethylamino 1
methylbutylamino) 7 chlorchinolin diphosphate’ OR *4 (4 diethylamino 1 methylbutylamino} 7 chlorchinolin sulfate’ OR ‘4 (4 diethylamino 1
methylbutylamino} 7 chlorchinalin sulfate’ OR '4 {4 diethylamina 1 methylbutylamina) 7 chioroguinaline” OR °7 chioro 4 (4 diethylamino 1
methylbutylamino) quinoline’ OR ‘7 chloro 4 (4 diethylamino 1 methylbutylamino) quinoline diphosphate’ OR ‘7 chioro 4 {4 diethylamino 1
methylbutylamino) quinaline’ OR ‘a-cq’ OR amakin OR amokine OR anoclor OR aralan OR aralen OR “aralen hydrochloride’ OR ‘aralen phosphate’ OR
aralene OR arechin OR arechine OR arequine OR arthrochin OR arthrochine OR arthroguine OR artrichin OR artrichine OR artriquine OR avioclor OR
avoclor OR bemaphata OR bemaphate OR bemasulph OR bipiquin OR cadiguin OR chemochin OR chemochine OR chingamine OR chingaminum
OR chloraguine OR chlorochin OR chiorochine OR chlorofoz OR chloroquin OR ‘chloroquin phosphate’ OR ‘chloroguine diphosphate’ OR ‘chloroquine
disulfate’ OR 'chloroguine disulphate’ OR ‘chloroguine hydrochloride’ OR ‘chloroguine phosphate’ OR ‘chloroguine streuli’ OR ‘chloroquine sulfate’
OR 'chloroquine sulphate’ OR chioraguinesulphate OR ‘chloroquini diphosphas’ OR ‘chloroquinum diphosphoricum’ OR chlorguin OR chlorquine OR
chologuine OR ‘choroquine sulfate’ OR ‘choroquine sulphate’ OR cidanchin OR ‘clo-kit junior' OR clorichina OR clorichina OR cloriquine OR clorochina
OR delagil OR delagyl OR dichinalex OR diclokin OR diquinalex OR diroguine OR emquin OR genocin OR gontochin OR gontochine OR gontoquine
OR heliopar OR imagan OR iraquine OR klorgkin OR klorokine OR Klorokinfosfat OR lagaquin OR malaquin OR malarex OR malarivon OR malaviron
OR maliaquine OR maquine OR mesylith OR mexaquin OR mirquin OR nivachine OR nivaguin OR nivaguine OR ‘nivaquine {b)’ OR ‘nivaquina b’ OR
‘nivaquine dp’ OR 'nivaquine forte’ OR 'p roquine” OR quinachlor OR quingamine OR repal OR resochen OR resachene OR resochin OR ‘resochin
jurior’ OR resochina OR resachine OR resechinon OR resoquina OR resoquine OR reumachlor OR roguine OR 'rp 3377' OR p3377 OR sanoquin OR
sanoquine OR silbesan OR siragan OR sirajan OR ‘sn 7618" OR sn7618 OR solprina OR solprine OR tresochin OR tresochine OR trasoquine OR trachin
OR trochine OR troguine OR ‘w 7618" OR w7618 OR ‘win 244’ OR win244 OR ‘antimalarial agent/exp OR ‘antimalarial agent’ OR ‘anti malaria
drug'/exp DR ‘anti malaria drug’ OR ‘antimalaria agent /exp OR ‘antimalaria agent’ OR ‘antimalaria drug'/exp OR ‘antimalatia drug’ OR ‘antimalaria
drug, synthetic'/exp OR ‘antimalaria drug, synthetic' OR ‘antimalarial’/exp OR antimalarial OR ‘antimalarial drug’/exp OR ‘antimalarial drug’ OR
"antimalarials'/exp OR antimalarials OR ‘antipaludean agent'/exp OR ‘antipaludean agent’ OR ‘antiplasmodic agent'/exp OR ‘antiplasmedic agent’ OR
“synthetic antimalaria agent'/exp OR "synthetic antimalaria agent’

#3 #1 AND #3 AND #4
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Cochrane Library

meDrxiv
OpenGrey

ClinicalTrials.gov

# 1 MeSH descriptor: [SARS Virus] explode all trees

#2 MeSH descriptor: [Coronavirus] explode all trees

#3 "Covid-18" OR (Covid) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR (Deltacoronaviruses) UH *Munia coronavirus
HKU13" OR (Coranavirus HKU15) OR {Coronavirus, Rabbit) OR (Rabbit Corenavirus) OR (Coronaviruses, Rabbit) OR (Rabbit Coronaviruses) OR "Bulbul
coronavirus HKU11" OR *Thrush coronavirus HKU12"
#4 #1 0R #2 OR #3

#5 MeSH descriptor: [Anti-Bacterial Agents] explode all trees

#6 MeSH descriptor: [Azithromycin] explede all trees

#7 #50R #6

#8 MeSH descriptor: [Hydroxychloroguine] explode all trees

#8 MeSH descriptor: [Chloroquine] explode all trees

#10 MeSH descriptor: [Antimalarials] explode all trees

#11 (Hydroxychloroguine) OR {Oxychlorochin) OR (Oxychloroquing) OR {Hydroxychiorochin) OR (Plaquenil) OR {Hydroxychloroquine Sulfate)
OR "Hydroxychloroquine Sulfate {1:1) Salt" OR {Hidroxicloroquina) OR (Hydroxychloroquine) OR (Hydroxychloroguinum) OR {Oxichloroching) OR
{Oxichloroguine} OR Chiorochin OR Cloroguina OR Cloroguine OR Chloroguine OR Antimalarials) OR (Antimalarial Agents) OR {Agents, Antimalarial)
OR {Antimalarial Drugs) OR (Drugs, Antimalarial) OR {Anti-Malarials) OR [Anti Malarials) OR "{N4-(7-Chloro-4-quinolinyl)-N1,N1-diettwi1,4-
pentanediamine)’ OR Hydroguin OR Axemal OR Dolguine OR Quensyl OR Quinoric OR Plaguenil

#12 #8 OR #9 OR #10 OR #11

#4 AND #7 AND #12

{“Anti-Bacterial Agents” OR antibiotics OR Azithromycin) AND {Hydroxychloroquine OR Oxychlorochin OR Oxychloraquine OR Hydroxychlorochin OR
Plaguenil OR Chlorochin OR Cloroguina OR Cloroquine OR chloroguine OR Antimalarials OR Antimalarial)

(“Anti-Bacterial Agents” OR antibiotics OR Azithromycin) AND (Hydroxychloroguine OR Oxychiorochin OR Oxychloroguine OR Hydroxychlorochin OR
Plaguenil OR Chlorochin OR Cloroquina OR Cloroguine OR chloroquine OR Antimalarials OR Antimalarial)

Covid 19 OR Covid-19 OR SARS-CoV 2 OR SARS-CaV-2 OR nCoV 2019 OR severe acute respiratory syndrome coronavirus 2 / ("Anti-Bacterial
Agents” OR antibiotics OR Azithromycin) AND (Hydroxychloroguine OR Oxychlorochin OR Oxychloroquine OR Hydraxychlorochin OR Plaquenil OR
Chlorochin OR Cloroquina OR Cloroquine OR chloroquine OR Antimalarials OR Antimalarial)

Pergunta 3 - Oseltamivir comparado a nio utilizar em paciente com infecgio por COVID-19

Data da busca: 27 de abril de 2020

Mesma estratégia de busca da pergunta 4.

Pergunta 4 - Lopinavir associado a ritonavir comparado a cuidados padrio em paciente com infecgio por COVID-19

Data da busca: 27 de abril de 2020

Basa de dados

- ’ Estratégia de busca

Medine (via Pubmed®)

Embase

#1 (("Anti-Retroviral Agents'[Mesh] OR ant}—retrowral agent OR antiretroviral agent OR “Anti-Retroviral Agents® [Pharmacological Action] OR "CCR5
Receptor Antagonists"[Mesh] OR CCRS Receptor Antagonists OR "HIV Fusion Inhibitors'[Mash] OR fusion inhibitor OR “HIV Integrasa Inhibitors"[Mesh]
OR Intagrase Inhibitors OR "HIV Protease Inhibitors®[Mesh] OR Protease Inhibitors OR “Lopinavir‘{Mesh] OR “lopinavir-ritonavir drug combination"
[Supplementary Concept] OR "Ritonavir'{Mesh] OR *favipiravir* [Supplementary Concept] OR lopinavir OR ritonavir OR favipiravir OR "Antiviral
Agents"[Mesh] OR "Oseltamivir'[Mesh] OR antiviral OR antiviral agent OR oseltamivir))

#2 ({novel coronavirus OR covid-19 OR covid T3 OR covid - 19 OR sars-cov-2 OR sarscov 2J)

#3 #1 AND #2

#1 ('sars-related coronavirus/exp OR ‘sars-related coronavirus’ OR ‘covid 19' OR ‘covid-19" OR ‘novel coronavirus® OR “sars-cov2’ OR ‘sars-ncov’ OR
‘sars-cov-2') AND [embase]/lim

#3 (‘antiretrovirus agent'/axp OR "antiretrovirus agent’ OR “antiretoviral agent’ OR "anti-retroviral agent'/exp OR ‘anti-retroviral agent’ OR ‘chemokine
receptor ccr5 antagonist'/exp OR ‘chemokine receptor cerS antagonist” OR “cer5 receptor antagonists'/exp OR ‘cerb receptor antagonists’ OR ‘human
immunadeficiency virus fusion inhibitar'/exp OR ‘human immunodeficiency virus fusion inhibitor' OR *hiv fusion inhibitors'/exp OR “hiv fusion inhibitors’
OR *hiv integrase inhibitors /exp OR ‘hiv integrase inhibitors’ OR “integrase inhibitor*/exp OR ‘integrase inhibitor' OR ‘hiv protease inhibitors’/exp OR ‘hiv
protease inhibitors’ OR ‘human immunodeficiency virus proteinase inhiitor'/exp OR ‘human immunodeficiency virus proteinase inhibitor’ OR ‘lopinavir’/
exp OR ‘lopinavir' OR ‘lopinavir plus ritonavir’/exp OR ‘lopinavir plus ritonavir' OR ‘ritonavir'/exp OR 'ritonavir’ OR ‘favipiravir'/exp OR favipiravir’ OR
"antivirus agent'/exp OR ‘antiviral’ OR ‘oseltamivir'/exp OR “oseltamivir’ OR ‘antiviral agent” OR ‘antivirus agent’) AND [embase]/iim

#3 #1 AND #2 ‘
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Cochrane Library

meDrxiv

OpenGrey

ClinicalTrials.gov

#1 severe acute respiratory syndrome coronavirus OR severe acute respiratory syndrome coronavirus 2 OR SARS-CoV-2 OR SARS CoV 2

OR SARS-CoV 2 OR coronavirus disease 2019 OR COVID 19 OR COVID 19 OR nCoV 2019 in All Text

#2 (antiretroviral agent OR Anti Retroviral Agents OR HIV Fusion Inhibitors OR fusion inhibitor OR HIV Integrase Inhibitors OR HN'Prntease Inhibitors
OR Protease Inhibitors OR Lopinavir OR lopinavir-ritonavir drug combination OR lopinavir ritanavir OR Ritonavir OR favipiravir OR Oselttamivir) in All Text -
(Word variations have been searched)

#3 #1 AND #2

#1 (SARS CoV 2 OR COVID-18)

#2 (antiretroviral agente OR Anti-Retroviral Agents OR HIV Fusion Inhibitors OR Protease Inhibitors)

#3 #1 AND #2

#1 (covid-19 OR SARS-CoV2 OR severe acute respiratory syndrome coronavirus)

* #2 (antiretroviral agents OR Anti Retroviral Agents OR HIV Fusion Inhibitars OR fusion inhibitor OR HIV Integrase Inhibitors OR HIV Protease Inhibitors

OR Protease Inhibitors)
#3 #1 AND #2
covid-19 OR sars-cov-2 OR sars-cov OR novel coronavirus

Pergunta 5 - Corticoides comparados a nio utilizar em paciente com infecgio por COVID-19

Data da busca: 27 de abril de 2020

Base de dados

Estratégia de busca

Medline [via Pubmed®)

Embase

Cochrane Library

meDrxiv

OpenGrey

ClinicalTrials.gov

#1 ((((novel coronavirus OR covid-19 OR covid 19 OR covid - 19 OR sars-cov-2 OR sarscov 2}))}

#2 ("Adrenal Cortex Hormones”[Mesh] OR "Hydrocortisone"[Mesh] OR “Prednisone”[Mesh] OR “Prednisolone”[Mesh] OR
“Beclomethasone”[Mesh] OR “Fluticasone”[Mesh] OR “Budesonide”[Mesh] OR corticosteroids OR “Methylprednisolone™[Mesh] OR
methylprednisolone OR corticoids OR cortisol OR Hydrocartisone OR prednisane OR prednisolone OR beclomethasone OR fluticasone OR
budesonide)

#3 #1 AND #2

#1 (‘carticostereid’/exp OR ‘corticosteroid’ OR ‘hydrocortisone'/exp OR hydrocortisone’ OR ‘prednisone’/exp OR pfadmsona OR ‘prednisclone’/exp
OR ‘prednisolone’ OR “beclomethasone’/exp OR "beclomethasone’ OR “fluticasone'/exp OR fluticasone’ OR ‘budssonide’/exp OR ‘budesonide’ OR
‘corticosteroids’/exp OR 'corticosteroids’ OR ‘methylprednisolone’/exp OR ‘methyiprednisolone’ OR “corticoids' OR "cortisol'/exp OR ‘cortisol’} AND
[embase]flim

#2 'sars-related coronavirus'/exp OR 'sars- relatad coronavirus' OR 'covid 19' OR 'covid-19' OR 'novel coronavirus' OR 'sars-cov2' OR 'sars-ncov' OR
'sars-cov-2'

#3 #1 AND #2
#1 MeSH descriptor: [Coronavirus] explode all trees

#2 "COVID-19" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Caronaviruses} OR (Deftacoranavirus) OR (Deltacoronaviruses) OR
"Munia coronavirus HKU13" OR (Coronavirus HKU15) OR {Coronavirus, Rabbit) OR (Rabbit Coronavirus) OR (Coronaviruses, Rabbit) OR (Rabbit
Coronaviruses) OR "Bulbul coronavirus HKU11" OR ‘Thrush coranavirus HKU12" OR “SARS CoV”

#3 MeSH descriptor: [SARS Virus]-explode all trees
#4 #1 0R #2 OR #3

#5 MeSH descriptor: [Glucocorticoids] explode all trees OR corticosteroid OR Glucocorticoids OR hydrocortisone OR MeSH descriptor:
[Hydroxycorticasteroids] explode all trees OR Hydroxycorticosteroids OR MeSH descriptor: [Prednisone] explode all trees OR MeSH descriptor:
[Beclomethasone] explode all trees OR Beclomethasone OR MeSH descriptor: [Fluticasone] explode all trees OR Fluticasone OR MeSH descriptor:
[Budesonide] explode all trees OR Budesonide OR MeSH Descriptor:[Methylprednisclone] explode all trees OR Methylprednisolone OR MeSH
descriptor: [Hydrocortisone] explode all trees OR cortisol OR Hydrocortisone

#6 #4 AND #5

#1(“SARS CoV" OR “SARS CoV 2" OR “COVID-19")

#2 (corticosteroid OR hydrocartisone OR prednisone OR beclomethasone OR budesanide OR fluticasone OR methylprednisolone OR cortisol)
#3 #1AND #2 ' ;

#1 (corticosteroid OR hydrocortisone OR prednisone OR beclomethasone OR budesonide OR fluticasone OR methylprednisolone OR cartisol)
#2. (covid-19 OR SARS-CoV2 OR SARS-CoV OR severe acute respiratory syndrome coronavirus)

#3 #1 AND #2

carticosteroid OR hydrocortisone OR prednisone OR beclomethasone OR budesonide OR fluticasone OR methylprednisolone OR cortisol | COVID 19
OR COVID-19 OR SARS-CoV 2 OR SARS-CoV-2 OR nCoV 2019 OR severe acute respiratory syndrome coronavirus 2
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Pergunta 6 - Tocilizumabe comparado a nio utilizar em paciente com infecgio por COVID-19

Data da busca: 22 de abril de 2020

Base de dados Estratégia de busca

Medline ((Coranavirus disease 2019 OR covid-19 OR cavid 19 OR nCoV-2019 OR Severe acute respiratory syndrome coronavirus OR SARS-Cov-2 OR SARS-CoV2))
AND (*tocilizumab® [Suppiementary Concept] OR tocilizumab OR tocilizumabe)

Embase (‘coronavirus disease 2018/exp OR ‘coronavirus disease 2019 OR ‘covid-19' OR ‘covid 18/exp OR 'covid 19 OR ‘ncov-2019' OR 'severe acute respiratory syndrome

coronavirus/exp OR 'severe acute respiratory syndrome coronavirus' OR 'sars-cov-2' OR 'sars-cov2) AND [embase]fim

AND*

{'tacilizumab'/exp OR ‘tocilizumab’} AND [embase]/lim
ClinicalTrials tocilizumab | COVID-19 OR SARS-CoV-2 OR nov-2019 OR COVID 18

Pergunta 7 - Heparinas comparadas a nio utilizar em paciente com infecgio por COVID-19

Data da busca: 30 de abril de 2020

Base de dados

Estratégia de busca

Cochrane Library

Embase

meDrxiv
MEDLINE (via PubMed®)

#1 MeSH descriptor: [Coranavirus] explode all trees

#2 "COVID-19" OR (COVID) OR (Coronavirus) OR {SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR (Deltacoranaviruses) OR
"Munia coronavirus HKU13" DR (Coronavirus HKU15) OR {Coronavirus, Rabbit) OR {Rabbit Coronavirus) OR {Coronaviruses, Rabbit) OR
{Rabbit Coronaviruses) OR *Buibul coronavirus HKU11" OR "Thrush coronavirus HKU12"

#3 #10R #2

#4 Review or Trials

#1 'coronaviridae/exp OR 'coronavirus' OR ‘coronaviridae' OR ‘cavid-19' OR covid OR coronavirus OR 'sars cov 2' OR toronaviruses OR
deltacoronavirus OR deltacoronaviruses OR 'munia coronavirus hku13' OR (Coronavirus HKU15) OR (Coronavirus, Rabbit) OR (Rabbit
Coronavirus) OR (Coranaviruses, Rabbit) OR (Rabbit Coronaviruses) OR 'bulbul coronavirus hku11' OR ‘thrush coronavirus hiu12

#2 'anticoagulant agent/exp OR anticoagulants OR anticoagulant OR (Anticoagulation Agents| OR (Agents, Anticoagulation) OR
[Anticoagulant Agents) OR (Agents, Anticoagulant) OR (Anticoagulant Drugs) OR (Drugs, Anticoagulant) OR (Indirect Thrombin Inhibitors)
OR (Inhibitors, Indirect Thrombin) OR (Thrombin Inhibitors, Indirect)

#3 'heparin/exp OR heparin OR {Unfractionated Heparin) OR (Heparin, Unfractionated) OR (Heparinic Acid) OR Liquaemin OR {Sodium
Heparin) OR {Heparin, Sodium) OR (Heparin Sedium) OR (alpha-Heparin) OR (alpha Heparin}

#4 Tow molecular weight heparin'’/exp OR {Heparin, Low-Molecular-Weight} OR (Heparin, Low Molecular Weight) OR ‘Imwh' OR (Low
Molecular Weight Heparin) OR (Low-Molecular-Weight Heparin}

#5 'enoxaparin’/exp OR enoxaparin OR encxaparine OR 'pk-10,169' OR 'pk 10,169 OR 'pk10,169' OR 'pk-10169' OR 'pk 10169' OR
'pk10169' OR 'emt-967' OR 'emt 967 OR 'emt967' OR lovenox OR clexane OR 'emt-966' OR 'emt 966' OR 'emt366'

#6 #2 OR #3 OR #4 OR #5

#7 #1 AND #6 -

#8 #7 AND [embase]/lim NOT {[embase]/lim AND [medling]/lim)

*Heparin OR enoxaparin OR anticoagulant OR anticoagulants® {Abstract or Title)

#1 "Coronavirus'{Mesh] OR "COVID-19" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR
{Dettacoronaviruses) OR "Munia coronavirus HKU13" OR (Coronavirus HKU15) DR (Coronavirus, Rabbit) OR (Rabbit Coranavirus) OR
{Coronaviruses, Rabbit} OR (Rabbit Coranaviruses) OR "Bulbul coronavirus HKU11" OR “Thrush coronavirus HKU12"

#2 “Anticoagulants”[Mesh] OR Anticoagulants OR Anticoagulant OR {Anticoagulation Agents) OR {Agents, Anticoagulation) OR
{Anticoagulant Agents) OR (Agents, Anticoagulant) OR {Anticoagulant Drugs) OR {Drugs, Anticoagulant) OR {Indirect Thrombin Inhibitors)
OR (Inhibitors, Indirect Thrombin} OR (Thrombin Inhibitors, Indirect)

#3 "Heparin'[Mesh] OR Heparin OR (Unfractionated Heparin) OR (Heparin, Unfractionated) OR (Heparinic Acid) OR Liquaemin OR (Sodium
Heparin) OR {Heparin, Sodium) OR (Heparin Sodium) OR (alpha-Heparin) OR (alpha Haparin}

#4 "Heparin, Low-Molecular-Weight'[Mesh] OR (Heparin, Low-Molecular-Weight) OR (Heparin, Low Molecular Wejght} OR “LMWH" OR
{Low Molecular Weight Heparin) OR (Low-Malecular-Weight Heparin)

#5 "Enoxaparin'[Mesh] OR Enoxaparin OR Enoxaparine OR "PK-10,169" OR “PK 10,169" OR “PK10,169” OR "PK-10169" OR "PK 10169
OR “PK10169" OR “EMT-967" OR “EMT 967" OR “EMT367" OR Lovenox OR Clexane OR “EMT-366" OR “EMT 966" OR "EMTS66"

#6 "Nadroparin“[Mesh] OR Nadroparine OR “Nadroparin Calcium” OR “Calcium, Nadroparin” OR Fraxiparin OR Fraxiparine

#7 "Dalteparin‘{Mesh]” OR Tedelparin OR “Dalteparin Sodium” OR “Sodium, Dalteparin” OR Fragmin OR Fragmine

#8 #2 OR #3 OR #4 OR #5 OR #6 OR #7 '

#9 #1 AND #8 ’
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OpenGrey

ClinicafTrials.gov

#1"COVID-19" OR {COVID) OR (Caronavirus) OR "SARS-CoV-2" OR (Coronaviruses) OR (Deltacoronavirus) OR {Daltacomnawmses] OR
“SARS CoV 2"

#1 "COVID-19" OR {COVID) OR (Coronavirus) OR {SARS-CaV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR (Daltacorona\nruses)
#2 (Anticoagulants) OR Heparin OR (Heparin, Low-Molecular-Weight) OR (Enoxaparin)
#3 #1 AND #2

WHO Trial Registry Network COVID-19  #1 (Anticoagulants) OR {Anticoagulant)

#2 Heparin
#3 (Heparin, Low-Molecular-Weight) OR Enoxaparin
#4 #3 0R #2 OR #1

Pergunta 8 - Antibioticoterapia comparada a nao utilizar em paciente com COVID-19 sem evidéncia de infeogio bacteriana

Data da busca: 27 de abril de 2020

Base de dades

Estratégia do busca

MEDLINE (via PubMed®)

Embase

Cochrane

meDrxiv
OpenGrey

ClinicalTrials.gov

#1 *Coronavirus"[Mesh] OR "Covid-19" OR (COVID) OR (Coronavirus) OR (SARS-CoV-2) OR (Coronaviruses) OR (Deltacoronavirus) OR {Deftacoronaviruses)
OR "Munia coranavirus HKU13" OR (Coronavirus HKU15) OR (Coronavirus, Rabbit) OR (Rabbit Coronavirus) OR (Coronaviruses, Rabbit) OR (Rabbit Coronaviruses)
DR "Bulbul coronavirus HKU11" OR "Thrush coronavirus HKU12" OR “novel coronavirus™ OR “covid 18” OR “sarscov 2 OR “Betacoronavinus™”

#2 "Anti-Bacterial Agents” [mesh] OR “Anti-Bacterial Agents” OR "Agents, Anti-Bacterial” OR “Anti-Bacterial Agents” OR “Antibacterial Agents” OR
“Agents, Antibacterial” OR “Anti-Bacterial Compounds” OR "Anti-Bacterial Compounds” OR “Compounds, Anti-Bacterial” OR "Bacteriocidal Agents”

OR “Agents, Bacteriocidal” OR “Bacteriocides” OR “Anti-Mycobacterial Agents” OR “Agents, Anti-Mycobacterial” OR "Anti Mycobacterial Agents” OR
“Antimycobacterial Agents” OR "Agents, Antimycobacterial” OR “Antibiotics” OR "Antibiotic” OR “antimicrobials” OR “antibacterials” OR "Azithromycin”
[mesh] OR “Azythromycin™ OR “Sumamed” OR “Toraseptol OR “Vinzam" OR “CP-62893" OR “CP 62993" OR “CP62993" OR 'Zithromax" OR "Azitrocin”
OR “Azadose” OR “Ultreon” OR “Zitromax" OR “Azithromycin Dihydrate”™ OR “Dihydrate, Azithromycin™ OR “Azithromycin Monohydrate” OR “Monchydrate,
Azithromycin” OR “Goxal” OR "Zantavion” OR “Vancomycin® [mesh] OR “Vancomycin® OR “Ceftriaxone” [mesh] OR “Ceftriaxone” OR "Cefepime”

[mesh] OR "Cafepime” OR “Levofloxacin” [mesh] OR “Levofloxacin” OR “Fluoroquinolones™ [mesh] OR “Rluorequinolones™ OR "Amaxicillin” [mesh] OR
“Amoxicillin” OR “Ciprofioxacin” [mesh] OR “Ciprofoxacin” OR "Cephalexin” [mesh] OR “Cephalexin” OR "Tetracycling” [mesh] OR “Tetracycline”

#3 #1 AND #2

#1 ('sars-related coronavirus/exp OR 'sars-related coronavirus' OR 'covid 19' OR 'covid-19' OR 'novel coronavirus' OR 'sars-cov2' OR 'sars-ncov' OR
'sars-cov-2') AND [embase]lim

#2 “tetracycline'/exp OR 'cefalexin/exp OR 'ciprofloxacin/exp OR ‘amoxicillin/exp OR ‘quinolone derivative/exp OR 'levofioxacin'/exp OR 'cefepime/
axp OR ‘ceftriaxone'/exp OR ‘vancomycin'/exp OR ‘antibiotic agent/exp OR ‘azithromycini/exp OR Antibiotics’ OR ‘Antibiotic’
#3 #1 AND #2

# 1 MeSH descriptor: [SARS Virus) explode all trees

#2 MeSH descriptor: [SARS Virus] explode all trees

#3 "Covid-19" OR (COVID) OR {Coronavirus) OR (SARS-Co\-2) OR

{Coronaviruses) OR (Deltacoronavirus) OR (Deltacoranaviruses) OR

“Munia coranavirus HKU13" OR (Coronavirus HKU15) OR

(Coronavirus, Rabbit) OR (Rabbit Coronavirus) OR {Coronaviruses,

Rabbit) OR (Rabbit Coronaviruses) OR "Bulbul coronavirus HKU11*

OR *Thrush coronavirus HKU12"

#4 #10R #2 OR #3

#5 MeSH descriptor: [Anti-Bacterial Agents] explode all trees

#6 MeSH descriptor: [Azithromycin] explode all trees

#7 MeSH descriptor; [Azithromycin] explode all trees

#8 MeSH descriptor: [Ceftriaxone] explode all trees

#9 MeSH descriptor; [Cefepime] explode all trees

#10 MeSH descriptor: [Cefepime] explode all trees

#11 MeSH descriptor: [Fuoroquinolones] explode all trees

#12 MeSH descriptor: [Amoxicillin] explode all trees

#13 MeSH descriptor: [Ciprofloxacin] explode all trees

#14 MeSH descriptor: [Cephalexin] explode all trees

#15 MeSH descriptor: [Tetracyclines] explode all trees

#16 MeSH descriptor: [Doxycycline] explode all trees

#17 #50R #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16

#18 #4 AND #17

(SARS CoV OR SARS CoV 2 OR Covid-19) AND (“Anti-Bacterial Agents™ OR antibiotics)

{covid19 OR SARS-CoV2 OR SARS-CoV OR MERS-CoV OR severe acute respivatory syndrome coronavirus OR middle east respiratory syndrome Coronavinus)
AND antibiotics

COVID 19 OR Covid-19 OR SARS-CaV 2 OR SARS-CoV-2 OR nCoV 2019 OR severe acute respiratory syndrome coronavirus 2/
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Apéndice 3 - Avaliagio da certeza da evidéncia, de acordo com o sistema Grading of Recommendations Assessment,
Geleris et al., 2020©

Development and Evaluation (GRADE)

Pergunta 1 - Cloroquina e/ou hidroxicloroquina comparadas a tratamento convencional em paciente com

COVID-19
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Pergunta 2 - Hidroxicloroquina/cloroquina associada i azitromicina comparada a nio utilizar em paciente com

infecgio por COVID-19
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Pergunta 3 - Oseltamivir comparado a nio utilizar em paciente com infecgio por COVID-19
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Pergunta 4 - Lopinavir associado a ritonavir comparado a cuidados padrio em paciente com infecgio por COVID-19
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Pergunta 5 - Corticoides comparados a no utilizar em paciente com infecgio por COVID-19

Contexto: Devemos utilizar corticoides no paciente com infecgio por COVID-19?
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Pergunta 6 - Tocilizumabe comparado a nio utilizar em paciente com infecgio por COVID-19

Bibliografia: Luo et al., 2020%%; Xu et al., 202049
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Pergunta 7 - Heparinas comparadas a nio utilizar em paciente com infecgio por COVID-19

Bibliografia: Shi et al., 2020%”; Tang et al., 2020%¥
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Pergunta 8 - Antibioticoterapia comparada a nio utilizar em paciente com COVID-19 sem evidéncia de infecgio bacteriana
Nio foram encontrados estudos em paciente com COVID-19 sem evidéncia de infecgio bacteriana '
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Apéndice 4 - Principais interagées medicamentosas entre os potenciais tratamentos da COVID-19

Intervengio Principais reagdes adversas Principais interagdes medicamentosas
Cloroquina e Prolongamento do intervalo QT, torsades de pointes, arritmias, Evitar associar a medicamentos que também prolonguem o intervalo
hidroxicloroguina retinopatia, cefaleia, tonturas, reagdes extrapiramidais, convulsoes, QT (ondansetrona, domperidona, haloperidol, quinolonas, azitromicina,

comprometimento neuromuscular, alteragdes neuropsiquidtricas, amiodarona etc).

trombocitopenia, pancitopenia, neutropenia, dor abdeminal, nduseas,
vimitos, diarreia, anorexia, hipoglicemia grave e insuficiéncia hepética

aguda
Azitromicina Néusea, vémito, diarreia, dor abdominal, prolongamento do intervalo QT,  Evitar associar a medicamentos que também prolonguem o intervalo
torsades de pointes, insuficiéncia hepética, reagbes dermatolégicas e QT (ondansetrona, domperidona, haloperidol, quinolonas, cloroquina,
infusionais hidroxicloroquia, amiodarona etc.). E indutor da glicoproteina-P ABCB1,
podendo elevar a concentragao celular e o risco de toxicidade dos
medicamentos substratos, o que possivelmente ocorre com sua
associagao & varfarina, digoxina, sinvastatina e morfina, par exemplo, que
oferecem maior risco de reagSes adversas quando combinades com a
azitromicina
Oseltamivir Vémitos, cefaleia, nduseas, arritmias cardlacas, alteragbes Pode aumentar o risco de sangramento se associado 3 varfarina
neuropsiquidtricas, dermatites e hipersensibilidade
Lapinavir/ritonavir ErupgAo cuténea, diameia, vimitos, nduseas, hipertrigliceridemia, O ritonavir & um potenta inibidor do citocromo P450 CYP3A4, a principal
hipercolesterolemia, pancreatite, desconforto respiratério e via de metabolizagdo de diversos medicamentos, entre eles: eritromicina,
prolongamento do intervalo QT haloperidol, dexametasona, prednisona, midazolam, fentanila, anlodipino,
sinvastatina, ondansetrona, tramadol, atorvastatina, lopinavir e
ziprasidona. Portanto, firmacos metabolizados por essa via quando
. associados a lopinavir/ritonavir podem sofrer redugdo no metabolismo e
& consequente acmulo no organismo, ampliando o risco de toxicidade
Glicocorticosteroides ~ Reagdes dermatolégicas, hiperglicemia, hipertenséo, maior Associados aos AINES, podem provocar tlcera géstrica e
suscetibilidade a infecgdes, alteragies gastrintestinais, hemorragia digestiva. S3o substratos da via CYP3A4 & podem ter
neuropsiquidtricas e oftalmolégicas seu metabolismo alterado por inibidores (claritromicina, azitromicina,
itraconazol, voriconazol, lopinavir/ritonavir, atazanavir etc.) e indutores
. {carbamazepina, fenobarbital, fenitoina, rifampicina etc.) dessa via
Tocilizumabe Hipercolesterolemia, hipertensao, dor abdominal, diarreia, cefaleia, Pode reduzir a efetividade da imunizagdo das vacinas. £ indutor da via
rash, urticéria, reagdes infusionais, maior suscetibilidade a infecgbese  CYP3A4 e pode reduzir os niveis plasméticos dos diversos medicamentas
insuficiéncia hepética metabolizados por essa via
Heparina (de baixo Trombocitopenia, reages de hipersensibilidade, hemorragia e febre Hé maior risco de hemorragias quando associada a antiplaguetérios e
peso molecular ou : AINES. Seu efeito anticoagulante pade ser reduzido por derivados do
ndo fracionada) estrogeno e da progestina i

AINES - anti-inflamatérios ndo esteroides.
Fonte: adaptado de: DynaMed and Micromedex with Watson, UpToDate®, Lexicomp?® Drug Interactions, IBM Micromedex® Drug Interections e ANVISA (buldrio eletrénica).

Rev Bras Ter Intensiva. 2020;32(2):166-196
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