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I. RESUMO  

TÍTULO: Primeiro episódio de sibilância, bactérias e vírus respiratórios e 

complicações associadas em lactente com infecção respiratória aguda 

A infecção respiratória aguda (IRA) é a doença mais comum entre crianças 

pequenas; como tal, é uma fonte de morbidade significativa. Sibilância em 

lactentes, na vigência de infecção respiratória aguda (IRA), está 

frequentemente associada à infecção respiratória viral.  Objetivos: Avaliar 

a associação entre fatores ambientais, bactérias e vírus respiratórios 

detectados em aspirado nasofaríngeo (NPA), primeiro episódio de 

sibilância detectado no exame físico e as complicações associadas em 

crianças de 6 e 23 meses com IRA. Métodos: Estudo corte transversal 

prospectivo seguido de uma coorte, realizado em emergência pediátrica. 

Crianças com idade entre 6-23 meses com IRA foram avaliadas entre 

Setembro/2009 e Outubro/2013. Os critérios de exclusão foram ter sido 

transferido de outro hospital ou relatar episódio anterior de sibilância. 

Foram coletados dados demográficos e clínicos juntamente com o aspirado 

nasofaríngeo (NPA). Todas as crianças elegíveis foram contatadas para 

reavaliação no 14º dia após a avaliação inicial; complicação foi definida 

como hospitalização, pneumonia ou otite média aguda (OMA). 

Resultados: Foram avaliadas um total de 1154 crianças; das 576 que 

preenchiam critérios de inclusão, 16 (2,8%) não coletaram NPA e 1(0,2%) 
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teve quantidade insuficiente de NPA. Foram então inscritas 559 crianças, e 

destas 92 (16,5%) apresentaram sibilância, 120 (21,5%) e 88 (15,7%) 

relataram cães e pássaro em casa, respectivamente. Rinovírus (48,1%) e 

vírus parainfluenza 1 (32,0%) foram os vírus mais frequentemente 

encontrados. Staphylococcus aureus (98,0%) e Haemophilus influenzae 

(97,1%) foram as bactérias mais comuns. Por regressão logística 

multivariada, Haemophilus influenzae (AdjOR=0,319; IC 95%: 0,110-

0,927), cão (AdjOR=0,476; IC 95%: 0,246-0,920) e pássaro 

(AdjOR=1,828; IC 95%: 1,021-3,272) em casa foram independentemente 

associados com sibilância. Pássaro em casa (OR [IC 95%]: 5,80 [1,73-

19,38]) e roncos (OR [IC 95%]: 6,39[1,96-20,85]) foram associados com 

OMA e PCV10 foi inversamente associada (OR [IC 95%]: 0,16 [0,05-

0,52]) Conclusão: Haemophilus influenzae em NPA e cão em casa 

protegem de forma independente contra o primeiro episódio de sibilância 

em crianças com IRA, enquanto pássaro em casa é um fator de risco para 

tal. A PCV10 foi associada com menor probabilidade de OMA, enquanto 

pássaro em casa e roncos são fatores de risco.   

Palavras-chave: infecção respiratória aguda; sibilância; vírus respiratório; 

fator de risco; Vacina Pneumocócica Conjugada; lactente. 
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II. OBJETIVOS 

II.1. GERAL 

Avaliar a associação entre fatores ambientais, bactérias e vírus 

respiratórios detectados em aspirado nasofaríngeo (NPA) e sibilos 

detectados no exame físico em crianças de 6 e 23 meses com infecção 

respiratória aguda. 

II.2. ESPECÍFICOS 

II.2.1. Estimar a frequência de complicações em crianças de 6 a 23 meses 

durante o episódio de IRA. 

II.2.2. Avaliar os fatores de risco presentes no recrutamento de lactentes 

com IRA, associados às complicações após a implantação universal da 

vacina pneumocócica 10 valente (PCV10) em nossa região. 
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III. INTRODUÇÃO 

As infecções respiratórias agudas (IRA) em crianças com menos de 

cinco anos de idade são as principais causas de mortalidade infantil em 

todo o mundo (Nair et al., 2013). Foi relatada uma frequência ajustada de 

6,2 episódios de IRA por criança-ano entre crianças com menos de três 

anos de idade (Budge et al., 2014). IRA têm sido reconhecidas como a 

principal razão para as famílias que procuram assistência pediátrica (Nair et 

al., 2010). Segundo o Ministério da Saúde do Brasil, as doenças 

respiratórias são responsáveis por 35,7% de todas as hospitalizações de 

crianças < 1ano de idade no estado da Bahia (DATASUS, 2011). 

As IRA são classificadas como infecção de vias aéreas superiores 

(IVAS) e infecção de vias aéreas inferiores (IVAI) segundo sua localização 

anatômica. A IVAS compreende a rinofaringite, faringite, amigdalite, otite 

media, sinusite e laringite; e IVAI a bronquiolite e as pneumonias.  

Geralmente as IRA são autolimitadas, porém podem evoluir para 

complicações, principalmente em lactentes (Budge et al., 2014; Marcone et 

al., 2013). As principais complicações são a otite média aguda (OMA), 

pneumonia e hospitalização (Chonmaitree et al., 2008; Antonova et al., 

2012; Neuzil et al., 2002).  Em geral, a desnutrição, a amamentação 

inadequada e a imunização precária são os principais fatores de risco 

envolvidos na ocorrência de complicações por IRA (Ujunwa et al., 2014).  
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Os vírus são os principais agentes causadores das IRA (Griffin et al., 

2004); além disso as IRA virais são as principais causas de sibilância aguda 

em lactentes (Turunen et al., 2015). Em relação ao primeiro episódio de 

sibilância, ocorrendo principalmente no primeiro ano de vida, está 

associado à sibilância recorrente e asma na infância (Cunha et al., 2010); 

como tal, é uma fonte significativa de morbidade infantil (Jartti et al., 2008; 

Caliskan et al., 2013). Temos demonstrado em estudo anterior que fatores 

ambientais tais como a frequência à creche e a presença de pássaro em 

casa, são fatores associados à sibilância detectada no exame físico (Bouzas 

et al., 2014). Porém não existem grandes estudos associando, de forma 

ampla, fatores ambientais, agentes virais e bacterianos em NPA e primeiro 

episódio de sibilância, como também complicações associadas a IRA em 

latentes.   
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IV. REVISÃO DA LITERATURA 

 

IV.1. Infecção Respiratória Aguda 

As IRA são uma das principais causas de morbidade e mortalidade 

em crianças, principalmente nos primeiros anos de vida (WHO, 2009). A 

cada ano, cerca de 156 milhões de novos episódios de IRA ocorrem em 

todo o mundo e cerca de 1,57 milhões de crianças morreram como 

resultado de tais infecções (Rudan et al., 2008; Black et al., 2010). Em 

2010, 1,4 milhões de crianças morreram em decorrência de infecções 

respiratórias, sobrecarregando globalmente o sistema de saúde (Liu et al., 

2012). Estima-se 25 milhões de atendimentos médicos por IRA em criança 

anualmente nos Estados Unidos (Gonzales et al., 2001; Heikkinen et al., 

2003), 22 milhões de dias perdidos no ano letivo, 20 milhões de faltas ao 

trabalho pelos pais ou responsáveis, além dos custos financeiros com 

medicamentos, gerando um alto ônus social (Bramley et al., 2002; 

Heikkinen et al., 2003). Outro estudo na Alemanha mostrou um custo anual 

estimado de U$ 213 milhões decorrente de IRA em crianças (Tregoning & 

Schwarze, 2010). 

As infecções respiratórias, na grande maioria de etiologia viral, são 

muito comuns no início da vida. A exposição às infecções respiratórias, que 

ocorrem neste período, pode aumentar ou diminuir o risco de desenvolver 

sibilância recorrente e asma na infância, dependendo de fatores do 
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hospedeiro, fatores ambientais e o tipo de microrganismo. (Ramsey et al., 

2007) 

O quadro clínico das IRA seja de causa viral ou bacteriana é 

semelhante, portanto, o diagnóstico etiológico preciso depende 

inteiramente de investigações laboratoriais. A detecção precoce dos agentes 

causais relacionados é crucial para proporcionar um regime de tratamento 

adequado, diminuindo o uso de antibióticos desnecessários, limitando a 

disseminação da infecção, evitando as complicações e encurtando a 

duração da hospitalização (Javadi et al.,2015; Mahony et al.,2008). 

IV.2. Agentes etiológicos  

Cerca de 90% de todas as IRA nas crianças são causadas por vírus e 

apenas 10% são causadas por bactérias (Pavia et al., 2011). Os vírus mais 

frequentemente associados com IRA são: rinovírus (RV), enterovírus (EV), 

adenovírus (AdV), vírus parainfluenza (PIV), vírus influenza (FLU), vírus 

sincicial respiratório (RSV) e coronavírus (HCoV). Nos últimos anos, com 

novas técnicas de diagnóstico molecular, seis novos vírus respiratórios 

foram identificados, incluindo metapneumovírus humano (hMPV) e 

bocavírus (hBoV) (Berry et al., 2015). Dentre as bactérias as mais 

frequentemente identificadas em crianças são: Streptococcus pneumoniae, 

Haemophilus influenzae, Moraxella catarrhalis, Mycoplasma pneumoniae, 

Chlamydia pneumoniae, e Staphylococcus aureus. (Goktas et al., 2016) 
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As novas técnicas de diagnóstico molecular para múltiplos agentes 

etiológicos estão definindo com mais precisão a epidemiologia da doença e 

o papel potencial das coinfecções (Griffin et al., 2004). Em estudos 

recentes as coinfecções vêm se destacando, principalmente entre as 

crianças, sendo demonstrado em 27,2% dos casos. Dentre os vírus aqueles 

mais identificados nas coinfecções são os AdV, HCoV, HBoV, hMPV, 

RV/EV e PIV; dentre as bactérias o Mycoplasma pneumoniae e Chlamydia 

pneumoniae. (Goktas et al., 2016) 

IV. 3 Microbioma respiratório  

O trato respiratório superior é colonizado por uma grande variedade 

de bactérias que constituem a microbiota respiratória. Entre as bactérias, as 

mais conhecidas são: Streptococcus pneumoniae, Haemophilus influenzae e 

Staphylococcus aureus (Schenck et al., 2016). A microbiota respiratória 

parece influenciar no desenvolvimento da resposta imune local e sistêmica 

(Hasegawa e Camargo Jr, 2015), podendo com isto aumentar ou diminuir a 

gravidade das IRA em crianças (Lynch SV, 2014).  

Vários estudos demonstraram que podem ocorrer interação entre 

vírus e bactérias, levando a atividade sinérgica ou efeito de supressão, 

capazes de impactar significativamente a etiologia, patogênese e frequência 

das infecções respiratórias. Como exemplo, observou-se que a colonização 

das vias aéreas por Moraxella catarrhalis e Haemophilus influenzae está 
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associado a uma resposta inflamatória mista Th1/ Th2/Th17 da mucosa das 

vias aéreas modulando a resposta inflamatória de forma sinérgica (Tam TT 

et al., 2007), enquanto a presença de Streptococcus pneumoniae reduz o 

risco de colonização por Staphylococcus aureus e do Haemophilus 

influenzae (Bogaert D et al., 2004; Cundell DR et al., 1995). Outros estudos 

relataram que alguns vírus podem favorecer significativamente o 

desenvolvimento de infecções bacterianas, sendo um dos principais 

exemplos o sinergismo observado entre o Vírus Influenzae e Streptococcus 

pneumoniae (McCullers, 2006), podendo ocorrer também um efeito 

protetor em alguns casos (Bosch et al., 2013; Lenoir-Wijnnkoop et al., 

2015).     

IV. 3. Diagnóstico laboratorial 

Estão disponíveis diferentes métodos de diagnóstico laboratorial para 

determinar os patógenos causais relacionados com as IRA. Os métodos 

convencionais, tais como cultura viral e detecção de antígenos (teste de 

imunoensaio enzimático e teste de anticorpos fluorescentes) são eficazes e 

frequentemente complementares, mas têm algumas limitações. Embora a 

técnica de cultura celular seja considerada como o padrão-ouro para a 

detecção de vírus, o processo é laborioso e demorado, e é quase impossível 

obter resultados durante a fase aguda da doença. Os testes de detecção de 

antígenos podem fornecer resultados mais rápidos, mas são menos 



21 

 

sensíveis e/ou específicos. Os métodos de diagnóstico molecular permitem 

a identificação de uma ampla gama de agentes virais e bacterianos, com 

excelente sensibilidade e especificidade. Os ensaios de reação em cadeia de 

polimerase em tempo real (PCR) permitem a amplificação simultânea de 

vários vírus ou bactérias em uma única reação e facilitam a detecção de 

agentes causadores das IRA (Salez et al., 2015; Pillet et al.,2013). 

Atualmente novas técnicas usando o sistema de expressão gênica que 

testam simultaneamente vírus e bactérias como NanoString nCounter, que 

captura e faz contagens de transcritos de mRNA individuais, vêm sendo 

usadas (Geiss et al, 2008). Este método permite a identificação de múltiplos 

patógenos em amostras NPA de pacientes com IRA numa única reação, 

que apresentam baixo rendimento de RNA (10-50 ng). (Fukutani et al, 

2015) 

IV 3. Infecção respiratória aguda e sibilância  

Infecção respiratória aguda por vírus respiratório pode causar 

sibilância em crianças pequenas, e com isto sendo causa frequente de 

morbidade e hospitalização (Turunen et al, 2015). Estudos mostram que 

mais de 88% dos casos de crianças com sibilância aguda estão associados 

com infecção respiratória viral. (Lehtinen et al., 2006). Além disso, a 

maioria das crianças com sibilância recorrente e asma na idade escolar 

apresentou o primeiro episódio de sibilância associada à IRA nos primeiros 
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anos de vida. (Jackson & Lemanske, 2010). O fator de risco mais 

significativo para o desenvolvimento da sibilância no pré-escolar é a 

ocorrência de infecção sintomática por rinovírus durante a infância 

(Lemanske et al. Al. 2005). Os vírus penetram e se replicam nas células 

epiteliais das vias aéreas, causando um processo inflamatório e 

remodelação da mucosa. As manifestações clínicas são secundárias à 

liberação de mediadores pró-inflamatórios pelas células danificadas ou pelo 

efeito citotóxico do próprio vírus (Jackson & Jonhston, 2010). Para muitas 

crianças, os episódios de sibilância associados à infecção respiratória 

diminuem com a idade, mas para outras, sibilância na infância podem ser 

fator de risco para asma (Busse et al., 2010). Além disso, a diminuída 

capacidade da criança para montar uma defesa antiviral adequada, assim 

como uma resposta Th2 prolongada, uma diminuição da resposta imune 

inata ou defeitos na imunidade local aumentam a probabilidade de 

propagação do vírus para as vias aéreas inferiores e resultam em infecções 

mais severas (Sly et al., 2010). 

Em relação ao primeiro episódio de sibilância, foi demonstrado 

anteriormente que fatores ambientais como a frequência à creche e a 

presença de pássaro em casa são fatores associados à sibilância (Bouzas et 

al, 2014). Ao contrário de estudos que associam infecções na infância com 

morbidades respiratórias subsequentes, a teoria da higiene propõe que 
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infecções na infância, são protetores para o desenvolvimento de doenças 

alérgicas e possivelmente asma. Esta relação é apoiada em estudo que 

mostra uma baixa prevalência de alergias e asma em crianças que 

frequentam creche e aquelas com irmãos mais velhos em casa. Foi proposto 

que este efeito protetor se relaciona com um maior número de infecções, 

incluindo aquelas causadas por patógenos respiratórios e a subsequente 

estimulação protetora da imunidade Th1. (Busse et al., 2010). Notadamente 

tem sido postulado que a exposição às endotoxinas bacterianas (Martinez & 

Halt, 1999) e animais (Hesselmar et al, 1999, Svanes et al, 1999) no início 

da vida pode conferir proteção contra o desenvolvimento de asma e 

alergias. 

IV 4. Complicações das IRA 

As IRA geralmente são autolimitadas e os sintomas incluem 

corrimento nasal, obstrução nasal, febre e tosse; porém podem evoluir para 

complicações graves, particularmente em crianças menores de 2 anos 

(Budge et al., 2014; Marcone et al., 2013). Estas complicações são 

principalmente otite média aguda (OMA), pneumonia e hospitalização 

(Chonmaitree et al., 2008; Antonova et al., 2012; Neuzil et al., 2002). 

Heikkinen e colaboradores relataram a maior frequência para OMA 

(39,7%), seguida de pneumonia (2,4%) e hospitalização por complicação 

do quadro respiratório (0,8%) em crianças após infecção pelo vírus 
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influenza (Heikkinen et al., 2004). Em geral, a desnutrição e o aleitamento 

materno inadequado foram indicados como os principais fatores de risco 

envolvidos na ocorrência de complicações devido a IRA (Ujunwa et al., 

2014). A infecção pneumocócica tem sido considerada potencialmente 

chave na ocorrência de complicações das IRA (Klugman et al., 2009). 

Observou-se um aumento de colonização pneumocócica durante as IRA 

devido às alterações anatômicas nas vias aéreas superiores, produzidas pela 

infecção viral que facilitam o isolamento ou aquisição do pneumococo 

(Klugman et al., 2009). 

 

 

 

 

 

 

 

 

 

 

 

 



25 

 

 

 

 

 

 

 

 

 

 

 

V. ARTIGOS 

 

 

 

 

 

 

 

 

 

 

 



26 

 

ARTIGO I 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



27 

 

 



28 

 

 



29 

 

 



30 

 

 



31 

 

 



32 

 

 

 

  



33 

 

ARTIGO II 

Cell Host & Microbe   

“Environmental factors, airway microbiome and the first wheezing episode 

among young children with acute respiratory infection: a prospective 

study”   

(submetido, vide Normas de Publicação no ANEXO 5). 

Fator de impacto 2015/2016: 12.552 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  



34 

 

  



35 

 

  



36 

 

  



37 

 

 

  



38 

 

 

 



39 

 

 

  



40 

 

 

  



41 

 

 

  



42 

 

 

  



43 

 

 

  



44 

 

 

  



45 

 

 

  



46 

 

 

  



47 

 

 

  



48 

 

 

  



49 

 

 

  



50 

 

 

  



51 

 

 

  



52 

 

 

  



53 

 

 

  



54 

 

 

  



55 

 

 

  



56 

 

 

  



57 

 

 

  



58 

 

 

  



59 

 

 

  



60 

 

 

  



61 

 

V. Discussão 

V. 1. Etiologia da infecção respiratória aguda, 

Os vírus respiratórios foram detectados em 81,6% de todos os casos 

com IRA estudados. Os vírus mais frequentemente isolados foram: o 

rinovírus (48,1%), o vírus Parainfluenza 1 (32,0%) e o adenovírus 2 

(20,4%). Enquanto as bactérias mais comumente isoladas foram: o S. 

aureus (98,0%), o H. influenzae (97,1%) e a M. catarrhalis (79,1%). Em 

um estudo realizado no Vietnã, as crianças foram acompanhadas desde o 

nascimento até 1 ano de idade; as famílias foram convidadas a participar do 

estudo levando a criança sempre que a mesma não estivesse bem. No total, 

dos 566 episódios de IRA, com aspirado nasofaríngeo disponível, os vírus 

respiratórios foram pesquisados por PCR multiplex e foram encontrados 

em 347 (61%) casos. É importante destacar que foram investigados 5 vírus 

adicionais (PIV 4, CoV NL63, CoV HKU1, enterovírus, paraecovírus) 

nesse estudo (Anders et al., 2015). É notado que nossa taxa de detecção 

viral foi maior que a taxa de detecção no estudo de Vietnamitas; 

possivelmente, diferentes testes laboratoriais utilizados podem explicar 

essa diferença (nCounter e multiplex PCR) 

V. 2. IRA e sibilância 

Em nosso estudo a sibilância foi detectada no exame físico em um 

sexto (16,5%) dos casos de IRA estudados. Nos países baixos (KOALA 



62 

 

Birth Cohort Study), foi relatada, pelo cuidador, primeiro episódio de 

sibilância em 10% das 3454 crianças acompanhadas do 7º ao 24º mês de 

vida (Mommers et al, 2010). Já observamos previamente que o relato de 

sibilância pelo cuidador de uma criança que nunca sibilou antes requer 

confirmação por exame físico realizado pelo pediatra, pois sibilância 

referida foi 2,7 vezes maior que a detectada no exame físico de criança pelo 

pediatra (Bouzas et al., 2014). Assim, nossa frequência de sibilância 

detectada foi consideravelmente maior do que a frequência de sibilância 

relatada nos Países Baixos, o que está de acordo com uma maior 

prevalência de sibilos em países em desenvolvimento (Mallol et al., 2010; 

Garcia-Marcos et al., 2010).  

Várias hipóteses tentam explicar a relação entre infecção por vírus 

respiratório e sibilância. Uma das hipóteses seria que a infecção viral pode 

afetar o desenvolvimento da resposta imunológica, interferir no 

desenvolvimento pulmonar normal e na regulação do tônus do trato 

respiratório. Outra hipótese seria que o vírus desencadearia a obstrução no 

trato respiratório por resposta inflamatória em indivíduos que já apresentam 

alterações na função primária ou estrutural nas vias aéreas ou 

susceptibilidade em desenvolver uma resposta imunológica que 

predisponha a obstrução. Uma terceira hipótese seria que a resposta a 

diferentes vírus depende de fatores genéticos, da exposição a fatores 
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ambientais e do nível de maturidade dos sistemas respiratório e 

imunológico (Martinez, 2009). 

Notavelmente, não encontramos associação significativa, nem em 

análise bivariada nem em análise multivariada, entre a detecção de vírus 

respiratórios na nasofaringe e a sibilância detectada no exame físico. Um 

estudo italiano relatou 88,2% de detecção global de 18 vírus respiratórios 

investigados em 85 crianças menores de 1 ano de idade hospitalizados com 

o primeiro episódio agudo de sibilância (Bosis et al, 2008). Em um estudo 

envolvendo crianças tailandesas com idade menores de 2 anos de idade 

hospitalizadas com um primeiro episódio de sibilância aguda, foram 

detectados vírus respiratórios (apenas 5 vírus foram investigados) em 

80,6% de 170 casos (Teeratakulpisan et al., 2014). Em um estudo 

finlandês, vírus respiratórios foram encontrados em 100% das amostras, 

quando foram incluídas 111 crianças com primeiro episódio de sibilância 

entre crianças de 3-23 meses e 14 vírus estudados (Turunen et al., 2015). 

Todos os três estudos empregaram RT-PCR para detectar vírus 

respiratórios. Em conjunto, a detecção de vírus respiratórios foi muito 

elevada quando crianças com primeiro episódio de sibilância foram 

estudadas; entretanto, quando as crianças com IRA foram matriculadas, 

com ou sem o primeiro episódio de sibilância, não foi encontrada 
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associação entre vírus respiratórios e o primeiro episódio de sibilância, 

como no presente estudo. 

V. 3. Fatores associados ao primeiro episódio de sibilância  

Em nosso estudo, identificamos pássaro em casa como um fator de 

risco para o primeiro episódio de sibilância detectado no exame físico. 

Embora a exposição ao pássaro em casa não seja um fator associado 

conhecido, a exposição ao alérgeno pode ocorrer por contato com penas de 

pássaro ou seus excrementos, contaminando o ar da casa, e que podem ser 

facilmente inaladas e depositadas nas vias aéreas, provocando um episódio 

subsequente de sibilância (Quirce et al, 2001).  Em um estudo realizado no 

Catar, passarinhos em casa, foram associadas à rinite alérgica (27,1% vs 

13,8%, p <0,001) e eczema (22,8% vs 16,4%; p <0,001) (Janahi et al., 

2006). Assim, nós hipotetizamos que ter um pássaro em casa pode 

sensibilizar as crianças a apresentar sibilos durante um episódio de IRA, 

independentemente do agente causador viral ou bacteriano. 

Também identificamos possíveis fatores protetores: cão em casa e a 

presença de RNA de H. influenzae em NPA. Tem sido postulado que a 

exposição às endotoxinas bacterianas (Martinez & Halt, 1999) e animais 

(Hesselmar et al., 1999, Svanes et al., 1999) no início da vida pode conferir 

proteção contra o desenvolvimento de asma e alergias. Semelhante aos 

nossos resultados, a presença de um cão em casa foi associada a um menor 
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risco de sibilância em um estudo longitudinal de 4 anos (Litonjua et al, 

2002). O aumento da carga microbiana no início da vida tem sido associado 

à diminuição da prevalência de sensibilização e possivelmente de asma 

mais tardiamente (Matricardi et al, 2000). Uma das substâncias sob 

investigação para explicar essa associação é a endotoxina. O aumento da 

exposição à endotoxina tem sido associado a taxas de sensibilização 

diminuída e possivelmente menor prevalência de sibilância (Braun-

Fahrlander et al., 2002). A endotoxina é um componente da parede celular 

de bactérias gram-negativas, como H. influenzae, (Befford & Gern , 2005), 

que pode modificar as respostas imunes, pois é um potente indutor de 

citocinas TH1 (Lapa e Silva et al, 2000). Além disso, dados emergentes 

sugeriram que as interações paralelas entre hospedeiro e bactéria durante a 

infância podem desempenhar um papel na modulação da resposta imune e 

o desenvolvimento da sensibilização dos aeroalérgenos (Halt, 2015). 

V. 4. Complicações  

Embora a maioria das IRA em crianças sejam autolimitadas, podem 

ocorrer complicações principalmente em menores de 2 anos de idade; 

sendo OMA, pneumonia e hospitalização as principais complicações 

observadas (Neuzil et al., 2002). Em nosso estudo encontramos 

complicações em 19% dos pacientes avaliados, uma frequência próxima à 

encontrada em um Serviço de Emergência Pediátrica Francês (12%), onde 
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menores de 36 meses foram avaliados (Ploin et al.,2007). A complicação 

mais frequentemente observada foi pneumonia (11,1%) seguida de 

internação por agravamento do quadro respiratório (6,6%) e OMA (4,0%). 

Em um estudo longitudinal realizado em Bangladesh, dos 1322 episódios 

de IRA, pneumonia (29%), OMA (2%) e hospitalização (0,3%) foram 

observados (Homaira et al., 2012). A diferença na frequência de pneumonia 

e hospitalização entre os dois estudos pode ser explicada pelas diferenças 

no manejo dos casos de IRA nesses dois países (Brasil e Bangladesh). A 

pneumonia foi diagnosticada apenas em bases clínicas em Bangladesh, 

enquanto que no Brasil, geralmente, é confirmada pela radiografia de tórax 

(Nascimento-Carvalho et al.,2004). O diagnóstico de pneumonia baseado 

exclusivamente em motivos clínicos superestima o diagnóstico de 

pneumonia (Hazir et al., 2006). Por outro lado, a hospitalização em 

Bangladesh é mais difícil do que no Brasil devido ao número limitado de 

leitos hospitalares 

Achados na ausculta respiratória como roncos e crépitos podem ser 

considerados sinais de alerta para complicações. Como tal, deve ser 

prestado um acompanhamento cuidadoso aos pacientes que apresentem 

esses sinais clínicos na avaliação inicial, a fim de detectar as complicações 

o mais rapidamente possível. Roncos na ausculta pulmonar, podendo ser 

roncos de transmissão por secreção nas vias aéreas, teve associação com 
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OMA em nosso estudo. Tem sido demonstrado que a pressão transitória 

negativa na orelha média ocorre em dois terços de resfriados, não 

complicados, em crianças previamente hígidas (Winther et al., 2002), que 

apresentam secreção nas vias aéreas; esta pressão negativa pode facilitar a 

OMA secundária em crianças com IRA (Winther et al., 2002). 

Foi observado, em nosso estudo, que pássaro em casa é um fator de 

risco para OMA. Já foi descrito anteriormente que a exposição à alérgenos 

pode ocorrer devido ao contato com penas de pássaro ou a seus 

excrementos depositados no ambiente (Quirce et al, 2001). Em um estudo 

conduzido entre crianças em idade escolar para determinar se a exposição a 

animais de estimação desempenha um papel significativo no 

desenvolvimento de doenças alérgicas, a rinite foi mais comum entre as 

crianças que tinham contato domiciliar com passarinhos, gatos e galinhas, 

em comparação com crianças que vivem em lares sem animais (33,3% vs. 

18,0%, p <0,001) (Janahi et al, 2006). Pacientes com rinite têm inflamação 

da mucosa nasal e disfunção da Trompa de Eustáquio, que levam ao 

aumento da pressão negativa no ouvido médio e à ventilação inadequada, 

com transudação de proteína e aumento da secreção. Como resultado, as 

secreções respiratórias são produzidas e podem levar a complicação como 

OMA (Mir et al., 2012).  
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V. 5. Vacina conjugada pneumocócica (PCV10) 

A implementação universal de vacinas pneumocócicas conjugadas 

tem sido uma importante intervenção de saúde pública para prevenir a 

doença pneumocócica. A vacina pneumocócica (PCV10: Synflorix, 

GlaxoSmithKline Biologicals, Rixensart, Bélgica) foi introduzida em 

Salvador, Brasil, em julho de 2010, para crianças menores de 2 anos 

(Secretaria de Saúde do Estado da Bahia, 2010). Em nosso país, tem sido 

provado que a introdução de PCV10 no programa de imunização de rotina 

efetivamente reduziu taxas de hospitalização devido à pneumonia entre 

crianças (Afonso et al., 2013). Como há uma crescente frequência de 

colonização pneumocócica durante a IRA clínica, (Klugman et al., 2009) o 

uso de PCV provavelmente impactou na frequência de tal colonização. Para 

os vacinados, o risco de hospitalização por pneumonia associada à infecção 

por influenza diminuiu para aproximadamente a metade do risco em 

comparação as crianças que não receberam a vacina (Klugman et al., 

2009). Aqui em nosso estudo, PCV10 não protege as crianças contra a 

pneumonia, a grande maioria dos nossos casos não foram hospitalizados; 

dito isto, é possível inferir que PCV10 protege contra casos mais graves de 

pneumonia. 

Uma revisão recente da Cochrane Database Systematic Review sobre 

a eficácia das vacinas pneumocócicas conjugadas para a prevenção da 
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pneumonia relatou efeitos benéficos modestos em lactentes saudáveis com 

baixo risco de OMA adquirida após licenciado a vacina 7-valente 

CRM197-PCV7 (Fortanier et al., 2014). A partir de um modelo 

internacionalmente reconhecido, foi possível prever que PCV10 irá 

diminuir a morbidade (Komakhidze et al., 2015). No presente estudo, 

PCV10 foi inversamente associado com complicações durante a IRA. Para 

o melhor conhecimento, esta é a primeira coorte a demonstrar esse achado. 

Redução na frequência de colocações de tubos de timpanostomia em 

crianças atribuíveis a PCV10 tem sido recentemente relatado (Palmu et al., 

2015). 
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VI. Perspectivas de estudo 

Acompanhar as crianças que apresentaram infecção respiratória 

aguda com ou sem chiado para avaliar sibilância recorrente, fatores 

ambientais relacionados e história familiar de atopia. 

Avaliar o papel do microbioma das vias aéreas identificados em 

aspirado de nasofaringe e as complicações observadas em vigência IRA. 
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VII. Limitações do estudo 

A atopia não foi investigada por testes laboratoriais, por 

quantificação de IgE ou IgE RAST. No entanto, estes marcadores 

biológicos são incomuns entre crianças menores de 2 anos, faixa etária do 

nosso grupo de estudo. (Eysink et al.,2015). 

Outra limitação do estudo é a falta de controles saudáveis pareados, 

devido ao desenho do estudo, propiciado para detectar fatores de risco para 

sibilância em crianças com IRA, especificamente. No entanto, coletamos 

um pequeno número de amostras de adultos saudáveis (n = 20), como 

controles para a detecção de patógenos respiratórios. Como esperado, 

encontramos uma diminuição significativa nos patógenos respiratórios no 

grupo de adultos saudáveis, mas não S. aureus ou H. influenzae. A 

presença de H. influenzae em 95% dos adultos saudáveis e assintomáticos 

fortalece ainda mais seu caso como fator protetor, de acordo com a recente 

demonstração de seu predomínio em um de cinco aglomerados bacterianos 

no microbioma nasal saudável (de Steenhuijsen Piters et al., 2016). Por sua 

vez, estes resultados são a favor da nossa escolha para o perfil 

transcripcional abrangente de patógenos por nCounter. 

Aproximadamente um quarto dos pacientes recrutados (26,7%) não 

retornou para a avaliação de acompanhamento. No entanto, a única 

diferença encontrada entre os pacientes que retornaram e não retornaram 
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para o seguimento foi a maior freqüência de vômitos entre aqueles que não 

retornaram (ANEXOS-Tabela 1 em material suplementar). Isso significa 

que nenhuma das diferenças encontradas entre crianças com ou sem 

complicações foram detectadas entre os pacientes excluídos por perda de 

seguimento. 

Outra limitação é que nem todos os pacientes recrutados tiveram o 

cartão de vacinação disponível para ser verificado. No entanto, esta perda 

foi inferior a 10%, pois 384 (90,1%) dos pacientes tiveram o cartão de 

vacinação verificado. Além disso, foram excluidos na análise multivariada 

os pacientes com situação vacinal desconhecida e as diferenças estatisticas 

foram encontradas.  
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VIII. Conclusões 

1. Haemophilus influenzae em NPA e cão em casa protegem de forma 

independente contra o primeiro episódio de sibilância em crianças com 

IRA, enquanto pássaro em domicílio é um fator de risco. 

2. Um quinto das crianças com idades entre 6-23 meses com IRA 

apresentou complicações. 

3. Passaro em casa e roncos na auscuta respiratória estão associados a 

OMA enquanto crépitos na auscuta pumonar está associado com 

pneumonia 

4. A imunização com PCV10 é independentemente associada a menor 

probabilidade de desenvolvimento de OMA em crianças de 6-23 meses 

em vigencia de IRA 
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X. SUMMARY 

TITLE: The first wheezing episode, respiratory bacteria and viruses and 

associated complications among young children with acute respiratory 

infection. 

Acute respiratory infection (ARI) is the most common disease among 

young children; as such, it is a source of significant morbidity. Wheezing 

during acute respiratory infection (ARI) is frequently linked to respiratory 

virus infection, but large studies combining environmental factors and 

comprehensive viral/bacterial pathogen profiling are lacking. Objective: 

We aimed to assess the association between environmental factors, 

respiratory pathogens detected in nasopharyngeal aspirates (NPA) and first 

wheezing episode detected upon physical examination and associated 

complications among children with ARI. Methods: This prospective cross-

sectional study enrolled children aged 6-23 months with fever, sneeze, 

runny nose, nasal blockage, or cough for ≤ 7 days between September 2009 

and October 2013 at an Emergency Department in Salvador, Northeastern 

Brazil. Children transferred from other hospitals or reporting previous 

episode of wheezing were excluded. Data on complaints, physical 

examination findings, and NPA were collected upon enrollment. Patients 

were subsequently followed up within 14-21 days after recruitment. Poor 

evolution was defined when hospitalization, pneumonia or acute otitis 
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media (OAM) occurred. A previously validated custom-designed nCounter 

probeset was used to detect 14 virus and 6 bacterial-targets in NPA. 

Multivariable logistic regression analysis by enter method was performed. 

Results: Of 559 enrolled children, 92 (16.5%) presented wheezing; 456 

(81.6%) and 558 (99.8%) had at least one virus or bacterium detected, 

respectively. Overall, mean age was 11.4 ± 4.5 months, 120 (21.5%) and 

88 (15.7%) reported dog or bird at home, respectively. Staphylococcus 

aureus (98%), Haemophilus influenzae (97%), and Moraxella catarrhalis 

(79%) were the most common bacteria. By multivariable logistic 

regression, Haemophilus influenzae (AdjOR=0.32; 95%CI: 0.11-0.93), dog 

(AdjOR=0.48; 95%CI: 0.25-0.92) and Bird (AdjOR=1.83; 95%CI: 1.02-

3.27) at home were independently associated with wheezing. Of the 422 

children who returned, 79 (19%, 95%CI: 15-23%) had poor evolution. Bird 

at home (OR[95%CI]:0.16[0.05-0.52]) and ronchi (OR [95%CI]:6.39[1.96-

20.85]) were associated with AOM; PCV 10 was inversely associated with 

AOM (OR [95%CI]: 0.16[0.05-0.52]). Conclusions: Haemophilus 

influenzae in NPA and dog at home independently protect against the first 

wheezing episode whereas bird at home is a risk factor for it. 

Pneumococcal vaccination independently protects against AOM. Bird at 

home and ronchi are risk factors of otitis.        
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ANEXO 1 

Table 1. Comparison of children with acute respiratory infection on recruitment who 

returned with children who did not return 

 

Characteristics 

 

 

Follow-up visit 

 

P 

 Yes (n= 422)  No (n= 154) 

Age (months, mean ± SD)  

Male Sex  

Nutritional assessment 

Malnutrition 

11.4 ± 4.5            

206 (48.8%) 

 

5 (1.2%) 

11.4 ± 4.6  

76 (49.4%) 

 

4 (2.6%) 

1.00 

0.90 

 

0.30 

History   

Cough 

Duration of cough  

(days, mean ± SD) 

Running nose 

Duration of running nose  

(days, mean ± SD) 

Fever 

Duration of fever  

(days, mean ± SD) 

Sneeze 

Duration of sneeze  

(days, mean ± SD) 

Wheeze 

Duration of wheeze 

 (days, mean ± SD) 

 

369 (87.4%) 

3.7 ± 1.8 

359 (85.1%) 

3.6 ± 1.7 

 

342/421 (81.2%) a 

2.9 ± 1.5 

 

331 (78.4%) 

3.5 ± 1.7 

 

168 (39.8%) 

2.5 ± 1.6 

 

 

128 (83.1%) 

3.5±1.9 

 

122 (79.2%) 

3.5±1.8 

 

133 (86.4%) 

3.0±1.7 

 

109 (70.8%) 

3.5±1.7 

 

60 (39.0%) 

2.7±2.1 

 

 

0.20 

0.40 

0.09 

0.75 

 

0.20 

0.60 

 

0.06 

1.00 

 

0.90 

0.60 
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Hoarseness 

Duration of hoarseness 

 (days, mean ± SD) 

Dyspnea 

Duration of dyspnea  

(days, mean ± SD)  

Vomiting 

Duration of vomiting  

(days, mean ± SD) 

Ear ache 

Duration of ear ache  

(days, median (IQR)) 

Thoracic retraction 

Duration of thoracic retraction  

(days, mean ± SD) 

 

 

128 (30.3%) 

2.8 ± 1.6 

 

115 (27.3%) 

2.8 ± 1.6 

 

54 (12.8%) 

2.0 ± 1.5 

 

32/420 (7.6%) a 

2 (1 – 4) 

 

44 (10.4%) 

2.6 ± 1.9 

 

41 (26.6%) 

3.0±1.7 

 

38 (24.7%) 

3.2±2.0 

 

32 (20.8%) 

2.1±1.3 

 

15 (9.7%) 

3 (1–4) 

 

21 (13.6%) 

2.5±1.9  

 

0.34 

0.30 

 

0.50 

0.30 

 

0.02 

0.80 

 

0.40 

0.50 

 

0.30 

0.90 

Vaccination 

Pneumococcal (PCV10) 

influenza 

 

 

277/384 (72.1%)a 

168/384 (43.8%)a 

 

 

85/123 (69.1%)b 

49/123 (39.8%)b 

 

 

0.50 

0.40 

 

Breastfeeding 

Exclusivec 

Duration of breastfeeding exclusive 

(months, mean ± SD) 

Mixedc 

Duration of breastfeeding mixed 

(months, mean ± SD) 

      

 

353/420 (84.0%)a 

4.7±1.9 

 

253/421 (60.1%)a 

8.8±4.2 

 

133 (86.4%) 

4.5±2.0 

 

83/153 (54.2%)b 

9.3±4.2 

 

0.50 

0.40 

 

0.21 

0.38 
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Family history 

Rhinitis 

Asthma 

Skin allergy 

 

 

247/421 (58.7%)a 

121/420 (28.8%)a 

85/421 (20.2%)a 

 

 

80/153 (52.3%)b 

36/153 (23.5%)b 

20/153 (13.1%)b 

 

 

0.20 

0.20 

0.051 

 

Infant lifestyle 

Shared bed 

Smokers at home 

Absence of ventilation at home 

Chicken at home 

Bird at home 

 

311(73.7%) 

80 (19.0%) 

138 (32.7%) 

15 (3.6%) 

68 (16.1%) 

 

127/153 (83%)b 

39 (25.3%) 

49 (31.8%) 

3 (1.9%) 

21 (13.6%) 

 

0.02 

0.10 

0.80 

0.40 

0.50 

 

Physical examination 

Tachypnea 

Fever 

Ronchi 

Wheezing 

Crackles 

 

 

99/416 (23.8%)a 

161/412 (39.1%)a 

162 (38.4%) 

68 (16.1%) 

37 (8.8%) 

 

 

37/151(24.5%)b 

65/153 (42.5%)b 

50 (32.5%) 

27 (17.5%) 

14 (9.1%) 

 

 

0.90 

0.50 

0.20 

0.70 

0.90 

a The denominator was not 422 because there was missing. 

b The denominator was not 154 because there was missing. 

c Mixed breastfeeding was informed for 1 child but the informant did not know if this 

child had been exclusively breastfed. 
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ANEXO V 

Cell Host & Microbe 

Information for Authors 31/01/2017   

JCR 2015 12.552 

Cell Host & Microbe is a monthly journal from Cell Press launched in March 2007. The journal 

publishes research articles and review materials with a focus on understanding microbes in 

relationship to their host. Working closely with authors, reviewers, and the scientific editorial 

board, the editorial staff maintains the high standards expected of a Cell Press journal to publish 

timely results of broad interest to the field. In keeping with Cell Press policies, editorial decisions 

at Cell Host & Microbe are made independently by its editorial staff, and Cell Host & 

Microbe content is freely available online 12 months after publication. 

Editorial Evaluation Timeline 

All submissions are initially evaluated in depth by the scientific editors. Papers that are not 

deemed by the editors to be strong candidates for publication will be returned to the authors 

without detailed review, typically within 2–4 days. Otherwise, manuscripts will be sent to 

reviewers who have agreed in advance to assess the paper rapidly. The editors will make every 

effort to reach decisions on these papers within 3 weeks of the submission date. If revisions are 

a condition of publication, editors will carefully evaluate the reviewers' comments and, whenever 

possible, will provide guidance on the important concerns to be addressed. We generally allow 

2 months for revisions and consider only one revised version of the paper. Evaluations of 

conceptual advance and significance are made based on the literature available on the day of 

the final decision, not the day of submission. Accepted papers will be published in print within 3 

months of acceptance and, in most cases, earlier in print or online. Any major changes after 

acceptance are subject to review and may delay publication. 

Presubmission Inquiries 

If you would like editorial input on whether your paper might be a strong candidate for 

consideration at Cell Host & Microbe, you can send a presubmission inquiry. This should 

include an abstract plus a brief description of the results and an explanation of the interest and 

significance to the broad readership of Cell Host & Microbe and should be e-mailed 

to hostmicrobe@cell.com. We try to respond to these within 3 working days. 

Status Inquiries 

mailto:hostmicrobe@cell.com


103 

 

Editorial Manager, the online manuscript submission system used by Cell Press journals, posts 

different status updates as it progresses through the editorial process. You may also e-

mail hostmicrobe@cell.com or call +1 617 397 2851 with specific questions. 

Relationship between Cell Press Journals 

Cosubmission 

In the limited number of instances in which a paper is potentially appropriate in scope for the 

readership of two different Cell Press titles, the Cell Press journals also offer authors a unique 

opportunity not provided by any other journal group to submit a manuscript for joint 

consideration at two journals at the same time. Authors interested in pursuing this option should 

please contact the editors of both journals for further information. 

Transfer of Papers between Cell Press Journals 

Each Cell Press journal is editorially independent. Cell Press has developed a manuscript 

transfer system designed to provide maximal flexibility, efficiency, and control for the authors. If 

a paper is reviewed and rejected at one Cell Press journal, the author can request that the 

editor make the reviews and reviewer identities available to the editor of another Cell Press 

journal. Authors interested in pursuing this option should e-mail the editor of the second Cell 

Press journal directly. In many cases, the second editor will be able to reach a decision based 

on the advice of these reviewers. In some cases, the editor may need to seek comments from 

additional reviewers. The authors are also free to submit the paper to another Cell Press title 

without mentioning the first review process, in which case the manuscript will be evaluated by 

the editor and, as appropriate, reviewed independently without reference to the original reviews. 

For more information on the transfer process, please visit our FAQ page. 

Editorial Policies 

Manuscript Originality 

Manuscripts are considered with the understanding that no part of the work has been published 

previously in print or electronic format and the paper is not under consideration by another 

publication or electronic medium. All in press or submitted works that are pertinent to the 

manuscript under consideration by the journal (including those cited in the manuscript under 

consideration) must accompany the submission. Related manuscripts that have been submitted 

elsewhere during the period of revision must accompany revised manuscripts. Failure to provide 

copies of related manuscripts under consideration elsewhere may delay the review process and 

may be grounds for rejection. Under no circumstances will any paper be considered that 

contains any data that have been submitted for publication elsewhere. 

http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
mailto:hostmicrobe@cell.com
http://www.cell.com/cell-host-microbe/articletransfer
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We will consider papers previously posted on a preprint server such as arXiv or bioRxiv. We are 

very interested to hear from researchers about their motivations for posting and to discuss with 

them whether it is the best approach for their paper, so we strongly encourage authors who are 

planning to submit to us to contact the editors first to discuss their specific paper and situation. 

This policy only applies to the original submitted version of the paper; we do not support posting 

of revisions that respond to editorial input and peer review or the final published version to 

preprint servers. Also, our prepublication publicity policies with regard to coverage in the 

broader media still apply to studies posted on preprint servers. 

Authorship 

Starting with the September 14, 2016 issue, Cell Host & Microbe will follow Cell Press's updated 

authorship designations and the related policies below. These are intended to provide a 

reasonable framework that can accommodate interdisciplinary research. However, since 

authorship designations cannot convey specific contributions of each author, we ask that you 

include an Author Contributions section in your paper. For more information, please see "Author 

Contributions" under Preparation of Specific Sections below. When we become aware of an 

authorship dispute, or when authors request the addition or removal of an author after 

acceptance, authorship must be approved in writing by all of the parties. 

Corresponding Authors: To promote best practices we prefer that each paper have a single 

corresponding author: one person who is fully responsible for the paper (data, figures, and text), 

supervised the work reported in the submission, and is the primary contact for communication 

during consideration and after publication. We think that the sense of ownership that comes with 

corresponding authorship will motivate corresponding authors to ensure best practices in design 

and performance of experiments, analysis of results, organization and retention of original data, 

and preparation of figures and text. The corresponding author will hold responsibilities 1–8 

below. 

The roles and responsibilities of corresponding author include: 

1. Being responsible for all data, figures and text 

2. Ensuring authorship is granted appropriately to contributors 

3. Ensuring all authors approve the content and submission of the paper 

4. Ensuring adherence to all editorial and submission policies 

5. Identifying and declaring conflicts of interest on behalf of all authors  

6. Identifying and disclosing related work by any co-authors under consideration elsewhere 

https://arxiv.org/
http://biorxiv.org/
http://www.cell.com/cell-host-microbe/authors#prepub
http://www.cell.com/cell-host-microbe/authors#prep
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7. Archiving unprocessed data and ensuring that figures accurately represent the original data 

(see data archiving section below) 

8. Acting as the primary contact for all communication during consideration and after 

publication, acting as the primary contact for reagent and resource sharing, and acting as 

the arbiter of decisions and disputes 

Additional Corresponding Authors and Lead Contact: If you feel strongly and have good 

reasons, additional corresponding authors can be designated. In this case, each corresponding 

author would hold responsibilities 1–7 above, and we would expect that each also contributed 

significantly to supervision of the work being described. If you indicate more than one 

corresponding author, we may ask you to clarify the reasons and make sure that each 

understands the responsibilities. We ask that you describe each corresponding author's specific 

contributions in the Author Contributions section and encourage use of the CRediT taxonomy. 

For all primary research articles, we ask you to designate one of the corresponding authors as a 

Lead Contact. This author will be the lead communication contact for the journal including after 

publication, the primary contact for reagent and resource sharing, and the arbiter of decisions 

and disputes. The corresponding author designated as Lead Contact would thus hold 

responsibilities 1–8. If there is only one corresponding author, this person is automatically also 

designated as Lead Contact. The Lead Contact is noted with a footnote, e.g., "5Lead Contact".  

First Authors: Beyond corresponding author designations, co-authorship designations are only 

permitted for the first author position. We do not limit the number of co-first authors, but we ask 

that you describe each author's specific contributions in the Author Contributions section. 

Multiple first authors will be designated with a footnote as co-first, e.g., "4Co-first author". 

Contributions: As the complexity and interdisciplinary nature of science evolve, so do the 

networks of collaborations both within and between labs. Because the author list in a 

manuscript can be insufficient for conveying this increasingly complex information, we ask 

authors to include information about the specific contributions of each author in a dedicated 

Author Contributions section. For more information, please see "Author 

Contributions" under Preparation of Specific Sections below. 

Conflict of Interest 

Cell Press requires all authors to disclose any financial conflict of interest that might be 

construed to influence the results or interpretation of their manuscript. Authors must declare any 

such conflict in the cover letter accompanying the manuscript and in the Acknowledgments 

section of the manuscript itself. The corresponding author will be asked to sign a form on behalf 

of all of the authors regarding potential conflicts of interest at the time of acceptance. As a 

guideline, any affiliation associated with a payment or financial benefit exceeding $10,000 p.a. 

http://www.cell.com/cell-host-microbe/authors#prep
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or 5% ownership of a company or research funding by a company with related interests would 

constitute a conflict that must be declared. This policy applies to all submitted research 

manuscripts and review material. Examples of statement language include: "AUTHOR is an 

employee and shareholder of COMPANY"; "AUTHOR is a founder of COMPANY and a member 

of its scientific advisory board"; "This work was supported in part by a grant from COMPANY." 

Studies Involving Humans and Animals 

For manuscripts reporting studies involving human subjects, statements identifying the 

committee approving the studies and confirming that informed consent was obtained from all 

subjects must appear in the Experimental Procedures section. All experiments on live 

vertebrates or higher invertebrates must be performed in accordance with relevant institutional 

and national guidelines and regulations. In the manuscript, a statement identifying the 

committee approving the experiments and confirming that all experiments conform to the 

relevant regulatory standards must be included in the Experimental Procedures section. The 

editors reserve the right to seek comments from reviewers or additional information from 

authors on any cases in which concerns arise. We suggest that researchers carrying out 

experiments with animals refer to the ARRIVE guidelines and recommendations from an NIH-

sponsored workshop regarding experimental design and reporting standards. 

Data Processing Policy 

Authors should make every attempt to reduce the amount of postacquisition processing of data. 

Some degree of processing may be unavoidable in certain instances and is permitted provided 

that the final data accurately reflect that of the original. In the case of image processing, 

alterations must be applied to the entire image (e.g., brightness, contrast, color balance). In rare 

instances for which this is not possible (e.g., alterations to a single color channel on a 

microscopy image), any alterations must be clearly stated in the figure legend and in the 

Experimental Procedures section. Groupings and consolidation of data (e.g., cropping of 

images or removal of lanes from gels and blots) must be made apparent and should be 

explicitly indicated in the appropriate figure legends. Data comparisons should only be made 

from comparative experiments, and individual data should not be utilized across multiple 

figures. In cases in which data are used multiple times (e.g., multiple experiments were 

performed simultaneously with a single control experiment), this must be clearly stated within 

each figure legend. In the event that it is deemed necessary for proper evaluation of the 

manuscript, authors will be required to make the original unprocessed data available to the 

editors of the journal. All accepted manuscripts will be taken through a data presentation image 

screening process before publication. 

Chemical Compounds 

http://www.plosbiology.org/article/info:doi/10.1371/journal.pbio.1000412
http://www.nature.com/nature/journal/v490/n7419/full/nature11556.html
http://www.nature.com/nature/journal/v490/n7419/full/nature11556.html
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If a paper reports new chemical entities, the authors are required to provide the exact structures 

of the compounds and are encouraged to include appropriate data to support the assignment of 

each chemical structure reported according to set standards in the field. Papers reporting the 

synthesis of new molecules must include the details of the synthesis in the Experimental 

Procedures. We encourage authors to submit their small-molecule crystallographic data 

to Cambridge Structural Database (CSD) and to deposit all appropriate information 

to PubChem. In both cases, appropriate database IDs should be included in the final version of 

the manuscript. 

When a paper reports a new chemical entity or use of a known compound, the authors should 

use systematic nomenclature to refer to the chemical compounds, based on the guidelines of 

the International Union of Pure and Applied Chemistry (IUPAC). Use of informal common 

names, such as rapamycin, cholesterol, and penicillin, is also acceptable. Any standard or 

unconventional abbreviation should be defined at the point where it first occurs in the text. 

For graphical representation of chemical structures, we suggest that authors refer to the IUPAC 

recommendations. There are a range of available molecular editor programs for creating 

images of chemical structures. Regardless of the program used, when inserting chemical 

structures into figures and/or tables, please ensure that they are exported from the molecular 

editor program as high-resolution files and that the final figure/table files follow general Cell 

Press Figure Guidelines). 

Distribution of Materials and Data 

One of the terms and conditions of publishing with Cell Press is that authors be willing to 

distribute any materials, data sets, and protocols used in the published experiments to qualified 

researchers for their own use. Materials include but are not limited to cells, DNA, antibodies, 

reagents, organisms, and mouse strains or, if necessary, the relevant ES cells. These must be 

made available with minimal restrictions and in a timely manner, but it is acceptable to request 

reasonable payment to cover the cost of maintenance and transport of materials. If there are 

restrictions to the availability of any materials, data, or information, these must be disclosed in 

the cover letter and in the Experimental Procedures section of the manuscript at the time of 

submission. 

Data sets must be made freely available to readers from the date of publication. When 

requested, data must also be provided to editors and peer reviewers for the purposes of 

evaluating the manuscript. 

For the following types of data, submission of the full data set to a community-endorsed, public 

repository is mandatory. Accession numbers must be provided in the paper (see "Database 

Linking" below for specific formatting instructions). Examples of appropriate public repositories 

are listed below. 

http://www.ccdc.cam.ac.uk/products/csd/
http://pubchem.ncbi.nlm.nih.gov/
http://www.iupac.org/
http://www.iupac.org/nc/home/projects/project-db/project-details.html?tx_wfqbe_pi1%5bproject_nr%5d=2003-045-3-800
http://www.iupac.org/nc/home/projects/project-db/project-details.html?tx_wfqbe_pi1%5bproject_nr%5d=2003-045-3-800
http://www.cell.com/figureguidelines
http://www.cell.com/figureguidelines
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DNA and Protein Sequences 

Protein Sequences: Uniprot 

DNA and RNA Sequences: Genbank/European Nucleotide Archive (ENA)/DDBJ, Protein 

DataBank, UniProt 

DNA Sequencing Data (traces and short reads): NCBI Trace and Short-Read Archive, ENA's 

Sequence Read Archive 

Deep Sequencing Data: Deposit in GEO or ArrayExpress upon submission to the journal 

The sequences of all RNAi, antisense, and morpholino probes must be included in the paper or 

deposited in a public database with the accession number provided in the paper. 

Human genomic data reporting newly described SNPs and CNVs identified in control samples 

should be deposited in an appropriate repository such as dbSNP, the Database of Genomic 

Variants Archive (DGVa), or the Database of Genomic Structural Variation (dbVAR). 

We encourage but do not require the deposition of human sequence data in an appropriate 

repository such as dbGaP. We expect that, if data collected for a published paper cannot be 

included in the paper or made accessible in a public repository, then authors will accommodate 

legitimate requests for sharing of human genetics data provided that there are no IRB 

restrictions. 

Structures of Biological Macromolecules 

The atomic coordinates and related experimental data (structure factor amplitudes/intensities 

and/or NMR restraints) must be deposited at a member site of the Worldwide Protein Data 

Bank. Electron microscopy-derived density maps must be deposited into the EMDB through one 

of the partner sites (Protein Data Bank in Europe or EMDataBank). Atomic coordinates fitted to 

EM maps must also be deposited to a wwPDB member site. The corresponding database IDs 

must be included in the manuscript. Authors must agree to release the atomic coordinates and 

experimental data when the associated article is published. Additionally, Cell Press now 

recommends that authors include the PDB validation report as part of the Supplemental 

Information for all new submissions describing results of X-ray and NMR structure 

determination. 

Microarray Data 

MIAME-Compliant Microarray Data: GEO or ArrayExpress upon submission to the journal 

Data must be MIAME compliant, as described at the MGED website specifying microarray 

standards. 

http://www.ebi.ac.uk/uniprot/
http://www.ncbi.nlm.nih.gov/genbank/
http://www.ebi.ac.uk/ena/
http://www.ddbj.nig.ac.jp/
http://www.rcsb.org./pdb/home/home.do
http://www.rcsb.org./pdb/home/home.do
http://www.uniprot.org/
http://www.ncbi.nlm.nih.gov/Traces/home/
http://www.ebi.ac.uk/ena/about/sra_submissions
http://www.ebi.ac.uk/ena/about/sra_submissions
http://www.ncbi.nlm.nih.gov/geo/
http://www.ebi.ac.uk/arrayexpress/
http://www.ncbi.nlm.nih.gov/SNP/
http://www.ebi.ac.uk/dgva/
http://www.ebi.ac.uk/dgva/
http://www.ncbi.nlm.nih.gov/dbvar/content/submission/
http://www.ncbi.nlm.nih.gov/gap
http://www.wwpdb.org/
http://www.wwpdb.org/
http://www.ebi.ac.uk/msd-srv/docs/emdb/
http://www.emdatabank.org/
http://www.ncbi.nlm.nih.gov/geo/
http://www.ebi.ac.uk/arrayexpress/
http://www.mged.org/Workgroups/MIAME/miame.html
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Other Data Sets 

In addition to the information that must be deposited in public databases as detailed above, 

authors are encouraged to contribute additional information to the appropriate databases. 

Authors are also encouraged to deposit materials used in their studies in the appropriate 

repositories for distribution to researchers. 

Examples of repositories that facilitate sharing large data sets, including some that offer the 

option of anonymous referee access to data before publication, include: 

For proteomics data: PRIDE, PeptideAtlas 

For protein interaction data: IMEx consortium of databases, including DIP, IntAct, and MINT 

For chemical compound screening and assay data: PubChem 

For flow cytometry data: Flow Repository 

If your paper makes use of genomic data generated from HeLa cells, we encourage you to 

comply with the NIH HeLa Genome Data Use Agreement by affirming that the NIH has 

approved use of the data and acknowledging the contributions of Henrietta Lacks and her family 

to the research. 

Where there is no public repository and if the data sets are too large to submit to the journal 

online, authors should either consult the journal editorial office for advice or provide five 

separate copies of these data to the editors in an appropriate format (for example, CD or DVD) 

for the purposes of peer review. 

Database Linking 

Cell Press encourages authors to connect articles with external databases, giving their readers 

one-click access to relevant databases that help to build a better understanding of the described 

research. Please refer to relevant database identifiers using the following format in your article: 

"Database: xxxx" for single accession numbers and "Database: xxxx, yyyy, zzzz" for multiple 

accession numbers (e.g., "Genbank: NM_000492"; "GEO: GSE6364"; "PDB: 1TUP, 1KW4, 

3H5X"). See http://www.elsevier.com/books-and-journals/content-innovation/data-base-

linking for more information and a full list of supported databases.  

Open Archive 

Cell Press papers are freely available starting 12 months after publication. 

Rights, Sharing, and Embargoes 

http://www.ebi.ac.uk/pride/
http://www.peptideatlas.org/
http://www.imexconsortium.org/
http://pubchem.ncbi.nlm.nih.gov/
http://flowrepository.org/
https://dbgap.ncbi.nlm.nih.gov/aa/wga.cgi?view_pdf&stacc=phs000640.v1.p1
http://www.elsevier.com/books-and-journals/content-innovation/data-base-linking
http://www.elsevier.com/books-and-journals/content-innovation/data-base-linking
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An overview of the rights that Cell Press authors retain, the options for sharing articles at 

various stages, and the duration of embargo periods, as well as open access options, is 

available at http://www.cell.com/rights-sharing-embargoes. 

Funding Bodies/Open Access 

We have worked with institutions and funding bodies to help authors comply with open access 

policies. Please see our Funding Body Policies page for complete information on gold and 

green open access options for each funding body, as well as information about deposition to 

PubMed Central. For Cell Press research journals, the gold open access fee for funding bodies 

is $5000 and the embargo period for green open access is 12 months. More details about open 

access options and embargo periods for each Cell Press journal are available 

at http://www.cell.com/rights-sharing-embargoes. 

Permissions 

If you are adapting images or information that you have previously published in a Cell Press 

journal, there is no need to ask permission to do so; we ask only that you cite the original 

publication. For information on how to request permission to use previously published work, 

please see our Permissions page. If excerpts from other copyrighted works are included in your 

manuscript, you must obtain written permission from the copyright owners and credit the 

sources in the article. To obtain permission to use material from Cell Press and Elsevier journals 

and books, e-mail permissions@elsevier.com. If you have adapted a figure from a published 

figure, please check with the copyright owners to see if permission is required and include a 

complete citation/reference for the original article. Obtaining permissions can take up to several 

weeks. As lack of appropriate permissions can delay publication, we recommend that you 

request permission at the time of submission. 

Prepublication Publicity 

Work intended for submission to a Cell Press journal, currently under consideration at a Cell 

Press journal, or in press at a Cell Press journal may not be discussed with the media before 

publication. All Cell Press papers will remain under media embargo until 12 PM NOON (US, 

EST) on their date of publication. Providing preprints, granting interviews, discussing data with 

members of the media, or participating in press conferences in advance of online publication 

without prior approval from the Cell Press editorial office may be grounds for rejection. With 

regards to the scientific literature, papers in press with a Cell Press journal should not be 

discussed in reviews elsewhere prior to the date of online publication. Authors are welcome to 

present and discuss material intended for publication with Cell Press at scientific meetings; 

however, we do require that they refrain from discussing the findings with members of the press 

beyond those included in the formal presentation. In addition, we encourage meeting organizers 

to contact our editorial office in advance of a meeting if they have any questions regarding this 

http://www.cell.com/rights-sharing-embargoes
https://www.elsevier.com/about/open-science/open-access/funding-body-agreements
http://www.cell.com/rights-sharing-embargoes
http://www.cell.com/permissions
mailto:permissions@elsevier.com


111 

 

policy. Any questions or issues regarding prepublication publicity should be directed to Press 

Officer Joseph Caputo (jcaputo@cell.com). 

Interaction with Members of the Press for Papers in Press 

Authors are free to talk with the press one week prior to online publication, provided any 

information exchanged is embargoed until 12 PM NOON (US, EST) on the day of online 

publication. Authors may also discuss their work in press under embargo with other scientific 

journals for purposes of coverage in review material. Please refer any inquiries from media 

contacts and other journals to us. If your institutional press office wishes to issue a press 

release, they should contact us in advance for final embargo information. Any questions or 

issues regarding interaction with the press should be directed to Press Officer Joseph Caputo 

(jcaputo@cell.com). 

Research Article Formats 

Research Articles, Short Articles, and Resource Articles are all full-length articles that are 

handled through our online submission system, Editorial Manager. A brief description of each 

article type is provided below.  

Research Articles 

Research Articles present conceptual advances of unusual significance regarding a biological 

question of wide interest. Research papers should be as concise as possible and written in a 

style that is accessible to the broad Cell Host & Microbe readership. The total character count of 

an article must be under 55,000 (including spaces, references, and figure legends), and there 

should be no more than seven figures and/or tables. Additional display items may be published 

online as Supplemental Information at the discretion of the editor (please see the Supplemental 

Information guidelines for more information). 

Short Articles 

Short Articles follow the same overall criteria and general organization as full-length Research 

Articles but cover a discrete point of strong significance that can be presented clearly within a 

shorter format. The total character count must be less than 38,000 characters (including 

spaces, references, and figure legends) and there should be no more than four figures and/or 

tables. As with Research Articles, additional items may be published online as Supplemental 

Information. 

Resource Articles 

The Resource format is designed to highlight significant technical advances and/or major 

informational databases that are of value and interest to the broad Cell Host & 

mailto:jcaputo@cell.com
mailto:jcaputo@cell.com
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.cell.com/supplemental-information
http://www.cell.com/supplemental-information
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Microbe readership. Manuscripts reporting the development of an important technological 

advance should include a proof-of-principle demonstration that the new methodology will open 

the door for addressing important questions in a variety of biomedical research areas. 

Manuscripts reporting a major informational database should propose provocative new 

biological insights that can be derived from an analysis of the data set. Resources follow the 

same format and length guidelines as Research articles. 

Preparation and Online Submission of Full-Length Articles 

Cell Host & Microbe requires authors to submit manuscripts via our online submission 

system, Editorial Manager. An author tutorial regarding online submission is available at 

the Editorial Manager website. Authors may contact the editorial office 

(hostmicrobe@cell.com or +1 617 397 2851) for assistance. 

Editorial Manager will prompt you to upload the individual components of your manuscript 

(cover letter, text, figures, supplemental data, etc.) as separate files. Alternately, you may 

upload your entire submission as a single combined PDF under the item type "Combined 

Manuscript File." Your cover letter will still need to be uploaded separately.  Upon completion of 

this step, the website will build a composite PDF file of your entire manuscript that will contain 

links for the editors and reviewers to download the individual high-resolution files of each 

component. Please note that the version of the PDF file that is accessible to reviewers does not 

contain the cover letter; any information therein will remain confidential. 

Please be aware that Editorial Manager will send all communications about the paper (including 

the request for final approval and the confirmation of submission) to the person who is checked 

off as corresponding author during the submission process or, if no name is designated, to the 

person whose account is used to submit the manuscript. If you wish to specify a different author 

for editorial correspondence after submission, please contact the Journal 

Associate at hostmicrobe@cell.com. 

Cover Letter 

Each submission should be accompanied by a cover letter, which should contain a brief 

explanation of what was previously known, the conceptual advance provided by the findings, 

and the significance of the findings to a broad readership. A cover letter may contain 

suggestions for appropriate reviewers and up to three requests for reviewer exclusions. The 

cover letter is confidential to the editor and will not be seen by reviewers. 

General Article Organization and Text Specifications 

Cell Host & Microbe full-length articles generally contain the following sections in this order: 

Title, Authors, Affiliations, Contact Information, Additional Title Page Footnotes, Summary, 

http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
mailto:hostmicrobe@cell.com
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
mailto:hostmicrobe@cell.com
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Introduction, Results, Discussion, Experimental Procedures, Author Contributions, 

Acknowledgments, References, Figure and Table Legends, Figures and Tables, Graphical 

Abstract, and Supplemental Information. The text (title through legends) should be provided as 

one document, which may also contain the tables. Figures should be provided separately. 

Highlights and eTOC Blurb should be provided separately in a single Word 

document. Supplemental Information should be provided separately. 

The total character count of the main text, including all sections and including spaces but 

excluding supplemental data, should not exceed 55,000. An article may contain up to seven 

figures and/or tables. Gene symbols should be italicized; protein products of the loci are not 

italicized. Nonstandard abbreviations should be defined when first used in the text. Use of 

abbreviations should be kept at a minimum. Manuscript file types that we can accept for 

submission include Word, RTF, and TXT. Required items differ for each article type and are 

specified during the submission process. 

Please note that the text should be double spaced and pages should be numbered. Although 

summaries need to be entered as text files separate from the body of the manuscript during the 

online submission process, they should also be included within the manuscript file as usual. 

Manuscripts that do not conform to the format guidelines may be returned to the authors 

for reformatting. 

Preparation of Specific Sections 

Title 

Titles can occupy no more than three lines of type. Each line should contain no more than 50 

characters, including spaces. The title should convey the conceptual significance of the paper to 

a broad readership. 

Authors/Affiliations 

Author names should be spelled out rather than set in initials. Authors should be footnoted to 

corresponding affiliations. Affiliations should contain the following core information: 

department(s)/subunit(s); institution; city, state/region, postal code; country. Note: Please check 

author names and affiliations carefully, as we cannot amend or correct these sections after 

publication. 

Corresponding Author 

The "Correspondence" line should include the e-mail address(es) of the corresponding 

author(s). One corresponding author is preferred for reasons stated in the Authorship section of 

Editorial Policies above. But there is no mandatory limit on the number of corresponding authors 

http://www.cell.com/supplemental-information
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that may be listed. Corresponding authors may also provide a Twitter handle as a secondary 

means of contact. Please see the corresponding author responsibilities noted above in the 

Editorial Policies. 

Lead Contact 

Every author list must identify one corresponding author as a Lead Contact, noted by a footnote 

in the manuscript. If there is only one corresponding author, that author will be listed as the 

Lead Contact. Please see the Lead Contact responsibilities noted above in the Authorship 

section above, under Editorial Policies. 

Additional Footnotes 

Footnotes are only allowed on page 1 of the text (and in tables). They may include a Lead 

Contact (mandatory) or a present address (optional), or they may indicate co-first authorship 

(optional). For more on designations of author contributions, please see the Authorship section 

above, under Editorial Policies. 

Summary 

The Summary consists of a single paragraph of fewer than 150 words. It should clearly convey 

the conceptual advance and significance of the work to a broad readership. In particular, the 

Summary should contain a brief background of the question, a description of the results without 

extensive experimental detail, and a summary of the significance of the findings. References 

should not be cited in the Summary. 

Keywords 

Authors are encouraged to include up to ten keywords that will be associated with the article on 

Cell Press platforms and on PubMed. These keywords should be listed in the manuscript after 

the Summary, separated by commas. 

Introduction 

The Introduction should be succinct, with no subheadings, and should present the background 

information necessary to provide a biological context for the results. 

Results 

This section should be divided with subheadings. Footnotes should not be used. 

Discussion 
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The Discussion should explain the significance of the results and place them into a broader 

context. It should not be redundant with the Results section. This section may contain 

subheadings and can in some cases be combined with the Results section. 

Experimental Procedures 

The Experimental Procedures should, at minimum, include enough detail to allow the reader to 

understand the general experimental design and to be able to assess the data presented in the 

figures. More detailed protocols and procedures needed for readers to reproduce experiments 

should be included in the Supplemental Experimental Procedures. Any supplemental tables that 

list materials used in the study (oligonucleotides, strains, etc.) should be included within the 

relevant section of the Supplemental Experimental Procedures; these tables should have a title 

but should not be numbered. If your paper contains Supplemental Experimental Procedures, 

please make sure that they are referred to within the main Experimental Procedures so that it is 

clear to the reader that additional details are available online.   This section should also include 

a description of any statistical methods employed in the study. A more detailed version of the 

procedures and details such as oligo sequences, strains, and specifics of how constructs were 

made can be included in the Supplemental Information, but it is not appropriate to move the 

majority of the Experimental Procedures to Supplemental Information in order to shorten the 

text. Please see our complete Supplemental Information guidelines for more information. 

Author Contributions 

For primary research papers, we ask you to include a dedicated Author Contributions section 

preceding the Acknowledgments to give information about individual author contributions to the 

work. Please keep this section as concise as possible and use initials to indicate author identity. 

All of the authors listed on the paper should be mentioned in this section at least once. We are 

happy for you to use a traditional format such as “A.B. and C.D. conducted the experiments, 

E.F. designed the experiments and wrote the paper…” but would also encourage you to use the 

CRediT taxonomy instead. 

Acknowledgments 

This section may acknowledge contributions from non-authors and/or list funding sources, and it 

should include a statement of any conflicts of interest. Please check this section carefully, as we 

cannot allow amendments or corrections after publication. 

References 

References should include only articles that are published or in press. For references to in press 

articles, please confirm with the cited journal that the article is in fact accepted and in press and 

include a DOI number and online publication date. Unpublished data, submitted manuscripts, 

abstracts, and personal communications should be cited within the text only. Personal 

http://www.cell.com/supplemental-information
http://www.cell.com/pb/assets/raw/shared/guidelines/CRediT-taxonomy.pdf
http://www.cell.com/pb/assets/raw/shared/guidelines/CRediT-taxonomy.pdf
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communication should be documented by a letter of permission. Submitted articles should be 

cited as unpublished data, data not shown, or personal communication. 

In-text citations should be written in Harvard style and not numbered, e.g., "Smith et al., 2015; 

Smith and Jones, 2015." 

Please use the style shown below for references. Note that "et al." should only be used after ten 

authors. 

 

Article in a periodical: 

Sondheimer, N., and Lindquist, S. (2000). Rnq1: an epigenetic modifier of protein function in 

yeast. Mol. Cell 5, 163–172. 

 

Article in a book: 

King, S.M. (2003). Dynein motors: Structure, mechanochemistry and regulation. In Molecular 

Motors, M. Schliwa, ed. (Weinheim, Germany: Wiley-VCH Verlag GmbH), pp. 45–78. 

 

An entire book: 

Cowan, W.M., Jessell, T.M., and Zipursky, S.L. (1997). Molecular and Cellular Approaches to 

Neural Development (New York: Oxford University Press). 

Figure Legends 

Legends should be included in the submitted manuscript as a separate section. Each figure 

legend should have a brief title that describes the entire figure without citing specific panels, 

followed by a description of each panel. For any figures presenting pooled data, the measures 

should be defined in the figure legends (for example, "Data are represented as mean ± SEM."). 

Each legend should refer to any supporting items in the Supplemental Information (e.g., "See 

also Figure S1."). 

Tables 

When creating a table, please use the Microsoft Word Table function. Tables should include a 

title, and footnotes and/or legend should be concise. Include tables in the submitted manuscript 

as a separate section. Tables not created with the Microsoft Word table function will need to be 

revised by the author. 

When creating tables, please adhere to the following guidelines: 

 Do not submit tables in Excel or PDF format. Do not place an Excel table in a Word 

document. 
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 Format tables with Word's Table function; do not use tabs or spaces to create a table. 

  

 Do not use line breaks or spaces to separate data within a cell. Use separate cells for all 

discrete data elements within a table. 

  

 Number tables as Table 1, Table 2, Table 3, etc., rather than as Table 1a, Table 1b, Table 

1c, etc. 

  

 If bold or italic font is used within a table to indicate some feature of the data, please give 

an explanation of its usage in the legend. 

  

 All abbreviations within a table must be defined in the table legend or footnotes. 

  

 Footnotes should be listed with superscript lowercase letters, beginning with “a.” Footnotes 

may not be listed with numbers or symbols. 

  

Highlights and eTOC Blurb 

Highlights are a short collection of bullet points that convey the core findings of the 

article. Specifications: up to four bullet points may be included; the length of an individual bullet 

point should not exceed 85 characters (including spaces); only the core results of the paper 

should be covered. 

The eTOC blurb is a short summary of the main take-home message of the paper and should 

describe the context and significance of the findings for the broader readership. Please see the 

"In Brief" links in the Table of Contents for examples. Specifications: This blurb should be 50 

words or fewer; this blurb should be written in the third person and refer to “First Author et al.” 

Both are required for all research papers and will be displayed online with the article; however, 

they will not appear in print. On the EM page where you are asked to upload your files, please 

choose "Highlights and eTOC Blurb" and upload a single Word document containing both your 

Highlights and the eTOC Blurb. 

Supplemental Information 

In general, Supplemental Information is limited to data and other materials that directly support 

the main conclusions of a paper but cannot be included in the main paper for reasons such as 

space or file format restrictions. SI should not be used to present data that are preliminary or 

that conceptually go beyond the main point of the paper. 
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Before submitting your supplemental materials, please refer to our complete instructions in 

the Supplemental Information guidelines. This page also contains information on submitting 

movie and other multimedia files. 

Figures and Graphical Abstracts 

Digital figure files submitted through Editorial Manager must conform to our digital figure 

guidelines or authors will be asked to revise them. 

If you have any questions about digital files, please contact Lauren Shipp, Senior Managing 

Editor of Cell Host & Microbe, at lshipp@cell.com.  

Graphical Abstract 

Authors are encouraged to submit a graphical abstract with their manuscript. A graphical 

abstract should allow readers to quickly gain an understanding of the main take-home message 

of the paper and is intended to encourage browsing, promote interdisciplinary scholarship, and 

help readers identify more quickly which papers are most relevant to their research interests. 

Examples of this feature can be seen in the online version of articles published in Cell Host & 

Microbe from January 2010 onwards. Graphical abstracts are optional and may be submitted at 

any stage during the consideration of the paper for Cell Host & Microbe. Graphical abstracts 

can be uploaded in Editorial Manager by selecting "Graphical Abstract" when uploading 

files. Refer to our digital figure guidelines for graphical abstract preparation details. 

Submission of Revised Manuscripts 

In addition to the sections described above, revised manuscripts must also contain a detailed 

point-by-point response to the comments of the reviewers and/or editors. The cover letter 

should briefly summarize how the revised manuscript addresses these comments. In general, 

revised manuscripts will be reconsidered only if resubmitted within 2 months of the date of the 

original decision. 

Checklist for Final Submission 

1. Please make sure your final manuscript: 

 Meets our restrictions of 55,000 characters, including spaces, and seven figures and/or 

tables 

 A companion file containing the article Highlights and eTOC blurb 

 Includes database accession numbers for new gene sequences, protein sequences, 

structures, or microarray data 

 Includes explanation of statistical methods and sufficient detail of procedures in the 

Experimental Procedures section 

http://www.cell.com/supplemental-information
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.cell.com/figureguidelines
http://www.cell.com/figureguidelines
mailto:lshipp@cell.com
http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.cell.com/figureguidelines
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 For any figures presenting pooled data, defines the measures in the figure legend 

  

2. Please submit your final materials through Editorial Manager. 

3. Please include all of the following when you are resubmitting your final materials: 

 A modifiable electronic version of the final text (Microsoft Word .docx file is preferred) 

 High-resolution digital files of the main and supplemental figures in an accepted format 

(see digital figure guidelines) 

 Supplemental Information set and submitted as outlined in the Supplemental Information 

guidelines 

 Additional Supplemental Information files such as movies and spreadsheets 

 Signed conflict of interest form 

 eTOC blurb, a paragraph of 50 words describing the context and significance of the 

findings 

 Cover letter  

Front Matter Formats 

Submission of Front Matter Articles 

Most of the front matter material published in Cell Host & Microbe is commissioned by the 

editors. However, proposals for appropriate review material pieces will be considered. 

Suggestions should be in the form of a one-page summary with a list of key references related 

to the proposed piece and may be sent to the Cell Host & Microbe office 

(hostmicrobe@cell.com). Cell Host & Microbe publishes the following front matter article types. 

Previews 

Previews highlight one or several research papers published in the same issue of Cell Host & 

Microbe or in a recent issue of another journal, placing the results in context for the journal’s 

broad readership. Previews are 1,000 words in length with no more than 10 references and one 

or two figures. Most Previews are commissioned, but timely unsolicited contributions will be 

considered. 

Reviews 

Cell Host & Microbe publishes comprehensive full-length reviews on topics of interest to the 

journal's broad readership. Reviews are usually 5,000 to 8,000 words in length (including an 

abstract that is no more than 150 words), up to 100 references, and three to five figures. 

Production and Proofs 

http://www.editorialmanager.com/cell-host-microbe/?__hstc=25856994.a857fadecc3b1e1905a956dfa31c4741.1485869042804.1485869042804.1485869042804.1&__hssc=25856994.1.1485869042806&__hsfp=2382324658
http://www.cell.com/figureguidelines
http://www.cell.com/supplemental-information
http://www.cell.com/supplemental-information
http://www.cell.com/pb/assets/raw/shared/forms/conflict-of-interest.doc
mailto:hostmicrobe@cell.com
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After final acceptance, the manuscript will be passed to the production team to be copyedited 

and prepared for printing. Authors will be charged $550 for the first color figure and $275 for 

each additional color figure. Figures may be resized during the production process. 

PDF proofs will arrive via e-mail about 2 weeks prior to publication and must be returned with 

vital corrections no more than 24 hours after receipt. If you will be unreachable at all during this 

period or anticipate any problems meeting this timeline, please contact Lauren Shipp, Senior 

Managing Editor (lshipp@cell.com). 

Cover Submissions 

After acceptance, authors are welcome to submit potential cover images related to their 

manuscript. Cover submissions should be informative and may be based on or resemble figures 

in the article, but they should also be creative and artistic. Authors may submit several different 

images for consideration. The editors make their selection based on the aesthetic quality of the 

image and the scientific scope of the study. For more information, see our Cover Submission 

Guidelines. 
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