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Santos Junior RS. Mapeamento das Evidéncias das Revisdes Sistematicas do Grupo
Anestesiologia da Colaboracdo Cochrane: Entendendo seu Vaor para a Prética Clinica
Botucatu, 2014. 171p. Dissertacdo (Mestrado) — Faculdade de Medicina de Botucatu, UNESP-
Univ Estadual Paulista

RESUMO

Justificativa e objetivos: As revisdes sistematicas da Colaboracdo Cochrane visam oferecer
informacOes atualizadas, objetivas e com evidéncias consistentes para a pratica clinica e para o
estabelecimento de politicas de saide. Entretanto, verificase frequentemente uma
inconsisténcia de evidéncias e incapacidade de gerar recomendacfes. O objetivo desse estudo
foi analisar as revisdes sistematicas do Grupo Anestesiologia da Colaboragdo Cochrane e
mapear sua utilidade para a prética clinica e para a pesquisa cientifica. Méodo: Realizou-se
estudo transversal com andlise de todas as revisbes sistemdticas publicadas no Grupo
Anestesiologia da Colaboracdo Cochrane até fevereiro de 2014, verificando-se qual o tipo de
recomendacdo para a pratica clinica e para a pesquisa cientifica, por meio da andlise das
conclusdes de seus autores. Os valores sdo apresentados em porcentagem e intervalo de
confianga de 95%. Além disso, computou-se 0 himero de ensaios clinicos e meta-andlises por
revisdo sistematica. Resultados: 115 revisdes foram analisadas. Evidéncias que apoiam a
intervencdo, com recomendacdo para a realizacdo de mais estudos ou sem recomendagéo para
mais estudos: 32,2% [IC 95% 23,7; 40,7] e 2,6% [IC 95% 0; 5,5], respectivamente. Evidéncias
contr&rias a intervengdo, com recomendagcdo para redlizacd de mais estudos ou sem
recomendacdo para mais estudos. 6,1% [IC 95% 1,7, 104] e 1,7 [IC 95% O; 4,0],
respectivamente. Auséncia de evidéncias, com recomendacéo para a realizacgo de mais estudos
ou sem recomendagdo para mais estudos: 57,4% [IC 95% 48,4; 66,4] e 0%, respectivamente. Do
total, 95,7% das revisdes sugerem a realizacdo de mais estudos independentemente dos
resultados obtidos. O nimero médio de ensaios clinicos nas revisdes foi de 19,6, variando entre
zero e 737 e 0 nimero médio de meta-andises foi igua a 9,3, variando entre zero e 92.
Conclusdo: A maioria das revisdes sistematicas do Grupo de Anestesiologia da Colaboragéo
Cochrane resulta em auséncia de evidéncias ou evidéncias insuficientes para recomendar
determinada intervencdo na pratica clinica e ressaltam a necessidade de realizacdo de novos

estudos clinicos controlados e a eatorizados.

Palavras-chave: Medicina Baseada em Evidéncias, Anestesiologia, Revisio Sistemética, Meta-

andlise, Pesquisa Cientifica.



Santos Junior RS. Mapping the Evidence of Systematic Reviews of Cochrane Collaboration
Anesthesiology Group: Understanding its Value for Clinical Practice. Botucatu, 2014. 171p.
Dissertation for Master’s degree. — Botucatu Medical School, UNESP-Univ Estadual Paulista.

ABSTRACT

Objectives: Cochrane Collaboration systematic reviews aim to offer updated, objective and
consistent information for clinical practice and in order to settle Health policies. However,
inconsistence of evidence, as well as inability of raising recommendations is being observed.
The aim of this study isto analyze the systematic reviews of Cochrane Collaboration Anesthesia
Group and to map its use for clinical practice and scientific research. Methods: A systematic
study was conducted, having the analyzes of al systematic reviews of Cochrane Collaboration
Anesthesia Group until February, 2014, and then validating which recommendation for clinical
practice, based on the author’'s conclusions, would be more suitable. Data are shown in
percentage and 95% confidence interval (Cl). Besides, the number of clinical assays and meta-
analyzes per systematic review is demonstrated. Results: 115 systematic reviews were
analyzed. There is enough evidence to support recommendation either with or without the need
of more studies, as in 32.2% and 2.6% [Cl 95% 23.7; 40.7], respectively. Evidences that were
opposite to interventions, with or without the need of further studies, consisted in 6.1% [Cl 95%
1.7; 10.4] and 1.7% [IC 95% O; 4.0], respectively. Absence of evidence, with or without the
need of other studies, was found in 57.4% [Cl 95% 48.4; 66.4] e 0%, respectively. Of al, 95.7%
of the reviews suggest that independently of the results, more studies are needed to be made.
The average number of clinical assays in the reviews was 19.6, ranging from zero to 737, and
the average number of meta-analyzes was 9.3, ranging from zero to 92. Conclusion: Most of
the systematic reviews of Cochrane Collaboration Anesthesia Group results in lack of evidence
or insufficient evidence in order to recommend interventions for clinical practice, thus

highlighting the need of new controlled and randomized clinical studies.

Key Words: Evidence Based Medicine, Anesthesiology, Systematic Review, Meta-analyzes,

Scientific Research.
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1 INTRODUCAO

Nos ultimos 50 anos houve um extraordinario avanco nas pesquisas destinadas
ao conhecimento médico. O nimero de subcategorias de doencas, de testes diagndsticos
e de préticas terapéuticas aumentou dramaticamente, assm como o0 nimero de
publicacBes cientificas. O desenvolvimento tecnolégico ocorreu paralelamente a
explosdo do nuimero das referidas publicacGes, proporcionando um acesso mais
abrangente e mais rapido do conhecimento para toda a comunidade cientifica.

Entretanto, o profissional que trabalha na érea de cuidados em salide sabe que
existe uma lacuna consideravel entre o conhecimento oriundo das pesquisas cientificas e
sua aplicabilidade clinica®. Um motivo claro responsavel por tal lacuna esta na
sobrecarga de informacdes geradas continuamente. Por exemplo, aproximadamente
8.000 referéncias e cerca de 350 ensaios clinicos randomizados sdo incorporados ao
Medline a cada semana®, mas apenas uma pequena fracéo destes tem validade interna e
relevancia suficientes para proporcionar mudancas na prética clinica.

Manter-se atualizado com esse imenso volume de informacdes € ago
problematico. Além do mais, é necessario o conhecimento de que nem todas as
pesquisas tem o mesmo nivel de qualidade e, muitas vezes, dois grandes problemas sdo
verificados. a dificuldade em se encontrar a informagéo mais adequada diante das mais
diversas fontes e recursos de pesquisas, e saber se as informagfes produzidas séo de
confianca.

A partir do inicio da década de 90, o movimento da Pré&tica Baseada em
Evidéncias cresceu exponencialmente’, aumentando de apenas uma citagdo no Medline
em 1992, para 2.957 citagbes em fevereiro de 2000 e passando a ser discutido com
maior énfase, principamente no Canada, Estados Unidos e Reino Unido.
Especificamente, a Prética Baseada em Evidéncias associada a medicina nasceu em
Ontario, no Canada, com um grupo de clinicos e epidemiologistas da McMaster
University, com a finalidade de promover credibilidade e melhorias na assisténcia a
salde e no ensino.

O modelo origina de Medicina Baseada em Evidéncias foi apresentado em
1992 no Journal of the American Medical Association” e orientava que, uma vez surgida

a questdo clinica, o0 médico deveria iniciar uma ampla pesguisa cientifica (as vezes
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centenas de artigos), selecionar as melhores publicacbes, avaliar cada pesguisa e
determinar sua validade interna e externa.

Em uma definicdo mais ampla e de acordo com David Sackett, um dos grandes
expoentes da Medicina Baseada em Evidéncias e membro do grupo da McMaster
University, a Medicina Baseada em Evidéncias corresponde ao uso correto e consciente
das melhores evidéncias atuais, na tomada de decisdes relacionadas aos cuidados dos
pacientes*®. E um processo abrangente, pautado em abordagem que envolve algumas
etapas. definicdo do problema, busca das evidéncias disponiveis, avaliacdo critica e
imparcia dos dados obtidos, implementacéo das evidéncias na prética e avaliagdo dos
resultados (Tabela 1).

Tabela 1. Etapas envolvidas na prética da M edicina Baseada em Evidéncias’.

Transformar a necessidade de informag&o em questdes a serem respondidas
Buscar as melhores evidéncias para responder as questdes

Avaliar criticamente a evidéncia na sua validade e importancia

A 0w DdpRE

Integrar a avaliagdo com a experiéncia clinica e valores dos pacientes para aplicar 0s
resultados na préticaclinica
5. Avdliar o desempenho

Um foco relevante e particular da Medicina Baseada em Evidéncias também
estd na formagdo de massa critica com intuito de identificar pesquisas fraudadas.
Ressdlta-se que a Medicina Baseada em Evidéncias ndo nega o valor da experiéncia
pessoal, apenas propde que esta sgja alicercada em evidéncias e em boas pesquisas
cientificas’, ou sgja, as evidéncias obtidas de estudos previamente realizados ajudam na
tomada de decisdes mais seguras e acertadas, mas ndo devem ser desvinculadas da
experiénciaclinica, dos desgjos e circunstancias as quais 0s pacientes estdo envolvidos.

Por meio de rigorosa metodologia e andlise estatistica adequada, a Medicina
Baseada em Evidéncias proporciona ao profissional de saide maior confiabilidade no
processo de entendimento e aplicacdo das informacOes obtidas das pesquisas
cientificas’. Entretanto, a validacdo interna e externa das publicacBes cientificas é
condicdo necessaria e essencial para que essas pesquisas de alta qualidade de amostras

populacionais possam ser aplicadas aos individuos nos mais diversos cenérios.
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1.1 Niveisdeevidénciase qualidade dos estudos

O termo “nivel de evidéncias’ refere-se ao grau de informagao proporcionada
pelos diferentes desenhos de estudos, como por exemplo, estudos controlados e
aleatorios, estudos coorte, modelos em animais e in vitro. Sabe-se que a metodologia de
um estudo exerce grande influéncia nos seus resultados’. Portanto, quanto maior o rigor
e a qualidade metodol 6gica da pesquisa, maior serd o nivel de evidéncias, a qualidade e
a confiabilidade das informagdes geradas.

Ao se andlisar um artigo cientifico, visando obter respostas para uma questao
especifica, deve-se observar os seguintes aspectos:

» 0 o0bjetivo do estudo;

»  ametodologia empregada;

»  osresultados; e

»  aaplicabilidade dos resultados na prética clinica.

O objetivo do estudo permite concluir se o artigo tem relagdo com a questéo
clinica envolvida. Ja a andlise da metodologia empregada, intimamente ligada ao
objetivo, permite avaliar a credibilidade dos resultados encontrados’. A figura 1
descreve a hierarquia dos niveis de evidéncias para a tomada de decisdes relacionadas

a0s cuidados dos pacientes™®.

COm oW sem
metanalise

II - Mega Trial
{> 1000 pacientes)

I11 - Enzaio clinico randomizado
(< 1000 pacientes)

Confianca IV - Estudo coorte
e Validade A

V - Estudo caso-controle

VII - Relato de caso

VIII - OpiniSo de espedialista/ Experimentacho o
(fisiopatologia) / Pesquisas “in vitro”

Figura 1. Grafico demonstrativo dos niveis de evidéncias segundo o tipo de estudo, para
tratamento e prevencdo (Figura extraida de Tese de Doutorado de El Dib, 2006)™,
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No topo da piramide encontram-se as revisoes sistematicas com ou sem meta-
analises, que sdo consideradas o nivel | de evidéncias, seguidas dos grandes ensaios
clinicos aeatdrios (os chamados mega trials com mais de 1.000 pacientes). Em escala
mais abaixo encontram-se 0s ensaios clinicos aleatérios com menos de 1.000 pacientes,
seguidos dos estudos observacionais sem randomizagdo (coortes), estudos caso-
controle, séries de casos, relatos de casos, opinides de especialistas, pesguisas com
animais e in vitro. Como se pode observar, estas trés Ultimas encontram-se no ultimo e
no mesmo patamar de evidéncias, com o poder de gerar hipGteses apenas, que
embasardo a realizagcdo de novos estudos de melhor qualidade. Portanto, idealmente, a
melhor evidéncia possivel devera ser proveniente de uma revisdo sistematica de ensaios
clinicos aleatdrios'®. Entretanto, ressalta-se que a hierarquia dos niveis de evidéncias
estabelecida ndo é estética, mas sim dinamica, conforme a pergunta a ser elaborada'.
Em outras palavras, € de sumaimportancia saber qual é o desenho de estudo que melhor
responde a questdo clinica.

Todo o processo inicia=se com a formulacdo da pergunta que ir4 nortear a
busca da melhor resposta. Com a pergunta em maos, classifica-se o0 tipo de estudo:
etiologia, diagndstico, terapéutica, progndstico, profilaxia ou custo-beneficio. Uma vez

formulada a pergunta, saber-se-a qual o0 melhor desenho de pesquisa para respondé-la.
1.2 Revisdessisteméticas

Um dos grandes achados da Medicina Baseada em Evidéncias foi o
desenvolvimento das revisdes sistematicas com ou sem meta-andlises, método cujos
pesquisadores identificam multiplos estudos, separam os melhores, e os analisam
criticamente na busca de um sumario da melhor evidéncia disponivel no momento. Nos
altimos anos houve grande explosdo em numero de publicagcbes de revisdes
sistemédticas, em topicos proficuos (por exemplo, a utilizacdo de baixos volumes
correntes na ventilacdo mecanica de pacientes com leso pulmonar aguda™®) e préticos
(como € o caso do emprego perioperatério da Ketamina como farmaco poupador de
opioide na dor aguda dos pacientes'), que n&o eram val orizados anteriormente,

As revisfes sistemdticas representam a melhor forma para mapear e
documentar as evidéncias, uma vez que constituem um método rigoroso para avaliacéo
de um conjunto de dados simultaneamente, baseado em metodologia reprodutivel e

consistente™. S0 classificadas como estudos secundérios, ja que sumarizam resultados
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dos estudos primérios, ou sgja, ensaios clinicos aeatérios ou estudos de coortes'.
Quanto maior a qualidade e menor a heterogeneidade dos estudos primarios,
particularmente dos ensaios clinicos aeatérios, mais forte e mais confidvel seréo as
conclusdes das revisdes sistematicas, com menor ocorréncia de vieses em seus
resultados.

A primeira fase do processo para a conducdo de uma revisdo sistematica
consiste na elaboragdo do protocolo no qual deve constar a pergunta cientifica. Ta
pergunta consiste em quatro itens, mais conhecidos pela sigla “PICO”: “P” (patients),
ou sgja, a Situagdo clinica ou a doenca em questao; “1” (intervention), intervencdo, ou
seja qual a terapéutica a ser testada; “C” (control group), refere-se ao grupo controle,
representado pelo placebo, nenhuma intervencdo ou outra intervencéo e “O” (outcome),
desfecho clinico®.

Um exemplo parao “PICO” é apresentado a seguir™®;

“P”: Pacientes com sepse grave ou chogue séptico.

“1”: Uso de albumina 20% associado a cristal oides na ressuscitacéo volémica.

“C”: Uso de cristal oides apenas na ressuscitagdo volémica.

“O": Mortalidade em 28 dias.

Em 1992, o Dr. lain Chalmers (Oxford, Reino Unido), criou a Colaboracéo
Cochrane em resposta ao pedido de Archie Cochrane (1909-1988), epidemiologista
briténico considerado como grande pesquisador médico da época e que muito contribuiu
para o desenvolvimento da epidemiologia como ciéncia®. O objetivo da organizaco
internacional seria redlizar, auxiliar e disseminar as revisdes sistematicas de
intervencbes em diversas areas da salde em todo o mundo, promovendo a busca por
evidéncias, principalmente na forma de ensaios clinicos aeat6rios®?!. Atualmente, a
Colaboragdo Cochrane possui centros em varios paises, inclusive no Brasil (Centro
Cochrane do Brasil), tendo este sido fundado em 31 de outubro de 1997, na
Universidade Federal de S&0 Paulo/Escola Paulista de Medicina. Uma das melhores
formas de divulgagdo das revisOes sistematicas € a biblioteca Cochrane, que contém
revisdes sistematicas completas e um imenso banco de dados de ensaios clinicos sob 0s
mai s variados temas a disposi¢éo da comunidade cientifica.

Esta colaboracdo foi a precursora na realizacdo de revisdes sistematicas da
mais ata qualidade metodoldgica. Gragas ao profundo impacto provocado na pratica

médica, nas politicas de salde e nas defini¢bes de prioridades em pesquisas clinicas, o
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trabalho realizado pela Colaboracdo Cochrane tem sido considerado o correspondente
clinico do projeto Genoma, sendo comparado a0 mesmo em sua importancia para a

prética médica mundial%.
1.3 Meta-andlises

A meta-andlise corresponde a sintese matematica dos resultados de dois ou
mais estudos que testam uma mesma hipétese. Apés a andlise dos estudos incluidos e a
extracdo de dados dos mesmos, o pesquisador avaliara a possibilidade de realizar meta-
analises, que resumem estati sticamente os dados dos ensaios clinicos que atenderam aos
critérios pré-estabelecidos. A meta-andlise utiliza a andlise estatistica para combinar
resultados de estudos individuais para determinar se existem diferencas nos resultados
combinados dos grupos, aumentando, desse modo, o tamanho amostral. Tal ferramenta
tem o potencia de resolver controvérsias da literatura, de chegar a conclusbes que
podem ser estatisticamente significantes, ou até mesmo inconclusivas.

A figura 2 é o logotipo da Colaboracéo Cochrane, representada por uma meta-
analise que mensura o tamanho dos efeitos de sete ensaios clinicos que avaliaram o0 uso
de corticosteroide ao final da gravidez de mées de recém-nascidos prematuros na
ocorréncia de mortalidade neonatal .

Figura 2. Figurailustrativa do logotipo da Colaborac&o Cochrane.
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Cada linha horizontal representa os resultados de um ensaio clinico e o
diamante representa o resultado combinado de todos os ensaios clinicos. A posi¢cao do
diamante para a esquerda da linha vertical indica que o tratamento estudado € benéfico,
a0 passo que o diamante, caso situado a direita, demonstraria que o tratamento é
desfavorecido em relagdo ao grupo controle. No gréfico de uma meta-andlise também é
possivel observar que cada linha horizontal representa o intervalo de confianca (IC) de
um ensaio clinico que passou pelos critérios de validade, ordenados de cima para baixo.
Entende-se por intervalo de confianca de 95% aquele cujas proporcbes de eventos
seriam verificadas 95 vezes, caso 0 mesmo estudo fosse repetido 100 vezes. A
verificagdo dos limites inferior e superior do intervalo de confianca permite determinar
os beneficios maximo e minimo de uma intervencdo comparada com outra. 1sso quer
dizer que alinha horizontal representa o efeito do tratamento®.

Outro detalhe importante é que, quanto maior o tamanho da amostra e a
quantidade de eventos, menor € o intervalo de confianga. Toda vez que o intervalo de
confianga de 95% néo ultrapassar a linha vertical, a probabilidade de acaso € menor
gue 5%.

O gréfico é dividido por uma linha vertical que marca o efeito nulo, ou sgja, o
odds ratio ou risco relativo igual a 1 e a diferenca de risco absoluto igual a zero. Se a
divisdo das proporcdes dos eventos no grupo controle e no tratado for igual a 1, ou o
resultado das diferencas nas proporgdes dos eventos nos dois grupos for igua a zero, o
efeito do tratamento foi igual nos grupos tratado e controle. 1sso quer dizer que né&o
houve diferenca estatisticamente significante entre eles®.

De forma geral, a esquerda do eixo vertical encontarm-se os resultados que
apresentaram reducdo do risco devido ao tratamento estudado, ou um efeito benéfico do
tratamento em relacdio ao grupo controle. A direita estdo os resultados que significam
ineficiéncia ou aumento de risco decorrente do tratamento, o que significa que o grupo
controle, ou placebo ou de tratamento alternativo, obteve melhores resultados do que o
grupo submetido ao novo tratamento®. Quando essa linha cruza a linha vertical,
significa que o resultado ndo é estatisticamente significante e 0 acaso pode ser
responsavel pela diferenca encontrada.

Ainda com relacdo ao estudo supracitado (logotipo da Colaboracdo Cochrane),
€ possivel perceber que apesar de apenas dois estudos apresentarem efeitos
estati sticamente significantes a favor do tratamento, os resultados combinados, mesmo
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somando-se 0s cinco estudos inconclusivos (0os que ultrapassam a linha vertical),
aumentaram o poder estatistico do estudo, indicando que o corticosteroide realmente
reduziu o risco dos bebés irem a débito por complicacdes relacionadas a imaturidade
pulmonar.

Existem situages em que ndo ha dados para se agrupar os estudos e portanto
sem condicbes para redlizar uma meta-analise. Isso acontece quando os estudos
primarios diferem em um ou varios aspectos, ou sgja, em casos de populacdes
heterogéneas, mensuragdo de resultados diferentes, intervengbes e metodologias
distintas®®. Muitas vezes a heterogeneidade nas caracteristicas de pacientes e regimes de
tratamentos € téo expressiva que ndo justifica a combinacdo de tais estudos. O resultado,
entdo, serd uma revisdo sistemética sem a realizacdo de meta-andlise. Mesmo assim,
esta continua sendo considerada nivel | de evidéncias, uma vez que mapeou O
conhecimento de determinado assunto e alertara a comunidade cientifica para a
realizacéo de mais estudos primarios.

Como exemplo de meta-andlise na &rea de Anestesiologia, a Figura 3 mostra
uma meta-andlise de ensaios clinicos aeatdrios produzidos a partir de uma revisao
sistemética que comparou ventilagdo mecanica protetora (grupo intervencédo) em relacéo
a ventilacdo convencional (grupo controle) em pacientes com Sindrome da Angustia
Respiratéria Aguda (SARA), tendo como desfecho mortalidade®,
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Analysis 1.]1. Comparison | protective versus conventional, Outcome | Mortality at the end of the follow up
period for each trial.

100.0 % 0.83 [ 0,72, 0.95 |

Figura 3. Gréfico demonstrativo de meta-andlise de ensaios clinicos aleatorizados produzidos a
partir de revisdo sistemética que comparou a ventilagdo protetora versus a convenciona na
Sindrome da Angustia Respiratéria Aguda (Meta-analise extraida da Cochrane Database of
Systematic Reviews, 2007).

Na figura 3 foram incluidos seis ensaios clinicos. A maioria dos estudos (Amato,
1998; Brochard, 1998; Stewart, 1998 e Brower, 1999) ndo apresentou diferenca
estati sticamente significante entre os grupos estudados, ou sgja, ventilagdo protetora e
ventilagdo tradicional na ocorréncia de mortalidade em pacientes com Sindrome da
Angustia Respiratoria Aguda. Entretanto, o diamante revela beneficio favorecendo a
intervencao (ventilacéo protetora) com reducéo do risco relativo (RR) em 17% e um RR
de 0,83[1C 95% 0,72; 0,95].

1.4 Criticasasevidéncias: osresultados dasrevisdes sistematicas

Apesar das numerosas vantagens, as revisdes sistematicas sofrem duras criticas
a respeito de sua frequente inconsisténcia de evidéncias e auséncia de recomendagoes
estatisticamente significantes™?°. Em estudo que avaliou 100 revisdes da base de dados
Cochrane, verificou-se que 93% delas concluiram pela necessidade de recomendar mais
pesquisas cientificas para comprovar ou refutar os achados clinicos'.

Um estudo publicado em 2007 analisou 1.016 revisdes sisteméticas,
correspondendo a 46% da totalidade das revisdes sisteméticas publicadas em 2004 na

base de dados da Colaboragdo Cochrane envolvendo todos os seus 50 grupos, com o
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objetivo de mapear as conclusdes encontradas em relacdo as implicacdes para a pratica
clinica e pesguisa cientifica. Os autores concluiram que cerca de 96% das revisoes
necessitavam de mais estudos, constatando alta prevaléncia de auséncia ou pobreza de
evidéncias relacionadas aos cuidados de salide™.

Recentemente, um estudo reanalisou uma amostra de 1.128 revisdes
sistematicas publicadas até o ano de 2011, aleatoriamente obtida da Colaboracéo
Cochrane, demonstrando que apenas uma pequena parcela (4,61%) das revisdes
sistematicas publicadas ndo necessitavam de mais estudos, pois havia evidéncias
suficientes para refutar ou comprovar determinada intervencdo. Além disso, a
porcentagem de revisdes sisteméticas avaliadas como insuficiéncia de evidéncias foi de
44,2%. Embora se note uma reducdo de menos de 3% entre a porcentagem desta
categoria nos estudos de 2007 e 2011, ndo houve significancia estatistica nesse quesito.
Os pesquisadores reafirmam a necessidade da producdo de estudos primarios em massa
e com maior qualidade®.

Em relacdo a Anestesiologia, 0 panorama mundial ndo parece ser diferente. A
especiaidade é caracterizada por uma imensa variedade em nimero e diversidade de
publicacdes cientificas.

O grupo Anestesiologia da Colaboracdo Cochrane (Cochrane Anaesthesia
Review Group) foi estabelecido no ano de 2000 e produz revisdes sisteméticas na area
de Anestesiologia, Medicina Intensiva, Medicina Perioperatoria, Medicina Pré-
hospitalar e Medicina de Emergéncia. Situada em Copenhagen, na Dinamarca, Utah,
nos Estados Unidos e Oxford, no Reino Unido, tem alcance globalizado assim como
todos os outros grupos da Colaboracdo Cochrane. S0 15 editores em 10 paises que
auxiliam os autores no processo de producdo de revisdes sistematicas da mais alta
qualidade possivel em todo o mundo?’.

Embora existam avancos nos ultimos 10 anos, persistem ainda grandes desafios
no que diz respeito ao mapeamento das evidéncias em Anestesiologia e as conclusdes
das revisdes sisteméticas nesta area. Muitos assuntos e subareas ainda ndo foram
devidamente pesquisados por estudos com desenho apropriado e outros temas sdo
provindos de estudos muito heterogéneos e/ou com presenca de vieses, obscurecendo as

conclusBes e dificultando a tomada de decisdes para a préticaclinica®’.
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1.5 Perguntacientifica

Diante do cenario atual das revisdes sisteméticas, a questdo emergente € qual a
proporcdo de incertezas nas revisbes sisteméticas do Grupo Anestesiologia da
Colaboragdo Cochrane no que diz respeito a aplicabilidade clinica dos resultados e sua

implicacdo para as pesqguisas cientificas?
1.6 Hipotese

Como ja verificado em estudo contemplando todos os grupos de revisdo da
base de dados Cochrane, sera testada a hipotese de que a maioria das revisdes
sistemédticas do Grupo Anestesiologia da Colaboragdo Cochrane apresenta auséncia de
evidéncias para recomendar ou refutar as determinadas intervengdes, quando
comparadas ao grupo controle, e 0s autores, em sua maioria, clamam pela realizacdo de

mai s estudos clinicos aleatorizados.
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2 OBJETIVOS

2.1 Objetivo geral

Mapear as revisdes sisteméticas completas do Grupo Anestesiologia da
Colaboragdo Cochrane para verificar sua validade externa, ou sgja, se permitem ou n&o
a aplicagdo prética dos resultados, cujos autores consideram reunir evidéncias
suficientes para recomenda-las ou desestimul-las, bem como se ha recomendacéo para

arealizac8o de novos estudos na area.
2.2 Objetivos especificos

2.2.1 Verificar a proporgdo de revisdes sisteméticas que definem
recomendacOes especificas tanto benéficas como desfavoraveis em

relacdo ao grupo controle.

2.2.2 Verificar a proporcdo de revisdes sistematicas que sugerem realizacdo
de novos estudos.

2.2.3 Veificar a quantidade de estudos existentes nestas revisdes

sisteméticas.

224 Verificar a quantidade de meta-andlises existem nestas revisdes
sisteméticas.
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3. METODO

O presente estudo foi baseado em metodologia previamente descrita®™?®. O
Comité de Etica em Pesquisa dispensou o parecer deste estudo conforme oficio
32/2014-CEP (Anexo 1).

3.1 Tipodeestudo
Estudo transversal.
3.2 Local doestudo

O estudo foi desenvolvido junto ao Programa de POs-Graduacdo em
Anestesiologia do Departamento de Anestesiologia da Faculdade de Medicina de
Botucatu, Universidade Estadual Paulista (UNESP) e a Unidade de Medicina Baseada
em Evidéncias da UNESP, grupo de pesquisa cadastrado no Conselho Nacional de

Desenvolvimento Cientifico e Tecnolégico (CNPq).
3.3 Critériosdeinclusdo

Foram incluidas todas as revisbes sistematicas completas do Grupo
Anestesiol ogia da Colaboracdo Cochrane publicadas até 28 de fevereiro de 2014. Foram
considerados apenas ensaios clinicos aleatorizados na computagdo dos dados dos
estudos incluidos por revisdo sistemética.

3.4 Critériosde exclusio

Foram excluidos protocolos e representacdes de meta-andlises, ou segja, meta-
analises com estudo Unico, conforme exemplificado na Figura 4. Excluiu-se qualquer
revisdo sistemética quando a mesma ndo analisasse diretamente os ensaios clinicos
aleatorios.
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Rewiew: Abdominal decompression in nomal pregnancy
Comparizon: 01 Prophylactic abdominal decomprezzion in pregnancy
Outcome: 03 Apgar score <4 at 1 minwe

Study Treatment Control Relative Risk (Fixed) ieight Relative Risk (Fixed)
nfM niM a5% CI (%) 95% Cl
Hofmeyr 1330 3z 34121 . 1000 1.00 [0.21, 486 ]
Total (85°% CI) 1121 32 s T S O - 100.0 1.00 [D.21, 486 ]

Tast for heterogensity chi-square=0.00 df=0
Tast for cwerall effect=0.00 p=1.0

1z 1 5 10

Figura 4. Exemplo de representacdo de meta-andlise com apenas um estudo (Extraido de
Cochrane Database of Systematic Reviews, 2000)28.

3.5 Definigdes dos eventos a serem computados
35.1 Beneficio

Define-se beneficio como a evidéncia de que a intervencéo testada € mais
eficiente ou eficaz, superior nos resultados dos desfechos em andlise, ou mais vantgjosa

do que nociva quando comparada ao grupo controle.
3.5.2 Maleficio

Define-se maleficio como a evidéncia de que a intervengdo testada apresenta
resultado inferior quanto aos desfechos em andlise, é refutada pelo grupo controle, ou

mesmo, traz mais prejuizo do que beneficio quando comparada ao grupo controle.
3.6 Coletadosdados

Dois investigadores avaliaram independentemente as revisdes sisteméticas
quanto aos desfechos e aos contextos analisados. Os dados foram extraidos das revisdes
sistematicas e inseridos em uma tabela especifica previamente realizada, contendo os
objetivos especificos e relacionando-os com cada titulo da revisdo sistemética. As
informagOes obtidas foram especificamente decorrentes das conclusdes dos autores das
revisfes sistemdticas, a partir da andlise de quantas sessdes fossem necessarias do
manuscrito em questdo. Em caso de davida na andlise de algum estudo, avaliacéo
minuciosa de todo 0 manuscrito foi novamente realizada e houve um consenso entre 0s

investigadores.
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3.6.1 Classficacdo das revisdes sisteméticas conforme sua concluséo, favoravel
a intervencdo (beneficio, classficacdo A), contrdria a intervencdo
(maleficio, classificagdo B), ou inconclusiva (classificagéo C)

Os dados foram extraidos de acordo com uma tabela (Anexo 2). No caso de
evidéncias favoraveis a intervencao, ou sga, quando as revisdes sistematicas permitiram
fazer recomendagdes com beneficios significantes para a aplicagdo clinica, a coluna
“evidéncias que apoiam a intervencdo” foi preenchida com o nimero “1” e a coluna
“evidéncias contra aintervencéo” com o nimero “0”. Na situacdo oposta, ou sgja, quando
as evidéncias contradiziam a intervencéo ou sugeriram maleficio, a coluna “evidéncias
contra a intervencéo” foi preenchida com o nimero “1” e a coluna “evidéncias que
apoiam aintervencdo” com o nimero “0”.

No caso de duvida persistente entre o preenchimento das duas colunas descritas
previamente e impossibilidade de entender o posicionamento dos autores da reviséo
sistematica, optou-se por classificar aevidéncia como contraria a intervencao.

Quando um estudo demonstrou ndo haver diferenca entre a intervencéo e o
grupo controle, ou sgja, ndo houve evidéncias para responder a questdo clinica,
favorecendo ou desfavorecendo a intervencdo (evidéncias inconclusivas), foram
preenchidas as colunas “evidéncias que apoiam a intervencdo” e “evidéncias contra a
intervencdo” com o nimero “0”.

Sendo assim, foram trés possiveis combinages nas colunas “evidéncias que
apoiam aintervencao” e “evidéncias contra aintervencdo” databela

» 1e0 > Evidéncias que apoiam aintervencao testada (classificacdo A)

» 0el-> Evidéncias contrérias aintervencéo testada (classificagéo B)

» 0 e 0 > Evidéncias insuficientes para apoiar ou refutar a intervencéo

(classificacdo C)
A tabela 2 ilustra as trés combinacdes possiveis (A, B ou C) com exemplos de

titulos de revisdes sisteméticas na area de Anestesiologia.
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Tabela 2. Exemplo das trés combinacfes possiveis como resultado para prética clinica

Classificacdo Titulo darevisao Evidéncias que Evidéncias
sistematica apoiam a contraa
intervengdo intervengdo
A: evidéncias favoraveis  Ventilagdo protetora versus 1 0
a0 Uuso daintervencgéo convenciona na Sindrome
da Angustia Respiratoria
Aguda®®
B: evidéncias contrérias  Proteina C ativada em 0 1
ao uso daintervencdo pacientes com sepse grave e

choque séptico®

C: ausénciade evidéncias Elevada versus baixa 0 0
pressdo positiva ao final da
expiracdo em pacientes com
Sindrome da Angustia

Respiratéria Aguda®

3.6.2 Classificacdo das revisdes sistematicas conforme a sugestdo de

recomendacdo para arealizagéo de futuros estudos cientificos

Quando as revisdes sisteméticas sugeriram recomendacdes de futuras pesquisas
voltadas para a questéo abordada, enfatizando a necessidade de mais estudos a fim de
que fossem obtidas melhores evidéncias, foram completados na tabela (Anexo 2) a
coluna “recomendacfes para futuros estudos’ com o numero “1”. Caso contrario,
guando os autores ndo sugeriam a realizacdo de mais estudos, essa mesma coluna foi
preenchida com o nimero “0”. As repostas foram registradas no tépico “implicacéo
para pesquisa cientifica’.

Sendo assim, tornaram-se possiveis seis combinagBes do cruzamento das
colunas “evidéncias que apoiam a intervencdo”, “evidéncias contra a intervencéo”,
“auséncia de evidéncias ou evidéncias insuficientes’ e “recomendacdo de futuros
estudos’:

> 1 e0el > Geada a classificacdo Al: as evidéncias cientificas

favorecem a intervencéo testada, mas os autores néo estéo plenamente
convictos do seu beneficio e, desse modo, recomendam a realizacéo de

mai s estudos para tentar evidenciar o efeito daintervencéo testada.
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> 1 e 0 e 0 > Gerada a classificacéo A2: as evidéncias cientificas
favorecem a intervencdo testada, e os autores acham desnecessaria a
reaizacdo de mais estudos, estando confiantes do beneficio da
intervencdo, quando comparada ao grupo controle.

> 0elel > Geradaa classificagdo B1: as evidéncias sdo contrérias a

intervencdo testada, mas os autores ndo estdo plenamente convictos
desse resultado e, desse modo, recomendam a realizacdo de mais
estudos para tentar evidenciar se o efeito da intervengdo testada é
desfavoravel em relagdo ao grupo controle.

> 0 ele0 > Geadaa classificacdo B2: as evidéncias sdo contrérias a

intervencdo e ndo ha recomendacdo para a realizacdo de mais estudos,
estando os autores confiantes de que a intervengdo € inferior ou traz
prejuizo na andlise do desfecho estudado, quando comparada ao grupo
controle.

> 0 e 0 el > Gerada a classificacdo C1: ha auséncia de evidéncias ou

estas sdo insuficientes para concluir probabilidade de beneficio ou
maleficio da intervencdo em comparagcdo com o grupo controle, sendo
que os autores recomendam a realizacdo de mais estudos para
possibilitar a resposta da questdo abordada.

> 0 e 0 e 0 > Gerada a classificacéo C2: ha auséncia de evidéncias ou

estas sdo insuficientes para concluir probabilidade de beneficio ou
maleficio da intervencéo em comparagcdo com o grupo controle, sendo
gue os autores entendem que ndo seria viavel realizar mais estudos para
tentar responder a questéo clinica em andlise, ou que a pergunta ndo
tem relevancia clinica e, portanto, ndo recomendam a producdo de
novos estudos para a mesma questdo.

Resumindo, “A”, “B” e “C” sdo classificagdes das implicacbes para a préatica
clinicae “1” e “2" para a pesquisa cientifica. Com a combinagdo entre as letras e 0s
nUmeros, sdo obtidas seis subclassificagdes possiveis.

A tabela 3 exemplifica as seis combinagOes possiveis de acordo com titulos de

revisoes sistematicas na &rea de Anestesiologia e Medicina Intensiva.



Tabela 3. Exemplo das seis combinagdes possiveis nos quesitos implicacdes para a prética clinica e recomendagdo para a realizacdo de mais estudos.

Classificacao Titulo darevisdo sistemética Evidénciasque Evidéncias Recomendacéo de
apoiam contraa futuros estudos
aintervencdo  intervencao
Al: evidéncias que apoiam a Ventilag8o protetora versus convenciona na Sindrome 1 0 1
intervenc&o, com recomendacdo para da Angustia Respiratéria Aguda®®
mais estudos
B1: evidénciascontraaintervencdo, Analgesiavenosa controlada pelo paciente versus 0 1 1
com recomendacao para mais estudos analgesiaepidural continua em pés-operatério de
cirurgiaintra-abdominal®
C1: auséncia de evidéncias, com Elevada versus baixa pressdo positiva ao final da 0 0 1
recomendacao para mais estudos expiracdo em pacientes com Sindrome da Angustia
Respiratoria Aguda®
A2: evidéncias que apoiam a Monoterapia com beta lactémico versus combinagéo de 1 0 0
intervencgao, sem recomendacdo para beta lactdmico-aminoglicosideo no tratamento da
mais estudo sepse™
B2: evidéncias contra aintervencdo, Proteina C ativada em pacientes com sepse grave e 0 1 0
sem recomendac&o para mais estudos  choque séptico®
C2:auséncia de evidéncias, sem Manipulagdo do sodio na dieta e asma® 0 0 0

recomendacao para mais estudos

8¢ | OPOBIN
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3.6.3 NuUmero de estudos existentes em cada revisao sistematica

A contagem dos estudos (ensaios clinicos) em cada revisdo sistemética foi
realizada tanto na sessdo de resultados, como na tabela “caracteristicas dos estudos
incluidos’. Havendo discordancia no relato da quantidade de ensaios clinicos,
confrontaram-se também as referéncias dos estudos incluidos. Esses dados foram
inseridos na penultima coluna da tabela (Anexo 2), com 0 nome de “numero de estudos

incluidos”.
3.6.4 NuUmero de meta-andalises existentes em cada revisdo sistematica

Foram computadas as meta-andises existentes em cada revisdo sistemética,
excluindo-se aguelas com apenas um estudo. As meta-andlises foram extraidas do
tépico “dados e andlises’ de cada revisdo sistemética. Os dados foram inseridos na
Ultima coluna da tabela (Anexo 2), denominada “ nimero de meta-analises’.

A figura 5 ilustra como se redlizou a identificacéo e a contagem das meta-

analises, além da exclusdo daguel as com apenas um estudo.
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Qutcome or subgroup title

No. of

No. of
studies  participants

Statistical method

Effect size

I Primary anaesthesia failure

8 497
(incomplete sensory block)

1.1 Transarterial injection (for
double injection)

1.2 Location by
neurostimulation (for double
injection)

2 Primary anaesthesia failure
- subgrouped by outcome
definition

2.1 Incomplete overall sensory
block

2.2 Supplemental blocks for

surgical area

3 Complete failure of block:
general anaesthesia or new

plexus block
4 Incomplere motor block
5 Secondary analgesia failure
5.1 Pain in surgical
site/operative field
5.2 Tourniquct p::.in
5.3 Intra-operative sedatives
6 Timing (in minutes)
6.1 Time for block
6.2 Duration of operation
6.3 Duration OF:ourniquct
6.4 Dration of block

7 Complications during nerve @
block

7.1 Arterial puncture

7.2 Venous puncrure

7.3 Paraesthesia

7.4 Tachycardia (intra-vascular
injections)

8 Adverse effects (> 24 hours)
:ltient discomfort and

dissatisfaction with method

9.1 Patient uncomfortable

9.2 Patient would not have

method again

4

237

260

238

309

338

229

104
129

60
50
154
129

110
110
110
60

Risk Ratio (M-H, Random, 95% CI)
Risk Ratio (M-H, Random, 95% CI)

Risk Ratio (M-H, Random, 95% CI)

Risk Ratio (M-H, Random, 95% CI)

Risk Ratio (M-H, Random, 95% CI)

Risk Ratio (M-H, Random, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

Risk Rario (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (TV, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)

Risk Rario (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

Risk Rario (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

0.51 [0.30, 0.85]
0.72 [0.33, 1.58]

0.40 [0.22, 0.73]

Subtotals only

0.43 [0.24, 0.76]
0.43 [0.17, 1.11]

1.29 [0.33, 5.01]

0.78 [0.58, 1.03]
Subtotals only
0.56 [0.25, 1.25]

0.58 [0.22, 1.52]
0.64 [0.31, 1.31]
Subtotals only

1.65 [0.72, 2.58]
9.0 [-8.19, 26.19]
2.44 [.5.24, 10.13]
11.98 [-6.73, 30.68
Subtotals only

0.0 [0.0, 0.0]

1.5 [0.17, 13.52]
2.5 [0.31, 19.99]
5.86 [0.25, 137.66]

Totals not selected

Totals not selecred

0.0 [0.0, 0.0]
0.0 [0.0, 0.0]

Figura 5. Modelo de identificagdo e contagem das meta-andlises (representada pelos circul 0s),
além de exclusdo das representagdes com apenas um estudo (representada pelo retdngulo e

identificada pela seta).
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3.7 Anéliseestatistica

As proporcdes de implicacdes para a pratica clinica e para a pesquisa cientifica
foram representadas por nUmeros reais, porcentagens e 95% de intervalo de confianca
da totalidade das revisdes sisteméticas. O nimero de meta-analises e estudos incluidos
em cada revisdo sistematica foi expresso em valor total, média, desvio-padréo, mediana
e moda.
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4 RESULTADOS

Neste estudo foram selecionadas 118 revisdes sistematicas publicadas no
Grupo Anestesiologia da Colaboragdo Cochrane até 28 de fevereiro de 2014. Duas

3% @ também, um sumério

revisdes sisteméticas foram excluidas por serem duplicatas™
de revisdes sisteméticas®. Desta forma, analisou-se um total de 115 revisdes
sistematicas do grupo de Anestesiologia.

Foi identificada a média de 19,6 ensaios clinicos aleatérios por revisdo
sistemética (total de 2.258 estudos aleatérios) e 9,3 meta-andlises por revisdo
sistemética (total de 1.072 meta-analises).

O evento mais comumente observado nesse estudo foi a auséncia de evidéncias
suficientes para dar suporte ou refutar a intervencéo de interesse, quando comparado
com 0 grupo controle. Apenas cinco das 115 revisdes sistematicas publicadas ndo
julgaram ser necess&ria a realizacdo de novos estudos. Dessas cinco revisdes, uma
esteve relacionada a anestesia tépica em cirurgia oftaimolégica®’, outra referente a
sintomas neurolégicos com uso de lidocaina em bloqueio subaracnoideo®, uma outra
que analisou o uso da antibioticoterapia combinada ver sus monoterapia na sepse™, uma
quarta revisdo referente a técnicas de bloqueios de plexo via axilar em adultos™, e a
tltima que avaliou o uso da Proteina C Reativa na sepse grave e choque séptico®.

A proporcdo de evidéncias que apoiam a intervencdo gquando comparada ao
grupo controle (desfecho A) foi de 34,8% correspondendo a 40 revisdes sistematicas.
Os resultados compreendem a 32,2% de intervengdes provavelmente benéficas com
necessidade de mais estudos (A1) e 2,6% de intervencdes benéficas sem recomendacdo
para novos estudos (A2).

A proporcdo de evidéncias que contraindicam o uso de determinada
intervencdo (desfecho B) foi de 7,8%, perfazendo um total de nove revisdes
sistemdticas. Verificase que 6,1% das intervengdes foram provavelmente menos
eficientes ou efetivas que o grupo controle, com necessidade de novos estudos (B1) e
que 1,7% das intervengOes foram menos eficientes ou efetivas em relagdo ao grupo
controle e sem a necessidade de realizag&o de novos estudos (B2).

Todavia, 0 desfecho mais relevante foi a auséncia de evidéncias suficientes

para sugerir beneficio ou maleficio da intervencdo em comparacdo com O grupo
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controle, em um total de 66 estudos, correspondendo a 57,4% das revisdes. Para todas
€ssas, 0S autores sugeriram que houvesse realizacdo de novos estudos (C1). Em nenhum
desses casos 0s autores descartaram a sugestdo de realizacdo de mais estudos. (C2, 0%).
No geral, em 110 revisdes, equivalendo a 95,7% do total, houve recomendacéo
de realizac&o de novas pesquisas, independentemente dos resultados obtidos (beneficio,
maleficio ou auséncia de evidéncia). A porcentagem dos desfechos que foram avaliados,
assim como aqueles que recomendam a realizacdo de novos estudos controlados e

randomizados estéo subdivididos nas seis categorias descritas na tabela4 e nafigura6.



Tabela 4. Dados dos desfechos das 115 revisoes sisteméticas analisadas

ImplicacOes paraa Prética clinica e para a Pesquisa Cientifica NUumero  Percentual Intervalo de confianca
A Evidéncias que apoiam aintervencdo 40 34,8 26,0 -43,5
Al Evidéncias que apoiam aintervencdo, com recomendacdo para mais estudos 37 32,2 23,7-40,7
A2 Evidéncias que apoiam aintervencdo, sem recomendacdo para mais estudos 3 2,6 0-55

B Evidéncias contra a intervencado 7.8 29-127
B1 Evidéncias contraaintervencdo, com recomendacao para mais estudos 7 6,1 1,7-104
B2 Evidéncias contraaintervencdo, sem recomendacdo para mais estudos 2 1,7 0-4,0

C Auséncia de evidéncias suficientes para sugerir beneficio ou maleficio 66 57,4 48 4 —66,4
Cl1 Ausénciade evidéncias, com recomendacéo paramais estudos 66 57.4 484 —66,4
C2 Ausénciade evidéncias, sem recomendacdo para mais estudos 0 o e
NUmero e porcentagem de revisdes sistematicas que recomendaram mais estudos (A1 + B1 111 95,7 92,0-99,4

+Cl)

¥€ | sopelnsay
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%o dos Destechos Obscervados

e

1,70%

i Evidéncias que apoiam a intervenciio com recomendacio de mais estudos ( Al )

& Kvidéncias que apoiam a intervencio sem recomendaciio de mais estudos ( A2 )

« Evidéncias que contraindicam a intervencio com recomendacio de mais estudos { B1)
& Evidéncias que contraindicam a intervencao sem recomendacan de mais estudos (B2)
@ Auseéncia de evidéncins com recomendacio para novos estudos ((C1)

“ Auséncia de evidéncias sem recomendacio para novos estudos ( C2)

Figura 6. Percentagens de desfechos avaliados como benéficos, nocivos, inconclusivos com ou
sem recomendagao para hovos estudos.
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Observa-se natabela 5 amédia de 19,6 ensaios clinicos al eatorios por revisao
sistematica. Entretanto, os dados demonstram uma variacéo consideravel na quantidade
de ensaios clinicos aleatorios (0-737) e com um nimero de quatro estudos primarios
incluidos por revisao, como o valor gue mais se repete (moda). Observado portanto,
uma grande disparidade na quantidade de estudos entre as revisdes sisteméticas, sendo
que amaioria delas sdo desprovidas de um volume elevado de estudos. Com relacéo as
meta-andlises, ha uma quantidade consideravel de revisdes sistematicas desprovidas de
meta-andlises: verifica-se média de meta-analises por revisdo sistematicade 9,3 e
grande faixa de variagdo em seus nimeros, entre 0 e 92, com um valor de moda zero,

que é ainda mais baixo do que em relacdo aos estudos incluidos.

Tabela 5. Dados estatisticos rel acionados aos estudos incluidos e meta-anélises nas revisdes
sisteméticas analisadas

Estudos Incluidos Meta-andlises
Média + desvio padréo 19,6 + 68,8 9,3+126
Mediana 95 6
Variagéo 0a737 0a92
Moda 4 0

Total 2.258 1.072
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Em seguida foi realizada uma andlise estratificada da distribuicdo anual de
todas as revisdes sistematicas a partir do ano de 2000, ano da fundacdo do Grupo
Anestesiologia da Colaboragdo Cochrane. Constata-se um aumento do numero de

publicagdes ao longo dos anos, conforme demonstrado nafigura 7.

11
10 -
{ { i
o
S
~

-— o i}
s & =
I A

Numero de revisioes sistematicas
n ™ =
| =

20po | T
20 g |
20;; |e—
2 | )
2073 |e—— T
2014 -[_ >

L] L]
vl
tr I~
g § s
My My Py

20n3 (@ =
20p4 (@ =

Figura 7. Numero de revisdes sisteméticas publicadas anualmente a partir de 2000, no Grupo
Anestesiologia da Colaboragdo Cochrane.
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Observou-se nimero baixo de publicagdes em 2003 e 2004, com apenas uma
revisdo sistemética publicada em cada ano, além da auséncia de publicacdes em 2000,
2001, 2002, 2005, 2006 e 2007. Nos dois primeiros meses do ano de 2014 ja é possivel
verificar quase 1/4 da totalidade de revisdes sisteméticas publicadas nos anos de 2010 e
2012 somados, que registraram o maior nimero de publicacdes, 24 cada.

Em relagcdo as meta-andlises, também observa-se aumento do volume, apesar
de inconstante e irregular, conforme demonstrado na figura 8. Em 2010, registra-se o
ano de maior volume de publicagdes de meta-analises com um total de 233, seguido de
gueda significativa nos anos subsequentes. Em 2008, das 196 meta-anaises

computadas, 92 sdo de apenas um Gnico estudo™.

2014 |\ )

2013 ] 161
2012 146
2011 147
2010 ) 233
2009 ' 128
g 2008 ' 196
2 2007 g
2006 |
2005 |, g
2004 -=| 79
2003 | g
2002 | g
2001 | o
2000 |, o
0 SI{I lil.H.I L‘;{I Ii.lﬂ.l IL;{I

MNumero de meta-analises

Figura 8. Numero de meta-andises publicadas anualmente a partir de 2000, no Grupo
Anestesiologia da Colaborac&o Cochrane.
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A figura 9 revela a proporcdo e relacdo das revisdes sistematicas e meta
analises publicadas anualmente desde a concepcdo do Grupo Anestesiologia da
Colaboracdo Cochrane. A despeito do aumento da quantidade de publicacOes,
principamente a partir do ano de 2008, ainda existe uma oscilacéo importante ao longo
dos anos. Tal disparidade é ainda mais significativa quando consideradas as meta-

analises.

Numero de revisoes sistematicas e meta-analises
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Figura 9. Revisfes sisteméticas e meta-andlises publicadas a cada ano, a partir de 2000, no
Grupo Anestesiologia da Colaboracdo Cochrane.

A figura 10 representa o panorama das revisdes sisteméticas
publicadas pelo Grupo Anestesiologia da Colaboracéo Cochrane quando analisadas por

subéreas.
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Figura 10. Numero de revisdes sisteméticas publicadas por categorias ou subéreas do grupo Anestesiologia da Colabor
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Constata-se uma diversidade muito grande no panorama das publicactes
abrangidas pelo Grupo Anestesiologia da Colaboragdo Cochrane, quando estratificadas
por categorias ou subdreas. No quesito Ventilagdo mecanica, observa-se o maior
nimero de publicagbes com um total de 20 estudos, sendo que destes, nove estdo
relacionados a Sindrome da Angustia Respiratéria Aguda (SARA). As revisdes
sistematicas incluidas na categoria “ Outros’, compreendem pesquisas em anestesia para
colecistectomia por videolaparoscopia, complicagbes por migracdo de bolhas de ar,

pneumotorax espontaneo e uso do corticoide perioperatorio em insuficiéncia adrenal .
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5 DISCUSSAO

5.1 Discussao do método

Este € um estudo transversal, mas que também poderia ser classificado como
sistematico. Tal nomenclatura corresponde a um estudo transversal quando este se
propde a analisar a metodol ogia de estudos publicados. Essa denominac&o, embora ndo
oficial, ja é adotada por autoridades no assunto, inclusive pelo Dr. Gordon Guyaitt,
criador do termo Medicina Baseada em Evidéncias no Canada na década de 80.

Foram excluidos protocolos e representacdes de meta-andlises. Os protocolos
ndo podem ser incluidos umavez que representam apenas um plangjamento do estudo, e
portanto, sdo desprovidos de resultados para serem analisados. As representacoes de
meta-andlises ndo tem nenhuma significancia para 0 exame, uma vez que S0
necessarios no minimo dois estudos para proceder com esta andlise (andlise estatistica
combinada de no minimo dois estudos). Como foram consideradas apenas revisdes que
avaliaram diretamente os ensaios clinicos aleatérios, procedeu-se a exclusdo de um
estudo que examinou apenas revisdes sisteméticas™.

No quesito coleta de dados, quando ocorreu alguma divida persistente no
preenchimento entre as colunas referentes a “evidéncias que apoiam a intervencéo” e
“evidéncias contra a intervencdo”, face a impossibilidade de entender o posicionamento
dos autores da revisdo sistematica, optou-se por classificar a evidéncia como contraria a
intervencdo, uma vez que, sob o ponto de vista ético, € apropriado desaconselhar
intervencdes que oferecam riscos de desfechos negativos os quais sejam observados de
forma significante na populacéo-alvo da intervencéo testada.

Ainda com relagdo ao item coleta de dados, foram computados os estudos
(ensaios clinicos) em cada revisdo sistemética a fim de dar suporte para compreensao
das diferentes implicacOes das revisdes sisteméticas.

5.2 Discussao dosresultados

Este estudo demonstrou a escassez de evidéncias solidas produzidas pela

maioria das revisdes sistematicas do Grupo Anestesiologia da Colaboragcdo Cochrane.
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Foi constatado que 66 das 115 revisdes sistematicas publicadas até 28 de fevereiro de
2014 ndo tiveram poder para responder questdes direcionadas para a pratica clinica.

O termo Medicina Baseada em Evidéncias € retoricamente eficiente, mas
infelizmente e de certa forma, ainda obscuro e indefinido*’. De acordo com o Dr.
Kathryn Stewart, diretor médico de gestédo em cuidados do “Snai Health System” em
Chicago, a Medicina Baseada em Evidéncias ndo busca simplesmente a evidéncia nas
publicacdes, mas evidéncia naquilo que € realmente importante. Antes de uma tomada
de conduta, € interessante questionar: “Tal decisdo ira mudar o prognostico, resultado
ou qualidade de vida dos pacientes?” Se a resposta for negativa nestes quesitos,
principalmente se envolver elevacéo de custos do tratamento, a deciséo pelo emprego da
intervencdo deve ser descartada. Os profissionais muitas vezes ndo reconhecem a
importancia da necessidade em considerar a evidéncia no contexto do paciente, e ter a
certeza de que tal medidairarea mente fazer adiferenca.

Sabe-se que a Medicina Baseada em Evidéncias representa o elo entre a boa
pesguisa cientifica e a pratica clinica, de forma que proporcione maior garantia para o
uso correto e consistente das melhores evidéncias disponiveis, viabilizando condutas e
decisdes relacionadas aos cuidados dos pacientes’. A Medicina Baseada em Evidéncias
ndo exclui a experiéncia do profissional, ao contrério, busca a integracdo entre a
experiéncia clinica individual e os resultados das melhores pesquisas sistematizadas e
com boa validade externa’. Entende-se por experiéncia clinica individual a proficiéncia
e 0 julgamento que o médico adquire por meio de sua experiéncia e prética clinica.
Quando se fala na melhor evidéncia clinica externa disponivel, entende-se por
publicacBes de pesquisas relevantes, frequentemente associadas e aicercadas nas
ciéncias basicas da medicina, especificamente em centros de referéncias em pesquisas.
Sd0 considerados profissionais médicos de qualidade aqueles que utilizam sua
experiéncia individual, agregada a melhor evidéncia disponivel, uma vez que nenhuma
delas, quando isoladas, sdo suficientes’.

Portanto, é primordial esclarecer que a Medicina Baseada em Evidéncias ndo é
um “livro de receitas’ em medicina. A evidéncia clinica externa tem o poder de
informar, mas nunca devera substituir por completo a experiéncia do profissional, uma
vez que € esta quem ira determinar e definir se tal evidéncia podera ser aplicada ao
paciente e, caso positivo, como tal decisdo devera ser integrada a decisdo clinica. A

validacdo interna e externa das publicacdes cientificas é condico essencia para que
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pesquisas de alta qualidade de amostras populacionais possam ser individualmente
aplicadas no mundo real.

No topo da hierarquia das evidéncias estdo as revisdes sistematicas,
consideradas a melhor forma de documentar e mapear uma evidéncia cientifica™. Um
estudo aleatdrio, e especialmente a revisdo sistemética de vérios ensaios clinicos
aleatérios com realizacdo de meta-andlises, tem probabilidade muito maior de
proporcionar uma visdo mais verdadeira e proxima da realidade do que prestar uma
informac&o enganosa. Por isso tornaram-se o “padréo ouro” da evidéncia cientifica para
0 julgamento do beneficio de uma terapéutica®*®. Uma revisdo sistemética pode
concluir que uma intervencéo testada é efetiva, ineficiente, nociva ou que néo existem
evidéncias suficientes para qualquer concluséo.

Infelizmente, a inconsisténcia nos resultados e a auséncia de evidéncias
suficientes para responder a uma pergunta sdo os desfechos mais frequentes
encontrados, 0 que tem sido motivo de severas criticas e constantes controvérsias™ . Em
2007, foi publicado um estudo que mapeou as revisdes sistematicas que integravam
todos os grupos da Colaboragdo Cochrane até o ano de 2004 demonstrando que a
imensa maioria das revisdes clamava pela realizacdo de mais estudos, segundo os
autores dessas revisdes®. Decorridos 4 anos, em uma nova publicacdo, analisou-se uma
nova amostra de quase 25% de todas as revisdes sistematicas publicadas na Cochrane
até o ano de 2011, tomando como base a metodologia do estudo anterior. Constatou-se
que o cen&rio ndo havia sido aterado, demonstrando e enfatizando a urgéncia em novas
pesquisas, com investimentos em estudos primarios e de melhor qualidade®.

Natabela 6 é possivel observar a semelhancga dos resultados do presente estudo
em anestesiologia, quando comparado com outras &reas da medicina e até mesmo no

campo da odontologia.
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Tabela 6. ClassificacBio comparativa dos resultados das revisdes sisteméticas da Colaboracdo
Cochrane

Estudo Classificacdo das revisdes sisteméticas
Al A2 Bl B2 C1 C2
El Dib et al., 2007 43,0% 1,4% 5,1% 1,7% 47,8% 1,0%

(Especialidades médicas)

Villas Boaset al., 2011% 43,3% 2,0% 7,9% 18%  442%  0,8%
(Especialidades médicas)

Almeida, et al., 2013* 46,1% 1,7% 8,2% 2,6% 40,9% 0,4%
(Doengas I nfecciosas)

Furtado, et al., 2013%* 22,4% 0% 6,3% 0% 69,2%  2,1%
(Odontologia)
Presente estudo 32,2% 2,6% 6,1% 1,7%  57,4% 0%

A1: evidéncias que apoiam aintervencdo, com recomendagdo para mais estudos.

A2: evidéncias que apoiam aintervengdo, sem recomendagdo para mais estudos.

B1: evidéncias contra aintervencdo, com recomendacao para mais estudos.

B2: evidéncias contra aintervencdo, sem recomendacdo para mais estudos.

C1: auséncia de evidéncias ou evidéncias insuficientes, com recomendacéo para mais estudos.

C2: auséncia de evidéncias ou evidéncias insuficientes, sem recomendacdo para mais estudos.
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Observa-se cen&rio amplamente desfavoravel das revisdes sisteméticas no que
diz respeito as evidéncias geradas para a pratica clinica e a necessidade de mais estudos.
As classificagbes A2 e B2 que apoiam e contraindicam a intervencado, respectivamente,
ambas sem recomendac&o de novas pesquisas, sdo achados comuns a todos os estudos
prévios conforme claramente demonstrado. Da mesma forma, as revisdes sisteméticas
com auséncia de evidéncias (C1 e C2), também manifestam resultados ainda mais
criticos e semel hantes nas outras aress.

Essa escassez de evidéncias é creditada a diversos fatores, dentre os quais a
baixa qualidade metodol 6gica de grande parte dos estudos®, a falta de randomizaczo®’,
estudos sem ocultagdo da alocacdo e da avaiacdo dos dados™, financiamento de
indUstrias  farmacéuticas™, pesquisas em centro Unico™, diferentes tipos de
heterogeneidade® e amostras pequenas>.

A premissa de associagdo entre a qualidade de um estudo e a dimenséo de sua
veracidade é procedente de estudos metaepidemiol gicos que investigam e quantificam
o grau de influéncia dos vieses em relacdo a qualidade do estudo em um grupo de meta-
andlises™. Existe uma gama de estudos com esse perfil que sdo conduzidos na &rea
médica na atualidade®™. Recentemente, uma andlise metaepidemiol gica®® com 93
meta-analises de 735 ensaios randomizados controlados, oriundos de revistas de
diversas especialidades (incluindo a base de dados da Colaboracéo Cochrane), mostrou
grande variagdo no tamanho dos estudos dentro das meta-andlises, estando os menores
com maior probabilidade de superestimar o efeito positivo do tratamento testado. Sabe-
se que estudos com casuistica menor estdo mais sujeitos a viés de publicacdo™, ao passo
gue os resultados dos ensaios clinicos com maior amostra populacional apresentaro
resultados muito mais representativos de toda a popul agéo.

Outra questdo que merece ser pontuada € a maior probabilidade de uma
pesquisa cientifica com resultado positivo vir a ser publicada em uma revista de alto
impacto cientifico e de maior circulacdo. Consequentemente e obviamente, tal fato
também viabiliza a possibilidade de aumento de citagcBes por outros autores. Sabe-se
que estudos patrocinados por companhias farmacéuticas que ndo produziram os
resultados desgados raramente sdo publicados quando comparados agueles com
resultados favoraveis ou positivos. E de conhecimento que os proprios autores e editores
de jornais também preferem publicar os estudos com dados positivos’’, ou
simplesmente publicar os achados favoréveis, ao invés de todos os resultados obtidos.
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Conseguentemente, a meta-andlise realizada ira fornecer resultados tendenciosos e mais
favoraveis, do que caso todos os estudos houvessem sido incluidos na revisdo™. Em
2012, estudo que analisou 1.163 trabalhos em anestesiologia, evidenciou que o resultado
positivo foi fator preditivo independente para publicagdo em revistas de anestesiologia
de alto impacto (> 9,1) com um odds ratio de 2,32 (p < 0,0005)*°. Além do mais, é de
conhecimento geral que uma pesquisa com resultado negativo leva um tempo
consideravelmente maior para ser aceita em publicacdo®.

No presente estudo, mesmo sendo uma analise baseada apenas em revisdes
sistemédticas com ou sem meta-andlises, consideradas o maior nivel na hierarquia em
evidéncias, verificou-se durante a fase de andlise dos estudos para redlizar sua
classificacdo que havia heterogeneidade clinica, metodoldgica e estatistica importante
entre 0s varios estudos analisados, colocando-0s sob alto risco de viés e comprometendo
a qualidade e a confiabilidade dos resultados obtidos. Ressalta-se que a maioria das
revisoes esteve desprovida de meta-andlises (moda = 0) e houve grande diversidade na
quantidade de estudos por revisdo sistematica (0-737), sendo que um dos achados mais
expressivos foi a escassez de ensai os randomizados por revisdo sistemética (moda = 4).
No total, em 95,7% das publicacdes do Grupo de Anestesiologia até 28 de fevereiro do
ano de 2014 houve recomendacéo para a realizacdo de novos estudos. Em apenas cinco
das 115 revisdes publicadas, 0s autores ndo julgaram necessarias novas pesquisas. Tais
achados foram muito similares a publicacdes prévias™? que analisaram uma amostra
dleatéria das revisdes sisteméticas de todos os grupos da Colaboracdo Cochrane,
constatando necessidade de novas pesguisas em 96,0% e 95,4% dos casos,
respectivamente®™ %,

O aumento do volume de publicagbes de revisdes sisteméticas e ensaios
clinicos do Grupo Anestesiologia da Colaboracdo Cochrane nos ultimos trés anos
(Figura 7) pode estar associado ao reconhecimento da necessidade imperiosa de mais
estudos no panorama mundial, como j& demonstrado em publicaces anteriores®™.
Entretanto, tal crescimento continua ocorrendo de forma desordenada e com baixa
qualidade das publicagdes, como sugerido pelo baixo nimero de meta-andlises
associadas (Figuras 8 € 9).

Este estudo observaciona reflete uma imagem pontual e veridica das
evidéncias geradas pelas publicacdes cientificas, consideradas do mais ato nivel na
hierarquia de evidéncias. Algumas analises desse estudo, embora técnicas e especificas,
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estdo sujeitas a vieses de interpretacdo, podendo gerar ideias equivocadas na andlise dos
dados. Por exemplo, em 2008 foram computadas 11 revisdes sisteméticas e 196 meta-
analises (Figuras 7 e 8, respectivamente), o que resultaria em uma relacdo positiva de
17,8 meta-andlises por revisdo sistematica. Entretanto, em apenas uma unica revisdo
sistemética® foram contabilizadas 92 meta-andlises, provenientes de 737 estudos
incluidos. Se esse estudo fosse excluido da analise, ocorreria um declinio significativo
na média para 10,4 meta-analises por revisdo sistemética, sendo que o nimero doisfoi a
quantidade de meta-analises que mais se repetiu naguele ano (moda). Jaem 2009, foram
publicadas 14 revisdes sisteméticas que produziram um total de 128 meta-andlises. Em
seis destas revisdes sistematicas registradas ndo houve dados para composicao de meta-
analises (modaigual azero).

Os principios gerais da Medicina Baseada em Evidéncias figuram como
padréo-ouro na caracterizacdo de qualidade e forga de uma evidéncia atribuida a uma
pesquisa cientifica. Entretanto, tais critérios ja estdo sendo até mesmo questionados por
alguns autores, gue sugerem possivel reforma dos conceitos de mensuragéo de forca e
qualidade dos estudos, principalmente no que diz respeito a avaliagdo e classificacéo

das evidéncias®.
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6 CONCLUSAO

O mapeamento das revisdes sistematicas do Grupo Anestesiologia da
Colaboracdo Cochrane evidenciou gque estas carecem de boas e consistentes evidéncias
para a tomada de decisdo na prética clinica e que, na sua maioria, ha recomendacdo para
a realizacdo de novas pesquisas cientificas em Anestesiologia, de melhor qualidade e
maior rigor metodol 6gico.

Especificamente, do total das revisdes sistematicas, a menor parte (42,6%)
define recomendagdes especificas, sgjam essas benéficas ou desfavorévels, em relacéo
ao grupo controle. A grande maioria dessas revisoes (95,7%) sugere a realizacéo de
novos estudos controlados e aleatorizados. Em geral, a quantidade de estudos existentes
nestas revisoes sisteméticas € bastante baixa (mediana igual a 9,5 e moda igual a
quatro), bem como é o nimero de meta-andlises existentes nestas revisdes sistematicas,
com medianaigual aseis e modaigual azero.

Portanto, conclui-se que a maioria das revisdes sistematicas do Grupo de
Anestesiol ogia da Colaboracdo Cochrane (Cochrane Anaesthesia Review Group) carece
de evidéncias consistentes para a tomada de decisdo na prética clinica. A baixa
proporcéo de evidéncias solidas produzidas por essas revisdes, reafirma a necessidade
de investimento em novos ensaios clinicos controlados e aleatorios, ou sgja, estudos

primarios com maior rigor metodol 6gico e menor chance de vieses.
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8 APENDICE

8.1 Apéndice 1 - Abstract das revisdes sisteméticas da Colaboragdo Cochrane com desfechos
gue apoiam aintervencdo com recomendacéo de novos estudos (Al).

Central venous access sites for the prevention of venous
thrombosis, stenosis and infection
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ABSTRACT
Backgrounsd
Cenrral vennus access (CVA) s widely used. However, Bis thrombaric, seneaic and infecrinns complicarions can be life-rhrearening
and involve high-cos therapy. Research revealed that the risk of catheter-related complications varied accoeding 1o the e of CVAL [t

womld be belplul o find the preferied site of imesison o mimmize the risk of catheter-relsted complicasons, This review was osiginally
published in 2007 and was updsred in 2011,

Oibjectives
L. Ohar primary objective was bo establish whether the jugular, subclavdan o femoral CVA routes reslted bn a lower incidence of venous
rhromboas, venous senosis o infecnions relared a CUVA devaces in aduly !urirmt

2, Oy seenndary abjecrive was o ases wherher the ju.glljr. sibclavizn or Femaral OVA roaces inflsenced the incsdence of coherer-
reluted mechanical complications in adule patients: and the ressons why patients lefi the studies early.

Search mrihods

We searched UENTRAL { Fhe Caclrane Library 2001, boae %), MEDLINE, CINAHL, EMBASE (from inceprion oo Sepremher 20110,
Four Chinese daabases (CBM, WANFAMNCG 1TMATA, CAJIY, VIF Darshase) (from inceprion to Nevember 200 1), Cioogle Schalar and
Litdieraplsies af pubdished reviess. The wiiging seanch was pefseed in December 2006, We alw comacted nescarchen in e Gelsl.
There were rmlln.pugr FERTTICTHI S,

Selection criteria
W included randomiced contmolbed ks comparing central venous catheler msertion route,
Data wolletion and amalysis

Thiree mathars avcaal potengally welovant studies independenly, We readnad disageeeenents by disowaion, Dichotomons data on
catheter-related complications were snalysed, We calculated relative fsks (R and thelr 95% confidence intervals (C1) based on a
random-effects model.

Main resualts

We identified 5854 citations from the initial search strategy; 28 references were then identified as potentially relevant. Of these,
we Included four studies with data from 1513 participants. We undertook a priori subgroup analysis according to the duration of
catheterization, short-term (< one month) and long-term (> one month) defined according to the Food and Drug Administration
(FDA).

Mo randomized controlled trial (RCT) was found comparing all three CVA routes and reporting the complications of venous stenosis.

Reparding internal jugular versus subclavian CVA routes, the evidence was moderate and applicable for long-term catheterization in
cancer patients. Subclavian and internal jugular CVA rourtes had similar risks for catheter-related complications. Regarding femoral
versus subclavian CVA routes, the evidence was high and applicable for short-term catheterization in critically ill patients. Subclavian
CVA routes were preferable to femoral CVA routes in short-term catheterization because femoral CVA routes were associated with
higher risks of catheter colonization (14.18% or 19/134 versus 2.21% or 3/136) (n = 270, one RCT, RR 6.43, 95% CI 1.95 to 21.21)
and thrombotic complications (21.55% or 25/116 versus 1.87% or 2/107) (n = 223, one RCT, RR 11.53, 95% CI 2.80 to 47.52) than
with subdavian CVA routes. Regarding femoral versus internal jugular routes, the evidence was moderate and applicable for short-term
haemodialysis catheterization in critically ill patients. No significant differences were found between femoral and internal jugular CVA

routes in catheter colonization h related bloodstream infection (CRBSI) and thrombotic complications, but fewer mechanical
complications occurred in femoral CVA routes (4.86% or 18/370 versus 9.56% or 35/366) (n = 736, one RCT, RR 0.51, 95% CI1 0.29
to 0.88).

Authors’ conclusions

Subclavian and internal jugular CVA routes have similar risks for catheter-related complications in long-term catheterization in cancer
patients. Subclavian CVA is preferable to femoral CVA in short-term catheterization because of lower risks of catheter colonization and
thrombotic complications. In short-term haemodialysis catheterization, femoral and internal jugular CVA routes have similar risks for
catheter-related complications except internal jugular CVA routes are associated with higher risks of mechanical complications.
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Sugammadex, a selective reversal medication for preventing
postoperative residual neuromuscular blockade
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ABSTRACT

Rackground
Sugammades @ the first selective relaant binding agent that has been studsed for reveral of neuromusoular blockade induced by
rogarohiwm and ather womidal non-depolarizing pevromuscdar blocking agents (MARAL).

Dhjectives
Tir asnena the efficacy and salfety of sugammado i reversing neuromiscubar blodade induced by stemidal non-depalarizing NMBAs
and in preventing postoperative residual newromuscular blockade.

Search methods
W searched the Cochsane Central Register of Controlled Trials (CENTRALD { The Caclranr Litrnery 2008, Dowe 31, MEDLINE (1950
to Augass 2008), and EMBASE (1280 to Augast 2008), In addition, we hand, hed rets e lmts of rel articles and meeting

shatracts. Furthermote, we contacted the modicatbon’s manufacturer for more information.
Selection criterds

Al andombned controlled trials (RCTs) on adualt patients (2 18 years obd) in which sugammades was compared with placebo or other
medicstions, or in which differcnt doses of migammades were compared with cach other, We excluded non-randomired wisls and
stulies on healthy volunteers.

Data collection and snalysis

We independendy performed determination of il inchusion, quality sseansens, and dara extrscnon. 'We applied sandard mees-
snalytic techniguies,

Main resules

We included 18 RCTs (n = 1321 patients). Seven trials were published as full-text papen. and 11 trials anly as meeting abstraces. All the
included rialy had adequare methads of randomization snd allocai | The reailis siggrean that, compared with placeba os
neostigmine, supammades can more rpidly revene oowonium-induced neuromuscular blocksde regardiess of the depeh of the block.
We identificd 2, 4, and 16 mpfky of sugammades for reverial of o ium-aneuced pe ular blockade at T reappearance , 1
o 2 poat- mmmuﬂ_’-luimmd’mmmm rapectively, ﬂtmwhtoflm];u:myhmun!m;m{m;wmum
.-ﬂ---u N Senom sd l.-r:nummdmilrﬂnflupmﬂmﬂumuﬂdlhundmm'ﬂumwml‘mﬁm
ﬁafrrmbermilgmrnlduandpﬁuhm{hpﬂmnf&qrdﬂﬂmmlmllﬂ.mﬂulInJ_ﬂ-?;
l‘-ﬂ.w,l:-M.im:!.ﬁlm.miipﬁhnhsﬁ'lmwhndbﬂm I lex and g for ad events (RR
008, 5% C1 0,48 rol 98: P = 095, 1 = 43%, 3 RCTW).

Author' conclusions

Sugsmmadex was shown to be effective in revening mcuronium-induced nev ular bockade. This review has found no evidence
or:ltﬁﬂ"n':ru:rinhhm:ﬂmﬂﬂmhmwmmﬂﬂnﬁmr@imhmmdmhmrﬁm
by Furnre veials on langer patseny populations snd with more focus on patient-selated outcomes,
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Sedative techniques for endoscopic retrograde
cholangiopancreatography
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ABSTRACT
Bsckground
Endoscopic retrograde cholangropancreatography (ERCP) i an uncomfortsble therapoutic procedure that cannot be performed wathowr

adequate sedstion or genenl ansesthesia. A considerable number of ERCPs are performed annuslly in che UK {ar keast 48,000} and
many mote workdwide

Objectives

The primary objective of our review was to evalieste and compare the cfficacy and safery of sedaive or anscsthetic techniques used 1o
facilitate the procedure of ERCI in adulr (age > 18 yean) patkenty,

Search methods

We searched the Cochrane Ceniral Regiver of Contralled Trials (CENTRAL) ( T Cocfinne Lidrery 2010, lese ) MEDLINE (1950
1o Scprember 2011); EMBASE (1950 1o Scprember 201 1); CINAHL, Web of Science and LILACS {3l to Seprember 2011), We
searched for addiniansl studics drawn from reference list of rerrieved erial materials ane review artickes and conforence proceedings.

Selecrian criteria

We conudered all randomised or quasi-randomized controlled sudics where the main procedures performed were ERCP The theee
interventions we scarchod for were (1) conscious sedatbon (using midasolam plus opiosd) verus deep sedation (using propofol); (2)
conschous sedation verses penersl ansesthesia; and (3) docp sedation verus general anacsthesia, We considered all sudies regardless of
which healthcare professionsl sdministered the sedation,

Data collection and analysis

We revicwed 124 papers and identified four randomized trisls (with a rotal of 510 panicipants) that compared the we of conscious

sedation wning midaolam and meperidine with doep sedation wing propafel in patients undergring ERCF procedures. All sedation

was administered by non-ansestheric personnel. Due to the dinical b gensity of the srudies we decided 1o review the papers from &
Main resales

Mo immediste monality was repored. There was no dgnificsnt difference in serious cardio-respiratory complicatbons ueffered by
patients in cither sedation group. Failure to complete the procedure due o sedation-related problems was reported in one study. Three
studies fousnd faster and bester recovery in patients receiving peopofol for their ERCE procedures. Study pr ls reganding use of
P nal oaypen, | fluid administrazion and capnography itoring vasied considerably. The studics showed cicher
moderate ar high sk of bias.
Authon’ canclusions

Reniles frowm indivedusl soudies suggpeted that patienis have a better tooovery profile sfver propofol sedation for ERCT procediros than
afrer midarolam and meperidine sedation. As there was no difference benween the two sedation eechnigques as regards safery, propofol
weclagion n probubly prefored for patican sndergoing ERCT procedures. However, in all of the studies thay wers identificd only
naof-anacsthes personnel were involved in adminisering the sedation. It would be helpful if fusnther research was conducied where
anaesthesia personnel were involved in the administration of sedation for ERCP procedures. This would darify the extent to which
asaithenia perunned should be invalved i the adminiasaion of progofol sdaion,

T
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ABSTRACT
Hackground
Lidocaine administration peoduces pain due to s acidic pH.
Objectives

The objective of this review was to determine if adjusting the pH of lidocaine had any effect on pain resulting from non-intravascailar
injections in sdults and children, We reaed the hypothesis thar sdjusing the pH of lidecaine solution 1o a level dhoser 10 the physologic
pH mduces this paan,

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cachrnne Lifsiry, to June 2010); Chid MEDLINE
{1966 to June 20105 EMBASE (1988 to June 20100 LILACS (1982 1o June 20000 CIMAHL (1982 to June 20105; [51 Web of Science
(1999 o June 2010}; and sbetracts of the moctings of the Amenican Socicty of Ancithesiologine (ASA), We chocked the full articles of
sebected tites. We did not apply any languapge restrictions,

Selection criteria

We induded double-blinded doamized « lled trisls that compared pH-adjusted lidocaine with unadjusted Lidocaine. We eval-
uated pain ar the injaction e, satisfaction and adverse cventn We encludod stodies in healthy volunteers

Data colbection and analysis

We separarely analysed parallel-group and crosover imals vrials thar evaluared lidocsine with or withour epinephirine and wrials with
pH-adjusted lidocaine solutions < 7,35 and = 7,35, To explain hoterogenesty, we separately analysed studies with a low and higher risk

of bias due 1o the level of allocation concealment; studies thar employed a low and a higher volume of injection; and sudies thar used
lidescxine for different rypes of procedurcs,

Main results
Wie icluded 23 studics of which 10 had a paralle] design and 13 were erossover studies. Eight of the 23 stisdies had moderate o high
risk of bias due to the level of allocation concealment.

Pain associated with the infiliration of buffercd lidocaine was bow than the pain asociated with infiltration of unbulfered lidocine in
both parallel and crossover criabs. In the crosmaver sudies, the difference was <198 uni (95% confidence interval (C1} -2.62 10 -1.34)
and in the parallel-groug sodies it was <098 wnio {95% C1 <149 1o -0.47) on 2 0 o 10 sale. The magnitode of the pain decresse
associated with buffered lidocine was barger when the solution contained epincphiine. The risk of buas, volume of infection, and npe
of procedure failed to expluin the heterogeneity of the resules.

Patients preferred buffered lidocaine (ndds ratio 3,00, 95% C1 219 0 4.15). No adverse cvents or toxicity wene reportod.

Authon conclusions

Increasing the pH of idecine decreased pain on injection and augmented patient comfort and srisfaction,



Apéndice | 60

Lidocaine for preventing postoperative sore throat

Yuu Tanaka' . Takeo Makayama®, Mina Mishimori®, Yuld Sara®, Hirashi Furuya’

' Department of Anacsthesia, Nara Medical University, Mara, Japan. *Department of Health Informatics, Kyota University Schoal of
Public Health, Kycto, Japan. *Depanment of Anacsthesia, Sannou Hespital, Tokyoe, Japan. * Deparvment of Anacsthesia, Jichi Medical
University, Tochig, Japan

Conmact address: Yuu Tanaka, Department of Anaesthesia, Mara Medical University, 840 Shijyouchyo Kashihara, Mara, Japan.
ranaytjpiEyahoo.co.jp.

Edirorial group: Cochrane Anacethesia Group.

Publication status and date: Now, publi:h:d in lssuc 3, 2004,

Review content assessad as up-to-dates 4 June 2007,

Citation: Tanaka Y, Makayama T, Mishimori M. Sato Y, Furuya H. Lidecaine for preventing postoperative sore throar. Cachrane
Diatatiase of Systemaric Reviews 2009, lsue 3. Arc. No.: CDO04081. DOL: 10.1002/14651 858, CDOD408 1. pub2.

Copyright & 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Lud.

ABSTRACT
Background
Sore throat is 4 commaon side effect of general anaesthesia and is reported by berween 3% and 70% of patients after tracheal intubarion.
The likelihoad of a sore throat varics with the rype. diameter, and cuff pressure of the endotracheal mube wed. IFintubarion is esscnrial,
it may be helpful w give drugs prophylactically vo alleviare postoperarive sore throat, Local anaestherics and steroids have been used
for this purpose,
Objectives
The ahjective of this review was to evaluate the effectiveness and any harms of wopical and sysemaric lidocaine for the prevention of
postoperative sore theeat in adules undergoing endotracheal intubation as part of general anacsahesia
Search methods
We searched CENTRAL { The Coclrrane .F.Hlm?' 2007, lssue 3), MEDLINE (January 1966 to June 2007}, and EMBASE (1980 to June
2007). We also contacred manufacturers and researchers in the field,
Selection criteria
We incuded randomized controlled trials of vopical and systemic prophylactic lidocaine therapy versus control (using air or saline) tha
reported on the risk and severity of pastoperative sore thraar as an sutcame.
Data collection and analysis

Tiwo authors independently asessed trial quality and extracted data. We contacted soudy authors for additienal information, such as
the risk of adverse effects.

Main resulis

We included 1232 patients from 15 studics: 672 patients received opical or systemic lidocaine therapy and 560 patients were allocated
to the control group, Both the topical and systemic lidocaine therapy significantly reduced the risk of postoperative sone throat (rik
ratio (RE) 0.58; 95% confidence interval (CI) 041 o 0.82). To evaluate the severity of sore throat on a visual analogue scale (VAS),
219 patients received topical o systemic Lidocaine therapy and 152 patients were allocated to the contral groups. The severity of sore
throat was reduced (mean difference (MDY -11.9% 95% CI -16.44 to -7.32), an offect that neared statistical significance. The adverse
effects of lidacaine were not reported in these studies.

Authors’ conclusions

O systematic review atablishes the cffectivencss urlnpia] and systemic lidocaine for the prevention nFrqu!npcmi:\'r sonre throat
resulring from intubarion. The rick and severiry of pastoperarive sore throar rended 1o be reduced. The effect size of lidocaine appeared
tn be affected by drug concentration and route of administration; management of cuff pressure during anacsthesia; the included
population; and the rype of ourcome measured.
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ABSTRACT
H:l.dl.gmun&

F.pj:lur.ll .'.umlgl:hia ollers greater pair relicl u:lll:q:l:m::l [0 sysiemic |||:|i|.ri|]-|:umd medications., bt its effec on IIH.III};lJil!' anald ::lur[:lli[}'

is unclear,

Objectives

Tiw ansess the benefies and harms l:r]mt:l]mfivt |:_|1id||r1| zuzlgl:l.i: in comparison with POstOperative systemic l:lPiI:iiI:'-i'l.m.I. pain relief
for adult patients who underwent elective abdominal aortic surgery.

Search methods

We searched the Cochrane Central Register of Conrrolled Trials via OVID (CENTRAL) (The Coclrane Libmary, lssue 3, 2004);
OVID MEDLINE {1956 to July 2004); and EMBASE (1980 to June 2004). We assessed non-English language reports and contacred
researchers in the field. We did nor seek unpublished dara.

Selection criteria

We included all randomized controlled trials comparing postoperative epidural analgesia and postoperative systemic opioid-based
analgesia for adult patients who underwent dlective open abdominal aortic surgery.

Data collection and analysis

Two authors independently assessed trial quality and extracred dara. We contacred study awthors for additional information and dara.
Main results

Thirteen studies involving 1224 patients met our inclusion criveria; 597 parients received epidural analgesia and 627 received systemic
opioid analgesia. The epidural analgesia group showed significantly bower visual analogue scale for pain on movement (up o postoperative
day three), regardless of the site of epidural catheter and epidural formulation. Postoperative duration of tracheal intubation and
mechanical venrilation was significantdy shorver by abour 20% in the epidural analgesia group. The overall incidence of cardiovascular
iJuIIIPIiL‘.I.TiJ:IIIi |||rysa;;udju| infarction; acute respiratory failure {defined as an extended need for mechanical venalation); grl.l:l!ruinltﬁtilni
complication: and renal insufficiency was significantly lower in the epidural analgesia group, especially in trials that wed thoracic
epidural analgesia.

Authors' conclusions

Epidllnl :lulgl:l.i:. Fn'uvi:lcx |:u:|:|!|:r|ni|1. r:1i:r[nimi:||:y l.l:l.rill.g movement) for up o I||m|:|n:|m:|p|:nrin: |:|.:‘I.r.|. It rediees the duration of
postoperative tracheal intubation h}- IIJIJE!I.I}' 206, The sccurrence ul'pmjungnl postoperative maechanical ventilation, everall cardiac
complication, myocardial infarcrion, gastric complicarion and renal complication was also reduced by epidural analgesia, especially
tharacic. However, current evidence does not confirm the beneficial effect of epidural analgesia on postoperative mormality and other
types of complications.
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ABSTRACT
Background

Several approaches exist to produce local anaesthetic blockade of the brachial plexus. It is not clear which is the technique of choice for
providing surgical anacsthesia of the lower arm alchough infraclavicular blockade (ICB) has several purported advantages. We therefore
perfarmed a systematic review of ICB compared to the ather brachial plexus blacks (BPBs).

Ohjectives
Te evaluare the efhcacy and safery of ICB compared o other BPBs in providing :reﬁicmal anacsthesia of the lower armi.

Search methods

We scarched CEMNTRAL (The Cochrane Library 2008, Isue 3), MEDLINE (1950 to Seprember 22nd 2008) and EMBASE (1980
to Seprember 22nd 2008). We also searched conference procesdings {from 2004 o 2008) and the www.clinicaltrials.gov registry. No
|:ng|ugr restriction was u.}:|l1:i|:r].

Sclection criteria

We included any randomized controlled erials (RCTs) tha l’.‘t!nllml‘ﬂd ICB with ather BPBs as the sole anacsthetic tech nigues o surgery

on the lower arm.
ata collection and un;l]}-'.\.h

The primary ourcome was adequare surgical anaesthesia within 30 minutes of block completion, Secondary ourcomes included sensory
block of individual nerves, tourniquet pain, onsct time af SETSOEY blockade, block pcrrwmuu.'l: time, block-associated pain and
complications relared ro the block.

Main results

We tdentificd 15 studics wath 1020 participants, of whom 310 received ICB and 510 received other BPBs. The c:m!mlgrmlpi.nlcrvcnfi.un
was the axillary block in 10 studies, mid-humeral block in two studies, supraclavicular Block in two soedies and parascalene block in
one study. Three studies emplayed u[!mmund,-guidad ICR. The risk of failed su:’gi.r_wl anassthesia and of complications were bow and
similar for ICB and all other BPBs. Tourniguet pain was less likely with ICB (risk ratio (RR) 0.47, 95% CI 0.24 w0 0.92, P = 0.03).

When compared o a single-injection axillary block, ICB was better ar providing complere sensory block of the musculocurancous
nerve (RR For Failure 0.46, 95% CI 0.27 to 0.60, P = 0.0001) and the axillary nerve (RR of failure 037, 95% CI 024 10 058, P <
0.0001 ). 1CB was faster to pq:rEurm than mut!ipirinjn‘liuu u.iJl:u'}- {mean difference (M) -2.7 min, 95% Cl -4.2 to-1,1, P = 0,0006)
or midhumeral blocks (MD 4.8 min, 95% CI -6.0 o -3.6, I' < 0LO000T) bue this was offeer by a longer sensary block anser dime (MDY
3.9 min, 95% CI 3.2 o 4.5, P < 0.00001).

Authors' conclusions

1B is a safe and simple rechnique for providing surgical anaesthesia of the lower arm, with an efficacy comparable to other BPBs. The
advantages of ICB include a lower likelihood of tourniquer pain during surpery, and more reliable blockade of the musculocurancous
anel a:]llﬂr:r nerves when u:lm|:|amt i nsillgl.c-illjcttiun a:i“nry black, The :l.ﬁ:.:r_}- afl ICH is |i|s:|.y o b i:ﬂllll‘l:l'l.'l.‘il il :ldu.;l.ul!: time s
allowed for blodk onset {at least 30 minutes) and if a volume of at least 40 ml iz injected. Since ]:!l.l:l:pli.ca.l.i.un urm:u:l:r of the vials included
in this review, it has become clear thar a disral posterior cord motor response is the appropriace endpaint for elecorostimularion-guided
1CH; we recommend it be used in all furure compararive studies. There iz also a need for addirional RCTs comparing ulerasound-guided
1CB with ather BI'Bs.
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ABSTRACT

Background

Repional ansesthesia comprising axillary block of the brachial plesus is a common anaesthetic technique for dissal upper limb surgery.
This is an update of a review first published in 2006,

Objectives

To compare the relative effects of single, double or multiple injections for axillary block of the brachial plexus for digral upper limb
FUrgeTy

Scarch methaods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Cochnsire Library), MEDLINE, EMBASE and
reference lists of trials, We contacted trial authors. The date of the last scarch was March 2011 {updated from March 2005).

Selection criteria

We included randomized conrrolled trials thar compared double with single-injection techniques, mulnple with single-injection tech-
nigues, or multiple with double-injection techniques for axillary block in adults undergoing surgery of the distal upper limb. We
excluded rrials wing ulrrasound-guided rechniques.

Dara collection and analysis
We performed independent stuady selection, risk of bias assesment and data extraction. We underook meta-analysis,

Main resulis

The 20 included trials involved a votal of 2098 participants who received regional anacsthesia for hand, wrist, forearm or elbow surgeey.
The trial design and conduct were penerally adequate although several trials failed 1o monivor lenger-term cifccrs.

Eight trials comparing double veraus single injections showed a statbscally significant decrease in primary anaesthesia failure (RE 0,51,
95% CI 0.30 1o 0,85), Subgroup analysis by method of nerve bocation showed that the cffect size was greater when newrostimularion
was iwed rather than the transarterial technique.

Seven trials comparing mulsiple with single inections showed 3 statistically significant decreass in primary anaesthesia failure (RR 0,28,
5% CI 0.16 vo 0.48) and uFinmmplﬂ: maotor block (RR 0,61, 25% C1 0.3 10 0.96) in the multiple injection group.

Eleven wrials comparing multiple with deuble injections showed a statistically significant decrease in primary anaesthesia failure (RR
0.28, 95% CI 0.20 o 0.40) and of incomplete motor block (RE 0,55, 95% CI 0,36 1o 0.85) in the multiple injection group.
Tournsquet pain was significantly reduced with multiple injections compared with double injections (RR 0,53, 95% CI 0.33 to 0.84).
Otherwise, there were no statistically sipnificant differences between groups in any of the three comparisons on secondary analpesia
failure, complications and patient discomfort. The time for block performance was significantly shorter for single and double injections
compared with multiple injections.

Authors’ conclusions

This review Prm'ulel evidence thar multiple injection techniques using nerve stimudlarion 'Fnr.::r.i":lr}- P|¢:u.i block produce mare effecrive
anacsthesia than either double or single injection rechniques. However, there was insufficient evidence for a significant difference in
other outcomes, including safery.
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ABSTRACT
Background

Good neurslogic outcome after cardiac arrest is hard o achieve. Interventions during the resuscitation Phuc and rrearment within
the first hors after the event are critical. Experimental evidence suggrests that therapeutic hypothermia is benefical, and a number of
clinical studics on this subject have been published.

Ohjectives

We performed a systematic review and meta-analysis 1o assess the effectiveness of :hi:.rs.p:ulic hypothermia in patients after cardiac
arrest. Neurologic aurcome, survival and adverse events were aur main outceme parameters, We aimed o perform individual patiene
data analysis if data were available, and to from subgroups according to the cardiac arrest situarion.

Search methods

We searched the ﬁ:linwi.ng damabases: the Cochrane Central Register of Controlled Trials (CENTRAL) { e Cocfwane Libwary, 2007
lssue 1); MEDLINE {1971 to January 2007); EMBASE (1987 to January 2007); CINAHL (1988 o January 2007); PASCAL (2000
to January 2007); and BIOSIS (1989 o January 20407,

Sclection critcria

We included all andomized controlled trials assessing the effectiveness of the therapeuric hypothermia in parients after candiac arrest
without language restrictions. Studies were restricted o adulr populations cooled with any cooling method applied within six hours of
cardiac arrest.

Drata collection and analysis

Validiry measures, the intervention, curcome parameters and additional baseline vanables were entered into the darabase. Mera-analysis
was only done for a subser of comparable studics with negligible heterogeneiny, For these studies individual parient data were available,
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ABSTRACT

Background

Scaliosis surgery is often associated with substantial blood loss and potential desrimental effects in children. Antifibrinalytic agents are
aften used to reduce penoperative blood loss. Clinical trals have evaluated their effect in children undergoing surgical correction of
scolious but oo systematic roview has been published. We performed a systematic review on the efficacy and safety of antifibrinolytic
dmp in children I.ll'ldctgning scoliosis SUTEETY.

Objectives

i asscss thie efficacy and safety of aprotinin, tranczamic scid and aminocaproic scid in reducing blood loss and vransfusion requirements
in children undergoing scoliosis surgery.

Scarch methods

We searched CENTRAL (The Cochirme Lifrary 2007, lssue 3), OVID MEDLINE (1950 to Seprember 3nd 2007), LILACS {1992
tor June 20ch 2007) and EMBASE (1980 to July 23nd 2007). We alwo scarched conference proceedings from 2003 1o 2007 and the
dlinicaltrials pov regisiry. No languape restriction was applied.

Selection criteria

We included blinded or unblinded randomired controlled trmals that evaluated the offect of antifibrinolytics on perioperative blood loss
in children thar were 15 years of spe or younger and undergoing soolicdis suspery.

[Yata colloction and analysis

Two authors independentdy performed the data cxrraction. Primary outcomes were momality and number of paticnts transfused.
Sceondary outcomes were number of paticnis transfused with allogencic bood, amount of wtal blood ransfused, total blowd loss and
adverse events. To assess heterogeneity we used the 17 test and for the quantitarive analysis we wsed a fived-effect madel.

Main resules

Six srudies fulfilled dhe inclusion crireria. The total number of participants was 254, of whom 127 were allocated 1o placebo and 127
to antifibrinolytic drsgs. Aprotinin, trancxamic acd and aminocaprosc acid were ovaluated in two studies sach. All studies had placcbo
as the control group intervention. There were no deaths or any serious adverse events in any study, in either the active or the control
group. The risk of being rransfused was similar in patients receiving antifibrinolytic drugs or placebo. Antifibrinolytics drugs decreased
the amount of blood rransfused by 327 ml (95% CI -469.04 to -185.78) and the amount of blood low by 427 ml (95% CI -602.51
o -250.56). There was no indication of publication bias, however, we cannat rule it out due ta the small number of studics included.

Authors’ conclusions

The effect of antifibrinolytic drugs on mortality could noe be asessed. Anrifibrinalytic drugs reduced bload loss and the amoune of
blood teansfused in children undergoing scolioss surgery; however, their effect on the number of children requiring blood transfuson
remains unclear. Aprotinin, tranexamic acid and aminocaproic acid seem to be similarly effective.
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ABSTRACT

Background

The surgical stress response plays an important role on the pathogeneds of perioperative cardiac complications. Alpha-2 adrenergic
agonists artenuate this response and may thereby prevent cirdiac complications,

Ohjectives

This review assessed the cfficacy and safery of preoperative (within 24 houns), intrasperative, and postoperative (first 48 hours) o-
2 adrencrgic agonists for preventing morraliry and cardiac camplications after surgery performed under either general or newraxial
anaesthesia, or boch.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) { The Cachrane Lifrary 2008, lssue 3), MEDLINE (1950
10 August week 4 2008), EMBASE (1980 1o weck 36 2008}, the Scicnee Citation Index, and reference lists of articles.

Sclection eriteria

We included randomized controlled rals that compared o-2 adrenergic agonists (conidine, dexmedetomiding, or mivazerol) agains
placebo or non--2 adrenergic agonists. Included studies had to report on mortality, myocardial infarcrion. myocardial bchaemia, or
supraventricular tachyarrhythmia.

Dama collection and analysis

Three authors independently asessed trial quality and extracted dara. Two anthors independently performed computer entry of
abwzracted data, We contacted study atithors for additional information. Adverse event data were gatherod from the trials.

Main results

We included 31 studies (4578 participants). Study quality was penerally inadequare, with only six studies clearly reporting methods
for blinding and allocation concealment. Overall, or-2 adrencrgic agonists reduced morality (relative risk (RR) 0.66; 95% CI 0,44 1o
0.93-, P‘ = ﬂ\ﬂ-‘i:l- :hd m}'nq‘:.rd.i:l i_-aducmi: I:RR 063'. '}5% Cl ﬂ'.ﬂ? L1 ﬂ.ﬂl; " - ﬂ.m”_ Hmn l]'li:ir cﬁ'u::; I.p_Fu_-.u'l;d (1] U:r_p wifh
the surgical procedure. The most encouraging data pertained to vascular surgery, where they reduced mortaliy (RR 0.47; 95% C10.25
to 0.9 I = 0.02), cardiac mortalicy (KR 0.36; 95% CI1 0.16 ra 0.79; P = 0.01), and myocardial infarction (RR 0.66 95% C1 0.46
to 0% P o 0.02). With regard to adverse effects, -2 adrenerpic agonists significantly increased perioperative hypotension (RR 1.3
95% C1 1.07 w 1.62; P = 0.009) and bradycardia (RR 1.66; 95% CI 1.14 o 2.41; I = (.008).

Authors’ conclusions

Owur study provides encouraging evidence thar o-2 adrenergic agonists may reduce cardiac risk, especially during vascular surgery.
MNonetheless, these data remain insufficient 1o make firm conclusions about their efficacy and safeey. A large randomized tral of a-2
adrenerpic agonists is therefore warranted. Addirionally, fusure research must determine which specific or-2 adrenergic agonist should
be used, and whether it is safe vo combine them with other perioperative interventions (for example f-adrenergic blackade).
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ABSTRACT
Backgraund

Proximal Femoral Fracture (PFF) or Thip fracture’ is a froquent injury, and adverse outeomes are commaon. Several factors sugpest the
importance of developing techniques 1o optimize intravascular Auid volume. These may include protocals that enhance the efficicy
of dinicians’ asessments, invasive rechniques such as oesophageal Doppler or cenmral venous pressure meonitoring, er advanced non-
nvazive tacl\niques such ax l)lerh]nnmﬁmphic p-ul.-ne volume determinarion.

Ohjectives

To determine the aptimal methed of Auid volume aprimization for adult patients underpoing surgical repair of PFE Comparisons of
Huid rypes, of blood transfusion SErALCEICS OF of pharmacological interventions are not considered in this review.

Search methods

We scarched CENTRAL ( The Cocbrane Likrtry, ssuc 4, 2003), MEDLINE (1985 to 2003}, EMBASE {1985 o 2003), and bibliogra-
phics of retrieved articles. Relevant joumnals and conference proceedings were handsearched.

Selection criteria

Randomized controlled studies comparing a fuld optimization intervention with normal practice or with anather Huid optimization
intervention, in patients following PFF undergoing surgery of any rype under anaesthesia of any rype.

Dara collection and analysis

Scarches and exclusion of 1:||.1|'|.}' irrelevane articles were pcrrurrm:ﬂ. b}r one reviower, Two reviewers cxamined i.mj:pcnd:m’]]r the
remaining studics, extracting :tud.r ql.l.'l]il.‘r and results data. A wide range of short- and |n|'|g—’bcrm outcome data were th.‘_ht. Studics
were excluded if they did not meet selecrion criteria or if resules were likely to be biased. Due to inconastent data reporting, combination
of data was not generally possible.

Main resulis

Searches identified four wrials, of which two studies, randomizing a toral of 130 parients, were of adequare quality and addressed the
review qun!iﬂn. Bath studics were of invasive advanced hz,rnlnd}'n::ni: I'.l'M'.!II.iIuI’iIIE. cither ucmplugr.l.i Dupplnr u]f.msunus,mph} or
central venous pressure monitoring, during the intraoperative period only. In bath, invasive monitoring led to significant increases
in fluid volumes infused and redwctions in length of hospinal sy, The pooled Peto odds ratio for in-hospinal fatality was 1,44 (95%
confidence interval 0.45-4.62), Neither study followed patients beyond hospiral discharge or assessed funcrional ourcomes. Ma serious
complications were directly arrribaurable to the interventions. There were no studies of pratocal-guided fluid aprimization ar of advanced
AOM-INVASIYE wdmiquq.

Authors” conclusions

Invasive methods of fluid optimization during surgery may shorten hospital stay, bue their effects on other importane, patient-contred,
longer-term outcomes are uncertain. Adverse effects an fatality cannot be excluded. Other uid optimization techniques have noe been
evaluared. The lack of randomized studies of adequate quality addressing this important question is disappointing. More research is
noeded.
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ABSTRACT

Background

Systemic antibiotics and antibiotic-impregnated shunt systems are often wsed to prevent shunt infection.

Ohjectives

T evaluate the effectivencss of either prophylactic systemic antibiorics or antibiotic-impregnated shunt systems for preventing infecrion
in patients who underwent surgical introduction of intracranial ventricular shunts.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE, EMBASE, LILACS and the meeting
procecdings from the Amencan Asociation of Meurological Surgeons and from the European Asseciation of Meurssungeal Socictics,
until June 2005,

Selection criteria
We included randomized or quasi-randomized controlled trials comparing the use of prophylactic antibiotics (cither systemic or
antibiotic-impregnated shunt systems) in intracranial ventricular shum proceduncs with placebo or no antibiotics.

Data collection and analysis
Twa authors appraised quality and extracted data independently.
Main results

We included seventeen trials with overall 2134 participants, We pr;ﬁ:uﬂicﬂ two separate meta-analyses: one that ovaluated the use
of systemic prophylacric antibiotics and anather that evaluared the use of antibiotic-impregnated systems. All sudies included shunt
infection in their primary ourcome.

We could not analyse all-cause mortality regarding systemic annibiotics due to lack of data. No signi'ﬁm: differences were found
{odds ravio (OR): 147, 95% confidence intervals (CI) 0.3 1o 2.62) for this outcome regarding the wse of antibiotic-impregnated
catheters compared with standard ones. The we of systemic antibiotic prophylaxis and the we of antibiotic-impregnated catheters
were associated with a decrease in shunt infoction (OR: 0,52, 253% C1 0,36 to 0.74 and OR: 0.21, 95% CI 0.08 1o 0,535 respoctively).
Wie found no significant benefie for shunt revision in both meta-analyses that evaluated systemic antibiotics and impregnated-shunt
systems, We found no significant differences berween the subgroups ovaluated: type of shunt (internal/external, ventriculoperitoncal/
ventriculostrial), age and duration of the administration of antibiotics,

Aunthors” conclusions

We could demonstrate a benefir of systemic prophylactic antibiotics for the first 24 hours postoperatively o prevent shune infection,
tqp.l‘dlm urll'lcp:ll;cnl's age and the l.‘}'pcor internal shunt wsed. The benefit of it use after this ]:u:rind remains uncertain. However
this dara derives from the rate of dunt infection, which is an intermediary outcome. Future trials dhould evaluate the effectiveness of
different regimens of systemic antibiotics rather than placebe, and should include all-cause mortality, shunt revision and adverse events
a5 additional outcomes. Evidence suppests that antibiotic-impregnated catheters reduce the incidence of shunt infection although more
weli-duigned clinical wrials testing the effect n'Fmihinqi:aimprcanle& shunrs are :ﬂquirﬁl to confirm their ner benefic.



Apéndice | 69

Antifungal agents for preventing fungal infections in non-
neutropenic critically ill patients

Flliore f:nid'rr:}- Pla‘l,"fqmlj. .ﬁllgl:la C Webster®, Tania © Sarrcll®, Jonathan C Cnig"

'Infection Manapement Services, Princess Alexandra Hospiral, Woolloongabba, Australia, “School of Public Health, University of
Sydney, Sydncy, Australia Ientre for Infectious Diseases and Microbiology, Westmead Hoapital, Westmead, Aastralia “Centre for
Kidney Rezearch, The Children’s Hospiral ar Westmead, Westmead, Australia

Contact address: Ellioty Geoffrey Playford, Infection Msumgﬂnen!Servjr.n, Princess Alexandra Hospital, Ipswich Road, ‘lI"lmﬂmlngnhhu.
Queensland, 4102, Australia, g:urrrq'_p|u:.'|-urd.@|‘1nitll.q|d.3ﬂw.m.

Editarial group: Cochrane Anaesthesia Group.
Publication status and dage: Edited (no :Ila.ng: o conclusions), Pul:!lh]!l.c:l i lssue 1, 208059,
Heview content assessed as up-to-date: 7 Movemnber 2005,

Citation:  Playford EG, Webster AC, Sorrell TC, Craig JC. Anvifungal agents for preventing fungal infections in non-
newtropenic cricically ill patients. Cocfmane Database of Swtemasic Reviews 2006, lsue 1. A Moo CDO04920. DOI:
10,1002 1465 1 858 CTHOG0 20, pub2.

Copyright € 2009 The Cochrane Collaboration. ublished by John Wiley & Sons, Led.

ABSTRACT
Hn:ltgrnund

Tnvasive fungal infections, imporeant causes of morbidiny and mosealiey in crigcally illpal:irnl.u.. may be preventable with the prophylacoc
administration of annifungal agents,

Objectives

Thix studdy aims to systematically ideneify and summarize the effects :b}':n!iﬁmFl proghylaxis in nen-neutropenic critically il adult
paticnts on all-cause n‘lwu].il}- and the incidence of invasive fml.pl infections.

Search methods

We searched the Cochrane Cenrral Regisrer of Conrrolled Trials (CENTRALY, (fhe Cacbrawe Library, lse 3, 2005), MEDLINE
{1966 wo 2 September 2005), and EMBASE (1980 to week 36, 2005}, We also handsearched reference lists, abstracts of conference

proceedingy and scientific mectings (1998 to 2004), and contacted aurthon of included studies and pharmaceurical manufacourers.
Sclection criteria

We included randomized contralled rials i all hn-glugl:s companmng the pmpll}'f::li:: usc ufunr unlil’unpl agent or reglmen with
placeba, no antifungal, or another antifungal agent or regimen in non-neutropenic critically ill adule patients,

Data collection and analysis

Two authors independently applied selection criveria, performed quality assessmenr, and extracted dara using an intention-to-mreat
u.rl[rrm.i:h. We resolved differences by discussion. We synthesized data wang the random effects model and expressed results as relative
risk with 95% confidence intervals.

Main results

We included 12 unigue trials [l:igh[ comparing Auconazole and four ketoconarole with no anfungal or 2 nonabsorbable agent)
inwl\'ing 1606 randomieed patients. For baoth outcomes of toral nlur!a]il!}' ane invasive fungﬂ infections, almest all trals of fuconazole
and ketoconazole separately showed a non-agnificant risk reduction with prophylaxis. When combined, Huconazolelketoconazole
reduced total mortality by about 25% (relative risk 0.76, 95% confidence interval 0.59 1o 0.97) and invasive FII.I1E=I infections by about
50% (relarive risk 0.46, 95% confidence interval 0.31 ro 0.68). We idenrtified no sipnificant increase in the incidence of infection or
colonizztion with the azole-resistant fungal pathopens Candiels glabrata or O lrased, although the confidence intervals of the summary
effect measwres were wide. Adverse effects were net more commeon amongst paticnts receiving Pmp'l:rla::is. Results across all wrials were
hoemogeneous despite considerable heterogeneity in clinical and methodological characreristics.

Authory’ conclusions

Prophylaxiz with Auconazole or ketoconazole in critically ill parients reduces invasive fungal infecrions by one half and rotal morealicy
by one quarrer. Although no significant increase in azole-resistant Candlide species associated with prophylaxis was demonstrared, rials

were nof powered to exclude such an effect. In paticnes ar increased risk of invasive fungal infections, antfungal prophylaxis with
fluconazole should be considered.
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ABSTRACT
Background

Administration of intravenous therapy is a common occurrence within the hospital serting. Routine replacement of administration sets
Tuas been advocated o reduce intravenous infuston contamination. If decreing the frequency of changing intravenous administration
sets does not increase infection rares, 2 change in practice could result in considerable cost savings.

Objectives

The objective of this review was to identify the optimal interval for the roaine replacement of inira dministration scts when
infusare or parenteral nurrition (lipid and non-lipid) solutions are administered to people in hospital via central or peripheral venous
catheters,

Search methods

We scarched The Cochrane Central Rrgi:[tr of Controlled Trials (CENTRAL), MEDLINE, CINAHL, EMBASE: all from inception
1o February 2004; referenee lists of identified trials, and bibliographics of published reviews. W also contacted rescarchers in the ficld.
Wie did not have a lanpuape restriction.

Sclection criteria

Wee included all randomized or quasi-randemized controlled trials addressing the frequency of replacing intravenous administrarion
sets when parenreral nurrition (lipid and non-lipid containing soluttons) or infusions (excduding blood) were administered 1o people
in hospital via a central or peripheral catherer.

[hats collection and analysis

Two authors asesed all potentially relevant studies. We resolved diagreements between the two authors by diseussion with a third
author. We collected data for the outcomes; infusate contamination; infusate-related bloodstream infection; catheter contamination;
catheter-related bloodstream infection; all-cause bloodsream infection and all-cause moreality,

Main results

We identified 23 references for review, We excluded eight of these studies; five because they did not fir the inchusion criteria and three
because nfimnn:t:q‘ua:c data. We exmracted dara from the remaining 15 references (13 smudies) with 4783 participants. We conclude that
there is no evidence thar changing intravenous administration sets more often than every % hours reduces the incidence of bloodstream
infection. We do not know whether changing administration sets less often than

every 96 hours affects the incidence of infection. In addition, we found that there were no differences between participants with central
versus peripheral catheters; nor berween participants whao did and did not receive parenteral nutrition, or between children and adules.

Awthors” conclusions

It appears thar administration sets thar do not consain lipids. blood or blood products may be lefi in place for intervals of up 1o 96
hours withour increasing the incidence of infection. There was no evidence o suggese thar administration sets which contain lipids
should not be changed every 24 hours as currently recommended.
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ABSTRACT
Background
The use of clinical signs may not be reliable in measuring the hypnotic component of anaesthesia. The use of bispectral index 1o guide
the dose of anaesthetics may have cermain advantages over clinical signs. This is an update of a review originally published in 2007
Objectives
The objective of this review was to assess whether bispeciral index (BI5) reduced intraoperative recall awareness, anaesthetic use, recovery
tirmes and cost.
Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL] ( e Cochrine Lifrary 2009, Tsse 2), MEDLINE (1990
to 21 May, 2009), EMBASE (1990 ra 14 May, 2009) and reference lists of articles. The ariginal search was perfarmed in May 2007,

Selection criveria

We included randomized controlled trials comparing BI5 with standard practice criteria for ritration of anaestheric agents.

Data collection and analysis

Twe authers independently assessed wrial quality, extracted data and analysed the dara, We contacted study authers for further details,

Main results

We included 31 rrals. In studies l.u.ing clinscal srgn.i as control, the results demonstrared a :iﬁn.iﬁﬂm: effect of the Els-uguidod. anassthesia
in reducing the risk of intraoperative recall awareness among surgical patients with high risk of awarenes (2493 participants; OR (.24,
95% CI 0.08 to 0.69). This effect was not demonstrated in studies using end ridal anassthetic gas monitoring & standard pracrice
{1981 participants; OR 1.01, 95% CI 0,14 to 7.16). BlS-guided anaesthesia reduced the requirement for propofiol by 1.44 mg/kglhr
(662 participants; 95% C =1.95 to -0.93), and for volatile anacshetics (desflurance, sovoflurane, sofluranc) by 0. 14 minimal alveolar
concentration cquivalents (MAC) (95% C1 -0.22 vo -0.05) in 928 participants. Irrespective of the anscsthetics wsed. BIS reduced the
following recovery times: time for eye opening (2446 participants; by 2.14 min, 95% CI -2.99 1o -1.29), response to verbal command
(777 participants; by 2.73 min, 95% CI -3.92 to -1.54), time 1o cxtubation {1438 participants; by 2.87 min, 95% CI -3.74 10 -1.99),

and orientation (316 participants; by 2.57 min, 95% CI -3.30 to -1.85). BIS shortened dhe duration of postanaesthesia care wnit stay
by 7.63 min (5% CI -12.50 ta -2.76) in 1940 participants but did not significantly reduce time to home readiness (329 participants;
7,00 min, 95% CI -30.11 to 16.09),

Authors' conclusions
Bl5-guided anacsthesia could reduce the rsk of intraoperative recall in surgacal patients with high risk of awareness in studies using
clinécal signs as a guide o anaesthetic practice but not in studies using end tidal anaesthenic gases as a guide. In addition, anaesthesia

guided by the BIS within the recommended fange could improve ansesthetic delivery and postoperative recovery from relatively deep
anacsthesia.
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ABSTRACT
Background
Pulse oximerry is extensively used in the perioperative period and might improve pariens outcomes by enabling an early diagnosis and,
consequently, correction of perioperative events thar might cause postoperarive complications or even death. Only a few andomized
clinical trials of pulse aximerry during anaesthesia and in the recovery room have been performed thar describe perioperative hypasasmic
oventy, postoperative cardiopulmonary complications, and cognitive dysfunction.
Objoctives
The objective of this review was 1o ases the offecn of pertoperative monitoring with pulse oximetry and 1o clearly identify the advene
outcomes that might be prevented or improved by the use of pulse oximetry.

Secarch methods

W searched the Cochrane Central Register of Controlled Trials (CENTRAL) { The Cocfraane Libnsry 2009, lssue 2} MEDLINE {1966
to May 2009), EMBASE (1980 to May 2009), CINAHL (1952 1o May 2004, IS] Wb of Scicnce (1956 ro May 2009}, LILACS
(1982 o May 2009), and databases of angoing trials; and checked the reference lists of prials and review arricles.

Selection criteria
We included all conmralled trials thar randomized patients to either Fuhem:imcrr_\r or no pulse oximenry during the Periupemi.w: period.
Data collection and analysis

Twa authors independently asessed data in relation o cvents detectable by pulse oximetry, any serious complications that eccurred
during anaesthesia or in the postoperative period, and intra- or postoperative mortality:

Main resulis

Searching identified five reports. We considered the studies with data from a total of 22,997 patients that were eligible for analysis. Resules
indicated thar hypoxaemia was reduced in the pulse cximetry group, both in the aperating theatre and in the recovery reom. During
observation in the recovery room, the incidence of hypozacmia in the pulse oximetry group was 1.5 to three times los. Postoperative
cognitive function was independent of perioperative monitoring with pulse oximetry. The one study in general surgery showed that
posteperative complications eccurred in 10% of the patients in the oximetry group and in 9.4% in the control group. No stagistically
significant differences were detected in cardiovascular, respiratory, neurologic, or infectious complications in the wo groups The

durarion of hospital stay was a median nfﬁ\*dﬂ}x in both groups, and an equal number of in-hospiral deaths was registered in the two

groups, Continuous pulse oximetry has the potential to inercase vigilance and decrease pulmonary complications after cardiothoracic

surgery, however routine continuous monitoring did not reduce transfer 1o an intomive care unit (ICU) or overall maortality.

Authors' conclusions

The studics confirmed that pulse aximetry can detect hypoxsemia and related cvents. However, we have found no evidence that pulse
oximetry affects the outcome of anacsthesia for patients. The conflicting subjective and objective resules of the studies, despite an intense
methodical collection of data from a relatively large general surgery population, indicate that the value of perioperative monitoring
with pulse oximetry is questionable in relation o improved reliable outcomes, effectivencss, and cfficiency. Routine continuous pulse
oximetry monitoring did not reduce either transfer to 1CU or mortaliny, and it is unclear if there is any real benefir from the application
of this :ecl'l.rmlng}r in patients whio are recovering from cardiothoracic surgery ina gcnmla.r: area.
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ABSTRACT
Background

Postoperative nawsez and vomiting is 2 common and unpleasant phenomenon and current therapies are not always effective for all

paticnts. ﬂmlln!l‘lna.p}- has been sumﬂ.td. asa pﬂnaéul: addition o the available treatment stratcgics.
Ul'.linﬂim

This review soughe to establish whar effect the use of aromatherapy has on the severity and durarion of established postoperative nausea
and vomiting and whether aromatherapy can be used with safery and clinical effectiveness comparable to standard pharmacelogical

Ercabmcnis,

Scarch methods

We searched the Cochrmne Central Register of Controlled Trials (CENTRAL) { The Coclrrane fi&u'n‘aj- 201, lsue 3% MEDLINE;
EMBASE; CINAHL; CAM on PubMed; Meditext; LILACS; and 151 Web of Science as well as grey lierature sources and the reference
lists of retrieved articles. We conducred database searches up to Augusc 200 1.

Kelection criteria

We included all randomized controlled trals (RCTE) and controlled dinical trials (CCTs) where aromatherapy was used 1o trear
postoperative nausc and vomiting, Interventions were all Lypes ufamnl:ﬂ:mp:r. A'Llumulhr.mp}' was defined as the inhalation of the
vapours of any substance for the purposes of a therapeuric benefir. Primary ourcomes were the severiny and durarion of postoperative
nausea and vomiting. Secondary outcomes were adverse reactions, use of rescue anti-emetics and patient satisfaction with treatment.

Data collection and analysis

Two revicw authors assesed risk of bias in the included studics and extracted data. As all sutcomes analysed were dichotomous, we
used a fived-effect model and caleulared relavive risk (RR) with associared 95% confidence interval (93% CI).

Main results

The nine included stedics comprised six RCTs and dhree CCTs with a woral of 402 partcipants. The mean age and range data for all
participants were not reported for all studies. The methed of randomization in four of the six included RCT: was explicitly stated and
was :Jl:qualc. lnr.umplc!r reporting of data alffected the cmnpll:!l.vclbtn of the i.llﬂl"f’!il. Cum]:la.rtd. with P’u.u:l:u. jsupfrupf] aleahal vapour
inhalation was effective in reducing the proportion of participants requiring rescue anti-emetics (RR 030, 95% CI 0009 1o 100, P
= 0.05). However, cm:llpnn:u! with standard anti-emetic treatment, im]:lmir}-l alesshol was not effective in n:dm;illg the prroportion of
participants requiring rescue anti-emerics (KR 0L66, 95% CI 0.39 1o 1.13, I* = 0.13) except when the dara from a possibly confounded
study were included (RE 0,66, 95% CI 0,45 vo 0,98, P = 0.04). Where studies reported data on patiens satisfaction with aromarherapy,
there were no statistically significant differences between the groups (RR 1,12, 95% CI 0,62 to 2.03, P = 0.71).

Authors” conclusinns

]M:I':ll'l:!':l:rl aleohol was more effective than saline pl:r.'cbo for !‘Ddll.‘il'lgi:um OpCrative famc and vormiting bt less effective than aandand
anti-emetic druﬁ:. There bn.l.rl\cltlly no reliable evidence for the use of peppermint wil.
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ABSTRACT
Background
Diugs can prevent postoperative nausea and vomiting, but their relative efficacies and side effects have not been compared within one
SEIEMAtic review,
Ohbjectives
The abjective of this review was 1o assess the prevention of postoperarive nausea and vomiting by drugs and the development of any
side effects.
Search methods
Wie scarched The Cochrane Central Register of Controlled “Trials (CENTRAL) {The Cocbrane Library, lssue 2, 2004), MEDLINE

{January 1966 1o May 2004), EMBASE (January 1985 vo May 2004}, CINAHL (1982 o May 2004}, AMED (1985 1o May 2004},
SIGLE (ta May 2004), 1S1 WOS (to May 2004), LILAC (to May 2004) and INGENTA bibliographics.

Selection criteria

W included randomized controlled trials that compared a drug with placcho or another drug, or compared doses or timing of
administration, that reported pOSTOpErative NIuses OF VOMiting 5 an ourcome.

Data collection and analysis
Two authors independently assessed trial quality and extracred ourcome data.
Main results

We included 737 studies involving 103,237 people. Compared 1o placebo, eight drugs prevented postoperative nausea and vomiting:
droperidol, metoclopramide. ondansctron, mropisctron, dolasctron, dexamethasone, cyclizine and granisctron. Publication bias makes
cvidenee for differences among these drugs unrcliable. The relative risks (RR) versus placebo varied berween 0060 and 0,80, depending
upon the drug and outcome. Evidence for side effects was sparse: droperidol was sedative (RR 1.32) and headache was more common
after ondansctron (RR 1.16).

Authors’ conclusions

Either nauses or vomiting is reported ro affect, ar moss, 80 out of 100 people after surgery. If all 100 of these people are given ane of
the listed drugs, sbour 28 would benefit and 72 would not. Mausea and vomiting are usually les common and, therefore, drugs are less
useful. For 100 people, of whom 30 would vamit or feel sick after surgery if given placeba, 10 people would benefit from a drug and %0
would not. Between ane to five paticnts out of every 100 people may cxpericnce a mild side effect, such as sedation or headache, when
given an anticmetic drug. Collaborative rescarch should focus on determining whether anticmetic drugs cause more scvere, probably
rare, side effects. Further comparisen of the antiemetic effect of one drug versus another is not a research prioricy,
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ABSTRACT
Background

Pmlaeperniw.- nausea and “cu'n.ilin;g (PONVY) are common complications Fﬂllnwing surgery and anaesthesia. Dirupgs to prevent PONY
are only partially effective. An alvemarive approach is to srimulace the I'6 acupoing on the wrist. This is an updare of a Cochrane review
first published in 2004,

Ohjectives.

To determine the efficacy and safery of P6 acupaint stimulation in preventing FONV.

Search methods

We searched CENTRAL ( The Cocbrane Library, lssue 3, 2008), MEDLINE {January 1966 o Seprember 2008), EMBASE (January

1988 o Seprember 2008), 151 Web of Science (January 1965 o Seprember 2008). the Marional Library of Medicine publication lisc
of acupuncture studics, and reference lists of articles,

Selection criteria

All randomized rrials nfletl'l.-n'bquu that stimulated the PG acupoint compared wath sham treamment or drug I:"I.:rJ.F:u' for the Pm'cnl:iun
of POMNV. Interventions used in these wrials included scupuncture, electro-acupuncrure, transcuranesus nerve stimularion, laser stim-
ulation, capsicum plaster, an acu-stimulation deviee, and acupressure in patients undergoing surgery. Primary outcomes were the risks
of nausea and vomiting. Secondary outcomes were the need for rescue antiemetic therapy and sdverse effects.

Dara collection and analysis

Twao review authors independently assexsed vrial quality and exvracted the dara. We collected adverse effect information from the teials.
We used a random-effects model and reported relative risk (RR) with associated 95% confidence intervals (95% CI).

Main resulis

We included 40 rials involving 4858 participants; four trials reported adequate allocation concealment. Twelve trials did not report
all putcomes, Compared with sham treatment PG acupoint stimulation significantly reduced: nausea (RR 0,71, 95% C1 0.61 1o 0.83)
vomiting (RR 0.70, 95% CI 0.59 w0 0.83), and the need for rescue antemetics (RR 0,69, 95% C10.57 wo 0.83), Hmroﬁenciq- among
rraals was moderate. There was no clear difference in the effectiveness of M6 acupoint stimulation for adules and children: or for invasive
and noninvasive acupoint stimulation. There was no evidenee of difference between PG acupoint stimulation and anticmetic drug: in
the risk of nausea (RR 0.2, 95% CI 0LG0 o 1.13), vomiting (RE 100, 95% C1 0.77 to 1.31), or the need for rescue antismetics (RR
0.82, 95% C10.59 to 1.13). The side effects asociared with P6 acupoint stimulation were minor. There was no evidence of publication
bias frem conwur-cnhanced funne plots.

Authors” conclusions

P acupoint stimulation prevented PONY. There was no reliable evidence for differences in risks of postoperarive nausea or vomiting
affter ' acupaint stimulation compared o antiemetic drugs.
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ABSTRACT

Background

Ower 30 studies reported that early extubation (within eight hours) appears 1o be safe withour an increased incidence of morbidity. A
benefit of the practice may be cost savings asociated with shorter Intensive Care Unit and hospital length of stays,

Objectives

Tar assess the effects of early extubation and the impact of the extubaring dinician’s profesion an morbidity, martality, inrensive care
unit and hospial length of stay, with a subgroup analysis for extubation within four hours or four 1o eighe hours,

Search methods

We searched the Cachrane Central Reggiter of Controlled Trials (CENTRAL) (issue 1, 2003}, MEDLIMNE {January 1966 to June
2003), EMBASE (January 1980 to June 2003), CINAHL (January 1982 o December 2002}, SIGLE (January 1980 to December
2002}, We scarched reference lists of articles and contacted researchers in the field.

Selection criteria

Randomized controlled rials and controlled clinical wrials of adult cardiac surgical patients (coromary artery bypass grafis, aortic valve
replacement, mitral valve replacement, sortic ansurysm repair).

Data collection and analysis

Twa reviewers independently assesed trial qualiey and extracted dara. Study authors were contacted for additional information. A meta-
analysis for most outeomes was conducted.

Main resulis

S trials were included in the review. There was no evidence of a difference berween early and conventionally extubated parients shown
in the relative risk and 95% confidence interval for the following outcomes: mortality in intensive care was 0.8 (042 to 1.52); thirey
day mortality was 1.2 (0.63 to 2.27); myocardial ischaemia was 0096 (071 to 1.30); reintubation within 24 hours of surgery was 5.93
(0.72 to 49.14). Time spent in intensive care and in hospital were significantly shorter for patients extubated early (7.02 hours (- 7.42
to - 6613 and 1.08 days { - 1.35 to - 0.82) respectively).

Authors’ conclusions

There is no evidence of a difference in merality and morbidity rates berween the study groups. Early extubation reduces intensive
care unit and hespital lengrh of stay. Srudies were underpowered and designed to show differences berween study groups rather than
equivalence between the groups.

Sugpested future areas of investigation: establishing the safery and efficacy of immediate exubation compared with early exrubarion;
establishing the most effoctive means of pain control and reducing anxiery for patients; systematic reviews of the evidence for different
parts of the paticnis journcy through a cardiac surgery episods; and the impac of the profession of the clinician making the decision
to cxtubate.
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ABSTRACT

Background

Moninvaive poitive prevure ventilation (NPFV) provides ventilatory suppart without the neod for an invasive sirway approach.
Interest has emenged in ssing MPPV 1o facilitiee carlier removal of an endotracheal mbe and decrease complications associared with
pm]mg:d intubsation.

Objectives
To summarize the evidence comparing MNPV and invasive positive pressure ventilation (IP'PY) weaning on clinical ourcomes in
intubated adults with respiratory failure.

Search methods

We scarched the Cochrane Contral Register of Controlled Trials { The Cochrmne Lifrary, bisuc 2, 2008), MEDLINE (January 1966 o
April 2008), EMBASE (January 1980 o April 2008), proceedings from four conferences, and personal fles; and contacted authors
idenrify randomized conrrolled rrials comparing NPPV and PPV weaning.

Selection criteria

Randomized and gquasi-randomired studies comparing early extubation with immediare application of NI'PY o IPFT'Y weaning in
intubated adules with respiratory failure.

Hata collection and I.I'illr!.ﬂ

Two review authors independently assesued trial quality and abstracted data according to prespecified enteria. Sensitivity and subgroup
analyses weee planned to assess the impact of (i) excluding quasi-randomized trials, and (i) the eticlogy of respisatory failure on selected
DUICHmES.

Main results

We idencified 12 trials of modesare 1o good quality chat involved 530 paracipants with predominandy chronic obstructive pulmonary
disease (COPDY, Compared to the IPPY straregy, NPPV significandy decreased moruality (relasive risk (RR) 0.5%, 95% confidence
Interval {CI) 0.38 o 0.79), ventilator amociated pocumonia (RE 0.29, 95% C1 0.19 w 0.45), length of stay in an intensive care
unit (weighted mean difference (WMD) -6.27 days, 95% C1 -8.77 1o -3.78) and hospital (WHMD -7.19 days, 95% CI -10.80 1o -
3.58). total duration of ventilation (WD) -5.64 days (95% CI 950 to -1,77) and duration of endotracheal mechanical venrilation
(WM - 7.81 days. 95% CI =11.31 to -4.31), Noninvasive weaning had no offect on weaning failures or the duration of ventilation
related 10 weaning, Excluding a single quasi-randomized trial mainmined the significant reduction in mortalicy and venrilator assaciased
pneumonia. Subgroup analyses suggested that the benefits on mortality and weaning failures were nonsignificandy greater in trials
cnmil'mg :ldl.bivrl:r COPD paticnts versus mixed pupui.'ll!ium.

Authors’ conclusions

SI.I.I'III'D.:.I'"( estimates from 12 small studies of moderate to Enuul qu.'lhl}' that included pmdnminml!lr COPD paticnts demonstrared
a consistent, positive effect on mortality and ventilator associated preumonia, The net clinical benefits asociated with peninvasive
weaning remain to be fully clecidared.
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ABSTRACT

Background

FPaticnts with acute respiratary distrow syndrome and acute lung injury require mechanical ventilatory support. Acute respiratory distres
gynidrome and acute lung injury are further complicared by ventilator-induced lung injury. Lung-protective ventilation sirategies may
lead 1o improved survival.

Objectives

To assess the effeces of ventilation with lower tidal valume on morbidity and mortality in patients sged 16 years or older affected by
acure respiratory distress syndrome and acute lung injury. A secondary objective was to devermine whether the comparison berween
bow and conventional tidal volume was different if a plateau sirvay pressure of greater than 30 o 35 cmH;0 was used.

Search methods

In our nri.ﬁinz] review, we searched databases from im:!Pn'nn uncil 2003, In this uPd.a.bcd review, we searched The Cochrane Ceneral
Register of Controlled Trials (CENTRAL), (The Cochrane Library 2006, lssue 3). We updated our scarch of MEDLIME, EMBASE,
CINAHL and the Web of Scence fram 2003 o 2006, We also updated our search of intensive care journals and conference proceedings:
databases of angeing research, reference lists and ‘grey lirerature” from 2003 to 2006,

Sclection eriteria

We included randomized controlled rrials comparing ventilation using cither lower tidal volume (Vi) or low airway vrl.ri'n'ng pressure
{plateau pressure 30 cm H; O or less), rﬂ'ull:ing in tidal volume of 7 mlﬂ:g or bess versus ventilation thar uses Vi in the range of 10 m
15 m”Eg,. in adules (16 yoars old or older).

ara collection and analysis

We independently asscssod wrial quality and extracted data. Wherever appropriate, results were pooled. 'We applicd fixed- and random-
effects models.

Main resuls

We found one new study in this update for a toral of six trials, im'ul\ling 1297 patients, which were eligible for inclusion. Maorealicy at
day 28 was ugnificantly reduced by lung-protective ventilation: relative risk (RR) 0.74 (95% confidence interval (C1) 0,61 o 0.88);
hospital mortaliny was reduced: RR 0.80 (95% C1 0,69 1o 0.92); overall morality was nor dgnificanty different if a platean pressure
less than or equal o 31 cm H; O in conrel group was wed: BR 1,13 (95% C1 (L83 o 1.45), Thene was insufficient evidence abour
marbidity and long rerm outcomes,

Authors” conclusions

Clinical heverogeneity, such as different lengthe of follow up and higher plateau pressure in control arms in two rrials, make the
inerpreration of the combined results difficule. Mormaliny is significandy reduced ar day 28 and ar the end of hospital stay. The effecs
on long-verm mortality are unknown, although the possibility of a clinically relevant benefit cannor be cxcluded.
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ABSTRACT
Background

Mechanical venrilation often causes major distress and anxiery in patients. Music interventions have been used to reduce anxiety and
distress and improve physiological functioning in medical patients; however its efficacy for mechanically ventilated patients needs 1o
be evaluated.

Objectives
To examine the effeces of music interventions with sandard care verss standard care slone on anxiety and physiologicsl responses in
mechanically ventilated patients.

Scarch methods

We searched the Cochrane Central Repister of Controlled Trials (CENTRAL) (The Coclrene Library 2010, Licue 1), MEDLINE,
CINAHL, AMED, EMBASE, Popcl NFO, LILACS, Science Citarion Index, www. musictherapyworld.net, CAIRSS for Music, Proguest
Digital Dissereations, ClinkcalTrials.gov, Current Controlled Trials, the National Rescarch Register, and NIH CRISP (all to January
2010). We handsearched music therapy journals and reference lists and contacred relevant expents w identify unpublished manuscriprs,
There was no language restriction.

Sclection criteria
We included all randemized and quasi-randomized controlled rrials thar compared music interventions and standard care with standard
care alone for mechanically ventilaved parients.

Data collection and analysis

Two authors independendy extracted the data and assessed the methodological quality. Additional informarion was sought from the wial
rescarchers, when necessary. Results were presented wsing mean differences for ourcomes measured by the same scale and standardized
mean differences for outcomes measured by different scales, Post-test seores were used. In cases of significant baseline difference, we
used clung: SOOTES.

Main results

We included eighr trials {213 participants). Music listening was the main intervention used, and seven of the studies did nor include
a trained music therapist. Results indicated thar music listening may be beneficial for anxiety reduction in mechanically venrilated
patients; however, these results need to be interpreted with caution due to the small sample sive. Findings indicated thar listening to
music consistently reduced heart rate and respiratory rate, suggesting a reluxation response. Mo strang evidence was found For blaod
pressure reduction.

Music listening did not improve oxygen saturarion level.

Mo studics could be found thar cxamined the offects of music interventions on quality of life, patient satisfaction, post-discharge
ourcemes, marality, or cost-effectiveness.

Authors” conclusions

Music lisening may have a beneficial effect on heart rate, respiratory rare, and anxiery in mechanically venrilared patients. However,
the quality of the evidence i not strong, Most studics examined the effects of listening to pre-recorded music. More rescarch is noeded
on the effects of music offered by a trained music therapia.
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ABSTRACT
Baclkground

Sevollurane induction for general anacsthesia has been f:punod.ln'bcuﬁ:. reliable and well acceped by paticnts. Sevoflurane induction
uses cither low ar high initial concentrations. The low initial concentranion rechnique involves instially administering a bow concenrranion
then gradually increasing the dose until the patient is anacsthetized, The high initial concentration technigue involves administering
high concentrations from the b:sinni.ng.. ;;nnl:i.rming until the patient is anacstherized.

Objectives

We aimed to compare the induction times and complications between high and low initial concentration sevoflurane induction in
patkcnts who received inhalational induction for peneral anacsthesia, We defined “high' as greater and Tow’ as bess than 3 4% initial

CONCETIIETION.
Search methods

We scarched the Cochrane Central Register of Controlled Trials (CEMTRAL) ( The Cocbrane Lf&nlr;rlﬂl 1. lssue 90: MEDLINE {1950

to Seprember 2011); EMBASE (1980 to September 2011): LILACS (1982 to Seprember 2011) and 151 Web of Science (1946 o
S:P:ﬂn:h-er 201 1), We also searched the reference lists of relevant articles, conference Fmﬂmdinﬁs; and contacted the authors of included

treals.
Selection criteria

We sought all published and unpublished, randomized controlled rrials comparing high versuz low initial sevoflurane concentration
inhalational induction. Our primary sutcomes were two measures of anacsthesia (time to loss of the eyclash reflex (LOER) and time
until 3 weighted object held in the patient’s hand was dropped), time to successful insertion of a lanynpeal mask sirway (LMA), and
timee to endomacheal inmubarion. Orther ourcomes were cnmp|i¢arinm of the rechnique.

Daga collection and analysis

We used the standardized methods for conducting 2 systematic review ax described by the Cochrnane Huamdbook for Spmematic Reviews af
Interventions, Twe authors independently extracred details of trial methedology and outcome data from repoerts of all mials considered
:lnﬁbi: for inclusan. All m:]_\':n'mm: made on an intention-to-treat basis, where punibll:. The overall treatment effects were extimated
by using a fixed-effect model when there was no substannial heterogeneity, whereas the random-effects model was applied in the presence
of considerable heterogencity.

Main resules

We wied data from 10 studics with 729 participants in the review, though most analyses were based on data from fewer participants,
There was suhszantial hﬁerﬁgﬂnﬂiry in the orials. Thus, our resales should be read with caunion. Ir was not passible 1o combane the tnals
for the primary ourcome (LOER) bur individual erials found faster induction times (rypically 24 o 82 seconds faster) with high inirial
concentration sevoflurane. Apnoea nppﬂrqd to be more commen in the high initial concentrasion sevoflurane group (two trials, 160
pwli:ipﬂ.nh]'. There was no evidence of a difference in the incidence Ofunlﬁl'l. 1uyng\n~pﬂ:m. beeath |m|1lhlg, bl:d}rmd.ii. salivation
and hypotension between the two groups, with the overall incidence of complications being low.

Authors’ conclusions

A high initial concentration sevaflurane rechnigue probably olfers more rapad induction of anscxthesia and a similar rae of complications
except for apnoes, which may be more common with a high initial concentrasion. However, this conclusion is not definitive.
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ABSTRACT

Background

Endoscopic retrograde cholangiopancreatography (ERCP) is an uncomfortable therapeutic procedure that cannot be performed without
adequare sedation or general anacsthesia, A considerable number of ERCPs are performed annually in the UK {ar leass 48,0000 and
many mase worldwide.

Objectives

The primary objective of our review was to evaluare and compare the efficacy and safery of sedative or ansesthetic technigques wed 1o
facilitate the procedure of ERCP in adult (age = 18 years) patients,

Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) { The Cocbrane Lidrary 2010, lsue B); MEDLINE (1950
to Scptember 2011); EMBASE (1950 1o Scprember 200 1): CINAHL, Web of Science and LILACS (all to Sepeember 2011}, We
scarched for additional snudies drawn from reference lists of retrieved trial maverials and review anicles and conference proceedings.

Selection criteria
We considered all randomized or quasi-randomized controlled smudies where the main procedures performed were ERCPs. The three
interventions we scarched for were (1) conscious sedation (wing midazelam plus opioid) veran deep sedation (using propofal); (2)

comscious sedation versus peneral anacsthesias and (3) deep sedation versus general anacsthesia. We considered all studies regardless of
which healthcare professional adminisered the sedasion.

Data collection and analysis

We reviewed 124 papers and identified four randomized wrials {with a rel of 510 participanss) that compared the use of consciows
sedation wing midarolam and mepenidine with decp sedation using propofol in patients undergoing ERCP procedures. All sedation
was administered by non-anacsthetic personncl, D to the clinical heterogencity of the studics we decided to review the papers from a
narrative perspective as opposed 1o 3 full meta-analysis. Cur primary outcome measures included mortality, major complications and
inabiliry 1o complete the procedure due 1o sedation-relared problems. Secondary aurcomes encompassed sedation efficacy and recovery.

Main resules

Mo immediate mortality was reported. There was no significant difference in serious cardio-respiratory complications suffered by
paticnts in cither sedation group. Failure to tﬂmplclr: the pruu:dun: due to sedation-related pmnbh:m:m rl.'purln‘l in ono ﬂud.:r. Three
studies found faster and better recovery in patients receiving propofol for their ERCP procedures. Study protocols regarding use of
supplemental oxygen, intravenous fluid administration and capnography monitoring varied comsiderably. The studies showed cither
maderate or high risk of bias.

Authors’ conclusions

Results from individual studies suggested that patients have 3 better recovery profile after propofal sedation for ERCT procedures than
after midazolam and meperidine sedation. As there was no difference berween the two sedation rechniques as regands safery, propofol
sedation is probably preferred for patients undergoing ERCP procedures. However, in all of the studies thar were identified only
non-anaesthesia personnel were involved in administering the sedation. It would be helpful if further research was conducred where
anacsthesia personnel were involved in the administration of sedation for ERCP procedurcs. This would clarify the extent to which
ansesthesia personnel thould be involved in the administration of propofol sedation.
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ABSTRACT
Background
Regional anaesthesia may reduce the rate of persistent (chronic) pain after surgery, a frequent and debiliating condition.
Objectives

To compare local anacsthetics and regional anacsthesia versus conventional analgeia for the prevention of persistent pain six or 12
months after surgery.

Search methods

Wi scarched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Covhnine Litrery 2012, Tssue 4), PubMed (1966
to April 2012), EMBASE (1966 10 May 2012} and CINAHL (1966 to May 2012) withour any language restriction. We used a
combination of free text search and controllad vocsbulary search. The results were limited to randomized controlled dinscal trials
(RCTz). We conducted a handsearch in reference lists of included trials, review articles and conference abstracts.

Sclcction criteria

We included RCTs comparing local anaesthetics or regional anaesthesia versus conventional analgesia with a pain outceme at six or 12
months after SUTZETY.

[ata collection and analysis

Two authors independently asmesed erial quality and extracted data, induding information on adverse events. We contacted study
authors for additional informarion. Resulrs are Prm:cd a% Pmlcd. odds ratios (OR) with 95% confidence intervals (C1), based an
random-effects madels (inverse variance method). We grouped studies according ro surgical interventions. ‘We employed the Chi? rest
and caboulared the 17 staristic 1o investigate study heterogeneiny.

Main resuls

We identified 23 RCTs studying local anaesthetics or regonal anacsthesia for the prevention of pemistent (chronic) pan after surgery.
Drata from a total of 1090 parients with outcomes at six months and of 441 patients with outcomes ar 12 months were presented.
Mo study induded children. We pooled data from 250 participanes after thoracotomy, with ourcomes at six months. Dara favoured
regional anaesthesia for the Frevcnl:inn of chronic Pair: at six months afrer thoracotomy with an OR of .33 (9506 C1 0.20 ro 0.546).
We pooled rwo studies on paravertebeal block for breast cancer surgery: the pooled dars of 89 participants with outcomes at five to six
maonths Favoured paravertebeal black with an OR of 0.37 (95% CI 0.14 to 0.94). The methodological quality of the included studies
was intermediate. Adverse effects were not studied systemarically and were reported sparsely. Clinical heterogeneity, aterition and sparse
outcome data hampered the ascxsment of effecty, cxpecially at 12 months.

Authors” conclusions

Epidural anaesthesia may reduce the risk of developing chronic pain after thoracotomy in sbour one patient out of every four patients
treated. Paravertebral block may reduce the risk of chronic pain after broast cancer surgery in about one out of every five women
treated. Our conclusions are significantly weakened by performance bias, shortcomings in allocation concealment, considerable artrition
and incomplete curcome dare. We caution that our evidence synthesis is based on only a Fewe, small studies. Maore studies wich high
methodological quality, addressing variows types of surgery and different age groups, including children, are needed.
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ABSTRACT

Background
Hip and knee replacement are common aperative procedures to improve mobility and quality of life. Adequate pain reficf is caential
in the postoperative poriod 1o enable ambulation and initation of physiotherapy. Lumbar epidural analpeda is a common modality for
pain relief following these procedures. As the use of epidural analgesia may delay the iniriation of anticoagulant thromboprophylaxis
due to the potential risk of epidural hematoma, a symthesis of the evidence is neoessary to determine whether or not alternative analgesic
maodalities are worse, equivalent, or berer than epidural analpesia.

Oihjectives

Is lumbar epidural analpeia more cfficaciows than systemic analgesia or long-acting spinal analgesia for pastoperative pain relicf in
patients after elective hip or knee replacement?

Scarch methods

MEDLINE, EMBASE, CINAHL, LILACS, and the CENTRAL were scarched from their inception to June 2001,

Selection criteria

A study was included if it was a randomized or pseudo randomized controlled clinical sl (RCT) of patients undergoing hip or knee
replacement, in which poestoperative lumbar epidural analgesia was compared to other methods for pain relick. Study sclection was
performed unblinded in duplicare.

Dara collection and analysis

Data were collected unblinded in duplicate. Information on patients, methods, intorventions, outcomes (pain relicl, postoperative
function, length of stay) and adverse events were recorded. Methodological quality was assessed using a validated 5-poine scale. Meta-
analysis was conducted when sufficient dara existed from rwo or more studies. Heterogeneity resting was performed using the Breslow-
Day method. The fived-cilect model was wied unles heterogeneity was present, in which case, a random-effeces model was wsed.
Conti dara were wzed as weighted mean differences (WMD) or standardized mean differences (SMDY) with 95% confidence
intervals (CI). Dichotomows data were summarized as odds rasics (OR) and numbers-needed-to-treat-to-benefir (INNT) or numbers-
needed-to-treat-to-harm (MINH) with their respective 95% CL

Main resules

I the first four to six howrs after surgery, patients receiving epidural analgesia had les pain at rest, based on visual analog seores (VAS),
than patients receiving systemic analgesia (SMI <0.77; 95% C1 <1.24 to <0.31). This effect was not staristically significant by 18 1o 24
hours (SMD -0.2% 95% CI -0.73 1o 0.16). Thesr abservations were based only on studics evaluating popubations consisting of total
knee replacements alone or mined populations of total hip or total knee replacements. For pain relief with movemnenr after surgery.
patients receiving epidural analgesia reported lower pain scores than patients receiving systemic analgesia in all four studies examining
these ourcomes. The choice of epidural agents may also influence the extent to which epidural analgesia differs from systemic analpesia.
The differences between cpidaral analpesia and systemic analpesia in the froquency of nausca and vomiting (OR 0.95; 95% CI 0.60 to
1:4%) or depression of breathing (OR 1.07; 95% C1 0,45 ro 2.54) were ot stristically significant. Sedation occurred less frequently
with cpidural analgesia (OR 0.50; 95% CI 0,09 to 0.97) with a number-neoded-to-harm of 7.7 (95% CI 3.5 to 42.0) patients for the
systemic analgesia group. Retention of urine (OR 3,50, 95% C1 1.63 w 7.51; NNH 4.5, 99% C1 2.3 10 12.2), inching (OR 4.74, 95%
ClI 176w 12.78; NNH 6.8, 95% CI 4.4 1o 15.8), and low blood pressure (OR 2,78, 95% CI 115 w0 6.7 NMNH 6.7, 95% CI 3.5 o
103) were more frequent with epidural analgesia compared 1o systemic analgesia. There were insufficient numbers to draw conclissions
on the effect of epidural analpesia on seriows postoperative complications, functional cutcomes, or length of hospital stay,

Authors’ conclusions

Epidural analpesia may be useful for postoperative pain relief following major lower limb joint replacements. However, the benefirs
may be limired vo the early (four o six hours) poswoperative period. An epidural infusion of local anaesthetic or local anaesthetic-
narcotic mixmure may be berter than epidural narcoric alone. The magnimude of pain relief must be weighed against the frequency of
adverse events. The current evidence is insufficient to draw conclusions on the frequency of rare complications from cpidural analpesia,
postoperative morbidity or mortalicy, funcrional outcomes, or lenggh of hospital stay.
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ABSTRACT

Background

A combination of general anaesthesia (GA) with thoracic epidunl analgesia (TEA) may have a beneficial effect on clinical outcomes
by reducing the risk of perisperative complications after cardiae surgery,

Objectives

The abjective of this review was to determine the impact of perioperative epidural anslgesia in cardiac surgery on perioperative mortality
and ardiae, pulmonary ar neuralogical morbidine We performed a meta-analysis to compare the risk of adverse events and moraliny
in patients undengoing cardiac surgery under peoeral anaoahesia with and without epidural analpesia.

Scarch methods

We searched the Cochrane Central Regiser of Controlled Trials (CENTRAL) (2002, Issue 12} in T Cacknne Lifrary; MEDLINE
(PubMed) (1966 o November 2012); EMBASE (1989 1o Movember 2012); CINHAL (1982 1o Movember 2012} and the Sclence
Citation Index (1988 o Novenber 2012}

Selection criteria

We included randomized controlled rrials comparing outcomes in adult patients undergoing cardiac surgery with either GA alone or
GA in combination with TEA.

Data collection and I.I'Illrlil

All publications found during the search were manually and independently reviewed by the rwo authors. We identified 5035 ritdes,
af which 4990 audies did noe satisfy the selection criteria ar were duplicate publications, thar were retrieved from the five different
databases. We pctrnrrrln;lz full review on 45 studies, of which 31 publicatbons met all inclusion criteria. These 31 publications reported
on a toral of 3047 patients, 1578 patients with GA and 1469 patients with GA plus TEA.

Main resules

Through our search (November 2001 2) we have identified 5035 rides, of which 31 publications met our inclusion criteria and reported
on a total of 3047 paticnts. Compared with GA alone, the pooled risk ratio (RR) for patients receiving GA with TEA showed an odds
razio (OR) of 0L84 (95% €1 0.33 1o 2.13, 31 studies) for morraling 076 (95% CI0.49 ta 1.19, 17 studies) for myocardial infarction:
and 050 (95% C1 0.21 o 1,18, 10 studies) for stroke. The redative ridks (RR) for sespiratory complications and supraventriculas
arrhythmias were 0,68 (95% CI 0.54 vo 0.86, 14 studies) and 0,65 (95% CI 0,50 wo 086, 15 snedies) respectively.

Aunthors’ conclusions

This meta-analysis of smudies, identified 1o 2010, showed thar the use of TEA in patients undergoing coronary artery bypass graft
surgery may reduce the rik of postoperative supraventricular archythmias and respiratory complications. There were no effects of TEA
with GA on the risk of moreality, myocardial infarction or neurological complications compared with GA alane.
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ABSTRACT

Background

Fast-track cardiac care is a complex intervention involving several components of care during cardisc anaesthesia and in the postoperasive
period, all with the ultimate aim of carly extubation after surgery, to reduce the length of stay in the intemsive care unit and in the
hospiral, Safe and effective fast-track cardiac care may reduce hespiral costs. This is 2n updare of a Cochrane review published in 2003,

Objoctives

To updare the evidence on the safery and effectivensss of fast-track cardiac care compared 1o conventional (not fast-rrack) care in adulr
paticnts undergoing cardiac surgery,

Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) (2012, Issue 3), MEDLINE (Jamsary 1966 to April
2012}, EMBASE (January 1980 o April 2012}, CINAHL (January 1982 1o April 2012}, and 151 Web of Science (Jamuary 2003 1o
April 2012). We scarched reference liss of articles and contacted experts in the ficld.

Sclection criteria

All randomized conmodled trials of adult cardizc surgical parients {coronary arvery bypass grafis, aortic valve replacement, micral valve
replacement) thar compared fast-track cardiac care and conventional (nor fast-srack) care groups were included, We focused on the
following Fast-track interventions that were desigived for carly exoubation after surgery, administration of low-dose opioid based general
anaesthesia during cardiac surgery and the use of a time-directed extubarion protocel after susgery. The primary cwtcome was the risk
of mortality. Sccondary sutcomes induded postoperative complications, reintubation within 24 hours of surgery, time to extubation,
length of stay in the intensive care unit and in the hospital, quality of life after surgery and hospinal costs,

Dhaea collection snd analysis

Twa review authoss independently assewed trial quality and extracred the data. Study authors were contacted for additional informarion.
We used a random-cffects model and reported relative risk (RR), mean difference (MD) and 95% confidence intervals (95% CI0.

Main results

“Tiwenty-five rrials invelving 4118 parients were included in the review. There were two studses with a bow risk of bias and nine snsdies
with a high risk of bias. There were no differences in the sk of mortality within the firse year after surgery berween low-dose vermes
high-dose opioid based general anacsthesia groups (RR 0,58, 95% CI0.28 w 1.18) and berween early exmubarion proroce] versus usual
care groups (RR .84, 5% CI 040 w0 1.75),

Therewere nesignificant differences berween low-dase versus high-dose opioid basad anassrhesia groups for postoperative complications:
myocardial infarction (RR 0,98, 95% C1 0L48 o 1.99). reintubation (RE 1.77, 95% CI 0.38 o 8.27), acute renal failure (RR 1,19,
955 CL 0.33 to 4.33), major bleeding (RE 0,48, 95% CLOULG o L44), and stroke (R 117, 95% C1 0236 w0 3.78). Compared to the
usual care, there were no sgnificant differences in the sk of postoperagive complications associated with early extubatson: myocardial
infarcrion (RE 0.94, 95% C1 0.55 to 1600, reintubation (KR 1.91, 95% CI 0.90 w0 4.07), acute renal failure (KRR 0.77, 95% Cl 0,19
1o 3.10). major bleeding (RK 0.80, 95% CI 0.45 to 1.44), sroke (R 0.87, 95% CI 0.3] o 2.46), major sepas (K 1.25, 95% (1
0.08 to 19.75) and wound infection (RR 0,67, 959 C1 0,25 to 1.83).

Although there were high levels of heterogeneity, bath low-dose opisid anaesthesia amnd the use of nme-directed extubation protocols
were associated with reductions in the time o exwbarion (3.0 w0 10,5 hours) and in the lengeh of stay in the intensive care unie (0.4 w0
8.7 hours). However, these fast-track care interventions were not associated with reductions in the tocal lengeh of stay in hospiral. Orne
hi.gh quality cost-effectiveness analysis included in a randomized contralled trial showed thar carly extubation was likely o be cost-
effecrive.

Awthors” conclusions

The use of low-dose opioid based general anaesthesia and rime-directed protocols for fast-rack interventions have similar risks of
martality and mapor postoperative complications to conventional (not fast-track) care, and therefore appear to be safe in paticnts
considered to be at low to moderate risk. These fast-rrack incerventions reduced the time 1o extubation and shortened rthe length of
stay in the intensive care unit, but did noe reduce the length of stay in the hospital.
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ABSTRACT
Bull.gmuru‘l

Aveake fibreoptic intubation (AFOT) frequently requires sedation, anxiolysis and relief of discomfort without impairing ventilagion and
depressing cardiovascular funcrion. The goal is vo allow the patient to be responsive and co-operative. Medications such as fentanyl,
remifentanil, midazolam and propofol have been reported to asise AFOL; however,these agents are associated with cardiovaseular or
respiratory adverse effects. Dexmedetomidine has been proposed as an alternative to faciliare AFOL

Objectives

The primary objective of this review is 1o evaluate and compare the efficacy and wfery of dexmedetamidine in the management of
patients with 2 difficuls or unstable airway undﬂgoing awake hibreopric inubation (AFOI).

Search methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL: 2012, baue 5), MEDLINE (1966 1o May 2012) through
Ovid, EMBASE (1980 w0 May 2012) and Web of Science (1945 o May 2012); we screened the reference lists of all dligible trials
and revicws to look for further trials and contacted authors of trials to ask for additional information. We scarched for ongoing trals
at heepelfwwew controlladrials comd and heepoliclinicaleriale govl . We reran our search of all darahases listed above on 21 NMovember
2013,

Selection criteria
We included published and unpublished randomized controlled rrials. regardless of blinding or hngusgcnfpublimim, in participants

18 years of age or older who were scheduled for an elective AFOL because of an anticipated difficulr airway. Participants received
dexmedevomidine or control medications.

Data collection and analysis

Three review authors independently extracted data on study desagn, participants, interventions and outeomes, We aseised risk of bias
wing The Cochrane Collaboration’s tool. We estimared risk ratios (REs) or mean differences (MDs) with 95% confidence internals
{Cls) for ourcomes with sufficient data; for other ourcomes, we performed a qualicative analysis.

Main results

We identified four randomized convrolled wrials (RCTs), which included 211 participants, The four wrials compared dexmederomidine
with midaralam, fentanyl, propofol or a sadium chloride placebo, respectively. The trals showed low or unclear risk of bias primarily
becawse information provided on allocation concealment and other potential sources of bias was inadequare. Owing 1o clinical her-
erogeneity and potential methodological heterogeneity, it was impossible to conduct a full meta-analysis. We described findings from
individual studics or prescnted them in tabular form, Limited cvidence was available for asscssment of the outcomes of interest for
this review. Resules of the limited included trials showed that dexmedetomidine sipnificantly reduced participants’ discomfart with
no significant differences in sirway obstruction, low oxygen levels or treatment-emergent cardiovascular adverse events noted during
AFO compared with control groups. When the scarch was rerun (from May 2012 to November 201 3), it was noted that four studies
are awaiting asscament. We will deal with these studies when we updare the review:

Authors” conclusions

Small, limired rrials provide weak evidence to support dexmedetomidine as an opsion for patients with an anricipared difficulr airway
who undergo AFOL, The findings of this review should be further corroborared by additional controlled investigarions.
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ABSTRACT
Backgroumd
Postoperative pain remains 1 significent problem following paediaric surgery. Premedication with 1 susitable agent may improve is
munagement. Clonidine is an alpha-2 adrenergic agonist which has ssdative, snwiolytic and analpesic properries. [t may thesefore be a
uscful premedication for reducing postoperstive pain in children.
Objectives
To evaluate the cvidence for the effectivenes of donidine, when given as s premedication, in rducing postoperative pain in children
kv than 18 years of age. We abwo sought ovidenee af any clinically significant side cffoc,
Search methods

We scarched the Cochrane Contral Regiser of Contralled Trials (CENTRALY in T Govlmawr Library (luoe 12, 201 2), Ovid MEDLINE
(1966 1o 21 December 2012) and Chid EMBASE (1982 to 21 December 200 2), as well as refierence fiits of other rebovant artiches and
enline trial megisters,

Sclection criteria

We includad all randomized (or quasi-randomised), contralled trials comparing donsdine premedication 1o placebo, 3 higher dose of
domidine, or anather agent when wsed for surgical or other imvasive procedures in children under the age of 18 yean axd where pain
or a mrrogate (princpally the noed for supplementary analgess) was reporiad.

[Dhata collection and analysis

Two authors uﬂepﬂﬂ:nﬂrpﬂ'ﬁurmdlbedﬂi:nrlﬂmh.&ndndm t}undmdlﬁ:dird’puﬂmm a-::rm.nﬂlmldrqlnllry
mdm'rlcmddm 1hqﬂm1mﬂvdmﬂmmﬁmmﬂubyﬂu:mu The data were entered into BevMan 5 for

lyses and presentation Sensitivity analyses were performesd, as appropriate, to exchide studies with a high nisk of beas.
Main results
We bdentified 11 rruals investigating 1 toeal of 742 children in arms relevant 1o our study question. Risks of bias i the snadies

were mainky low or unclesr, but two sudies had aspects of their methodology that had a high sk of bias. Overall, the quality of
the evidence from poaled sudies was bow or had undeas ridk of bis Four erisds compared donidine with o placeho of no reestment,
six triats compared clonidine with midarolam, and one il conspared clonidine with fentanyl. There was mbstamtial methodological
heterogeneity berween mials; the dose and route of donidine stminiararion varied s did the patient populstions, the types of surgery
aml the outcomes measured. It was therefoae difficult 1o combine the cutcomes of sme trials for meta-analysis.

When donidine was companed to placcha, pooling studies of low or unclear risk of bias, the need for additional analgonis was redisced
when denidine presnedication was given orally at 4 pgfkg (risk ratio (RR) 0,24, 95% confidence interval (C1) 0,11 0 0,51), Only
one wrmall rial (15 patients per anm) comparcd chonidine to midasolam for the same ocome; this also feund a reduction in the meed
for additional postoperative analgess (RR 0,25, 95% C1 0.09 0 0.71) when donidine premedicstion was given orally ar 2 or 4 pg/
kgt conspared to oral midamlam at 0.5 mgfkg. A trial comparing oral donidine ar 4 kg with intavenous fentamd at 3 pgfkg found
no satisically significant difference in the nesd for rescue analpesis (RE 0.8, 95% C1 0.56 m 1.42). When clonidine 4 ppflg wa
compared to clonidine 2 pplkg. there was 3 stiasally F.l.ﬁn.rltrllﬁﬂ'mmd‘l: ber of pari iring: adiditional analgesi
in favour of the higher dote, as reported by a single, higher-qualicy trial (RR 0,38, mﬂi}l&mﬂ.ﬁﬁ]

The cffect of domidine an pain sones was hard 1o interpret doe to differenoes in study methodology, the doses and rowute of drug
sdminisraton, and the pain scale usal. However, when given at a dose of 4 gk, donidine may have redusced anslpesia requirements
lﬁ'ﬂww Thesze weee o significant side effecns of clonidine thar were reposted such aa severe hypotension., besdycardia, or cxcessive

dation tequiring intervention. However, several snudies used armopine prophylactically wich the aim of preventing wch sdverse effecte
Asthors’ conclusions
“There were only 11 rebevant trisls ssdying 742 chaldeen having surgery where premedication with dlonadine was d 1oy plascebso o

ather drag vreatment, Diespite heteropensity berween trials, chonidine premedication in an sdequate dosape (4 ppky) wermh.lﬂa
benehicial effect on postoperative pain in children, Side offects were minsmal, but some of the audics wed stropine prophylscically with
the inention of preventing bradycandia and hypotension. Further rescarch i required to determine under whar conditions clonidine
premedication is mos effective in providing postoperarive pain relicf in children.
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ABSTRACT

Background
The central venous catheter (CVC) i a commonly wed device in managing scutely il patients in the bospital, Bloodstream infoctiona
are major complications in patients whe require a CVC, Several infection control measures have been developed to reduce bloodstream
infections, one of which i CVIC impregnated with variows forms of antimicrobials (either with an antiepeic or with antibiotics).
Ojectives

We aimed to assews the effects of antimicrobsal CVCs in reducing clinkcally disgnosed sepuis. established catheter-related bloodstream
infection (CRBST) and morality,

Scarch methods

We used the standard search strategy of the Cochrane Anaesthesia Review Group (CARG), We warched MEDLINE (OVID 57 {1950
w0 March 2012}, the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cocfirae Litmery, lsue 3, 20120, EMBASE
(1980 m March 2002}, CINAHL (1982 to March 201 2) and other Interner resources using 1 combination of keywonds and MeSH
headings.

Selection criteria

We inclugled randomized contralbed trials thar sscssed any rype of impregnated cutherer against cither non-impregnated catherers or
eatherers with another impregnaion. We exclisded crons-over studica.

Data collection and analysis

We exrracred daes wing the wandard methods of the CARG. Two swthor independently asscssed the relevance amd risk of béss of the
retrbeved] reconds. We cxpressed our results using risk ratio (RR), sbwolute sk reduction (ARR) and numbser necd 1o treat to benedit
(NMNTB) for catcgorical data and mean difference (MDY for continuows data where appropriate with ther 95% confidence intervals
(CLs).

Main pesulia

We inchuded 56 sudics with 16,512 catherers and 11 rypes of annimicrobial impregnations. The taal number of participants eneolled
was unchear a5 some studies did not provide this information. There weee low or undear risks of bias in the included sudies. except
fior blincding, which was imposible in mest sudies due w0 different appearances between the cathetens asessed. Overall, catheter
impregnation significamtly reduced CRBSE with an AR of 2% (95% C1 3% 10 1%), RE of 0,61 (95% C1 0.5] w0 0.73) and NNTR
of 30, Catherer impregnation sl reduced catherer colonization, with an ARR of 109 (95% C1 13%: 1o 7%), RR of 0,66 (95% C1
0.58 1o 0.75) and NNTB of 10, However, catheter imregiation made no significant differense o the rates of clinically diagnossd
sepets (RE 10 (95% C1 0.88 to 11330 and all-cause mormality (RR 0,88 (95% C1 075 to LO5)).

In our mibgroup snabyses, we found thar the magninudes of benefits for impregnared CVCs varied in studies that enrolled different rypes
of participants. For the outcome of catherer colonization, catheter imprepnation conferred significant benehit in wudies conducred in
intensive care units (L) (RR 0068 (95% C1 0,59 to 0.78)) but not in sudics conducted in heematological amd oncelogical unis
(RR 0.75 (95% C1 050 oo L1} or studies that assexied predominantdy patients who required CVCa for bong-term total parenteral
nutrition {TTR)RR 059 (95% C1 074 o L34)). However, there was no such variation for the sarcome of CRBSL The magninude
of the effects was slio not affected by the participanty” heseline rids.

There weore no significant differences between the impregnated and non-impregrated groups in the rates of adverse offects, including
thrombosiv/thrombophlcbitis, bleeding, erythema and/or tenderness at the insertion site.

Authors’ conclusiens

This review confirms the effectiveness of antimicrobial CVCs in improving such ourcomes as CRBST and catherer colonirarnion,
However, the magnitude of benefits in catheter colonization varied scconding 1o the setting, with significant benefits only in studies
conducted in FCUs. Limited evidence suppests that antimicrobial CVCs do not appear to significantly reduce dinically diagrosed sepsin
or mortality. Our findings call for caution in inely rece ding the use of antimicrobial-impeep; § CVCs across all settings.
Further randomized ¢ lled rrials ing amtimicrobisl CVCs should include impomant dlinical cuscomes like the overall rases of
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ABSTRACT

Background

Hazardous drinking has been sssociated with an increased postoperative complicarion rate after surgery. Commaon complications include
postoperative infections, cardiopulmanary complications, and bloeding episodes. Preoperative abstinence may to some degree reverse
aleohaol-induced pathophysiclogical processes and thus prevent pastaperative complications.

Obsjectives

To assess the effect of preoperative aleohol cessation interventions on the rare of postoperative complicarions including mortalicy in
hazardous drinkers, To assess the effect of preoperative aleshol cossation interventions for hazardous drinkers on aleshol use in the
pastoperative period and in the long term.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CEMTRAL) ( The Cocfraie Library 2011, lsue 9): Ovid MEDLINE
{1966 to September 2011); Ovid EMBASE (1966 to Seprember 2011); CINAHLL via EBSCOhast (1952 to Seprember 2011). We
combined the MEDLINE scarch stravegy with the Cochrane highly sensitive search stravegy, as contained in the Cocbrane Handbook
Jfor Sysematic Revicws g“fmﬁm. to identify randomized controlled crials (RCTs).

Selection criteria

We included all randomized controlled trials (RCTs) thar evaluared the effects of a preoperative aloohol cessation intervention on
pastoperative complications or postoperative aloohol consumption, ar both, in the short and long term in hazardous drinkers . We
exclisded intranperative and postoperative aleohal interventions.

Dara collection and analysis

Three authors independently assessed studies vo derermine eligibiliny and exeracved dara using a rool based on puidance in the Cosfnene
Hirnudbook for Syrtematic Reviewn of Tnterventions, Where required, we obtained additional information through collaboration with the
original author, We presented the main outcomes as dichotomous vasiables, Where data were available, we planned 10 conduct subgroup
analyses av well as a senstivity analysis to explore risk of bias,

Main resulrs

We inclisded rwo smudies which involved 65 !uricnr.n. Both sudies were RCT: cwﬂlnl:ing the effecy of intensive alcohol cessation
interventions including pharmacologscal strategies for aleshol withdrawal and relapse prophylasiz.

Chur printary outcome medsure was postoperative complications and in-hospital and 30-day martalityg. Meta-analysis showed an effecy
on the overall complication rares (odds ratio (OR) 0.22; 95% confidence interval (C1) 0008 vo 0.61; I = 0.004). There was no significant
reduction of in-hospital and 30-day morality (OR 0.39; 95% CI 0.06 1o 2.83; P = 0.35).

Secondary cutcomes included length of say and postoperative aleohel use, Mo significant reduction was found.

Authors' concusions

Based on the finding of two sudies, it appears thar intensive preaperative alcohol cessation interventions, including pharmacolagical
srrategies for relapse prophylasis and withdrawal symproms, may significantly reduce postoperative complication rates. No effect was
found on marality rates and length of stay.

The effect of preoperative aleohel cessation intervention should be further explored in an effort 1o reduce the adverse effeet of aleohel
use on surgical outcomes. The number needed 1o screen o idenrify eligible parients for alcohol intervention studies in surgical sertings
scems 1o be exmemely high. This may indicare that these studies are difficult ro perform. Nevertheless, riming, duration and intensiry
of aleohol cessation interventions need to be subject to further investigation,
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ABSTRACT

Background

hmmmlwpdmﬂmﬂmmupﬁmnmhﬁmmmmmphmdm
tions, shower wound healing, increased risk of ifection, and may complicate the induction of hesia and imypeds

meevery, To roduce patient ansiery, sodstives and anti-anxiery disgs are rogulaly sdminisened hhrmml-lrmmmurnﬁm
have negative side cffecs and may proleng pasient reoovery. Therefore, increising i b being paid to 3 variety of non-pharms-
cological interventions for reduction of preoperative anxiery such as mussc therapy and manic medicine interventions. Interventions
are cuteporized as ‘music medicine when pasive limening to pre-recorded music i offered by medical personinel, In contras, music
therapy requires the implenientation of a masic imterverstion by @ trained music therapist, the presence of o therapeutic proces, and
the use of persomally ailored music experiences. A 5 ic review was needed to gaupe the efficacy of boch music therapy and music
medicane interventions for reduction of prooperative anxiery.

Objectives

To examine the effects of music interventions with standasd care versus standand care slone on preoperarive anxety in surgical patients.
Search mothods

We scarched the Cochrane Central Register of Controlled Trisls (CENTRAL) ( T Gacbrane Library 2012, st 7, MEDLINE (1950
o Augusr 2012), CINAHL (1980 to Aagast 2012}, AMED (1985 1o April 2001 1; we no longer had sccess ro AMED afer this darel,
EMBASE (1980 to Augasr 20120, PaycINFO (1967 1o Augua 2002), LILACS {1982 to Aaguse 2002}, Science Cirastion Index (1980
o Augst HH ), the specialist mussc therapy reseanch database (March | 2008: darabase is no longer funcrional], CATRSS for Misic
(b0 Angust 2012), Proquest Digiral Dissestations {1980 to Auguas 2002}, Clinical Triale gov (2000 to Augast 2012}, Current Conerolled

Tirials { 1998 to Auguse 2002), and the Mational Rescarch Register (2000 to September 2007), We handscarched mausic therapy pournals
and meference liits, and contacted rebevant experts 1o identify anpublished manascripo. There wae no language reseriction,

Selection criteria

We induded all andomized and quasi-randomized il that compared music meer amd fard are with seandard care alone
For reducing preaperative anxicry in mengical patients.

Data collection and analysis

Two review authors independently extracted the data and assessed the risk of biss. We contacted authors to obtain missing dasa where
needed. Where possible, peslts were presented in meta analyses usbng mean differences and standardized mean difforences. Post-test
wores were ted, In cases of significany bascline differences, we used change scores,

Main pesabs

W included 26 triaks (2051 parvicipant). All susdies wsed listening to pre-recorded music. The resubts suggested thar miusic listening
may have a beneficial effec an preoperative anmery. Specifically, music listening resulted, on average, in an anxiery reduction that was
572 wnita greater (99% C1 -7.27 wo 417, P < 0.00001) than chat in the standard care group o mecansred by the Stair-Trait Anodery
livensory {STAL-5), and 060 standandized wnirs (95% C1 0,90 o 0031, e 0.0001) on other snxicry scales. The sendes alio sygeested
a sl effect o hewrt rate and diastolic blood pressre. bt no support was found for reductions in sysolac blood presoure, respirarory
eare, and skin remperature. Mot risls were asered o be g high risk of biss becae of bick of blinding. Binding of cusceme aseson
is often impossible in music therapy and music medicine studies that we subjective outcomes, unless in studies in which the music
Imtervention i compared to another treatment intervention. Bocanse of the high risk of bias. these resulits noed 1o be interpreted wath
canigian,

Mone of the sudies included wound bealing, infection rate, tme 1o dischange, or patient srisfsction o autcome varisbls. One lige
ulﬂrfmﬂdd\-mui:lil.nﬂlin‘wxmwhuhﬁlmmindmmdnmdqﬂrdﬁc&ﬂ
Im redcing phyniclogical responses. Mo advene effects wene identified.

Authors” condlissiomns

This systematic review indicates that mussc listening may have a beneficial effect on preoperative aniety. These findings are consistent
with the findings of three other Cochirane systematic reviews on the une off missic intorventions fsr anxicty rediscthon in medscal patients,
Therefore, we conclude thar music interventions may provide a viable alternative to sedatives and anti-anxiery drugs for reducing
proaperative anwicty,
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ABSTRACT

Background
Studics have suppoied that increasing whole body blood flow and axygen delivery sround the time of segery reduces. monality,
marbudity snd the cxg af major operasi

Uthjectives

Tor describe the effeces of incressing perioperative blood flow wsing fuids with or withour incwropes or vascactive drugs. Cutcomes
were mostality, morbsdity, resarce wilization and healeh saoee

Scarch methads

We searched CENTRAL (T Cactonrar Lebrary M1 2 lage 1), MEDHINE (1966 1o March 20021 and EMBASE (1982 1o March
2002). We manually searched the procesdings of major conferences and § al reference darak up 1o December 2011, "We
eantactes] experts in the fickd ard pharmaceatical companies for published and unpublished daes

Selecrion criteria

Weincluded randomized controfled trials with or withous blinding. We induded studies imvolving adudt patsents (aged 16 years on older)
wnslerpoing wirgery (patients having a § bire i am operating reom), The intervention met the following criteria, Terioporative’

was defined a5 stanting up o 24 hours befose susgery and sopping up 1o six hours sfier surgery. “Targeted w increase global blood flow’
wias defined by explicit messused poals that were preater than in conerols, specifically one or mare of candisc indes, oxygen delivery,
YR ption, stroke vol {and the respective derived indices), mined venows oxypen saturation (SY0;), axygen extraction
eatio [0 ER} or laceate.

Dhata collection and analysis

Twn suthoes indeperudently extracted the deta, We contscred mudy authors for sdditional daes, We used Review Mansger software,

Main resulis

W inchided 31 spudien of $202 pantbeipanes. Thers was pe difference fn morealin: 2822615 [10.8%) died in ehe control group and
23RL267T (B.9%) in the temtment group, RE of 0.89 (95% C1 0.76 to 1.05, P « 0.18), However. the resubts were sensitive to analytical
micthiods and the ingervention wa better than comtml whes lnverse variance of Maenze-Hessiee] random-effecrs imemlels were ued, RR
of 0,72 (95% C1 0,55 10 0.95, P » 0,02). The resubis were alio sensitive 1o withdrewal of insdies with methodalogical limisations, The

rates of three neorbiditios weee soduced by § g lobal blood Bow: renad R, RE of 0071 {95% C1 057 10 00N0): respiratory
Eﬂ.lm-R.Rnfﬂ',il{mﬂﬂﬂmﬂlﬂhaﬂdmﬂdln&uinuﬂ.ﬂnfﬂ.ﬁ!{‘ﬂi\ﬂﬂﬁ!mﬂ“l There were o differences in
the rates of nane other motbiditiec srthythmia, p ia. nepain, ababonimal infection, wrindry e infeation, myocandial inf;

congestive cudiac fashee or pulmonary cedena, or venous thrombosis. The mmber of patienes with complications was redusced by
the inservencion, RR of 0.68 (95% C1 0.58 co 0.80). Hospieal denprh of way was reduced in the erearment group by o mean of 116
days (5% Cl 0043 10 1ES, P e 000021, There wan oo differencr in crithcal care longth of stay. There were inufficient data s commen
on quality of lifc and cont effectivencn.

Authan” conclusions

It pemmaing uncertain whether i i blood Aow using Buaids, with or withaus inotmpes or vasosceive drsgs. eediaces morlity in sduln
tandevgoing surgery. The primany analysts in this poaee (mostaliny at kongest follow-iap) showed na difforence beewem the intereontion
l.ndnnun'nLhm:|I|i1mﬁm:mﬂdwmlhmﬁﬂmﬁ:mmmﬁmﬂnﬁmmwmmh
daminsted by 3 single luge RCT, Owerall, for cvery 100 patiesits [n wheam oo Bow s ncreased prrioperatively to defined poals. one
can cxpect 13 in 100 paticars (From #0000 co 277100} to avesd & complicasion, 2100 1o avoid pensl impaisment (from 87100 o 6/
BOHKS, 57100 2o sveid ne-piurqrr Failiare {froen 1000100 e SP00G0), amd 47 100 1 avesd Wh: wonied lafection (From 1V100 e
G/100). On sversge, paticnes receiving the intervention sy in hospil one day less b is unlikely thar the inervention causes harm,
The balance of carnt evidence doo not support widosproad implementation of this approach 1o reducr martalicy but doos sigees
that complications and duration of hospital stay are reduced.



Apéndice | 92
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ABSTRACT

Background

Auromared closed loop systems may improve sdapration of the mechanical support 1o a patient’s ventilatory needs and Facilisare
systematic and early recognition of their ability 1o breathe spontancously and the potential for discontinuation of ventilation.

To compare the duration of weaning from mechanical ventilation for critically ill ventilated adules and children when managed with

automared closed loop systems versus non-automated strategies. Secondary objectives were to determine differences in duration of
ventilation, intensive case unit (ICU) and hospinal length of saay (LOS), morwality, and adverse events.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Cachrane fibnery 2011, lssue 2); MEDLINE
(OwidSPY (1948 ro August 2001); EMBASE (OvidSFP) (1980 to Auguse 2011); CINAHL (EBSCCrhost) (1982 1o August 2001); and
the Latin American and Caribbean Health Sciences Literarure (LILACS). In addition we received and reviewed aure-alers for owr
search strategy in MEDLINE, EMBASE, and CINAHL up o Auguss 2012, Relevant published reviews were sought wsing the Database
of Abstracts of Reviews of Effects (DARE) and the Health Technology Assessmene Diatabase (HTA Databasch. We also scarched the
Web of Science Procesdings: conference procesdings; trial registration websites; and reference lists of relevans armicles.

Selection criteria

We included randomized controlled rials comparing automared closed loop ventilator applications to non-automated weaning strategics
including non-protecolized wual care and protocolised weaning in patients over four weeks of age reeeiving invasive mechanical
ventilation in an intensive care unit (FCL).

Data collection and analysis

T sisthors independently extracted sudy data andd asscssed sk of bisa, We combined dara into forest plot using random-cffocs
modelling. Subgroup and semitivity analyses were condiscted scconding 1o a prion critera

Main resulis

Pooled data from 15 cligible erials (14 adult, one pacdistric) totalling 1173 paricipants (1143 adulis, 30 children) indicased that
autamated cosed boop systems reduced the goometric mean durasion of weaning by 32% (95% C1 19% to 46%, P = 0.002]), however
heterogeneity was substantial (17 = 8%, < 0.00001). Reduced weaning duration was fosnd with mived or medical 10U populations
(43%, 95% C1 5% to 65%, I = 0,02 and Smarcare/PS™ (31%, 95% C1 7% w 4%%, P = 0,02} bur ot in surgical populations or
using other systema, Awtomated chosed loop systema reduced the duration of ventilation (17%, 95% C1 8% 1o 26%) and 1CU length
of may (LOS) {11%, 95% C1 0% w0 21%), There was no difference in momality rates o hospital LOS, Ovenall the quality of evidence
was high with the maporicy of trials rated as low nsk.

Authors” condlusions

Automated closed boop sysems may result in reduced duration of weaning, ventilation, and [CU stay. Reductions are more [ikely to
oceur in mized or medical ICU populations. Due to the lack of, or limited, cvidence on automated systerma other than Smarteare!
PE™ gnad Adsptive Support Vennlation no conclusions can be drawn regarding their influence on thess outcomes. Due o substantial
heterogensiry in eraals there s 3 need for an sdequarely powerad, high qualing, muli-centre randomined controlbod sl in aduls
thar excludes simple 1 wean” patkents. There i 3 pressing need for further techological development and research in the pacdiatric
populatien.
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ABSTRACT
Background

Cataracy is defined as loss of ransparency of the nanural lens and is usually an age-related phenomencn, The only recognized treacment
available for cataract involves surgery. An ideal anaesthetic should allow for pain-free surgery with no systemic or local complications.
It should be cost effective and should facilitare a stress-free procedure for surgeon and patiens alike, Topécal anaesthesia involves
applying anaesthetic eye drops to the surface of the eye prior to and during surgery. This has found large scceprance especially in the
USA where it is used by 61% of cataracy surgeons. Many surgeons who perform cataract surgery under topical anscsthesia also use
intraoperative supplementary inracameral lidocaine (injected directly into the anterior chamber of the eve). The benefits and possible
risks of intracameral lidocaine have been asseaed by a number of randomized controlled wials, but the reults have been conflicting
and many of the endpoines have been heteropencous.

Objectives

The primary objective of this systematic review was 1o assess pain during surgery and parsent satisfaction with topical anaesthesia alone
compared to topical anaesthesia with intracameral anzesthesia for phacoemulsification. The secondary objectives were to amess adverse
cffects and complications areributable to choice of ansesthesia and the need for additional anscsthesia during surgery.

Search methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Coclrrane Litrrary 2006, lsuc 2), MEDLINE (1966
o May 20061, EMBASE (1980 ro May 2006} and LILACs {1982 to 3 May 2006). We also scarched the reference lists of the identified
studses and the Science Citation Index. We did not have any language restriction.

Sclection critoria

We included anly randomized controlled trials (RCTs) comparing topical ansesthesia alone 1o topical ansesthesia with intracameral
lidecaine,

Dhaea collection and analysis

Two authors independently asscased wrial quality and extracted dara. For dichotomous outcomcs data were prosented as odds ratios.
For continuous sutcomes the weighted mean difference was employed. A random-effeets model was used unless there were fewer than
three trials in a comparison, where a fived-cffeet model was wied. We cxplored heterogeneity berween trial results wing a chi-squared

test.

Main resules

A rotal of r:iﬂl'ﬂ. erials uunpu'ising of 1281 ;.ul:inrh were identified for :n:!ysis. Our dara ;mnpclrimm showed a signifu.:nﬂr lower
intraoperative pain perception in patient groups using supy 1 ary intracameral lidocaine, although the difference was small. No

significant difference was demonstrated berween the groups receiving topical anacsthesia alone and topical combined with intracameral
anacithesis in terms of the need for supplemental ansesthesia, intrsoperative adverse events or comeal toxicity,

Authors' conclusions

The use of intracameral unpreserved 19 lidocaine is an effective and safe adjunce 1o ropical ansesthesia for phacoemulsfication cararact
MUTREDY.



Apéndice | 94

Beta lactam antibiotic monotherapy versus beta lactam-
aminoglycoside antibiotic combination therapy for sepsis

Mical Paul’, Simona Grozinsky®, Karla Soares-Weiser®, Leonard Leibovici*

!nfections Drscases Unit and Deparement of Medicine E, Rabin Medical Center, Perah-Tikva, lsracl. *Internal Medicine E, Rabin
Medical Center, Perah-Tikva, lsrael, *Enhance Reviews, Kfar-Saba, lirael. "Department of Medicine E. Beilinson Campus, Fabin
Medical Cenrter, Petah-Tigva, lsracl

Contsct address: Mical Paul, Infectious Diseases Unit and Department of Medicine E, Rabin Medical Center, Beilinson Campus,
PerahsTikva, 49100, Isracl. pill pel@zahav.ner.il.

Editorial group: Cochrane Anaesthesia Group.
Publication status and date: Edited (no change o conclusions), published in lsue 1, 2009,
Review content asscssod as up-to-dates 10 Movernber 2005,

Citation: Paul M, Grozinsky 5, Soares-"Weiser K. Leibovici L. Beta lactam antbiotic monotherapy versus beta lactam-aminoglyco-
side antibiotic combination therapy for sepsis. Cocfirane Database of Syrtermaie Revierer 2006, Baue 1, Are. Noo: CDOD3344. DOL
10.1002/ 14651 858 CDM03344. pub2.

Copyright © 200% The Cochrane Callaboration. Published by John Wiley & Sons, Lid.

ABSTRACT

Background

Opaimal antibiotic trestment for sepais is imperative. Combining a beta-lactam antibiotic with an aminoghycosice anribiotic may have
certain advantages over beta-lactam monotherapy.

Objectives
We compared cinical ourcomes for beta lactam-aminoglyeoside combination therapy versus bera lactam monatherapy for sepais.
Scarch methods

We searched rthe Cochrane Cenrral Repisrer of Conrrolled Trials (CENTRAL), (7 Cocnane Lifrary, lsue 3, 2004} MEDLINE
(1966 to July 2004); EMBASE (1980 to March 2003); LILACS (1982 to July 2004); and conference proceedings of the Interscience
Conference of Antimicrobial Agents and Chematheragy (1995 1o 2003). We scanned citations of all identified stucics and contacted
all corresponding aurhors.

Selection eriteria

We included randomired and quasi-randomized trials comparing any beta-lactam monatherapy to any combination of one beta-lactam
and one aminoglycoside for sepsis.

[rata collection and analysis

The primary outcome was all-cause farality. Secondary outcomes included mrearmen failure, superinfections. colonization, and adverse
events. Twa authors independently collecred data. We pooled relarive risks (RR) with their 95% confidence intervals (C1) using the
fixed cffect model, We extracted ourcomes by intention-to-trear analysis whenever possible,

Main results

We included &4 trials. randomizing 7586 parients. Twenry trials compared the same bera-lactam in both study arms. while the remaining
compared different beta-lactams using a brosder specorum beta-lactam in the monatherapy arm. In studies comparing the same bera-
lactam, we observed no difference berween study groups with regard o all-cause faaliry, KR 1.01 (95% CI 0.75-1.35) and clinical
failure, RR 1110 (95% CI 0.95-1.29). In studics comparing different beta-lactams, we observed an advantage 10 monatherapy: all
cause fatality RR 0,85 (95% CI 0.71-1.01), clinical Gilure RR 0.77 (95% CI 0.69-0.86). No significant disparitics ernerged from
subgroup and sensitivity analyses, including the asesment of patients with Gram-negative and Preudsmonr devuginest infections. We
detected no differences in the rate of resistance development. Adverse events raves did not differ significamtly between the study groups
overall, although nephrotoxicity was significantly more frequent with combinarion therapy, KR 0.30 (95% C1 0.23-0.39). ‘We found
s h:urqg:n:ir}rf{u' all comparisons. We included a small subser of studies addressing pasients with Gram-positive infections, mainly
endocarditis. 'We identified no difference berween monotheragy and combination therapy in these studies.

Authors’ conclusions

The addition of an aminoglycoside o beta-lactams for sepsis should be discouraged. All-cause fataliny raves are unchanged. Combination
treatrment carries a dgnificant risk of nephrotoxicin.
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ABSTRACT

Background

Regponal anscvtheia comprising axillary block of the brachial plexus is a common anacsthetic technique for distal upper limb surgery.
This is an update of 3 review firt publeshed in 2006 and updared in 2011,

Dlsjectives
To compare the relative effects (benefits aned harma) of three injection technigues (single. double and multiplel of axillary black of
the brachial plexus for distal upper extreminy surpery. We considered these effects primarily in terms of anscsthetic effoctivencas; the
complication mte (reurclogical and vascular); and pain and discomifort caused by performance of che block:

Scarch methods

We searched the Cochrane Central Register of Controlled Trials ({CENTRAL) (The Cachrane Lifnery), MEDLINE, EMBASE and
reference lias of erials. We contacted trial author. The date of the Last search was March 2013 (updated from March 2011).

Sclection criteria

We included rmndomized conrolled trials thar compased double with single-injection technigques. multiple with single-injection rech-
niques, or multiple with double-injection techniques for axillary block in sdults undergoing sungery of the distal upper limb, We
excluded rrials wsing ubrasound-guided techniques.

Dara collection and analysis

Independent study selecrion, risk of bis asesment and dats extraction were performed by ar least rwo investigators. 'We undermook
mcta-analysis.

Main results

Thie 21 inchsded trials imvolved a total of 2148 participants wha received regional anacsthesia for hand, wrist, forcarm or elbow surgery,
Risk of bias assessment indicared thar trial design and conduct were generally adequare; the most common areas of weakness were in
Minding and allocation conocalment.

Eight trials comparing double versus single injections showed a statistically significant decrease in primary anaesthesia failure (risk ratio
(RR 0.51}, 95% confidence interval (C1} 0.30 o 0.85), Subgroup analysis by method of nerve locatson showed thar the effect size was
greater when neurcstimulation was used rather than the rransareerial technique.

Eight trials comparing multiple with single injections showed a statistically significant decrease in primary anaesthesia failure (RE 0.25,
95% CI 0,14 o 0.44) and of incomplete motor block (KR 0L61, 95% C1 0,39 1o 0.96) in the mulsple injection group.

Eleven wrials mlnpﬂ:irlg mull‘iPh: with double injcninm showed a smlim;u:allr ﬂ'gniﬁcml decnease in Pr':rn.'u].' anacsthesia failure {RE
0.28, 95% CI0.20 ro 040} and of incomplete meotor block (RR 0.55, 95% C1 0,36 10 0.85) in the multple injection group.
Tourniquer pain was significantly seduced with mulnple injecrions compared with double injections (KR 0,53, 95% C1 0,33 1o 0.84).
Otherwise there were no statistically sipnificant differences between groups in any of the three comparisons on secondary amalpesia
failure, complications and patiens discomfort. The rime for block performance was significantly shorter for single and doable injecions
compared with multiple injections.

Authors” conclusions

This review provides evidence thar multiple-injection techniques using nerve stimulasson for axillary plexus block preduce more effective
anaesthesia than either double or single-injection rechniques. However, there was insufficient evidence for a significanr difference in
other sutcomes, including safery.
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ABSTRACT
Background

Patients requiring emerngency endotracheal intubation often require a rapid sequence induction (RS1) intubation technique to protect
against aspiration of increased intracranial pressure, or o facilitare intubation. Succinylcholine is the most commeonly wsed muscle
relaxant becanse of its fast onser and short durarion; unformunarely, it can have serious side effects. Rocuronium has been suggested as
an alternative to succinylcholine for intubation. This meta-analysis is an update since our initial Cochrane systematic review in 2003,

Objectives

Te determine if rocurcnium creates comparable intubating conditions to succinylcholine during RSI inmubation. Comparisons were
macde based on dose of rocuronium, narcotic use, emergency versus clective intwbation, age and induction agent. The primary outcome
was excellent intubanion conditions. The secondary outcome was accepiable conditions.

Search methods

In our initial systemaric review we scarched all darabases unril March 2000, We have updated thar search and searched the Cochrane
Cenitral Register of Conurolled Trials ( 7 Cocfrane Library, 2007 issue 3), MEDLINE (1966 1o June Weck 3 2007), EMBASE (1988
o 2007 Week 26) for randomized controlled trials or controlled climical trials relating to the use of rocuronium and sucainylcholine.
We included foreign language journals and handscarched the references of identified studies for addional citations,

Sclection criteria

We included all wrials meeting the inclusion critena {comparison of rocuronium and succinylcholine, main outcomes of inmsbation
conditions).

Data collection and analysis

Two suthors (JB, L or V) independently extracted data and assessed methodological quality for allocation concealment. We combined
the outcomes in RevMan using relative risk (RR) with a random-effects model.

Main resules

In carr initial systematic review we identified 40 studies and incduded 26. In this update we identified 2 further 18 coudies and included 11.
liv votal, we sdentified 53 Pul.rnlill studies: 37 were combanad For mc!l—clna]:rsi.i. Owverall, mihrl‘j’ﬂJUlbﬂ was l.upnim [ FOCUronIum,
RE 0.86 (95% confidence interval (959% CI) 0,80 vo 0.92) {n = 2690} In the group that used propofol for induction, the intubation
conditions were superior with succinylcholine (KRR 0,88, 95% C1 0,80 1o 0.97) (n = 1 183). This is contrary vo cur previous meeta-analysis
results where we reported that intubation conditions were superior in the rocuronium group when propofol was wsed. We found no
sutistical difference in intubation conditions when succinylcholine was compared ro 1.2mg/kg rocunonium; however, succinylcholine
was :IiJliu.:u:r SUPCTIGE as it has a shorter duration of action.

Authors” conclusions

Succinylcholine created superior intubation conditions to rocuronium when comparing both excellent and clinically mFu.He inmu=
bating conditions.
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ABSTRACT

Background

These are two common fechniques for postoperative pain control after intra-abdominal surgeny patient-controlled analgesia (TCA)
with intravenous opioids and continuous epidural analgesia (CEAJ. It is uncerrain which method has bemer pain control and fewer
adverse effocts.

Objectives

The objective of this review was to compare PCA opioid therapy with CEA for pain control after intra-abdominal surgery in eerms of
analgesic efficacy. side effects, patient satifaction and surgical autcome by mets-analysis of the relevant erials.

Search methods

We searched CENTRAL { Thv Coobrame Lidrary lssue 4, 20023, MEDLINE (January 1966 o October 2002), EMBASE (January 1988
to October 2002). and reference lists of articles. We also contacted rescarchens in the ficld.

Selection criteria

Randeimized contralled rials of aduls patients after intra-abdominal surgery comparing the effect of two pain control regimens in terms
of analgesic efficacy and side effecrs. In the patient-controlled analgesia (IFCA) group the parient should be able to operate the device
hirmsedf. 1n the continuous epsdural analgesia group there was no PCA device.

Data collection and I.Il-llr!i.l-

Two authors independently asseseed rrial qualiry and extracted data. Study suthors were contacted For additional infarmation. Adverse
effects information was collecved from the trials.

Main resules

Mine studics involving 711 participants were included. The PCA group had a higher pain visual analogue scale than the CEA group
during 6, 24 and 72 hour periods. The weighted mean difference and 5% confidence interval of resting pain was 1.74 (95% CI 1.30
to 2.19), 0.99 {95% €1 0.65 to 1.33), and 0.63 (95% CI 0.24 1o 1.01), respectively. The length of hospital stay and other adverse
effects were not staristically different excepr thar the incidence af prurine was lower in the PCA group, adds ratie of 0,27 (95% C1
0.11 to Q64

Authors’ conclusions
CEA i superior to opioid PCA in relicving postoperative pain for up to 72 hours in patients undergoing intra-abdominal surgery: bat

it is azeociated with a higher incidence of prurines. There is insufficient evidence o draw comparisons about the other advantages and
disadvantages of these two methods ofp.tin relicf.
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ABSTRACT
Background
Local anaesthesia for cataract surgery can be provided by either sub-Tenon or topical anaesthesia. Although there is some work sugresting
advantapes to both technigues, there has been no recent systematic amtempt to compare both techniques for all relevant outcomes.
Objectives
To compare the effectiveness of opical anassthesia (with or withous the addition of intracameral local anaestheric) and sub-Tenon's
anaesthesia in providing pain relief during cararact surgery.
Scarch methods
W scarched the Cochrane Central Register of Controlled Trials { The Coclframe Libnzey, 2006, Baue 2); MEDLINE (1990 1o July 2006);
EMBASE (1990 £o July 2006) and reference lists of articles. There were no constraints based on language ar publication starus.
Selection criteria
We included all randomized or quasi-randomized studies comparing sub-Tenvon anaesthesia with topical anaesthesia for cataract surgery.
Data collection and analysis

Two authors independently assessed erial quality and extracred dara. We contacred study authors for additional information. We alsa
collecred adverse effects informarion from che rials,

Main results

Seven studies involving 617 patients with 742 cyes operated on were cxamined. Five studies used unpaired data, with a single cye
operated on; two studics used paired data with both cyes operated on. The surgical technigque was clear corneal incison in five studies
and scleral tunnel in two. The overall quality of the studies was noc high, with one study wiple blind (parient, surgeon and assessor
blinded 1o treatment group) and three others single blind, The allocation of concealment and methods of mandomization were only
described in two studies, Three unpaired studies showed thar sub-Tenon anaesthesia Prm'ided bemer inrmpemliw.- Pﬂin relief than
topical anacsthesia (pooled weighted mean difference (fxed) 1.28, 95% CI 0.83

o 1.72), The differences in the Pr!-il'l- scores are not necessarily clinically siﬁniﬁﬂjm !lll'bnl.‘ls}l statistically n'gniﬁcmr. The differences are
not large in magnitude and are shewed to the bow end of the visual analogue scale but the studies are consistent throughout in reporting
mare pain in the topical anaesthesia group. This was alzo supparted by the one paired study which showed thar the mean pain score
in the twopical group was 1.13 (SD 1.57) comparcd with .57 (SD 1.28) in the sub-Tenon group (P < 0.001). Three of the studics
msed 2 ][LPainr wisual anlnﬂue scale, while one used a novel $apnint scale. Furcher SUpport was Frmndﬂd h:r other outcome measures.
Sub-Tenon ansesthesia cawsed more chemosis and sub-conjunctival hacmorrhage although this was purey assthetic, The more serious
complication of posterior capsule tear and vitreous loss occurred rwice as much in the ropical group than with sub-Tenon anaesthesia
{4.3% versus 2.1%).

Authors’ conclusions

Sub-Tenon anacsthesia provides beteer pain relicf than wopical anacsthesia for cataraet surgery.
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ABSTRACT
Background

Crirical illness is sssociated with unconmrolled infammarion and vascular d:mag: which can result in r|1|||lrip|¢ organ Failure and death.
Antithrombin 111 (AT 11} is an anticoagulant with anti-inflammatory propertics bur the cfficacy and any harmiul offects of AT 111
supplementation in eritically ill parients are unknown.

Ohjectives

To assess the benehits and harms of AT 111 in crinically ill In'l:iu:nu.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) { The Cocfirnite Lidmary): MEDLINE: EMBASE; Science
Citation Index Expanded; International Wb of Science; CINAHL; LILACS; and the Chincse Biomedical Literature Diatabase (up to
Movember 2006). We contacted authors and manufacturers in the feld.

Selection criteria

We included all mndomized clinical tials, irrespective of blinding o langusge, that compared AT 11 with ne intervention or placebo
in eritically ill parients.

Data collection and I.ﬂ.llr!i.i

Our primary outoome measune was mortality. We each independently abstracted dara and resolved any disagreemenis by discussion. We
presented pooled estimates of the intervention effects on dichotomous eutcomes 25 relative risks (RR) with 93% confidence intervals
{C1). We performed subgroup analyses to assess risk of bias, the effect of AT 111 in different populations (sepsis, trauma, obstetric, and
pacdiatric patients), and the effect of AT 1 in patients with or without the use of concomitant heparin. We asesed the adequacy of
the available number of participants and performed a trial sequential analysis 1o establish the implications for further research.

Main results

We included 20 randomized wrials with a votal of 3458 participants: 13 of these trials had high risk of bias, When we combined all
trials, AT 111 did not statistically significantly reduce overall mortality compared with the contral group (RR 0.9, 95% CI (.89 w0
1.03; no heterogeneity berween wrials). A romal of 32 subgroup and sensitivity analyses were carried our. Analyses based on risk of bias,
different popularions, and the role of adjuvant heparin gave insignificant differences. AT 111 reduced the multiorgan failure score among
survivars in an analysiz invalving very few patients. AT 1 increased bleeding events (RE 1.52, 95% CI 1.30 1o 1.78).

Authors’ conclusions

AT 1l cannot be recommended for eritically ill patients based on the available evidence. A randomized controlled tral of AT 111,
without adjuvant heparin, with prespecified inclusion criteria and good bias protection s needed.
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ABSTRACT

Background

Acute hypoxaemic respiratory failure (AHRF), defined as acute lung injury (ALL and acute respiratory distress syndrome (ARDS), are
critical conditions. AHRF results from 2 number of systemic conditions and is sssociated with high morrality and morbidiry in all ages.
Inhaled nitric axide (MO has been wed to improve oxygenation but its role remains controversial.

Objectives

To systematically avess the benefits and harms of INO in criescally ill patients with AHRE,

Scarch methods

Randomized clinical trials (RCTs) were identified from elecrronic darabases: the Cochrane Central Register of Controlled Trials
(CENTRAL) (The Cochratne Libnary 2010, lasue 1); MEDLINE; EMBASE: Science Citation Index Expanded: International Web of
Sciences CINAHL: LILACS; and the Chinese Riomedical Literature Database (op 1o 3 s January 2000, We contacted trial author,
authors of previous reviews, and manufactuiers in the ficld,

Selection criveria
We included all RCT, irrexpective of blinding or language, that compared INO with no intervention or placebo in children o adules
with AHRF.

Data collection and analysis

Two authom independently abstracted data and resolved any disagreements by discussion. We prosented pooled ostimates of the
intervention effects on dichotomous outcames as relasive risks (RR) with 35% confidence intervals {C1). Our primary outcome measure
waas all cause martality, We performed subgroup and sensitivity analyses to assess the effect of IND in adulrs and children and an various
dinical and physiolopical ourcomes. We amessed the rigk of bias rthrough asesment of erial methadalogical companents and the sk
of random ermor through trial sequential analysis.

Main results

We induded 14 RCTs with a total of 1303 participants: 10 of these trials had a high risk of bias. INO showed no statistically significant
cffece nnmtm]lmrl:]il‘y {40,206 versus 38,6960 (RR 106, 95% C1093 10 12X ol = and in several s-ubﬁn:!up and scru:il.in'lr In:]]nrs.
indicating robust resules. Limited data demonstrated a statistically insignificant effect of TNO on duration of ventilation, ventilator
free days, and length of stay in the intensive care unit and hospital, We found a searistically significant but transicnt improvement in
wqucm:ion in the first 24 hours, expressed as the ratio of partial pressure of OXYEEN T0 fraction of inspired oygEn and the n'l:}*gcm:ion
index (MDD 15.91, 95% CI 8.25 1o 23.56 1* = 25%). However, INO appears to increase the risk of renal impairment among adults
(RR 1.59, 95% CI 1.17 1o 2.16; I? = 0) but not the risk of bleeding or methacmoglobin or nitrogen dioxide formation.

Authors’ conclusions

INO cannot be recommended for patients with AHRE INO results in a transient improvement in oxygenation but docs not reduce
maorraliey and mav be harmful.
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ABSTRACT

Background

S-cpu.it is a common and rmquml']'_lr fatal condition. Human recombinant activated protein C APC) has been used to reduce Il'lc]’siﬁh
rate of death by severe sepsis or septic shock. This is an update of 3 Cochrane review [originally published in 2007 and updated in
2008).

Objectives

We amessed the clinical effectiveness and safery of APC for the treatment of patients with severe sepsic or sepric shock.

Search methods

For this updated review we searched CENTRAL (T Covbrene Lifnary 2010, Isue 6); MEDLINE (1966 to June 20100 EMBASE
(1980 o July 1, 2010); BIOSIS (1965 o July 1, 2010); CINAHL (1982 to 16 June 2010} and LILACS (1952 w 16 June 2010}, There
WLs no Iﬂw n::triu'iqq:.

Selection criteria

We incliuded randomized controlled trials (RCTs) assessing the effecss of APC for severe sepsis in adules and children. We excluded
studies on neonates. We considered all-cause mortality at day 28, at the end of study follow up, and hespatal mortality as the primary
aUlcdies.

[Data collection and analysis

We independently performed study selection, risk of bias assessment and data extraction. We estimated relative risks (RR) for dichoto-
mous outcomes. We measured statistical heterogencity using the 17 statistic. W used 2 randomecffects moded.

Main resulis

We identified one new RCT in this update. We included a rotal of five RCTS invalving 5101 participants. For 28-day mormality, APC
did not reduce the risk of death in adult participants with sovere sepsis (pooled RR 0,97, 95% confidence interval (C1) 0.78 1o 1,22 P
= 0.82, 1! = 689%). APC use was associated with an increased risk of bleeding (RR 1.47, 95% Cl 1.09 to L00; P = 0.01, I = 0%). In
paediarric parients, APC did nos reduce the risk of death (RR 0,98, 95% C1 0.66 1o 1.46; P = 0.93). Although the included erials had
no major limitations maost of them modified their original completion or recruitment protocols,

Authors” conclusions

This IlPd'.M’-od review found no evidence !umtn:ing thar APC should be used for treating patients with severe sepsis or sepric shock.
Additionally, APC is associated with a higher risk of bleeding, Unless additional RCT: provide evidence of a treatment effect, policy-
makers, clinicdans and academics should not promote the use of AFC.

Warning: On Owcrober 25th 20011, the European Medicines Agency issued a press release on the worldwide withdrawal of Xigris (sctivared
protein C/ drotrecogin alfa) from the market by Eli Lilly dus to lack of beneficial effect on 28-day morality in the PROWESS-SHOCK
study. Furthermaore, Eli Lily has announced the discontinuation of all ether angoing clinical rrials. The final results of the PROWESS.
SHOCK study are expocted to be published in 2012, Thas systematic review wall be updated when resules of the PROWESS-SHOCK
or other trials are published.
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ABSTRACT
Backgrouad

Death is comman in systemic inflammatory response syndrome (51RS) or sepsis-induced multisystem organ failure and it has been
thoughe that antioxidants such as N-acetyleystrine could be beneficial.

Objectives

We assessed the dinical effectiveness of int Meacerylcysieine for the treatment of patients with SIRS or sepsis.

Scarch methods

We searched the following darabases: Cochrane Central Register of Clinical Trials (CENTRAL) ( The Cacfrnre Library 2011, leue
12} MEDLINE (January 1950 to January 200125 EMBASE {January 1980 w January 20023 CINAHL (1982 to January 201 2); the
MHS Truses Clinical Trials Register and Current Controlled Trials (www.conrolled-orials.com): LILACS; KoreaMED; MEDCARIR;

INDMED:; PANTELEIMOMN; Ingenta: 151 'Web of Knowledge and the Mational Trials Register to identify all relevant randomized
comtrodled trials available for revicw.

Sclection criteria
We induded only randomized controlled crials (RCTs) in the meta-analysis,
Daea collection and analysis

We indcpﬂldmﬂ.}' pn'fnrm:ﬂ. stud.y sclection, q!.u].ll}' asscsamment and data extraction. We cstimated sk ratios (RR) for dichotomous
outcomes, We messured statistical heteropeneity wing the I* staristic,

Main resulis

We included 41 fully published studies (2768 patients). Mortality was similar in the N-aceryloysteine group and the placebo group
(RR 1.06, 95% CI 0,79 ro 1.42; I* = 0%}, Neither did N-aceryloysteine show any significant effect on length of stay, duration of
mechanical vensilation or incidence of new organ failure. Early applicarion of N-acerylcysteine 1o prevent the development of an
oxidato-inflammatory response did not affect the sutcome, nor did late application thar is after 24 hours of developing symproms. Lare
application was associated with cardiovascular instabiliny.

Authors” conclusions

Owerall, this meta-analysis puts doubs on the safery and utility of intravenous N-acetyleysteine as an adjuvant therapy in SIRS and
sepsis. Ar best, MNoacetyloyseeine is ineffective in reducing mortality and complications in this patient popalation. At worst, it can be
harmful, especially when administered later than 24 hours after the onser of symproms, by causing cardiovascular depression. Unless
furre RCTs provide evidence of mearment effect, dinicians should not routinely wse intravenous M-acerylcysteine in SIRS or sepsis
and academics should not promote s wse.



Apéndice | 103

8.4 Apéndice 4 - Abstract das revisdes sisteméticas da Colaboracdo Cochrane com desfechos
gue ndo apoiam aintervencdo, sem recomendacdo de novos estudos (B2).

Transient neurologic symptoms (TNS) following spinal
anaesthesia with lidocaine versus other local anaesthetics

husanka Fasic!, Mathan Leon Pace?

'Ikpﬂnmenl: of Anaesthesiology, University of Copenhapen, Frederiksberg Hospinal, Denmark, Frederiksberg, Denmark. !I'.Pepmm:m
aof Anesthesiolagy, University of Utah, Sale Lake Ciry, UT, USA

Contact address: Dusanka Zarie, Department of Anacsthesiology, University of Copenhagen, Frederiksherg Hospital, Denmark., Mordre
Fasanvej 57, Frederiksberg, 2000, Denmark. Dusanka Zaric@frh_regionh.dk.

Editorial group: Cochrane Anassthesia Group.

Publication status and date: Now scarch for studies and content updated (no change to conclusions), published in lsue 2, 2009,
Review content assessed as up-to-date: 14 Auguse 2006,

Citation: Zaric 1), Pece NL. Transient neurclogic symptoms (TNS) following spinal anaesthesia with lidocaine versus other local
anacsthetics. Cochrane Databae of Sytematic Reviews 2000, lssue 2. Art. Mo CDO03006. DO 100100214651 858 CDOO3006. pub3.

Copyright © 2009 The Cochrane Collaboration, Published by John Wikey & Sons, Lid.

ABSTRACT
Background

Spinal anacsthesia has been in use since 1898, During the last decade there has been an increase in the number of reports implicating
lidocaine as a possible cause of temporary and permancnt neurslogic complications after spinal anscsthesia. Follow up of paticnes
who received uncomplicated spinal ansesthesia reveabed that some of them developed pain in the lower extremities afver an initial full
recovery. This painful condition that occurs in the immediate postoperative peried was named ‘rransient neurolopic symproms’ (THNS)
Objectives

Tostudy the frequency of THS and murnlngic complications after spinal anaesthesia with lidecaine compared to other local ansesthetics.
Search methods

We searched the Cochrane Central Register of Controlled Trials Register (CENTRAL) ( The Coclrne Library, Isue 4, 2008); MEDLINE
(1966 to Auguse 2008); EMBASE (1980 1o week 35, 2008); LILACS (August 2008); and handssarched the reference lists of trials and
review articles.

Sclection criteria

We included all randomized and qu:.li-mhlumiml studies dur!q:urirq; the rmlurru:y of TNS and rlruruiog;ic wmpﬁca!i.utu affter _lPiI\.‘l]
anacsthesia with lidocaine x5 compared 1o other local anacsthetics,

Datz collection and analysis
Two authors independentdy evaluated the qualiny of the relevant snsdies and extracted the dara from the incleded studies.

Main resules

Sixteen trials reporting on 1467 patients, 125 of whem developed TNS, were included in the analysis. The use of lidocaine for
spinal anacsthesia increased the risk of developing TS, There was no cvidence thar this painful condition was associated with any
neurelogic pathalogys the symptoms disappeared spontancously by the fifth postoperative day. The relative risk (RR) for developing
TMS afiter spinal ansesthesia with lidocsine as compared 1o other local anaesthetics (bupivacaine, prilocaine, procaine, kevobupivacaine,
ropivacaine, and 2-chloroprocaine} was 7.31 (95% conhdence interval (CI) 4.16 ro 12.86). Mepivacaine was found to give similar
results as lidocaine and was therefor omitted from the overall comparison o diminish the heterogeneiny.

Authors’ conclusions

The risk of developing TNS afrer spinal anaesthesia with lidocaine was significandy higher than when bupivacaine, prilocaine, or
procaine were used, The term ‘transient newrological symproms’ implies newrologic pathology. Failing identification of the pathopenesis
of TNS, conssderation should be given to choosing a neutral descriptive term which does not imply a particular causation. One study
abaut the impact of THS on patient satisfaction and functional impairment demonstrated that non-THS patients were more satisficd

and had less functional impairment after surgery than TS patients, bur this did not influcnce their willingness to recommiend spinal
anaesthesia,
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ABSTRACT
Background

Sepuix is a commaon and frequently faral condition. Human recombinant activated pratein C (APC) has been introduced to reduce the
high risk of death associated with severe sepais of septic shock. This systematic review s an updare of a Cochrane review originally
published in 2007,

Objectives
We asscssed the benefits and harms of APC for patients with severe scpsis or sepiic sheck.
Search methods

We searched CENTRAL ( The Cocbrame Library 2012, lisue 6); MEDLINE (2010 to June 2012); EMBASE (2010 to June 2013);
BIOSIS (1963 to June 20012); CINAHL (1952 w june 2012} and LILACS (1982 o June 2002). There was no language restriction.

Selection criteria
We included randomized clinical trials asewing the effects of APC for severe sepsis or septic dhock in adults and children. We excluded

stuckics on neonates, We considered all-cane mortality at day 28 and i the end of sudy follow up, and hospital morality as the primary
oulLomics.

Data collection and I.I'I.llrlil

We independently performed trial selection, risdk of bias svesment, and data extraction in duplicate. We estimated relative risks (RE)
For dichotomous cutcomes. We measured sratistical heterogencity using the 1* saristic, Wi used a random-cffects model.

Main resuls

We identified ane new randomized clinical rrial in this updare which includes six randamized clinical rrials involving 6781 participants
in total, five randomized clinical rials in adule (N = 6307) and one randomized dinical trial in pasdiatric (N = 474) participants. All
rrials had high risk of bias and were sponsored by the pharmaceutical industry, APC compared with placebo did not sgnificantly affect
all-cause morality at day 28 compared with placebo (TB0/3435 (22.7%) versus 76773346 (22.9%); RR 100, 95% confidence interval
(CI 0.86 w0 1,16 12 = 56%). APC did noc siﬁniflﬂn:l}r affect in-hospiral mormaliy (3931767 (22.2%) versus 3701710 (22.1%): RR
1.01, 95% C1 0.87 to L16; I? = 20%), APC was associated with an increased risk of serious bleeding (113/3424 (3.3%) versus 74/
3343 (2.29); RR 1.45, 95% CI 1.08 1o 1.94; I = 09%). APC did not sgnificantly affect serious adverse events (463/3334 (13.99)
versus 4393302 (13.2%); RR 1,04, 95% CI 0.92 o 1.18; 1* = 0%). Trial sequential analyses showed thar more rrials do not seem o
be needed for reliable conclusions regarding these outcomes,

Authors’ conclusions

This updated review found no evidence suggesting that APPC should be used for rearing parients with severe sepais or septic shock. APC
scerms to be awociated with a higher risk of blecding. The drug company behind APC, Eli Lilly, has announced the discontinuation of
all ongoing clinical rials using this drug for wrearing patients with severe sepsis or septic shock, APC should not be used for sepsis or
scptic shock outside randomized clinical trials,
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ABSTRACT
M.prmuﬂ
Central venous catheters (CVCa) facilisme the sdministration of intr Jn.p.!uidl.l:lno&pmdtml.rbd parenteral murition
Wi‘lﬂﬂﬁhuhdd‘hﬂmmmﬂudﬂhMﬁlplﬂ]fd.thl.lhln dacal A mm.pd.-.qm

auncated with CVC use b acclusion of the CVC limenis), CVE oodmson can interrupt and caune sorinus delayy in sdministrathon
of freatment intcrventions,

Objretive

The primary objective of this review was to asscss the cfficacy and sfery of different imerventions used o restore patency of acchudad
CVE limen, & adules and childen

Scaivh methods

We identificd rrisls by scarching the Cochrane Contral Regiter of linical Trish (CENTRAL) ( The Cacbrane Libnery 200 1, boue 9
Crnd ST MEDLINE (1950 1o Scpeember 201 1) OvadSP EMBASE (1980 to Scpeomber 20113 and WHS Evidence CINAHL (1982
to September 200 1), We abo searched dinical criad registers. handsearched reference lists, contsceed pharmaceutical compunies and
suthan of publicationa that met the inclusion eritoria to (deneify trish.

Selextbon orlieria

We sclected randomimed controlbed trials whach imeestigated the dficey of an intervention (chemicall, sirgical ot doagh uwed o restore
patency to an sochuded CVC lumen, in either adults or children.

Dats colbection and analysis

Thiee siuthats -'Hr.-peﬂd.rndr.-ﬂuj thowe staudicn diat et el iochinbon criteria far ur;l!irr arul cagracens] the ecdovang (lats iming &
wandardired form.

Main resulis

o srmdies wers fouand thas nvemigated |h-ulﬁr_|q anud safery of either durnu:llnrnupcalmrmm

Seven inudien [eijha |u|-n-iwﬂﬂutufal of 631 parvicipants were idemibold from the search. They d olidf

strempths of thrombelytic or amticoagulant drug intereemiioms for tresting CVC lamen ocduskon I:I'mll.lg_hﬂu beuudby I:11|urr|1ﬂ.|.

Theerr was bow quality evidence from & meti-analysis of two snsdies suppessing that urokinase (variows srenprhs) was mose effecive
than placcha for reitoring patency o oochided TV luinens in sdialt snd childen with undeying medscal condiiomi {relative ok
(HE) 209, 95% confidence interval (CIF 1.47 o0 2.95). with a number meeded to treae of 4 (99% C1 2 1o 8. Theore was imsufBcent
evidersce to drrw conclisanns on the safery of arokinase.

Thee enverall qualisy of the evidence provided by these sadin was bow 1o very low duse 0 ons or more domaim being sucasald g1 aither
ut "unclear risk of biad” or "high risk of bisy. Furthermore, the torsl number of panicipanes in these stadies wos small amd consequentdy
may leadd po sgrarious el

Authors” conclusions

There i inadeguate ovidence o draw strong; condmions on the efficacy or safery of the dnig intorventions induded in thin rovics
Theevet s some low quality evidencs fram 3 meta-analyas of two studio imestigating arokinase (ratious strengthe] aned sanse very bow
evidence from owo single studies investiguting alieplase 2 mp'2 mL that suggest thar these rwo drug interventions may be effective in
lmu’n: withdrswal ar ool acelusioa of CVT |I.ltﬂﬂ1l,’.ll.hb|l!‘l" thacmlama. Fusthes higlntd.nli:r. lnfﬁuiﬂ\ﬂ:f Pﬁlﬂﬂlt&ll‘fh b gl
requannd o kook 2t the efficacy and safery of urokinase, slieplase and other chomacal, sargical and dig meorventsans for treating CWVC
lumen ooclasion. Research studies which exclusively indude child participants are especially warmamed.
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ABSTRACT

Background

Induction of general anaesthesa can be distressing for children. Non-pharmacological methods for reducing anxiery and improving
co-operation may avoid the sdverse cifecty of preoperative sedation.

Objectives

Tor asess the effeets of non-pharmacological interventions in assisting induction of anassthesia in children by reducing their anxiety,
distress or increasing their co-operation.

Scarch methods

We searched CENTRAL { T Cochrane Library 2009, lssue 1), We searched the ‘Fﬂl]wil‘lﬁ darabazes from 'mcepﬁnn to Ddch Diecember
2008: MEDLINE, Pyel NFO, CINAHL, DISSERTATION ABSTRACTS, Web of Science and EMBASE.

Selection criteria

Wie included randomized controlled trials of a non-pharmacological intervention implemented on the day of surgery or anacsthessa,
Data collection and analysis

Two authors independently extracred data and asesed risk of bias in trials.

Main results

We included 17 trials, all from developed countrics, involving 1796 children, their parenes or both. Eighr erials asewsed parenial
presence. Mone showed significant differences in anxiery or co-operation of children during induction, excepr for one where parental
prescnice was u';n.iﬂ.i.'anﬂ]r less effective than midazolam in reducing children’s anxicry at induction. Six tnals asscssed interventions for
children. Preparation with a computer package improved co-operation comparcd with parental presence (one trial). Children playing
hand-held video games before induction were significanty less anxious than controls or premedicated children (one trial), Compared
with contrels, clown doctors reduced anxicty in children (medified Yale Preoperative Anxiety Scale (mYPAS): mean difference (MD)
30.75 95% CI 15.14 1o 46.36; onc trial). In children undnﬁmrg h}'pmm's. there was a mnsigniﬁunl trend owards reduced anxicty
during induction (mYPAS < 24: risk rario (RR) 0.59 95% C1 0.33 1o 1.04 - 39% versus 6B%: one trial) compared with midazolam.

A low scrsory environment improved children's co-operation at induction (RR 0,66, 95% CI 0.45 1o 0.9% anc wrial) and no cffect on
children’s anxiety was found for music therapy (one orial).

Parenital interventions were asscssed in three trials. Children of parents having acupuncture compared with parental sham-acupuncture
were less anxious during induction (mYPAS MD 17, 95% CI 3.49 to 30.51) and more children WETE Co-operative (RR D.63, 95% C1
0.4 to 0.99), Parental anxiery was also dgnificantly reduced in this trial, In two prials, 2 video viewed preaperatively did not show effecs
on child or parental outcomes,

Authors’ conclusions

This review shows thar the presence nrp:rm:: da.uing inducriom nfgenus! anassthesia does not reduce their child’s anxiety. Promising
non-pharmacological interventions such as parental scupuncture; clown doctors; hypnotherapy; low sensory stimulation; and hand-
held video pamcs needs vo be investigted further,
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ABSTRACT

Background

Since the carly 1980k, it has become more and maore common to carry out surgical procedures on a day case basis. Many patients are
anxigus before surgery yer there is sometimes a reluctance to provide sedative medication because it is believed to delay discharge from
hospital. This i an updated version of the review first published in 2000 (previeus updates 2003; 2006).

Objectives

To asscss the cffcer of :n.r.i.n;yl.i: ]:!n:mnl.imliun on nme o dul.l'bug\' in adult paticnts u.rld.n'snin.g d.'l:r CASC SUTRCTY under EI.'I'IU'.II
anamstheiia.

Scarch methods

We identzfied orials by computerized searches of the Cochrane Central Register of Controlled Trials (CEMNTRAL) { Tie (Cocfiramne Library,
2009 lssue 1 ); MEDLINE (1980 to January 2009); EMBASE (1980 1o January 2009). Wi also checked the reference lists of irials
and review articles and handsearched three main anaesthesia journals.

Selection criveria

We included all idenrified randomized conmrolled wrials comparing anxielytic drugls) with placebo before peneral anaesthesia in adulc
day case surgical patients.

Data collection and analysis

We collected data on anaesthetic drugs used: results of psychometor function tests where thess were used 1o asess residual effect

of premedication; and on dmes from end of anaesthesia to ability o walk unaided or readiness for discharge from hospiral. Formal
statistical synthesis of individual trials was not performed in view of the variery of drugs studied.

Main results

We included 17 studics. Methodologcal quality of included studies was poor. OF these 17, only seven soudics specifically addresed
the discharge question; none found any delay in premedicared patients. Two ather srudies used clinical criveria 1o assess firness for
discharge, though times were not given. Again, there was no difference from placebo. Eleven studies used tests of psychemotor funcrion
with or without cliniczl measures 2 indicators of recovery from anaesthesia. In none of these studies did the premedication appear
o delay discharge, although [berrnrmarh:e on tests of psychomotor funcrien was somenimes sull impaired. Three studies showed no
impairment in prychomotor function, six showeod some impairment which had resolved by three hours or time of discharge and two
showed szgnificant impairment.

Authors’ conclusions

We found no evidence of a difference in time to discharge from hospital, assessed by clinical eniteria, in patients who received ansiolytic
premedication. However, in view of the age and varicty of anacsthetic tochniques wsed and elinical heterogencity betweoen studies,
inferences for current day case practice should be made with caurion,
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ABSTRACT

Background

A si.ﬁniﬁunl: propormion of children have cartes mqlu'ring restorations of extractions, and some of these children will not acceps this
treatment under local anaesthetic. Historically this has been managed in children by use of a general anacsthetics however use of sedation
may lead to reduced morbidity and cost, The aim of this review is o compare the rﬂ';cicrq of sedation versus gencral anacsthesia for
the provision of dental treanment for children and adolescents under 18 years.

Obsjectives

We cvaluated the intra- and post-operative n'lurbcid.il}ﬂ. cffectivencss and cost effectivencss of sedation versus Enh:n] anacsthesia for the
provision of dental trestment for wnder 18 year olds.

Search methods

We searched The Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cochrnane Litrary; bisuc 4, 2008); MEDLINE
(OVID) {1950 to Ocrober Weck 2, 2008); EMBASE (OVID) (1974 to Weck 42, 2008); Sym:m for information on Gn:‘v Literature
in Europe (SIGLE) (1980 ro October 2008). Latin American & Caribbean Health Sciences Litersture (LILACS) (1982 to Ocrober
2008), 151 Web of Science {1945 vo Ocober 2008).

W also carried out handscarching of relevant journals. There was no language restriction,
Selection criteria

We included randomized controlled clinical trials of sedative agents compared to general anassthesia in children and adolescents aged
up 1o 18 years having dental rearment, We excluded complex surgical procedures and preudo-randomized erials.

Data collection and analysis

Two authors assessed titles and abstracts for inclusion in the review. We recorded infermatien relevant to the objectives and ourcome
micasures into a specially designed 'data extraction form',

Main resules

We identificd 15 studies for potential inclusion after scarching the available databases and screening the titles and abstracts, We idenrified
a further study through personal contacts. Fﬁlln-wing Full text retrieval of the srudies, we found none to beeliﬁihle

Authors' conclusions

Randomized conmrolled studies cm'np:ling the use of denical genuﬂ anaesthesia with sedartion mqlunrif}- differences such as morbidicy
and cost arc mquimd.
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ABSTRACT
Background

Continuous infusons of the intravenous anacsthetic progofol are commonly wed to induce and maintain sedation and gencral
anacsthesia. Infusion devices can be manually contrelled (MC1) where the anaesthetist makes cach change vo the infusion rate or targer-
controlled (TCH) where the ansesthetist sets a target blood o effect-site concentration and the computerised infusion device makes
the e cl‘u.ng:s o the infusion rate. Randomized trials have ﬂ_PIDI:Ed the differences in qu:lil‘r of anacsthesia, adverse event rate
and cost between TCI and MCI but the effectiveness of TCl compared with MCI remains controversial. As TCI s in widespread
international use, and Pul:u:ntia.“_v rmay be more expensive without added benehie, a systematic revicw of randomized controlled trials
comparing TCI and MCI & warraneed.

Objectives

To asmess whether TCI of propofol s as effective as MCI of pmpﬁﬁ:i with respect 1o quality of anacithesia or sedation, adverse events
and propofel drug cost.

Search methads

We searched the Cochrane Central Register of Contralled Trials (CENTRALD { The Coshrane Lifiney 2007, Issue 3); PubMED (1950
to July week 2 2007); and EMBASE via OVID (1980 to week 28 2007). Wi also searched LILACS, CINAHL. 151 Web Knowledge.
Panteleimon, KoreaMed and IndMed. We searched for onpoing trizls via the National Research Register and metaRegister of Controlled
Trials.

Selection criteria

We thned. o include all Fu.hhl:i.ﬂwd and uwnpublished randomized controlled trials thar mmPa.-n:d TCl of Ptnpofnl with MCl of
propofol for general ansesthesia or sedation in adult surgical pationts. Only published studies were included as no unpublished studics
were identified.

Data collection and analysis

Twao authors independently ascssed rial quality and extracted outcome data. We contacted study authors and the pharmaceutical
industry for additional infermartion.

Main results

thn.t:f I'.ri:hﬂrpmn q_mlil.}' that invalved 1759 paticnits were included. Hl:tnustnril]rm hnﬂ\ {eheat is the trials were not comparng the
=AMmE zhuw:l. TCI was associated with hiﬁl’ber rorzl dauanru'mEnl than was MC] I\ﬂlllll'inn n m:rg:in:ﬂ}- h'kgh:r Pﬁ:fmﬁﬂ dn.lg COSIE,
Haowever, fewer interventions were requi.ncd. by the anaestheris dILr:I'I.E the use of TCI cnm;mrod with MCI. Mo dinically significant
differences were demonstrated in rerms of qualicy of anassthesia or adverse evenrs.

Aunthors' conclusions

This systermatic review docs not prm’jd: sufficient evidence for us to make firm recommendations about the use of TCH versus MCI in
dinical anaesthetic Pmcl:ic.l.-.
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ABSTRACT
Bu:kpuu:m‘l

There is conflicting evidence regarding the use of inrra-arricular lignocaine injection for the cdlosed manual reduction of acute anzerior
shoulder dislocations. A systematic review may help cohere the conflicting evidence.

Objectives

T compare the clinical efficacy and safery of intra-articular lignocaine and intravenous analgesia (with or withour sedarion} for reduction
of acute anterior shoulder didocation.

Scarch methods

We searched the Cochrane Cenral Register of Controlled Trials (CENTRAL) { Fhe Cocfmane Librery 2010, lsue 1), MEDLINE (1950
to March 20000, and EMBASE (1980 to March 2000). We scarched Current Contralled Trials metaRegister of Clinical Trials (compiled
by Current Science) (March 2010} We imposed no imgu:ge rESTIICTICHT.

Sclection criteria

Randomized controlled trials comparing intra-articular lignocaine (1AL) with intravenous analpesia with or without sedation (IVAS)
in adults aged 18 years and over for reduction of acute anterior shoulder dislocation.

Drara collection and analysis

Two authors independently asesed tral quality and extracted data, Where posible, data were pooled and relative risks (RR) and mean
differences {MI3), each with 95% confidence intervals (1), were compured wsing the Cochrane Review Manager stavistical packape
{Revivian).

Main results

OF 1041 publications obtained from the scarch stratepy, we cxamined nine studies. Four studics were excluded, and five studies with
211 parnicipants were cligible for inclusion. There was no difference in the immediate suceess rate of TAL when comparcd with IVAS
in the closed manual reducrion of acute anterior shoulder dislocation (RR 0,9%; 959% C1 0,83 ro 1,10}, There were i.iﬁl'l.i"‘w.ﬂ.l‘ll:l.}’ Fewer
adverse effects associated with TAL compared wich IVAS (RR 0.16; 95% C1 0.06 o 0.43). The mean ame spent in the emergency
department was significantly less with 1AL compared with IVAS (MD 10946 minutes; 95% CI 84.60 1o 134.32). One trial reporred
significantly less time for reduction with IVAS (105 scconds;: 95% Cl 84.0 ro 126.1) compared with IAL (284.6 seconds; 95% Cl
185.3 to 383.9). One trial reported no joint infection asociated with intra-articular lipnocaine injection and no maortality ssociated
with either AL or [VAS.

Authors' conclusions

We obscrved no significant difference between IAL and IVAS with regard o the immediate sucoes rate of reduction. pain during
reduction, post-reduction pain relief and reduction failure. Compared 1o IVAS, IAL may be less cxpensive and may be associared with
fewer adverse cffects and a shorter recovery time.
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ABSTRACT

Background

Topical local anaesthetics are recognized as providing effective analgesia for numerous superficial procedures, including repair of dermal
lacerations. The need for cocaine in topical anacsthetic formulations has been questioned due 1o concern abour adverse effects, and o
novel preparations of cocaine-free anaesthetics have been developed.

Objectives

To compare the cfficacy and safety of infiltrated local ansesthetics with thos of topical local anacsthetics for repair of dermal lacerations
and 1o evaluste the efficacy and safety of various single or multi-component topical snassthetics to ldentify cocaine-free topically applied
local anaesthetics thar may provide equivalent analpesia 1o these containing cocaine.

Search methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) { The Confrine Libriry 2010, lssue 10); MEDLINE (1966
to Movember 2010); EMBASE (1980 to November 2010); CINAHL (1982 to Movernber 20000 and reference lists of articles. Wie also
handsearched selecred journals, reviewed abstraces presented at internarional sociery meetings, reviewed metarepisters of ongoing trials
and contacted manufacturers and rescarchers in the ficld.

Selection criteria

Wee included randamized contralled erials (RCTx) that evaluared the efficacy and safety of ropical anaestherics for repair of rorn <kin in
adult and paediatric patients.

[Dana collection and analysis

Two authors independently awcsscd wrial quality and cxtracted data. 'We contacted study authors for additional information. We
collecred adverse event informarion from the wrials.

Main results

We included 23 RCTs invelving 3128 patients. The small number of trials in each comparison group and the heterogeneity of outcome
mcasures precluded quantitative analysis of data in all but one outcome, pasn scores wsing a visual analogue scabe. The mapority of trials
that compared infiltrated and topical anacsthetics arc at high risk of bias, which is likely o affeet the interpretation of the results. Several
eocaine-froe topical ansesthetics were found to provide dffective analgeie efficacy. However, the dara regarding the dfficacy of cach
tapical agent is mostly based wpon single comparisons, in rials that have unelear o high risk of bias, Mild, sclf-limited erythemarous
skin induration occurred in one case afrer n.pphin:.ujnn of mp'u:ﬂl tetracaine-adrenaline-cocaine (TAC) where a rotal of 1042 patients
were exposed. Mo serious complications were reported in any of the patients treated with cither cocaine-based or cocaine-free topical
anacytlvctics.

Authors” conclusions

Based on maostly descriptive analysis, topical anacsthetics are possibly an efficacious, non-invasive means of providing analgesia prior 1o
suturing of dermal lacerations. However, additional well designed RCTs with low risk of bias are necessary before definitive conclusions
can be made.
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ABSTRACT

Background

Technigques to minimize the postoperative discomfort of penile surgery, such as circumcision, include caudal blocks penile block;
systemic opicids and twpical local ansestheric cream, emulsion or gel.

Objectives
Ta compare the effects of caudal epidural analgesia with other farms of postoperative analgesia following circumcision in boys.
Search methods

We searched CENTRAL ( The Coclrame Litrgry 2008, lssue 1), MEDLINE (to April 2008) and EMBASE (ro April 2008).
Sclection criteria

Randomired and quasi-randomized trials nfpuun}mli'n: analgesia by caudal epadural block compared with non-cawdal analgesia in
bays, aged berween 28 days and 16 years, having elective surgery for circumcision.

Data collection and analysis

Two review authors ind:Pendenlly carrted OUT ASEESKMIENT nfmldy eligibility, data extraction and assessment of the risk of bias in
included studics.

Main resulis

We included 10 trials involving 721 boys. No difference was seen beoween candal and parenteral analgesia in the need for rescue or
other analgesia (relative sk (RR) 0.41, 95% confidence interval (C1) 0.12 to 1.43; 4 rials, 235 boys; random-cficers model) or on
the incidence of nausea and vomitng (RR 0.61, 95% CI 0.36 wo 1.05; 4 erials, 235 boys). MNo difference in the need for rescue or
other analgesia was scen for candal compared with domal nerve penile Block (DNPB) (RR 1,25, 95% CI 0,64 to 2.44; 4 orials, 336
boys; randem-effects model), Mo differences were seen berween caudal block and DNPE in the incidence of nausea and vomiting (KRR
188, 95% CI1 0.70 vo 5.04; 4 trialy, 334 hu-]n-. random offects model) or individual mmpai:ﬂ:imu cxcept for motor block (RR 17,040,
95% CI 1.01 1o 286.82; 1 wrial, 100 boys) and motor or log weakness (RR 10.67, 953% CI 1.32 1o 86.0% 2 wials, 107 boys). These
were q'gniﬁmm’h' miore commean in the caudal block groups than with DMPB. Mo differences were seen berween caudal and recral or
intravenous analpesia in the noed for rescue analgesia or any other outcomes (2 trials, 162 bays).

Authors' conclusions

Differences in the nesd for rescue or other analgesia could not be detected between caudal, parenteral and penile block methods. In
day-case surgery, penile black may be preferable to caudal black in children ald enough to walk due v the possibility of temporary
lep weakness after candal block. Evidence from trials is limited by small numbers and poor methodolopy. There is a need for properly
designed rrials comparing candal epidural black with other methods such as morphine, simple analgesics and ropical local anaestheric
creams, emulsons or pels.
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ABSTRACT

Background

Lower-limb revascularization surgery is used to reduce pain and sometimes to improve lower-limb funcrion. This review was originally
published in 2000 and was updated in 2011,

Objectives

To devermine the rates of death and major complications with spinal and epidural anaesthesia compared with other types of anaesthesia
fior lower-limb revascularizagion.

Scarch methods

We scarched CENTRAL ( The Cooltnawe Lifrary 2011, Issue 2); MEDLINE (1960 1w February 2011); EMBASE (1982 o February
2001 LILACS (1982 to February 200 1); CINAHL (1982 1o February 2011} and 151 Wb of Science (1900 to February 2011). The
original search was performed in June 2008.

Selection criteria

We included randomized controlled trials thar evaluated the effect of anacsthetic e in adules aged 18 yrars or older undergoing
lovwes-limb revascularization susgery.

Dhata collection and analysis

Twa authors independently performed the data extraction. The primary sutcomes were mortality, cerebral stroke, myocardial infarction,
nerve dysfunction and postoperative lower-limb amputation rate. The secondary owtcome was pneumonia. We judged the risk of bias
according to randamization and allocation concealment methods, blinding of ancsment and completencs of follow up. The | ataristic
was used vo asess heterogeneity. We summarized dichoromous data as odds ratio (OR) with 95% confidence interval (C1) using a
random-cffects madel.

Main resulis

In this updated version we found no new sudies thar met our inclusion criveria. We included in this review four studies thar compared
newraxial anacithesia with pencral anacwhesda. The total number of participants was 696, of whom 417 were allocated ro ncuraxial
anaesthesia and 279 to general anaesthesia. Pamticipants allocated 1o newraxial anaesthesia had a mean age of 67 years and 5%% were
men. Participants allocared to general anaesthesia had a mean age of 67 years and 66% were men. There was no difference berween
participants allocated to neuraxial or general anaesthesia in: monality rare (OR 0,89, 95% CI 0.38 o 2.07; 696 participants, four
trials); myocardial infarction (OR 1.23, 95% CI 0,56 1o 2.70; 6% participants, four trials); and lower-limb ampuration rave (OR
0,84, 95% C1 0.38 1o 1.84; 465 participants, three wrials). Paeumonia was less common following neurasial anaesthesia than general
anaesthesia (OR 0.37, 95% CI 0,15 v 0.8% 201 participants, two erials).

Authors’ conclusions

There was insufficient evidence available from the included wrials thar compared neuraxial ansesthesia with peneral anaesshesia ta rule
out elinically important differences for most clinical outeomes, Meuraxial anaesthesiz may reduce preumaonia. Mo conelusions can be
drawn with regard ro mortaliey, myocardial infarction and rate of lower-limb amputation, or less comman outcomes.
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ABSTRACT

Background
l"cr.il'rhml nerve blocks can be performed u.q'ng ultrasound ﬁu.in:f.anc:. It is not yer clear whether this method of nerve location has
bencfits over other existing micthods,

Ohbjectives

To assess whether the use of ultrasound to guide peripheral nerve blockade has any advantages over other methods of peripheral nerve
Iocation.

Scarch methods

We searched the following darabases for redevamt published trials: the Cochrane Central Register of Controlled Trials (CENTRAL)
[ The Coclrane ﬂ&m‘r] 2008, ls=ue 3); MEDLINE (1966 to Iu]]r 208 EMBASE (1974 1o jlﬂ}- 2008); 151 Web of Science (1945 o
2008 b CINAHL (1982 vo July 2008); and LILACS (1980 o July 2008). We also handsearched meering supplements.

Selection criteria

We included all identified randomized controlled rials (RCTs) comparing ultrasound-guided peripheral nerve block with ar least one
other method of nerve location.

Data collection and analysis

Two authors indqw.m:hm'l}- assexsed izl ql.u“rr and extracted data. We snempl:cd [0 CERMEECT sn.u‘l'_llr aurhors for addidonal informarion,
where necessary.

Main results

We included 18 rrals containing data from 1344 patients. Ten trials asessed upper limb blocks and eight asessed lower limb blocks.
Most compared ulrrasound with peripheral nerve stimulation. All rials were assessed as having a moderare risk of bias due o inabilicy
ta blind the practitioner. Meta-analysis was not performed because of the varicty of blocks, techniques, and outcomes, and the review
was based on the authors assessment of the trials, Ultrasound guidance produced similar sucoess rates in providing surgical anacsthesia
(72% vo 98.8%) when compared with peripheral nerve stimulation (58% o 93.1%). Major complication rares were low in all studies;
however, the uwe of ultrasound appeared 1o reduce the incidenee of vascular puncture or hacmatoma formation. Differences in study
mcﬂ\nd.dn@- made it difficulr 1o compare block characrenstics, however ultrasound imFrmncd qualicy af sensory block in six studses
and maotor block in four studies. Block onsct time was found to be improved in six out of the 10 studics where this was asessed. Two
studies avsessed volume of local anacuthetic required and both found a sgnificant reduction was possible when ultrasound was used.
Ten studies assessed black perfarmance fime and five found a significant reduction with ultrasound, the mean difference in fime taken
was 1.5 1o 4.8 minutes.

Authors' conclusions

In expericnced hands, ultrasound provides at least as good success raves as other methods of peripheral nerve locasion, Individual snedics
have demonstrated that ultrascund may reduce complication rates and improve quality, performance time, and time 1o onsct of blocks,
Due to wide vanarions in study outcomes we chose not to combine the studies in our analysis.
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ABSTRACT
Background
Sepsis may be complicated by impaired corticosteraid production. Giving corticosteroids may benefir patients.
Objectives
To examine the effects of coricosteroids on death at ene month in sepsis,
Search methods

We scarched CENTRAL (The Coachmane Librury lssue 3, 2009), MEDLINE (October 2009), EMBASE (Ocrober 2009), LILACS
(Ocrober 20000, reference lists of anticles, and also contacted trial authors.

Selection criteria

We included randomized and quasi-randomized controlled orials of corticosteroids wersus placebo or supportive treatment in severe
sepsis and septic shock,

Data collection and analysis

Al review authors agreed the eligibility of triale. One review author extracted data, which was checked by the other review authors
and the primary author of the paper whenever possible. We obmined some missing data from the trial authors. We assessed the
rrwrhndurngiul quality of the trials.

Main results
We identified 25 trialy, of which 20 (17 randomired and three quasi-randomized trials) could be pooled in 2 meta-analyis

Corticosteroids did not change 28-day mortality (20 trials, n = 2138, relative risk (RR) 0,87, 95% confidence interval (C1) 0.74 ta 1.01;
random-effects model), There was significant hererogeneity that was pardy relaved vo the dosing strategy. Treatment with a long course
of bow dose corticosteroids significantly reduced 28-day mortality (RE 0,84, 95% C10.72 o 0.97; I = 0L02), incroased the proportion
of shock reversal by day seven (six trials, n = 965, RR 1.35, 95% CI 1.16 to 1.57; random-cifects model) and day 28 {six trials, n =

952, RR 1,12, 95% CI 1.02 ro 1.23), reduced the scpsis-related organ filure asesment (SOFA) score by day seven (five trials, n =
916, RR. -1.47, (95% C1 -201 1o -0.92}, and survivers' length of stay in the intensive care unit (zight wials, n= 622, RR -4.49, 95%
€1 7.4 1o -1.94), withour inducing gastroduodenal bleeding (13 wials, n = 1594, RR 11,12, 95% CI 0,81 1o 1.53), superinfection
(14 wraals, n = 1917, RR 1.01, 95% CI 0.82 vo 1.25), or neuromussular weakness (three wrials, n = 811, RR 0.63, 95% CI 0.12 10
3.35). Cormicosteroid increased the risk of hyperglycaemia (nine trials, n = 1434, RR 116, 95% 1.07 o 1.25) and hypernatraemia
(three trials, n= 805, RR 1.61, 95% C1 1.26 w 2.06),

Authors' conclusions

Owerall, corticosteroids did not change mortality in severe sepsis and sepric shock. A long course of low dose corticosteroids reduced
28-day martaliy withour inducing major complications; metabolic disorders were increased.
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ABSTRACT

Background

Initial goal direcred resuscitarion for shock usually includes the sdministrarion of intravenous Auids, followed by initiating vasopressors.
Diespire abvious immediate effects of vasopressors on haemodynamics their effect on patient relevant ourcomes remains conraversial.
This review was originally published in 2004 and was updared in 2011.

Objectives

Our primary objective was to asess whether particular vasopressors reduce overall mortality, morbidity, and health-relaved quality of
life.

Scarch methads

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) (e Coclmine Library 2010, lssue 2), MEDLINE,

EMBASE. PASCAL BioMed, CINAHL, BIOSIS, and PayelMFO (from inception to March 2010). The original scarch was performed
in November 2003, We slso asked experts in the field and searched meta-registries for onpoing trials,

Sclection criferia
Randomized controlled trials comparing various vasopressor regimens for hypotensive shock.
ara collection and analysis

Twao authors abstracted data independendly. Disagreement between the authors was discussed and resobved wirh a chird aurhor. We used
a random-effects model for combining quantitative dara.

Main results

We identificd 23 randomized controlled trials invelving 3212 patients, with 1629 mortality outcomes. Six different vasopressors, alone
or in combination, were studied in 11 different comparisons,

All 23 studies reporred morality curcomes; length of stay was reporred in nine sudies. Other morbidity ourcomes were reparted in a
variable and heterogencous way, Mo data were available on quality of life or ansicty and depresion outcomes, We classified 10 studies
as bcing at low risk of bias for the primary outcome mortality; only four studics fulfilled all trial quality itema.

In summary, there was no difference in mormality in any of the comparisons berween different vasopressors or combinations. More
arrhythmias were observed in patients treared with dopamine compared 1o norepinephrine. Morepinephrine versus dopamine, as the
largest comparison in 1400 patients from six rriaks, yielded almost equivalence (RR 0.95, 95% confidence interval 0.87 o 1.03).
Vasopressors used as add-on therapy in comparison to placeba were not effective either. These findings were consistent among the few

large studics as well as in studics with different bevels Jwirjﬁn-uudr bias risk.

Authors’ conclusions

There is some evidence of no difference in martality berween norepinephrine and dopamine. Dopamine appeared to increase the risk
for ardhythmia. There is not sufficient evidence of any difference between any of the six vazopressors examined. Probably the choice
of vasopressors in patients with shock does not influence the outcome, rather than any vasoactive effect per se. There is not sufficient
evidence that any anc of the investigated vasopressors is clearly superior aver others.



Apéndice| 117

Hypertonic saline for peri-operative fluid management

Vivian MeAlister!, Karen EA Bﬂlmsz,‘l;mmy ijd.'l]. Brian Church®

ICanadian Forces Medical Service, University of Western Onrario, London, Canada :!nrqd:?nmn:nrﬂ Division of Crirscal Care and
the University of Toronto, Keenan Rescarch Centre/Li Ka Shing Knowledge Institute, Toronto, Canada. *Departments of General
Surgery and Intensive Care Medicine, Lakeshore General Hospital, Pointe-Claire, Canada. *1 Canadian Fidld Hospital, Canadian
Forces Medical Service, Deparement of Anesthesia. University of Western Onmario. London, Canada

Contact address: Vivian MeAlister, Canadian Forces Medical Service, University of Western Ontario, C4-212, Universaty Hospital,
Londan, Ontario, NGA SAS, Canada, vmcalist@uwa.ca.

Editorial groups Cochrane Anaesthesia Group.

Publication status and dare: Mew, published in lsue 1, 2000

Review content assessed as up-to-darer 31 July 2004,

Citation: MeAlister V., Burns KEA, Znajda T, Church B. Hypertonic saline for peri-operative fluid management. Caclnene Databae
of Sytematic Reviews 2010, lsue 1. Are. No.: CDO0S5T6. DOL: 10,1002/ 1465 1858.CDO05576. pub2.

Copyright © 2010 The Cochrane Collsboration. Published by John Wiley & Sons, Lrd.

ABSTRACT
Background
Fluid excess may place patients undergoing surgery ar risk for various complications. Hyperonic saline (H5) mainraing intravaseular
volume with less intravenous fluid than isotonic sale (18] solutions, but may increxse serum sodium.
Objectives
To determine the benefits and harms of HS versus IS solutions administered to patienes undergoing surgery,
Search methods

W searched the Cochrane Central Register of Contralled Trials (CENTRAL), { The Coclrane Library) luue 1. 2000; MEDLINE (1966
to 2009); EMBASE (1980 to 2009); LILACS (to August 2009) and CINAHL (1982 to 2009) without language restrictions.

Selection criteria

W included randomized linical trials where HS was compared 1o 15 in patients undergoing surgery, irespective of blinding, language,
and publicarion stamus.

Data collection and analysis

We assewed the impact of HS administration on mortality, organ failure, fuid balanee, serum sodium, serum osmolarity, diuresis and

ph:niuﬁuﬁir mcasures of cardiovascular function. chutﬂnd.dm using odds ratio or mean difference (MD) for bin:r}' and continuous
ourcomes, respectively, using random-effects models.

Main results

We included 15 studies with 614 participants. One death in each group and no other serious adverse events were reporved. While all
paticnts were in a positive Auid balance postoperatively, the excess was significantly less in HS pasicnes (standardized mean difference
(SMI) -1.43L. 95% confidence interval (CI) 0.8 vo 2.1 L less; PP < 0.00001). Pavients ereaved with HS received significandy less Auid
than 15-treared patients (MD -2.41 95% (CI) 1.5 to 3.2 L leas; P < 0.00001) without differences in divresis between the groups,
Maximum intraoperative cardiac index was significantly increased with HS (SMD 0.6 Limin/MZ higher, 95% CLO.1 1w 1.0, P = 0,02)
but Intraoperarive pulmonary artery wpdge pres=ure remained unc]':msqd. While the maximum serum sodium and the serum sodiem
at the end of the study were significantly higher in HS patients, the level remained within normal imits (136 ro 146 meg/L).

Authors’ conclusions

H5 reduces the valume of intravencus Auid required to maintain patiens I.'ll'bdtl'ﬁﬂing surgery but transiently increases serum sodivm.
It s ot known i HS effeces paticnt survival and m.ﬂr':iili‘[:f bur it should be vested in mndomieed clinical teials thar are dl:\igllnl and
powered to test these outcomes,
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ABSTRACT

Background

Muartality rates among patients with sepsis, severe sepais or septic shock ranges from 27% m $4%. Empirical brosd-spectrum antimicro-
baal srearment is aimed ar achieving adequare antimicrobial ctherapy and thus reducing mormality. However, there is a risk thar empirical
broad-spectrum antimicrobial treatment can cxpose patients to overuse of antimicmbials, De-cscalation has been proposed as a straregy
to replace empirical broad-spectrum antimicrobial rearment with o narrower antimicrobial therapy. This is done by either changing
the pharmacelogical agent or discontinuing a pharmacological combinarion according 1o the patient’s microbial culmare resulis.,

Objectives

To evaluate the effecrivencss and wafery of de-escalation antimicrobial treatment for adulr patients diagnosed with sepais, severe sepais
or septic shock caused by any micro-organism.

Scarch methods

We searched the Cochirane Central Reguster of Controlled Trials (CENTRAL) ( The Coclrane Lifratry 2008, lsave 8); MEDLINE via

PubMed (from inception to August 2000); EMBASE (from inception to Auwgust 20008 LILACS (from inception to August 2000);
Current Controlled Trials and bibliographic references of relevant studies. We also conracred the main authors in the area. We applied

na language restrictian.

Selection criteria

We planned o include randomized conmolled mials comparing de-escalation (based on culture resuls) versus standard therapy for
adults with sepsis, severe sepsis or septic shock. The primary outcome was mormaliny (ar 28 days, hospital discharge or the end of
the follow-up period). Smdies including parients initially treated with an empirical bur nat adequate antimicrobial therapy were not
comsidered for inclusion.

Dara collection and analysis

Two suthars planned to independently select and exrract data and evaluate methadological quality of all studies. We planned to use
relavive risk (risk ratia) for dichotomous dara and mean difference (MDY for continuous dara. with 95% confidence intervals. We

planned to use the random.effects staristical model when the etimare effects of wo or more studies could be combined in a meta-
analysis.

Main results

We retrieved 436 references via the search strategy. Mo randomized conerolled trials testing de-escalation antimicrobial treatment for
adult patients diagnosed with scpsis. severe scpsis or septic shock could be included in this review,

Authors’ conclusions

There is no adequate, dircet evidence as to whether de-cacalation of antimicrobial agenes is effective and safe for adules with sepuis, severe

sepsis oF ;el:l:ic shodk. Therefore, it is not pessible 1o either recommend or not recommend the de-escalanion of antimicrobial agents in
clinical practice for septic patients. This uncertainty warrants further rescarch via randomized contralled trials or cobort studies.
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ABSTRACT
Background

Severe scpsis and soptic shock have recently emerped as particulardy acure and lethal challenges amongst erivically ill patients presenting
to the emergency deparcment (EDY. There are no existing daa on the current pracrices of management of patients with severe sepsis
comparing carly versus late administration of appropriate broad spectrum antibiotics as part of the cady goal-dirccted therapy that is
commenced in the first few hours of presenration.

Ohbjectives

To assess the difference in outcomes with carly compared 1o late administration of antibiotics in paticnts with severe sopsis in the pre-
intensive care unit (JCU) admission peried. We defined carly as wachin one hour nl"'preunulinn o the EDL

Scarch methods

We scarched the Cochrane Central Register of Controlled Trals (CENTRAL) { The Coclfrrane Liberary loue 1, 2009); MEDLINE (1990
to February 2000); EMBASE (1990 to February 2010); and [51 web of Science (February 2010). We also searched for relevant ongoing
trials in specific websites such as wwwe.conrolled-rrials.com: wwwclinicalsmdyresules.orgs and www.updare-sofeware.com. We searched
the reference lists of articles. There were no constrains based on language or publication satus,

SE’IEI!I.ﬂn crh!rh

W planned 1o include randomized controlled trials of carly versus late broad spectrum antibiotics in adule patients with severe scpsin
in the ED, prior to admission o the intensive care unit.

Data collection and analysis

Twe authors independently assessed articles for inclusion.

Main resulis

We found ne studies thar sarisfied the inclusion criveria,

Authors' conclusions

Based on this review we are unable to make a recommendation on the |.—..|.r|?' or late use of broad spectrum antibiotics in adult paticnts
with severe sepsis in the ED pre-ICLN admission. There is 2 need 1o do large prospective double blinded randomized controlled erials
on the efficacy of early {within one hour) versus late broad spectrum antibiotics in adult severe sepsis patients, Since it makes sense to
start antibiofics as soon as Pnssih]: in this group of seriously il patients, administering such antibiotics carlier as oppased to later is
hased on ancedotal suboptimal evidence,
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ABSTRACT

Background

Upper abdominal surgical procedures are associated with a high risk of posoperative pulmonary complications. The risk and severity
of postaperative pulmanary complications can be reduced by the judicious e of therapautic manaeuvres that increase lung valume.
Crur objective was to avicw the effect of incentive spirometry (15) compared 1o no therapy, or phyuotherapy including coughing and
deep breathing, on all-cause postoperative pulmonary complications and morality in adult patients sdmimed for upper abdominal
surgery.

Ohbjectives

To assess the effects of incentive spirometry compared 1o no such therapy (or other therapy) on all-canse postoperative pulmonary
complications (atelecrasis, acute respiratory inadequacy) and moreality in sdule patients adminted for upper abdominal surgery.
Search methods

We searched the Cochrane Central Register of Conrrolled Trials (CENTRAL) (The Cochrane Libmory 2006, luoe 3), MEDLINE,
EMBASE. and LILACS {from inceprion o July 2006). There were no language restrictions.

Selection criteria

We included randomirzed controlled trials of incentive spirometry in adult paticats admined for any rype of upper absdominal surgery,
including parients undergoing laparoscopic procedures.

[ara collection and analysis

Twao authors independentdy susemed rrial quality and extracred dara.

Main resulis

We included 11 studies with a rotal of 1754 participants. Many trials were of only moderate methodalogical quality and did not report
on compliance with the prescribed therapy. Dara from anly 1160 patients could be included in the meta-analysis. Three erials (120
patientz) compared the effects of incentive spirometry with no respiratory rreatment. Two trials (194 patients) compared incentive
spirometry with deep breathing exercises. T wrials (946 patients) compared incentive spirometry with other chest physiotherapy.
All showed no evidence of a statistically significant effect of incenrive spirometry. There was no evidence thar incenrive spirometry is
cffective in the prevention of pulmonary complications.

Authors’ conclusions

We found no evidence regarding the effectivencss of the use of incentive spiromerry for prevention of postoperative pulmonary
complications in upper abdominal surgery. This review underlines the urgent noed to conduct well-designed erials in this ficld. There
is 2 case for l:rg: randomized crials nd"hiﬁh mlhudnlngjﬂi rigour in order o define any benehit from the wse of incentive q!i.ram:tl]r
regarding mortality.
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ABSTRACT
Background
Mitrie oxide (MO &5 a pn:v:]ml malecule in humans r:spurulbﬁc for many ph}'siolusit activitics im.'lud.irg_ pulmumr‘r vasodilation.
An exopenouws, inhaled Form (INO) exises that mimics this action without .:.ﬁ:ﬂ:!ing_ systemic blood pressure, This I!hempjr has heen
implemented in the treatment of pulmonary hypertenson. This review examines the efficacy of INO in the postoperative management
af infants and children with congeniral heart disease (CHD).
Objectives
To compare the effects of postoperative iNO versus placebo or conventional management , or both, on infanes and children with CHI.
The primary outcome was maortality, Sccondary outcomes included length of hospital stay; neurodevelopmental disabilicy; number
of pulmonary hypertensive erises (PHTC); changes in mcan pulmonary anerial presure (MPAP), mean arterial pressure (MAFP), and
hears rate (HR); changes in exypenation measured as the ratio of arcrial oxygen rension (Pa02) o fraction of inspired oxygen (FO2)
and measurcment of maximum rrvcl'hacmuglnbin bewel as a marker ortﬂu.i::il}'.
Search methods
%arisilu"r searched the Cochrane Central chjsl!l:r of Controlled Trials (CEMNTRAL) { The Mﬂmﬂhﬁj]ﬂﬂ‘i, Issue 3), MED-

LIME {1966 to 2004}, and EMBASE (1980 ra 2004). In this updated version we extended the CENTRAL search ro 2007, luue 4 of
The Cochrane Library, and MEDLINE and EMBASE chrough to Movember 1, 2007, We included abstraces and all languages.

Selection criteria

We included randomized and quasi-randomized controlled trials comparing iNO with placebo or conventional management, or bath,
Trials included only children with CHI requiring surgery complicared by pulmonary hypertension.

Data collection and :.nllp:i.i

Data were collected on mortality; mumber of PHTC; changes in MPAR, MADR HR, and P203:50;; and maximum methsemoglobin

level. Diara on II'I.I'IEJIEI'I'I'I. maortalicy, murndnﬂnmﬂmtdiﬂﬁliry. mdlengt'h of hospital stay were unavailable. We PerEnmwd suhgmup
:.n:]].'sis b]. method of control ﬂpl:u:bu or conventonal management).

Main resulis

We included four randomized trials and observed no differences in mormality (P = 0.500; PHTC (P = 0.79); changes in MPAP (P =
0.36), MAP (P = 0.40), HE (P = 1.00), ar Pa0s:Fi0s (P = 0.46). There was a significant increase in the methaemoglobin level (P <
0.00001) in patients treated with iNO, alehough levels did nor reach oxicity.

Authors’ conclusions

We observed no differences with the use of iNO in the ourcomes reviewed. Mo data were available for several clinical ourcomes including
long-term mortality and neurodevelopmental outcome. We found iv difficult to draw valid conclusions given concerns reparding
methodologic quality, sample size, and ]'lel‘:rng:ﬂcil'y.
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ABSTRACT
B-tkgrnund

In the management of primary sponaneous preumothorax, simple aspiration is vechnically easier o perform. A sysrematic review
may beteer define the clinical cffcctivenes md.p.fct} of simple aspiration compared to intercostal tube drainage in the management of
primary spoentancous preumothorae

Objectives

Tocompare the clinically efficacy and ufﬂnrsimplempiraﬁan and intercostal tube drainage in the nunz.gem:nraf[rimu}r spontanenus
prcumathoras.

Search methods

We searched the Cochrane Central Register of Contralled Trials (CENTRAL) ( Tihe Coclwane Lifnrry, lue 2, 2006), MEDLINE
(1966 to Auguse 2006), and EMBASE (1980 1o August 2006}, We searched Current Controlled Trials metaBegister of Clinical Trials
{compiled by Current Science) (August 2006). We checked the reference lists of trials and contacted trial authors . We imposed no
language restriction.

Selection criteria

Randomized controlled trials comparing simple aspiration with intercostal tube drainage in adults aged 18 and over with primary
SpOnIanes preumothorax.

Data collection and analysis

Two authors independently assesed trial quality and extracted data. No statistical methods were necessary because only one study met
the inclusion criteria.

Main resulis

Of the 1239 publications obuained from the search siraregy, we examined six sudies. Five studies were excluded, and one study of 60
participants was l:II.HiHL' for incluston. There was no difference in immediare success rate of :Empk asparation when wmpqlrrd with
intercostal tubs dmiruﬁe in the management anrimal}r SPONCANEOUS Pnﬂ.lmn:u'l'mrn (relarive risk (RR) = 0.93; 95% conhidence inrerval
(CI) 0.62 1o 1.40), There was no significant difference in the carly failure rate beeween the two interventions: RR 1.12 (95% €1 0.59
e 2.13). Simple aspiration reduced the proportion of patients hospitalized (RR = 0.52; 95% C1 0,36 10 0.75). There was no significant
difference between the two interventions with regard ro the following eutcome measures: duration of hospitalization (weighted mean
difference = 1.09; 95% C1 2,18 vo 0.00); number nrpa.rlkipunh uru.lngﬁﬁrqg any ptqcodmt for |u.|15 p1cun.uln:i: within one year (RR
= 0.95; 95% T 0,41 to 2.22}and one year success rate (RR = 1.02; 95% CI 0.75 w 1.38).

Authors' conclusions

There is no significant difference berween simple aspiration and invercostal rube drainage with regard to: immediate success rate, early
failure rate, duration of hospitalisation, one year success rate and number of patients requiring pleurodesis at one year. Simple asparation
is awsnciared with a reduction in the per cent of patients hospitalized when compared with intercostal mbe drainage.
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ABSTRACT
Background

Acute lung injury (ALL) and acute respiratory distress syndrome (ARDS) are eritical conditions that are asodated with high morraliey
and rnuzl'nidil}-. Aerosolired Frml::q.tli.rl has been used o iml'n-rnw oxygenation d f the limited evidence available so far.

Objecrives
To wystematically assess the benefits and harmy of acrosalized prostacyelin in eritically ill patienms with ALl and ARDS.
Search methods

We identified randomized clinical trials (RCTs) from elecrronic darabases: the Cochrane Cenral Register of Controlled “Trials (CEN-
TRAL) { The Cochirne Literpry 2010, boue 13 MEDLINE: EMBASE; Scicnee Citation Index Expanded; International Web of Science
CINAHL: LILACS; and the Chincse Biomedical Literature Database (1o 31st January 2000), W contacted trial authons and manu-
facturers in the ficld.

Selection criteria

We included all RCTs, irrespective of blinding or language, that compared serosolized prostacyelin with no intervention or placcho in
cither children or adults with ALl or ARDS.

[ats collection and analysis

Two authon independently abnrracted data and resolved any disagreements by discusion. We prosenied pooled extimates of the
intervenmon effects as relative risks (RR) with 95% confidence intervals (C1) for dichotomous outcomes. Our primarny sutosme meisurne
was all cause mortality, We planned to perform subgroup and sensitivity analyses wo assess the effect of asrosolized prostacyclin in adults
and children, and on variows clinical and physiological ourcomes. We assessed the risk of bias through assessment of methodologieal
trial components and the risk of random error through trial sequential analysis.

Main resulis

We included onc pacdiarric RCT with low risk of bias and involving a votal of 14 critically ill children with ALl or ARDS, Acrsosolized
prostacyclin over bess than 24 hours did not reduse overall morality ar 28 days (RR 1,50, 95% C1 017 o 12.94) compared with
aeresolized saline (a total of three deaths). The authors did not encounter any adverse events such as bleeding or organ dysfuncrion.
We were unable 1o p-er.Fnrm. the Frupociﬁ:d mhgmu.[ﬂ and sensitivity analyses or trial Lﬂluq:m:'u| analysis due 1o the limited number
af RCTs. We were also not able ro asess the safery and efficacy of acrosolized prostacydin for ALL and ARDS. We found rwo ongoing
trials, ane invalving adults and the other paediatric paricipants. The adult trial has been finalized but the dara are not yet available.

Authors” conclustons

There is no current evidence to support or refute the rautine use of sersolized prostacyclin for parients with ALl and ARDS. There is
an urgent need for more randomized clinical trals.
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ABSTRACT

Background
Multiple pharmacologic rreatments have been studied for acute lung injury (ALI) and acuve respiratory distress syndrome (ARDS).

ﬂ]:rjc:lim
Chur objective was to determine the cffocts of pharmacologic treatments on clinical outeomes in adults with AL or ARDS,
Search methods

We searched OVID versions of CENTRAL { Fbe Coctirane Libmary lssue 3, 2003), MEDLINE (1966 to week 2, January 2004), EMBASE
{1980 1o week 4, 2004), CINAHL (1982 to week 2, January 2004}, and HEALTHSTAR (1995 ro December 2003); procesdings from
four conferences (1994 to 20005 and hiHiugl:phil:l of review articles and included studies.

Sclection criteria
Randomized contralled erials of pllilrrrranljl'lgi: Ireatimenis r:nmparct,[ 10 [ l|||:r.'|.|'.|:|' ar |:|=|::|Jn for cirablished ALL o ARDS in adules
admirted to an intensive care unit, with measurement of early mortality {primary curcome), lare morrality, duration of mechanical

ventilanion, ventilator-free days to day 28, or adverse events, We excluded wrals of nitric exide, partal liquid venrilation, Huid and
nueritional interventions, oxygen, and erials in other ]':u‘rpuis.!ium reparting cutcomes in thﬂmnps af rul."ie-nl‘s with ALl ar ARDS.

Drara collection and analysis

Twn reviewers inrl.zp:mlenl]}- u:re:nad ratles and :hq.!nr.'u., m!ﬂ! stuiclies for ilu'lusinn. ext mlm! lata and I.Bﬂﬂl’.l. |ne|]'!r.u!nlngi|: quali!}'
of included sudies. Dieapreements were resolved by consensus in consultarion with a chird reviewer. For each pharmacalogic therapy,
we quantitatively pooled the results of studies using random effects models where permireed by the available dam. We conracred study
authors when clarificarion of the primary outcome was required.

Main resules

Tllirrf three rrials mnilulll.iring 3272 paticnts met our inchwsion criteria, ﬁunling of resules showed no effect on :arl}- :llnrla]il}'
of pmrl’.a.gf.l.ndin E; (seven trials ﬂ.lbdmﬂi.’.i.l!s_ 697 patients; relative risk [RR] 0.95, 95% confidence interval [CI] 0.77 0 1.17),
N-mrl}r'r_]'xrl:i:w {En: trials nu:u:[nmi:.ing '259 pjlil:ulu; RR “.39, Elﬁ% Cl ﬂ.ﬁ's (14 I.II}. :ar]}- high-l:lc:uﬂ: corloateronds ﬂ_twu- trials
randomizing 187 patients RE 1,12, 95% CI0.72 va 1.74), or surfactane {nine mmals randomizing 1441 patients; RE0.93, 95% CI0.77
o 1.12). Two interventions were beneficial in single small erials; corticosteraids given for late phase ARDS reduced hospital morraliny
(24 patients; RR. 0.20, 95% CI 0.05 to 0.81), and penroxifylline reduced one-month moraliny (RR 0.67, 95% CI 0.47 0 0.93) in
30 parients with metastatic cancer and ARDS, Individual erials of nine additional interventions Failed to show a beneficial effect an

|:ln:|pﬂ.'iﬁr;d CHEECENTICS.
Authors' conclusions

Effective pharmacotherapy for ALL and ARDS is extremely limited, with insufficient evidence o support any specific inrervention.
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ABSTRACT

Background

A number of methods have been used to try to protea kidoey function in patients undergoing sungery, These include the administration
of dopamine and its analopues. diuretics, caldum channel blockers, angiotensin converting enzyme inhibitors and hydeation Auids,
Objectives

For this review, we selected randomized contralled rrials which emploved different methods ta protect renal funcrion during the
perioperative period. In examining these trials, we looked at outcomen that included renal failure and mortality as well as chanpes in

renal funcrion rests, such as urine outpur, creatinine clearance, free warer clearance, fractional excrevion of sodium and renal plasma
fomw:,

Scarch methaods

W seanched the Cochirane Central register of Controlled Trials (CENTRAL) ( The Cactrrane Library 2007, baue 23, MEDLINE (1966

to June, 2007}, and EMBASE {1988 o June, 2007); and handsearched six jownals {Ameherie avsd Anelpessa, Anﬂﬁminiu&r. rl!lm.ﬁ'gf
Surgery, Britich fosrnal af Anaestheria, fowrnal of Thoracic and Candionareular Surgery, and fovrnal af Vieesdlar Surgery).

Selection criteria

We selected all randomized controlled rials in sdults undergoing surgery where a treatment messtire was wsed for the purpose of renal

provection in the perioperative peried.

[data eollection and analvsis

We sclected 33 studics for inclusion in this review. As well as data analysis from all the studies, we performed subgroup analysis for type

of intervention, type of surgical procedure, and pre-existing renal dysfuncrion. We undertook senstivity analysis on srudies with high

and moderately good methodological qualicy.

Main resulis

The review included data from 53 studies, comprising a total of 2327 participants. OF these, 1293 received some form of treatment
and 1034 acred as controls. The interventions mostly consisted of different pharmaceutical apents, such as dopamine and it analogues,
diuretics, calcium channel blockers, ACE inhibitors, or selected hydration fluids. The resulrs indicated thar certain interventions showed
minimal benefits. All the results suffered from significant hererogeneity. Hence we cannor draw conclusions abour the effecriveness of
these interventions in protecting patients’ kidneys during surgery.

Authors’ conclusions

There is no reliable evidence from the available liverature o suggest thar interventions during surgery can protect the kidneys from
damage. There iz a need for more srudies with high methodalogical qualiny. One particular area for further study may be patients with
pre-existing renal dysfuncrion undergoing surgery.
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ABSTRACT

Background

Pulmonary artery catheterization was adopred about 30 years ago and widely disseminared withour rigorous evaluation as to whether
it benefived cricically ill patients. The technique is used 10 measure cardiac ourpur and pressures in the pulmonary circulation to guide
diggnosis and treatment, Clinicians believe these data can improve patients’ eutcomes, cven in the absence of consemus about the
specific interpretation of the data

Ohjectives

To assess the effect of pulmaonary amery cathaterization on mormalicy and cost of case in adult intensive care parients.

Search mcthods

We seanched the Cochrane Central Register of Conrolled Trials (CENTRALY ( T Cocfrane Lifrery [ssue 2, 2006); MEDLINE (all
reconds to April 2006); EMBASE (all records to April 2006); CINAHL (all records to April 2006) and reference lives of articles, We
contacted manufacturers and rescarchers in the ficld.

Selection criveria
We included all rndomized controlled trials in adults, comparing management with and without a pulmonary artery catheter (PAC),
[Mata collection and analysis

W sercened the titles and abstracts of the clectronic search rowli and obtained the full text of sudics of posible elovance for
independent review. We determined the fimal resules of the lirerature search by consensus between the authors. We did not contact
stuady aurhors for addisonal information.

Main results

We identified 12 studies. Mormalicy was reporred as hospical, 28-day, 30-day, or intensive care unit. We considered studies of high-
risk surgery patients [eight studies) and general intensive care patients (Four studies) separately for the meta-analysis. The pooled odds
ratior for the studics of general intensive care patients was 1,05 (95% confidence interval (CI) 0U87 to 1.26) and for the studics of high-
risk surgery patients 0.99 (95% C1 0.73 ro 1.24). OF the eight studies of high-risk susgery patients, five evaluated the effectivencss of
pre-operative optimization but there was no difference in mortality when these studies were examined separately. Pulmonary arvery
catheterization did noc affect intensive care unit (reported by 10 studies) or hospital (reported by nine sudies) lengrh of stay. Four
studies. conduwcred in the United Stares, measured costs based on hospital charges billed vo patienss, which on aversge wese higher in
the PAC groups.

Authors' conclusions

Tir date, there have been two multi-centre trials of the cffectivencss of PACs for managing critically ill patients admitted 1o intensive
care, although only one was adequarely powered. Efficacy smudies are needed to determine optimal management protoonls and patient
groups wha could benefit from management with a PAC,
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ABSTRACT
Background

The brain is ar risk of ischaemia during a variery of neurosurgical procedures, and rhis can lead to devastaring resulrs. Induced
hypathermia is the controlled lowering of core body temperatuse for therapeutic purposes. This remains the current practice during
NEUTCSUEETY for the prevention of minimization of ischaemic brain injury. Brain surgery may lead to severe complications due o
factors such as requirement for brain retraction, vessel ecelusion, and intraoperative haemorrhage. Many anacathesialogists believe thar
induced hypothermia is indicated to protect the central nervous system during surgery. Although hypothermia is often used during
brain surgery. clinical efficacy has not yer been established.

Ohjectives

To evaluare the effectiveness and safery of induced hypothermia versus normothermia for neuroprotection in patients underpoing brain
SURRETY.

Search methods

We scarched the Cochrane Central Regaster of Controlled Tials (CENTRAL} { The Codlrune Libmary 2010, lssue 10), MEDLINE,

LILACS, EMBASE and Current Controlled Trials {from inception to November 2010, reference lists of identified trials, and bibli-
ographies of published reviews. We also contacted rescarchers in the ficld. There were no language restrictions.

Selection criteria

We included randomized controlled trials and quasi-randomized conwrolled trials of induced hypothermia versus normothermia for
neurapratection in patients undergoing brain surgery.

Dhara collection and analysis

Two authors independently asicssed erial quality and cxtracted data. We contacted study authors for additional information.

Main rcsules

W included four rrials of cooling for cercbral protection during brain surgery. involving a rotal of 1219 pasients. We did nor find any
evidence that hypothermia for newroprotection in patients undergoing brain surgery is either effective or unsafe when compared
normathermia

Anithors' conclusions

Although there is some evidence thar mild hypothermia is safe, it effecriveness is nor clear when compared with normothermia. We
need to perform more clinical trials in order to establish the benefie, i any, of hypothermia for corchral protection during brain surgery
before making firm recommendarions for the routine use of this intervention.
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ABSTRACT
Background

Mutritional suppart in the eritically ill child has not been well investigated and iz a controversial topic within paediatric intensive care.
There are no clear guidelines as 1o the best form or fiming of nuirition in eritcally il infanes and children.

Ohbjcctives
Tor assesa the impact of enteral and rotal parenteral nutrition on dinically important outcomes for critically ill children,
Secarch methods

We scarched: the Cochrane Central Register of Controlled Trials (CEMNTRAL) { The Coclrane Liberarry 2007, lisue 1); Ovid MEDLINE
(1966 o February 2007); Ovid EMBASE (1988 ro February 2007); OVID Evidence-Based Medicine Reviews; 151 Web of Scienee -
Science Citation Index Expanded (1965 to February 2007); WebSPIRS Biological Abstraces (1969 to February 2007); and WebSPIRS
CAB Abstracss (1972 1o February 2007). We also searched trial registries; reviewed reference lists of all Purmri:"}' relevant studies;
handscarched redevant conference proceedings: and contacted experts in the arc and manufacturers of enteral and parenteral nutrition
products, We did not limar the scarch by language or publication starus.,

Selection eriteria

We included studies if they were randomized controlled trials involved pacdiatric patients, aged onc day 1o 18 years of age, cired for
in a paediatric intensive care unit ming (PICL) and received nutrition within the first seven days of admission; and reporred data for
ar least one of the pre-specified outcomes (30-day or FICU mortalit length of stay in PICU or hospital; number of venrilator days;
and morbid complications, such as nossoomial infections). W excluded studics if they only reported nutnitional outcomes, quality of
life asscssments, or cconomic implications. Furthermare, other arcas of pacdiatric nutrition, such as immunonutrition and different
routes of delivering enteral nutrition, were not addresed in this review,

Data collection and analysis

Two authors independently screened searches, appliod inclusion crateria, and pnrnrn'lcd. quality ascssments. We resolved discrepancies
through discussion and consensus. Oine author extracred dara and a second checked dara for acouracy and compleseness.

Main resules

Only onc trial was identified as relevant. Seventy-seven children in intensive care with burns invelving > 25% of the total body surface
area were randomized to either enteral nurritien within 24 hours or after ar least 48 hours. Mo statiszically :iﬁniﬁum differences were
observed for mortality, sepsis, vemtilavor days, length of stay, unexpected adverse cvents, resting encrgy expenditure, nitrogen balance,
or albumin levels. The rrial was sssessed a5 of low methodolagical quality (based on the Jadad scale) with an unclear risk of bias.

Authors’ conclusions

There was only one randomized trial relevant 1o the review question. Research is urg;m;l.].- needed to i.den'l:i.ﬁ' beesr Pnn'in:es rqﬁuding
the timing and forms of nutrition for cratically il infants and children.
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ABSTRACT

Fn:l:kwund
Selenium is a trace mineral essential to health and has an importans rele in immunity, defence against tissue damage and chyraid
function. Impreving sebenium status could help protect agninat overwhelming tisue damage and infection in critically ill adults.

Objectives

This review assessed the effects ofselenium supplementation, including the selenium-containing compound ebaclen, on adults recovering
from critical Hlnes.

Scarch methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Cochrane Library 2007, luue 3), MEDLINE,
EMBASE, CAR MAR, BIOSIS, CINAHL, Current Conrrelled Trials and reference lists. We contacted investigators and handsearched
four journals, The dare of the most recent search was August 2007,

Sclection criteria

Randomized trials of selenium or eheelen supplementation by any route in adults with critical illness (including patients with burns,
head injury, brain haemorrhage, cercbrovascular accident) and after surgeny:

Data collection and analysis

Twe authors independently extracted data and assesed trial quality. We sought additional information as required from trialises. We
undertook pooling of data for outcomes and selocted exploratory analyses were undertaken,

Main resules

Ten randomized wrials involving 1172 paricipants were included. The qualicy of trials, a5 reported, was poor, particularly for allocation
comccalment. The availability aof outcame data was limited and trials involving sclenium supplementation were mostly small. Thus the
results must be interpreted with caution.

Seven triale of intravenous sodium selenite showed no aatistically significant difference in mortality (relative risk (RR) 0.75, 95%
confidence interval (CI) 0.53 1o 1.06). In gﬂwm] intensive care patients the RR for selenium supplcnwnmian weas 0.75 (95% C1 059
1o 0.96). Three wials of ebselen showed no stasstically ssgnificant difference in mortaliny (RR 0.83, 95% C1 0.51 o 1.35).

Three trials of intravenous sodium selenite found no staristically ﬁgni.ﬁmnl: difference berwesn EroLps for participants dﬁ!l.ng:i.ng
infection (RR 1.22, 95% C1 0.67 to 2.23). Three rials of ehsclen provided data for participanes developing infections (pyrexia,
respiratory infections or meningitis), which were not statistically significane (RR 0.6, 95% C1 036 to 1.02).

Mo elear evidence emerged for the benefits of selenium or chaclen supplementation for the outcomes of days on a ventilator, length of
intensive care unit stay, length of hospiral stay or quality of life,

Authors” conclusions

There is limited evidence to recommend supplementation of critically il patients with selenium or cbsclen. Trials are required which
overcome the defects of the reviewed studses, particulary inadequate size and methodelogy.
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ABSTRACT
Background

Anaphylaxis is 2 serious hypersensitivity reaction that is rapid in onsct and may cause death, Adrenaline is recommended as the inatial
treatment of choice for anaphylaxis.

Ohjoctives

To assess the benefits and harms of adrenaline (epinephring) in the trearment of anaphylaxis.

Scarch methods

In the previous version of our review, we searched the databases until March 2007, In this versson we searched the Cochrane Central
Register of Controlled Trials (CENTRAL) { The Coofrname Lifnry 2010, lssue 1), MEDLINE (1966 1o Movember 2010), EMBASE
{1966 o November 20000, CINAHL (1982 w0 November 20100, BIOSIS (o Movember 20101, 151 Web of Knowledge (to November
2000 and LILACS (1982 o November 20100, We also searched websites listing ongoing trials and contacted pharmaceutical companies
and international cxperts in m:pllﬁu'u i AN artempt to locate urq:ub\llshmd material,

Sclection criteria

We included randomized and quasi-randomized controlled erials comparing adrenaline with no intervention, placeba or ather adrenergic
agonists were eligible for inclusion.

Dhata collection and analysis

Two authors independently assessed articles for inclusion.

Main results

We found no studics that satisfied the indlusion criteria.

Authors’ conclusions

Based o this review, we are unable to make any new recommendations on the uswe of adrenaline for the treatment of anaphylaxis.
Although there is a need for randomized, double-blind, placebo-controlled dlinical trials of high methodological quality in order
define the true extent of benefits from the administration of adrenaline in anaphylaxis, such trials are unlikely o be performed in
individuals with anaphylaxic Indeed, they might be unethical because prompr trearment with adrenaline is deemed ro be critically
impartant for survival in anaphylasis. Also, such studies would be difficult 1o conduct because anaphylactic episodes wually sccur
withour mrning, often in a non=-medical scrl:inrr, and differ in severity both among individuals and from one episode to anather in the
same individual. Consequently, nbuining baseline measur nts and Fr quent timed ments m'lght be difficult, or impassible,
to obrain. In the ahsence of appropriate wrials, we recommend, albeit on the basis of less than aprimal evidence, thar adrenaline
sdministration by intramuscular (im.) injection should still be regarded a5 fist-line treatment for the management of anaphylaxis,
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ABSTRACT
Background

.ﬁ.nzpll:.'lzxis 1% 3 SCrICHIS h:.l]:u:rn:milivjly reaction that is n|:li|:| in onset and may resule in death, .ﬁ.n:pll:rl.u:i: gllidl:‘iilu:s recomimend

glucocorticaids for the treatment of people experiencing anaphylaxis,

Ohjectives

We sought 1o assess the benefits and harme of glucocorticoid trearment during episades of anaphylasis.
Search methods

In our previous version we searched the lireramre wntil .‘icph:m'l:u:: 20009, 1nn this version we scarched the Codirane Central Register of
f_:un(ruﬂcd '] ii:]s {CENll'MLj {T;Jr (.‘u'u":uﬂw LJ‘M’_T ZU‘] |1 Iszue 3}-\. MEDLI NE :Uud]' ﬂ ﬂ 5{1 Lo Sq.lllrjnltn:r 201 |]. EMBASE [Uvi:]]
(1982 Srp!l:mlxr 20011}, CINAHL (EBSCOhost) (to -SI.'PII.'I:I:IEICF 2011}, We abso scarched the UK MNational Rescarch Register and
wehsites |i.i|!in5 ongoing trials, and contacted international experts in anaphylaxis in an attempt to locate unpublished marerial.

Selection criteria

We planned wo include randomized and quasi-randomized controlled trials comparing glucocorticoids with any control (either placebo,
adrenaline {epinephrine), an antihistamine, or any combinarion of these).

Dhata collection and analysis

Two authors independently assessed arvicles for inclusion.
Main resules

We tound ne studies thar satisfied the incluston critena.
Authors’ conclusions

We are, based on chis review, unable o make any recommendarions for the use of glucocorticoids in the wrearment of anaphylas.
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ABSTRACT
Background

Anaphylaxis is an acute systemic allergic reaction, which can be life-threatening. Hl-antihistamines are commenly used as an adjuvant
therapy in the treatment af:nq!hyh,n's.

Objectives
T assesx the benefits and harm of H l-antihistamines in the treatment of anaphylaxis.
Scarch methods

In our previous version we searched uniil June 2006, In this version we searched the Cochrane Central Register of Conrrofled Trials
(CENTRAL), {The Cochrtne f.i&mr)' 20010, lsue 11), MEDLINE {1966 1o Movember 2000); EMBASE (1966 to Novernber 20100;
CINAHL (1982 ro Nobember 2010) and 151 Web of Science (1945 to Movember 2010). We also contacted pharmaceutical companies
and international experts in anaphylaxis in an amemps o locare unpublished marerial.

Selection criteria

We planned to inchade randemized and quasi-randemized conmrolled rials comparing H1-antihistamines with placebo or no interven-
ricH.

Dara collection and analysis
Two authors independently assessed articles for inclusion,
Main results

We found o studics that satished che inclusion criveria,
Authors” conclusions

Based on rhic review, we are unable to make any recommendations for clinical practice. Randomized conrrolled rrials are needed,
although these are likely vo prove challenging to desipn and execure.
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ABSTRACT
Background
Morality from sepsis and sepric shock remains high. Results of rrials on intravenous immunoglobulins (IVIG) as adjuncrive therapy
for scpsis have been conflicting, This is an updare of a Cochrane review (2002).
Objectives
To estimate the effects of IVIG on mortality and duration of hospitalization in patients with sepais or septic shock.
Search methods
We searched the Cochrane Central Register of Controlled Trials { The Cochrane Lifmary 2008, lsue 4), MEDLINE (1966 to October
2008}, and EMBASE (1988 to October 2008}, We contacred investigators in the hield for unpublished data,
Sclection critcria
We included randomized controlled trials comparing IVIG (monodlonal or polyclonal) with placebo or fo intervention in patients
with bacterial sepsiz ar sepric shock.
Darz collection and analysis
T reviewers independently asscused the studies for inchnsion, methodologie quality and dara sharaction, We conducted pre-specified
subgroup analyses by type of immunoglobulin preparation.,
Main rcsualts

Forry-rwo of 84 potentially eligible studies met our inclusion criveria. Pooled analysis of polyclonal and menodional IVIG was not done
due to clinieal I'yctn'ugt.ndl.}-. Su.ligh:!up :.hllp'u of 10 pﬁ[}'c'mh] IVIG trials in adules (n = 1430} and seven wnals on IsM—mri:l'bni
polyelonal IVIG (n = 528) showed significant reductions in mortality compared 1o placebo or no intervention (RR 0.81; 95% CI1 0.70
1o 0.93 and RR 0.66; 95% CI 0,51 o 0.85, respecrively). Sul:ﬁmup analysis ufPalydmzl IVIG in neonates showed no signi.ﬁr_-ﬂ.m
reduction in mortality for standard (BB 0.90; 95% C1 0046 vo 1.76: 4 wials, n = 174) and IgM-enriched polyclonal IVIG (RE 0.57;
95% CI 031 o 104 3 tnals, n = 164). Sensinvity analysis of trials with low risk of bias showed no reduction in maorality with
poelyclonal IVIG in adules (RR 0.97; 95% CI 0.81 wo 1.15% 5 wials, n = 945) and neonares (RR 0.41; 95% C1 0.16 to 1.08; 3 trials, n
= 128). Morality was not reduced among parients (8 trials, n = #671) who received anti-endotoxin antibodies (RR 0.99; 95% CI 0.91
to].06) while anti-cyrekines (9 trials, n = 7TE93) demonstrated o marginal reduction in mortaliny (RR 0.92; 95% C1 0.86 to 0.97).

Authors’ conclusions

Polyelonal IVIG reduced mortalicy amang adules with sepsix bue this benefic was not seen in trials with low risk of bias. Among neonates,
no reduction in mortality was seen with polyclonal IVIG. Mot of the trials were small and rhe rotality of the evidence is insufficient
to support a robust condusion of benefit. Adjunctive therapy with monoedonal IVIGs remains experimental.
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ABSTRACT
Background

Ventilator-swaciated preumonia is 3 common complication in ventilated patients. Endotracheal suctioning is a procedure thar may
constituee a risk factor for ventilator-associated pncumonia. It can be performed with an open system or with a closed syztem. In view
of suppested advantages being reported for the dosed system, a systematic review comparing both techniques was warranted.
Ohbjectives

To campare the clased tracheal suction system and the open tracheal sisction system in aduiles receiving mechanical ventilation for mase
than 24 hours.

Scarch methods

We scarched CENTRAL ( The Coclrane Lifrary 2006, lowe 1) MEDLINE, CINAHL, EMBASE and LILACS from their inception to
_T-ut:.r 205, We handsearched the 'bi'blingnphi.:: of relevant identifisd studies, and contscted authors and manufactirers

Selection criteria

The review included randomized conrrolled trials mmlnring closed and open tracheal suction systems in adule Pr!.l:i.ﬂ'!l’s who were
ventilated for more than 24 hours.

Data collection and I.I'Illr!il

We included the relevant wrials Elti:ns the selection eriteria. We aswessed ml:ll'lnd.l.lluﬁiﬂl qul]it}' using method of randomization,
concealment of allocation, blinding of curcome assessmient and canlermm of Fellow up. Effect measures used for peched analyses
were relative risk (RR) for dichotomous data and wtl.g"m:d mean differences (WMD) for continuous data, We assessed hl:ﬁ:mgv:nril:r
prior to meta-analysis.

Main resulis

Of the 51 porentially eligible references, the review included 16 rrials (1684 parients), many with methodological weaknesses. The mwo
wracheal suction systems showed ne differences in risk of venrilator-asociated pneumenia (11 wials RR 0.88; 95% C1 0.70 w0 1.12),
h‘-urufily {five vrials; RR 1.02; 959 C1 0.84 1o 1.23) or l:l'ngdl nrs-u:r in intensive care units {two tmals WMD 0.44; 95% CI -0.92
e 1.80). The closed racheal suction system produced higher bacverial colonization rares (five trials; RE 1.49; 95% €1 1.09 1o 2.03),

Authoers’ conclusions
Resulis from 16 trials showed that IIJ'ﬂ.';UﬂIiJlE with either cdlosed or opon tracheal suction Fystcms did net have an effect on the nsk

of ventilator-associared prcumonia of rrmrlal:il‘_r. Muore studics of high ml:ll'ludlﬂngjw] qln]il].- anc millin;d, pnrlinllarlr [T chr.il"}' the
benefits and hazards of the closed tracheal suction system for different modes of ventilation and in different types of patients.
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ABSTRACT
Rackground
Reducing weaning rime is desirable in minimizing porential complications from mechanical ventilazion. Standardized weaning protocoks
are purported o reduce time spent on mechanical ventilation. However, evidence supporting their use in clinical practice is inconsstent.
Objectives
Tos assess the effects of protocolized weaning from mechanical venvilation on the o2al duration of mechanical venrilation for critically
ill adults; ascerrain differences between protocolized and non-protocolized weaning in terms of morality, adverse events, qualiy of life,
weaning duration, intensive care unit (ICL) and hospital length of stay (LOS): and explore variation in outcomes by type of ICLU, type
of protocol and approach to delivering the protocsl.
Search methods

We scarched the Cochrane Central Register of Controlled Trials { The Cochrane Library lisue 1. 20100, MEDLINE (1950 to 20010,
EMBASE (1988 to 2010), CINAHL (1937 1o 2010), LILACS (1982 vo 20100, 151 Web of Science and 151 Conference Proceedings
(1970 ta 2010), Cambridge Scienrific Abstraces (inception to 2010) and reference lisss of arvicles. We did nar apply language restrictions.

Selection criteria

We included randomized and quasi-randomired controlled trials of protocolized weaning verwus non-protocalized weaning from
mcchanical ventilation in eritically ill adules,

Data collection and analysis

Theee authors independently assessed wial quality and extracted dara. A priori subgroup and sensitivity analyses were performed. We
contactesd study authers for additional information,
Main resulis

Eleven trials that included 1971 patients met the inclusion criteria. The total duration of mechanical ventilation geometric mean in
the protocolized weaning group was on average reduced by 25% compared with the usal care group (N = 10 trials, 95% CI 9% to
39%, P = 0.006); weaning duration was reduced by 78% (N = 6 wrials, 95% C1 31% 10 93%, P s 0.009); and ICU LOS by 10% (N =
8 prials, 95% CI 2% o 19%, I' = 0.02), There was significant heterogenecity among studics for total duration of mechanical ventilation
(1¥ = T6%, P < 0.01) and weaning duration u2 = 97%, P < 0L01), which could not be explained by subgroup analyses based on type
of unit ar I!r_pcnf:ppmﬂ-:]l.

Authors' conclusions
There is some evidence of a reduction in the duration of mechanical venrilation, weaning duration and 1CU LOYS with use of standardized
protocals, but there i sgnificant heterogeneity among studies and an insufficient number of studies to investigate the source of

this heterogeneiry. Although some study authars supgest that organizational context may influence outcomes, these factors were not
considered in all included studies and therefore could nor be evaluared.
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ABSTRACT
R:dig'muml

Humidification Ily artifcial mcans must be |:|r|,:|ui|.|.u.|. when the UPpCE irway i II-}'I!.'.I.'D.L‘I:I ill.tril:l.g mechanmical vennlaon. Hened
humidification (HH) and hear and maisture mll:llgcu {HME) are the mast i.'t'}llll:l.'ll:il'll}' used ypes al artificial humidification in this

situation,

Ohjectives

To determine whether HHs or HMEs are more effective in preventing mortality and other complications in people who are mechanically
ventilated.

Search methods

We searched the Cochrane Central Register of Controlled Trials { The Cochrane f.l'ﬁmﬂ'g- 2000, lssue 4) and MEDLINE, EMBASE and
CINAHIL {_F.allunry. 20000 o jtlﬂl!ir}' relevant randomived contralled rrials (RCT).

Selection criteria

We included RCTs companng heat and moisture exchangers (HMEs) 1o heated humidifiers (HHs) in mechanically ventlated adules
and children. We included randomized crossover studies.

Drata collection and analysis

We assessed the quality of each study and extracted the relevane dara, Where appropriare, resultsz from relevant srudies were mera-
analyzed for individual ourcomes.

Main resulis

We included 33 trials wieh 2833 participants, 23 studics were pa rallel group d:\ign (no= 27100 and i:ighl Crassover dnign (n = 123).
Un]}- three included stadics n:[mt'fc:l data for infanes or children. There was no overall effecr on artificial airwiy ocelusion, ||'|.v|':|rt:|.1il}'\.
PREUmOnia, OF respiratory L‘l:ll.'l.'ll:llii.'.‘lliDI'L‘ii however, the PaCOh and minute ventilation were increased when HMEs were c:ml[nmd (19}
HHs and body remperarure was lower. The cost of HMEs was lower in all scudies thar reported this outcome. There was some evidence
that hydrophobic HMEs may reduce the risk of pneumenia and thar blockages of artificial airways may be increased with the use of
HMEs in certain subgroups of patients.

Authors' conclusions

There is linle evidence of an overall difference berween HMEs and HHs. However, hydrophobic HMEs may reduce the risk of
preumonia and the use of an HME may increase arnficial airway occlusion in certain subgroups of patients. Therefore, HMEs may not
bz suitable for patients with limiced respiratory reserve or prone to airway bleckage. Further research is needed relating o hydrophebic
m]:}'gmupiu HMEs and the wse of HMEs in the P.‘ll:d-ﬂi!'il.' and neonatal Pu]:ll.da.t'mlb. As the dl.'ﬂisj:l af HMEs evolves, evaluation
of new generation HMEs will alsa need 1o be undertaken.
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ABSTRACT

Background

High-frequency venrilation is often used to trear patients with acure lung injury (ALI) or acute respiratory distress syndrome (ARDS)
bt the cffect of this trcatment on clinical outcomes has not been well established.

Objectives

The objective of this review is to examine the cffect of high-froqueney ventilation comparcd with conventional ventilation as a terapy
for AL or ARDS in children (1 1o 17 years old} and adules in order to quantify irs effect an patient ourcome {maortality, morbidity and
other relevant outeomes),

Search methods

We scarched the Cochrane Central Register of Contrelled Trials (CENTRAL) {The Caclnme Librery, iwue 4, 2002), MEDLINE
{1966 1o October Week 5. 2002), EMBASE (1980 o Week 51, 2002), World Wide Web (www.controlled-trials.com, ARDS clinical
ncowork), and used Cited Referenee Scarch (Web of Science 1988 1o 2002, for specific reference lises of articles). W alwo contacted
authors from exch inclusded crial, as well as manufacourens of high-frequency venrilators and other researchers in the field,

Sclection criteria

Randomized controlled dinical trials of children and adults comparing treatment wing high-frequency ventilation with conventional
venrilation for patients diagnosed with ALl or ARDS.

Data collection and analysis
Two reviewers independently assessed rrial qualiny and exrracred data. Seudy authors were conracted for additional information.

Main resulis

Two trials met the inclusion criteria for this review, One trial reeruited children [im‘lm]i.ﬂﬁ some children less than mrynrnl.d] (=
58) and the other recruited adults (n = 148). Both trials used a high-frequency ascillstory ventilatar as the intervention and included
vartable use of lung-volume recruitment strategies. The intervention groups showed a orend towards lower 30 day mortality (children
relative risk (RR) 0.83, 93% confidence interval (CI) 0,43 o 1.62; aduls RR 0.72, 95% CI 0.50 to 1.03), :ll]mugll neither sl.ud;r
showed a sattically significant difference. Similarly, there was no stattically significant difference between the intervention and
control groups for "Total length of ventilator days’ (WMD) -2.00, 95% C1 -18.36 1o 14.36; and WMD 2.00, 95% CI -6.55 w 10,55
for the child and adulr wrials respectively). The studies used anly proxies 1o measure long-term quality of life. There was a sraristically
significant reduction in the risk of requiring supplemental oxygen amengst survivors at 30 days in the pacdiatric study (RE 0,36, 95%
CI0.14 1o 0.93).

Authors” conclusions

There is not cnough cvidence to conclude whether il'gh-rrrqul:ncy ventilation reduces maortality or long-term marbidity in paticnis
with ALl ar ARDS: further rials are nesded.
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ABSTRACT
Background

The technique called enc-lung venrilation can confine blecding or infection to one lung, prevent ruprure of a lung cy= or, more
commonly, facilitate surgical exposure of the unventilated lung. During onc-lung ventilation, anacsthesia is maintined cither by
delivering a volatile anaestheric 1o the venrilated lung or by infusing an intravenous anaesthetic. It is possible that the methed chosen
to maintain anaesthesia may affect patient outcomes.

Ohbjectives
The objective of this review was 1o evaluate the ciffectivencss and safery of intravenous versus inhalation anacsthesia for one-lung
ventilarion,

Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cocknanee Lifimary 2006, laue 3, MEDLINE,
LILACS, EMBASE (from inceprion to June 2008), 151 web of Science (1945 o June 2006), reference lists of idenrified rrials, and
bibliographics of published reviews. We also contacted researchers in the field. There were no language restrictions.

Selection criteria

We included randomized controlled erials and quasi-randomized controlled orials of intravenous versus inhalation anacsthesia for onc-
lung venrilation.

Drata eollection and analysis

Twa authors independently assessed trial quality and extractod data, We contacted study authors for additional information,

Main results

Wi included nine studics thar enrolled 291 participants. We could not perform meta-analyses s the included studies did not report
the ourcomes listed in the prowocol for this review:

Authors’ conclusions

There is no evidence from randomized controlled rrials of differences in patient cuscomes for anacsthesia mainained by intravenous
wersus inhalational anseshesia ch.uing anc-lunﬁ vennlation. This review higﬁ!iﬁ\u the need for continued research into the use of
intravenous versus inhalation anacsthesia for one-lung ventilation. Future trials should have standardized owtcome measures such as
death, adverse Pumpcﬂliu CICCEHTEs and h:mnpcnri\.‘: FAWATETIERS. F}QPOI-IL'- and losses to follow up should be reported.
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ABSTRACT

Background

Jlu:m.cll.mg injury (ALI), amd acute respiratory distress :.]."m]rndnc {ARDS), arc :}-ndmmn of severe respiratony Failure. Adults with ALI
ot ARDS have high martality and significant morbadiey. Paresal liggued ventilation (PEV) may be better (e, camse less lung damage) for
these patients than other forms of mspiratory support, Uncontrolled stadies in adules have shown improvement in gas exchange and
lung compliance with partial liguid ventilation.

Otbjectives

To assess wherher partial liquid ventilation reduces morbidity and mortality in adults with AL or ARDS.

Scarch methods

We scarched The Cochrane Ceniral Rl:gi:.‘h:r af Controlled Trials (CENTRAL), The Cocrire Li&m‘r_;r lssnse 2. 20004; MEDLINE (1966
o May 2004): and CINAHL (1982 to May 2004); intensive care journals and conference procesdings: reference lists and unpublished
literamure.

Selection criteria

Randomized consrolled rrials which compared partial liquid venrilation with other forms of ventilation, in adules (16 years old or
greater) with ALl or ARDYS, reporting one or more of the following: mortality: duration of mechanical ventilation, respiratory support,
oxygen therapry, stay in the intensive care unit, of stay in hospiral; infection; long term cognitive impairment of health related quality
of life; long term lung function; or cont.

Data collection and analysis
Two reviewers independently evaluated the quality of the relevant studics and extracted the data from the included studies,
Main results

Problems with the insdequacy of the primary report of the one induded study do not allow us o FEPOT Any quantitative resulrs
far patients with ALI or ARDS. The only outcome we considered to be of clinical significance and reported for all enrolled patients
(i.e., parients with ALl and ARDS and less severe respiratary insufficiency) was 28 day mortaliny. There was no searisrically significant
difference berween groups for this ourcome with a relative risk for 28 day mortality in the PLV group of 1.15 (95% confidence intervals
of 0,64 vo 2,10,

Authors' conclusions

There iz no evidence from randomized controlled trials 1o support or refute the use of partial liquid ventilation m adults with ALL or
ARDE; adequarely powered. high quality randomired controlled rrials are siill needed to assess its efficacy. Clinically relevant sutcome
mcasures should be asessed (especially mortality ar discharge and later, duration of respiratory support and hoapital stay, and leng term
cognitive and qu.diry of life ourcomes) and the studies should be PuHiﬂ'bad in Full.
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ABSTRACT

Background

Acute lung injury and acute respiratory distress syndrome are syndromes of severe respiratory failure. Children with acute lung injury
or acute respiratory distress syndrome have high morality and significant morbidicy. Partial liquid ventilation is proposed as a less
injurious form of respiratory support for thess children. Uncontrolled sadies in adulis have shown improvements in gas exchange and
lung compliance with partial liquid venrilation. A sinﬁlc uncontrolled study in six children with acute respiratory syndrome showed
some improvement in gas exchange during three hours of partial liquid venrilation.

Objectives

To assess whether partial liquid venrilation reduces morality or morbidicy, or both, in children with acute lung injury or acute respiratory
distress syndrome.

Search methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Coclmane Lifrery 2008, Iauc 3); CINAHL
[Cumulacive Index to Mumsing & Allied Health Literature) via Chid {1982 o Auguse 2008); Ovad EMBASE (1982 to August 2008);
and Owid MEDLINE (1950 to Aupoe 2008) with Dhily Updage.

Selection crireria

We induded randomized controlled trials (RCTs) which compared partial liquid venrilation with other forms of ventilation in children
(28 days 1o 18 years) with acute lung injury or acute respiratory distress syndrome. Trials had to report one or more of the following:
muru]jl]r. duration of mechanical venrilation, respiratory support. oxypen I!I'n.‘ﬁ.p].'\. stay in the intensive care unit, o stay in Iwrspilali
infection; long-term cognitive impairment, neurodevelopmental progress. or other long-term morbidities.

Data collection and analysis

We independently evaluared the qualiny of the relevant studics and extraceed the data from the included studies.

Main resulis

Only onc study enrolling 182 patients (only reported as an abstract in conforonoe proceedings) was identified and found digible for
inclusion; the authors reported only limited results. The trial was stopped premarurely and was, therefore, under-powered o detect any
significant differences, The only available ouwtcome of clinical significance was 28-day mortality. There was no stasistically significant
difference berween groups, with a relarive risk for 28-day maortaliey in the partial liquid ventilation group of 1.54 (999 confidence
interval 0.82 ra 2.9).

Authors” conclusions

There is no evidence from RCTs 1o support or refute the use af partial liquid vennlanion in children with acure |l.l!1ﬁ Injury or scute
respiratory distress syndrome. Adequately powered, high quality RCTs are still needed to asess its efficacy. Clinically relevant outeome
mieasures should be asewed (mortality st discharge and later, duration of both respiratory support and hospatal stay, and long-term
neurodevelopmental ourcomes). The srudies should be published in full.
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ABSTRACT
Background

General anassthesia causes avelecnasis which can lead o impaired respiratory funcrion, Positive end-expiratory pressure (FEEF) s
a mechanical manocuvre which increases funcrional residual capacity (FRC) and prevents collapse of the airways thereby reducing
atelecrasis. It is nor known whether intra-operative PEEP alters the risk of postoperative mortality and pulmonary complications.

Ohjectives
To amcss the benefits and harma of intrsoperative PEER for all adult surgical paticnts, on postoperative mortality and pulmonary
CREICCHTIES.

Search methads

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Coackrene Lilbrary 2009, luue 43, MEDLINE {via
Ovid) {1966 1o January 2010), EMBASE (via Ovid) (1980 to January 2000}, CINAHL (via EBSCOhost) (1982 to January 2010),
151 Wieh of Science (1945 to January 2010) and LILACS (via BIREME interface) {1982 to January 2010},

Selection criteria

We included randomized clinical erials thar evaluated the effect of PEEP versus no PEER during general anaesthesia, on postoperative
martality and postoperative respiratory complications. W included soudics irrespective of language and publication stanes.

[ata collection and analysis

Two investigarors independently selected papers, extracred data thar fulfilled our outcome crivenia and assessed che qualiny of all included

wrials. We undertook pooled analyses, where appropriate. For our primary outcome (mortality) and two secondary outcomes (respiratory
failure and preumonia), we caloulared the number of further patients needed (informarion size) in order o make relisble conclusions.

Main results

We included cight randemized wrials with a toral of 330 patients, Two urials had a low risk of bias. There was no difference demonstrated
for momality (relative risk (RR) 0.95, 95% €1 0.14 w0 6.39). Two satistcally significant results were found: the PEEP group had
a higher PaCy/FiO; on day 1 postoperatively (mean difference (MIDY) 22,98, 93% Cl 4.40 vo 41.55) and postoperative atclectasis
{defined as an arca of collapsed lung, qu:.nliﬁibd by computerized tomography (CT) scan) was less in the PEEP group (SMD -1.2, 95%
Cl -1.78 1o -0.79). There were no adverse events reported in the three trials thar adequardy measured these ourcomes (barotrauma and
cardiac complications). Using information size calculations, we estimated that a further 21,200 patienes would need 1o be randomized
in erder 1o make a reliable conclusion about PEEP and mortalicy,

Authors’ conclusions

There is currently insufficient evidence to make conclusions about whether intranperative PEEP alters the risk of postoperative mortality
and respiratory complications among undifferentiated surgical patients.
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ABSTRACT

Background

Recruitment manocusres are often wied 1o treat patienes with acute lung injury (ALL) or acute respiratory distress syndrome (ARDS)
but the effect of this rearment on clinical outcomes has not been well established.

Objectives

The objective of this review was to examine recruitment manoeuvres compared to standard care as therapy for adults with acure lung
injury in erder o quantify the effects on patient curcomes (mertality, length of ventilation, and ather relevant cutcomes).

Search methods

We scarched the Cochrane Central Rrgjstl:r of Controlled Trals (CENTRAL) ( The Cochrane Lebrary 2008, lsue 2); MEDLINE
{January 1966 1o May 2008); EMBASE (January 1980 w May 2008); LILACS (1982 wo May 2008); CINAHL {1982 ro May 2008);
and Current Coneralled Trials (wwwecontrolled-trials, com).

Selection criteria

Wie included randomized controlled rrials of adules who were mechanically venrilated comparing recruitment manoeuvres 1o standard
care for those patients diagnosed with ALL or ARDS.

Data collection and analysis

Two authors independently assessed erial quality and extracted dara. We contacted study authors for additional information.

Main resules

Scven trials met the inclusion eriteria for this review (the wial number of included participants was 1170). Al rrials included a
FECTUNTENT MAGCUNTE 35 part of the treatment s:nwgy'lfq.r]:ﬂriq:nm on mechanical ventilation for ARDS or ALL However, two of the
wrials included a package of ventilation thar was different from the control venrilation in aspects other than the recruitment manoeuvre,

The intervention group showed no significant difference on 28-day morality (RR 0.73, 95% C10.46 1o 1.17, I* = 0.2). Similarly there
was no statistical difference for risk of barotrauma (RR 0,50, 95% C1 0,07 w0 3.52, P = 0.5} or blood pressure (MD 009 mm Hg, 95%
Cl -4.28 1o 6,08, ' = 0.73). Recruitment manocuvres ﬁpiﬁc:n!lr invereascd OxygEnAton above bascline levels for a short period of
time in four af the five studics thar measured oxygenation, There were insufficient data on bength of ventilation or hospital stay w pool
resatlrs.

Aunthors’ conclusions

There is not evidence to make concusions on whether recruitment manocuvres reduce mnrl‘.:]il:r or 1m5|.1'| of vennilation in paticnts
with ALl or ARDS,
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ABSTRACT
Background

Long-term mechanical ventilation is the mest common situation where trachcostomy is indicated for patients in intensive care units
(ICLY). "Early’ and "late’ trachesstomies are two categories of the fiming of tracheostomy. The evidence an the advantages srrribured 1o
carly over late tracheostomy is somewhat conflicting but includes shorter hospital stays and lower mortality rates.

Objectives

To evaluate the effectivencss and safety of carly (< 10 days after intubation) versus late tracheostomy (= 10 days after intubation) in
crinically ill adulr parients predicred 1o be on prolonged mechanical vensilarion and with different clinical conditions.

Scarch methods

We searched the Cochrane Central Rcsislr:r of Controlled Traals (CEMTRAL) { The Mﬂmﬂhﬁ}'!ﬂlﬂ. Tsswe 12); MEDLIME (via
PubMed) (1966 10 December 2000): EMBASE (via Ohad) (from 1974 ro December 20000; LILACS {1986 1 December 2010); PEDro
(Physiotherapy Evidence Database) at wwow, pedro.fhe.usyd.odu.an (1999 to December 20000 and CINAHL (1982 to December 2000).
Seloction criteria

We included all randomized or quasi-randomized controlled trials which compared early rrachesstomy {rwo 1010 days after intubation)
against late rracheostomy (= Iﬂd.n].&nﬁﬂ' intubarion) for critically ill adult patients expected 1o be on Pro[ungcd. mechanical venrilation.
There was no language restriction.

Data collection and analysis

Two authors extracted dara and conducted a quality assessment. Mera-analyses using the random-effecrs model were conducted for
maortality and pcumonia

Main resulis

We included four studies, with a high risk of bias. in which a rocal of 673 patients were randomized o either early or lare tracheostomy.
We could not pm] data in :.mcﬂ.—n.na]rsis because of clinical, rrr:ll'mdluing{:l and starsgical hrlnupmty between the incduded studies.
There is ne strong evidence for real differences berween carly and lare tracheostomy in the primary outcome of mortalicy. In one study

a staristically significant result favouring early tracheostomy was observed in the outcome measuring rime spent on ventilarory support
(mean difference (MD) -9.80 days, 95% CI -11.48 w0 -8.12, I < 0.001),

Authors’ conclusions

Updated evidence is of low quality, and potential differences between carly and late trachcostomy need to be better investigated by
means of randomized controlled wials, At present there is no specific information about any subgroup or individual characteristics
potentially associared with better outcomes with cither carly or late tracheostomy.
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ABSTRACT
Background

Decompression illness (DCI) s due 1o bubble formation in the blowd or tissues following the breathing of compressed gas. Clinically,
D1 may range From a trivial illness 1o loss of consciousness, death or paralysis. Recompression is the universally accepred standard for
the trearment of DCLL When recompression is delayed. a number of strategies have been suggested in order to improve the ourcome.
Objectives

To examine the effectivencss and safety of both recompression and adjunctive therapies in the treatment of DCL

Search merhads

We scarched CENTRAL (The Cochrane Library 2009, lsue 3); MEDLINE (1966 to October 2009); CIMAHL (1982 1o Ccrober
2009): EMBASE (1980 o October 2009); the Darabase of Randomised Controlled Trials in Hyperbaric Medicine (Ocrober 2009),
and hand-searched joumnals and rexs,

Selection criveria

We indluded randomizad controlled crials chac :nmParql the effect nF:n}r n:r.urnpre-ndnn schedule or adjunctive therapy with a standard
recompression schedule. We applied no language restrictions.

[ata collection and analysis

Three authors extracted the data independently, We ascwed cach rial for internal validity and resolved differences by discussion. Data
was entered inno RevMan 4.2,

Main results

Twa randomized controlled rrials savisfied the inclusion criteria. Pooling of dara was nor passible. In one sudy there was no evidence
of improved cifectivencss with the addition of a non-sieroidal anti-inflammatory drug (tenoxicam) to routing recompression therapy
(an six woeks: relarve risk (RR) 1.04, 95% confidence interval (CT) 0090 vo 1.20, P = 0.58) bue there was a reduction in the number of
compressions required when tenoxicam was added (' = 001, 95% CI0 10 1). In the other study, the odds of multiple recompressions
was lower with a helium and oxygen (heliox) table mrnpa.md to an oxygen reatment table (RE 0.56, 95% CI0.31 o 1.00, P = 0.05).

Authors' conclusions

Recompression therapy is standaed for the treatment of DCI, bur there is no randomized controlled trial evidence. Both the addition
of an NSAID or the use of heliox may reduce the number of recompressions required, but neither improves the odds of recovery. The
application of cither of these strategies may be justified. The modest number of paticnts studied demands a cautious interpretation.
Beneties may be largely econamic and an economic analysis should be undertaken. There is a case for large randomized trials of high
methodological rigour in order v define any benefit from the use of differene breathing gases and pressure profiles during recompression
therapy.
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ABSTRACT

Background

Adrenal crisis is a life threatening condition which can be induced by stress during surgery in patients with adrenal insufficiency.
This may be prevented by perioperative administration of high doses of steroids. There is disagreement on whether supplemental
perioperative steroids are required and. when administered, on the amount and frequency of doses.

Objectives

To assess whether it iz necessary 1o administer supplemental perioperative steroids in adule patients an maintenance doses of glucocor-
ticoids because of adrenal insufficiency.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) (The Coachntie Library 2009, lsase 1) MEDLIMNE
(1966 to January 2009); EMBASE (1980 ro January 2000); LILACS {1982 to January 2009); and the databases of angoing rrials. We
handsearched the Journal of Clinical Endocrinology and Metabolism (1982 o 1997}, Clinical Endocrinology (1972 o 1997), Surgery
{1948 1o 1994), Annals of Surgery (1948 to 1994), and Anacsthesia (1948 1o 2000).

Selection criteria

Randomized, controlled trials that compared the wse of supplemental perfoperative steroids to placebo in adult patients on maintenance
doses of steroids who l'qql.l.imd SUFEETY.

ata collection and analysis

Two review authars independently asscssed trial qualiey and extracted data. Study authors were contacted Tor missing information. 'We
used mean differences and standard deviations o summarize the daca for each group.

Main results

Two trials involving 37 patients were included. These studies reporced thar supplemental perioperative steroids were not required during
surpery for patients with adrenal imuﬁr_'km:}'. Meither study reported any adverse effects or complications in the intervention and
control groups.

Authors” conclusions

Onwing o the small number of patients, the results may not be representative, Based on current available evidence, we are unable o
support of refute the use ur:upp]r_l:llml:a] perioperative steroids for paticnts with adrenal insumcinlq.' d.l.l.ring SUTEErY.
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ABSTRACT
Background

Anaphylaxis i a scrious hypersensitivity reaction tha is rapid in onsct and may cause death. Adrenaline (epinephring) auto-injectors are
recommended as the inirial, potentially life-saving treatmens of choice for anaphylaxis in the communiry, bur they are net universally
available and have limitations in their use,

Ohbjectives

To assess the effectiveness of adrenaline (epinephrine) auro-injecrors in relieving respiratory, cardiovascular, and ether symproms during
episodes of anaphylaxis that eocur in the communiry.

Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cochrane Lifrary 2012, lauc 1), MEDLINE
{Owid 5P (1950 o January 2012), EMBASE (Ovid 5P) (1980 1o January 2012 ), CINAHL (EBSCO host) (1982 to January 2012
b AMED (EBSCO host) (1985 to January 2012 ), LILACS, (BIREME) (1980 o January 2012 ), 18] Web of Science (1950 ©
j:nu:.ry 2002 ), We adipwd our scarch terms for other databases, We also scarched websives Ii.ll:ing on-going trials: the World Health
Organization Internarional Clinical Trials Begisry Platform, the UK Clinical Rescarch Nerwork Study Porsfolio, and the meeta Register
of Controlled Trials; and contacted phm—m:ocuu'n] COmpanics who manufacture adrenaline auto-infectors in an artempt o locate
unpublished marerial.

Selection criteria

Randomized and quasi-randomized controlled wrisls comparing auto-injector administration of adrenaline with any conrrol including
o intervention, placcbo, or other adrencegic agonists were eligible for inclusion,

Data collection and analysis

Two authors independently assessed articles for inclusion.

Main results

Maone of the 1328 studics thar were identified satisficd the inclusion eriteria,
Authors’ conclusions

Based on this review, we cannot make any new recommendations on the effectivencss of adrenaline awto-injectors for the treatment
of anaphylaxis. Although randomized, double-blind. placebo-controlled dinical wrials of high methodological quality are necoary to
define the true extent of benefits from the administration of adrenaline in anaphylaxis via an awro-injector, such trials are unlikely
o be [nerﬁlrmad in individuals ﬂpﬂl"lﬂ'!l:‘.ilg mnphy|ni: because of ethical concerns asociated with randomization to placebo, There
iz, however. a need to consider trials in which, for example, auto-injectors of different doses of adrenaline and differing devices are
compared in order to provide greater clanity on the dose and device of choice. Such trials would be practically challenging to conduct.
In the absence urappruprimc trizls, we recommend thar adrenaline administration by auto-injector should still be reg:lrdod as the most
elffective first-line treatment for the management of:.nlph”la:ﬁi: in the COMMuUnILY. In countrics where auto-injectors anc not :mlrnunly
used, it may be possible 1o conduct trials to compare administrarion of adrenaline via auto-injector with adrenaline administered by
syTInge and :mpuul:. OF COmpRaning the effcctivencs of two different fypes of auto-injector.
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ABSTRACT

Background

Funcrional endoscopic sinus surgery (FESS) s a minimally invasive technique thar is used w0 wear chronic sinusitis. Small bleeding
arcas can reduce operative viaibility and result in destruction of susrounding strucneres, Deliberate hypotension (Jowering the mean
arterial blood pressurs 1o berween 50 and 65 mm Hg in normotensive paticnts) using a range of pharmacological agents during general
anacsthesia reduces blood loss in many operations,

Objectives

We aimed 1o compare the use of the inravensus anacstheric agent propofal versus ather technigques for deliberate hypotension during
FESS with regard v blood loss and operative conditions,

Search methods

We starched the Cochrane Central Register of Contralled Trials (CENTRAL) { The Cachatre Litary 2012, laue 1), MEDLINE (1950

v Al 2012), EMBASE (1980 to April 2012}, LILACS (1982 ro April 2012) and IS] Web of Scicnce (1946 to April 20020, We alo
searched the reference lisss of relevant anicles and conference proceedings and contacred the authors of indluded ials.

Seclection criteria

We sought all rapdombsed controlled rrials (RCTS) conducted to compare propoafal with other rechnigques. Our primary outcome was
total blood loss (TBL). Other outcomes included susgical field quality, operation time, morality within 24 hous, complications and
failure to reach rarper blood pressure,

Data collection and analysis

Two review authors independently extracted details of trial micthodology and outcome data ftom rq'lulhl.lfall trials considered eligable
for inclusion. All analyses were made on an intention-to-treat basis where posible, When 1% was < 40% and the P value from the Chi
¥ test was = 0,10, we pooled dara by using the fixed-cffect model, Otherwise we pooled data by using the random-cffects model,

Main results

We included four studics with 278 participants in the review. Deliberate hypotension with propofol did not decrease TBL {millilieres)
when compared with inhalation anacsthetics in cither children er adults, Propofial improved the quality of the surgical ficld by less than
one category on a scale from 0 (no blecding) 1o 5 (sovere bleeding) (mean difference (MD) 0064 better with propofol, 95% confidence
interval (C1) 0L37 10 0,91 better), but no difference in operation time was reported. Failure o lower blood pressure vo target was les
comman in the propofol group (relative risk of failure with propofol (RR) 0.24, 95% CI 0.09 to 0.66).

Auvthors' conclusions

Using propofol 1o achieve deliberate hypotension may improve the surgical field, but the effeer is small. Deliberate hypotension with
pmpofn] did not decrease TBL and operation time. RCTs with good qualicy nwll'mdn!ngr and l:rg: sample size are required ro im-u:ignu
the cffectivencss of deliberate h:p‘pn!nuinn with pmpuH for FESS,
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ABSTRACT
Background
This is an updare of a Cochrane Review first published in The Cocbrane Library, loue 2, 2008,
The technique called ene-fung venssbation can confine bleeding or infection to one lung, prevent rupture of a lung cyst o, more
commonly, Facilitate surgical exposure of the unvenrilated lung. During one-lung ventilasion, sthesia is maintained either by
delivering an inhalation anaesthetic to the ventilated lung or by infusing an intravenous anassthetic. It is possible thar the mechod

chisen 1o maintain anaesthesia may affect patient outcomes, Inhalation anaesthetics may impair hypoxic pulmonary vesoconstriction
(HI') and increase intrapulmenary shunt and hypoxaemia.

Objectives

The objective of this rovicw was to evaluare the effectivencss and ::ﬁ:l}' of intravenows versus inhalation anacsthesia for onc-lung
ventilation.

Scarch methods

We scarched the Cochrane Central Regisver of Controlled Trials (CENTRAL); The Coclnane Lifraary (2012, baue 11); MEDLINE (1966
to Movember 2012); EMBASE (1980 1o Movember 2012); Literatura Latino-Americana e do Caribe em Ciéncias da Sadde (LILACS,
1982 ro Meovember 2012) and 151 web of Science (1945 to November 2012), reference liss of identified rrials and bibliographies of
published reviews, We alwo contacted researchers in the field. Mo language restrictions were applied. The date of the maost recent search
was 19 MNovember 2012, The original search was performed in June 2006,

Selection criteria

We inclwded randomized contralled trials and quasi-randomized controlled trials of intravenous (c.g. propofoel) versus inhalation (c.g.
isoflurane, sevollurane, desfluranc) anacsthesia for one-lung ventilation in both surgical and intensive care participants. 'We excluded
studies of participants whe had only one lung (i.e. pneumonectomy or congenital absence of one lung).

Data collection and analysis
Twa review authors independently ascuicd trial quality and cxeracted dara, We contacted study authors for additional information.

Main resulis

We included in this updated review 20 studies thar enrolled 850 pamicipanss, all of which assessed surgical participant= no studies
investygated one-lung ventilation performed outside the operating theatre, No evidenee indicated that the drug used 10 maintain
anassthesia during enc-lung ventilation affecied pamicipans outcomes. The meshodological quality of the included studics was difficulc
o awrss as it was reported poorly, so the predominant clasification of bias was ‘unclear’.

Authors” conclusions

Wery linde evidence from randomized controlled trials suggests differences in participant outcomes with anacsthesia maintined by
intravenous versus inhalational anassthesia during one-lung ventilation, If ressarchers believe thar the rpe of drug used 1o mainain
anacsthesia d.u.nrg nﬁc\-lunﬁ ventilation is Important, Il'uqr should dn?gn randomized controlled trals with Approprate participant
outcomes, rather than FEPOIT TEMPOREry Aucruations in ph}lniulngin:al variables,
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ABSTRACT

Background

Bupivacaine is an amide local anaesthetic used in hyperbaric and isobaric forms. These are administered intrathecally into the spine
to provide regional anacsthesda for cacsarcan section. Sevieral rials have compared hyperbaric and sobaric bupivacaine but none have
conclusively shown benefit of either.

Objectives

This systematic review aimed to summarize the effectiveness and safety of hyperbaric verass isabaric bupivacaine in providing anassthesia
for camsarean section. We considered the adequacy of anaesthesa for completion of cacsarcan seetion and the need for interventions o
treat complications,

Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRAL) ( The Cocbnane Lidwary 2011, lssue 4), MEDLINE
(January 1966 w May 2011) and EMBASE (January 1980 to May 2011), We handsearched journals, We imposed no language
restriction, We reran our scarch in the above databases from January 2011 to January 2013 the studics are awaiting asscssment and
will be deale with when we updare the review.

Sclection criteria

We included all randomized controlled trials involving parturients underpoing spinal anassthesia for elective casarean ssetion thar
compared the wse of hyperbaric with izssbaric bupivacaine.

Data collection and analysis

Twa authors independently extracted the dara. The data that were extracted included the number of events and the sample sizes in
bath the intervention and contral groups. For continuous outcomes, we extracted mean and standard deviation.

We rr_pnrbcd odds rarios and risk ratios (RR) for l!ll.ru.r:f outcomes and mean differences (MD) for continuous ourcomes,

Main resulis

We included six srudies with a ronal of 394 parients in this review. Anaesthesia performed with hyperbaric bupivacaine appeared ta be
lesa likely to necd conversion 1o gencral anacsthesia (rwo stedics, 158 patienn included in meta-analysiss RR 0.17, 95% confidence
interval (1) 0.03 to 0.94). There was no difference in the need for supplemental analgesics. The fime rill sensory block o the T4 level
was also shorter with hyperbaric bupivacaing (two soudies, 126 patients; MDD -1.06 minutes, 95% CI <180 to -0.31). There were no
ether significant differences between the rwo anaestherics,

Authors’ conclusions

The criteria for conversion to general anaesthesia should be clearly defined in future research, This review found thar incrathecal
Iyperbaric bupivacaine had a more rapid onset of sensory blockade at the T4 level than isobaric bupivacaine. It may also result in less
need for converson to peneral anaesthesia and supplemental analpesia. However, due to the rarity of this outcome, varubility in the
done, use of adjuvant drugs and differences in the rechnique wied for regional anacsthesia the evidence i weak. Any apparent advantape
of hyperbaric bupivacaine needs 1o be confirmed in larger randomized trials. There were no differences in the adverse effects smudied.
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ABSTRACT
Background
Postoperative pain may lead to adverse effects on the bady, which might result in an increase in morbidity. Irs management therefore
poses 4 unigue challenge for the dinican. Major shoulder surgery is associated with severe postoperative pain, and different modalities
are available o manage such pain, including opioid and non-opicid analgesics, local anaestherics infilerated into and around the shoulder
joing and n;ginrn] anaesthesia. Mlu‘Fllmrmlmiqun. along or in combination, have been used to weat the postoperative pain ufnll.ior
shoulder surgery bur with v.:rying SRBCCERS.
Objectives
The ebjective of this review was 1o compare the arl.;]gﬂ.in: efhcacy of continuous interscalene brachial plexus block (ISBPB) with
parenteral opioid m:lg:ﬁia for pain relief after major shoalder SUFpEry.
Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL) (2012, lsue 12), MEDLINE (1950 1o December
2012), EMBASE {1980 w0 Decernber 2012), Web of Scence (1954 1o December 2012}, CINAHL (1982 1o December 2012) and
bibliographics of published studics,

Sclection critcria

We included randomized controlled wrials assessing the effectiveness of continuous ISBPB compared with different forms of parenteral
l:piuid. iJ'llIﬂE!il in :'l:lin'ing pain in adult participants urrdnguirg dleetive major shoulder SUTEETY.

Dara collection and anl].:pl'.l

Two revicw authors ind.rpcru.lm!ly assessed rial ql.u]:il].' and extracted outcome data,

Main resulis

We included two randomized conrolled trials (147 Paniripanl:;}. A rocal of 17 Pmicip-:m;.: were excluded from one rial because of
mn':pliﬁlimn related 1o continuous ISBPB (16) or pnn:nu:r.l] Dpuuid. :n:llgmil {one). Thus we have information on 130 partscipants
(66 in the continuous ISBPE group and 64 in the parenteral opioid group). The studies were cinically heteropeneous. No meta-
analysis was undertaken, However, resules of the two included studies showed better pain relief with continuous ISEPB Hh’mﬁllg major
shoulder surgery and a lower incidence of complications when interscalene block is performed under ulirasound guidance rather than
withour it

Anthors' conclusions

Because of the small number of studies (twa) relevant to the suhj:cl: and the high risk of bizs of the selecied studies, no reasonable
conclusion can be drawn.
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ABSTRACT
Background
Cardiopulmonary arrest in paediatric patients often resules in death or survival with severe brain injury. Therapeutic hypothermia.
lowering of the core body temperature to 32 *C 1o 34 *C, may reduce injury to the brain in the period after the cireulation has been
restored. This therapy has been effective in neonates with hypoxic ischaemic encephalopathy and adules afier witnessed venricular fib-
nllation cardiopulmonary arrest. The effect of therapeutic hypothermia after cardiopulmonary arrest in paediatric patients is unknown,
Ohjectives
T assess the clinical effectiveness of therapeutic hypothermia after paediarmic candiopulmonary arrest.
Search methods

We searched the Cochrane Anacsthesia Review Group Specialized Register; Cochrane Central Regisrer of Controlled Trials (CENTRAL)
{ The Cochrne Lifrstry 2011, lasue 115 Ovid MEDLINE (1966 1o December 2011); Ovid EMBASE (1980 to December 2011)
Owid CINAHL (1982 vo December 200 1): Ovid BIOSIS (1923 1o December 200 1); and Web of Science (1945 1o December 2011),
We searched the trials registry databases for ongoing rrials. We also contacted international experms in therapeutic hypothermia and
pacsdiatric critical care to locate further publisdhed and unpublished studics.

Sclection criteria

We planned to include randomized and quas-randomieed contralled trials comparing therapeutic hypothermia with normothermia
or sandard care in children. aged 24 hours to 18 years, after paediatric cardiopulmonary arrest.

Data collection and analysis

Two authors independenty assessed articles for inclusion.

Main results

We found no studics that satisfied the incdusion critenia. We found four on-going randomized controlled erials which may be available
for analysis in the future. We excluded 18 non-randomized studies. OF these 18 non-randomized studies, three compared therapeutic
hypothermia with standard therapy and demonstrared no difference in morality or the proportion of children with a good neurological
OUECOMTIC] 3 NArTalive report was presented.

Authors' conclusions

Based on this review, we are unable o make any recommendations for clinical practice. Randomized controlled wrials are needed and
the results of on-going trials will be asemed when available.
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ABSTRACT
Background
me"udumnlhﬂﬂwm-ﬁwﬂwm“dmmmﬂﬁk
andl often mulnipbe co- i peraive cardsovascular complicationa, including myocadial imfarce {MI), are comanen. Seating
ul:ﬂxmednlmddmmmhﬁwhﬂfnﬁnﬂlmﬂlm‘&upmﬁn‘mdlhm
ol surgery e proteceed againet 2 range of poroperative somplications, bat the speafic berefits for pari gy
vascisdar yurgery are not chear,
Ohhjectives
e i whether by 1 atsin th o ﬁMmmmdﬂ-ﬁyﬂmmWﬂﬂuﬂumfu

ar leas 48 hunmm.mwupumlmw inclisding the risk of complications. pain. qualiry of life sed Eﬂldtnl‘huplul

Scarch mathods

‘Wie searched the Cochrame Cenarsl Register of Conrrolled Trials (CENTRAL) { The Cavbrnae Library 2012, lssue 7), MEDLINE via
O 5P (1966 po Auguse 20121, EMBASE via Owid 5P (1966 po August 2012), CINAHL via EBSCO has (1066 0 Augusr 2012)
ans] 151 Weehs of Scierace {1546 s July 200 2) withour any lasg iton. We wsed & combinagion of free texn ssach snd contralled
wescabwlary search. mmhmhmlmdmnﬂnumdmuoﬂudduu]nﬂlmﬂ We comdiscted Forwards smd backwards
citamion of key artiches and sesrched owo clinical wisl Websites for omgoing trialy (www.clinscabimialogey and hop!wuesconorolied.
rialscomd,

Selection criteria
W inuchuded RCTS th-th-lmpﬂd-hnn nrm-u-n therapy. cither comemenied de nown of with cuabag wer randonsly sssigned
1 different doasges, in sdish partd poimg clective asil emnerpency noacanlise seesul wegery including both apon ssd

wrlirris ulas pmuﬁ.]m. W:cl:ﬁﬂn! whvardtrrrm an mum:an:‘u&lfu{m;hdq d':mﬂ udmmm;ll;!ﬂuﬁlﬂhj—h
afterwards,

ats collection and snalysis
T auheors ndieprndanal; d trval cqualery snd ext i data. inchuding infr ton on advers ceont,. W contacted study
mhﬂtﬁlmﬂlmm W perfornsed s dyues Tt the compasie of satin with placchoine troatment snd

bt differont dowes of statin, We proseniod result as poaled ik rstios (R with 95% confidencr intorvals (Cli) based on mndom-
elfecs models (invers varisnce mehed ). We employed the Chi® rest and caloulared the I mmissic o investigate sady b

Mlaim resulo

because of concerms abour i validity. Scudy populasticns were suin naive. which led ro s considerable lows of digible participante.
Fove RCTh compannl satsn use with placeba or standand care. We pooled roslts from thioe studics, with @ potal of 178 particpants,
for mrtaliy wnd non-fatsl event outcomon In the siatan grosp, 770G 06, 7%) perticipants dind within 30 digs of nengery, o dad 108
TH (13 %) participwnes in the conteal groug. Only anc death in each group was from cardimsacadas ciunes, with an ncdenee of
D055 in seatin parelcipants and 1A% | control pantkcipants, reepoctively. All destha occusred in o dngle study population, and w
et patimatzy weee derivind from ane study only, The mb catio (RR) of sll-cause maraliey i atstin mien showed o i
decreane ia rick (RR 073, 3% C1O3 w0 L7580, For candiovamcular death, the risk ratlo was 105 (9%% 10,07 1o 16,20} Noa-
Faeal MI withan 30 days of ssrgery was repanted in theee studics and occuened b 41105 (1L8%) pisticipants i the statin proup and
73 {11,09%] participants reoriving placcbo, for a non-sgnificant deconase in risk (KRR 047, 95% ©1 0115 1o 152, Several snadies
reparted muscle ennyme kevels as safery measures, bui ooby three fwith o total of 188 participent) reported explicitly on diinical muscle
wyndromen, with seven evenis roported and no agnificent dilferonce Gnnd berweon statin users and conerls (R 0,94, 95% ©1 0,24
o 16X, The valy participant-neponted outonme was nausea i one small stady.with no significant differemce in ik botween groups.

Twe studicn compared diffezent doses of storvaestia, with o ot of 143 parelcpanes, bt repoeead dats were not usdfcient 1o allos u
#o ileermine the effect of higher doey on any outcome.

Authon conelusionm

Evidence was insufficient o il review suthors s conclude thar warin we pesalies] in aither o reduction or am incresse im sy of the
ocutcomes examined. The existing bedy of evidenor levves questions about the bencfits of periopersiive use of sratin for vescular surgery
MWMMJMHMWWWMIN;MMMEWUMM
large BETh monded 1o demonatrate amy effect an the incdence of potop v la evente. Himwovee, participant-ropoitod
watenmes bave boon peglecond s wasrsnt further study,
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ABSTRACT
Background
The majority of people with hip fracoure are treated surgically, requiring anacsthesia,
Objectives
T compare different types of anaesthesia for surgical repair of hip fracoures (proximal femoral fracoures) in sdules,
Search methods

We searched the Cochrane Bone, Joint and Musde Trauma Group specialised register (Novemnber 2003), MEDLINE {199 1o Febreary
woek 2 2004), EMBASE (1988 o 2004 week 101 and reference lists of relevant articles.

Seloction critcria

Randomised and quasi-randomised trials comparing different methods of anacsthesia for hip fracture surgery in adults, The primary
focus of this review was the comparisan of regional (spinal or epidural) anaesthesia versus general anacsthesia. The use of nerve blocks
preoperatively or in conjunction with general anasthesia is evaluated in another review. The primary outeome was martalitg.

Data collection and analysis
Two reviewers independently assevsed erial quality and extracred dara.
Main resules

Twenty two mrials, involving 2567 predominandy female and elderly patients, comparing regional anaesthesia with general anaesthesia
were included. All trials had methodological flaws and many do nor reflect current ansesthetic pracrice. Pooled results from eighr trials
showed regional anacsthesia to be asociated with a decroased mortality at one month (36/811 (6.9%) versus 86/857 (10.0%]); however,
this was of borderline statistical significance (relarive risk (RR} 0.69, 95% conhidence interval (CI) 0.50 1o 0.95). The results from six
trials for three month mortality were noc statistically significane, although the confidence interval does not exclude the possibility of a
climigally relevant reduction (86/726 (11.8%) versus 98/765 (12.8%), RR 0,92, 95% C1 0.71 o 1.21). The reduced numbers of trial
participants at onc year, coming exclusively from rwe trials, preclude any useful conclusions for long-term moralicy (80/354 (22.6%)
versus TAI372 (21.0%), RR 1,07, 95% C1 0.82 to 1.41).

Repional anaesthesia was associated with a reduced risk of deep venous thrombosis (397129 (30%) versus 617130 (47%); RR 0,64,
95% C1 0.48 1o 0.86). However, this finding is inscoure dus to poassible sclection bias in the subyroups in whom this outeome was
measred. Regional anacsthesia was also associated with a reduced risk of acute postoperative confusion (117117 (9.4%) versus 237120
(19.2%), RE 0,50, 95% CI 0.26 o 0.95).

There was insufficient evidence to draw any conclusions from a further four included trials, involving a toral of 179 paricipants, which
:m'lpﬂ.ru.l ather methods of anacsthesia (a I|'i;|'||llI guh:r.l] with q:!'m:l anacsthesia; intravenous ketamine nerve blocks),

Authory' conclusions

Owverall, there was insufficient evidence available from rials comparing regional versus general anaesthesia to rule out dirﬁm]lyimp-nnmr
differences. Regional ansesthesia may reduce acute postoperative confusion but no conclusions can be drawn for moruality or other
CHITCOHTICS.
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ABSTRACT
Background
Hypolibvinogenaemia is asociared with incressed morbidity and moeality, but the optimal veatment level, the use of preemptive
w and the preferred source of fibrinogen remain dispured. Fibrinogen concentrate in increasingly used and recommended for

bloeding with mqu;mt hsemoitatic deficiencies in several countries, but evidence is lacking roganding indicstions, dosing, cfficacy and

Ohjoctives.
We assessod the benefits and harma of Abrinogen concontrase compared with placelso or usaal treatment for bloeding paticns.
Search methods

We searched the following clectronic databases: the Cochmne Ceniral Register of Controlled Trials (CENTRAL) { T Coctmane Libmary
2013, bsue 8); MEDLINE (1950 0 9 Auguse 2003 EMBASE (1980 t0 9 Augun 2013); International Web of Science (1964 w 9
Augus 201 3): CINAHL (1980 10 9 Auguse 2015); LILACS (1982 to 9 August 2003); and the Chinese Baomedical Litersture Database
(up 1o 10 Movember 2011}, together with databases of ongoing trials. We contacted tmal authon. authon of peevious roviews and
manufacturers in the hcd.

Saelection criteria

We induded dl randomized controlbed trials (RCTs), imespective of blinding or language, thar o d fibi g with
placcholother treatment or no restment in bleeding paticists, exchuding neonstes amd patients with hl:tﬁ.llll.l'}' blw-ﬁn; disorden.

Dats collection and sanalysks

Three review authon independenily abstracted datac we resolved any disagreements by disoussion. Our primary oatoonmse measire wis
all-canse mortality, We performed subgroup and sensitivity atalyses to asses the effects of fibrinogen concentrate in adults and children
in terms of various dlinical and physiologiaal outcomes. We presented pooled estimates of the effects of intervention on dichs
ouitcomes 4 risk ratios (RRs) and en continsous outcomes as mean differences, with 95% confidence intervals (Cls). W assessed the
risk of bias through assesment of trial methodological components and the risk of random error through omal sequential analyss.

Main resules

We included six BCTs with s 1oesl of 248 participants: sone of the trisls were determined 1o have overall bow risk of bias. We found
12 angoing triali, from which we were unable to rotricve any data. Only ewo erials peovided data on monaliny, and one was 3 2o
event study; thus the meta-analyds showed no statsstically significant effect on overall mortality (2.6% v 9.5%, RR 0.28, 95% C
0L03 o 2.33). Owur analyscs on blood transdusion dats suggest o bencficial effect of Abrinopen concentrate in reduding the incidence
of allogenic tramfunions (KRR 0147, 95% C10.31 0 0.72) but show oo cffect on other prodefined outcomes, mchiding sdvene cveni
such s thrombaotic episden.

Authors” conclusinns

Ins thie six available RCTh of dlective susgery, Abrinopen concentrare sppears 1o reduce eransfusion sequirements, bae the included rials
are of low quality with high risk of bia and are underpowered 1o detect mortality, benefit or harm, Furthermote, dats on mortali
are lacking, heterogeneity is high and acuse or severe blesding in 2 non-clective musgical setting remmaing unexplored, Currenly, weak
evidence supports the use of Bhrinogen concentrate in bleeding patients, as tested here in primarly elective curdiac surgery. More
rescarch Is wipently necded.
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ABSTRACT
ll-.li‘,unud
Perioperative Huid therapy influences dlimicsl Hmr‘mprmr’wﬂuﬂmlmmqhhudmlmphm
buuiferod st sodution. ssch as normal saline. or may be modified with bicarb o b i or Tudfers, such as malease,
ghsosatr, Lotaie or acrar, hhﬂmnﬂmlh haman physiological saee. Thewr lator Buids have thooerrical sdvansagos aver normal
wlline in proventing byperchl H- b ﬂmmhmmpﬂﬂlﬂmnﬂhnﬂ-ﬂhﬂul
hﬂumulmlbﬂuﬂddﬂmﬂ,ﬂ for perioperaive fluid
Objoctives

%mhﬁqﬂhﬂmmﬂhﬁﬂmmﬂuﬁﬁmmm
ot im adduls pats Eoing Margery.

Search merhods

Wi dectronically searched the Cochirane Cemiral Register of Contredled Trials (CENTRAL) (2011, Tasue 4], MEDLINE (1966 to May

1 1), EMBASE (1980 1o May 20110, snd CINAHL (1982 1o May 20111, Wi hansdwraschod conferenor sbetracts and where posible.
onmuscted lesdens in the field.

Sclevtion crmleees

Wi only induded randomized rmals of baffered vervus non-buafferd i Huaids for perioperative Buid resuscaranion. Thie wrisls
with other farma of comparisom sch a crystalloids verus collosds snd colloids verm differmmt colloads were excluded. "We abo
encluded trials sing hypertunic faids snd dextroe-ased fhiids.

Mnﬂmﬁmnﬂmﬁwﬁ
T autheciry i dently d dara wnd d the methodalogi nqtuﬁqufdmbﬂlm%rmhdmpmuh
m“mwﬂﬂxuﬂmﬂ:ﬂinpwvdelicllmﬂ]mﬁrmbmm tane. We | d poled i of the

mmummlﬂﬂﬂummn_mm“ﬁm&ummL%
snalyweed daes o Review Manaper 5,1 usieg Bued-effece models, amd when bereropenenry wm hagh (1% > 40%) random-effecr models
were ul.

Maim rrsules.

W demmzhind Mpquuuhmu-pr&f‘ljMum@hﬁﬂhlmﬂﬁ?ﬁﬁﬁm&wihmw
there wen sipnificans chinsal and wessistical hescrogensity, The primary castcoms of moesaliny s any tiss was repoeeed s ondy theee
studies with a tstal of 267 patiests. The mortaling fte was 2.9% for the bullormd fusds prowp and 1.5% For the non-busfferad Buids
group but shis difference was oo sstisically significant. The Pevo OF was 185 (95% C1 037 o 9,33, P = 045, 1P« 0%). Ovgn
ysfuncrion was only p d foor renal impai There wan oo difference in remal insufficiency beading m renal erplacement
therapy berween the buffered and non-baffered grougs (OR 0061, 95% C10.23 o 163, I* = 0.32, I = (%), Huimvnfmm
hh!._dhmmmdlhmﬂulﬁmﬂﬁmhﬁmq pimnory fancrion) snd posog
maises and i d Funscrion) o | @ statiui mewjmm;mThwﬂum
ml!lm.ﬂ!.lum?ﬂ lewels in the non-buffered fuid growp (95% C100 0 228, I« 003, F = %) compaed 1o the buffered
Huid group.

There wa no difference in intracpeorstie blood los por the valumes of intraoperstive med cell or frmb frosen plasma transfused beraem
proups. Them was an increase in platelet transfason in the non-buffored. group which was statistically signifcant aftor analysing the
trandormed data (log tramformation bocause the data wene highly skiewd).

A nuimber of messbalic differences were moted. Thers wes 3 diffesence in postaperative pH of 0,06 uniss, lowsr in the nan-budfeeed
fluidd group (95%% O 0.04 1o 0.08, P < 0,00000, |* = 74%), However, this difference wan not maintained oo postoperstive day ane.
The nu-budfered flabd group sl bhad sgnificanely preater base deficis, serum sodinm sml chilorids lovels

There was o fifference demsmnaerated b length of hospial sy and oo dats were feported on cost of qualiny of life
Authors’ conclusions.

mmdemﬁﬁfmmMI‘mqu&uﬂﬁmwumdm d'nm-hﬁul
waline-based Biids. The use of buffered fuids is swocisted with ke metabolic dersngement. in pasticular byperchl i and
nJ.:le-u.I.u;u atundicn are Beedad i siien folnial citcoites sih a nun.ilur
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ABSTRACT

Backgraund

The organization of ebective surgical services has changed in recens yesrs, with increasing use of day surgery, reduced houpiral seay and
preoperative ssessment (POA) performed in an ourpatiens clinic rather than by & docor in 2 hospetal ward after sdmission. Nune
spectaliann aften lead these dinke-based POW services and have soposmdbiliny lor ssowsing 8 patsents fitnes for anscsthests and mirgery
and crganizing any necessary investigations or referrale. These chanpes offer many potential benefits for patients, but it is important o
demanstrate that samdasds of patsent care are maantalned as nare take on these repomdbilities

Oibjectives

We withed o cramine whether 8 naredod service pather than 3 doctar-led service affects the quality and owtcome of preoperative
assessment (IO for ebective sargical participanes of all ages requiring regions] or genenl ansesthesia. We considered the evidence chas
PO, e by nuarves is equivalent 1o thut led by docrors for the following suscomes: cancellaticon of the operation for dinical reasons;
cancellastion of the operation by the participant: participant wtidacton with the POAS gin in partiapam knowledge of information:
pessoperative complications within 28 days of surgery, incloding mortaliry; and costs of POA. We planned o investigate whether there
are differonoes in quality and outcome depending on the age of the pantscipant. the training of vialf o the pe of wegery or amanithnia

Search methods

W searched the Cochrane Central Regiseer of Contralled Trals (CENTRALL, MEDLINE. EMBASE and swo erial registers on 13
February 2013, and performed reference checking and citation searching w identify additional srudies.

Seloction critoria
We included randomited conrelled trisls (RCT) of participans (sdules or children) scheduled for elective surgery roquiring general,
spimal or opidural snacethesia that pared POA. including it of phynecl statun and snaesthetic sk, undertaken or led by

mussing staff with thas undertsken o led by dociors. This sasssment coubd have nken place in sny serring, wch s on & ward of in s

s!ﬂhc.\lrrlmlmkd-mdmInﬂmﬁﬁwmmrhﬂu&mrﬁ;ntdlﬁmﬂmmmﬂhmhm
wer incluided reo sy I groape: specialin doctor, ssch 3 snacuhetint: and non-speciding docamn, much o

imerm
Dhata collection and analysis

We uied sandard meshodological approaches as expected by The Cochrane Callab inchisding independent review of itkes; daa
extraction and risk of bias secusmont by oo noview authon.

Main resalis

We udentified two eligible studics, both comparing nsne-led POA with POA led by nen-specialing decton, with 3 total of 2460
participants. Owe siudy was rndomized and the other quusk-randomized. Blinding of walf snd paricpant 1o allocation was not
poashle. In both stdies, all panicipants were adilitionally ssessed by 2 specialion doctar (anaesthetia in trining), who acied 2 the
reference sundard. In peither study did paricipants proceed from sssessenent by nurse or junior doctor 1o srgery. Meither study
reported on cancellations of surpery, gain in panicipant informazion o knewledpe or perioperative complications. Reported sutcomes
Tacased on the acauracy of the assoament. One study undenook qualstative asewmeont of participant sativetion with the two forms of
POA in & small number of non-randoenly seleceed participants (42 participant interviewn), and both groups of participants expressed
high levels of saridfacrion with the care received. This study also examined econamic modelling of cose of the POA s performed by
the nurse and by the non-spocialist doctor based on the compl of the an noted in the sudy and found no difforence
LLERS LS

Anithors” conclusiom

Cugrenify, no evidencr i available from RCTs 1o allow assesment of whether mume-led POA leads to an increase or @ decrease in
cancellativen or perioperative complications ar i kaowladge or wtidiction among sugical panicipants. One sudy, which was st in
the UK, eeported equivalent coses from economic madels, Nuns-led POA & now widespeead, ard it is not dlear whether futuze RCTi
wof this POA srategy are feasible. A diagnostic test scoamcy review may provide usehul information.
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ABSTRACT
Background

Severe sepais and septic shock are leading causes of death in the invensive care wnit (ICU), This is despite advances in the manapemen
of patients with severe sepiis and septic shock including early recognition, source control, timely and appropriate sdministration of
antimicrobial agents, and goal directed haemadynamic. ventlatory and metabolic theragies. High-volume hsemoblorstion (HVHF) s
2 blood purification rechnique which may improve cutcomes in critically ill parients with severe sepsis or septic shock. The sechnique
of HVHF has evolved from renal replacemnent therapies wsed to trear acure kidney injury (AK1) in crivically ill parients in the 1CUL
Obsjectives

This review awessed whether HVHF improves elinical outcome in adlt exitically ill patients with scpais in an 1CU setting

Scarch methods

We searched the Cochrane Central Repister of Comtrolled Trials (CENTRAL) ( The Cochrane Library, 2011, lssue 71 MEDLINE
(1990 w0 August 2011), EMBASE (1990 ro August 2001); LILACS (1982 o August 201 1), Web of Science (1990 1o August 2011,
CINAHL (1982 w Auspust 2001) and specific websites,

Seclection criteria

We included randomized controlled trials (RCT) and quasi-randomized trials comparing HYHF or high-volume hacmodiafiliration
o standand or usual dialysis therapy; and RCTs and quasi-randonsized trials comparing HVHF o high-volume hacmodiafiltration 1o
s imilar dialysis therapy. The studics involved adults in critical care units.

[Mara collection and analysis

Thiree review authors independently extracred dara and assessed trial quality. We soupht addivional information as required from orialiss,
Main resules

We included three andomized trials involving 64 participants. Due o the small number of studies and participants, it was not possible
to combine data or perform sub-group analyses. One trial reperted ICU and 28-day morality, one trial reported hospital mortaliny
and in the third, the number of deaths stared did net march the quoted mortality rates. Mo trials reported lengrh of smy in 1CU or
hospital and one reported ongan dysfuncrion. No adverse events were reported. Overall, the included studies had a low risk of bias.
Authors’ conclusions

There were no adverse effects of HVHEF rcpm'wd.'ﬁ\er:i: insufficient evidence to recommend the use of HVHF in critically il patients
with severe sepsis and or septic shock exoepr as interventions being investigared in the serting of a randomized clinical trial. These trials
should be large, multi-centred and have elinically relevant outeome measures. Financial implications dhould also be amesed.
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ABSTRACT

Background

puﬂ:]mnfnbﬂty[budrmumdﬂ[BMH:\-Hip'mrihmqmbﬂ&dﬂdﬂpﬂdu‘ddﬂdnpq:mﬂ!mlﬂdmﬂlnl
rise in the numben of obese paricoes requiring general ansesthesia. Obese paticnts are a1 |r|crumd risk of ansestheric complications, und
tracheal intudration can be mone didficubt. Flexible intubation scopes (FISs) are e ledd as an al e hawd af intul
in these patients, [ntubation with an FIS is conssdered an advanced method, requiring mraining and experience; therefore it marbc
underused in clinical practice. Patient outcomes following intubation with these scopes compared with other devions have not been
syutematically reviewed,
Objecti
We wished to compare the safery and effecrivencss of 2 flexible intubation wope (FI5) used for crachesl intubation in obese patients
[BHl!mll.I.fmIIm'rhn{hnmlﬂmd:nﬁnmh:ﬁnn. including conventional direct biryngoscopy, non-stendand uyngoscopy and the
e of intubaing supraglottic sirway devices. We aimed 1o compare the frequency of complications. as well as process indicators, such
as time taken for mubatson and the proportion of first attermpes that were succesful, between groups wing the different methods of
inmubarion.
Scarch mothods
We searched the Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE, EMBASE and two trial registers on 18
January 2003, and performed reference checking and citation searching and contacted study authon to identify additional studies.
Selovtion criteria
We inchuded randomized controlled trials (RCTH) of participants aged 16 years and older with 2 BMI » 30 kyfm? that had compared
the we of an FIS for cracheal innsbarion with any one of three comparison groups: direct layngoscopy; non-standand laryngoscopy
(including inditect laryngoscopy wing a videolaryngescope (VILS) o o rigid of semi-rigid soyletl; or intubation of supraglortic airway
devices (SADs).
Data collection and analysis
We used standard methodological approaches expected by The Cochmne Collsboranion, induding independent review of tisles, data
extraction and risk of bus asessment by rwo investigaon.
Main resulis

Thiree eligible seudies were identified, all comparing the use of an FI5 with a VLS. All udies were small, with only 131 participants in
tortal acro all erisle It wan impossible for the inubatons to be e ol the device wad, so all sudics were ar high Hak of performance
and detection biss for outcomes redated to intubation, Becase of substantial differences in design between the studies, we did noe
combine their resalts in mets-analyses. The resules for all cutcomes wene inconclusive, with no differences noted between FIS and
VLS, Two studies with expenienced intubators reported firss artempe success rates greater than 70% in both groups and les than 5% of
pamicipants requining a change of inmbarion device, Mo evidence was found of any difference in difficalry or nime mken berween F15
and VLS intubation. Mo serious complications or airway trauma was reported. so we were unable to sddress these outcomes. Bleeding
was uncommon, occuring in less than 5% of participants, and we found no evidence thar it was more likely in the FIS group. One small
wudy with & movice intubater reponed o sscceaful ivmuibations using an FI5 sl compared with the use of an intubating SAL and
sylet, a8 well aa with a VLS, With anly five participants in cach group, no conchisians can be drawn from thee sdditional comparisona.

Anthors' conclusions

The evidence base s sparse, and the existing litersture does not address the dinical questions of parient afery posed by this review.
Wi arc therefore unable to draw any condisions on safety or effectivenca. Mone primary research i needed to investigate optimal
intubation techniques in obese patients, and pow eudics shoubd be powered 1o devect differences in complications and in wcoos rates
rather than process measures such as speed, which are of limired clinical impormance.
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ABSTRACT

Hack groumd

The mumbser of olsese patkenis requiring genenal amaesthesa i lilely 10 incresse in coming years. and obese parients powe comiderable
%hhm&mmhﬂmﬁmmhm&%ﬁddwﬁdmmmﬂww
b inereasnd in obew patients. Supraglotic siresy devices [SADN) offer an sbormatiee ssrway (o trditesal tracheal intubagion wih
potenatial bemefics, inclsding eete of fi amnd best sirsay dismurbance. Alchough SADs are nisw widely wed, climical concerns remain thar
their e for aisway managrenent s olsss patienty may e the ik of wnou complicstion.

Oljeatives

Wi wishad 1o cxamine whether supeaglottie sireay doion cn be used o3 wle and o i Sical bt in
mmhmhﬂpﬂnuﬂuﬂlnﬂﬂpnmlhﬂuhﬂrmﬂn%hﬂlﬂm’}

Scxnch meihods

Wi searcheed fior eligible irialy im the following datsbase: Cochrane Conival Regisin of Conerelled Trials (CENTRAL) | The Coofmur
f-nl-u.Ihﬂrl.lﬂllhwﬂhmMﬁwlﬂﬁhﬁwmlnlﬂ?ﬂmﬂfhﬂﬂmlmhiw
2012 The Cochesne highly sesizive filver for ransd rrials wan applied im MEDHENE and EMBASE. W also searched
erial regneers such an wwm dlinialtralsgov snd the Cistren Controlled Clinical Trals Webniee Chetp-lVwww, ostrolled -tride com/) for
ogring erale. The stan dase of thess searches wa limitad fo 1984, shorily befare the o SAID was intnabucad, bn 1988, We underiend.
forwand and backward ciagion wracing for key review arcles and eligible anicles idenrified through the eleanonic resources.

Sclextion criteria

Wi considered ol rsndomired comralled trisly of pamicipanss aged 16 years and older with 3 BMI = 30 kg/m® undesgoing penord
snamthala. We compared the o of sy modd of SAD with 1l use of tracheal i (TTa) of any devigr.

Ihata collsstinm snd analysis

mmmwmwwmmc.umum Twn review authorn independently snewsed
erial gualiey and | dat, imcluls ian on advers crent. Wi cotactod study sithes o sddtinesl mfornstion. IF
mhmmﬂnmmuwrﬂmm!mmtﬁﬂmm[ﬂdwmm
elfects el (irvere wariance method), We emploprd the Chi® tew snd caloulated the 1 stmtistic 1o investipate sy betoroprasity,

Mlain rwsulis

“Mwﬁp&mhﬂhmmﬁ-—inn—kﬂiw the Prafeal baryepral mask sirway (FLMAD with 3
T with a cotall srudy populmion of 232 Owe sudy p pic srgery. The included snidses were penerally
of high quaity, but cheore wan an unsveidable h-d'-t-lnil-um hﬂnmm&dh%dﬁﬁw
s the innsbaior coalil met be Winded. Many oumcomes imclusde daza from e wudy unky,

A voral of 8118 (42%) parricipants mendomby Hptdhl’ﬂdhwhﬂdlﬂh were changed w0 TT meenion beoamse of
failed or wnsstinfsctory placomest of the deder. Tengap pisnden of hy, a2 (g i ¢m-‘1|l-llhmll'm|w'l
were bew ommon in the PLMA groups (RR 027, 53% C1 000 6 0.72], erﬁlw-da ignifs i im man
oaygen s, wich sarurates L54% higher in the PLMA geoup {95% C1 1.09% m 4.007%:), Thhlldylud‘mulliﬁhﬂnf
becterogrmcity betwern results (17 « T1%0, The leak fraction s significanty highet in the PLMA grop, with the lanpes dfference

seen dluring shdomims] imelflamion & A% inceesie in the PLMA proeg (95% C1 L07% o 9.7 5%).

M canen o ¥ apriration of gaittic liy ot nevivnm pospriratsny plicatianm wer mey {in cither stady, We
we therefore umable ro present effect estimanes for these ouncomes.

In all, 2118 pariicipanis with o FLMA sulfered | wr bmncd npared with 41114 pasticipanis wich 3 TT. The
puludmd‘marm-pﬁcﬂnﬂuhuﬂhww.lhﬂ mmimumma 009 o 2990,

I ighing ws lew in the FLAMA group (RR 010, 95% 1 0,03 so (315, and therr wan no agnafican defferenc
-hml:dmltm:ulyq)bn.ullﬂﬂ.ﬂ % O] 0003 rov 2130, On wverage, 'LMA placemens pook 5.9 seconds longer than
ﬁpﬁnﬂlmﬂ ¥ secornids s B8 seeondhl. There was oo aignifieans difference in hwh&:ﬂﬂﬁnpﬁﬂm

of a dirvicn, with 33V5 (94.2%) fine-time mccoses in the FLAA groop and 32035 (91,4%) in the TT group.
Amthin' consldoss

Wi have inadequase information o devw conclusions sboom witry, and we can oally commens on one design of SADY {che PLMAY in
ol patients, We conchads thar diising routine and Lapaniscopic ssgeey, PLMA may eshe o few seconds lanper o biert, bus b
wnlilezly to be o maney of dimical importance. A fulure rane of 3% oo 5% can be amticipaned in obese parienas. Hewever, onor fimed,
Pt.llhpmi.knl:-l-#w with the ewvesn thar the beak fraerion may imcrease, although in the inchadal sudies this
il mot affiecy wemiilstion. Wi found sigailicant improvoment in sxpgonation during and dfor surgory, indisting boter pulmeonary
peifurienie of the PLMAL and reduced pomtoperative coughing, siggeating bester smcovesy foe patients.
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ABSTRACT
Baclggraund
Several drugs have been ased in at ingy ot bl ing the assoctated with larymgoscopy and tracheal intubation. These

changes sre of linde concern in relatively healthy patients but can bead 1o morbidity and morealiey in the high risk patient population,
Objectives
The primary objective of this review was 1o determine the effectivencss of pharmacological sgents in preventing the morbidicy and

mertality resulting from the h 3y ic chanpes in resp to lanmgoscopy and tracheal intubation in aduls patients aged 18
yeam and above who were undengoing dective susgery in the operating room setting.
Search methods

We searched the Cochrane Central Register of Controlled Triak (CENTRAL) (2001, lsue &), MEDLINE (1950 w June 2011},
EMBASE (1980 1o June 2011}, and the bibliographics of published studics. We reran our search from june 2011 to Diecember 2012
and will deal with these studies when we update the review:

Sclection oriteria
We inchuded randomized controlled traals (RCTR) that compared 3 drug used a5 an intervention for preventing o sttemuting the

haemodynarmic reponse to tracheal intubation 1o a contral group, and thar mentioned monality, major marbidity, srrhythmia or
elecerocardiopram (ECG) evidence of ischsemis in the methadolopy, renls, or discussion section of the reporm

Thata callestion and snalysis

Two authors independently d trial quality and extracted the outcome dara

Main revults

W included 72 RCTe. The included rrials srudied the effects of 32 drugs belanging to differens pharmacologecal groups. Only mwo
trials mentioned the primaery outcome of modbidity and moreality relaced to the hacmaodynamic response to tracheal innsbation. OFf the
socondary outoomes, 40 of the included trials observed arrhythmia only, 11 observed myocasdial nchasmia only and 20 cheerved both
arvhythmizs and myocardisl ischaemis. Arrhythmizswere observed in 2232 participants and myocardial ischaemia in 1616 participant.
Arrhythenias were observed in 134 out of 993 pagients in the control group compared oo 80 out of 1932 in the intervemion group, The
risk of arrhythmias was significantly reduced with pharmacological interventions in the pooled data (Peto odds ratio (OR) 0.19, 25%
CLO T w0 026, I < 000001, 172 47%), Local snsesthetics, ealdium channel blockers, beta blockers and narcotion reduced the risk of
wrrhythmia in the intervention growp compared to the control growp. Myocandial ischaemia was observed in 21 out of 604 patients in
the control group compared 1o 10 out of 1012 in the trestment group; the result was seatistically significans (Pero OR 0,45, 95% C10022
1o 0.92, I'= 0,03, 1 = 19%), However, in subgroup analysis only locsl snsesthetics significantly reducesd the ECG changes indicating
ischacmia, but this evidence came from ane study, The majority of the sudics had a negative outcome, Hyg son and bradycardia
were reported with 40 pg kg " intravenous slfentanil, chest rigidiny with 75 ug kg™ alfentanil, and increased bronchomotos tone with
wympathetic blockers.

Therewere 17 sisbies which included high rak patienes. Pharmacological i in this grosip resulied in the reduction of srchythmias
when the dasa from nine trials looking at arthythmias were poobed (Peto OR 0018, 95% C1 0U05 w 0,59, F = 0,005, 17 = 80%),
The anabysis from four studies was not included. Three of these trials booked ar the effect of syepathetic blockers but arthythmias
o¢ myocardial ischaemis was observed throughour the perioperative period in two studies and some patients had archythmias due o
atropine premedication in the third sudy. In the fourth study the suthons mentioned myocardial lschaemia in the objectives section
bur did not repost it in the resalis.

Authors’ conclusions

The risk of arthyprhmiss asecisred with rachesl intubation was agnificantly reduced with pre-inducrion administration of bocal
snacathetics, calciuemn channd blockers, beta bleckers and narcotics compared 1o placebo, Pharmacological intervention sl reduced
the sk of ECG evidence of myocardial ischaemia in the pooled dat. Lignocaine peecreasment showed a significans effect but evidence
camec from onc sudy only. The data suggested that there may be a reduction in ECG ovidence of myocandial ischacmia with beta blocker
prexeesrment bur chis difference was nor sariaically spnificant, There is 2 need m focus on owmcomes rther than haemodynamic
messurements alone when sudying this response in futre criale.
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ABSTRACT
Background
Musrtaliny in pationm wirth acuee bang inpury (ALD and asure rog y diwtaes wyned (ARDS) remaina high, These patients require
mechanscal ventilation, bt ehis modality has boen faped with ventilavor-induced lamg inpury. High bevelyof positive end-expiratony
pressure (PEEP) coubd reduce this amdnmn anal imnprove patient wirvval,
Ohbjectives
T ssess the benefits and harms of high versus low levels of PEEF in patient with ALL and ARDS.
Scarch methods

We scarched the Cochrane Central Register of Controlled Trials (CENTRALY (T8¢ Covbraar Library 20013, lsuc 4). MEDLINE
(1950 o May 2013), EMBASE (1982 to May 203}, LILACS (1982 to May 2003) and SCI (Science Citation Index). 'We used
the Science Citation Index 1o find references that have cited the sdentified trials. We did not specifically conduct mamual searches of
shazracts of conference proceedings for this review. We also searched for cngoing trials (wew.trialscentralcrg: wwweclimicaliral pos
anid www comtrolled-triabycom).

Selection criteria

We incladed randomized ledl eraals that compared the effeces of two bovels of FEEP in ALL and ARDS participants who weee
intisbated and mechanically ventilited in intenaboe e for at least 24 howr,
Dans collection and snalysis

Two review authon asesed the oial quality and extracred data independently. We contscted investigators to identify sdditional

Main resulis

Wi included seven sadies thar compased high versus low levels of PEEP (2565 panicipanes). In five of the snadies (2417 participann),
3 comparison was made between high and low levels of PEEP with the mame tidal volume in both groups. but in the remaining rwo
studies {148 participants}, the tidal volume was different berween high- and low-level prowps. We saw evidence of risk of bias in three
snuidies, and the remaining studies fulfilled all criresia for sdequate trial qualiny.

In the main anafysis, we assessed mortalicy eccurting before hospital discharge only in those studies that compared high voran low
PEEP with the same tidal valame in both grosups, With the throe sudies thar were induded, the meta-analys rovealed no sasisically
ugnificent differences between the two groups (rddative risk (RIS 0,90, 95% confidence inacrval (C1) 081 1o 1.01), nor was any
statistically significent difference seen in the risk of barotrauma (RR 0,97, 95% CI 66 1o 1.42), Oxygenation was impreved in the
high-PEEP group, although dita derived foom the stixien showed # considerable degron of statfathcal herorapencity. The namber of
wentibator-Free dayy shewed no significans difference berwoen the two groups. Availible data were insufficient 1o dlow pooling of length
of stay in the intenmive care unit (ICU). The subgroup of panicipans wich ARDS showed decressed morraliey in the 1CL, although e
st be noted that in owo of the chres included srudies, che authors used a protective ilsrory srategy invalving a low tidal volume
and high levels of PEER

Authors' conclusions

.ﬁ.ﬂlhlﬂezﬁd:m:!mdlﬂ.lu|I1:.|:hl.;lllﬂdlnf?EhFummpﬂudmlhlmlkrduddmmdmmulqbiﬁm}anﬂdmr
The dara absy show thas high levels of PEEP produced no significan: difference in the risk of bar bus rather iy
participanty’ oxygenation o the fint, thied, and soventh days. This roios indicates that the induded studies were characterieed by
chimical heterogencity.
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ABSTRACT
Background

Mechanizal ventilation is a eritical component of pacdiarnic intensive care therapy. It is indicated when the patient’s spontancous
ventilation is inadequate to sustain life. Weaning is the gradual reduction of ventilatary support and the transfer of respiratory control
back to the paticnt. Weaning may represent a lamge proportion of the ventilatory period. Prolonged ventilation is asociated with
significane morbidity, hospital cont, paychosocial and physical risks o the child and even death. Timely and effective weaning may
reduce the duration of mechanical ventilation and may reduce the morbidity and mortality ssociated with prolonged venrilation.
However, no comsernms has been reached on critera that can be used to identify when paticnits are ready to wean or the bost way to
achieve it.

Ohjoctives

Too asess the effects of weaning by protocol on invasively ventilared cricically ill children. To compare the toral duration of imvasive
mechanical ventilation of cratically ill children who are weaned using provocols versus those weaned through wsual {von-protocolized)
practice, To sscertain any differences berween protocolized weaning and usual care in terms of mornality, sdverse evens, intensive care
unit lenpgh of stay and qqulizr of life.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL: The Cochrame Librery, lsue 10, 20012), MEDLINE
{1966 o Ocrober 2002}, EMBASE (1988 o Ocober 2012), CINAHL (1982 10 October 2012). 151 Web of Science and LILACS.
We identified unpublished data in the Web of Scence (1990 o Ocober 2012, 151 Conference Proceedings {1990 to Ocrober 2012)
and Cambridpe Scientific Abstracts (eariest to Ocrober 2012). We conracred first aurhors of sredies included in the review 1o obrain
further informarion on unpublished studies or work in progress. We searched reference lists of all identified sudies and review papers
for further relevant snedies. We applied no language or poblication restrictions.

Selection criteria

We incleded randomized controlled erials comparing protocolized weaning (professional-led or compurer-driven) versus non-proto-
colized weaning practice conducted in children older than 28 days and younger than 18 years.

[Data collection and analysis

Twa review authors independently scanned titles and aberracts identified by dectronic searching. Three review authors retrieved and
evaluared full-text versions of potentially relevant studies, independenty extracted data and assessed risk of bias,

Main results

We included three wrials ar law risk of bias with 321 children in the analysis. Protocolized weaning significantly reduced total vennlation
timme in the largest wrial (260 children) by a mean of 32 hours (95% confidence interval (CI) 8 o 565 P = 0.01). Two other erials (30
and 31 children, respectively) reported non-significant reductions with a mean difference of -88 hours (95% CI -228 to 52, P = 0.2)
and -24 hours (95% C1 -10 to 58 P = 0.06). Protocolized weaning significantly reduced weaning time in these rwo smaller rrials for a
miean reduction of 106 hours [(95% CI 28 o 184; PP = 02007) and 21 hours (95% C1 9 ro 32; P < 0.001). These studies reported no
significant effects for duration of mechanical ventilation before weaning, paediatric intensive care unit (PICU) and hospital length of
stay, PICL mortaliny or adverse events.

Authory” conclusions

Limited cvidence suggests that weaning protocols reduce the duration of mechanical ventilation. but evidence is insdequate to show
whether the achievement of shorter venrilation by protocolized weaning causes children benefit or harm,
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ABSTRACT
Background
Ausomared systems wse dosed-loop control m enable ventilamoes i perform batic and advanced funcrions while supporting respirasion,
Selecred antnmated systems can now not only selected respinacory varisbles and sdapt ventilator catpus to individual patiens
needs by aperationalizing prodocmmined algorithms bus also the condisct of wp breashing eriaks (SET).
Objectives
Tomemmarize the evidence comparing automated ing and SBT sy to non-automated mechanical ventilation strategies on time
to mechanical ventilition discontinuation in adule postoperative pats In secombary objectives we sscertained differences |
sutnmated weaning end SBT systems and nan d mechanical venilation disontinustion unwgmm»hnm] oicomes [tme
1o suceessful exrubation, time 1o fiss SBT amd firse successfud SBET, mortalicy, 1ol dusation of ventil ive care unin (MCLT)
end hoapinal lengrh of stay, use of non-invasive venriluion (NIV) following exubation. and adverse evena).
Search methods

We searched CENTRAL [ The Cochrame Ligrrry 2003, lassie §); MEDLINE (OvkISE) (1966 o May 20031 EMBASE (OwidSF) (1958
to May 2001 3 CINAHL (EBSCOhost) (1982 to May 201 3), Evidence Hased Medicine Reviews and Owvid Health Sear (1999 0 May

2013), conference procesdings, il registrarion websites, sl contactesd authors and content ex 1o identify 1 ially eligible
trials.

Seloction critoria

Ramslomired and quasi-randomized trials comparing i irsg and SET w to nan-sutomated mechanical vensilarien

discontinuation urategics in intubared sduln in the postoperative serming.
Dhata collection and analysis
Too review muthors u'hdepﬂ'bchndrmd eriad ql.u]:qund lbﬂnnnddmm.rding mprupﬂ:ﬁﬂdmm Seu.u.rmrrl.nd mbp:m:p

amalyses were planned 10 asess the impact of the rype of (i) clinician primanly involved m inspl ring the
SBT wymtems, (i) incensive care upit (ICU), and (i} non-autcmated discontinuation (control) strasegy Lm]:md an Iﬂltﬂtﬂ‘.lﬂl.l.lm

Main rosuales

We identified one andomized controlled trial of high quality. involving 300 patients , comparing SmartCare™ to s written protocol.
In this trial, SmartCare™ had no effect on discontinuation time. While SmanCare™ gpnificantly reduced the ime 1o the fing SBT
{mean difference (MDY} -0.34 days, 95% CI 060 to -0.08; P = 0.01) it did mot reduce the time 1o the first soccesful SBT (MDD <0025
d:rl.?fl%‘.!-ﬂ.fﬁmﬂ.ﬂﬁ,? 0.10) and ocher clins "J-' ex. Sman{Care ™ did not demonscrare benehoial efects on
it chinically impartant outcome induding time v mml'ul extabation, toeal duration of mechanical venilation, ICL and hospital
lengths of stay; and the requirement for iacheostomy. Moreover, SmartCane™! did not favourably impact reintubasion. moralicy; self-
extubation, and the proportion of patients undergoing protracted mechanical ventilation, with o umall numbers of event in this single
ol

Anithoes” conclusiom

1'|1muzpuuui}'nf ik fraem domired lled trials 1o support o refute use of sutamated weaning and SBT systerma in
discontinuing i mechanical ilation in aduls postoperative patients, In a single Lige trial of high methodologic quality, while
the wse of SmartCare™ to adjust ventilator settings and conduct SETs shonened the time to undergoing, the fire SBT, it did not reduce
the time to the frst successfisl ST os the rate of tracheostomy compared to 2 written protocol implemented by physicians. SmartCare ™
did not demonatrate beneficial effects on clinically imponant outcomes including time 1o mechanical ventilation discontinuation, time
1o susceessful discontinuation, total duration of mechanscal ventilation, and 1CU and hospital lengthes of stay. Addissonal well-designed,
L ely ed randomi "mnn'n“udrmhxrnmd:dbndmﬁ.-durd:fm&nuﬂ:u:“‘nuampammnmmmpanmn
wlmpﬂlmmun&rrqmdmrmmnlluunlndmspenﬁ: ¥ paient populstions
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ABSTRACT

Baclgground

Supplementary oygEn is muliru.-]:p sdministered 1o low-risk pregnant women during an elective caesarean section under regional
anacsthesia; however, maternal and foetal owrcomies have not been well established.

Objectives
The primary objective was to determine whether supplementary oxygen given to bowe-risk term pregnant women underpodng elective
cacsarcan section under regional anaesthesia can prevent maternal and neonatal desaturation. The secondary ohjective was to compare

the mean values of maternal and neonatal blood g levels between mothers whe recoived supplementary axypen and these who did
oot {control group).

Search methods

We searched the Cochrane Central Register of Controlled Trials {(CENTRAL) { The Codimine Library, e 2, 2012}, MEDLINE (1948
o February 2012) and EMBASE (1980 to February 2012). We did not apply lanpuspe restrictions.

Selection criteria

We included randomized controlled trials of low-risk pregnant women undergoang an dlective cacsarcan section under regional anacs-
thesia and compared outcomes with, and withour, cxygen supplementation.

[Data collection and analysis
Twe review authors independently extracted data, ancoucd methodological quality and performed subgroup and sensitivity analyses.
Main resuls

We included 10 trials with a total of 683 participants. Supplementary oxypen administration varied widely in dose and duration
between trials. Mo cases of marernal desaturation were reported. although none of the 10 trials focused on maternal desanuration.
Significant differences were noted in maternal oxygen saturarion (higher with axygen, N = three rrials; mean difference (M) 1.6%,
95% confidence interval (C1) 0.8 to 2.3, I* < 0.0001), marernal POy (oxygen pressure in the blood; higher with ocypgen, N = six trials
MD 1418 mm Hg, %5% C1 109.3 w0 174.3, P < 0.00001), neonatal UaPOy (foctal umbilical arterial blood; higher with oxygen, M
= cight trialss MD 3.3 mm He 95% C1 L8 v 4.9, P < 0.0001) and UvPO» (foctal umbilical venous blood: higher with oxvien, N
= 10 mials: MD 5.9 mm Hg, 95% CI 3.2 10 8.5, P < 0.0001). No significant differences were reported in neonaral UapH (N = eight

trials; MDY 0,00, 95% CI -0.01 1o 0.00, P = 0.26) and in average Apgar soores at one minute (N = five trials; MD 0,07, 95% CI -0.20

o 034, P = 0L6) and at five minures (N = five crials; MD 00,00, 95% C1 -0.06 10 0.05, P = 0.91).

Only two out of 10 trials had a low risk of bias in all carcgories. When we scparated the studics into low risk and high risk for bias,

we found substantial ssaristical heteropencity. None of the low-risk studics showed a significant difference in neonatal UaPO, berween

the two intervention groups, whereas the high-risk studies showed a benefit for the neonatal axygen group.,

The bevel nfuwn free radicals {malondialdehyde (MDA} and S-isoprostane) was hi@!e—: in participants whio received mp'Pbemenur}-

oxygen (N = two trials; MD 0.2 pmalfL. 95% CI 0.1 0 0.4, P = 0.0002; MD 64.3 pg/ml, 95% CI 51.7 1o 76.8. P < 0.00001,

respectively).

Authors” conclusions

Current evidence suggests that supplementary oxygen given to healthy term pregnant women during elective caesarean section under

regional anacsthesia s asociated with higher maternal and neonatal oxygen levels (maternal Sp0y, PaOy, UalOy and UvPO4) and

higher levels of oxygen free radicals. However, the intervention was neither beneficial nor harmful to the neonate’s short-term clinical

outcome as assessed by Apgar scores.
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ABSTRACT

Background

Mebulizers and merered dose inhalers (M) have boch been adapred for delivering aenosol bronchodilation o mechanically venrilated
patients, but there is incomplete knowledge as to the most effective method of delivery.

Oibjectives
To compare the effectiveness of nebulizers and MDs far hronchodilator defivery in invasively ventilared. erivically ill adules.
Search methods

Wie searched the Cochrane Central Reggister of Controlled Trials (CENTRAL) { Five Coclrrane Lifrry 2002, looe 5); Ovid MEDLINE
(1950 to Week 19 20120 Ovid EMBASE (1980 to Week 19 2012); CINAHL via EBSCOhost (1982 1o Week 19 2012) and reference
listx of articles. "We srarched conference proceedings and reference lists of articles. We abo contacted manufacturers and rescarchers in
this field. There were no constrainis based on linguage or publication stanas.

Sclection criteria

Randomized controlled crials (RCT3), including randomized cross-over trials where the onder of the intervention was randomized,
comparing the nebulizer and MDI for aerosol bronchodilatien in mechanically ventilared adult patient in critical cure units.

Drara collection and analysis

Tiwo authors independently assewed mrial quality and extracted dara. We contacted study authors for additional information where
required. We collected informarion abour adverse effects from the crials.

Mﬂ.il'l “.'B-I.IIH

This review included three trials, rwo sddressing the primary sutcome measure of a reduction of sirway resistance [mexsured 24 2
reduction in interrupter and additional airway reststance) with a toral of 28 parients {n =10, n =18) and rwo addressing adverse changes
1o haemodynamic observations with a rotal of 36 patients (n =18, n =18). Limitations in data availsbility and reporting in the included
trials precluded meta-analysis and thercfore the present review consisted of 2 descriptive analysis. Risk of bias in the included rials was
judged as low or of unknown risk across the majoriry of items in the "Risk of bias’ ool

Cautious interpretarion of the included study resulrs sugpess thar nebulizers could be a mare effective method of bronchedilazor admin-
istration than MDY in terms of a change in reastance. Mo apparent changes 1o haemodynamic abservations (measured as an increase in
heart rate) were associared with either mode of defivery. Due to mising dara issues, meta analyses were not possible. Addicionally, small
sample sives and varizhility berween the studies with regards w patient diagnoses, bronchodilator agent and administration technique
mean that it would be speculative to infer definitive recommendations based on these resules ar chis time. This is insuffcient evidence
to determine which is the most effective delivery system berween nebuliser and MDI for acrosol bronchodilation in adult paticnes
receiving mechanical ventilation.

Aunthor” conclusions

Existing randomized controlled trials, including randomized cross-over trials where the order of the intervention was randomized,
comparing ncbulizer and MDI for acrosol branchadilation in miechanically ventilated adult patsents do not provide sulficient evidence
1o support cither delivery methaosd ar this time,
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ABSTRACT

Background

Dhay surgery involves sdmission of sclected patients 1o hospital for a planned surgical procedure with the patients returning hame on
the same day, An ansesthetic regrmen usally involves 3 combination of an anxiclytic, an induction agent, a maintenance agent, a
method of malntaining the alrway (laryngesl mask verus endotrachesl intubarion), and 3 muscle relazant. The cffecr of snacwhesia
nuay continue after the completion of surgery and can delay discharge. Vanous regimens of ansesthesia have been suggested for day-

procedure laparoscopic cholecystecromy.

Objectives

To compare the benefits and harms of different ansesthetic regimens (risks of morality and morbidity, measures of recovery after
mirgery) in paticits undergoing day-procedure ligarsscopic cholecysecomy.

Search methods

We scarched the Cachrane Central Reguster of Controlled Trials (CENTRAL) in T Coobrane Lidwery (laae 10, 2013), MEDLINE
(Pubbded) (1987 to Movemnber 20013, EMBASE (OvadSF) (1987 to Mavember 2001 3), Science Ciration Index Expanded (151 Web
of Knowledge) (1987 to November 2013), LILACS {Virrusl Healch Library) (1987 1o Novernber 2003}, metRegiser of Conrolled
Triaks (hrepe/iwww.controlled-trials.comdmeat/) (November 2013}, World Health Organization (WHO) Inee iatial Clinkcal Trials
Regimry Pluform (HCTRP) paral (Movember 2013), and Clinical Trials pov (Movember 201 3),

Selection criteria

We included randomized dinical erials comparing different anaesthetic regimens during elective day-procedure laparoscopic cholecys-
recranyy {imespective of linguage or publication starus),
Data collection and analysis

Twn authon independently assewed trials for incluson and independently extracted the data. We calcubated the risk ratio, rate ratio o
mean difference with 95% confidence intervals based on intention-to-treat or available dat analysis.

Main results

We included 11 rrials involving 1069 participants at low ansesthetic risk. The sample siee varied from 40 w0 30 participants. We
included 23 compariscns. All crials were at a high risk of bias. We were unshle ro perform 2 mera-analysis because there were no rwo
wrials involving the same comparison. Primary catcommes induded perioperative mortaliny, serious morbidity and proportion of patienis
who were discharged on the same day. There were no perioperative deaths or scrious adverse events in aither group in the only rial
thar reparted this information (0/60). There was no dear evidence of a difference in the proportion of patients who were discharged
on the same day betwomn any of the comparisons, Overall, 472554 patients (85%) included in this review were discharged as day-
procedure laparoscopic cholecystecromy parients. Secondary outcomes included hospital resdmissions, health-related qualiny of life,
pain, return o activity and return o woark. There was no dear evidenee of a difference in hospital readmisions within 30 days in the
only comparison in which this outcome was reported. One readmission was reported in the 60 parients (2%) in whom this outcome
was asscssed. Quality of life was not reported in any of the trials. There was no clear evidence of a difference in the pain intensity,
mcasured by a visual analogue scale, berween comparatars in the only trial which reported the pain intensity at between four and cight
hours after surgery. Times to retwrn to sctivity and return to wark were not reported in any of the trials.

Authors’ conclusions

There iz currently insufficient evidence o conclude that one anassthetic regimen for day-procedure laparscopic choleoyitectomy is
10 be preferred over another. Hiowever, the dara are sparse (that is. there were few trisls under esch comparison and the trials had few
participants) and further well designed randomized rrials at low risk of bias and which are powered to measure difforences in dinically
important outcomes are necessary o determine the optimal ansesthetic regimen for day-procedure laparoscopic cholecystectomy, one
of the commonest procedures performed in the western world.
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8.6 Apéndice 6 - Abstract das revisdes sistematicas da Colaboracdo Cochrane com

auséncia de evidéncias ou evidéncias insuficientes, sem recomendacéo de novos estudos
(C2).

Auséncia de estudos
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9 ANEXOS

9.1 Anexo 1. Parecer do Comité de Etica

&% Universidade Estadual Paulista Z |
UNESPD ™ raculdade de Medicina de Botucatu ‘ﬁ .
Distrito Rubi@io Junlor, ahn®- Botucalu - S5.P -

CEP: 18.618-970

Fone: (14) 3880-1608 / 3880-1609 a Regisirado o Ministirio da Salide

e-mail secretaria; capaliup@mb.unesp br arm 30 des stril de 1967

kebar@ifmb.unesp.br
e-mail coordenadona; tsardeni®imb. uneso. br

Botucatu, 21 de Marco de 2014 Of. 32/2014-CEP

Tlustrissimo Senhor

Prof. Adjunto Paulo do Nascimento Junior
Departamento de Anestesiologia da
Faculdade de Medicina de Botucatu.

Tlustrissimo Prof. Paulo,

Informo que a Pesquisa "Mapeamento das evidéncias das revisdes
sistemdticas do Grupo Anestesiologia da Colaborac@io Cochrane: entendendo
seu valor para a prdtica clinica.”, conduzido por Reinaldo da Silva Santes
Junior, orientado por Vossa Senhoria e co-orientado pela Prof®. Dr®. Regina
Paolucci E| Dib, trata-se de Revisfio Sistemdtica da Literatura, portanto ndo
necessita de parecer ético.

Atenciosamente,

'/T&O'V\i P

Prof. Dr. Trajano Sardenberg
Coordenador do CEP
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Titule da
revisao
sistematica
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l.lAIl
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Recomendacio
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nfﬂ ou llull

Nimero de
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incluidos

Namero de
metanalises
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