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    Braile DM. Enhancing the quality of scientific research. Rev Bras Cir Cardiovasc 2013;28(3):I-III

  

  
    Enhancing the quality of scientific research

  

   

  Valorizando a qualidade da pesquisa científica

   

   

  Domingo M. Braile

  Editor-Chefe - RBCCV/BJCVS

   

   

  A criação de uma série de índices bibliométricos para avaliar a produção científica, fato extremamente importante na tentativa de mensurar e valorizar o trabalho árduo dos cientistas, separando o joio do trigo, tem se desvirtuado nos últimos tempos. A busca por publicar trabalhos em revistas de maior impacto, especialmente de acordo com os critérios do fator de impacto (FI) adotados pela Thomson Reuters (ISI) e divulgado pelo Journal Citation Report (JCR), o índice mais adotado como parâmetro, acabou provocando um desequilíbrio, muitas vezes desviando-se da finalidade básica de tornar públicos os resultados de pesquisas e seus benefícios.

  No Brasil, o Qualis, por meio de seus critérios de classificação dos periódicos científicos, como parte da avaliação dos programas de pós-graduação, induz os pesquisadores a publicarem seus trabalhos em revistas com FI elevado. Grande parte delas do Exterior, uma vez que a CAPES exige que os pesquisadores tenham pelo menos uma publicação em revistas no maior nível (A1), cujo fator de impacto é próximo a 4,0, única forma de manter ou melhorar a sua posição pessoal e do programa a qual esteja vinculado. A revista brasileira com maior índice é hoje a Revista Brasileira de Psiquiatria, com FI de 1.856, muito longe dos níveis exigidos pela CAPES.

   

  DORA

  Em uma tentativa de aprimorar a maneira pela qual a produção da pesquisa científica é avaliada por agências de fomento e instituições acadêmicas, editores e publishers de periódicos científicos reunidos durante o Encontro Anual da American Society for Cell Biology, realizado em dezembro de 2012, em San Francisco, EUA, elaboraram um documento, o San Francisco Declaration on Research Assessment, conhecido pelo acrônimo DORA [1].

  O documento enfatiza que o FI foi criado como uma ferramenta para auxiliar os bibliotecários a identificar as revistas que poderiam ser adquiridas e não para medir a qualidade científica da pesquisa em um artigo. A partir disso, é feita uma crítica das limitações ao seu uso, como, por exemplo, a possibilidade de ser utilizado de forma indevida e a falta de transparência em relação aos dados usados para calcular o FI.

  A seguir, o documento tem algumas recomendações, que deveriam ser seguidas pelas agências de fomento, instituições, editores, empresas que fornecem a métrica e pesquisadores. Entre as orientações aos editores, está reduzir significativamente a ênfase no fator de impacto dos periódicos (não apenas o da Thomson Reuters, mas também o da SCImago e Eigenfactor, entre outros) como uma ferramenta promocional; incentivar práticas responsáveis de autoria e de prestação de informações sobre as contribuições específicas de cada autor; e incentivar a citação da literatura primária (artigos originais) ao invés de artigos de revisão, a fim de dar o crédito ao grupo que relatou primeiramente um achado.

  A Revista Brasileira de Cirurgia Cardiovascular/Brazilian Journal of Cardiovascular Surgery (RBCCV/BJCVS) apoia o conteúdo da DORA, bem como outras iniciativas que favoreçam a divulgação da pesquisa científica de boa qualidade. Mais do que quantidade de citações, o valor de um artigo está em seu conteúdo. Deve ser escrito de forma clara e ter seus resultados reprodutíveis.

  Reafirmo a importância dos índices bibliométricos e que o Corpo Editorial da RBCCV/BJCVS está direcionando todos os esforços para reveter a queda de nosso FI, que não atingiu apenas a publicação da SBCCV, mas quase todas as revistas brasileiras, pois as raras que subiram, o fizeram em pequena escala (A Figura 1 mostra um comparativo entre a RBCCV e três revistas brasileiras no Scimago). A nossa luta é para que esses indicadores não sejam os únicos meios para avaliar um periódico. Não se pode comparar, por exemplo, uma revista de cirurgia cardiovascular com as gerais, como o Lancet (FI = 39.060), a Science (FI = 31.027) e o British Medical Journal (FI = 17.215), pois comportam publicações e citações de todas as especialidades.
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Para termos de comparação, cito o FI do Annals of Thoracic Surgery, de 3.454, e do European Journal of Cardio-Thoracic Surgery, de 2.674. Nenhuma dessas publicações atinge o índice de excelência exigido pela CAPES.

   

  Autoria

  Desde a edição passada, a informação sobre a participação de cada um dos autores é obrigatória nos artigos, tendo que ser inserida já no processo de submissão [2]. Além do DORA, tal prática também é incentivada pelo International Committee of Medical Journal Editors (ICMJE), que inclusive inseriu mais um item nos critérios de autoria: "Concordância em ser responsável por todos os aspectos do trabalho no sentido de garantir que as questões relativas à exatidão ou integridade de qualquer parte da obra foram devidamente investigadas e resolvidas". A questão é tão importante que foi tema de um Editorial publicado na prestigiosa revista Science, de 31 de agosto de 2013 [3].

  Os autores de trabalhos submetidos à RBCCV anteriormente a essa determinação serão solicitados a prestar essa informação, quando o artigo for aprovado.

   

  APP

  Estamos finalizando o desenvolvimento de aplicativo (APP) que poderá ser baixado gratuitamente em iPhones, iPads (que usam sistema IOS) e Smartphones e Tablets (que utilizam sistema Android), e dará acesso ao conteúdo completo da RBCCV/BJCVS. Dessa forma, proporcionaremos mais opções de acesso a nossa revista, aumentando, consequentemente, sua visibilidade.

   

  Inglês

  A partir desta edição, os títulos de todos os artigos serão escritos primeiro em inglês e, em seguida, em português. A intenção é facilitar e incentivar o acesso à versão eletrônica, nos sites www.bjcvs.org e www.rbccv.org.br, nos mais de 100 países que nos leem todos os dias.

  Também, ao acessar o nosso site, será aberta a versão em inglês. Para mudar para o português bastará clicar sobre o ícone com a bandeira brasileira estilizada, no alto da página.

  Dessa forma, poderemos aumentar ainda mais o número de acessos. Em julho deste ano, apenas no site da revista, foram registrados mais de 123 mil acessos, com média diária superior a 3.960 (Figura 2). No site na SciELO (www.scielo.br/rbccv), foram realizados mais de 38 mil acessos aos artigos, com média diária de 1.250, totalizando mais de 5.200 artigos lidos por dia!
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  Ensaio clínico

  Continuaremos a manter os critérios rígidos na avaliação dos trabalhos, mantendo, também, a RBCCV/BJCVS como um fórum de debates.

  Na página 412, uma carta do Dr. José Maria Pereira de Godoy questiona os critérios que definem as fases de um ensaio clínico. Como o tema é controverso, enviei uma cópia a alguns especialistas, que gentilmente aceitaram discorrer sobre o assunto. O debate não se encerra nesta edição e todos aqueles que desejarem contribuir podem submeter seus textos como Carta ao Editor, para serem publicados nos próximos números.

  Aproveito para pedir a todos aqueles que estão cadastrados no Sistema de Gestão de Publicações (SGP) da RBCCV/BJCVS, seja como autor ou revisor, para que verifiquem seus dados e, caso necessário, os atualizem, a fim de que possam receber as informações durante a submissão e revisão dos trabalhos, evitando atrasos, que prejudicam a tramitação dos manuscritos.

   

  EMC

  Os artigos disponíveis para os testes pelo sistema de Educação Médica Continuada (EMC) são os seguintes: "Minimally invasive redo mitral valve surgery without aortic crossclamp" (pág. 325), "Effects of reprocessing on chemical and morphological properties of guide wires used in angioplasty" (pág. 331), "Risk factors for prolonged hospital stays after isolated coronary artery bypass grafting" (pág. 353), "Unstable angina does not increase mortality in coronary artery bypass graft surgery" (pág. 391).

  Infelizmente, esse sistema de ensino não tem sido aproveitado da maneira que merece. Peço a todos os colegas que incentivem os membros das equipes e residentes para que façam os testes, uma facilidade que é encontrada em poucas revistas de primeira linha, sendo a nossa a pioneira no Brasil.

  Recebam meu abraço e tenham uma excelente leitura!
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  EDITORIAL

  
    Godoy MF. Deleterious effects of reprocessing guide wires: an alert. Rev Bras Cir Cardiovasc 2013;28(3):IV-IV

  

  
    Deleterious effects of reprocessing guide wires: an alert

  

   

  Efeitos deletérios do reprocessamento de fios-guia: um alerta

   

   

  Moacir Fernandes de Godoy

  PhD, Fundação Regional de Medicina (FUNFARME), Hospital de Base, José do Rio Preto, SP, Brasil

   

   

  Gelamo et al. [1], na página 331 desta edição da Revista Brasileira de Cirurgia Cardiovascular, apresentam o elegante trabalho "Efeitos do reprocessamento nas propriedades químicas e morfológicas de fios-guia usados em angioplastia", no qual demonstram alterações morfológicas significativas após a realização de uma ou duas lavagens utilizando vibração ultrassônica e detergente enzimático, o mesmo não ocorrendo quando do emprego de esterilização com óxido de etileno.

  Numa época em que as autoridades sanitárias têm restringido bastante a prática de reuso de materiais médico-hospitalares, esse trabalho adquire ainda maior relevância ao distinguir técnicas de reprocessamento que podem provocar alterações demonstráveis já na primeira aplicação.

  O estudo se limita às alterações estruturais, não entrando em detalhes quanto a eventuais repercussões clínicas. Teria bastante interesse prático o conhecimento desse aspecto, uma vez que a angioplastia coronária é um dos procedimentos invasivos mais realizados no mundo e a discussão do binômio custo-benefício da reutilização de dispositivos ainda não está totalmente definida.

  
    
      
        	

      

      
        	VER ARTIGO ORIGINAL
      

      
        	

      

    

  

  Batista et al. [2] apresentaram nesta mesma Revista, em 2006, o acompanhamento de 60 pacientes submetidos à angioplastia coronária, nos quais foram utilizados sete tipos de dispositivos necessários ao procedimento, entre eles os fios-guia, sendo 76 dispositivos de primeiro uso e 410 reprocessados, não detectando qualquer diferença na ocorrência de eventos adversos quando comparados casos em que houve com casos em que não houve reuso.

  São novos tempos, dispositivos com novos componentes, diferentes técnicas de processamento, daí a necessidade de atenção.

  O alerta é bem-vindo, e os autores devem ser parabenizados ao focalizarem um tópico de grande interesse socioeconômico e que deve ser motivo de preocupação tanto por parte dos hemodinamicistas como dos gestores de saúde de um modo geral.
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  Congenital heart disease (CHD) is the most common congenital malformation [1] in fetuses. It affects eight per 1,000 live births and is more common antenatally [2-5]. In beginning, cardiac evaluation was confined to pregnancies at increased risk of CHD, such as those with a family history of CHD or where extracardiac malformations had been detected. However, up to 86% of CHD occurs in pregnancies where there are no known high risk features [6], emphasizing the need for an effective fetal cardiac screening program for all pregnancies [7,8]. For this reason, in the mid 80's started the idea of teaching the obstetrician to assess the heart in a simplified form during routine obstetric scanning [9,10].

  Four chamber view scanning became an integral part of the fetal anatomical survey in many countries by the end of the 1980s [9,10]. However, prenatal screening based on visualization of the four-chamber view has much lower sensitivity [6,11]. This is partly because the four-chamber view may appear normal in cases of many anomalies, such as transposition of the great vessels, tetralogy of Fallot, double outlet right ventricle, truncus arteriosus, pulmonary or aortic stenosis/atresia and coarctation of the aorta. Anomalies of the great vessels are associated with an abnormal four-chamber view in 30% of cases [12].

  When four-chamber and great vessels view are examined, the sensitivity of ultrasound screening for congenital heart defects increases from approximately 30% to 69–83% [6,11,13]. Therefore, we support the idea of evaluation both the four-chamber view and the outflow tracts (Figure 1). Then, we could improve the rate of prenatal detection of congenital heart disease.

  
    

    [image: Fig. 1 - Images for evaluating the fetal cardiac]

  

  In 2006, the International Society of Ultrasound in Obstetrics and Gynecology (ISUOG) published a guideline in which they described the "basic" and "extended basic" cardiac ultrasound examinations [14]. The intention was to standardize the assessment and to maximize the detection of heart anomalies during the second-trimester scan (Figure 1). However, we agree that a comprehensive fetal echocardiography should be performed when heart anomalies are suspected. One of the problems to follow this guideline is the difficulty of obtaining images of the outflow tracts.

  This happens because unlike the four-chamber view, the aorta and pulmonary artery do not lie in a single axis. In compliance to DeVore study [15], we state that it is necessary experienced hands to view the outflow tract. Accordingly, it is important additional training.

  The development of new technologies is gaining strength as they; theoretically, facilitate the evaluation of the fetal heart exam including the outflow tracts. Four-dimensional ultrasonography (4DUS) with spatio-temporal image correlation (STIC) technology allows the acquisition of a volume dataset from the fetal heart, and displays a cineloop of a complete single cardiac cycle in motion. Moreover, STIC offers the advantage of offline assessment of cardiac structures, connections, and functions [16-18] (Figure 2).
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  The STIC technology has several tools to analyze all cardiac structures: dynamic multiplanar mode, render mode, omni view, M mode, volume analysis, tomographic ultrasound imaging (TUI). These are new technologies that are still in development and in study.

  Despite the great efforts made so far, the STIC is still considered an additional method in echocardiography and, rarely, they are available in daily practice. There are many inherent difficulties in obtaining adequate cardiac images in a STIC [16], for example: the fetal position may vary during the exam; fetal movement during the acquisition of the volume; higher maternal body mass indices or oligohydramnios may make images more difficult and acquiring the images of the heart can be time consuming.

  However, we believe that the new methods will be very useful for tracking in the future. Technology tends to advance and sensitivity of this new method will continue improving. Thereby, the 3D/4D technology allows for a more comprehensive and practical assessment of CHD in the fetus.

  Antenatal screening can offer a number of benefits. The identification of CHD can facilitate early therapy and to prevent a cardiac decompensation. Other benefits include opportunities to counsel parents, to screen for co-existing abnormalities, to plan peripartum management and intrauterine intervention in some cases. In severe cases, some patients choose for termination of pregnancy. Ultimately, the increased detection rates of congenital heart disease reduce perinatal morbidity and mortality. We believe that adequate training associated with a proper use of new technologies may improve the rate of diagnose CHD.
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    ABSTRACT

    An app in the area of Aortic Diseases (ascending aortic aneurysm) was developed. This article offers a brief introduction about the information received and transmitted in the app and the process through which it was developed as well as its contents.

    Descriptors: Aneurysm. Heart/surgery.

  

   

   

  There are two kinds of medical information: the received and the transmitted information. A source of data (received information) is necessary to transmit any information. A long time ago, this source was provided to people by the papyrus. The evolution of "technology" gave place to the book. At the time, it was a radical change and readers had great difficulty adapting to this new situation (www.youtube.com Papiro e os Monges).

  In the medical field, the most important and widely accepted information came from the Index Medicus. The first volume was published in 1879. For a long time, received information was provided by the printed Index Medicus. But due to the convenient and speedy way news is spread on the internet, the online version of the Index surpassed the printed one. The last printed volume of the Index Medicus was published in December 2004 (volume 45). The online version of the printed Index Medicus is called PubMed.

  Exame magazine (03/25/2013) reported that, in 2012, 3.1 million tablets were sold in Brazil. This indicates a growth of 171% compared to sales in 2011. In the same period, the domestic tablets market grew 159%.

  As a result of these data, we decided to transmit the information to the medical field via the rapid and accessible way: the internet. The tool in this case was the app.

  Throughout the years, while working in the fascinating Cardiac Surgery specialty, we documented the interesting cases with photos. Diseases of the aorta have always been attractive to surgeons because of their surgical challenges. The present app describes the cases of Ascending Aorta operated on by ourselves.

  We chose the cases by etiology and created a proper classification. Then, we contacted an information technology enterprise (www.snowmanlabs.com). It is a group with many professionals: a designer, someone to develop the app only for smartphones; another for tablets, and yet another for adjusting photos and text. The director was responsible for contacting Apple and Google. It took approximately 12 months of hard work from the beginning to the acceptance by Apple. The time spent in reviewing the app for Apple took four months and the work had to be done according to the enterprise's strict rules. The app was accepted on August 27th, 2013. The name of the app is Aortic Surgery and it is available for iOS (iPhone, iPad, iTouch) and Android (smartphones and tablets) systems.

  The content has an introduction and eight great sessions following the etiologic causes of the aneurysms. In the introduction, we described the general aspects of the aneurysm (incidence, natural history, and operative techniques). It is a bilingual (English and Portuguese) app, It is possible to add favorites and alter the brightness of the display. Furthermore, it offers slide presentations, a manual on how to use it, and bibliographic references. The references are linked to PubMed.

  The sessions were as follows:

  1. Restricted to the ascending aorta. It has three sub-sessions: aortoplasty, aortic loculation, and ascending aorta.

  2. Bicuspid aortic valve and Marfan Syndrome (in association with a severe pectus excavatum)

  3. Aortic dissection: acute and chronic. The acute aortic dissection being with a cardiac tamponade.

  4. Involvement of the proximal hemi-arch and aortic arch (quadrifurcated graft and stepwise anastomosis)

  5. After late cardiac surgery: (1) aortic valve replacement (biological and mechanical prostheses); (2) acute type A dissection; (3) Bentall procedure; (4) correction of congenital cardiopathy (type II aortopulmonary window operated on 32 years ago); and (5) myocardial revascularization (functioning left internal thoracic artery to the left anterior descending artery)

  6. Reimplantation technique (moderate aortic valve insufficiency)

  7. Association with coarctation of the aorta (in adults) with extra-anatomic bypass (one case with type A dissection and severe aortic valvopathy and another with a bicuspid aortic valve stenosis in an old lady)

  8. Sternal erosion (luetic)

  A research was performed and there was no similar app in the national or international market. The content is exclusive (cases operated on by ourselves). It has approximately 145 illustrations. Each case is briefly described with pertinent bibliography and has a link to PubMed. In other words, it is like an "online" atlas of surgical treatment of ascending aortic aneurysm. Certainly, it is an important tool for students, residents, cardiologists, interventionists, surgeons, and other health professionals.
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    ABSTRACT

    INTRODUCTION: The descending branch of the lateral femoral circumflex artery is an option for coronary artery bypass grafting.

    OBJECTIVE: To evaluate the early patency and adaptation of lumen diameter using multidetector computed angiotomography.

    METHODS: Thirty-two patients were selected to undergo coronary artery bypass grafting using the descending branch of the lateral circumflex artery, the internal thoracic artery, and other grafts. Evaluations were carried out through high resolution computed tomography performed on the 7th and 90th postoperative day. Diameters of the descending branch of the lateral circumflex artery and the left internal thoracic artery were measured 3 cm before the distal anastomosis, in the middle portion, and 3 cm after the proximal anastomosis. Diameters were compared using paired t-test (P<0.05).

    RESULTS: Descending branch of the lateral femoral circumflex artery wDescending branch of the lateral femoral circumflex artery was used in 26 patients, as its use was not viable in six patients (18%). It was used as composite graft in all cases. The anterior descending branch was revascularized by the left internal thoracic artery in all cases. Patency rates of the descending branch of the lateral femoral circumflex artery were 96% and 92%, respectively. No occlusions were observed in the left internal thoracic artery (LITA) and no ischemic events were observed in the descending branch of the lateral circumflex. Descending branch of the lateral femoral circumflex artery increased the lumen diameter in the middle (P=0.001) and distal portions (P=0.006); the left internal thoracic artery (LITA) increased in the middle portion (P=0.001).

    CONCLUSION: Similar to the left internal thoracic artery, the descending branch of the lateral femoral circumflex artery showed high patency rate and positive luminal adaptation. This early evaluation confirms the descending branch of the lateral femoral circumflex artery as a potential alternative for grafting. Due to anatomical variations, preoperative femoral angiographic evaluation appears to be mandatory.

    Descriptors: Tomography. Myocardial revascularization. Coronary disease.

  

   

   

  INTRODUCTION

  It is well known that arterial grafts provide better patency rates for coronary artery bypass grafting (CABG) than saphenous veins (SV), in both the short and long-term [1-5]. Therefore, alternative arterial grafts have been continuously researched. The most commonly used arterial grafts are the left and right internal thoracic [1,2,5-8] and radial arteries [9,10]. The inferior epigastric and gastroepiploic arteries are less frequently used [1,5,7,10]. Other arterial conduits, such as the splenic, subscapular, inferior mesenteric, ulnar, and intercostal arteries have rarely been used [5].

  In plastic and reconstructive surgeries, the lateral femoral circumflex artery is often used to supply composite skin and muscle tissues, such as an anterolateral thigh flap [11,12]. The descending branch of the lateral femoral circumflex artery (DLFCA) has attractive characteristics that qualify it as an option for arterial grafting in surgical myocardial revascularization.

  The first case in which the DLFCA was used as a graft in CABG was performed in Japan and was reported by Tatsumi et al. [13], in 1996, when the DLFCA was used as a free graft from the aorta to the right coronary artery. Two years later, Schamún et al. [14] reported promising results using the DLFCA as a coronary graft in 35 patients, with most cases employing early evaluation via angiographic studies after surgery. In these series, the left anterior descending coronary artery was revascularized by the left internal thoracic artery (LITA) in all patients, and the DLFCA was used as a composite graft with the LITA (end-to-side with a Y shape) in most cases. In a few patients, the DLFCA was used as an extension of the right internal thoracic artery (end-to-end anastomosis to revascularize the distal portion of the right coronary artery) or as a free aorta-coronary graft. In 2003, Fabbrocini et al. [15] published the most relevant study on this topic, reporting excellent clinical results and patency rates using the DLFCA as a composite graft with the LITA, in 147 patients, in the short and mid-term.

  We evaluated the early outcomes, technical results, patency rates and lumen diameter adaptation of the DLFCA when used as a composite graft with the LITA or SV, by multidetector computed angiotomography.

   

  METHODS

  Patient Selection

  During a period of one year and eight months, a single surgical team selected 32 patients as candidates for CABG using the DLFCA as a composite graft. All patients had stable three-vessel coronary artery disease with normal or nearly normal left ventricular function. Inclusion criteria were absence of peripheral arteriopathy and critical stenosis or oclusion of coronary branches. In patients with indication for doble mammary, DLFCA was used as a complementation. All patients with suspected or established lower limb arterial disease, renal insufficiency (defined by a creatinine serum level >2 mg/dL or the patient being on dialysis), and previous cardiac operation were not included. The institutional committee on human research approved the study and all patients gave informed consent regarding the study protocol.

  Study Protocol

  After median sternotomy, the LITA and SV were simultaneously dissected, and the DLFCA was dissected soon thereafter. All coronary arteries were revascularized on cardiopulmonary bypass with normothermic perfusion and warm myocardial protection. Composite conduits of the DLFCA with the LITA were prepared (end-to-side, in a Y shape) before initiating extracorporeal circulation and were covered with gauze in physiologic saline solution and papaverine. After initiating extracorporeal circulation, the left anterior descending coronary artery was revascularized by the LITA, and the scheduled revascularizations with SV were accomplished. Other arterial grafts were used infrequently: radial artery in one and right internal thoracic artery in 4 cases. Composite grafts of the DLFCA with SV were constructed at the end of the operation while the patients were on cardiopulmonary bypass. The proximal anastomosis of the DLFCA with SV was performed near the origin of the vein in the aorta. On-pump, all composite DLFCA grafts were anastomosed onto a previously selected coronary artery with an acceptable lumen diameter and atherosclerotic obstruction of 70% or more. All anastomoses were performed using a continuous 8-0 polypropylene suture.

  The DLFCA was approached through an incision 15 to 20 cm in length on the anterolateral face of the thigh in its proximal and middle third along the lateral margin of the rectus femoris muscle (Figure 1A). The incision corresponded to an imaginary straight line between the anterosuperior iliac spine and the lateral border of the patella. The fascia lata of the quadriceps was incised longitudinally. Generally, the DLFCA arises from the lateral femoral circumflex artery soon after its origin from the deep femoral artery, infrequently arising separately. The DLFCA courses downward through the intermuscular space between the rectus femoris and the vastus lateralis muscles (Figure 1B) near the femur, ending in the vastus muscle near the knee joint. Harvesting was performed carefully with minimal handling using very low-voltage electrocautery.

  
    

    [image: Fig. 1 – Approach of the DLFCA.]

  

  The dissection was started from the beginning of the DLFCA toward the end in a non-skeletonized fashion (Figure 2A). The two large veins that usually accompany the artery were left undisturbed, the femoral nerve branches were not involved, and all collateral branches were ligated for complete dissection. The distal portion of the DLFCA harvesting was cut, and a solution with papaverine was injected through it. The proximal portion was then cut, the harvesting was removed, and composite conduits of the DLFCA with the LITA or SV were prepared (Figure 2B).

  
    

    [image: Fig. 2 – Harvesting of the DLFCA.]

  

  However, prior to construction, to prevent vasospasm, the dissected DLFCA was subjected to alternating submersions in two 0.9% saline solutions at 36ºC: one with papaverine (1:20 dilution); another with nitroglycerin (10 mg) and diltiazem (50 mg) diluted in a physiologic solution (500 ml). Additionally, to avoid arterial vasospasm, the patients were continuously supplied with intravenous nitroglycerin throughout the operative period, and oral diltiazem was administered soon after endotracheal extubation and maintained for three months.

  Computed Angiotomographies

  Computed tomography images were acquired with a multidetector system (Aquilion® 64, Toshiba Medical Systems, Japan) using previously described parameters [16] approximately 1 week after CABG, and were repeteaded 3 months later. Briefly, all patients with contraindication to contrast computed tomography were excluded and scanning was planned based on scout images to cover the entire extension of the chest from the LITA to the bottom of the heart. Unless contraindicated, patients with a heart rate above 60 bpm received intravenous metoprolol at a dose of up to 15 mg to reach between 50 and 60 bpm. Patients with a contraindication to beta-blockers were given diltiazem intravenously (0.25 mg/kg; if necessary, a second dose was given to reach the expected heart rate). Sublingual nitrates were administered just before scanning in all patients in whom it was not contraindicated (systolic blood pressure <110 mmHg, intake of phosphodiesterase inhibitors, known intolerance) in order to prevent vasospasm and increase vessel size.

  Scan parameters were adjusted by body mass index and a prospective acquisition electrocardiogram gating (55% to 85% of the RR), with heart rate-adjusted gantry rotation of 350-500 msec, pitch and tube currents of 240-450 mA, 120-kV tube voltage, 0,5 mm slice thickness to ensure a 12-15 mSv radiation dose. The patients were then injected with 120 ml of nonionic iodinated contrast (Iopamiron® 370, Bayer Schering Pharma AG, Berlin, Germany) at a rate of 5 ml/s through the antecubital vein, followed by 30 ml of saline solution. The arrival of the contrast was monitored through the acquisition of axial images at the level of the descending aorta 10 s after infusion of contrast (SureStart, Toshiba Medical Systems, Japan). Acquisition of the contrasted set began automatically when the threshold of 180 Hounsfield units was achieved in the region of interest (descending aorta). For image reconstruction a retrospective analysis of the electrocardiographic tracing was employed, searching for the best image during the middle diastole, generally approximately 700 ms before the next R wave or 75% of the RR. From this set, the entire block was reprocessed with a thickness of 0.3 mm and analyzed in a workstation (Vitrea®, Vital Images, USA).

  The angiotomographies purposes were to verify patency rates, to identify technical problems (kinks and anastomotic stenoses), and to measure the lumen diameters of the DLFCA and LITA grafts at three points: 3 cm after the proximal anastomosis, in the middle of the graft, and 3 cm before the distal anastomosis. All native vessels and grafts were evaluated with transverse, coronal, sagittal, oblique and reformatted curved planes to visually identify proximal and distal anastomosis. Anastomotic stenoses were considered if the size of the proximal vessel was greater than the anastomotic site, with a 50% cutoff considered significant. Special attention was paid to bypass grafts as they were the most important data in the study. All measurements were manually traced three times at the designated portions of the vessel by a blinded reader to the design of the study (>7 year coronary experience in computed tomography). The mean value of the automatic software results were used as the reference value for comparison.

  Statistical Analysis

  Quantitative data were expressed as mean±SD, and discontinuous values were presented as percentages. Quantitative values were compared using a two-sided paired Student's t test or Wilcoxon signed rank test for non-Gaussian distributions. All data analyses were performed using the Statistical Package for the Social Sciences (version 17.0, SPSS Inc., Chicago, IL, USA). Differences at P<0.05 were considered to be statistically significant.

   

  RESULTS

  After dissecting the DLFCA in the operating room, out of the 32 selected patients, the artery was considered appropriate for use in 26 (81%); 22 of whom were male (85%), aged 62±7 years (range, 44 to 73 years-old). All patients had stable triple-vessel coronary artery disease. Hypertension was present in 92% of the patients and diabetes mellitus in 26%. In six (19%) patients, four of them being male, aged 69±6 years (range, 60 to 75 years), the DLFCA was considered inappropriate for use as a graft because of the following: it was not found in one case; one had severe atherosclerosis; two were very short; and two were short and thin. The mean length of the grafts obtained after dissection was 9.9±4.0 cm (range, 4 to 19 cm) in the 26 patients with an appropriate DLFCA. Among the six cases with inappropriate grafts, except for the cases with a missing DLFCA and severe atherosclerosis, the mean length of the grafts obtained was 5.2±2.0 cm (range, 4 to 8 cm). Thus, the standardized surgical protocols were applied in 26 of the 32 selected patients. The mean cardiopulmonary bypass time was 85 ± 27 minutes (range, 50 to 150 minutes), and the aortic cross clamp time was 58±21 minutes (range, 34 to 110 minutes).

  All of the intraoperative and immediate postoperative periods were uncomplicated. On average, 3.7±0.8 (range, 3 to 5) coronary arteries were grafted for each patient. The composite DLFCA grafts were constructed with the LITA (Y shape) in 15 cases and with SV in 11 cases. The coronary arteries revascularized by the DLFCA grafts were as follows: diagonal branch of the left anterior descending artery in 13 patients, obtuse marginal branch of the circumflex artery in eight, intermediate left main coronary artery in three, right coronary artery in one, and posterolateral branch of the right coronary artery in one patient.

  No clinical complications related to the LITA or DLFCA grafts were observed during the hospital stay, after surgery, or during the 3-month follow-up period after discharge. No ischemic event, re-exploration for bleeding, sternal infection, or mediastinitis was observed in any patient.

  The first computed angiotomography was performed in-hospital in all patients, 7±1 days (range, 5 to 11 days) after the operation, and it was repeated 90±5 days (range, 83 to 103 days) after surgery. Despite previously signing the consent form, one patient refused to undergo the tomographies after surgery. In another patient, the images of the first tomography were poor and the exam was not repeated on the 90th day after surgery. One angiotomography performed 3 months after surgery was of sufficiently good quality to measure the lumen of the DLFCA graft, but not of the LITA.

  As a result, the inner diameters of the DLFCA graft were measured in 24 cases, and those of the LITA graft were determined in 23 patients. The patency rates of the DLFCA grafts were 23/24 patients (96%) on the 7th day and 22/24 patients (92%) on the 90th day after surgery. The patency rates of the LITA grafts were 100% in both evaluations. Signs of vasospasm and technical complications, such as kinks in the grafts or anastomotic stenosis, were not observed in any case. The results regarding the inner diameters of the grafts are presented in Table 1. Comparison of the lumen values between the 7th and 90th day after surgery showed positive adaption both of the DLFCA and LITA grafts. The lumen of the DLFCA grafts increased significantly in the middle and distal portions, and the lumen of the LITA grafts increased significantly in the middle portion (Table 1).
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  DISCUSSION

  Although the DLFCA is a recognized alternative arterial graft for CABG, especially as a composite conduct, little information is available regarding the outcomes, patency, vasospasm and the occurrence of technical complications, such as kinks or anastomotic stenosis. This study sought to evaluate these data in the short-term.

  Some authors recommend femoral arteriography before every CABG [13,17] in which the DLFCA is a planned graft because this vessel can present anatomical variations, such as short length, narrow lumen diameter or anomalous origins, that make it difficult to dissect and use [18]. Another reason to perform preoperative femoral arteriography is to verify the presence of atherosclerosis. Despite this, Schamún et al. [14], in 1998, did not perform femoral angiographies before CABG in the 35 patients addressed in their report, but only carried out careful clinical preoperative evaluations to rule out lower limb arterial disease. Similarly, in the series of Fabbrocini et al. [15] (147 patients undergoing CABG using DLFCA grafts) the authors performed preoperative continuous-wave Doppler to investigate arteriosclerosis in the iliac and femoral arteries. When significant arterial disease was discovered, femoral arteriography was performed to assess the DLFCA. Our study design included only a careful clinical preoperative evaluation, and patients with suspected or proven lower limb arterial disease were excluded.

  However, our results showed that in six of the 32 selected patients the DLFCA was inappropriate for use as a graft since one presented severe atherosclerosis, one was not found, and four had very short length and/or narrow lumen diameter. These six cases were excluded of the study in the operating room. We deemed a 19% exclusion rate to be too high. In fact, we changed our initial opinion and concluded that some preoperative femoral arteriographic evaluation is mandatory. Preoperative continuous-wave Doppler, as performed by Fabbrocini et al. [15], can be used to investigate arteriosclerosis, but not anatomical variations of the DLFCA, which are the most common problem. Femoral angiotomography is a non-invasive type of arteriographic evaluation that can identify anatomical variations and atherosclerosis, thus avoiding dissection of the DLFCA in some patients and the aesthetic consequences of a thigh incision.

  No clinical complications related to the LITA or DLFCA grafts were observed during the hospital stay, after surgery, or during the 3-month follow-up period after discharge, and vasospasm was not noted. No ischemic event, re-exploration for bleeding, sternal infection, or mediastinitis was observed in any patient. No significant complications in lower limbs occurred after dissection of the DLFCA in any of the patients. The surgical wound healed rapidly with no infection or compartment syndrome. Transient dysesthesia of the thigh was observed in only one patient. All patients were discharged. These results indicated very satisfactory early outcomes after surgery.

  The in-hospital angiotomographic evaluation of the patients (on the 7th day after surgery) did not show vasospasms, kinks or technical complications in the anastomoses, and showed very good patency rate both of the LITA and the DLFCA grafts (100% and 96%, respectively). The only patient with an early occlusion of the DLFCA graft had no clinical complications. Furthermore, the angiotomographic evaluation performed on the 90th day of follow-up did not show any mechanical problems and revealed good patency rates (100% for the LITA graft and 92% for the DLFCA graft). Vasospasms, kinks and anastomotic stenoses were not observed on the 90th day after surgery either. Although these were early results, they were encouraging with respect to using the DLFCA as a graft in CABG.

  To our knowledge, this was the first study that evaluated early adaptation of lumen diameters of the DLFCA and compared it with the LITA when used as grafts in CABG. As expected, on the 90th day following surgery, the LITA showed a significant increase in the middle portion of the lumen. The DLFCA grafts also presented positive adaptation, which was statistically significant in the middle and distal portions. These were also positive, encouraging results. We should not assert that we evaluated remodeling of the grafts because this is a broader concept involving histological and structural changes. However, we assessed variation of inner diameters, which is an important part of the remodeling.

  Harvesting the DLFCA is usually quick and safe. Similar to all surgical techniques it depends on previous training. Dissection of the DLFCA should be performed by two surgeons because the quadriceps muscle is bulky and its exposure can be difficult. In our experience, initial dissections on cadavers require 30 to 40 minutes. During the surgery, harvesting is usually carried out quickly, in approximately 15 minutes. The fascia lata of the quadriceps should be closed after dissection to prevent herniation of the rectus femoris and vastus lateralis muscles. As observed in our results, a sensory deficit due to manipulation of the quadriceps nerve branches is very uncommon and usually transient [14,15]. To our knowledge, there are no reports of serious functional deficits of lower limbs or compartment syndrome arising from dissection of the DLFCA. The wound usually heals rapidly, and local infection is very uncommon. The aesthetic result is usually good because the lateral face of the thigh has no folds, and the healing line is thin and without retractions.

  Computed angiotomography in the evaluation of bypass grafts still has limitations such as high attenuation artifacts attributable to beam-hardening and partial volume-averaging effects. Surgical clips and respiratory artifacts are other sources of errors. However, the new generation of scanners is getting faster and more efficient, thereby avoiding many of these drawbacks. Reports have shown the strength of the method in the evaluation of grafts after CAGB [19-24]. Obviously, conventional angiography remains the gold standard method to assess graft patency and stenoses, but serious complications such as stroke, aortic dissection, coronary dissection, and other vascular complications can occur. Nowadays, the authors are convinced that computed angiotomography is the most appropriate method to assess graft patency after CABG in study protocol involving patients [24].

  The present study has evident limitations. The study is underpowered due to the small sample size and the short-term follow-up evaluation of graft patency. In fact, the authors did not intend to describe a new possibility of arterial graft, since the surgical technique and the patency rates have been previously evaluated [14,15]. The intention of the authors was to emphasize this viable alternative of using arterial graft in CABG and to evaluate the adaptation of lumen diameter. After the relevant publication of Fabbrocini et al. [15], in 2003, additional studies evaluating DLFCA grafts were no longer performed.

  In conclusion, the original design of our study did not include preoperative femoral arteriography. However, in the operating room, we observed a high rate of patients (19%) in whom the graft was considered inappropriate for use due to anatomical variations, such as short length, narrow lumen diameters, and silent atherosclerosis. These results led us to change our initial opinion, and we concluded that a preoperative femoral arteriographic or ultrassonographic evaluation was mandatory for all scheduled patients, as previously recommended by some authors [13,17]. Dissection of the DLFCA graft was usually simple, quick, free from local complications, and had good aesthetic results. We used the DLFCA in composite grafts with the LITA or SV, and we observed very promising early results with regard to outcomes, technical results, patency rates and lumen diameter adaptation of this graft. The DLFCA should be considered as representative of a good alternative arterial graft in CABG.
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    RESUMO

    INTRODUÇÃO: Reoperações da valva mitral apresentam maior índice de complicações quando comparadas com a primeira cirurgia. Com o domínio das técnicas videoassistidas para as primeiras cirurgias da valva mitral, os casos de reoperações passaram a despertar interesse para esses procedimentos menos invasivos.

    OBJETIVO: Analisar os resultados e as dificuldades técnicas da retroca valvar mitral minimamente invasiva em 10 pacientes.

    MÉTODO: A circulação extracorpórea foi instalada por meio de colocação de cânulas femorais e cânula na veia jugular interna direita, conduzida em 28 graus de temperatura em fibrilação ventricular. Realizada toracotomia lateral direita com 5 a 6 cm no terceiro ou quarto espaço intercostal. Pericárdio foi descolado apenas na região do átrio esquerdo no ponto da atriotomia. A aorta não foi pinçada.

    RESULTADOS: Foram avaliados 10 pacientes com idade média de 56,9±10,5 anos. Quatro encontravam-se em ritmo de fibrilação atrial e 6 em ritmo sinusal. O tempo médio entre a primeira operação e a reoperações foi de 11 ± 3,43 anos. O EuroSCORE médio do grupo foi de 8,3 ± 1,82. O tempo médio de fibrilação ventricular e de circulação extracorpórea foi respectivamente 70,9 ± 17,66 min e 109,4 ± 25,37 min. O tempo médio de internamento foi de 7,6 ± 1,5 dias. Não houve óbitos nessa série.

    CONCLUSÃO: A reoperação da valva mitral pode ser feita por meio de técnicas menos invasivas com bons resultados imediatos e baixa morbimortalidade. Entretanto, esse tipo de cirurgia requer maior tempo de circulação extracorpórea, especialmente nos casos em que o paciente já tenha uma prótese. A presença de uma mínima insuficiência aórtica também torna esse procedimento tecnicamente mais desafiador.

    Descritores: Cirurgia Vídeo-Assistida. Doenças das valvas cardíacas. Procedimentos cirúrgicos minimamente invasivos. Valva mitral. Cirurgia.

  

   

   

  INTRODUÇÃO

  As operações da valva mitral realizadas por esternotomia demonstraram aumento da sobrevida a longo prazo, com taxas aceitáveis de morbidade e mortalidade, sendo o tratamento de escolha nos casos de doença mitral grave. Acessos alternativos à esternotomia têm sido apresentados, com intuito de diminuir morbidade e mortalidade, oferecer recuperação mais rápida e melhor aspecto cosmético. Esses acessos incluem esternotomia parcial, minitoracotomia ântero-lateral direita sob visão direta ou auxílio de vídeo e, operação mitral robótica. Essas operações podem ser realizadas com auxílio de instrumentos comuns, porém mais longos, associados ao uso de afastadores pequenos ou, ainda, com a ajuda de instrumental complexo e caro. A proteção miocárdica é realizada por meio da utilização de clamp endovascular, pinçamento direto da aorta com colocação do clamp por acesso paralelo ou, ainda, cirurgias com a aorta aberta sem pinçamento, com o paciente em hipotermia e fibrilação ventricular.

  A circulação extracorpórea não pode ser evitada nos procedimentos intracardíacos. Entretanto, o trauma total causado pela operação pode ser minimizado pela menor incisão. A preservação da integridade do tórax ocasionada pelo acesso diferente da esternotomia leva a melhora na função pulmonar, diminuição da dor e redução no tempo de hospitalização e de retorno às atividades normais.

  Na tentativa de simplificar esse tipo de operação, evitando-se o pinçamento aórtico e a consequente isquemia, alguns trabalhos foram publicados, demonstrando a possibilidade de realização dessa cirurgia com a associação de hipotermia e fibrilação ventricular sem a oclusão da aorta [1-3]. A chave principal para proteção miocárdica é um coração hipotérmico, descomprimido, e recebendo sangue oxigenado continuamente, ou seja, o coração nunca fica isquêmico e sempre está vazio.

  O objetivo do presente estudo é apresentar os resultados imediatos de dez pacientes submetidos à reoperação da valva mitral minimamente invasiva videoassistida em fibrilação ventricular hipotérmica, sem pinçamento da aorta.

   

  MÉTODOS

  Dez pacientes com cirurgia prévia da valva mitral foram submetidos à reoperação. A indução anestésica foi realizada de modo convencional, como previamente descrito [3]. A cânula orotraqueal utilizada para ventilação mecânica era convencional, não sendo necessária a ventilação monopulmonar. Os pacientes foram posicionados em decúbito dorsal, elevando-se o lado direito em aproximadamente 15 graus. A circulação extracorpórea foi instalada em todos os pacientes por meio de dissecção de artéria e veia femoral esquerda, com introdução de cânula arterial específica para acesso periférico na artéria femoral, e cânula venosa longa posicionada no átrio direito junto à veia cava superior, introduzida através da veia femoral. Por meio de punção, outra cânula venosa foi introduzida na veia jugular interna direita.

  A toracotomia foi realizada no quarto espaço intercostal direito, iniciando-se logo abaixo do mamilo e se estendendo de 4 a 6 cm lateralmente. Foi utilizada óptica 6,5 mm e 30º, introduzida na pleura direita pelo mesmo espaço da incisão principal, por acesso localizado 2 a 3 cm póstero-lateralmente ao acesso principal. A abertura do espaço intercostal e a introdução da óptica foram realizadas já com a circulação extracorpórea iniciada e os pulmões parados.

  O pericárdio foi aberto ao nível do átrio esquerdo e, as aderências localizadas nessa região foram removidas. Um par de fios de marcapasso temporário foi colocado no ventrículo direito e conectados a um aparelho fibrilador. Os pacientes foram resfriados a 28ºC e um cateter com CO2 a 4 l/min foi colocado na cavidade. Um incisão pequena com menos de 1 cm foi feita aproximadamente a 3 cm anteriormente à incisão principal para colocação do afastador de átrio esquerdo. A abertura do átrio esquerdo foi feita da mesma maneira que é realizada nas operações convencionais. Pontos de prolene 4-0 foram aplicados nas bordas do átrio esquerdo para facilitar a exposição. Um afastador desenvolvido especificamente para esse tipo de operação foi introduzido no átrio esquerdo (Figura 1).

  
    

    [image: Fig. 1 - Afastador desenvolvido]

  

  A parte tecnicamente mais desafiadora do procedimento foi, nos casos onde o paciente já era portador de prótese previamente implantada, a retirada da mesma. O modo como isso foi feito assemelha-se ao realizado nas operações convencionais, entretanto, a distância que a válvula se encontra da borda da incisão e os materiais utilizados, muitas vezes muito delicados para a realização desse passo da operação, tornam a retirada de uma prótese difícil.

  Os demais passos da operação foram realizados de modo rotineiro, com a passagem dos pontos pelo anel da valva feita de modo similar ao realizado nas operações convencionais; a visibilidade do anel é muito boa (Figura 2), bem como a descida da prótese para sua posição.

  
    

    [image: Fig. 2 – Técnica proporciona boa visibilidade]

  

  A realização dos nós para fixação da prótese requer o auxílio de instrumento longo próprio para isso. Após fixada a válvula protética (Figura 3), um aspirador de ventrículo esquerdo foi introduzido pelo átrio esquerdo através da prótese e a atriorrafia realizada de modo habitual. A desfibrilação foi feita externamente.

  
    

    [image: Fig. 3 – Fixação da valva protética]

  

  Após a retirada das cânulas, a heparina foi revertida em sua totalidade e a cavidade pleural direita, drenada. O espaço intercostal utilizado para acesso foi aproximado com ponto de ethibond 2-0 e a pele fechada com sutura intradérmica.

  O presente estudo foi aprovado pelo comitê de ética, parecer 0003761/10 de 17/10/2010.

   

  RESULTADOS

  Dez pacientes foram avaliados, sendo quatro do sexo masculino e seis do sexo feminino. A idade variou de 46 a 76 anos, com média de 56,9 ± 10,5 anos. Dois (20%) pacientes eram diabéticos, seis (60%), hipertensos e quatro (40%) apresentavam antecedentes de tabagismo. Quatro (40%) pacientes encontravam-se em classe funcional II, cinco (50%) em classe III e um (10%) em classe funcional IV. Seis (60%) pacientes apresentavam ritmo sinusal ao eletrocardiograma de repouso e quatro (40%) encontravam-se em fibrilação atrial. Quatro (40%) pacientes apresentavam fração de ejeção normal, cinco (50%), comprometimento moderado do ventrículo esquerdo e um (10%), disfunção grave. Cinco (50%) pacientes haviam sido submetidos a plastia da valva mitral prévia e cinco (50%), a troca valvar mitral, todas por prótese biológica. O diagnóstico que levou à indicação de nova cirurgia foi de estenose em dois (20%) pacientes, insuficiência em três (30%) e dupla disfunção em cinco (50%). O tempo médio entre a primeira cirurgia e a reoperação foi de 11 ± 3,43 anos, variando entre 7 e 17 anos. O EuroSCORE desse grupo variou de 7 a 12, com média de 8,3±1,82.

  Em oito (80%) pacientes foram implantadas próteses mecânicas e em dois (20%), próteses biológicas. O tamanho da prótese implantada variou entre 25 e 29 mm, sendo em sete (70%) pacientes implantada prótese de 27 mm.

  O tempo médio de fibrilação ventricular foi de 70,9 ± 17,66 minutos, variando entre 45 a 100 minutos. O tempo de circulação extracorpórea variou entre 66 e 150 minutos, com média de 109,4 ± 25,37 minutos. Ao término da operação, os pacientes foram encaminhados à unidade de tratamento intensivo (UTI), onde o tempo médio de ventilação mecânica foi de 6,4 ± 3,2 horas, variando entre zero e 12 horas e o tempo de permanência na UTI variou de 2 a 3 noites, com média de 2,5 ± 0,52 noites. Seis (60%) pacientes apresentaram síndrome de baixo débito cardíaco ao final da circulação extracorpórea, necessitando de suporte inotrópico. Nessa série, nenhum paciente necessitou de reoperação por sangramento, apresentou quadro de acidente vascular cerebral, infarto agudo do miocárdio ou insuficiência renal aguda. Um (10%) paciente apresentou quadro de pneumonia no pós-operatório. Não houve óbitos nessa série.

  No momento da alta hospitalar, cinco (50%) pacientes encontravam-se em ritmo sinusal e cinco (50%), em fibrilação atrial. O tempo médio de hospitalização foi de 7,6 ± 1,5 dias, variando entre 5 a 10 dias.

   

  DISCUSSÃO

  As mini-incisões para troca valvar apresentaram um interesse crescente pela comunidade médica a partir da metade da década de 1990 [4-8]. A pequena toracotomia ântero-lateral direita parece ser um acesso bastante interessante para as operações sobre a valva mitral, uma vez que proporciona visão direta sobre a linha onde habitualmente se realiza a atriotomia esquerda, boa exposição da valva e um mínimo de desconforto inicial para quem está operando. Além disso, o resultado cosmético dessa incisão é superior às outras, visto que em mulheres a incisão fica escondida pela mama [9].

  Após a metade da década atual, a utilização do vídeo em operações cardíacas começou a ficar mais comum. Alguns relatos foram apresentados demonstrando que, com as cirurgias videoassistidas, as incisões poderiam ser menores e a visualização do campo operatório seria ampliada, mantendo-se os mesmos resultados obtidos ao longo dos anos com as operações sobre a valva mitral realizadas de maneira convencional e, diminuindo-se sensivelmente o trauma, o tempo de ventilação mecânica e de internamento hospitalar, e promovendo um retorno mais rápido às atividades habituais pelo paciente, visto que, nas cirurgias convencionais, o paciente fica ao menos 45 dias sem dirigir, por exemplo, contra 10 a 15 dias das operações minimamente invasivas [10-15].

  Dogan et al. [11] publicaram artigo comparando as operações convencionais contra as minimamente invasivas. Quarenta pacientes foram randomizados em dois grupos, sendo o grupo I formado pelos pacientes submetidos às operações minimamente invasivas e, no grupo dois, os pacientes submetidos às operações convencionais. O tempo de circulação extracorpórea e pinçamento aórtico foi ligeiramente maior no grupo I, porém sem diferença estatística.

  Nessa série, nenhum paciente do grupo I necessitou de conversão para cirurgia convencional e o tempo de ventilação mecânica e de hospitalização foi menor no grupo I, porém novamente sem significado estatístico. Não houve diferença entre os grupos em relação à drenagem pelos drenos de tórax e na função pulmonar. Não foram relatadas maiores complicações ou óbitos nessa série, entretanto, em seus comentários, referiram que a grande dificuldade no grupo I foi a proteção miocárdica, apresentando uma série de problemas ao pinçamento da aorta realizado pela forma endovascular, bem como a dificuldade de aplicação da pinça de aorta convencional. Os autores concluíram dizendo que, apesar de não haver superioridade estatisticamente significativa a favor das operações minimamente invasivas, as mesmas se mostraram tão eficientes quanto as convencionais, o que por si só já justificaria o seu uso.

  Em outro artigo semelhante, Holzhey et al. [16] publicaram estudo comparando as operações convencionais às minimamente invasivas em pacientes acima de 70 anos. Os autores demonstraram maior tempo de circulação extracorpórea e de pinçamento aórtico, além de maior tempo de cirurgia, assim como outros trabalhos da literatura [17-19]. Não houve diferença em relação a complicações maiores e mortalidade em acompanhamento de 5 a 8 anos. No pós-operatório imediato, o grupo da operação convencional apresentou incidência maior de arritmias e necessidade de implante de marcapasso, novamente sem significância estatística. Os autores concluíram que as operações minimamente invasivas são no mínimo iguais às convencionais, e que a dificuldade maior encontrada refere-se aos modos de proteção miocárdica.

  A fibrilação ventricular associada à hipotermia vem sendo utilizada como método de proteção miocárdica para realização de operações coronarianas há muitos anos, tendo-se como base que um coração em fibrilação ventricular, descomprimido, associado a hipotermia em 28ºC consome quase a mesma quantidade de energia que um coração parado sob efeito de cardioplegia [3].

  Nas operações valvares, entretanto, esse tipo de técnica de proteção do coração sempre causou certa preocupação relacionada à incidência de acidente vascular cerebral, visto que as cavidades estão abertas e a aorta não está pinçada.

  Umakanthan et al. [20] publicaram artigo, em 2008, demonstrando a segurança da fibrilação ventricular associada à hipotermia sem pinçamento da aorta nas operações minimamente invasivas da valva mitral. Os autores avaliaram 195 pacientes submetidos a esse tipo de cirurgia com essa proteção miocárdica. Foi encontrada mortalidade em 30 dias de 3%, síndrome de baixo débito em 4% e uma taxa de acidente vascular cerebral de 3%, a mesma incidência relatada por outros autores que utilizaram a proteção miocárdica com pinçamento da aorta [10,11,16]. Os autores atribuíram a baixa incidência de acidente vascular cerebral à manutenção da pressão arterial durante a circulação extracorpórea acima de 30 mmHg, introdução de cânula de aspiração contínua no ventrículo esquerdo e instilação de CO2 contínua na cavidade durante todo o procedimento. Concluíram dizendo que esse tipo de manejo cardíaco simplifica a operação minimamente invasiva, é seguro e facilmente reprodutível. Após este estudo, a operação minimamente invasiva da valva mitral antes limitada aos pacientes sem cirurgias prévias, passaram a ser realizadas também nos pacientes que deveriam ser submetidos a reoperações.

  Nos casos de pacientes com procedimentos prévios, o coração tem uma tendência natural de apresentar grande quantidade de aderências, o que torna a liberação da mesmas muito difícil de ser realizada por meios minimamente invasivos, tornando o pinçamento da aorta quase impossível. Isto associado à inconstância da oclusão da aorta feita por técnicas endovasculares limitava muito a indicação de operações menos invasivas nos pacientes submetidos a reoperações. Com o paciente em fibrilação ventricular, o pinçamento da aorta não se faz necessário e podem-se liberar as aderências apenas sobre o átrio esquerdo no ponto em que a incisão é realizada.

  Ricci et al. [21] apresentaram estudo avaliando 241 pacientes submetidos a operação mitral ou outra operação cardíaca prévia. Os autores iniciaram o artigo expondo os riscos de se realizar uma reesternotomia devido a aderências, podendo ocorrer lesões graves especialmente em ventrículo direito e veia inominada. Na apresentação dos resultados referiram ter a necessidade de converter para esternotomia dois pacientes, um por dissecção da aorta e outro por perfuração do ventrículo esquerdo. A média de permanência em unidade de terapia intensiva foi de 24 horas, a média de tempo em ventilação mecânica foi de 12 horas e a drenagem média de sangue nas 24 horas foi de 450 ml. Do total de pacientes operados, apenas seis foram em fibrilação ventricular, sendo nos demais utilizado o pinçamento endovascular. Os autores relataram, ainda, taxa de acidente vascular cerebral de 5,8%, nenhum no grupo em que a fibrilação foi aplicada, e mortalidade global de 4,9%. Concluíram dizendo que a reoperação da valva mitral minimamente invasiva é segura e tem como vantagens uma incidência de infecção de ferida operatória muito baixa, baixa permanência em unidade de terapia intensiva e hospitalar, bom resultado estético e retorno mais precoce às atividades habituais.

  Fortunato et al. [22], em 2008, apresentaram relato de caso de paciente submetido a reoperação para cirurgia valvar mitral totalmente endoscópica. Os autores realizaram comissurotomia em uma valva submetida a plastia prévia 12 anos antes. Concluíram dizendo que o procedimento foi factível e eficaz.

  Em nossa série avaliamos 10 pacientes submetidos à reoperação valvar mitral por técnicas minimamente invasivas. Todos os pacientes foram operados sem pinçamento da aorta, em hipotermia e fibrilação ventricular e instilação contínua de CO2 durante todo o procedimento. O EuroSCORE médio do grupo acima de 8 aponta para um grupo de pacientes de alto risco. Apesar disso não observamos óbitos nesta série, nem acidente vascular cerebral. A grande dificuldade por nós encontrada foi a retirada da prótese mitral implantada na primeira cirurgia, o que levou a tempo maior de fibrilação ventricular nos pacientes que se encontravam nessa situação. Seis pacientes apresentaram síndrome de baixo débito na saída da circulação extracorpórea, o que fez com que nos últimos casos nós demorássemos um pouco mais para iniciar o reaquecimento, evitando um coração em fibrilação exposto a temperaturas mais elevadas. Isso aparentemente surtiu algum efeito, fazendo com que o desmame da CEC ocorra mais facilmente. A presença de insuficiência aórtica leve dificulta muito a cirurgia e acreditamos que, nos casos em que essa insuficiência seja um pouco mais acentuada, o procedimento deve ser contraindicado.

   

  CONCLUSÃO

  As reoperações da valva mitral minimamente invasivas em hipotermia associadas à fibrilação ventricular sem pinçamento da aorta podem ser feita com segurança, bons resultados imediatos, baixa incidência de complicações e sem a necessidade de amplas dissecções no coração. Entretanto, apresentam tempo maior de circulação extracorpórea, principalmente nos pacientes que já tenham uma prótese previamente implantada. Na presença de insuficiência aórtica significativa, esse tipo de operação não deve ser realizado dessa maneira.
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    ABSTRACT

    OBJECTIVE: To investigate the influence of the reprocessing technique of enzymatic bath with ultrasonic cleaning and ethylene oxide sterilization on the chemical properties and morphological structure of polymeric coatings of guide wire for regular guiding catheter.

    METHODS: These techniques simulated the routine of guide wire reprocessing in many hemodynamic services in Brazil and other countries. Samples from three different manufacturers were verified by scanning electron microscopy and X-ray photoelectron spectroscopy.

    RESULTS: A single or double sterilization of the catheters with ethylene oxide was not associated with morphological or chemical changes. However, scanning electron microscopy images showed that the washing method was associated with rough morphological changes, including superficial holes and bubbles, in addition to chemical changes of external atomic layers of polymeric coating surfaces, as detected by the X-ray photoelectron spectroscopy method, which is compatible with extended chemical changes on catheter surfaces.

    CONCLUSION: The reprocessing of the catheters with ethylene oxide was not associated with morphological or chemical changes, and it seemed appropriate to maintain guide wire coating integrity. However, the method combining chemical cleaning with mechanical vibration resulted in rough anatomical and chemical surface deterioration, suggesting that this reprocessing method should be discouraged.

    Descriptors: Cardiac catheterization. Health knowledge, attitudes, practice. Diagnostic techniques, cardiovascular. Equipment reuse. Angioplasty.

  

   

   

  INTRODUCTION

  The reuse of angioplasty catheters and other medical or surgical devices initially designed for single use, has been adopted in several hemodynamic services around the world, and is associated with substantial decrease in hospital costs [1]. However, this practice may be associated with malfunction of the devices related to either chemical or physical changes.

  To be reused, a catheter and all its complementary parts should remain free of biological hazards, including the presence of toxins, bacteria, viruses, and fungi. Moreover, its physical properties, such as flexibility and resistance to torque, should be maintained at levels that are safe for the patient [2-6]. Several physical changes have been described in the literature, including loss of the catheter deflection property after ethylene oxide and hydrogen peroxide treatment [2], or alterations in catheter morphology after the use of enzymatic detergent and hydrogen peroxide plasma [7]. For example, micro-fissures, micro-scratches, depth hollows, saliencies and micro-protrusions in polyurethane surfaces of reused catheters were reported by Lucas et al. [7]. However, these authors did not study the guide wire used in routine catheter guiding, nor submitted their devices to some of the other common methods of sterilization used in Brazil, such as ultrasound exposition followed by ethylene oxide sterilization.

  Therefore, as the guide wires used for routine catheter guiding are generally covered with surface polymers – macromolecules composed of repeated structural units, typically C-C or C-F covalent chemical bonds– aimed to be relatively inert and biocompatible, they should be checked after each reprocessing method used. We have not found studies describing morphological changes after the reuse of the guide wire catheter coated with polymeric material such as PTFE (polytetrafluoroethylene). Hence, in the present study, we investigated the influence of each method of reprocessing in the chemical and morphological properties of the polymeric coatings of guide wire catheters.

   

  METHODS

  Guide wire catheters from three different manufacturers (termed samples A, B and C), composed of polymer-coated stainless steel were investigated. The guide wires were coated either with PTFE (polytetrafluoroethylene) (samples A and B) or with an unknown polymer (sample C).

  All guide wire samples were pristine and, to simulate the washing routine in hospitals, they were washed in enzymatic bath at least once (ultrasound 1X, termed AU1, BU1 or CU1) or twice (samples AU2, BU2 or CU2). This procedure simulates what would be done on any reuse of the material. In the same way, pristine guide wires were sterilized using ethylene oxide once (samples AS1, BS1 and CS1) or twice (samples AS2, BS2 and CS2).

  Cleaning with ultrasound.

  An ultrasonic washer was employed for the mechanical washing of the guide wire catheters, at 37 kHz frequency and ultrasonic-power of 4400 W. Initially, the guide wire was immersed in detergent enzyme and processed in ultrasound at 40ºC for 15 minutes. Then, it was rinsed with three water jets using a sterile syringe, dried with sterile gauze and compressed air. Finally, it was placed in a plastic bag for transport and subsequent analysis.

  Sterilization with ethylene oxide

  The guide wire catheters were sterilized with ethylene oxide at 100% (Sterivac 5XL, 3M - sterilization equipment under low temperature). The guide wire catheters were packed in surgical papers and placed in the sterilization chamber. The sterilization cycle lasted 4 hours at a temperature of 55ºC. At the end of this time, the guide wires were maintained for 18 hours in mechanical aeration in the chamber, and as a final step, at 132ºC for 4 minutes.

  The morphology of the guide wire surfaces was analyzed by scanning electron microscopy (SEM), using a Dual Beam FIB/SEM (Focused Ion Beam/Scanning Electron Microscopy) Model Nanolab Nova 200 (FEI Co.). All specimens (guide wire pieces of 3 cm in length) were coated with a 3-5 nm Cu film using a DC sputtering system. All images were obtained in the secondary electron mode. An electron beam of 5 kV and 0.4 nA was used.

  To investigate changes in the chemical composition of the coating surfaces, XPS was used. Measurements were carried out with a VG Microtech ESCA3000 spectrometer, operating at a base pressure of 3 x 10-10 mbar. The Al Kalpha non-monochromatic radiation was used for photoelectron generation. Binding energy corrections were made in the raw spectra using the Handbook reference of the saturated hydrocarbon C1s peak at 285 eV [8]. For these measurements, the samples (1.0 cm guide wires) were mounted protruding from the sample holder to avoid any sample holder signals in the spectra.

   

  RESULTS

  SEM Results

  The SEM images of surfaces of the polymeric coatings of pristine guide wires A, B, and C are shown in Figure 1. Fairly uniform surfaces are revealed by the three micrographs. The small irregularities observed in the three pictures are typical of pristine guide wires and were considered normal.
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  The effect of ultrasonic and enzymatic detergent cleaning treatments of the three samples can be seen in the SEM images (Figure 2), which depict the surfaces of the samples after a single cleaning. Pronounced surface damage is observed in samples AU1 and CU1 while damage is less significant in sample BU1. Sample AU1 was the most affected, as seen in Figure 2.

  
    

    [image: Fig. 2 – SEM images of guide wires]

  

  The persistence of debris larger than 200 µm can be observed at the surface of guide wires after the washing procedure using ultrasound. Sample BU1 shows defects in the PTFE structure, including holes and bubbles, that were not observed in the pristine material. A marked roughness in the polymer coating surface is seen in the CU1 sample, with some holes in the microstructure and micrometric flakes, smaller than those observed in sample A.

  At naked eye, the catheters washed only once showed slight color changes, varying from green to a yellowish-green color, a phenomenon which is markedly observed after the second washing (samples AU2 and BU2). The intense modifications are best observed through scanning electron microscopy, which allows for viewing at the micrometric level (Figure 3).
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  Regarding the sterilization process, the images obtained (not shown) do not reveal significant changes in the PTFE coatings (catheters type A and B) as well as in the coating of guide wire type C, even after a second sterilization process.

  XPS Results

  Figure 4 shows high resolution photoelectron spectra in the C1s (carbon electronic level 1s) binding energy region of three samples derived from type A guide wire (pristine - A, sterilized in ethylene oxide - AS1, and washed 1X in enzymatic ultrasonic bath – AU1). Both pristine (A) and sterilized (AS1) samples show two peaks from the C1s electronic level, i.e. (i) the C-C/C-H peak, composed of carbonaceous carbon at 285 eV; and (ii) the CF2 peak, due to C bound to two F-atoms at 292 eV [9]. The higher intensity of the latter, much higher than those of the C-C/C-H peak, shows that the C atoms in the polymer coatings are predominantly in CF2 groups, confirming the presence of a typical PTFE structure. The additional peak at 278 eV for the pristine sample is due to the use of non-monochromatic X-rays.
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  Since the spectra do not differ from those obtained with the pristine material, the XPS results suggest that the sterilization process does not induce significant changes in the chemical structure of the polymer coating, while maintaining the chemical inertness of the material. On the other hand, the washed samples displayed intense changes in the chemical structures, as verified by the complete removal of CF bonds from the material, expected at 292 eV (Figure 4), with preservation of the C-C and C-H linkages around 285 eV.

  The XPS spectra of samples from guide wire type B (not shown) are similar to those of guide wire type A, indicating little or no effect of the sterilization process on the chemical structure of PTFE, but with significant changes produced by the ultrasonic bath. Again, the CF2 peak strongly decreased while the intensity of the C-C/C-H feature was not significantly decreased.

  With respect to the samples from guide wire type C, the XPS spectra reveals a strong predominance of the C-C and hydrocarbon bonds, as indicated by the intense and broad peak at 285 eV (Figure 5). The similarity in the two spectra indicates that sterilization did not alter the chemical structure of the polymer. A different behavior is observed in the sample subjected to ultrasonic washing: a decrease in the C-C/C-H peak and the rise of a peak at about 293 eV, suggesting the presence of C-F bonds in CF3 groups. A possible explanation for such new groups would be some chemical reaction of the polymer with a component of the enzymatic detergent, or a removal of polymer surface layers with the exposure of CF3 from some other polymer underneath.
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  DISCUSSION

  A major finding in this study was that a single sterilization of the guide wire catheter with ethylene oxide was not associated with morphological or chemical changes, as indicated by SEM and XPS methodology, the same occurring after sterilizing the guide wires two times. Notwithstanding, as it can be verified by SEM images, washing the guide wires once or twice using a mix of ultrasound vibration and enzymatic detergent was associated with different degrees of structural changes. Mechanical agitation caused by ultrasound vibration results in formation of cracks in the polymer surfaces, especially on PTFE, a material known for its low resistance to repeated cyclic loading [10]. Since the XPS method is particularly useful for the detection of chemical changes of superficial layers of polymeric coating, including in the C-F or C-C chemical groups, it is reasonable to presume the occurrence of extended chemical changes on guide wire surfaces.

  To our knowledge, this is the first study that describes both morphological and chemical changes in the guide wire catheter coated with polymeric material commonly used in hemodynamic services in Brazil. Granados et al. [1], studying samples of reprocessed central venous PVC catheter sterilized with ethylene oxide verified that successive catheter recycling produced increased plasticizer loss, increased glass transition temperature, slight decrease on average molecular weight, and increased roughness and incidence of surface grooves. They concluded that the reuse could alter the original device performance, and suggested that possible adverse clinical events could include presence of toxic agents, device breakage or inflexibility, increased protein catheter retention, and increased bacterial adhesion.

  Avitall et al. [2] described several changes in ablation catheters submitted to more than one process of sterilization with ethylene oxide or hydrogen peroxide treatment, including: tip electrode glue separation, loss of deflection, and electrical discontinuity between the catheter handle and electrodes. Despite the limitations of their study, performed with optical microscopy magnification of 30X, they concluded their catheters could be reprocessed a maximum of five times, without any appreciable changes in the morphological and mechanical properties.

  Lucas et al. [7] studied morphological changes of angiographic catheters sterilized up to nine times with hydrogen peroxide plasma. They evaluated the molecular integrity of these catheters through Fourier Transform Infrared Spectroscopy, describing an increase in degradation products on the surface of catheters, including the presence of acids, esters, alcohols, and small amounts of products containing a carbonyl functional group. Using SEM, they found enhanced surface roughness after the fourth reprocessing cycle, and from then on, the well-delimited micro-pores were replaced by diffuse saliences, depressions and micro-protrusions.

  By carefully observing the SEM images (Figure 2), it becomes apparent that blocks of PTFE 40 to 300 micrometers in length were removed from the surface of the guide wire catheters after only one washing procedure. In addition to eventual occurrence of embolization of distal coronaries or other systemic arteries with surface detached debris, accompanied or not by tissue infarction [3], changes in wettability and in the electrical charge of catheter surface are major factors in additional platelets aggregation and thrombosis formation [11]. The chronic fate of this PTFE debris in tissues is also not known, but potential consequences include granulomatous inflammation and/or cancer development [12].

  However, the significance of these findings is not easily apparent. Investigators have not been able to document additional risks, including those of transmitting infectious diseases and of adverse reactions to disinfectants when catheters are reused after careful cleansing and re-sterilization by either ethylene oxide or hydrogen peroxide [13]. A randomized, controlled double blind, single center catheter clinical trial comparing the safety and efficacy of reused or pristine catheters found no differences in clinical or angiographic success and similar rates of fever, mortality, and length of hospital stay [14].

   

  CONCLUSION

  The treatment of the catheters with ethylene oxide was not associated with morphological or chemical changes, and it seemed appropriate to maintain guide wire coating integrity. However, the ultrasonic cleaning was not suitable for polymer-coated guide wires, and a combination of chemical reaction with mechanical vibration may have resulted in the further deterioration observed. Therefore, the reuse of these devices is not recommended.
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    ABSTRACT

    OBJECTIVE: To compare the effects of two physical therapy exercise in-hospital programs in pulmonary function and functional capacity of patients in the postoperative period of heart transplantation.

    METHODS: Twenty-two heart transplanted patients were randomized to the control group (CG, n=11) and training group (TG, n=11). The control group conducted the exercise program adopted as routine in the institution and the training group has had a protocol consisting of 10 stages, with incremental exercises: breathing exercises, resistance training, stretching and walking. The programs began on the first day after extubation and stretched until hospital discharge. Assessed pulmonary function, distance walked in six minutes walk test (6MWT) and peripheral muscle strength by one repetition maximum test (1RM).

    RESULTS: Similar behavior was observed between the two groups treated, with statistically significant increases between the first and second test of the following variables: FVC (59% in CG and 35.2% in TG); MIP (8.6% in CG and 53.5% in TG), MEP (28.8% in CG and 40.7% in TG) and 6MWT (44.5% in CG and 31.4% in TG). There was an increase of peripheral strength by 1RM test, over time, to the muscle groups of the elbow flexors, shoulder flexors, hip abductors and knee flexors.

    CONCLUSION: Heart transplant patients benefit from exercise programs in hospital, regardless of the program type applied. A new training proposal did not result in superiority compared to routine programme applied. Exercise protocols provided improves in ventilatory variables and functional capacity of this population.

    Descriptors: Heart transplantation. Rehabilitation. Physical therapy modalities.

  

   

   

  INTRODUCTION

  Heart failure (HF) is a clinical syndrome being the final common pathway of heart disease caused by structural or functional abnormalities, acquired or inherited, leading to worsening of filling capacity and ventricular ejection. The heart becomes unable to maintain the tissues demands resulting in symptoms such as fatigue, dyspnea and intolerance to physical exertion [1,2].

  In advanced stages of HF (functional classes III and IV), heart transplantation (HT) becomes a treatment able to restore hemodynamic function, improve quality of life and survival. It is recommended for patients whose symptoms do not respond to drug therapy or other surgical procedures [3].

  Since the first human HT performed in South Africa by Christiaan Barnard in 1967, HT has improved since its initial experimental stage to devote these days as a treatment of choice for patients with end-stage HF, especially after the development of immunosuppressive therapy [4]. Actually, the survival of patients submitted to HT is 80%, 70% and 60% in one, five and 10 years, respectively [3].

  Most individuals waiting for a HT have prolonged hospital stay due to prolonged inotropic support or mechanical circulatory support [5]. Even after surgery, these individuals show changes in hemodynamic performance due to central alterations, such as autonomic denervation graft, endothelial dysfunction, diastolic dysfunction and accelerated coronary atherosclerosis and poor adaptation of the peripheral muscles [6]. Thus, even after HT, the peripheral changes due to advanced HF remains, resulting in a state of physical deconditioning. For this reason an exercise program should be started early, still in the hospital, with a continuing period of exercise program after discharge, so that patients can return to a lifestyle similar to that they had before the illness, allowing social interaction and satisfactory return to an active and productive life [7].

  Although widely recommended in the literature, there are few studies evaluating the use of exercise protocols in the postoperative period (PP) of HT in the hospital. In our institution, patients undergoing HT perform routinely respiratory therapy and general exercises. We follow a terapeutic plan tailored to each patient. However, we don't have these results controlled and compared to specific protocols applied to HT patients.

  In order to analyze the implementation of a new assistance program based on progression of exercises, we compared the effects of two programs of physical therapy exercises on pulmonary function and functional capacity in patients undergoing HT during hospitalization.

   

  METHODS

  This prospective, randomized and longitudinal follow-up study, was approved by the Hospital das Clinicas Ethics Committee from the University of São Paulo Medical School (HC-FMUSP) under the number 1080/08. The study included only individuals who signed an informed consent form, according to Resolution 196/96.

  Patients who underwent orthotopic HT at the Heart Institute, from February 2009 to November 2011, aged over 13 years participated in this study. During this period, 26 individuals who initially filled the criteria for hemodynamic stability and absence of acute or chronic lung disease, neurological and orthopedic complications hindering the realization of the proposed protocols were included. Four individuals were excluded from the program: an individual due to secondary symptomatic hypertension to cyclosporine therapy, two for neurological complications and one due to death related to acute rejection from the graft. Therefore, 22 subjects completed the study, 11 patients in the control group (CG), which performed the conventional physiotherapy program, and 11 in the training group (TG), which performed a new exercise program (Figure 1). These patients did not perform exercise programs in the preoperative period.

  
    

    [image: Fig. 1 - Flowchart of studied patients]

  

  Patients were admitted to the Surgical Intensive Care Unit in the immediate PP, in intubation and mechanical ventilation (Hamilton-Switzerland, Galileo® model), on controled mandatory ventilation mode (CMV), with a tidal volume of 8 ml/kg, respiratory rate of 12 breaths/min; fraction of inspired oxygen of 60% and positive end-expiratory pressure (PEEP) of 5 cmH2O, as Unit routine [8].

  The study began on the day after extubation, which followed institutional protocol [8]. Bedridden patients or patients using vasoactive drugs initiated protocol in phases 1 and 2 and continued to phase 3 only when they were hemodynamically stable, with or without vasoactive drugs.

  After the withdrawal of ventilatory support, patients were randomized to CG or TG. This randomization process was performed by sealed opaque envelopes. An independent individual generated a sequence of random numbers, putting up one by one in sealed envelopes. Patients were randomly and consecutively allocated in one of the study groups by the withdrawal of one envelope for each patient.

  Pulmonary function was evalueted in terms of respiratory muscle strength and forced vital capacity (FVC). Respiratory muscle strength, expressed by maximal inspiratory pressure (MIP) and maximal expiratory pressure (MEP) was obtained by manovacuometry (Marshall Town® model). The patient was positioned sitting with a nose clip to allow only oral breathing during the test. A maximal inspiratory effort from residual volume (RV) was requested through a mouthpiece connected to a manometer. We considered the largest deflection obtained in the apparatus for the MIP value. Similarly, the expiratory effort was requested from the total lung capacity (TLC) to obtain the MEP value. The measurements were repeated for at least three times for each parameter, accepting less than 10% difference betwen the measures. The highest value was considered, since this has not been the last measure [9]. The values are expressed in cmH2O and percentage of predicted values, according to Neder [10]. The FVC was measured by ventilometry (Mark Wright Spirometer 8® model). FVC was obtained in liters (L) through a maximum inspiration followed by expiration until the maximum RV. The measurement was performed three times, accepting a difference less than 10% betwen the measures, considering the highest value obtained, since it was not the last one. All tests were performed on the first day after extubation (1st test) and on the day before hospital discharge (2nd test).

  The functional capacity (FC) was assessed using the Six Minute Walk Test (6MWT) performed according to the Guidelines of the American Thoracic Society [11], with the distance measured in meters and percentage of predicted values and calculated according to the equation proposed by Enright & Sherrill [12]. The first 6MWT was performed as soon as the patients had conditions for ambulation, which occurred at the end of the first week after extubation. The second test was performed on the day before discharge.

  The dynamics of peripheral muscle strength was assessed by the One Repetition Maximum Test (1RM), following the protocol adapted to the Guidelines of the American College of Sports Medicine [13]. Muscle groups responsible for elbow flexion, shoulder flexion, shoulder abduction, elbow extension, knee extension, hip abduction and knee flexion were tested. The first 1RM test was performed at the end of the first week after extubation and the second, on the day before discharge. Once defined the maximum load reached in the first test, we applied a load for resistance training of 50% 1RM set for each muscle group.

  Exercise Programs

  CG performed the exercise program adopted as routine in the institution, composed by series of 10 repetitions of the following exercises: (a) diaphragmatic breathing exercises, inspiration in 3 times associated with upper limbs elevation in flexion and in abduction to 90º, (b) general exercises like bending their knees to hip height, lower limbs abduction to 45º, plantar flexion and dorsiflexion (c) orientation for ambulation without pre-established target distance. The session was conducted once a day, five times a week, under a physiotherapist supervision.

  TG performed exercise program consisted in 10 phases of increasing complexity, including breathing exercises, active, resistance and aerobic exercises and stretching, as shown in Figure 2. The phases were established in order to promote incremental effort; progression to a new phase depended on the patient's clinical response and ability to perform the proposed activities at each phase without compensation and independently; progression was also based on the perception effort assessed by the modified Borg scale [14] which consists in a score of 0 to 10 grades, using descriptive terms. Patients were instructed to maintain a score of 4 (somewhat severe) to 6 (severe). When the score reached 7 (very severe) the patient was oriented to regress one phase of the protocol. The progression phases were suspended or had regression when it was necessary to remain at rest, for medical request, or when the patient was unable to carry out the activities by side effects of immunosuppressive therapy. During the exercise sessions, heart rate (HR), blood pressure (BP) and peripheral oxygen saturation (SpO2) from the TG patients were monitored at the beginning, during the activity, at the end of the sessions and 5 minutes after the sessions, in order to evaluate the safety of the proposed protocol.

  
    

    [image: Fig. 2 - Intra-hospital exercise program]

  

  The statistical analysis used to compare the groups consisted on Student t test for normally distributed data which are presented as mean and standard deviation, or its corresponding Mann-Whitney, presented as median and interquartile ranges. To test the homogeneity between the proportions we used the chi-square test or Fisher's exact test. The variables were subjected to analysis of variance for repeated measures ANOVA and when the normality assumption was rejected we used the Friedman test [15]. The level of statistical significance was 5%.

   

  RESULTS

  The general anthropometric characteristics and left ventricular ejection fraction (LVEF) values had no statistically significant difference between the groups, as shown in Table 1. There was a prevalence of 63.64% males in the population studied, with an equal proportion in both groups.
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  Chagas cardiomyopathy was the etiology of HF in 28% of patients in the CG and 55% in TG; idiopathic dilated cardiomyopathy in 45% of CG and 18% in TG; ischemic cardiomyopathy in 9% in both groups and other causes 9% in both groups.

  Mechanical ventilation time was 11.83 hours (7.85 - 21.17) in CG and 8.33 hours (4.93 - 10.94) in TG, with no statistically significant difference between groups (P=0.094). The length of hospital stay in the postoperative period was 34 days (26 - 48) in CG and 32 days (21 - 46) in TG (P=0.768). The application period of the protocols was 26 ± 12 sessions in CG and 18 ± 6 sessions in TG, with no statistically significant difference between groups (P=0.074).

  When comparing the responses against exercise programs applied, we had a statistically significant increase in MIP, MEP and FVC variables in both groups, as shown in Table 2. The same was observed in the 6MWT (Table 3) and in 1RM test for the movements of elbow flexion, shoulder flexion, hip abduction and knee flexion (Table 4). Although the TG values were higher than those of the CG, they did not reach statistical significance.

  
    

    [image: Table 2. Lung function variables]

  

  
    

    [image: Table 3. Functional capacity variables]

  

  
    

    [image: Table 4. Test of 1RM values]

  

  The mean MIP, expressed as percentage of predicted values , in CG was 53% and 57% in the first and second tests respectively and in TG was 50% and 73%, respectively. There was no statistically significant difference between groups (P=0.616), but over time, the patients showed significant gains (P=0.009) (Figure 3).
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  6MWT mean values were 272m in the first test and 393m in the second test for CG, and 322m and 423m, respectively, in TG. The performance of the groups was similar (P=0.430), with significant improvement in the second test (P=0.001) (Figure 4).
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  Peripheral muscle strength increased significantly in the second test compared to the first test for the following muscle groups: elbow flexion (P=0.009), shoulder flexion (P=0.024), hip abduction (P=0.015) and knee flexion (P=0.005), as shown in Table 4.

   

  DISCUSSION

  Exercise programs are important for HT patients and should be started as early as possible to restore their FC after the surgical procedure, but also to recover part of the muscle dysfunction due to the long period of deconditioning in the preoperative phase and to the effects of immunosuppressive therapy in skeletal muscle [16].

  Our study evaluated the effects of exercise programs immediately after HT still in hospital phase. The literature is rich in studies that evaluate the effectiveness of programs in post discharge phases (II and III). However, studies addressing phase I are scarce, probably due to the diversity in patient outcomes. Protocols assistance are applied by different transplant centers, but there is little information on the impact of such assistance [17]. In our institution, the exercise program is performed tailored to each patient. To compare this program with a new proposal that includes exercise progression based on the complexity execution and resistance exercises, was the aim of this study.

  Two programs of therapeutic exercise have been applied to patients in the PP of heart transplantation. The CG performed exercises according to a protocol routinely practiced in the institution and TG performed a new exercise protocol based on incremental workloads. Our data show that the implementation of both protocols contributed to the improvement in lung function, in peripheral muscle strength and physical performance over time, with no differences between the protocols.

  Lung function may change in heart transplant in the PP, as well as in other cardio-thoracic surgery [18]. Ferreira et al. [19] observed a reduction in vital capacity 40%-50% compared to preoperative values for at least 10-14 days after cardiac surgery and abdominal surgery. It is believed that factors such as pain, abnormal respiratory mechanics due to the sternotomy and the deleterious effects of general anesthesia on pulmonary function, contributes to these findings. In HT, poor preoperative condition and the surgical procedure itself favor the reduced respiratory capacity and increased pulmonary secretions, which can be minimized through breathing exercises, bronchial hygiene and cough stimuli.

  Coronel et al. [20], in a retrospective cohort study evaluated 21 patients undergoing HT. The authors observed a volume and lung capacity reduction and a respiratory muscle strength decrease on the first postoperative day compared to the preoperative period and recovery of these values on the 14th postoperative day. The improvement of FVC, MIP and MEP between the first and 14th postoperative day was 70.1%, 75.1% and 62.8%, respectively.

  In our study, there was an improvement in ventilatory variables between the first and second tests but our medium datas are lower than those observed by Coronel et al. [20] (59% in the CG versus 35.2% in TG for FVC, 8.6% in CG versus 53.5% in TG for MIP and 28.8% in the CG versus 40.7% in TG for MEP). Our results corroborate the finding that changes in ventilatory function in patients undergoing HT are predictable, but these recover the expression of respiratory muscle strength and lung capacity within two weeks, besides improving FC, considering the association between the HT surgery and functional rehabilitation a good therapeutic strategy for the treatment of advanced HF patients.

  In relation to the MIP, both groups were lower than 70% of predicted values at the beginning of the programs adopted in our study and only the TG reached average values above this threshold in the second test. According to Borges [21], respiratory muscle weakness, characterized by MIP less than 70% of predicted values, is one of the risk factors for the development of postoperative pulmonary complications in patients undergoing cardiac surgery. Thus, programs that contribute to the improvement of muscle strength are beneficial, regardless the association of specific inspiratory muscle training, thus minimizing the risk of complications.

  The improvement of FC in our study, 44.5% in CG and 31.4% in TG, was more expressive than in the study of Coronel et al. [20], where FC improved only 11.2% between tests. We believe that this result is due to the stimulus given to the patient to walk in the PP in our institution, either randomly (CG) or standardized by the proposed protocol (TG), where at the final phase, phase 10, the patients walked at least 900m per day and went up and down a flight of stairs. In the PP of coronary artery bypass surgery, we have demonstrated that a moderate supervised walking program during hospitalization improves walking ability at hospital discharge [22]. Thus, the inclusion of hiking seems an important feature in phase I cardiac rehabilitation programs for improvement in FC patients in the PP of cardiac surgery, as well as in HT surgery.

  Although the early indication of exercise in the PP of HT is a consensus, there are few publications that describe the protocols implemented in this population in the hospital phase. According to the Brazilian Cardiology Guidelines for Heart Transplantation [23], general exercises should be started in the immediate postoperative period, increased gradually until the patient develops muscle strength and adequate endurance to restore a level of fitness. The ambulation should be started as soon as possible and after discharge, the supervised program should include stretching, aerobic and endurance exercises. The intensity of aerobic activity can be prescribed between the anaerobic threshold and respiratory compensation point obtained in the cardiopulmonary exercise test, or 60%-85% of maximum HR achieved in the testing effort. Increased intensity during the program should be done gradually, taking into account the HR, BP, Borg scale and rejection episodes.

  Squires [24] recommend performing passive mobility exercises for upper limbs (UL) and lower limbs (LL), exercises to get up and sit in the chair and ambulation prescribed after extubation of the HT patient, which in general occurs within the first 24 hours after surgery. A walk or aerobic exercises on a stationary bicycle for 20 to 30 minutes can be tolerated using prescription based on the Borg scale between 11 and 13. Training for strength gain is indicated for the first six months after HT, when the authors recommend a maximum weight of 5 kg for bilateral UL exercises, to avoid complications with the surgical incision, as sternal instability. Our patients underwent resistance training with a maximum of 2 kg to 3 kg for UL and LL, considered safe within the exercise protocol proposed. The use of resistance exercises during exercise programs in the PP of HT is being increasingly used, since this method helps to minimize the deleterious effects of corticosteroids and immunosuppressants. It is common to skeletal muscle atrophy and weakness in addition to osteoporosis in recipients of organ transplantation as a side effect of this drug therapy. In this context, resistance exercise have osteogenic effect, since during its execution leads to bone deformation, generating cellular responses that determine the release of bone growth factors [16].

  Braith et al. [25], in 2005, evaluated 15 HT patients who were randomized into CG, who performed a walking program (n=7), and a resistance training group (RTG), who performed walking and resistance exercise (n=8). Both programs began two months before surgery and lasted up to 6 months after HT. The exercise protocol consisted of a 5 minutes warm-up, followed by strengthening exercises for UL and LL at 50% 1RM, a series of 10 to 15 repetitions, twice a week. In biopsies of the right vastus lateralis, a significant increase in citrate synthase was observed, and 3 hydroxyacyl CoA dehydrogenase and lactate dehydrogenase activity in the RTG when compared to CG. The concentration of the type I myosin heavy chains increased 73% in the RTG, while decreased 28% in the CG. The type II myosin heavy chain increased 17% in the CG but decreased by 33% in the RTG, with P<0.05. This was the first study to demonstrate that resistance training stimulates the change of type II muscle fiber, less oxidative, for the most fatigue-resistant, type I, in HT patients, demonstrating that resistance exercise in the post-transplant period is effective in increasing enzyme reserves and change the morphology of the muscle fiber, making the HT individual more capable to practice physical activity and to respond for the metabolic requirements necessary to perform the activities of daily living.

  Therefore, there is a need to develop protocols with specific exercises for the HT population, which consider both the aerobic and resistance training. Encouraging the practice of physical activity and adopting a healthy lifestyle should be initiated with educational and preventive actions still in-hospital phase [23]. Our study has the limitation, for a better power of analysis, of a small sample size. More studies are needed to evaluate exercise programs in the PP of HT, including pre-operative data and effects over time.

   

  CONCLUSION

  Results showed that HT patients had benefits with the implementation of exercise programs in-hospital period, regardless of the type of the program implemented. A new training proposal resulted in no superiority over the routine program. Exercise protocols improved ventilatory variables and the FC of this population.
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    ABSTRACT

    INTRODUCTION: There is still much debate regarding the kind of antithrombotic therapy in the immediate postoperative period of bioprosthesis replacement (first three months). Thus, the authors consider relevant to determine the contemporary incidence of thromboembolic events in rheumatic patients early after implantation of aortic and mitral bioprosthesis replacement (first 90 days in the post-operative period) and perform a comparison between isolated Aspirin uses versus no-antiplatelet therapy, in this same context.

    METHODS: Between the period of January 2010 to July 2012, all consecutive rheumatic patients, with basal sinus rhythm, who performed mitral and aortic valve replacement with bioprosthesis (pericardial bovine), were included in this prospective cohort study, 184 patients in total. The primary endpoint evaluated were the rate of embolic events.

    RESULTS: In the first 30 days, there were three cerebral ischemic events among patients treated in Aspirin group (5.2%) compared with two events in patients without Aspirin therapy (1.7%), HR = 3.18; 95% CI 0.5 to 19.6; P=0.33. Between 31 and 90 days postoperatively, no patient had a primary outcome. The embolism-free survival, bleeding events and the overall survival were not statistically significant between the aspirin and no-antiplatelet groups.

    CONCLUSION: In conclusion, in this prospective cohort of rheumatic patients, we found a low and very rare incidence rate of embolic events during the first 90 days postoperative period in mitral and isolated aortic position, respectively. The use of aspirin did not significantly reduce the rate of thromboembolism.

    Descriptors:Aspirin. Stroke. Bioprosthesis. Rheumatic heart disease.

  

   

   

  INTRODUCTION

  Rheumatic heart disease is a major burden in developing countries where it causes most of the cardiovascular morbidity and mortality in young people, leading to about 250,000 deaths per year [1]. Unfortunately there is not a perfect valve substitute. The bioprosthesis valve has a theoretical great advantage: chronic anticoagulation is not mandatory in the absence of other risk factors [2]. Thus, this prosthesis is recommended when good quality anticoagulation is unlikely [2], unfortunately it is still a common situation for developing countries due the high incidence of chronic rheumatic disease in areas with low socioeconomic status [3,4].

  There is still much debate regarding the kind of antithrombotic therapy in the immediate postoperative bioprosthesis period [4]. Thus, the aim of this study is to determine the contemporary incidence of thromboembolic events in rheumatic patients early after isolated aortic and mitral bioprosthesis replacement (in the first 90 days of the post-operative period), and perform a comparison between isolated use of Aspirin (ASA) with no-antiplatelet therapy, in this same context.

   

  METHODS

  Study Protocol

  Between the period of January 2010 to July 2012, all consecutive rheumatic patients with basal sinus rhythm, who performed mitral and aortic valve replacement with bioprosthesis (pericardial bovine) in the cardiology service of Ana Nery Hospital in Salvador - Brazil, were classified as poor candidates to chronic use of vitamin K antagonist (VKA) [5,6], and were included in this prospective observational single-center cohort study.

  The main criteria used to classify a patient as a bad candidate to the use of VKA were the place of residence (rural or remote location of a hospital) and low socioeconomic level. The exclusion criteria were previous embolic events or atrial fibrillation, recent cerebral ischemia (6 months), coagulopathy, thrombophilia and allergies to ASA.

  Preoperative surgical risk was quantified with the European System for Cardiac Operative Risk Evaluation (EuroSCORE II) [7] and the Society of Thoracic Surgeons 2008 cardiac surgery risk model (the STS model) for isolated valve surgery [8].

  In this cohort, despite being an open study, the investigators did not have any influence on the postoperative administration of ASA. Of three surgical teams that performed the surgical procedures, only one recommended the routine use of ASA in this context, and the other two teams opted not to use it. The selection of the surgical team for each patient always followed a computerized electronic scheduling, and this system, through a mechanism of random distribution of patients according to the demand of the service.

  Clinical evaluation and follow-up after hospital discharge were performed by monthly consultations, by contacting the patients (patients who did not attend the scheduled appointments). Blood samples (blood count, renal function, electrolytes and coagulation) and ECG were carried out every 30 days. Those who presented any occurrence (for example atrial fibrillation, cerebral ischemia, bleeding events) were referred to the respective physician.

  The primary endpoint was embolic events (ischemic stroke, transient cerebral ischemia or peripheral embolic event) in the first 90 days in the postoperative period. Secondary endpoints were prosthetic valve thrombosis, increase in functional NYHA class, need for a repeated operation, or death. Safety endpoint evaluated included bleeding as measured by GUSTO criteria [9].

  To investigate prosthetic valve thrombosis (PVT), transthoracic echocardiography was performed 30 to 60 days after hospital discharge routinely, and transesophageal echocardiography, was performed to exclude suspected cases. All patients with confirmed PVT had urgent evaluation of cardiac surgery, and thrombolytic therapy when indicated.

  In this study, the term cerebral ischemia was used to situations which a sudden, focal neurological deficit of presumed vascular origin lasting 24 hours to 7 days (reversible ischemic neurological deficit) or enduring more than 7 days (cerebrovascular accident), confirmed by computed tomographic or magnetic resonance scan imaging evaluated by a skilled physician. A peripheral embolism was diagnosed when there was a sudden onset of arterial occlusion in the extremities or sudden abdominal pain requiring urgent surgical intervention.

  Statistical Analysis

  Baseline patient characteristics were stratified by treatment strategy and summarized as percentages for categorical variables and mean±SD for continuous variables. All data were compiled and stored in a computerized database by a statistical package (SPSS Statistics 17.0.0 – IBM, Markham, Canada). Univariate analysis (Χ2 and t test) was used to compare categorical and numeric variables, respectively. Survival curves with the use of the Kaplan-Meier method were estimated to evaluate survival freedom from cerebrovascular accident, considering the time to the event consisted of the interval between 24 hours and 3 months after the surgery. Patients who did not experience a cerebrovascular accident and those who died were considered censored.

  To test the hypothesis of equality between survival curves, the log-rank test was used. Hazard ratio (HR) was estimated to measure the association between group treatment and event, and 95% Confidence Interval (CI), was reported. A level of significance (α=0.05) was chosen for decision-making.

   

  RESULTS

  A total of 184 consecutive rheumatic patients undergoing bioprosthesis that had been classified as bad candidates for chronic use of VKA previous to surgery, by local cardiology's team, were included in the study. Fifty nine patients received only ASA (100 mg/daily), starting on day 2 after surgery, and 125 patients did not use ASA therapy (up to 3 monts in the postoperative period). There were no losses during follow-up, including death.

  There were 90 male and 94 female patients. The mean age of the ASA group (45 ± 16 years) was similar with that of the no-ASA group (42 ± 15; P=0.25). There were 27 cases (46%) of mitral stenosis in the ASA group versus 38 cases (30%) in no-ASA therapy (P=0.05). Surgery to isolated aortic replacement were 16 cases (27%) and 39 (31%) in ASA and no therapy (P=0.57). Distributions of aortic pathologies and mitral insufficiency were similar between the groups. There were no significant differences in gender distribution, prevalence of hypertension, diabetes and smoking (Table 1).
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  The STS stroke risk and mean left atrium diameter was similar in both groups: 0.36% versus 0.33% (P=0.56) and 52 versus 51 mm (P=0.54). Ninety-six percent of each therapeutic group were classified as low socio-economic status (P=0.98), while 75% in both group lived in rural or remote areas (P=0.90) (Table 1).

  Primary, secondary and safely outcomes are reported in Table 2. All embolic occurred toward the brain. In the first 30 days of the postoperative period, three cerebral ischemia were observed among patients treated in the ASA group (5%) compared with two events in patients without ASA therapy (1.6%), HR=3.18; 95% CI 0.5 to 19.6; P=0.33. This represents an incidence rate of 0.57 versus 0.19 per 1000 patients/day (p/d), in each group, respectively. Between days 31 to 90 of follow-up, no patient had cerebral ischemia, regardless of ASA use. These rates, based on Kaplan-Meier estimates, were not statistically different between the two groups (Figure 1).
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  Patients with isolated aortic replacement in ASA group did not develop embolic event, while occurred one case in no-ASA Group, which represents an incidence rate of 0.08 per 1000 p/d for this latter. Patients who underwent mitral replacement, were observed three events of cerebral ischemia (0.82 per 1000 p/d) in ASA group, and only one in no-antiplatelet group (0.08 per 1000 p/d); P=0.11. Prostheses valve thrombosis occurred only in mitral position. The overall rates were 0.19 (P=0.99) in both groups.

  Possible predictors to thromboembolic events, by including both therapeutic groups (ASA versus none), did not present statistically significant difference in univarated analysis.

   

  DISCUSSION

  Rheumatic heart disease causes at least 200.000-250.000 premature deaths every year, and is the major cause of cardiovascular death in children and young adults in developing countries [3]. Prosthetic heart valves improve quality of life and survival of patients with severe valvular heart disease, but the need for antithrombotic therapy to prevent thrombotic complications in valve recipients poses challenges to clinicians and patients [1].

  In this prospective cohort study of rheumatic patients, for the first time, a direct comparison between ASA versus no-antiplatelet therapy was performed, early after bioprosthesis replacement, not showing a significant difference in the incidence rate of embolic events during the first 30 days of the postoperative, with no events between 31 to 90 days of this same period. The person-time measurement used in this study was obtained through calculation (and not a direct measure), using the rate incidence. Since the outcome is not a continuous variable, we should be aware of its limitations.

  The best evidence to date about antithrombotic management after aortic replacement was formed with the publication of a large-scale retrospective cohort study by Brennan et al. [10] with 25,656 patients and showed a low incidence of embolic events in the first 3 months of the postoperative period (0.9%), a high variation of therapeutic strategy between various institutions, and no significant difference between patients treated with only warfarin versus patients treated only with ASA with respect to death, embolism and bleeding.

  Guerli et al. [11] performed the first prospective study in this same scenario, and it indicated no statistically significant difference in the overall postoperative incidence of cerebral ischemia in both groups studied (warfarin versus ASA). Moinuddeen et al. [12] and Babin-Ebell et al. [13] showed similar results when assessing patients retrospectively. Brueck et al. [14] comparing ASA with no therapy in 288 consecutive patients with sinus rhythm did not find differences in the outcomes of functional status, embolic events and survival with 3 months of aortic bioprosthesis replacement. In mitral position, Colli et al. [15] conducted a retrospective small analysis with 99 patients comparing VKA, ASA and nothing, finding no difference between the three strategies evaluated.

  The actual summary recommendation for antithrombotic therapy in the first 3 months after bioprosthesis surgery by the AHA/ACC is the use of ASA (class I/C) alone or combined with warfarin (class IIa/C), according to the presence or not of risk factors (atrial fibrillation, previous thromboembolism, left ventricular dysfunction, and hypercoagulable condition) [16]. The ESC and ACCP innovate when recommends the use of ASA (over warfarin) in the first 3 months for patients with bioprosthesis in aortic position, keeping the use of warfarin therapy to mitral position (class IIa/C and Grade IIc, respectively) [2,17]. This relatively low level of evidence present in all guidelines cited involving this issue is explained by the lack of large randomized clinical trials.

  Although there is a general recommendation (in guidelines) for the utilization of anticoagulation therapy with warfarin in the first 3 months of the postoperative period, especially in the mitral position, there are significant variations of applications between cardiovascular centers around the world (Europe, Middle East, Canada and Asia), including some locations who do not use antithrombotic therapy in this situation [18].

  In our study, the number of cerebral events in the ASA group was almost double that in patient with no antiplatelet therapy in the first 30 days, without statically significance. This absolute difference can be explained by the small sample, absence of a true randomization or by the more prevalence of mitral stenosis in the ASA group that could lead to more episodes of atrial fibrillation and subsequent more embolic events. Finally, the fact that the patients had been operated by three different surgical teams may also have affected the rate of embolic events in the short and medium term.

  Healey et al. [19] showed that subclinical atrial tachyarrhythmias, without clinical atrial fibrillation, occurred frequently in patients with pacemakers and were associated with a significantly increased risk of ischemic stroke or systemic embolism, and Olesen et al. [20] in a large cohort study, in patients with non-valvular atrial fibrillation, showed that ASA treatment has no effect on the risk of stroke/thromboembolism.

   

  CONCLUSION

  In conclusion, in this prospective cohort of rheumatic patients, we found a low and very rare incidence rate of embolic events during the first 90 days of the postoperative period, in mitral and isolated aortic replacement, respectively. The use of aspirin did not significantly influence the rate of thromboembolism.
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    ABSTRACT

    INTRODUCTION: Characteristics of the patient and the coronary artery bypass grafting may predispose individuals to prolonged hospitalization, increasing costs and morbidity and mortality.

    OBJECTIVE: The objective of this study was to evaluate individual and perioperative risk factors of prolonged hospitalization in intensive care units and wards.

    METHODS: We conducted a case-control study of 104 patients undergoing isolated coronary artery bypass grafting with cardiopulmonary bypass. Patients hospitalized >3 days in the intensive care unit or >7 days in the ward were considered for the study. The association between variables was estimated by the chi-square test, odds ratio and logistic regression; P <0.05 was considered statistically significant.

    RESULTS: Hospital stay >3 days in the intensive care unit occurred for 22.1% of patients and >7 days in the ward for 27.9%. Among preoperative factors, diabetes (OR=3.17) and smoking (OR=4.07) were predictors of prolonged intensive care unit stay. Combining the pre-, intra-and postoperative variables, only mechanical ventilation for more than 24 hours (OR=6.10) was predictive of intensive care unit outcome. For the ward outcome, the preoperative predictor was left ventricular ejection fraction <50% (OR=3.04). Combining pre- and intraoperative factors, diabetes (OR=2.81), and including postoperative factors, presence of infection (OR=4.54) were predictors of prolonged hospitalization in the ward.

    CONCLUSION: Diabetes and smoking were predictors of intensive care unit outcome, and ejection fraction <50% of ward outcome. For the set of perioperative factors, prolonged hospitalization after isolated coronary artery bypass grafting was associated with mechanical ventilation >24 hours for the intensive care unit and presence of infection for the ward.

    Descriptors: Risk factors. Myocardial revascularization. Hospitalization.

  

   

   

  INTRODUCTION

  Despite advances in preventative and curative approaches to cardiovascular disease, data from the American Heart Association [1] indicate that the incidence and prevalence of these diseases remain high, although with reduced mortality. In the surgical treatment of coronary artery disease, coronary artery bypass grafting (CABG) is one of the most common therapeutic choices [1,2]. The benefits of CABG are identified as contributing factors for reduced fatal outcomes in many cases of associated cardiovascular diseases [1,2]. However, this surgery, besides being expensive, can result in reduced functional capacity due to morbidities acquired postoperatively or risks associated with the procedure [3,4].

  In the Brazilian Unified Health System (SUS), over R$ 400 million have been spent to perform 32,809 isolated CABG surgeries between January-2011 and March 2012, with an average hospital stay of 12.8 days [5]. This spending comes from the costs of the operation and hospitalization in the ward and/or in the Intensive Care Unit (ICU) [6]. According to Haddad et al. [3], 66.2% of the expenses are associated with the surgery, 17.5% with the postoperative period in the ICU and 12% with the postoperative period in the ward. It is estimated that the longer the postoperative hospital stay is, the higher the costs are. Bashour et al. [7] observed that 5.4% of the 142 patients who stayed more than 10 days in the ICU were responsible for 48% of the total expenses of 2,618 patients.

  Postoperative hospital stay may also contribute to increased severity, reduced functional capacity and loss of professional productivity [4,8], affecting family budgets, quality of life and increasing costs [1]. Bashour et al. [7] showed that, after cardiac surgery, many patients with prolonged hospital stay died soon after discharge and that the functional status of those who survived for a longer period was worse when compared with those who recovered faster.

  In this context, the objective of this study was to identify pre-, intra- and postoperative risk factors for long hospitalizations in the ICU or the ward, of patients undergoing isolated CABG surgery with cardiopulmonary bypass (CPB) in a specialized service of the Federal District - Brazil.

   

  METHODS

  We conducted a case-control study of adults of both sexes, with coronary artery disease, admitted in 2007 at the Instituto de Cardiologia do Distrito Federal hospital (IC-DF) who had undergone coronary artery bypass grafting via median sternotomy with CPB. This study was approved by the Hospital Research Ethics Committee (IC-DF nº 038/2009).

  Of the 153 patients who underwent the procedure in the period, we excluded 34 due to associated surgical procedures, 10 who did not undergo CPB, 2 that re-operated and three that died. The anthropometric and clinical data were retrospectively collected from medical records and electronic records of the hospital. The information was categorized and organized according to the pre-, intra-and postoperative periods.

  The final sample consisted of 104 patients who underwent isolated CABG with median age (extremes) of 60 (37-82) years, 50 (48.1%) over 60 years and 72 (69.2%) male. Body mass index (BMI) before surgery was 27 (17.8 to 41) kg/m2. In this group, in a combined or isolated manner and prior to surgery, 24 (23.1%) patients had left ventricular ejection fraction (LVEF) <50%, 5 (4.8%) presented renal failure (RF), 87 (83.7%) had systemic arterial hypertension (SAH), 42 (40.4%) had diabetes mellitus type II, 12 (11.5%) were smokers and 43 (41.3%) were former smokers.

  Study design
  The length of stay in the ICU after surgery was considered to be the number of days spent at the hospital immediately after surgery, and hospitalization in the ward as the days following transfer from the ICU until discharge. Periods of time shorter than 24 hours in the ICU or in the ward were considered as one day. For the patient who was eventually readmitted to the ICU, the total number of days (first admission and readmission) was considered. We considered a prolonged stay in the ICU to be >3 days, in accordance with the study by Janssen et al. [6], and >7 days for the ward, according to Atoui et al. [8], which corresponded to the values of the 70th percentile of the sample in both cases. The cases were considered were those in which the patient spent more than 3 days in the ICU and more than 7 days in the ward, and controls those with < 3 and < 7 days of hospitalization, respectively.

  Predictors of risk

  The preoperative variables evaluated as possible predictors of risk for the outcomes studied were: sex [8], age [8,9], BMI [10], LVEF [8,10], hypertension [9], diabetes [6,7,9], RF [8,11,12], smoking [7,8] and former smoking (>2 months without tobacco). The continuous preoperative variables, besides being evaluated as such, were categorized to form subgroups based on cuttoff points: older and younger than age 60 [9,12], LVEF higher and lower than 50% [9,12], creatinine levels higher and lower than 1.5 mg/dl for renal failure (RF) [13] and BMI between 18.5 and 24.9 (normal) and <18.5 or> 24.9 kg/m2 (outside the normal range).

  The intraoperative variables considered were number of grafts, duration of CPB [10], aortic clamping time [8,10] and oxygenation index (OI) in the surgical center (SC). In the postoperative phase, we analyzed acute RI [12], mechanical ventilation (MV) [9,14], IO at ICU admission (IO-ICU) occurrence of pneumonia associated with MV (PNMV) [12] and the presence of other infections [14]. Intra- and postoperative categories to form subgroups were CPB time longer and shorter than 120 minutes [15], SC-IO and IO-ICU higher and lower than 300 [15]. The occurrence of infection and PNMV was characterized based on the records of the Commission for Hospital Infection Control (CCIH) of the institution, categorized as presence or absence of PNMV, upper, lower, and deep surgical site infection, infection in the bloodstream, urinary tract infection, pneumonia, endocarditis, mediastinitis, and empyema.

  Statistical Analysis

  Taking into consideration the non-normal distribution of most variables (Shapiro-Wilk test), we used non-parametric statistics. In order to analyze the association between categorical variables we used the chi-square or Fisher's exact test when indicated.

  We proceeded to the bivariate analysis to verify the strength of association between the variables tested groups of smaller and longer hospitalization. We also calculated the odds ratio (odds ratio, OR) and the 95% confidence intervals. To compare the values of continuous variables we used the Mann-Whitney test, and these variables expressed as median and extremes. Sequentially, we proceeded to the multivariate analysis of the variables that had a significance level P<0.20 in the previous analysis, using logistic regression to calculate the adjusted OR. To avoid duplication, when a continuous variable showed good conditions of to join the multivariate model and its corresponding categorical variable too, only the last one entered the model.

  The multivariate logistic regressions of the stepwise [6,11] backward likelihood ratio method [10] were performed with the length of stay in ICU and in the ward as a binomial outcome variable (< 3 versus >3 days and < 7 versus >7 days, respectively). Variables were included in the equation in three blocks: the preoperative ones in the first block, these variables plus intraoperative ones in the second, and postoperative variables over the previous two were the third block. The probability (P value) Hosmer-Lemshow was calculated to estimate how much the logistic regression model is adapted to the data [10].

  The differences were considered statistically significant when the two-tailed probability of their occurrence due to chance (type I error) were less than or equal to 5% (P<0.05). Data were analyzed using SPSS v.13.0 for Windows (SPSS Inc., Chicago, IL).

   

  RESULTS

  The median total length of postoperative hospital stay was 8 (5-53) days: 3 (2-36) days in the ICU and 5 (1-36) days in the ward. Of the 104 patients, 23 (22.1%) remained for more than three days in the ICU, and 29 (27.9%) for more than seven days in the ward.

  ICU satay during the postoperative period
  Table 1 presents the frequencies and bivariate analysis of risk factors associated with prolonged ICU stay (> 3 days).
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  Table 2 shows the comparisons between medians (extreme) of the continuous predictor variables of those who remained for less and for more than 3 days in the ICU. In the case of variable time of VM, its categorical discrimination in greater and less than 24 hours was significantly associated with length of ICU stay (Table 1), so that this discrimination was only considered for logistic regression analysis.
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  Table 3 shows the results of multivariate analysis in the ICU. There were no intraoperative variables that met the criteria to join blocks 2 and 3 of multivariate analysis. The predictors found in the bivariate analysis were diabetes, MV >24h and PNMV (Table 1). In multivariate analysis, diabetes and smoking were predictors of preoperative period for prolonged ICU. Considering all operative periods altogether, MV >24 hours was an observed predictor. The Hosmer-Lemeshow test was performed for block one (x2=0.013, P=0.910) and block 3 (x2=0.012, P=0.912), showing itself to be a suitable model for analysis.
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  Admission to the postoperative ward

  Table 4 presents the frequencies and bivariate analysis of risk factors associated with hospitalization in the ward (>7 days).
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  Table 5 shows the comparison between median (extremes) of continuous predictor variables presented by patients who stayed less and for more than 7 days in the postoperative ward.
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  As continuous variables MV time and LVEF also had their corresponding categorical significant differences (Table 5), only the latter was considered in the logistic regression analysis. Predictor variables present in the final model in each block in the ward are presented in Table 6. In the case of this outcome, LVEF <50% was the risk factor of the preoperative period. Combining with the intraoperative period, diabetes was the only predictor. Considering the three operative periods, only the presence of infection was a risk factor for prolonged hospitalization in the ward. The Hosmer and Lemeshow presented for block 1, x2=0.000 and P=0.883, for block 2, x2=0.583 and P=0.965, and for block 3, x2=0.955 and P=0.917, demonstrating the adequacy of the model used.
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  DISCUSSION

  The focus of this study was to characterize the clinical and surgical risk factors associated with prolonged hospital stay after surgery for isolated CABG with cardiopulmonary bypass in a specialized tertiary institution, reference in the region of the study.

  Preliminarily, the findings should be interpreted considering that different experimental designs have been employed in the literature, as well as the lack of uniformity of key issues such as the characteristics of the samples and the cutoffs used to categorize the variables. Moreover, there are few studies in Brazil on risk factors for prolonged ICU outcomes and ward after CABG. Another important issue is that some studies include, in the same sample, patients undergoing other cardiac surgery associated with CABG [7,8,15]. The heterogeneity of the samples in the use of CPB [6,9] and diversity as the cutoff for prolonged hospitalization, rangesfrom 2 to 10 days in the ICU [7,9] and 7-14 days of the total time in the postoperative period [13,16].

  In this context our findings acquire special importance, since the sample was homogeneous as to the type of surgery, ie, exclusively CABG, as well as the fact that all have undergone CPB, aspects of probable impact on recovery time after surgery. About cutoff for prolonged hospitalization, established by the 70th percentile of the sample, similar to other studies [8,14,16], we should consider that some authors justify a clinical arbitrary choice [10,17]. Bucerius et al. [11] justified that these times of hospitalization included almost all patients with postoperative complications able to prolong the intensive treatment. Christakis et al. [14] that defined time >3 days in the ICU showed that even two days could possibly be considered as prolonged time.

  Among the preoperative variables, diabetes was presented as predictor of prolonged ICU, increasing by 3.2 times the odds of this outcome. Diabetes also shown to be a predictor for prolonged time in the ward, when combined with other preoperative and intraoperative factors as CPB >120 minutes, increasing by 2.81 times the chance of prolonged stay. These observations support the fact that diabetes per se, is a risk factor for coronary heart disease [1,18] and its more severe degree [19]. Furthermore, diabetes is associated with a greater number of surgical complications such as perioperative myocardial infarction [20], prolonged MV [20], infection [18] and cerebrovascular accidents [18], which prolongs the ICU. Also, the use of CPB worsens glycemic control, may increase the frequency of these complications [20]. Thus, the combination of diabetes with some of these variables can justify its expression as a risk factor.

  Our observations related to diabetes were similar to other studies that have shown a higher proportion of diabetics in the group with prolonged hospitalization [9,16,18,21], and that this disorder, itself, is a risk factor for prolonged hospitalization [11,13]. However, other studies found no association between diabetes and risk for prolonged hospitalization [6,7,16].

  LVEF <50% constituted a pre-operative risk factor for prolonged stay in the ward, increasing by 3.04 times the odds for this outcome. Regarding the ICU, it is possible that the LVEF was not a risk factor in view of the cutoff point adopted and possible interaction with other variables, such as the MV [11]. The association between lower LVEF and longer hospitalization was also observed by Hein et al. [10]. Other authors [9,16] observed this association when the LVEF was <50% or even lower, between 30 and 40% [8,11].

  In the group, smoking increased by 4.07 times the chance of prolonged hospitalization in the ICU. Christakis et al. [14] also observed that smoking was a predictor for pre-operative hospital stay >3 days in the ICU, with OR=2.0. Others did not observe this association to stay >10 days in the ICU and >7 days total [13]. In the study of Al-Sarraf et al. [22] smoking was associated with higher incidence of pulmonary infections, atelectasis, and MV >48 hours and stay >3 days in the ICU, as this study. These data suggest that smoking has not manifested as a risk factor when all factors for prolonged ICU stay are jointly considered due to its effect on the time of the MV, which was a predictor for this outcome.

  As for MV, its use for more than 24 hours was found to be a risk factor for prolonged ICU stay, as observed in other studies [9,13,21]. However, the MV is correlated with other factors associated with prolonged hospital. As pointed out by Doering et al. [23], some preoperative factors may influence postoperative factors also correlated with prolonged length of stay in the ICU. Thus, correlation between prolonged MV and higher age [12], females [12], diabetes [24], hypertension [24], LVEF <30% [24], chronic RF [24] and BMI <20 [25] have been observed. The prolonged MV also correlates with surgical factors such as aortic clamping [24], cardiopulmonary bypass time >120 minutes [25] and other postoperative factors such as RF [25]. Yende & Wunderink [26] reported that one of the most common causes of VM >24 hours after CABG was hypoxemia, where oxygenation index <300 proved to be a risk factor for stay >5 days in the ICU, with an odds ratio of 9,1 [15]. The severe hypoxemia may still have their risk doubled when CPB is used, and the risk tripled when CPB >120 minutes [27].

  Unlike the observations that associate CPB with systemic and respiratory complications, we did not observe this association, as other studies [15,17]. Other authors indicated that CPB [11] and aortic clamping [10] were risk factors that increased by 1.59 times the length of stay in the ICU when the CPB was greater than 120 minutes [11]. These findings, however, were not evident in our study, possibly because the sample was comprised only of patients undergoing CPB or possible interactions between different factors.

  With respect to infection nonspecifically, there was 4.7-fold increase in the risk of prolonged stay in the ward when all factors were examined for this outcome. Some studies have evaluated for specific infections, such as infection presence of scar tissue, which Weintraub et al. [16] reported a relative risk of 7.9 in the univariate analysis, to be held 10 days of hospitalization. Lazar et al. [13] observed that infection scar was more prevalent in the group with length of stay >7 days total, as well as a risk factor for the outcome.

  It was also observed that renal impairment was a risk factor for prolonged hospitalization in the ward when installed in the postoperative period, as was to be expected. Wong et al. [12] also observed a postoperative IR an odds ratio of risk equal to 17.45 in univariate analysis and equal to 18.9 in the multivariate one. Other authors also indicated the RF as a risk factor for prolonged ICU [28], and others only when it was an existing condition in the preoperative period [8,11,12]. Differences in values of RF risk indicators between different studies may be associated with the diagnosis itself. Among these studies, Lazar et al. [13] had used the same criterion we used in this study (creatinine >1.5 mg/dl).

  Another finding of note was that older individuals were more likely not to prolonged stay in the ICU or in the ward, compared to younger ones. In most other studies, age was associated with longer hospital stays, with odds ratios ranging between 1.02 and 2.59. Some authors, considering the cutoff at the age of 60 years, as in our study, observed a correlation of this age with time greater than 48 hours in the ICU [6,8,10]. Other authors observed the same correlation when they adopted 70 years [10] or 80 years as the cutoff [11]. Bashour et al. [7] observed that for every 10 year increase in age, the length of stay increased by 1.9 times. The association of older age with prolonged hospitalization may be due to the fact that this age group have a higher rate of preoperative co-morbidities as hypertension, diabetes and chronic obstructive pulmonary disease, and the severity of the disease [10,29].

  Such as age, other factors were not associated with length of stay or when association was observed in the bivariate analysis, this was not maintained in multivariate analysis. This may have occurred due to the nature of the non-associative factor, the possible interaction between the variables, the chosen cutoff or the number of individuals evaluated. One such factor was hypertension, for which Bashour et al. [7] also found no association with hospitalization time, unlike other studies [9,16]. Another factor was the female gender that, unlike our observations, was identified as a risk factor with an odds ratio equal to 1.93 [12] and relative risk of 2.6 [11].

  Regarding the number of grafts, unlike our study, others have observed a correlation of this factor with prolonged ICU, using a cutoff above or equal to 2 [11] or above 3 grafts [14].

  The PNMV was found to be a factor associated with longer ICU stay, only in the bivariate analysis (OR=12.0), which was also observed by Wong et al. [12] for time > 48 hours in the ICU, with an odds ratio equal to 75.6.

  Regarding BMI, other authors [10] did not identify the influence of this factor in the length of stay in ICU. However, in the study by Van Venrooij et al. [30] BMI < 21 kg/m2 was identified as a risk factor for hospitalization > 48 hours in the ICU and BMI < 23.5 kg/m2 for time >7 days after CABG indicating that parallel to the known association between overweight and morbidity and mortality, decreased weight and/or weight reduction in the preoperative phase may be indicators of increased risk for prolonged hospitalization [30].

  Possible limitations in our study can be identified. It was a case-control data study using previous history recorded by different observers, which may increase the heterogeneity and reduce reliability. However, this possibility was mitigated since all observations derived from examinations, diagnoses and clinical information recorded in records of an institution of education and research, in which the data are confronted by several members of the clinical staff. With respect to the control group, the possible restrictions by differences in relation to the group of cases were obviated considering that the risk factors were analyzed for outcomes according to length of stay. This criterion also avoided the probability of erroneous inclusion of patients in the groups.

  Another relative limitation was the sample size that was small in comparison with similar studies and relatively lower than desired for the number of predictors that entered the final model of logistic regression [31]. This limitation, however, does not invalidate the results, which showed, undoubtedly, from the standpoint of statistical significance, that some factors were predictors of outcomes, which does not mean that other predictors could not be identified with increasing size sample. Furthermore, the use of Hosmer and Lemeshow indicated the adequacy of the model used to analyze the data.

  Some aspects of the study obviate or mitigate the limitations of sample size:

  1) the relationship between these individuals and independent predictor variables indicates that all were present in each individual in varying proportions, which mitigates the effects of sample size smaller than the usually recommended, although not override it.

  2) our study was limited to patients undergoing isolated CABG with cardiopulmonary bypass in a given period of time (one year) in a single referral center, privileging the homogeneity of the sample against a larger number of individuals.

  3) Another aspect of reliability of the results of the logistic model is obtained with the potential reproducibility of data subjects for further studies [32].

  In particular, our model presents reliable as it can predict prolonged periods of stay in the ICU and in the ward for further analysis than presently done, considering that the predictor variables included are those mainly involved in these outcomes. Moreover, for each predictor variable, the significance of the odds ratio was high and the confidence intervals showed up distinctly narrow.

   

  CONCLUSIONS

  The bivariate and multivariate analyzes of the relationships between risk factors in the pre-, intra- and postoperative period and prolonged ICU stay after coronary artery bypass grafting with cardiopulmonary bypass, suggest that diabetes and smoking were risk factors predictors of the pre-operative period and mechanical ventilation the only predictor for the postoperative outcome. For the prolonged length of stay in the ward the following predictors were identified: LVEF <50% in the preoperative period, diabetes, in the period immediately after surgery, and nonspecific infection postoperatively. These findings point to the necessary evaluation of strategies aimed at reducing hospitalization time and suggests special attention to certain clinical and/or surgical conditions that may, when prevented or better controlled, reduce the length of hospital stay for patients undergoing coronary artery bypass grafting.
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    ABSTRACT

    INTRODUCTION: Hypoxemia is a frequent pulmonary complication in the postoperative coronary artery bypass graft. Detection of factors associated with their occurrence may indicate patients at risk for this complication, which allows tracing specific therapeutic and consequently reduce morbidity and mortality.

    OBJECTIVE: To identify related factors to hypoxemia occurrence in immediate coronary artery bypass graft postoperative.

    METHODS: In this retrospective cohort study, we studied 100 patients submitted to elective om-pump artery bypass graft , between April 2010 and December 2011, at a reference university hospital for cardiac surgery in the state of Maranhão. It was considered hypoxemia gas exchange ratio less than or equal to 300 mmHg. Associated variables with perioperative hypoxemia were defined by the Student T test, G or Mann-Whitney tests, Chi-square, or Fisher's exact test and multiple linear regression.

    RESULTS: Among studied variables, high body mass index (P=0.036) and smoking (P=0.024) were significantly associated with hypoxemia in the immediate coronary artery bypass graft postoperative. Hypoxemia incidence in this period was 55% and did not affects mechanical ventilation duration and Intensive Care Unit lengh of stay.

    CONCLUSION: In this sample, body mass index and smoking were associated to hypoxemia. These data reinforce the importance of clinical assessment to identify patients at risk for this complication, considering its high incidence in immediate postoperative period.

    Descriptors: Oxygen level. Postoperative period. Myocardial revascularization.

  

   

   

  INTRODUCTION

  Coronary artery bypass grafting (CABG) surgery, despite all the advances in clinical treatment and percutaneous interventions, is still used in coronary heart disease treatment [1]. Pulmonary complications in cardiac surgery postoperative period are very frequent and represent significant morbidity and mortality cause [2].

  Hypoxemia is one of the main causes of pulmonary complications characterized by decrease of arterial oxygen partial pressure (PaO2) [3,4]. Measuring severity of the pulmonary injury in mechanically ventilated patients is performed by PaO2 and inspired oxygen fraction (FiO2) ratio [5].

  Diverse mechanisms have been accounted for its development on cardiac surgery postoperative, especially atelectasis, shunt increase, respiratory and thoracic mechanics alterations, capillary and pulmonary parenchyma changes secondary to the left ventricular (LV) dysfunction or pulmonary endothelium injury [3,6].

  Elderly, obeses and patients with left ventricular dysfunction (ejection fraction of the left ventricle < 55%) and prolonged cardiopulmonary bypass (CPB) time (> 120 minutes) had higher risks to postoperative surgery hypoxemia [7]. Pulmonary chronicle diseases, diabetes and preoperative acute myocardial infarction are independent risk factors for hypoxemia after CABG [8].

  According to a recent study [7], predictor factors detection may indicate patients at high risk for postoperative hypoxemia that demand mechanical ventilation strategies, in order to prevent and treat pulmonary collapse during intra-operatory period, to minimize hypoxemia impact on mechanical ventilation duration, to reduce mobidity and mortality related to cardiac intervention, to reduce length of stay at Intensive Care Unit (ICU), and hospital costs.

  This study is designed to analyze factors related to hypoxemia in a specific population of patients undergoing CABG surgery, to determine its incidence in immediate post-operative period, and to evaluate if hypoxemia interfered on mechanical ventilation duration and lengh of stay in ICU.

   

  METHODS

  It is a retrospective descriptive cohort study conducted in a reference university hospital for cardiac surgery in São Luis, MA, Brazil, after Research Ethics Committee approval (Protocol Nº 0051/2012), as required by Resolution Nº 196/96 of the National Health Council.

  Patients who underwent CABG between April 2010 and December 2011 and were admitted to the Cardio ICU in the referred hospital were included in research.

  Adult patients (> 18 years old) from both genders were included in the study, with no prior cardiac surgery, submitted to elective on-pump CABG not associated to other procedures and ventilated in assisted/controlled volume mode, with PEEP (positive end-expiratory pressure) 8 cmH20 and FiO2 40%.

  Missing data related to PaO2/FiO2 ratio, perioperative death and returning to operation room were exclusion criteria to this study.

  Data were collected from Physical Therapy Evaluation form – divided in pre, intra and postoperative periods, filled with information from medical records – and registered in a specifically form designed for this study.

  During study period, two hundred and fifty-five patients were admitted to Cardiovascular ICU after CABG (Figure 1). Among them, 100 patients fulfilled all criteria and general characteristics are described in Table 1.
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  Preoperative data

  Preoperative variables were: age, considering as advanced age > 60 years old; gender; nutritional status, determined by Body Mass Index (BMI) calculated by weight/height2 ratio, considered as eutrophic = 20 to 24.9 kg/m2, overweight = 25 to 29.9 kg/m2 and obese > 30 kg/m2, established by the World Health Organization (WHO) [9].

  Other studied variables were risk factors to coronary diseases registered in anesthesiologist assessment available in medical records: diabetes mellitus (DM), hypertension, dyslipidemia (DLP), smoking (also were considered former smokers) and associative diseases: chronic obstructive pulmonary disease (COPD), acute renal failure (ARF), acute myocardial infarction (AMI) and prior angioplasty.

  It was not possible to correlate left ventricular ejection fraction (left ventricular dysfunction evaluation) due lack of data, cause it is not a routine service to have an echocardiogram in all preoperative patients.

  Intraoperative data

  For CABG patients underwent general anesthesia, tracheal intubation, controlled mechanical ventilation, surgical access via median sternotomy and CPB, performed with graphs of the left internal thoracic artery (LITA) and/or saphenous vein and the placement of mediastinal and pleural drains.

  Intraoperative analyzed variables were numbers of graphs, LITA use, number of drains, surgery time, considering a prolonged intervention > 210 minutes; pump time, considering prolonged when above 120 minutes; aortic clamping time, considering prolonged when above 90 minutes; and mechanical circulatory assistance use (intra-aortic balloon pump).

  Postoperative data

  After surgery, patients were admitted to the Cardiovascular ICU still under anesthesia. They were intubated and mechanically ventilated (Evita 2 Dura® - Dräger Medical, Lübeck, Germany) in assisted/controlled volume mode, according to Unit protocol [volume tidal (VT) 8 to 10 ml/kg; respiratory rate (RR) 12 to 16 bpm; inspitatory flow from 8 to 10 times minute volume (VT x RR); inspiratory time 1.0 second; FiO2: 40%; PEEP: 8 cmH2O].

  Twenty minutes after admission, arterial blood was collected for a blood gas analysis (ABL 800 FLEX® - Radiometer, Bronshoj, Denmark), in which PaO2 was analyzed and, consequently, gas exchange ratio (PaO2/FiO2). Other postoperative variables studied were mechanical ventilation duration and lengh of stay in the ICU.

  According to 3rd Brazilian Consensus Conference on Mechanical Ventilation Consensus [5], normal PaO2/FiO2 ratio is above 300 mmHg; as gas exchange deterioration value equal or lower than 300 mmHg; and extreme severity of respiratory condition below 200 mmHg.

  Current Berlin definition [10] classifies hypoxemia according to its level: Mild Hypoxemia (PaO2/FiO2 < 300 and > 200 mmHg), Moderate Hypoxemia (PaO2/FiO2 < 200 and >100 mmHg) and Severe Hypoxemia (PaO2/FiO2 <100 mmHg).

  To determine the presence of gas exchange deterioration in researched subjects, it was considered hypoxemia a PaO2/FiO2 ratio < 300, being classified according to Berlin definition [10].

  Statistical analysis

  Quantitative variables are described as mean and standard deviation or median (minimum, maximum), according to data distribution. Qualitative variables are presented by frequency and percentage. To normality test of the quantitative variables, D'Agostino-Pearson's test was used.

  To test the relation between normally distributed quantitative variables and severe hypoxia occurence, non-paired Student's t test was used. For quantitative variables of non-normal distribution, Mann-Whitney's test was used. Association between categorical and outcome variables was done using Chi-square test or Fisher Exact test. Quantitative variables whose statistic univariate tests presented P<0.25 were selected to enter the multivaried analysis by a multiple linear regression.

  A 95%-confidence interval was set. To process and data analysis was used the software Bioestat version 5.3 (Instituto Mamirauá, Belém, Pará, Brazil).

   

  RESULTS

  The incidence of hypoxemia, i.e., in the presence of PaO2/FiO2 <300, in this study, was 55%.

  About gender, most patients were male (76%). Mean age was 61.8±9.8 years (33-84 years) and 57% of them were elderly (> 60 years). There was no association between hypoxemia and these variables.

  Mean BMI was 26.1±3.8 kg/m2. Sixty percent of the sample were dystrophic. Among patients with hypoxemia in immediate postoperative period, 50.9% were overweight and 20% obese. This variable presented association to hypoxemia in this population (P=0.002).

  Smoking was observed in 40% of patients. Among the patients who presented hypoxemia, 50.9% were smokers or former smokers. Mild level of COPD was prevalent in 4%. Hypertension prevailed in 78% of population and diabetes mellitus in 44%. Among comorbities, smoking presents statistically association (P=0.024) for hypoxemia occurence. Others variables were not statistically associated with development of hypoxemia in immediate postoperative period.

  The univariate analysis of hypoxemia occurrence and preoperative variable of the study group are presented in Table 1.

  Assessed intraoperative characteristics are shown in Table 2. Among studied patients, seven percent used only one graph, 40% two graphs and 53% three or more. Mean graphs number was 2.5±0.7, and LITA was used as graph in 91 patients. Remaining patients have received only venous graph. Average number of drains was 1.8±0.5. Twenty three percent used just one drain, seventy percent used two drains and 7% three drains. Mechanical circulatory assistance with intra-aortic balloon pump was used in only 3% of the subjects. None of these variables presented statistically association with hypoxemia in immediate postoperative period.
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  Mean surgery time was 3 hours and 45 minutes which was considered prolonged. Average pump time was 82.9±29 minutes. In 92% of the patients, pump time was shorter than 120 minutes. Mean aortic clamp time was 59.1±22.7, and 93% less than 90 minutes. These variables did not have any association with hypoxemia during CABG immediate postoperative.

  For multiple regression, BMI and surgery time were considered. F value (regression) was significant (P=0.02), accepting the hypothesis that at least one of analyzed variables influenced hypoxemia occurence. Among partial regression coefficients, only BMI was statistically significant (t=-2.66, P=0.009).

  The median of time for interruption of ventilation device for the studied group lasted around 9 hours and 54 minutes and the ICU admission, two days. The presence of hypoxemia did not interfere with time of mechanical ventilation and ICU admission, as observed in Table 3.
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  Mean PaO2 quantified after ICU admission was 117.7±35.3 mmHg; in no hypoxemia patients was 150.6±22.2 mmHg; and in patients with hypoxemia was 72.1±3.9 mmHg. Average PaO2/FiO2 ratio was 294.2±88.2, ranging 165.3 to 510 mmHg.

  When hypoxemia severity [10] was evaluated, 45% of 100 patients in the study had PaO2/FiO2 ratio classified as normal (> 300 mmHg). PaO2/FiO2 ratio greater than 200 mmHg and lower or equal to 300 mmHg (mild hypoxemia) was observed in 37% and 18% of them had moderate hypoxemia (100 mmHg<PaO2/FiO2<200 mmHg). None of the patients presented severe hypoxemia (PaO2/FiO2<100 mmHg).

   

  DISCUSSION

  Hypoxemia in CABG immediate postoperative is strictly related to risk factors associated to prior comorbidies and surgical procedure [11]. Among these comorbidities, advanced age, overweight, left ventricular dysfunction were associated to hypoxemia according to Szeles et al. [7], which analyzed risk factors to hypoxemia in CABG immediate postoperative in 481 patients with no relevant respiratory medical history.

  In other studies [3,7,12], age was also mentioned as a risk factor related to hypoxemia after CABG. For Szeles et al. [7], age was an independent risk factor for hypoxemia and each year after age 34 increased their risk in 0.32% [7].

  In our study we did not observe a significant association between advanced age and hypoxemia. However, considering physiological aspects, pulmonary function deteriorates with aging and the primary modification that happens in healthy person lungs due to aging is a gradual elastic retraction loss, reducing expiratory flow and increasing ventilation-perfusion inefficiency [13].

  Divergent outcome from previous studies may be related to cut-off point of advanced age in this research, equal or above 60 years.

  About weight, significant association was verified between high BMI and hypoxemia. This result is corroborated other studies in which obesity is described as a risk factor for hypoxemia [3,7].

  Proposed mechanism to explain this result is obese patients' abdominal wall, in general, being thicker due to adipose panicle, contributing to increasing abdominal pressure over diaphragm and collapsed parenchyma volume in caudal and dependent lung areas [7].

  Another associated factor with hypoxemia occurrence in this study was smoking. Ambrozin et al. [14] analyzed some pulmonary function aspects after CABG related to preoperative risks and verified that half of the cases presented decreased gas exchange ratio, influenced by comorbidies such as pre-existing lung disease, respiratory symptoms and smoking.

  Smokers present higher respiratory complications risk during postoperative period, due not enough respiratory system integrity to maintain alveolar ventilation [15]. This data reinforces preoperative assessment importance to identify those patients [14].

  According to Morsch et al. [16], damages in pulmonary function and respiratory muscle strength after CABG are associated to transoperative factors, such as sternotomy, CPB, and general anesthesia.

  CPB has been considered important cause of hypoxemia in immediate postoperative CABG [3,7]. Szeles et al. [7] showed that CPB was an associated factor to severe hypoxemia in univariate analysis. Hypoxemia ocurred in 37.9% of patients with pump time higher than 120 minutes; in 29.3% with pump time less than 120 minutes; and 20% in off-pump CABG.

  In our research we did not observe an association between hypoxemia and CPB. This result may be related to lower pump time (less than 120 minutes) in 92% of patients, with mean time 82.9 minutes. According to Nozawa et al. [17], is highly probable that inflammatory aggression due longer pump time causes higher interstitial alveolar injury and edema.

  However when Cox et al. [18] investigated effects of on and off-pump CABG on pulmonary function by an alveolar-arterial oxygen gradient in patients with adequate ventricular function and no pre-existing pulmonary disease, it was observed a similar level of pulmonary dysfunction in both groups. It suggests that pulmonary gas exchange deterioration associated with cardiac surgery is due to other factors, not only CPB. We highlight that in these patients, mean pump time was low (74.36 minutes), closer to our study time.

  Szeles et al. [7] also demonstrated high incidence of hypoxemia (54.2%), even considering gas exchange lower than 200 mmHg. Among these, 27.3% presented PaO2/FiO2 ratio lower to 150, demonstrating higher hypoxemia severity in this group of patients when compared to our research, in which no one presented this ratio lower than 150 mmHg.

  Some strategies to prevent hypoxemia have been used after cardio surgery, as alveolar recruitment with PEEP, showing gas exchange ratio improvement [19]. Almost half of patients needed some therapy to reverse hypoxemia such as alveolar recruitment, PEEP level elevation or oxygen therapy [20].

  Laizo et al. [21] analyzed complications that increased ICU lengh of stay and found as cause those related to pulmonary function (COPD and smoking, pulmonary congestion, prolonged mechanical ventilation), besides infections, kidney failure, stroke and hemodynamic instability (as arterial hypotension, arrhythmia and AMI).

  Weiss et al. [3] pointed hypoxemia as responsible for increase mechanical ventilation duration, ICU lengh of stay and hospital cost in CABG postoperative patients. This association was not observed in our research. Perhaps this result is explained by transitory hypoxemia in the first few hours after ICU admission presented by a lot of patients, with no implication in those times, besides PEEP level applied in admission.

  Limitations of this study are related to its design, since retrospective studies may present selection and measurement biases. Regarding data collection from medical chart, with no direct patient's evolution follow-up may also be characterized as a limitation factor. In some included patients, variables related to lifestyle such as smoking habit and intensity, pre-existing diseases, and left ventricular function were only cited in a qualitative manner. While inevitable data fail, available variables were categorized in the best way possible.

   

  CONCLUSION

  In this sample, body mass index and smoking were associated to hypoxemia. These comorbities are easy to be observed during preoperative assessment. For these high risk patients, implementation of mechanical ventilation strategies such as higher PEEP and alveolar recruitment, aiming to prevent and treat pulmonary collapse should contribute to minimize hypoxemia incidence and morbid-mortality related to cardiac surgery. Therefore, there are many aspects to study, yet,searching for effective interventions able to improve the clinical outcomes for this group of patients.
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    ABSTRACT

    OBJECTIVE: To report the institution experience with the surgical treatment of adults with congenital heart disease due to the increasing number of these patients and the need for a better discussion of the subject.

    METHODS: Retrospective analysis describing demographic data, risk factors and results.

    RESULTS: 191 patients between 16 and 74 years old were operated on. Primary correction was done in 171 cases, 93 (55%) for atrial septal defect repair. Among 20 (12%) reoperations, pulmonary valve replacement was done in six cases. The mean intensive care and hospital stay were 2.7 and 8.5 days respectively, significantly greater for the reoperated cases (P=0.001). The mean bypass and clamping times were 68.6 and 44.7 minutes respectively, greater for the reoperated cases (P<0.0001 and P=0.0003 respectively). Hospital mortality was 4.2% and male sex, functional class III-IV and older age at operation were predictive risk factors. Significant complications were more frequent in the reoperated cases (P<0.003), mainly atrial flutter and fibrillation. Among 183 patients discharged, 149 (82%) are being followed and atrial flutter and fibrillation are common. The mean functional class value improved significantly after operation (1.66 to 1.11; P<0.0001). The estimated survival was 96.2% in six years.

    CONCLUSION: Heart surgery in adults with congenital heart disease can be accomplished with low mortality and functional class improvement. Immediate and late complications are frequent. Multicenter studies are important to better characterize this patient population in the country.

    Descriptors: Heart defects, congenital. Adult. Cardiac surgical procedures.

  

   

   

  INTRODUCTION

  The progressive improvement in the available therapeutic options for treating congenital heart diseases has allowed the great majority of these patients to be treated during pediatric age. The success of these interventions, most of them palliative, and the routine follow up assessment have been responsible for a new population of adolescents and adults [1] with residual cardiovascular lesions [2]. This group of patients, added to those with late diagnosed congenital heart disease or with late symptoms presentation might need an invasive treatment in a period when age related problems also require attention.

  The surgical treatment of congenital heart disease in the adult patient has peculiar characteristics. The great variety in diagnosis as well as the complications and residual lesions frequently found makes this therapeutic approach particularly challenging requiring adequate human and structural facilities in order that good results are achieved.

  The aim of this study was to review the experience with the surgical treatment offered to adults with congenital heart disease in a tertiary center situated in the São Paulo state where the pediatric invasive treatment for this type of disease has mainly developed during the last twenty years. Reports of global experiences with this type of patients in the country were not available until recently when a relevant experience was published [3]. However, results with specific groups of patients may be found [4-7].

   

  METHODS

  A retrospective analysis of all patients 16 years and older submitted to a surgical procedure for treatment of a congenital heart defect at the Hospital das Clínicas da Faculdade de Medicina de Ribeirão Preto da Universidade de São Paulo (HCFMRP/USP) was performed. The cases available for the study underwent surgery between 1st January 1970 to 1st April 2010. The great majority of the patients lived in the city area (n=40, 20%) or in the region (n=133, 70%) while 17 (10%) were referred from other states. An Excel data base was created containing general information of the patients, possible preoperative risk factors such as diabetes, cyanosis, smoking, systemic hypertension, obesity and chronic lung disease, detailed information regarding the surgical procedure, hospital complications and follow up information.

  The preoperative data collected, using the information available in the patients notes were: diagnosis [echocardiogram (ECHO) and/or catheter], clinical function according to the New York Heart Association (NYHA) and left ventricular function assessed by ECHO or angiography and classified based on the ejection fraction value as good (>50%), reasonable (between 50% and 30%) and bad (<30%). Pulmonary hypertension was defined when the systolic pulmonary artery pressure was greater than 60 mmHg during ECHO or cardiac catheterization. The surgical informations noted were the type of procedure, the cardiopulmonary bypass (CPB) and clamping (CLAMP) time and also the intensive care and hospital length of stay. The hospital complications were classified as major (high risk) or minor (low risk). After hospital discharge, the informations noted were the length of follow up, functional class at the last outpatient visit and also the complications and comorbidities detected. The comorbidities diagnosed during the long term follow up were classified as major or minor according to the degree of clinical impairment at the assessment. The functional class was numerically transformed from I to IV to 1 to 4 [8].

  Statistical analysis was performed using the GraphPad Instat (GraphPad Software, Inc) software. The non-parametric Mann Whitney test was used for comparison of the mean values. The Fisher exact test was used for univariate analysis when the following parameters were assessed: gender, age at operation, functional class, left ventricular function, pulmonary hypertension, arrhythmias, bypass and clamping time, systemic hypertension, cyanosis, plasmatic creatinin and smoking habit. Significant differences were considered when the P value was <0.05. A tendency to statistical significance was considered when the P value was situated between 0.05 and 0.10. The survival probability was assessed using the Kaplan-Meier method. Individual informed consent was not requested and the study was approved by the Ethical Committee of the institution.

   

  RESULTS

  One hundred and ninety one patients underwent surgery and the annual distribution of the procedures can be seen in Figure 1. One hundred and seventy-two (90%) patients were treated in the last eleven years. The mean age at operation was 34±14 years (16 to 74 years). One hundred and seventeen (61%) were female and seventy-four (39%) were male. The preoperative information can be seen in Table 1. In one hundred and seventy one (89%) patients a primary correction was done while twenty (11%) were re-operated. The diagnoses and number of procedures can be seen in Figures 2 and 3.
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  The mean intensive care stay was 2.76±3.3 days (range 1 to 37 days). CPB was used in 171 (89%) patients and the mean time duration was 68.65±46 minutes (range 18 to 220 minutes). Procedures without CPB (11%) included relief of aortic coarctation (n=14), ductus ligation (n=5) and pulmonary valvotomy (n=1). Aortic clamping was employed in 166 patients and the mean time duration was 44.71±34 minutes (range 7 to 167 minutes).

  Immediate results

  Eight (4.2%) patients died during the 30 days after the procedure, all of them during the same admission. Mortality occurred in three patients with an atrial septal defect (ASD), two of them older than 60 years and one submitted to a simultaneous coronary bypass graft; in two patients submitted to a correction of an atrioventricular septal defect, one of them a complete form in a 63-year-old patient; one case of Fallot's tetralogy repair; one patient submitted to a mechanical aortic valve replacement plus coronary artery bypass graft and one case of Fontan operation. The causes of death were sepsis due to respiratory infection (n=3), low cardiac output (n=2), cardiac tamponade, sudden death and pulmonary edema, one case each.

  In 171 patients who had undergone a primary correction, 33 (19%) had 30 major and 12 minor complications. Among the 30 major complications, the more frequent were the arrhythmias (n=14), mainly atrial flutter or fibrillation (n=9). Among these nine patients with atrial arrhythmias, six of them had been submitted to a secundum ASD closure (Table 2).
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  In 20 reoperated patients, eight (40%) had 10 major and 3 minor complications. Among the 10 major complications, the most frequent was the acute renal failure (n=3) (Table 2).

  The major and minor complications were more frequent in the reoperated patients (n=8, 40%) than in the patients submitted to a primary repair (n=33, 19%) with a tendency for statistical significance (P<0.08).

  The major complications were more frequent in the reoperated cases (n=10, 50%) than in the patients submitted to a primary repair (n=30, 18%) (P<0.003).

  There was no mortality among the patients submitted to a re-operation albeit the duration of the CPB (P<0.0001) and CLAMP (P=0.0003) were significant longer and having a longer hospital length of staying (P=0.001) than the patients submitted to a primary repair.

  Regression results analysis for 30 day-mortality disclosed that male gender (P=0.006), older age at operation (P=0.004) and preoperative functional class III-IV (P=0.004) were considered risk factors for surgical mortality.

  Late results

  Among the 183 patients discharged from hospital, two died suddenly (one with an ASD and the other a Rastelli operation in a case of congenitally corrected transposition) and another of non cardiac cause. Information regarding late follow up were available in 149 (82%) patients who had a mean follow up period of 5.4±6.1 years (range 4.4 to 6.4 years). One hundred and eleven (74%) of these patients were seen in the last three years.

  In 129 patients who underwent a primary correction, 18 (14%) had 11 major and 10 minor complications/morbidities detected during late follow up. Among the 11 major complications/morbidities, the arrhythmias (n=7) were the most frequent, and among them, atrial flutter or fibrillation (n=6). Among the six cases with atrial flutter or fibrillation, five had been submitted to a secundum ASD closure (Table 3).
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  In the 20 patients who underwent a reoperation, 4 (20%) had two major and two minor complications/morbidities detected during late follow up (Table 3).

  There was no significant difference regarding the occurrence of complications between the patients submitted to a primary correction and those who were re-operated (P=0.515).

  After operation, a significant number of patients changed their functional class from II to I (41% to 90%) (P<0.0001). At the last outpatient visit, 134 (90%) were in NYHA class I, while 13 (9%) were in class II and 2 (1%) in class III (Figure 4). The numeric transformation of the functional class disclosed a significant difference (P<0.0001) between the mean values before (1.66) and after (1.11) the operation. The actuarial survival curve showed that 96.2% of the patients were alive within six years of follow up (Figure 5).
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  DISCUSSION

  Mainly in view of the surgical techniques improvement during the last 60 years [9], particularly verified in the neonatal treatment, a growing number of patients with congenital heart disease are reaching adulthood [10]. The great majority of these patients, however, can not be considered cured. Sequela and residual lesions are frequent [2] demanding special attention during a period of life when problems related to the individual activities and to the natural aging process might interfere with the lesion physiopathology [11,12]. An interesting and still not well discussed subject, especially in Brazil, is the surgical approach in adults with congenital heart disease, frequently necessary in those patients with late diagnosis and those in need of a reoperation. The data here presented are concerned to a tertiary institution dedicated to congenital heart disease treatment for the last 40 years. However, it should be noted that the complex forms of defects started being treated in the last 20 years, which gives a peculiar characteristic to our experience, with an important prevalence of mild and moderately complex lesions differing, in some respect, of the experience of pioneer institutions in the country [3].

  Initially, attention should be drawn to the fact that 90% of the patients were treated during the last 11 years. Another interesting aspect is the high proportion of female patients (61%), certainly related to the great number of ASD, a common feature reported in other experiences [13-15]. It should also be emphasized that only 40 (20%) patients lived in the city area (population 600.000 inhabitants). This information is important when the number of patients in continuing follow up in a specific institution is discussed. Extrapolating recently published data [16], the estimated number of adults with congenital heart disease in the Ribeirão Preto city is 1920 patients. In our recently published outpatient data [17] only 23% of 413 patients lived in the city, showing that the great majority of them were not followed in a specialized unity, a finding already reported [18].

  Immediate results

  The 30-day mortality was 4.2% and numerically comparable with recent publications available where this number varies from 1.5% to 6.3% [13-15,19]. However, a detailed analysis of these experiences shows that comparison with our data is not adequate due to their high number of reoperations [13] and also of very complex cases [19] based on the NYHA functional class. Albeit our patients with III and IV functional class corresponded to only 11% before operation, two of our early deaths occurred in patients with not complex forms of congenital heart disease, ASD and partial atrioventricular septal defect. Despite the relative benignity of the intervention in these types of defects, the possibility of complications has already been reported [20]. Another fact which certainly influences results is the number of operated patients. Our experience is relatively small when compared with other publications where the numbers varied from 438 to 2012 [3,13-15,19].

  In the univariate analysis we found that male gender, older age at operation (47±17 years) and functional class III-IV were considered risk factors for death. Albeit the significant statistically difference found, we believe this information should be assessed with caution in view of the small number of deaths. Particularly regarding the age at operation, we found it difficult to establish a number above what the surgical risk should be considered high. Also, known risk factors as pulmonary hypertension [13] and increased CPB time [21,22] had only a tendency for statistical significance in our data.

  Postoperative complications occur frequently and can be multiple [13-15]. The prevalence in our material of 21% patients with major complications is similar to the experience reported by Vida et al. [14] where this number was 22%. However, it differs considerably from the results of an Italian multicentre study: 29% of 856 patients who had undergone surgery [15] and two factors could possibly explain this difference. Unlike this last investigation, we did not consider as complication the prolonged ventilatory time in the intensive care unit. Also, in a multicentre study, it is possible that the increased number of complications is contaminated by events originated from groups with small experience which participated in the study.

  It is interesting to note that the occurrence of complications was greater in the patients who underwent a reoperation (40%) than in those submitted to a primary correction (20%). However, the statistical analysis showed that this difference had only a tendency to significance (P<0.08). When we assess only the major complications, it is clear that they tend to occur more frequently in the reoperated patients (P<0.003). It should be remembered that the number of reoperated patients was small (n=20) with no early mortality despite the fact that they have required a prolonged time of CPB, CLAMP and intensive care stay. It is well known the fact that reoperations are more demanding and have a significant morbidity, albeit low mortality can be accomplished when the procedure is done in centers dedicated to adult congenital heart disease treatment [22].

  As already reported [13-15], the arrhythmias are the most frequent complications and, among them, atrial flutter or fibrillation, which also occurred in our patients and were commonly associated to a secundum ASD closure. This type of complication deserves special attention, mainly due to the fact that it is the most common cause of hospital admission in adults with congenital heart disease [23].

  Late results

  Among 183 patients discharged, three of them died during follow up, one of a non cardiac cause and two probably due to a cardiovascular complication since the nature of the death was sudden. This low late mortality rate makes a risk factor analysis impossible. However, it is well known that arrhythmias, cyanosis, smoking and depressed left ventricular function are considered risk factors for late death in this group of patients [13].

  The analysis of the late results, usually hard to be accomplished in our country, was possible in 149 (82%) patients and, despite better than the index reported by a multicenter European study (68%) [14], it is inferior to those registered in a multicenter Italian study (87%) [15] and in a Dutch study (89%) [13].

  The mean follow up period of our patients was 5.2 ± 6.1 years (median: four years, CI 95%: 4.41 – 6.38 years) which characterize our follow up information as a medium term one. During the last three years 111 (74%) of these patients have routinely been seen at the outpatient clinic. This 26% of patients lost to follow up is worrisome, and, as already emphasized [14] a policy of active search of patients should be undertaken by any tertiary unit in order that the intervention results are known.

  Despite the incidence of complications and comorbities found during late follow up were more prevalent in the reoperated patients (20%) than in those submitted to a primary repair (14%) the difference had no statistical significance. It should be noted the important occurrence of arrhythmias in these patients (8/22) with significant prevalence of atrial flutter or fibrillation (six cases), frequently associated to a secundum ASD closure.

  Albeit the criteria for functional class classification recommended by the New York Heart Association is widely applied, recent studies have demonstrated that this method underestimates the real individual capacity [24]. However, it is generally used as a parameter of cardiovascular function and being particularly useful when a group of patients is assessed before and after an intervention. In the data here presented an analysis of the total number of patients was done aiming to have an idea of the general degree of improvement after operation. Obviously a detailed analysis by groups of patients is desirable, however difficult in our cases due to the small proportion of patients in some groups. Taking into account this information, a significant migration from class II before operation to class I after the procedure (41% to 90%) was noted, which is comparable to the experiences of Putman et al. [13] (80%), Vida et al. [14] (90%) and Padalino et al. [15] (79%). The numeric transformation of the functional class has not been frequently used [8]. However, we believe it can be useful when a group of patients is assessed, since it reflects the occasional difficulty in classifying a specific patient in one or another functional class. The mean value difference was significant, which also allowed us to conclude that our patients were not so physiologically impaired. We believe this parameter should be continually evaluated in this group of patients, however, recent investigations have suggested that a more objective assessment be used for cardiovascular function analysis, like the ergoespirometry. The results of this test may disclose patients under higher cardiovascular risk for complications and death, indicating which of them should be more carefully followed up [25].

  The survival probability according to the Kaplan-Meier method was 96.2% at six years, very similar to the numbers of Padalino et al. [15] (96% at five years) and Vida et al. [14] (97% at five years). Due to the great diagnostic variability usually found in groups of adult patients with congenital heart disease, an actuarial analysis based on groups of defects is difficult in our cases, which would be feasible with more patients.

  Despite the parameters above discussed have been widely employed for late results evaluation of patients followed in the long term, we share the opinion that the individual quality of life is an important aspect which should be considered in the outpatient assessment because it can give a more complete idea of the individual status [12,26].

  Based on these pieces of information, we believe that the surgical treatment of adults with congenital heart disease can be accomplished with low mortality, depending on the severity of the disease. The immediate complications are frequent, particularly the arrhythmias. The long term follow up of these patients is crucial in order to know the results of the procedures. During this period, the residual lesions are frequent, specially the arrhythmias. Also, the occurrence of other morbidities is important and should be adequately addressed. Proper advice to the patient at discharge is mandatory, also to the physician in charge of the follow up [27].

  Due to the excellent improvement in the invasive treatment of children with congenital heart disease a growing number of patients with complex lesions will reach adulthood. Consequently, the profile of these adult patients will change with more reoperations and percutaneous treatment being needed [28]. Considering the special characteristics of the material here presented, it should not be considered as the usual spectrum of patients to be found in centers with large experience in congenital heart disease treatment. Due to this regional characteristic, certainly present in other centers in the country, to the great diagnostic variability usually found and to the different surgical strategies employed in the treatment of these patients, we believe that multicenter studies are of extreme importance. This model of investigation [29], of crescent interest in the international literature will allow us to know the profile of our patients, to verify the results of the procedures adopted and to discuss the efficacy of different therapies. Adults with congenital heart disease constitute a very special group of individuals, many of them survivors of several operations. The tendency is that the number of these patients will increase dramatically [30] and the institutions dedicated to this type of assistance should be ready to work efficiently. Due to the absolute absence of reports regarding this subject among us, comparison of our results becomes difficult.

  Despite the comparison of our data with those disclosed by a recent report [3] coming from a pioneer center in the country is possible in some aspects, they both differ fundamentally in terms of patient population, institutional characteristics, detailment of postoperative complications and information regarding follow-up. These differences, as we can see it, add to the informations we consider important regarding the management to these patients.

  Study limitations

  The data here presented reveals the institution experience. The number of old patients with lost informations is probably very small and we believe it would hardly change the results. The great diagnostic diversity makes it difficult to assess the results by groups of patients. Some important parameters related to the immediate results like the intensive care length of mechanical ventilation were not studied but we believe that the information available reflect the usual outcome of these patients. The long term results analysis was improved through an active search of patients lost to follow up and should be considered when the results with other studies are compared.
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    ABSTRACT

    OBJECTIVE: To compare the effects of different levels of positive end-expiratory pressure on respiratory mechanics and oxygenation indexes in the immediate postoperative period of coronary artery bypass grafting.

    METHODS: Randomized clinical trial in which 136 patients underwent coronary artery bypass grafting between January 2011 and March 2012 were divided into three groups and admitted to mechanical ventilation with different positive end-expiratory pressure levels: Group A, 5 cmH2O (n=44), Group B, 8 cmH2O (n=47) and Group C, 10 cmH2O (n=45). Data about respiratory mechanics were obtained from mechanical ventilator monitor and oxygenation indexes from arterial blood gas samples, collected twenty minutes after intensive care unit admission. Patients with chronic obstructive pulmonary disease and patients submitted to off-pump, emergency or combined operations were not included. For statistical analysis, we used Kruskal-Wallis, G and Chi-square tests, considering results significant when P<0.05.

    RESULTS: Groups were homogeneous in terms of demographic, clinical and surgical variables. Patients ventilated with positive end-expiratory pressure of 10 cmH2O (Group C) had best compliance (P=0.04) and airway resistance values, this, however, without statistical significance. They also had best oxygenation indexes, with statistical difference in all analyzed variables, and lower frequency of hypoxemia (P=0.03).

    CONCLUSION: Higher levels of positive end-expiratory pressure in immediate postoperative period of coronary artery bypass grafting improved pulmonary compliance values and increased oxygenation indexes, resulting in lower frequency of hypoxemia.

    Descriptors: Positive end-expiratory pressure. Respiratory mechanics. Oxygenation. Myocardial revascularization.

  

   

   

  INTRODUCTION

  Despite clinical treatment and percutaneous interventions advances, coronary artery bypass grafting (CABG) is widely used in treating patients with coronary heart disease [1]. Surgical treatment goals are symptoms relief, ischemic myocardium protection, ventricular function improvement, prevent heart attack, regain of physical, mental and social conditions and prolonging life and its quality [2].

  Moreover, this surgery may cause organic alterations, such as respiratory and oxygenation failure in postoperative period, especially in elderly, obese and patients with left ventricular dysfunction (left ventricular ejection fraction <55%) and prolonged cardiopulmonary bypass (CPB) time (>120 minutes) [3]. Pulmonary complications associated to cardiac surgery include respiratory mechanics and gas exchange alterations, mainly due to alveolar collapse [4].

  Positive end-expiratory pressure (PEEP) may improve oxygenation and prevent atelectasis [5], while keeping airway pressure positive throughout expiration, especially at the end, promoting alveolar and small airways recruitment and stabilization, reducing pulmonary shunt and increasing functional residual capacity, thus preventing alveolar collapse [6].

  In this study, we compare the effects of different PEEP levels on respiratory mechanics and oxygenation indexes after CABG to identify the most effective mechanical ventilation parameter.

   

  METHODS

  Study design

  Randomized clinical trial in a northeastern Brazilian federal universitary hospital.

  Sample Composition

  We studied 136 adult patients undergoing CABG between January 2011 and March 2012. We excluded patients with chronic obstructive pulmonary disease (COPD) and those requiring emergency, concomitant or off-pump surgeries. We also excluded patients who died in the perioperative period before weaning from mechanical ventilation.

  Data Collection

  Preoperatively, patients received information and an explanation about the research. Postoperatively, data were collected from a Physical Therapy Evaluation Form and medical records. This form was designed for the study and was divided into three parts: pre-, intra- and postoperative periods.

  After ICU admission, mechanical ventilation was applied using mechanical ventilator Evita 2 dura (Dräger Medical, Lübeck, Germany). Patients were admitted to volume control mode, as service protocol, with following parameters: tidal volume between 6 and 8 ml/kg, respiratory rate equal to 14 bpm, inspiratory flow of 8 to 10 times the minute volume, inspiratory time equal 1 second and inspired oxygen fraction 40%.

  Patients were assigned to one of three groups using a simple draw and ventilated with different PEEP values postoperatively, as follows: Group A, PEEP=5 cmH2O (n=44); Group B, PEEP=8 cmH2O (n=47); and Group C, PEEP=10 cmH2O (n=45). After draw, information about which group the patient would be allocated, was given to ICU members. Intraoperatively, all patients were ventilated with PEEP 5 cmH2O.

  Twenty minutes after admission, respiratory mechanics data were recorded from mechanical ventilator monitor and arterial blood sample was collected and processed by ABL 800 FLEX blood gas analyzer (Radiometer, Bronshoj, Denmark), as routine, and then identified and calculated oxygenation indexes. After blood gas analysis, mechanical ventilation parameters were adjusted according to patient's therapeutic needs.

  Once satisfactory clinical conditions were achieved, including hemodynamic stability; absence or minimal bleeding; Glasgow Coma Scale score >10; and minimum mechanical ventilation parameters on pressure support mode (PS=7 cmH2O, PEEP=5 cmH2O, FiO2 <40%), patients were extubated and oxygen was administered by nasal catheter, as established by routine service.

  Definitions

  Arterial oxygen partial pressure and inspired oxygen fraction ratio (PaO2/FiO2) was classified as [7]:

  
    • Normal: PaO2/FiO2 > 300 mmHg;

    • Mild hypoxemia: 200 mmHg < PaO2/FiO2 <300 mmHg;

    • Moderate hypoxemia: 100 mmHg < PaO2/FiO2<200 mmHg;

    • Severe hypoxemia: PaO2/FiO2 < 100 mmHg.

  

  For arterial-alveolar oxygen partial pressure ratio (PaO2/PAO2), which estimates pulmonary shunt, the reference values was considered as 0.74 to 0.90 mmHg [8].

  For Respiratory Index (RI), alveolar-arterial oxygen gradient and arterial oxygen partial pressure ratio [P(A-a)O2/PaO2], normal values are between 0.74 and 1.0 mmHg. Index greater than 2 mmHg reflects refractory hypoxemia and elevated pulmonary shunt [8].

  Ethical Aspects

  The study was approved by Research Ethics Committee of the Institution (No. 346/10), as required by Resolution 196/96 of the National Health Council and all patients signed written informed consent.

  Statistical Analysis

  Collected data were assessed using Stata/SE statistical software version 11.1 (StataCorp, College Station, TX, USA). We used Shapiro-Wilk test for normality in groups. Quantitative variables were described as mean and standard deviation and differences were confirmed using Kruskal–Wallis test. Qualitative variables were expressed as proportions and association between these variables and outcome was tested using G and Chi-square tests. Results were considered statistically significant when P<0.05.

   

  RESULTS

  One hundred sixty-seven patients underwent CABG during the study period, with 29 not participating because of CABG and another surgical procedure association (22 patients); COPD (6 patients); and off-pump surgery (1 patient). Two other patients were excluded because of death before weaning from mechanical ventilation. The mortality in this population was 1.2%.

  Final sample was composed by 136 patients, predominantly male (70.6%) with mean age 60±9.3 years and body mass index 26.6±3.8 kg/cm2. Groups did not differ significantly in demographic, clinical and surgical parameters Tables 1 and 2).
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  Compliance mean was 50.3±17.5 ml/cmH2O while airway resistance mean was 7.6±3.3 cmH2O/L/s. When associated different levels of PEEP to respiratory mechanics, patients ventilated with PEEP 10 cmH2O (Group C) had higher compliance values (P=0.04) and lower airway resistance values with no statistical significance.

  Oxygen saturation (SpO2) mean was 97.7±2%. Arterial oxygen partial pressure (PaO2) mean, determined immediately after ICU admission, was 116.9±34.1 mmHg, ranging from 53.7 to 203 mmHg. PaO2/FiO2 ratio mean was 292.3±85.2, ranging from 134.3 to 507.5.

  Regarding hypoxemia severity, we found that 42.6% of patients had normal PaO2/FiO2 ratio. Mild hypoxemia was also observed in 42.6% of patients and 14.7% of patients had moderate hypoxemia. No patient had severe hypoxemia.

  Arterial-alveolar oxygen partial pressure ratio (PaO2/PAO2) mean was 0.47±0.14 mmHg. Only 4.4% of the patients presented normal value.

  Alveolar-arterial oxygen gradient [P(A-a)O2] mean was 130.8±34.3 mmHg. Respiratory Index mean was of 1.31±0.69 mmHg and was normal in only 15.4% of patients.

  Highest SpO2, PaO2, PaO2/FiO2 and PaO2/PAO2 and lowest P(A-a)O2 and RI means were found in patients ventilated with PEEP 10 cmH2O (Group C), and all of these variables had statistically significant differences between groups. Group C patients had also less hypoxemia occurrence (68.2% vs. 61.7% vs. 42.4%, P=0.03) (Figure 1).
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  Respiratory mechanics and oxygenation association between groups are shown in Table 3.
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  In the present study hemodynamics measurements such as arterial blood pressure and heart rate were not assessed. However, no significant hemodynamic changes were observed in any patient.

   

  DISCUSSION

  In this study that assessed the relation between different PEEP levels and respiratory mechanics and oxygenation indexes on postoperative CABG, showed that higher levels of PEEP (10 cmH2O) may promote a respiratory mechanics values increase and provide better oxygenation indexes in immediate postoperative period.

  Previous studies showed that use of PEEP in high level after elective CABG improves oxygenation and lung compliance [9,10].

  Decreased lung compliance after CABG is well established, probably due interstitial edema, hemorrhage and vascular congestion that increases lung stiffness [11]. In cardiac surgery immediate postoperative period, static compliance is lower than normal, probably reflecting atelectasis [9]. These changes may be related to intraoperative procedures as mechanical ventilation with low volumes and low PEEP levels and sternotomy, which alters chest wall compliance [12].

  Staton et al. [13] compares pulmonary outcomes in patients undergoing on- or off-pump CABG, concluding that compliance is lower in patients undergoing on-pump surgery, instead of worse gas exchange and later extubation. In our study, all patients underwent on-pump surgery, being expected worst compliance values. High PEEP was able to improve compliance in this sample.

  Babik et al. [14] assesses respiratory mechanics changes during cardiac surgery, showing that airway resistance increases more than 70% in patients undergoing on-pump surgery, does not changing in off-pump. Auler Jr et al. [11] in a prospective trial that assessed effects of PEEP on respiratory mechanics and hemodynamics of CABG patients concluded that higher levels of PEEP promote reduction in airway resistance. Similar findings were found in our study, but with no statistical significance.

  According to Singh et al. [15], gas exchange changes are the most significant postoperative CABG complications. Thence, we chose study oxygenation indexes because they appropriately reflect changes in pulmonary function after on-pump surgery [16].

  Despite this and other studies show advantages of high PEEP on oxygenation and compliance, controversies about their real advantages still remain.

  In randomized controlled trial performed by Marvel et al. [17] with patients undergoing CABG and ventilated with PEEP levels of 0, 5 or 10 cmH2O, it was demonstrated that higher levels of PEEP not provides sustained beneficial effect on arterial oxygenation. This effect was also found by Celebi et al. [18] in another randomized controlled trial in which patients were ventilated with PEEP titrated to achieve the best PaO2.

  Michalopoulos et al. [19] examined the effects of different levels of PEEP (0.5 and 10 cmH2O) in arterial oxygenation in patients after cardiac surgery and showed no advantage in gas exchange applying low levels of PEEP when compared to no PEEP.

  Moreover, Dongelmans et al. [10] comparing application of high level of PEEP (10 cmH2O) with physiological level (5 cmH2O) after CABG, showed that higher values of PEEP improves oxygenation and lung compliance, despite association with increased mechanical ventilation duration.

  Oxygenation index or PaO2/FiO2 ratio routinely quantifies alveolar collapse in mechanically ventilated patients in postoperative period [20], being the preferred method for pulmonary function assessment [21].

  Weiss et al. [22] reported PaO2/FiO2 decrease during the first 12 hours after on-pump CABG, calculated after anesthesia induction and compared with values obtained one, six and 12 hours after pump in 460 patients. These authors concluded that, despite improvements in cardiopulmonary bypass techniques, hypoxemia is still common in cardiac surgery postoperative period. In our study, we observed similar data, since more than half patients had some hypoxemia degree in ICU admission, being reduced when we used higher PEEP (10 cmH2O).

  Alveolar-arterial gradient [P(A-a)O2] is increased in patients with impaired gas exchange in any FiO2 range, with higher values than normal individuals. As reported by Terzi and Dragosavac [23], P(A-a)O2 values in on-pump postoperative patients ranged from 119 mmHg (FiO2 40%) to 338 mmHg (FiO2 100%). Similar results were found in our study, which showed high values in all groups, being lower when applied higher PEEP.

   

  CONCLUSION

  Higher levels of PEEP provided beneficial effects for patients undergoing CABG by increasing oxygenation indexes, reducing hypoxemia and significantly improving lung compliance in immediate postoperative period.
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    ABSTRACT

    INTRODUCTION:The use of plates and screws for more rigid fixation of the sternum, without maintaining contact between the upper portion of the sternum and mediastinum. The present study seeks new choice of plate with a significant difference, the same does not need to be removed in order to proceed to open when necessary sternal emerging opening of the bone.

    OBJECTIVE: The current study aims to evaluate the efficacy and safety of this procedure.

    METHODS: To this end, we selected ten patients with coronary artery disease have shown no significant risk factors for mediastinitis. The surgery was thus performed in the usual way that all patients with coronary artery disease surgeries are done at the institution. Only at the time of sternal closure is that there was a change, with the combination of steel wires and plates.

    RESULTS: All cases had sternal closure properly with good outcome in the medium term.

    CONCLUSION: The use of plates ENGIMPLAN proved safe and effective for sternal closure.

    Descriptors: Coronary Artery Bypass. Titanium. Sternum. Bone Plates. Bone Screws.

  

   

   

  INTRODUCTION

  Cardiac surgery has been performed mostly through median sternotomy since 1957, when Julian re-introduced the technique previously established by Milton. in 1897 [1]. In 2001, approximately 760,000 surgeries with this type of incision were performed in the United States [2]. Despite its good exposure, it is not free of complications. Mediastinitis is a serious complication that appears with a mortality of about 15% [3]. At Institute Dante Pazzanese of Cardiology, about 1,600 cardiac surgeries are performed per year with an infection rate of 6%. Some methods to prevent mediastinitis after sternotomy included prophylactic methods like antibiotics and special techniques to skin closure, but little has been studied in the prevention of the infectious process by better bone fixation [4]. The current technique for sternal osteosynthesis is to fix the bone with steel wire that involves and approaches both sides of the bone. This procedure, usual in our country, enables the progression of the process of the upper mediastinum into the mediastinal cavity, which is ineffective for the fixation of the sternum [5].

  Several new fixing methods have been studied for more rigid fixation of the sternum, among them the use of plates and screws without maintaining contact between the upper portion of the sternum and mediastinal cavity. These boards used previously in oral maxillofacial surgery, have been already used for sternal osteosynthesis [6]. This study demonstrated a lower incidence of mediastinitis in high-risk patients when using plates for sternal closure.

  Several steps were followed to the present time that allowed the possibility of using implant plates in patients undergoing myocardial revascularization in the Institute Dante Pazzanese Cardiology: 1) In vitro study of screws and plates; 2) To study the placement of plates and screws in corpses. The current study aims to assess the efficacy and safety of this procedure in humans.

   

  METHODS

  To develop this new device, some materials were produced to assist their implantation, such as: screwdrivers, fasteners, drill bits and stabilizers plates. Plates and screws used for sternal closure have various designs. The current study seeks new board option, with a significant difference; it does not need to be removed to proceed with the sternal opening in case of emergent need of opening the bone. The great advantage of this material is its design and the various models of plates, giving the possibility to the surgeon to choose the one that best suits the situation required.

  Moreover, the central pin allows opening the sternum, without removing the plate in case of surgical reoperation (Figure 1). It was initially implanted "in vitro" (corpse) by assessing resistance and strength of the plates (Figure 2). It was performed the opening and closing of the corpses sternum with test pins and proper sternal fixation. After these tests the material was made available to perform procedures in patients with coronary artery disease who required surgical treatment. The study was submitted to the Research Ethics Committee under number 3823, approved by the institutional Ethics Committee and CONEP (Comissão Nacional de Ética em Pesquisa/National Committee for Research Ethics) on 02/03/2010.
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  After obtaining written informed consent we selected ten patients with coronary artery disease, which had no significant risk factors for mediastinitis. It was excluded patients with some comorbidities: 1) Obesity [body mass index (BMI) greater than 30], 2) Elderly (over 75 years), 3) Chronic kidney disease, 4) Diabetes mellitus, 5) Chronic pulmonary obstructive disease, 6) Bilateral internal thoracic artery used as a graft. Underwent surgery ten patients, aged between 46 and 66 years, mean 56 years. The mean body mass index was 27.5 kg/m2, ranging 25-30. The patients' past medical history were restricted to hypertension (present in all). Regarding the context of heart disease, three patients had acute myocardial infarction during the past 30 days, and the remaining patients had stable angina. The study showed low-risk score to all patients; assessed both by EuroSCORE and the Society of Thoracic Surgeons (STS). The first between zero and three that corresponds to a likelihood of death around 1.43%, and 1.68% to the second.

  All surgeries were performed in patients requiring coronary artery bypass grafting with cardiopulmonary bypass with myocardial protection achieved by intermittent aortic clamping. The mean duration of cardiopulmonary bypass was 71.7 minutes (55-80), while the anoxic time ranged between 45 and 65 minutes, averaging 52.4 minutes. The surgeries were performed as the same way as it always be done to all coronary surgeries performed in the institution. Only the time of sternal closure was changed, with the combination of metal wires and plates. Plates were selected according to the preference of the surgeon; steel wires used in "X" or in simply wrap, reinforcing bone fixation. The following table shows how the plates and screws were employed (Table 1).
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  RESULTS

  Revascularization of the affected vessels by coronary artery disease was performed using the left internal thoracic artery to the left anterior descending artery and saphenous vein grafts to the other vessels, the average number of bridges performed per patient was 3.2 bridges, with cases ranging three to four bridges. Sternal closure, as already reported, was performed with plates and screws (Table 1) according to the preference of the surgical team to maintain greater stability of the sternum. Patients were followed-up, without presenting any complications regarding coronary artery disease, all being asymptomatic at the standpoint. The median follow-up was 5.7 months. Regarding the closure, only one patient had wound dehiscence requiring surgical reoperation. This patient had an instable bone fixation with apparent poor coaptation of the bone plate. One of the bolts was not tight. We opted to remove the material synthesis, culture collection and closure with steel wires. Cultures were negative, patient improved after resuture and discharge was possible after a week. This patient is in the fifth month post-resuture with favorable clinical course without further complications. The other patients had no complications regarding the synthesis material, which was effective and safe for the fixation of the sternum (Figures 3 and 4).
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  DISCUSSION

  Cardiac surgery has had a major breakthrough in recent years, but the access road trough median sternotomy and its synthesis are almost the same with standard steel wire that is adopted by most centers. This has a non-negligible rate of failure from fatigue of the wires, bone fractures, allowing sternal instability, dehiscence, infection, leading patients to hospitalization and prolonged antibiotic therapy with procedures dressings, debridement and resutures [3,7-9]. Taking as a basis for a good sternal healing and stability, material synthesis with titanium plates and screws is an alternative technique, already in wide use in orthopedic procedures and other cardiac surgery centers primarily in Europe, with proven results [6,8,10,11].

  The present study, using plates and screws with domestic technology for its manufacture, aimed to prove the safety and practicality of the method, a lower risk of bleeding than with sternotomy wires and runtime similar after the initial learning curve. Being an initial treatment of new implantable devices, the study began with the evaluation "in vitro" of plates and screws. All models were tested with regard to static bending test (plates) and static test of firmness (screws). The plates are made using a titanium alloy ASTM F 136, as well as screws. All "in vitro" of this innovative material showed great resistance to bending of the plate, as well as secure fixation of the screws.

  We proved good results in monitoring all patients in this series from the immediate postoperative period until the sixth month postoperatively, clinically and with chest x-ray. Two steel wires in the upper and lower ends, had to be used only to join the floorboards and facilitate the fixation of the bone plate. An important issue tested was the easy removal of the "pin" that joins the two sides of the plate for a possible need of reoperation postoperatively. This fact allows not to remove the plate already fixed to the bone, and streamlines the reoperation. It also provides that these patients can be re-operated on another center that does not have special materials for implantation and removal of plates and screws. The card can be opened and closed again using a Kelly clamp.

  We had one case requiring reoperation even in the initial stage of the series, probably due to deficiency in the technique of fixing the board. A difference was observed in the absence of fractures and preserving the integrity of the sternum. Another important issue that emerges is the cost of the method, not assessed in this series. Based on the good results, we planned a randomized study, between standard closing with steel wires and synthesis with plates and screws, with larger number of patients at high risk of postoperative sternal dehiscence, where in addition to compare the results of two techniques, we will look at the cost effectiveness of the method.

   

  CONCLUSION

  The use of ENGIMPLAN boards proved to be safe and effective in sternal closure. Further randomized studies should be done comparing the employment of this material and other techniques like steel wires in patients at high risk for mediastinitis to bring confirmations about the safety of this form of sternal closure.
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    RESUMO

    INTRODUÇÃO: A cirurgia de revascularização do miocárdio muitas vezes é o tratamento de escolha de pacientes que sofrem angina instável. Não sabemos se essa condição acresce morbimortalidade nesse cenário.

    OBJETIVO: Comparar os desfechos dos pacientes submetidos a cirurgia de revascularização do miocárdio com quadro de angina instável com os pacientes submetidos a cirurgia de revascularização do miocárdio que não apresentaram angina instável.

    MÉTODOS: Coorte retrospectiva. A angina instável foi definida como síndrome coronariana aguda sem supradesnivelamento de ST e sem alteração enzimática e/ou angina classe IV.

    RESULTADOS: No período entre fevereiro de 1996 a julho de 2010, de 2.818 a cirurgia de revascularização do miocárdio isoladas realizadas, 1.016 (36,1%) pacientes apresentaram angina instável. A análise multivariada demonstrou que os pacientes com angina instável no pré-operatório utilizaram mais medicações como ácido acetilsalicílico, betabloqueador, heparina (anticoagulação plena), nitrato e menor necessidade de diureticoterapia, do que pacientes sem angina instável. Pacientes com angina instável utilizaram maior monitorização com Swan-Ganz e suporte com balão intra-aórtico do que os pacientes estáveis. Sobre os desfechos, necessitaram de maior tempo de internação (P=0,030) e apresentaram menor taxa de óbito (P=0,018) no pós-operatório de cirurgia de revascularização do miocárdio isolada.

    CONCLUSÃO: Submeter pacientes a cirurgia de revascularização do miocárdio isolada na vigência de síndrome coronariana aguda como angina instável não elevou a taxa de mortalidade.

    Descritores: Angina instável. Revascularização miocárdica. Mortalidade.

  

   

   

  INTRODUÇÃO

  A angina instável (AI) é uma das maiores causas de admissão hospitalar, e sua ocorrência está correlacionada com aumento da mortalidade tanto a curto como a longo prazo [1]. Estudos recentes têm demonstrado que o tratamento com angioplastia ou cirurgia de revascularização do miocárdio (CRM) apresentam desfechos menos favoráveis no tratamento de pacientes com quadro de AI em comparação aos portadores de angina estável. Avanços no tratamento e nas técnicas de revascularização tendem a diminuir essa diferença [2,3].

  O tratamento da AI pode variar desde estratégia convencional até a abordagem invasiva precoce, podendo ser indicada tanto revascularização percutânea como cirúrgica [4]. A revascularização do miocárdio pode controlar a isquemia persistente e a progressão para o infarto agudo do miocárdio, além de propiciar alívio sintomático, assim como prevenir complicações isquêmicas [5].

  Existem diferentes formas de definir AI. Segundo Braunwald, AI é uma angina de peito (ou equivalentes isquêmicos) com, pelo menos, umas dessas três características clínicas: 1) ocorre em repouso (ou com um esforço mínimo), geralmente com duração maior que 20 minutos (se não for interrompida pela nitroglicerina); 2) é intensa e descrita como uma dor franca e de início recente (há menos de 1 mês); 3) ocorre em um padrão em crescendo (ou seja, mais intensa, prolongada ou frequente do que previamente); na ausência de sinais de necrose miocárdica (elevação de enzimas cardíacas). Já o European System for Cardiac Operative Risk Evaluation (EuroSCORE) define AI como dor anginosa em repouso que requer tratamento endovenoso com nitroglicerina até o procedimento cirúrgico. Para fins deste estudo, AI foi definida como síndrome coronariana aguda sem supradesnivelamento do segmento ST (SCASST) e sem alteração enzimática e/ou angina classe IV [6,7].

  Segundo as recomendações atuais sobre AI, levando em consideração o risco do paciente, CRM está indicada no caso de lesão importante de tronco da artéria coronária esquerda (TCE); doença triarterial com função ventricular esquerda diminuída (fração de ejeção do ventrículo esquerdo - FEVE <0,5); lesão biarterial com comprometimento proximal da artéria descendente anterior ou função ventricular esquerda diminuída ou presença de isquemia provocada. Também são fatores importantes a expectativa de vida, presença de doenças associadas, gravidade dos sintomas e quantidade de miocárdio viável em risco [5,8,9].

  Não está bem definido qual o real impacto da AI no prognóstico dos pacientes submetidos a CRM nesse contexto, nem se há um intervalo de tempo ideal entre o evento agudo e a CRM. O objetivo deste trabalho é analisar as características dos pacientes com quadro de AI e com indicação de CRM e comparar com os pacientes que não apresentaram AI no pré-operatório de CRM, bem como avaliar e comparar os desfechos intra-hospitalares desses pacientes nesse contexto.

   

  MÉTODOS

  População e amostra

  No período entre fevereiro de 1996 a julho de 2010, foram realizadas 2.818 CRM isoladas no Hospital São Lucas da Pontifícia Universidade Católica do Rio Grande do Sul. Destas, 1.016 (36,1%) pacientes apresentaram AI no período pré-operatório. AI foi definida como SCASST e sem alteração enzimática e/ou angina classe IV.

  Delineamento do estudo

  Estudo observacional de coorte histórica. Os dados foram coletados prospectivamente e inseridos no banco de dados da unidade de pós-operatório em cirurgia cardíaca da instituição.

  Critérios de inclusão

  Pacientes com idade igual ou superior a 18 anos submetidos a CRM isolada.

  Critérios de exclusão

  Foram excluídos da análise cirurgias valvulares isoladas ou combinadas com CRM, CRM realizadas em caráter de urgência ou emergência, infarto agudo do miocárdio com supradesnivelamento do segmento ST no pré-operatório muito recente (<30 dias), infarto agudo do miocárdio sem supradesnivelamento do segmento ST no pré-operatório muito recente (<30 dias).

  Variáveis do estudo

  As variáveis incluídas na análise foram: 

  
    • presença de AI no pré-operatório de CRM – realizada análise comparativa com CRM sem AI no pré-operatório;

    • idade – foi calculada a média de idade e também dividida em grupos para análise (menor que 60 anos e maior ou igual a 60 anos);

    • gênero (masculino ou feminino);

    • FEVE – calculada por ecocardiografia, valores divididos para análise em menor que 40% e maior ou igual a 40%;

    • doença renal crônica (DRC) – diagnosticada por meio do nível sérico de creatinina sérica > 1,5 mg/dl;

    • diabetes mellitus (DM);

    • hipertensão arterial sistêmica (HAS);

    • infarto agudo do miocárdio recente – definido como síndrome coronariana aguda ocorrida em 30 a 90 dias da cirurgia;

    • análise do risco cirúrgico pelo EuroSCORE;

    • necessidade de balão intra-aórtico (BIA) no período pré-operatório;

    • presença de lesão grave de TCE – considerada quando lesão obstrutiva maior que 50%;

    • uso prévio de medicamento – ácido acetilsalicílico (AAS), betabloqueadores (BB), antiarrítmicos (amiodarona e propafenona), digoxina, corticoide, antagonistas dos canais de cálcio, diurético, estatina, heparinização plena, inibidores da enzima conversora da angiotensina (IECA), nitratos, hipoglicemiante oral, insulina;

    • necessidade de vasopressor e de monitorização invasiva com cateter de Swan-Ganz;

    • tempo de circulação extracorpórea (CEC), todas as CRM utilizaram CEC;

    • revascularização completa – considerada quando todos os vasos com calibre maior que 1,5 mm e lesões com obstrução > 50% foram revascularizados;

    • uso de revascularização arterial (todos utilizaram enxerto de artéria torácica interna);

    • infarto agudo do miocárdio no pós-operatório;

    • acidente vascular encefálico (AVE) no pós-operatório;

    • fibrilação atrial (FA) no pós-operatório;

    • insuficiência renal aguda (IRA) no pós-operatório – considerada como aumento de 50% no valor da creatinina sérica;

    • sangramento aumentado no pós-operatório – considera-se sangramento excessivo 200 ml/h ou 3 ml/h/kg nas primeiras duas horas de pós-operatório, ou que persiste em torno de 100 ml/h ou 1,5ml/h/kg a partir da terceira hora;

    • necessidade de politransfusão sanguínea, necessidade de transfusão para tratamento de sangramento aumentado que desencadeia anemia significativa (hemoglobina < 8,0 mg/dl) ou alteração hemodinâmica;

    • necessidade de reintervenção;

    • tempo de internação hospitalar;

    • óbito intra-hospitalar no pós-operatório.

  

  Desfechos

  Foram analisados taxas de óbito, necessidade de vasopressor, suporte com BIA e tempo de internação no pós-operatório de CRM.

  Procedimentos

  A anestesia, as técnicas de CEC e de cardioplegia (solução de St. Thomas número 2) foram realizadas de acordo com a padronização da instituição, conforme previamente descrito [10]. Após a cirurgia, todos os pacientes foram transferidos para a unidade de tratamento intensivo de pós-operatório em cirurgia cardíaca, em ventilação mecânica.

  Análise estatística

  Os dados foram plotados em uma planilha eletrônica Microsoft Access® e analisados no programa estatístico Statistical Package for the Social Sciences (SPSS) Versão 11.0. A estatística descritiva foi realizada, bem como os testes univariados: teste do qui-quadrado, para variáveis ordinais e para dados quantitativos foi usado análise de variância ou teste t de Student (para variáveis não pareadas) seguido de teste post hoc para dados de Bonferroni.

  A análise multivariada foi feita por regressão logística (método backward conditional). Foram consideradas diferenças estatísticas P<0,05.

  Considerações éticas

  O projeto de pesquisa de estudo foi submetido ao Comitê de Ética em Pesquisa da Faculdade de Medicina da Pontifícia Universidade Católica do Rio Grande do Sul, com registro o número 06003478.

   

  RESULTADOS

  No período entre fevereiro de 1996 a julho de 2010, foram realizadas 2.818 CRM isoladas com emprego de CEC. Destas, 1.016 (36,1%) pacientes apresentaram AI no pré-operatório. A idade média da população estudada com AI no pré-operatório foi de 60,42 ± 10 anos, FEVE média de 54,05 ± 15%, tempo de CEC de 85,54 ± 34 minutos, média de uso de enxerto mamário em 74,1% e taxa média de revascularização incompleta de 6,8%. Todas essas características foram semelhantes entre o grupo com AI e sem AI no pré-operatório de CRM.

  Quanto ao risco cirúrgico, avaliado pela análise logística do EuroSCORE, a média entre os pacientes com AI no pré-operatório de CRM foi de 5,19, comparado com 3,30 entre os pacientes sem AI no pré-operatório (P=0,012). O tempo médio de internação hospitalar foi de 10,96 ± 9,74 dias, já o tempo de espera para a realização da CRM foi, em média, de 9,18 dias, apresentando intervalo maior para os pacientes com AI (11,7 dias) em comparação com os sem AI (7,8 dias) (OR: 1,30; IC 95% 1,29–6,41; P=0,003). O tempo de pós-operatório foi semelhante entre os grupos, no total, a média foi de 10,5 dias; nos pacientes com AI, 10,99 dias, e sem AI, 10,27 dias (OR: 0,36; IC 95% 0,006–1,42; P=0,048). O tempo de internação mais prolongado nos pacientes com AI no pré-operatório (10,96 dias versus 10,27 dias) foi à custa de maior tempo de espera para a realização da CRM.

  As características pré-operatórias e pós-operatórias e dados da análise univariada são apresentados nas Tabelas 1 e 2, respectivamente. A Tabela 3 descreve as características e desfechos clínicos no pós-operatório de CRM isolada nos pacientes com AI no pré-operatório, com significância estatística.
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  Por meio da análise univariada observou-se que o sexo feminino foi mais predominante entre os pacientes com AI no pré-operatório de CRM, além disso, esses pacientes utilizaram mais BIA no pré-operatório, e medicações como AAS, IECA, nitrato, heparina e BB. Já o uso de diurético foi menor nesse grupo de pacientes (Tabela 1).

  Com relação à evolução pós-operatória, não houve diferença quanto a desfechos como infarto agudo do miocárdio, AVE, disfunção renal aguda e necessidade de vasopressor entre os pacientes que apresentaram AI no pré-operatório e os que não apresentaram. Mesmo com maior taxa de utilização de AAS e heparina nos pacientes com AI no pré-operatório de CRM, não houve diferença entre os grupos em relação a sangramento: 12% no grupo com AI e 10,7% no grupo sem AI (OR: 1,14; IC 95% 0,89–1,45; P=0,29), necessidade de reintervenção: 4,1% no grupo com AI e 5,3% no grupo sem AI (OR: 0,77; IC 95% 0,53–1,12; P=0,17), já a necessidade de politransfusão apresentou tendência a ser maior no pacientes com AI (OR: 1,22; IC 95% 1,02–1,45; P=0,027), não se confirmando na análise multivariada. O tempo de CEC foi semelhante entre os grupos com valores >90 minutos em 37,9% no grupo com AI comparado a 40,7% no sem AI (OR: 0,89; IC 95% 0,75–1,04; P=0,98), O uso de cateter de Swan-Ganz foi maior no grupo de pacientes com AI no pré-operatório (Tabela 2).

  A análise multivariada demonstrou que os pacientes com AI no pré-operatório de CRM isolada eram em sua maioria do sexo feminino, utilizaram mais medicações como AAS, BB, heparina (anticoagulação plena), nitrato e necessitaram de menos diureticoterapia. Maior número de pacientes recebeu monitorização com cateter de Swan-Ganz e suporte com BIA (Tabela 3).
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  A taxa total de óbito na população estudada foi de 5,4%, sendo que os pacientes com AI apresentaram menor taxa de óbito; 4,1% em comparação aos sem AI no pré-operatório com taxa de 6,1%; dados com significância estatística (OR: 0,64; IC 95% 0,443–0,925; P=0,018), com efeito protetor de 36% de óbitos para pacientes com AI no pré-operatório de CRM. O tempo de internação foi maior nos pacientes com AI, necessitando de 10,96 dias em comparação a 10,27 dias dos pacientes sem AI (OR: 1,009; IC 95% 1,001–1,018; P=0,030), essa diferença foi decorrente do maior tempo de espera para realização da CRM nos pacientes com AI (Tabela 3).

  Diante do longo período analisado, no período de 1996 até 2010, e considerando as mudanças no manejo das síndromes coronarianas agudas ocorridas nesse período, incluindo AI, como o benefício dos BB, estatinas, IECA e manutenção do AAS para os pacientes com AI que irão para CRM, realizamos uma análise comparando dois períodos distintos, como demonstrado nas Figuras 1 e 2. Por meio dessa análise, concluímos que os pacientes com AI tratados de 1996 a 2003 receberam mais BB, IECA, AAS, heparinização plena e nitrato, e menor uso de diurético, e que a taxa de óbito (3% versus 5,3%) foi significativamente menor nesse grupo, comparado aos sem AI (P=0,028). Já os pacientes tratados de 2004 a 2010 com AI receberam mais AAS, estatinas, heparinização plena e nitrato, e menor uso de diurético, porém sem diferença no tratamento de BB, IECA, apresentando taxa de óbitos semelhantes (6,4% versus 7,7%) e maiores em comparação com o período anterior, talvez pela maior complexidade dos pacientes submetidos a CRM com a evolução do tempo (mais idosos, com maior número de comorbidades).
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  DISCUSSÃO

  Os escores de risco que calculam o risco de mortalidade operatória e morbidade da cirurgia cardíaca de adultos com base em variáveis demográficas e clínicas, como o EuroSCORE e a Society of Thoracic Surgeons (STS), consideram a AI como risco adicional aos pacientes submetidos a CRM, merecendo pontuação em seus escores, porém quando isolada não altera o risco. Assim, quando os pacientes apresentam AI como fator de risco isolado, estes se mantêm como de baixo risco. Já o escore desenvolvido no serviço do Hospital São Lucas da Pontifícia Universidade Católica do Rio Grande do Sul não encontrou risco aumentado de mortalidade operatória e intra-hospitalar no pós-operatório de CRM nos pacientes com quadro de AI, não recebendo pontuação nesse escore [11].

  O uso de cateter de Swan-Ganz foi significativamente fequente nos pacientes com AI no pré-operatório de CRM. A maior monitorização invasiva não foi relacionada com maiores taxas de choque cardiogênico, infarto pós-operatório ou sepse, já o uso de diurético foi significativamente menor nesse grupo de pacientes (razão de chance de 0,57), possivelmente devido ao uso dessa ferramenta. O maior uso de Swan-Ganz poderia estar relacionado como um marcador de gravidade para esse grupo de pacientes. Apesar disso, a obtenção de parâmetros hemodinâmicos específicos contribuiu para menores desfechos no pós-operatório.

  A monitorização da reposição de fluídos é aspecto fundamental para que sejam evitadas as complicações causadas pela sobrecarga ou falta de volume no espaço intravascular. O uso de monitorização hemodinâmica invasiva no pós-operatório de cirurgia cardíaca em pacientes que apresentam instabilidade hemodinâmica é útil na orientação do controle da volemia, uso de drogas vasoativas, necessidade de assistência circulatória. Outro fato a ser destacado é que não há correlação fidedigna entre a pressão venosa central e a pressão capilar pulmonar, e que o controle da volemia segundo a pressão venosa central não é seguro [12]. Entretanto, estudos demonstram que esses valores apresentam alguma imprecisão quanto à avaliação da volemia, principalmente nos pacientes em ventilação mecânica, devido às mudanças no volume sistólico induzidas pela pré-carga, que dependem também da contratilidade e da pós-carga, que não são avaliadas por esses parâmetros.

  Outros métodos, como a ecocardiografia transesofágica e o Doppler transesofágico, com medidas de fluxo aórtico e volume diastólico final, são opções interessantes com inconveniente de depender de operador experiente e não poderem ser utilizados de forma continuada por longo período de tempo. Outro indicador sensível de resposta à volemia em pacientes sob ventilação mecânica seria a variação da pressão arterial sistólica e sua down, com boa correlação com a deflexão negativa e a infusão de fluidos e melhora concomitante no débito cardíaco e elevação das pressões de enchimento atriais [13].

  A necessidade de BIA também foi significativamente maior no grupo com AI, podendo representar a maior gravidade desses em comparação com o grupo sem evento agudo no pré-operatório de CRM isolada. A indicação do BIA em nossa instituição está limitada à fração de ejeção baixa (<30%), choque cardiogênico, lesão de TCE grave (>50%) e angina intratável, sendo esse último o principal motivo do uso neste trabalho. Mesmo necessitando desse suporte no pré-operatório, as taxas de óbito foram menores.

  Os benefícios do BIA foram estudados por Santarpino et al. [14], que avaliaram o uso desse dispositivo no pré-operatório de CRM de alto risco (EuroSCORE >12) e encontraram desfechos semelhantes aos da CRM de baixo risco (EuroSCORE <5) sem o dispositivo, com baixas taxas de complicações associadas, defendendo o uso mais liberal do BIA, especialmente em CRM de alto risco. Macruz et al. [15] analisaram, retrospectivamente, o uso precoce (intraoperatório) e tardio (pós-operatório) do BIA. Foram estudados 130 pacientes do Texas Heart Institute. Os dados deste estudo sugerem que o BIA é efetivo como método de suporte circulatório, em pacientes com baixo débito cardíaco após CEC, havendo tendência a resultados melhores quando usado precocemente; foi observada influência da idade e do tempo de CEC, sugerindo que métodos mais eficientes de assistência circulatória devam ser usados nos pacientes mais idosos e nos pacientes com síndrome de baixo débito cardíaco pós-cirurgia cardíaca com tempos de CEC maiores que 120 minutos.

  O sexo feminino apresentou razão de chance de 1,4 para AI no pré-operatório de CRM. Acredita-se que o comportamento da doença arterial coronariana é diferente entre os gêneros. Campbell et al. [16] compararam a análise histológica da estrutura do miocárdio e da microvasculatura coronariana de homens e mulheres e encontraram diferenças na parede das arteríolas e na razão entre o miócito cardíaco e a área de superfície corporal que podem justificar a presença de sintomas isquêmicos mais frequentes no sexo feminino, embora nem sempre se correlacionem a doença arterial coronariana mais grave que no masculino. Hasdai et al. [17] analisaram desfecho de 10.000 pacientes após síndrome coronariana aguda em relação ao gênero e observaram nesse registro que o sexo feminino apresentava idade mais avançada, sem associação com mortalidade aumentada, menor emprego de antiplaquetários (como os inibidores da glicoproteína IIbIIIa) e menor uso de BB, antiplaquetários e estatina, e mais diuréticos e digoxina, na alta hospitalar [17]. Apesar de estudos apontarem o sexo feminino como indicador de risco para CRM e fazer parte dos escores [18], outros não confirmam esse risco no contexto de síndrome coronariana aguda [19-21], assim como o presente trabalho.

  O tempo de internação foi mais prolongado nos pacientes com AI no pré-operatório de CRM, à custa de maior tempo de espera para a realização da CRM, e não em decorrência da ventilação prolongada, necessidade de vasopressores, sepse e delírio. Não há recomendações claras sobre qual o tempo de espera ideal para realização de CRM após AI. As vantagens da CRM precoce para o tratamento da AI incluem limitação da área de isquemia e do remodelamento do ventrículo esquerdo, entretanto, podem levar a injúria de reperfusão e o dano adicional ao miocárdio, aumentando assim a resposta inflamatória sistêmica [22].

  O intervalo de tempo ideal entre a síndrome coronariana aguda e a CRM ainda é controverso. O registro PL-ACS incluiu 2028 pacientes com síndrome coronariana aguda, em que 55% apresentavam AI e indicação de CRM, 60% foram submetidos a cirurgia em diferentes intervalos de tempo. Concluíram que, após 12 meses de espera para CRM, o risco de óbito eleva-se em duas vezes e que CRM realizada durante o primeiro mês após a síndrome coronariana aguda está associada a aumento da prevalência de mortalidade, considerando o ideal o intervalo de espera entre 1 e 3 meses [22]. Resultado diferente do encontrado neste trabalho, em que o tempo de espera médio foi de 11,7 dias; não relacionado com aumento da mortalidade, provavelmente por não incluir pacientes com infarto agudo do miocárdio transmural.

  Weiss et al. [23], em um estudo com análise de registro mais de 40.000 pacientes com síndrome coronariana aguda, incluindo infarto transmural, observaram que pacientes submetido a CRM em 2 dias da hospitalização apresentaram taxas de mortalidade mais elevada do que aqueles que foram levados a cirurgia com tempo de espera de 3 ou mais dias de hospitalização, em casos não urgentes, sugerindo que o intervalo de tempo ideal entre CRM após síndrome coronariana aguda deveria ser maior ou igual a 3 dias. Costa et al. [24] encontraram dados semelhantes após compararem desfechos entre dois grupos de pacientes com tempo de espera menor que 30 dias e maior que 30 dias submetidos a CRM: a mortalidade global foi de 5,9% (1 óbito em 15 pacientes para o Grupo I; 1 óbito em 19 pacientes para o Grupo II; P=1,0). Esses autores defenderam que a CRM pode ser feita com segurança, especialmente após as primeiras 72 horas do evento isquêmico.

  A AI no pré-operatório de CRM isolada, diferente do esperado, demonstrou menor taxa de mortalidade intra-hospitalar, neste trabalho, em comparação ao grupo sem AI, mesmo apresentando maior risco cirúrgico avaliado pela análise logística do EuroSCORE (5,19 comparado com 3,30 dos pacientes sem AI no pré-operatório P=0,012). Possivelmente pelo fato de que essa amostra de pacientes com quadro de AI tenha recebido tratamento medicamentoso otimizado, em comparação ao grupo que não apresentou AI, como o maior uso de AAS, BB, heparina plena e nitrato (razão de chance de 1,62, 1,19, 2,01, 1,63, respectivamente) em comparação aos que não apresentaram o evento agudo. Já o uso de diurético foi significativamente menor nesse grupo de pacientes (razão de chance de 0,57). Esse fato revela a importância no manejo medicamentoso otimizado em todos os grupos.

  A taxa de mortalidade média foi de 5,4%. A mortalidade observada no grupo de pacientes com AI pré-operatória submetidos a CRM isolada foi de 4,1% versus 6,1% do grupo sem o evento agudo, nesta análise. A taxa de óbito é similar à apresentada por outros autores, como Kaul et al. [18] (5,9%), Hochman et al. [25] (4,3%), Howard et al. [26] (4,3%) e Jatene et al. [21] (4,1%), no contexto da síndrome coronariana aguda. Porém, quando comparamos as médias de óbito por períodos, observamos que há diferença significativa ao analisar o período entre 1996 a 2003 (4,3%) e de 2004 a 2010 (7,3%) P=0,001; apesar dos avanços no tratamento e no manejo dos pacientes isquêmicos submetidos à CRM, com maior uso de estatina, BB, IECA e AAS, fato que pode ser explicado pelo aumento da complexidade dos pacientes submetidos a CRM, com maior número de comorbidades, idade avançada e doenças mais complexas.

  Ao avaliar os pacientes com AI submetidos a CRM isolada, no período de 1996 a 2003, observamos que esse grupo de pacientes apresentou menor taxa de mortalidade em comparação aos sem AI e que não houve diferença significativa na taxa de óbitos entre os pacientes com AI e sem AI, no período de 2004 a 2010. Nesse período, o tratamento clínico otimizado não pareceu reduzir a mortalidade, talvez por ambos os grupos desse período apresentarem tratamento clínico e manejo mais uniforme, principalmente quanto ao uso de BB e IECA.

  Limitações

  Embora a coleta de dados tenha sido realizada de forma prospectiva, a análise dos dados foi realizada de forma retrospectiva, e os dados não foram coletados com o objetivo específico desta análise. Sendo assim, algumas questões importantes não foram levantadas, como a avaliação de risco segundo escores de síndrome coronariana aguda como Thrombolysis In Myocardial Infarction (TIMI) escore ou Global Registry of Acute Coronary Events (GRACE), o que possibilitaria uma avaliação mais detalhada quanto à gravidade dos pacientes no pré-operatório. Outra limitação é o acompanhamento do paciente, realizado até a alta hospitalar, não temos dados dos desfechos após este momento.

   

  CONCLUSÃO

  O presente estudo observou que os pacientes com AI submetidos a CRM isolada não demonstraram aumento de mortalidade, ao contrário, possivelmente por terem recebido melhor tratamento medicamentoso, e monitorização invasiva e suporte hemodinâmico com maior frequência, os pacientes com AI apresentaram taxas de óbito menores, do que aqueles considerados estáveis.
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    RESUMO

    Apesar dos avanços no tratamento de portadores de insuficiência cardíaca aguda, os resultados permanecem insatisfatórios nos portadores de choque cardiogênico refratário. Uma opção para o tratamento dessa desafiadora e grave situação clínica é o implante de dispositivos de assistência ventricular temporária. O objetivo desta comunicação é apresentar um caso de choque cardiogênico refratário, com indicação de assistência ventricular, que evoluiu com falência ventricular direita após o implante de assistência esquerda com necessidade de conversão para o suporte biventricular.

    Descritores: Choque cardiogênico. Disfunção ventricular direita. Disfunção ventricular esquerda.

  

   

   

  INTRODUÇÃO

  Apesar dos avanços no tratamento de portadores de insuficiência cardíaca aguda, os resultados permanecem insatisfatórios nos portadores de choque cardiogênico refratário. Muitas vezes, esse grupo de pacientes é encaminhado para centros especializados tardiamente, com impacto direto na ocorrência de resultados adversos. Uma opção para o tratamento dessa desafiadora e grave situação clínica é o implante de dispositivos de assistência ventricular temporária. Embora, ainda existam dúvidas sobre o tipo ideal de assistência, o tempo de permanência dos dispositivos e melhor momento para indicação do tratamento de longa duração, essa tecnologia requer maior emprego e difusão [1]. Inicialmente, esses dispositivos eram indicados na falência após saída de circulação extracorpórea durante operações cardíacas abertas, porém, a indicação dessa terapia vem sofrendo mudanças e se expandindo, para uso como terapia de suporte para pacientes na fila de espera por transplante cardíaco ou como terapia de destino como tratamento de escolha.

  O dispositivo Levitronix CentriMag (Levitronix LLC, Waltham, Mass, USA) - Ventricular Assist System (VAS)® foi especialmente desenvolvido para o tratamento de pacientes com choque cardiogênico agudo de qualquer etiologia, incluindo infarto agudo do miocárdio, miocardite, pós-cardiotomia e complicações após procedimentos realizados no laboratório de hemodinámica, podendo ser empregado como suporte para o ventrículo esquerdo, direito ou biventricular. Por ser considerado um sistema de fácil manuseio e implante, pode ser utilizado inclusive em centros sem o programa de assistência ventricular prolongada ou transplante cardíaco [2].

  Vários autores demonstraram o aumento da mortalidade nos portadores de disfunção ventricular direita tratados com esses dispositivos, concluindo pela necessidade de identificação de fatores preditivos de falência ventricular direita após o início de assistência esquerda, o que tornaria possível a seleção para implante biventricular no pré-operatório [3].

  O objetivo desta comunicação é apresentar um caso de choque cardiogênico refratário, com indicação de assistência ventricular, que evoluiu com falência ventricular direita após o implante de suporte esquerdo e necessidade de suporte biventricular.

   

  CASO CLÍNICO

  Homem de 36 anos foi admitido na Unidade de Terapia Intensiva após duas semanas de internação em outro hospital; com quadro clínico, hemodinámico e ecocardiográfico compatível com choque cardiogênico agudo refratário (estava em uso de mais de uma droga vasoativa em doses otimizadas). Apresentava antecedente de miocardite viral há dois anos e vinha evoluindo com dispneia progressiva, com piora acentuada nos últimos seis meses e há um mês piora intensa com dispneia em repouso, ortopneia, dispneia paroxística noturna e anasarca.

  À admissão foi realizada monitorização hemodinámica com cateter de Swan-Ganz, com os seguintes parámetros: índice cardíaco (IC) 1,3 litros/minuto/m², débito cardíaco (DC) 2,5 litros/minuto, pressão de átrio direito 18 mmHg, pressão de artéria pulmonar 66x30 mmHg e pressão de capilar pulmonar 23 mmHg. A radiografia de tórax pode ser observada na Figura 1 e ecocardiograma transtorácico bidimensional revelou comprometimento ventricular esquerdo importante (fração de ejeção de 16%), com disfunção leve a moderada do ventrículo direito.

  
    

    [image: Fig. 1 - Radiografia do tórax]

  

  Após discussão com vários especialistas, foi indicado suporte ventricular esquerdo temporário de emergência, frente ao diagnóstico de choque cardiogênico refratário, para implante do dispositivo Levitronix CentriMag (VAS)®. O procedimento foi realizado com auxílio de circulação extracorpórea (CEC), em normotermia e sem pinçamento aórtico. As cánulas apropriadas foram introduzidas no ápice do ventrículo esquerdo e aorta ascendente. Após saída de CEC, regulou-se o dispositivo em 3200 rotações por minuto, com fluxo de 4,5 litros/minuto/m² e infusão contínua de drogas vasoativas, o paciente foi encaminhado para o pós-operatório em melhores condições hemodinámicas, com retorno da diurese (aproximadamente 1 ml/kg/hora), saturação venosa de O2 de 75% e lactato sérico de 22 mmol/litro. Após 6 horas do procedimento, o paciente estava consciente, sem déficits neurológicos e sem sangramento por coagulopatia.

  Porém, com 12 horas de pós-operatório, o paciente evoluiu com diminuição importante do volume urinário, com elevação da pressão de átrio direito e diminuição da pressão de artéria pulmonar. O ecocardiograma nesse momento revelou piora acentuada da contratilidade do ventrículo direito, corroborando o diagnóstico de falência ventricular direita. O paciente foi novamente encaminhado à sala de operação para implante de suporte ventricular direito, com canulação da artéria pulmonar e átrio direito, sem CEC (Figura 2). Após estabelecimento dos fluxos adequados (mantendo 10% a menos do lado direito na comparação ao esquerdo) o paciente foi encaminhado à unidade de pós-operatório. Apesar do funcionamento adequado do equipamento de assistência biventricular e da otimização de drogas vasoativas, a evolução foi desfavorável, com anúria e coagulopatia de difícil controle (insuficiência hepática), com óbito 38 horas após o procedimento.

  
    

    [image: Fig. 2 - Cânula do átrio]

  

Na indicação do procedimento foram respeitados todos os preceitos éticos. O próprio paciente e os familiares envolvidos concordaram com a indicação e assinaram o termo de consentimento cirúrgico disponível no hospital.

   

  DISCUSSÃO

  Os dispositivos de assistência temporária são usados como terapia de resgate com o intuito de reestabelecer as condições hemodinámicas e evitar a falência de múltiplos órgãos, até a decisão sobre assistência prolongada ou transplante cardíaco. Vale ressaltar que os critérios para seleção de candidatos ao implante de assistência circulatória mecánica são clínicos e hemodinámicos. Dentre os fatores clínicos considera-se de valor relativo a idade (entre 65 e 70 anos), choque cardiogênico refratário ao uso de drogas vasoativas em doses elevadas com hipotensão arterial persistente, fatores pré-operatórios relacionados com mau prognóstico (disfunção hepática ou renal extremamente grave, doença cerebrovascular, quadro infeccioso ativo e plaquetopenia). Os fatores hemodinámicos são importantes na possível identificação de falência ventricular direita, esquerda ou biventricular, e podem ser obtidos pela determinação do índice cardíaco, pressão de átrio direito, pressão de capilar pulmonar e pressão arterial sistólica.

  No caso apresentando nesta comunicação, levamos em consideração o fato de tratar-se de paciente jovem e, apesar das graves condições hemodinámicas na admissão do paciente, não identificamos naquele momento critérios clínicos impeditivos para implante de um dispositivo de assistência circulatória, ao contrário o potencial benefício seria impedir a evolução para insuficiência de múltiplos órgãos, com restabelecimento da perfusão sistêmica. A avaliação laboratorial pré-operatória não revelou alteração dos parámetros de função hepática, renal ou plaquetopenia, corroborando a necessidade de suporte imediato.

  A escolha pelo dispositivo foi baseada na sua versatilidade, assistência uni ou biventricular e possibilidade de interposição de oxigenador para suporte ventilatório associado quando necessário. Além disso, seu uso pode ser mantido por várias semanas até o tratamento de destino, bem como as cánulas já exteriorizadas no tórax poderiam ser aproveitadas para uso em dispositivo ainda mais prolongado. Após a discussão multidisciplinar não se optou pelo uso de extracorporeal membrane oxigenation (ECMO), pois se considerou o histórico atual de longa espera pela disponibilidade de coração para transplante, assim indicou-se um dispositivo de uso mais prolongado.

  Apesar do grande desenvolvimento tecnológico desses dispositivos, a mortalidade nesse grupo de pacientes permanece elevada por complicações como infecção, sangramento e embolias [3]. Em 2011, estudo multicêntrico com o dispositivo CentriMag (VAS)® demonstrou a efetividade dessa bomba em esvaziar ambos os ventrículos e atuar como suporte circulatório biventricular para casos de choque cardiogênico. A mortalidade global em 38 pacientes foi de 47% e os benefícios associados a sua utilização são a facilidade de manuseio e implante, baixa incidência de complicações relacionadas ao equipamento e suporte até a conduta definitiva [1]. Em 2007, John et al. [4] publicaram resultado com o uso da CentriMag (VAS)® em 12 pacientes em choque cardiogênico e disfunção de múltiplos órgãos, com uma sobrevida global de 75% em trinta dias após o implante.

  No caso aqui apresentado pudemos confirmar a facilidade de implante e manuseio do dispositivo Centrimag (VAS)®, porém, consideramos como fator preponderante para a evolução desfavorável a ocorrência de falência ventricular direita, com consequente indicação para assistência biventricular. Em decorrência das condições hemodinámicas após o suporte esquerdo (após a saída de CEC, notamos melhora da contratilidade do ventrículo direito com parámetros clínicos, hemodinámicos e ecocardiográficos que confirmaram essa impressão cirúrgica), assim optamos por não instalar o dispositivo biventricular de imediato, apesar dessa ser nossa intenção inicial. Nos parece fundamental a predição da falência ventricular direita. Fitzpatrick et al. [5] demonstraram que a conversão de suporte esquerdo para o biventricular apresenta piores resultados quando comparado a uma inserção previamente indicada e realizada ao mesmo tempo. Além disso, esses autores demonstraram que, apesar da maior mortalidade no grupo suporte biventricular, a sobrevida após o transplante é a mesma nos dois grupos (uni ou biventricular).

  Após discussão retrospectiva, avaliamos que a opção de não implantar o suporte biventricular pode ter influenciado na evolução, tendo em vista a conversão para o sistema biventricular. Por esse motivo, em outra publicação relacionada, Fitzpatrick et al. [6] demonstraram que os principais fatores envolvidos na ocorrência de falência ventricular direita são o índice cardíaco (abaixo de 2,2 l/min/m²), o índice de trabalho sistólico do ventrículo direito (menor do que 0,25 mmHg), disfunção grave do ventrículo direito no pré-operatório, creatinina plasmática aumentada (acima de 1,9 mg/dL), operação cardíaca prévia e pressão arterial sistólica abaixo de 96 mmHg.

  Muitos avanços foram feitos no tratamento de pacientes portadores de insuficiência cardíaca crônica, mas os resultados permanecem aquém das expectativas para os casos de choque cardiogênico agudo. Muitas vezes, isso está relacionado à impossibilidade de utilização dos recursos de assistência ventricular mecánica, além das condições críticas em que esses pacientes são encaminhados para centros especializados. No caso apresentado neste artigo, salientamos a necessidade de suporte biventricular após implante univentricular como fator complicador da evolução.

   

  REFERÊNCIAS

  1.	John R, Long JW, Massey HT, Griffith BP, Sun BC, Tector AJ, et al. Outcomes of a multicenter trial of the Levitronix CentriMag ventricular assist system for short-term circulatory support. J Thorac Cardiovasc Surg. 2011;141(4):932-9.

  2. Mueller JP, Kuenzli A, Reuthbuch O, Dasse K, Kent S, Zuend G, et al. The CentriMag: a new optimized centrifugal blood pump with levitating impeller. Heart Surg Forum. 2004;7(5):E477-80.

  3. Worku B, Naka Y, Pak SW, Cheema FH, Siddiqui OT, Jain J, et al. Predictors of mortality after short-term ventricular assist device placement. Ann Thorac Surg. 2011;92(5):1608-12.

  4. John R, Liao K, Lietz K, Kamdar F, Colvin-Adams M, Boyle A, et al. Experience with the Levitronix CentriMag circulatory system as a bridge to decision in patients with refractory acute cardiogenic shock and multisystem organ failure. J Thorac Cardiovasc Surg. 2007;134(2):351-8.

  5. Fitzpatrick JR 3rd, Frederick JR, Hiesinger W, Hsu VM, McCormick RC, Kozin ED, et al. Early planned institution of biventricular mechanical circulatory support results in improved outcomes compared with delayed conversion of a left ventricular assist device to a biventricular assist device. J Thorac Cardiovasc Surg. 2009;137(4):971-7.

  6. Fitzpatrick JR 3rd, Frederick JR, Hsu VM, Kozin ED, O`Hara ML, Howell E, et al. Risk score derived from pre-operative data analysis predicts the need for biventricular mechanical circulatory support. J Heart Lung Transplant. 2008;27(12):1286-92.

   

   

  Endereço para correspondência:

  João Roberto Breda

  UNIFESP

  Rua Borges Lagoa, 1080 – Vila Clementino

  São Paulo, SP, Brasil – CEP: 04038-002

  E-mail: jrbreda@hotmail.com.br

  Artigo recebido em 22 de novembro de 2012.

   Artigo aprovado em 7 de março de 2013.

   

   

  Trabalho realizado na Universidade Federal de São Paulo (UNIFESP), São Paulo, SP, Brasil.

   

   

  
    [image: Abreviaturas]

  

  
    [image: Authors roles]

  





  DOI: 10.5935/1678-9741.20130062

  SHORT COMMUNICATION

  
 Soubihe Junior NV, Schmidt A, Albuquerque AAS, Evora PRB. Presentation of a needle for direct or percutaneous myocardium stem cells injection. Rev Bras Cir Cardiovasc 2013;28(3):405-7

  

  
 Presentation of a needle for direct or percutaneous myocardium stem cells injection

  

   

  Apresentação de uma agulha para injeção direta ou percutánea de células tronco no miocárdio

   

   

  Nathan Valle Soubihe JuniorI; Andre SchmidtII; Agnes Afrodite Sumarelli AlbuquerqueIII; Paulo Roberto Barbosa EvoraII

  IMD. Faculty of Medicine of Ribeirão Preto, University of São Paulo (FMRP-USP), Ribeirão Preto, SP, Brazil

  IIMD, PhD. Faculty of Medicine of Ribeirão Preto, University of São Paulo (FMRP-USP), Ribeirão Preto, SP, Brazil

  IIIBsC. Faculty of Medicine of Ribeirão Preto, University of São Paulo (FMRP-USP), Ribeirão Preto, SP, Brazil

   

  
 ABSTRACT

 The instrument has a locking mechanism and is composed of an external needle with blunt tip, with multiple 0.5 mm diameter holes. Internally it is fitted with a mandrill needle, which can be mobilized inside occluding or releasing the lateral holes. The procedure for producing micro lesions is done by exchanging the blunt mandrill for a brush-mandrill, provided with micro bristles that are structurally designed to fill the holes with small exteriorization of bristles. As an option to brush mandrill there is a second self-expandable feather shaped mandrill.

 Descriptors: Stem cells. Myocardial infarction. Biopsy. Myocardium.

  

   

   

  INTRODUCTION

  Sutton et al. [1] wrote, in 1964, a brief historical review reporting that percutaneous introduction of a needle into the cardiac ventricular cavities of human beings was performed many years ago for therapeutic reasons. Summaries of indications and technics were published by Henschen [2] and Lauter [3]. The feasibility of obtaining ventricular myocardial specimens from human beings either by open or closed percutaneous routes was demonstrated in 1956 [4]. These old experiences proved that the heart tolerated these procedures very well, the myocardium quickly contracting around the small effect so that bleeding spontaneously ceased.

  Studies on stem cells, based on laboratory data demonstrate functional improvement and reduction of myocardial ischemia when used in animals with acute myocardial infarction. Animal studies have shown different results, depending on the route used for the injection of the cells. There is a clear superiority of results when direct myocardial injections are compared with intracoronary injections. Alternative methods of application of cell therapy products in myocardial infarction, acute or subacute, were tested. Direct injection as adjunctive therapy to revascularization surgery is a viable proposition, but it caters to a select group of patients referred for surgical revascularization immediately after an acute ischemic event [5-8].

  The aim of this presentation is to describe a method of percutaneous puncture and injection of stem cells in the myocardium. This device is an adaptation Soubihe needle that was used in the fifties and sixties for myocardial biopsies [9].

   

  METHODS

  The instrument is equipped with a locking mechanism, which allows its perfect mobilization as one single unit for micro lesions, and it can be used only as a needle, so it becomes a biological injection instrument. The instrument for myocardium puncturing and injection of biological material is composed of an external needle, which contains at its end a blunt tip and multiple 0.5 mm diameter holes. Internally it is fitted with a blunt mandrill, which when introduced into the external needle, can be mobilized inside to fill the lateral holes occluding or releasing them. This instrument is harmless to myocardial fibers and coronaries as it had been proved when its first designed shape was used to perform heart biopsies, in the past (Figures 1 and 2).

  
 

 [image: Fig.1 - Schematic presentation]

  

  
 

 [image: Fig. 2 - Photo presentation]

  

  The main objective of the puncturing procedure is to release steam cells into the myocardium. For that, micro lesions should be performed to "receive" the stem cells. The procedure for producing micro lesions is done by exchanging the blunt mandrill by a brush-mandrill, provided with micro bristles that are structurally designed to fill the holes with small exteriorization of bristles. As an option to brush mandrill there is a second self-expandable feather shaped mandrill.

   

  DISCUSSION

  A very important characteristic of this instrument is safety. The blunt end of the needle guaranties that during the punching process, in case of unexpected touch of a coronary artery, the vessel will not be hurt or cut, but the needle will slide sideways from it. Therefore, steam cells are injected into the heart while it is perfectly pumping, with the chest unopened. A real possibility is the direct intramyocardial injection during thoracotomy through specific or during the surgical treatment of coronary artery disease [10,11].
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    RESUMO

    Paciente do sexo feminino, 47 anos, admitida com queixa de dispneia aos pequenos esforços como único sintoma. Exames clínico, eletrocardiográfico e de laboratório normais. Radiografia de tórax demonstrou massa em base de hemitórax direito, que a tomografia computadorizada de tórax revelou tratar-se de massa cística bem delimitada, medindo cerca de 11,3 x 10,6 x 10,9 cm, sugerindo o diagnóstico de cisto pericárdico. A paciente foi submetida a toracotomia direita para ressecção do cisto. A paciente evoluiu sem intercorrências. O resultado do exame anatomopatológico, ao contrário do esperado, diagnosticou cisto tímico.

    Descritores: Cisto mediastínico. Timo. Toracotomia.

   

   

  INTRODUÇÃO

  Cistos tímicos são lesões benignas infrequentes, cuja prevalência é de 1% a 3% das lesões quando localizadas no mediastino anterior [1]. São geralmente assintomáticos, porém dor torácica e dispneia podem estar presentes [2]. O diagnóstico, muitas vezes, ocorre de maneira incidental em exames de rotina (radiografia e tomografia), sendo necessário o exame anatomopatológico para diferenciar de outras massas anômalas [3]. Mais prevalente em jovens e adultos de meia idade, sua etiologia pode ser dividida em congênita ou adquirida [1]. No caso de cisto tímico adquirido (CTA), a indicação cirúrgica está bem estabelecida, pelo risco de malignidade associada, mas não há o mesmo consenso na literatura sobre operar cisto tímico congênito (CTC) [2].

  O caso a seguir relata um cisto tímico que teve diagnóstico inicial de cisto pericárdico com base nos exames de imagens.

   

  RELATO DO CASO

  Paciente do sexo feminino, 47 anos, admitida com queixa de dispneia aos pequenos esforços, com três anos de evolução. A paciente não apresentava história prévia de doença cardíaca, pulmonar ou qualquer outra patologia.

  A radiografia de tórax demonstrou imagem hipotransparente, irregular em hemitórax direito, sugerindo cisto pericárdico. À ecocardiografia, não foram observadas alterações cardíacas, porém notava-se a presença de massa bem delimitada, medindo cerca de 10 x 12 cm, com paredes finas, hipoecoica e com estrutura de partes moles em seu interior, relacionando-se intimamente com o átrio direito em sua face inferior, sugerindo cisto pericárdico. A tomografia computadorizada demonstrou massa bem delimitada de contornos regulares, medindo 11,3 x 10,6 x 10,9 cm nos seus maiores diámetros, localizada na topografia do lobo médio, no mediastino anterior, com atenuação interna de partes moles, e com fina parede ao seu redor, que sofreu discreto realce à administração de contraste endovenoso, sugerindo efeito compressivo sobre o coração, pois estava em íntimo contato com ele e com a parede torácica ántero-lateral à direita (Figura 1 A). A paciente foi submetida a toracotomia direita, que demonstrou massa gigante aderida à face direita do pericárdio e ao pulmão direito, envolvendo o nervo frênico direito (Figura 1 B). O cisto foi dissecado do pulmão e continha um líquido de aspecto grumoso. Na sequência, a massa foi dissecada do pericárdio, sendo deixada uma faixa de sua parede (aproximadamente 1 cm) ao longo do trajeto do nervo frênico, a fim de evitar a lesão deste. O transoperatório evoluiu sem intercorrências.

  
    

     [image: Fig. 1 - Tomografia computadorizada]

  

  A paciente recebeu alta no quinto dia de pós-operatório. Após o procedimento, houve remissão completa do sintoma. O exame anatomopatológico identificou parede de lesão cística com fibrose e focos de calcificação distrófica associados à presença de áreas residuais de tecido tímico com aspecto hiperplásico e corpúsculos de Hassall (Figura 1 C e D), indicando o diagnóstico de cisto tímico congênito.

  O presente relato de caso teve autorização expressa da paciente, bem como do hospital.

   

  DISCUSSÃO

  Os cistos tímicos podem ser divididos em CTC ou CTA [1,3] (Quadro 1). Os cistos tímicos são geralmente assintomáticos e o diagnóstico ocorre de maneira incidental quando é feito um exame de imagem da região torácica, sendo que a idade do paciente pode variar entre 30 a 60 anos [2]. Quando sintomático, os aspectos mais relatados são dor no peito, tosse, rouquidão, dispneia e disfagia [1,3,4]. No caso da paciente relatada neste trabalho, o diagnóstico foi feito aos 47 anos, e a queixa era de dispneia.

  
    

    [image: Quadro 1. Diferenças morfológicas]

  

  Radiologicamente, cistos tímicos se manifestam como massas mediastinais ántero-superiores bem circunscritas, com visualização ocasional de septos e calcificação linear de parede [5]. Tomografia computadorizada é o exame de eleição para o diagnóstico das massas mediastinais, sendo capaz de demonstrar diferenças entre os tipos de cistos, bem como permitir o diagnóstico diferencial com outras doenças. Diferenciar as lesões entre congênitas e adquiridas é importante, já que no CTA há necessidade de estudo histopatológico para afastar associação neoplásica [1]. Na análise microscópica, a presença de corpúsculos de Hassall e de remanescentes de tecido do timo é critério que confirma o diagnóstico de cisto tímico [6].

  Em relação ao tamanho, apenas um caso de cisto tímico medindo 11,5 x 6,8 x 9,0 cm foi encontrado na literatura [2]. O cisto da paciente apresentado neste trabalho apresentou medidas de 11,3 x 10,6 x 10,9 cm, o maior já relatado na literatura, com localização atípica, no mediastino anterior.

  Dentre os diagnósticos diferenciais, têm-se lesões malignas, como timomas, teratoma, linfomas, hemangiomas, fibrossarcomas, neuroblastoma [4], entre outros, e lesões benignas, como cistos pericárdico, broncogênico, branquiais [4,6-8], e outras lesões dessa região.

  A conduta ideal frente aos cistos tímicos ainda não está bem estabelecida. A maioria dos autores indica ressecção para CTA pelo risco de malignidade. Os métodos utilizados são videotoracoscopia, esternotomia longitudinal ou toracotomia [2]. Em caso de CTC, o tratamento pode ser conservador, embora alguns autores advoguem a ressecção, tendo em vista que o diagnóstico diferencial definitivo entre CTA e CTC é histológico. A paciente em questão foi operada por toracotomia direita, a indicação baseou-se no tamanho da massa e efeitos compressivos, bem como na necessidade de diagnóstico histológico. Foi relevante no caso o diagnóstico inicial de cisto pericárdico que o estudo anatomopatológico revelou tratar-se de cisto tímico congênito.
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  What is phase 0 and phase I in clinical research?

  Dear Editor,

  The registration of research as an international trial has become a reality and a necessity. However, the categorization of different types of studies in International Trial Registries is badly defined for both researchers and editors. Thus, a clearer description is required.

  According to the definition of the World Health Organization, Phase I clinical trials "test a new biomedical intervention in a small group of people (e.g., 20-80) for the first time to evaluate safety (e.g., to determine a safe dosage range and to identify side effects)" [1].

  So when I sent a case report of about 15 patients submitted to established clinical treatment using an elastic stocking for vascular insufficiency to a well-known journal, I was surprised to hear the editor say that he required the registration number before it could be published, as this was a Phase I trial. And even more so when I tried to register the study as a Phase I trial in an International Trial Registry and was told it was not a Phase I trial. Why does the WHO state specifically that 20-80 people are a small group? How are trials of 15 individuals taking new drugs considered as Phase 0 while this study was considered as Phase I?

  With the creation of the phase 0 classification, there seems to be no doubt when investigating drugs in small scale studies with about 15 patients. And, in general, it seems logical that we should be more careful with the prescription of new drugs than existing clinical therapies, such as elastic stockings or the evaluation of non-invasive complementary examinations.

  There are many other ill-defined situations such as, for example, what is the classification of a series of five case reports – a "micro-study", a phase 0, or a phase I? Some journal editors think that a series of five case studies should be classified as phase I.

  I think it would be very beneficial if you, as Editor, would take the initiative to assist researchers, editors, and even the Research Ethics Committees by publishing a clear definition in your journal and to start a debate about the direction of clinical trials and their registration.

  José Maria Pereira de GodoyI, MD, PhD

  IFaculdade de Medicina de São José do Rio Preto/Medicine School São José do Rio Preto (FAMERP), Department Cardiology and Cardiovascular Surgery and National Council for Research and Development (CNPq), São José do Rio Preto, SP, Brazil
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  Comments on Letter to the Editor

  Dr. José Maria Pereira de Godoy raises several questions:

  
    1. Whether his study of application of elastic stockings to treat vascular insufficiency in 15 people should be qualified as a phase 1 or phase 0 trial? 

    2. Ethics of Phase 0 trial.

  

  To answer these questions one has to define the intent of the trial. It is the formulated goal rather than the number of study subjects per se that determines the qualification. The stated goals of Phase 1 trials – establishing the maximal tolerated dose of the tested medication and the determination of its toxicity – require larger numbers of enrolled subjects and the emphasis of pharmacokinetics rather than the therapeutic effects and benefits (endpoints of Phase 2 and 3 trials). In contrast, the goals of Phase 0 trials avoid the determination of maximal tolerated dose and its toxicity, specifically lack the therapeutic intent, and focus mostly on establishing whether the proposed medication has the intended pharmacokinetic profile (e.g., interacts with the intended enzymes, or it is absorbed as anticipated). Therefore, Phase 0 trials involve "micro-dosing" (avoiding toxicity, and neither expected nor intended to produce therapeutic or diagnostic benefits) and require significantly lower numbers of enrolled patients.

  It is important to understand that Phase 0 trial does not obviate the requirements of undergoing the full 3 phases of the required regulatory process. FDA created this process to alleviate the notorious problem of a "clogged pipeline" in development of promising medications, and allows early "weeding out" of (initially promising) medications.

  Therefore, we would agree with the assessment that the scenario presented by Dr. Godoy probably does not satisfy the definitions for Phase 1 nor Phase 0 trials.

  From ethical, statistical, and scientific standpoints, the introduction of Phase 0 trials elicited vigorous debates. Ethically, the controversy focuses on the dynamics of a trial, which enrolls patients not expected to derive any benefit from the intervention. Statistically, the challenge lies in maintaining the scientific rigor despite low number of patients who are subjected to an intervention which is neither toxic nor therapeutic. Consequently, Phase 0 trials may be applicable to a rather limited number of biological interventions. Additionally, linking Phase 0 with Phase 1 trials may be challenging as well. Therefore, we are grateful to Dr. Godoy for raising these issues. We believe that a thorough understanding of the regulatory process is vital for a proper description of a study and its qualification as a trial or a case review [1-5].

  Edward GologorskyI, MD; Tomas A. SalernoI, MD, PhD

  IUniversity of Miami Miller School of Medicine and Jackson Memorial Hospital Miami, FL, USA
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  Prezado editor,

  A dúvida apresentada pelo pesquisador José Maria Pereira de Godoy, em sua carta ao editor "What is phase 0 and phase I in clinical research?", nos parece bastante pertinente, embora algumas considerações devam ser observadas.

  Os estudos de fase 0, também conhecidos por first-in-human ou exploratórios, seguem as orientações do Food and Drug Administration (FDA), estabelecidas em 2006, em seu guia para Estudos Investigativos Exploratórios para Novas Drogas (Exploratory Investigational New Drug Studies) [1]. Tal modalidade recebe também a denominação de estudo de microdoses, uma vez que as quantidades dos agentes administradas são demasiadamente pequenas para apresentar qualquer efeito terapêutico. Desse modo, não há avaliação de segurança ou eficácia, mas apenas da farmacocinética e farmacodinámica do agente testado [2]. O principal objetivo dos estudos de fase 0, que incluem de 10 a 15 indivíduos saudáveis, é a agilização do processo de investigação de moléculas ou intervenções promissoras, uma vez que permitem a obtenção precoce de dados obtidos a partir de seres humanos, além daqueles oriundos das pesquisas com animais, muitas vezes inconsistentes e não-reprodutíveis.

  Os estudos de fase I incluem de 20 a 100 indivíduos saudáveis, e neles são abordados, além da farmacodinámica e farmacocinética do agente terapêutico, também a sua segurança e tolerabilidade. Habitualmente são estudos financiados pela indústria farmacêutica ou de equipamentos e conduzidos em locais altamente controlados, conhecidos por Unidades Farmacológicas Centrais. As intervenções que obtêm sucesso nessa fase terão então a sua eficácia testada nos estudos de fase II, III e IV (pós-marketing) [3].

  Quanto ao estudo proposto pelo Dr. Godoy, não acreditamos que o mesmo se enquadre na definição de estudo clínico, uma vez que uma medida terapêutica de eficácia conhecida (compressão elástica por meio de meias) foi utilizada no tratamento da insuficiência venosa. Acreditamos que tal estudo seria mais bem caracterizado como relato de uma série de casos (estudo descritivo).

  Ainda, pensamos que mais importante do que a correta classificação do estudo dentro de suas fases evolutivas é a facilitação do acesso dos profissionais de saúde ao documento conhecido por Clinical Study Report (CSR), relatório amplo e irrestrito referente ao estudo, onde dados individuais refe-rentes à segurança e à eficácia são apresentados em detalhes, informações estas que comumente se perdem ou são apenas resumidas nas inúmeras tabelas presentes nas publicações científicas posteriores, enviesando a correta avaliação e aplicação das medidas baseadas em evidência.

  Marcelo Derbli SchafranskiI, MD, PhD

  IUniversidade Estadual de Ponta Grossa, Ponta Grossa, PR, Brasil.
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  Ao editor,

  A carta do pesquisador José Maria Pereira de Godoy, intitulada "What is phase 0 and phase I in clinical research?", publicada nesta edição da Revista Brasileira de Cirurgia Cardiovascular, levanta interessantes questões sobre as definições de estudos de fase 0 e I e os principais pontos podem ser assim sintetizados:

  
    1. Tendo em vista que o estudo em questão foi realizado para avaliar a segurança e a eficácia de um produto totalmente inédito (uma meia elástica desenvolvida para tratamento da insuficiência venosa), o autor defende que o mesmo pode ser considerado um estudo de fase I.

    2. O "International Trial Registry" não permitiu o registro desse estudo como fase I, porque o número de pacientes avaliados foi considerado insuficiente.

  

  A meu ver, existem aspectos a favor e contra o estudo do Dr. Godoy ser considerado como fase I:

  A favor:

  
    1. O que define um estudo como fase I é, primordialmente, o seu objetivo e não o número de pacientes estudados [1].

    2. De acordo com a definição da Organização Mundial de Saúde [2], o estudo de fase I deve avaliar um "pequeno número de pacientes", mas não especifica um número mínimo ou máximo de participantes.

  

  Contra:

  
    1. Usualmente, um estudo de fase I avalia voluntários saudáveis. Em algumas circunstáncias, podem ser incluídos pacientes: quando o tratamento que será avaliado pode adoecer indivíduos saudáveis, tal como ocorre com medicamentos contra o cáncer ou em casos onde todos os tipos de tratamento convencional existentes foram utilizados e nenhum deles proporcionou benefícios ao paciente [3]. Os participantes do estudo do Dr. Godoy não preenchem nenhum desses critérios.

    2. O risco elevado inerente às fases iniciais da pesquisa clínica faz com que esse tipo de estudo deva ser rigorosamente regulamentado e cuidadosamente monitorado durante todas as etapas de sua realização [4]. Até onde seja de meu conhecimento, esse monitoramento não foi realizado.

  

  O Dr. Godoy defende uma definição mais clara do "International Trial Registry" quanto aos diferentes tipos de estudos. A meu ver, essas definições são voltadas principalmente aos estudos de medicamentos, particularmente ao que diz respeito ao recém-criado estudo de fase 0 [5]. Os critérios utilizados para determinação do número ideal de participantes têm como principal objetivo a avaliação da farmacocinética, farmacodinámica e dose dos medicamentos, deixando em segundo plano os aspectos envolvidos nos estudos que avaliam métodos diagnósticos, equipamentos médicos e procedimentos. Essa distorção pode explicar, pelo menos em parte, as dificuldades encontradas pelo Dr. Godoy para a definição da sua pesquisa.

  Lilia Nigro MaiaI, MD, PhD

  IFaculdade de de Medicina de São José do Rio Preto, São José do Rio Preto, SP, Brasil.
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  Fase 0, Fase I em pesquisa clínica e o registro de publicações

  A estrutura de investigação clínica para disponibilização no mercado de novas drogas, biológicos e equipamentos para saúde humana segue, em geral e praticamente em todos os países, algo similar ao disposto na lei norte-americana. Os dispositivos regulatórios existentes no FDA (Food and Drug Administration) iniciaram sua evolução desde meados de 1880 até 1997, com as instruções do Food and Drug Administration Modernization Act (FDAMA) e continuam a evoluir, particularmente no sentido de garantir o acesso com segurança aos novos produtos desenvolvidos.

  As regulamentações primárias sobre drogas, biológicos e equipamentos médicos estão presentes no Title 21, Code of Federal Regulations (CFR), elaboradas para evitar uma série de problemas ocorridos no passado e proteger a saúde e o interesse público relativo aos novos produtos para a saúde. Particularmente, as Investigational New Drugs (IND) são regidas pela Part 312 e os Devices and In Vitro Diagnostics, pelas Parts 800 – 861.

  A abordagem regulatória para drogas e/ou biológicos é diferente da realizada para equipamentos (devices). Neste último, entende-se que sua ação/resultado não é obtida por meio de ações químicas no corpo humano ou outros animais e não depende de metabolismo para que seja alcançado seu objetivo de tratamento. Novas drogas e/ou biológicos seguem etapas específicas de desenvolvimento e de avaliação [1].

  Nos EUA, conforme o disposto, atende o IND Application que leva, ao final, ao New Drug Application (NDA). A realização da exploração inicial do produto em fases pré-clínicas, geralmente em animais, dá suporte ao desenho das fases exploratórias em humanos. A etapa clínica ocorre, geralmente, em três fases de pesquisa pré-comercialização, destinadas a examinar a segurança e a eficácia da droga e/ou produto biológico.

  A primeira fase (Phase I studies) constitui-se de estudos pequenos (20 a 100 indivíduos), de escalonamento de doses, que podem incluir tanto pacientes com uma determinada condição ou voluntários sadios, cujo objetivo principal é avaliar a segurança em uma via particular de administração. Adicionalmente, podem-se avaliar aspectos de metabolismo da droga e farmacocinética.

  Os Phase II studies constituem-se de um ou mais estudos clínicos maiores, para uma população particular de pacientes, cujo objetivo é oferecer evidências preliminares sobre eficácia e dose, além de dados complementares de segurança terapêutica. Após essa fase, a agência regulatória e o patrocinador devem refinar sua estratégia para os estudos seguintes, em populações maiores.

  Os Phase III studies são estudos em maior escala, geralmente multicêntricos e internacionais, que se destinam a avaliar o risco e o benefício de um produto numa população particular de pacientes, com uma determinada indicação clínica. Os dados de segurança e eficácia desses últimos estudos é que conferem ao produto a possibilidade de aprovação para a comercialização, além das instruções detalhadas para o uso naquela determinada condição [2].

  Os aspectos metodológicos para cada uma das fases devem ser bem estabelecidos e atender aos requisitos mínimos necessários para a demonstração fiel dos resultados, como qualquer investigação científica. Entre eles, incluem-se os desfechos desejados, população do estudo, randomização, estratificação, cegamento, tamanho amostral, aderência e técnica de análise estatística. Todos esses quesitos são planejados antes de qualquer estudo.

  Esse desenvolvimento de pesquisa clínica dura em torno de dois a 10 anos, sendo que após isso, o produto entra na fase de estudos pós-comercialização (Phase IV studies) onde, além do monitoramento de segurança, são adicionadas novas aplicações e recomendações ao mesmo. Essa fase continua durante todo o ciclo de vida do medicamento [1,2].

  Vários mecanismos foram criados para acelerar o processo de desenvolvimento e aprovação de drogas e biológicos, principalmente suscitados para pacientes portadores de doenças graves, debilitantes, com alto risco de vida e sem alternativa complementar (21 CFR 312 Subpart E, 314.510 and 601.41). Uma dessas alternativas foi criada em 1998, no Fast Track Guidance e revisada em 2004, objetivando principalmente facilitar o desenvolvimento e revisão de novas drogas e produtos biológicos destinados a condições que representassem risco à saúde e demonstrassem potencial de atingir rapidamente necessidades médicas não atendidas.

  O FDA, no 2004 Critical Path Report, sugeriu que eram necessárias novas estratégias para ajudar a identificar moléculas promissoras, num esforço para reduzir o tempo e recursos no desenvolvimento de medicamentos. Como resultado dessa abordagem, o FDA lançou em 2006 o novo FDA Guidance on Exploratory Investigational New Drug (IND) Studies, no qual uma fase exploratória precoce dos estudos fase I era descrita. Isso era consistente com os requerimentos regulatórios de proteção aos seres humanos, envolvia poucos recursos e acelerava o desenvolvimento de componentes promissores, definindo, anteriormente, se o comportamento em seres humanos seria o mesmo do observado na fase pré-clínica [3-5].

  Esses estudos foram denominados "Phase 0" ou "microdosing trials", referindo-se especificamente aos estudos exploratórios, anteriores à Fase I, com exposição humana controlada e sem valor diagnóstico ou terapêutico. Caracteristicamente, os estudos "Fase 0" limitam-se a poucos indivíduos, tipicamente 15, ocorrendo durante uma semana. O objetivo principal é coletar dados farmacocinéticos e farmacodinámicos (PK/PD) preliminares do componente sob investigação, incluindo dados de imagem da ligação ao receptor e, não permitem inferências sobre segurança ou eficácia, uma vez que são utilizadas doses não-terapêuticas. Os dados preliminares de um estudo "Fase 0" auxiliam no processo de tomada de decisão e no julgamento de potenciais candidatos dentro do desenvolvimento de fármacos. Geralmente, é limitado a drogas específicas, cujo alvo deve ser conhecido, bem como os efeitos nos seus biomarcadores (2010 Qualification Process for Drug Development Tools). Essa abordagem, além de métodos de avaliação de imagens de órgãos, tecidos, células e moléculas (Imagens ópticas, Tomografia por emissão de pósitrons – PET, Tomografia computadorizada por emissão de fótons simples – SPECT, entre outros) tornam-se fundamentais para validação dessa fase e para que se obtenha a prova conceitual para o desenvolvimento dos futuros estudos, ou mesmo interrompa-se o processo de estudos clínicos [2-5].

  Os estudos clínicos em equipamentos e dispositivos não recebem a separação em fases da mesma forma que os estudos em drogas. Atendem nos EUA ao Title 21, Code of Federal Regulations (CFR), Parts 800 – 861, particularmente a Part 860.7 (Determination of Safety and Effectiveness) que trata de aspectos importantes nos estudos clínicos desses equipamentos, antes do PMA (Premarket Approval). Estes incluem evidência científica válida, segurança, efetividade, investigação clínica controlada e análise de dados, conforme a metodologia habitual para qualquer investigação científica [6].

  No Brasil, a Agência Nacional de Vigiláncia Sanitária (ANVISA) dispõe de regulamentação bem clara no tocante ao desenvolvimento de medicamentos, biológicos e materiais para uso em saúde e, em função do seu desenvolvimento mais recente, bastante semelhante ao disposto pelo FDA [7].

  Nos EUA, os estudos clínicos de novos medicamentos, biológicos, equipamentos, dispositivos ou procedimentos deviam ser registrados conforme disposto, desde 1997, pelo "Food and Drug Administration Modernization Act (Modernization Act), section 113" que havia criado o "Clinical Trials Data Bank", regulamentando o registro de ensaios clínicos das drogas a serem estudadas e comercializadas naquele país. Posteriormente, essa plataforma constituiu-se no ClinicalTrials.gov. A partir de 2004, o International Committee of Medical Journal Editors (ICMJE) e, em 2005, também a World Association of Medical Editors estabeleceram o registro dos estudos clínicos como pré-requisito para publicação em seus periódicos e, em 2006, a World Health Organization (WHO) passou a relevar a importáncia do registro na International Clinical Trials Registry Platform (ICTRP WHO). As informações que alimentam a plataforma da WHO partem de registros primários e colaboradores espalhados por todo mundo, incluindo o ClinicalTrials.gov. A partir de 2007, a BIREME recomendou que as revistas indexadas nas bases de dados LILACS (Literatura Latino-americana e do Caribe de Informação em Ciências da Saúde) e SciELO (Scientific Library Eletronic Online) também acatassem as disposições da WHO e do ICMJE [8].

  A plataforma brasileira, o Registro Brasileiro de Ensaios Clínicos – REBEC [9], foi lançada em dezembro de 2010 e, em abril de 2011, já estava integrada à plataforma ICTRP da WHO, atendendo a todas disposições do ICMJE.

  As orientações da ICTRP WHO, do ClinicalTrials.gov, do ICMJE e do REBEC salientam a importáncia do registro de todos estudos clínicos em seres humanos, sujeitos a procedimentos diagnósticos, terapêuticos ou outros, sejam estes intervencionais, observacionais, experimentais ou não. Há ainda alguma dúvida a respeito da necessidade de registro de estudos que não se caracterizam como ensaios clínicos conforme o preconizado pela WHO, salientado na orientação do ICMJE abaixo:

  "..the ICMJE adopted the WHO's definition of clinical trial: "any research study that prospectively assigns human participants or groups of humans to one or more health-related interventions to evaluate the effects on health outcomes." Health-related interventions include any intervention used to modify a biomedical or health-related outcome (for example, drugs, surgical procedures, devices, behavioral treatments, dietary interventions, and process-of-care changes). Health outcomes include any biomedical or health-related measures obtained in patients or participants, including pharmacokinetic measures and adverse events. Purely observational studies (those in which the assignment of the medical intervention is not at the discretion of the investigator) will not require registration."

  "Those who are uncertain whether their trial meets the expanded ICMJE definition should err on the side of registration if they wish to seek publication in an ICMJE journal. The ICMJE secretariat office is unable to review specific studies to determine whether registration is necessary. If researchers or others have questions about the need to register a specific study, they should err on the side of registration or consult the editorial office of the journal they wish to publish the study in." [10]

  De maneira geral, a plataforma brasileira REBEC tem aceitado o registro de estudos clínicos que não atendem formalmente ao critério de ensaios clínicos, conforme disposto, e é formalmente aceita como registro primário do ICTRP WHO e ICMJE, o que minimiza essa questão para os pesquisadores nacionais.

  Carlos Antonio CaramoriI, MD, PhD

  IUniversidade Estadual Paulista Júlio de Mesquita Filho (UNESP), Botucatu, SP, Brasil
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  NOTA DO EDITOR

  Com relação à Carta ao Editor "What is phase 0 and phase I in clinical research?" , de autoria do Dr. José Maria Pereira de Godoy, por oportuno levo ao conhecimento dos leitores, como informação importante, uma chamada do Ministério de Ciência Tecnologia e Inovação (MCTI), juntamente com o Conselho Nacional de Desenvolvimento Científico e Tecnológico (CNPq), Ministério da Saúde (MS) e Secretaria de Ciência, Tecnologia e Insumos Estratégicos (SCTIE) a respeito de Pesquisa Clínica, em que definem no contexto das diferentes entidades os ensaios clínicos em fases I, II, III e IV em ámbito nacional.

  Considera-se ensaio clínico como qualquer investigação em seres humanos, objetivando descobrir ou verificar os efeitos farmacodinámicos, farmacológicos, clínicos e/ou outros efeitos de produto(s) e/ou identificar reações adversas ao produto(s) em investigação, com o objetivo de averiguar sua segurança e/ou eficácia (EMEA, 1997). Os ensaios clínicos são classificados em quatro fases (I a IV), conforme definido pela Resolução nº 251/97 do Conselho Nacional de Saúde, a saber:

  a) Fase I – o primeiro estudo, em seres humanos, em pequenos grupos de pessoas voluntárias, em geral sadias, de um novo princípio ativo ou nova formulação para estabelecer uma evolução preliminar da segurança e do perfil farmacocinético;

  b) Fase II – visa demonstrar a atividade e estabelecer a segurança em curto prazo do princípio ativo, avaliando a relação dose-resposta em um número limitado de pacientes enfermos;

  c) Fase III – realizada em grandes e variados grupos de pacientes para determinar o resultado do risco/benefício a curto e longo prazos das formulações do princípio ativo, explorando-se o tipo e perfil das reações adversas mais frequentes;

  d) Fase IV – são pesquisas realizadas depois de comercializado o produto e/ou especialidade medicinal. Essas pesquisas são executadas com base nas características com que foi autorizado o medicamento e/ou especialidade medicinal. Geralmente são estudos de vigiláncia pós-comercialização, para estabelecer o valor terapêutico, o surgimento de novas reações adversas e/ou confirmação da frequência de surgimento das já conhecidas, e as estratégias de tratamento.

  Domingo Braile

    Editor-Chefe RBCCV/BJCVS

  

   

  Screening of fetal congenital heart disease: the challenge continues

  Rastreamento das doenças cardíacas congênitas fetais: o desafio continua

  Dear Editor,

  The initiative of inviting a group of obstetricians to write an editorial for a cardiovascular surgery journal emphasizing the need of an adequate prenatal diagnosis of congenital heart diseases should be commended. The authors provide a comprehensive summary of the recent advances and advantages of intrauterine diagnosis, encouraging obstetricians not to limit the screening to those known to be at risk of developing a cardiac malformation. They also recognize the value and the limitations of the four chambers view with which the obstetricians feel comfortable. Furthermore, the authors stress the fact that there are a number of cases, particularly the cono-troncal anomalies, where the visualization of the great arteries is difficult and the pitfalls important. They also underline the importance of expanding the training, knowledge and abilities of those performing the studies to allow a broader detection of cardiac anomalies [1].

  As in other specialties, there is an increasing interest in the newly developed technologies which will certainly improve the images and facilitate a precise detection and diagnosis. However, the key for an accurate screening continues to be the operator's knowledge of the cardiac anatomy and a proper understanding of the unique and complex spatial arrangement of the cardiovascular system. The concept of spatial thinking – a cognitive skill used by architects and urban planners – can help in understanding the world around us by using the properties of space in everyday life, the workplace, as well as in science, to structure problems, find answers and articulate solutions [2].

  While we firmly believe that a proper utilization of the present tools should enable us to improve detections, we recognize the importance of a conscientious labor force that makes excellent use of modern technologies as they become widely available and affordable. Whether we liked it or not, technology will continue to shape our practices.

  Although it is not our intention to write a paper within a letter to the Editor, there are important concepts such as proximity, product space, structure of production, collaborative rationality, and team work that should be at least mentioned. Their application will improve our understanding of the complexity of the cardiovascular services and thereby enhance performance.

  Proximity formalizes the idea that the ability of a center to generate a product depends on its ability to produce other ones – structure of production. When a center with many complex capabilities adds a new one, this can create a range of new, possible complex procedures. Conversely, adding a single new capability in a center that has few to begin with won't leverage an existing matrix of capabilities in the same way – it might not produce any new procedures at all [3].

  As a pediatric cardiologist and a cardiovascular surgeon we strongly advocate the need of an inclusive team approach for the proper management of the neonate with congenital heart disease: a work structure in which all components of the cardiovascular services – a cluster of people focused on excellence according to their relatedness and interests – contributes to the quality of the final outcome with an integrated approach [4]. This leads to collaborative rationality, of getting better together, which is a different way of knowing and generating, of making and justifying decisions based on diversity, interdependence and dialogue [5,6].

  It is a team integrated by pediatric cardiologists, neonatologists, cardiovascular surgeons, anesthesiologists, nurses and specialized critical care units in which obstetricians with imaging expertise have a place. The role of the latter should not be limited to the image detection but also to participate in the decision making process: that is, diagnosis, intrauterine treatment, time, type and place of delivery, etc. In other words, an effort centered in the fetus' health, encouraging collaboration among professionals and sharing knowledge that contributes to reciprocal medical education in a multidisciplinary environment.

  How are we doing?

  The use of information about one's business is vital to understand, report on, and predict different aspects of performance. After making theoretical considerations, which, among practical people, has a connotation of impracticality, we feel compelled to include information about our policies as well as unpublished data on our experience.

  Recently, we reviewed our findings on early detection of congenital cardiac anomalies in a group of 49 neonates under 30 days of life that underwent surgery [7]. Interestingly, in this cohort of the patients, 40% had prenatal diagnosis and 90% of them had severe forms of univentricular heart – the majority with hipoplastic left heart syndrome. In all cases, the malformations were detected by an obstetrician specialized in images and confirmed by a pediatric cardiologist, both aware of the importance of visualizing the outflow tracts and the great vessels, using a conventional four chambers view.

  It is our policy to discuss all patients with prenatal diagnosis of heart disease by a group formed of general obstetricians, obstetricians specialized in images, pediatric cardiologists, neonatologists and cardiovascular surgeons. This team decides the management of the patient – that includes consulting the mother – with special consideration to the need of prenatal intervention, the time, type and place of delivery, and the timing for surgery. We strongly believe that a joint management benefits the patients and improves surgical results by diminishing morbidity and mortality. However, the findings disclosed in the Editorial as well as ours clearly indicate that there is room for improvement by training those involved in the screening process, realizing the need of a team approach, and the adoption of modern technologies. It is, among other things, the ability to recognize where there is room for improvement that allows an expert operator to reach great heights. "The ability to see room for improvement, however, is not of much use unless one also has a strong and continuing desire to improve" [8].

  Neonates face unique incremental risk factors related to the patient's variables and to structural hospital characteristics that should be properly individualized and addressed in a timely fashion in order to improve surgical outcomes. An accurate prenatal diagnosis can make a significant contribution to accomplishing this goal.

  Mariano IthuraldeI, MD; Rodolfo NeirottiII, MD, MPA, PhD

  IClínica y Maternidad Suizo-Argentina, Buenos Aires, Argentina

  IIMichigan State University, East Lansing, MI, USA
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  Transformando a comunicação científica

   

   

  Karina Toledo

  Agência FAPESP

   

  Tornar os resultados das pesquisas realizadas acessíveis ao maior número de pessoas – no menor tempo possível – e deixar a comunidade científica julgar a releváncia do artigo após sua publicação. Essa ideia inovadora norteou a criação da revista PLoS One, em 2006, e vem transformando a comunicação científica em todo o mundo.

  A avaliação foi feita por Eric Martens, editor sênior do periódico, durante conferência apresentada na 28ª Reunião Anual da Federação de Sociedades de Biologia Experimental (FeSBE), realizada em Caxambu (MG), entre os dias 21 e 24 de agosto.

  De acordo com Martens, em 2012, a PLoS One publicou 24 mil artigos, com uma taxa de aceitação de 70%. Em média, 200 submissões são recebidas e 140 trabalhos são publicados diariamente.

  "Enquanto muitas revistas rejeitam até 90% dos artigos submetidos para elevar seu fator de impacto, a PLoS One tem uma filosofia única: todas as pesquisas consistentes do ponto de vista ético e científico, que contribuem de alguma forma para o conhecimento de uma determinada área, devem ser publicadas e ter acesso livre. Não rejeitamos um artigo com base em seu suposto impacto", disse Martens.

  Como a PLoS One se propõe a divulgar pesquisas de todos os campos da ciência e da medicina, não há risco de um artigo, fruto de trabalho interdisciplinar, ser rejeitado por não se encaixar no escopo de uma determinada área de estudo. Também são bem-vindas as pesquisas com resultados negativos, ou seja, que não comprovam a hipótese inicialmente proposta.

  "Há áreas com poucas opções de periódicos de acesso livre, como Paleontologia. A PLoS One é uma boa opção nesses casos", disse Martens.

  O editor, no entanto, ressalta que há critérios que precisam ser atendidos para o trabalho ser aceito. Além de não ter sido publicado anteriormente e de apresentar um conhecimento novo para a área, precisa contar com experimentos, estatísticas e análises de alto nível técnico. Todos os dados devem ser descritos com um grau de detalhamento que permita sua reprodução por qualquer interessado.

  As conclusões devem estar apresentadas de forma adequada e serem amparadas pelos dados obtidos nos experimentos e análises. O artigo precisa estar escrito de forma inteligível, de acordo com o padrão da língua inglesa. A pesquisa deve seguir o padrão internacional de ética e de integridade em pesquisa.

  Segundo Martens, os motivos para a rejeição de um artigo na PLoS One geralmente estão relacionados a problemas fundamentais de metodologia ou de interpretação dos resultados. "Fatores como experimentos mal desenhados, amostras insuficientes, falta de força estatística nos resultados ou técnica inapropriada de análise", exemplificou.

  Além da equipe da revista, participam do processo de revisão – que dura em média 40 dias – os chamados editores acadêmicos, especialistas de diversas áreas que atuam como colaboradores fixos. Eles decidem se há ou não necessidade de revisores externos.

  "Para garantir a transparência do processo, a carta de aceitação ou rejeição de um artigo é sempre assinada pelo editor acadêmico responsável e essa informação também é publicada. Os revisores externos também são encorajados a assinar a avaliação", contou Martens.

  O modelo de julgamento com base na consistência da pesquisa e não no seu impacto tem se mostrado bem-sucedido, na avaliação de Martens. Mas há, segundo ele, uma série de ferramentas cruciais para que funcione. O site da revista oferece, por exemplo, uma seção de comentários e uma série de indicadores que revelam quantas vezes o artigo foi acessado e citado, com gráficos que mostram sua evolução ao longo do tempo.

  Além disso, o alcance do trabalho entre o público geral é medido pelo número de vezes que ele foi compartilhado em blogs e redes sociais.

  "Acreditamos que esse modelo de métrica individual seja uma boa alternativa ao modelo de fator de impacto baseado na revista. Isso está mudando a forma como as pessoas pensam e avaliam a pesquisa científica", avaliou.

  O problema com o conceito de fator de impacto, segundo Martens, é o fato de estar baseado na média do número de citações que os artigos de uma revista receberam em um determinado período – o que mascara as variações existentes dentro de cada periódico.

  "A Nature, por exemplo, tem um fator de impacto superior a 30. Mas se você analisa a distribuição das citações da revista verá que é altamente variável. Há alguns artigos que tiveram muito impacto e são citados até hoje, como o do Projeto Genoma Humano. E há outros que foram citados apenas uma ou duas vezes ao longo de sua história", afirmou.

  Modelo de sucesso

  Para que um periódico seja considerado verdadeiramente de acesso livre (open access), dois critérios precisam ser atendidos: o conteúdo precisa estar disponível gratuitamente na internet, sem exigência de cadastro ou assinatura, e os leitores devem ter permissão do copyright para republicar ou reusar o conteúdo como quiserem. A única condição é a atribuição do trabalho aos autores e editores.

  Na avaliação de Martens, esse modelo tem se mostrado bem-sucedido e está crescendo rapidamente, impulsionado principalmente por instituições como a Comissão Europeia, os Conselhos de Pesquisa do Reino Unido, o National Institutes of Health (NIH), dos Estados Unidos, e a Organização das Nações Unidas para a Educação, a Ciência e a Cultura (Unesco).

  "Esses órgãos determinaram que toda a pesquisa que financiam deve ser de acesso livre. Algumas importantes universidades também já adotaram políticas para incentivar a prática, como Harvard, Columbia, Duke, Princeton, Stanford e MIT [Massachusetts Institute of Technology]", disse.

  Martens, no entanto, reconhece que atualmente o custo de publicação para os que optam pelo modelo "open access" recai sobre o pesquisador. No caso da PLoS One, é preciso desembolsar cerca de US$ 1,3 mil para cada artigo. Nas revistas em que a taxa de rejeição é maior, o custo de publicação também costuma ser mais elevado.

  "Queremos chegar ao ponto em que as instituições que financiam as pesquisas entendam que tornar seus resultados acessíveis de forma livre é parte essencial do processo e assumam esse custo", defendeu.

   

   

  Artigo publicado pela Agência Fapesp, em 11 de setembro de 2013.

  URL: http://agencia.fapesp.br/17851
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‘Quadro 1. Diferengas morfolgicas entre cistos timicos adquirido e congénito.

Canacteristica Cisto timico adquirido Cisto timico congénito

Origem [1.3] ‘Processos inflamatérios infecciosos (HIV, LES) ‘Remanescentes do ducto timofaringeo
‘ou neoplasicos (linfoma nao-Hodgkin, timoma, ‘ou das bolsas branquiais e massas
carcinoma timico e o seminoma mediastinal) timicas ectépicas

Maorfologia [1.3] Multilocular, proliferado fibrovascular, necrose, Unilocular (geralmente), paredes finas
‘hemorragia e formagdo de granuloma de colesterol e translicidas
e hiperplasia linfoide reativa com varios centros.
‘germinativos

Liquido em seu interior [1] ‘Pode tornar-se espesso ¢ com sangue. coloragio Aspecto claro e acelular
castanho claro

Histopatologia [2.6] ‘Cavidades cisticas parcialmente revestidas por Nao hd evidéncia de inflamacdo;
epitélio escamoso ou colunar € pode mostrar A superficie epitelial da cavidade

Corpisculos de Hassall [6]

Localizagio [2.6]

excrescéncias papilares: ilhas dispersas de tecido
timico ndo neoplasicos dentro das paredes do cisto.
O estroma circundante contém infiltrado inflamatério
linfoplasmocitdrio. Com a cronicidade do processo,
o cisto pode degenerar e desenvolver uma capsula
espessa e calcificada, ou desemvolver tecido fibroso

Dificilmente encontrado, pois a inflamagio causa
a destruigdo da parede do cisto, sendo substituida
por fibrose e, assim. causando a degeneragdo do
corpisculo

‘Mais comum em mediastino anterior

cistica é revestida por células
‘escamosas e a parede fibrosa no tem
‘hemorragia ou granulomas

Facilmente encontrado

Mais comum no pescogo
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‘Tabla 3. Resultados clinicos del estudio SYNTAX a los 4 aiios

Cirugia (%) Stent (%) P
‘Evamtos mayores 23 5 =0T
Muertelinfarto/ ACVA 146 18 007
Mortaldad todas as causas 88 17 0043
‘Muerte causa cardiaca 43 76 004
Acva 37 23 005
Infarto 38 83 <0001
Nueva revascularizacion 119 B <0001

ACVA: accidente cerebrovascular agudo
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Tabla 2. Resultados al aiio de seguimiento del estudio SYNTAX

Sext  Ciga P
TAXUS _revascularizscin
Mortalidad total 430% 350% 037
Infaro agudo de miocardio age 3Ol
Ochsicn del mertorombosissent 330%  340% 089
ACUA osm  20n 000
Mere por ACVA o infero 010% 1030 096
Nueva revasclarizscion 1610%  3oe 003

ACVA: accidente cerebrovascular agudo
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‘Table 1. Comparison of inner diameters (mm) of the LITA and DLFCA. 7 and 90 days after CABG

Graftfollow-up (days) _Segment n Mean  SD  Mummum  Maximum Pvalwe
DLFCA-7 Proximal 24 20 [Z] 3 29 0174
DLFCA-00* Proximal 24 22 03 13 29
DLFCA-7* Middle 24 19 04 13 25 <0001
DLFCA-00 Middle 4 23 04 12 30
DLFCA-7* Distal 24 18 04 10 30 0006
DLFCA-90* Distal 4 20 04 12 29
LITA-7* Proximal 23 27 04 17 33 0930
LITA-00% Proximal 23 27 03 20 32
LITA-7 Middle 3 24 03 20 31 0001
LITA-90* Middle 3 26 03 20 32
LITA-7* Distal 3 21 03 16 26 0155
LITA-002 Distal 3 22 04 17 28

CABG=coronary artery bypass graft; DLFCA = descending lateral femoral circumflex artery; LITA = leftinternal
thoracic artery; SD = standard deviation.
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‘Tabla 5. Resultados del SYNTAX a 5 afios en la enfermedad de

tronco izquierdo

[
NG pacemier I 37
Muerte 146 (+18%) n8 053
Muerte cardiaca 72(-14%) 86 046
IAM 48(-34%) 82 0.1
acva 43¢28% 15 0m
Muerte + Muerte cardiaca+ IAM  20.8 (+1.8%) 19 057
‘Nueva revascularizacién corondria 15.5 (-11.2%) 26.7 0,001

ACVA: accidente cerebrovasaular agudo; TAM: infarto agudo de
‘miocardio. Si analizamos el SYNTAX score, no hay diferencias
significativas entre ambos grupos en score bajo y medio, pero si en
‘score lto (> 32) donde la cirugia tiene mejores resultados que el stent
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Fig. 1 - Approach of the DLFCA. A: Arrowheads point to the
line between the RFM and the VIM where the DLFCA courses
downward through the intermuscular space. B: The dashed white
line indicates the initial incision, which was 15 o 20 cm in length
on the anterolateral aspect of the thigh i its proximal and mida
third in the lateral margin of the RFM

DLFCA = descending branch of the left femoral circumfex arter
RFM = rectus femoris muscle; VLM =vastus lateralis muscle.
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Tablad. Resultados del SYNTAX a 5 aiios en enfermedad de 3

‘vasos coronrios
Cmug () _Semi(h) P

N Ge pacientes S 46
Muerte 146 0006
Muerte cardiaca 92 o000
1aM 106 0001
vy 3 0.6
Muerte + muerte cardiaca + IAM 2 oo

‘Nueva revascularizacidn corondria 126 (-126%) 354 0001
ACVA: accidente cerebrovascular agudo; TAM: nfarto agudo de
‘miocardio. Si analizamos el SYNTAX score, no hay diferencias
significativas entre ambos grupos de pacientes en el score de bajo
riesgo (< 23), pero si en el riesgo intermedio (23-32) y alto (> 32)
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Abbreviations, acronyms & symbols

DLFCA  Descending branch of the lateral femoral circumfex artery

CABG  Coronary artery bypass grafting
LTA  Lef intemal thoracic arery.

SV Saphenous vem
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Abreviaturas, acrénimos e simbolos

CEC  Circulagio extracorpérea
€O,  Diésido de carbono
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Fig. 4 - XPS spectra of samples from guide wire catheter type .-
pristine — Al sterilized in ethylene oxide — ASI and ultrasonically
cleaned in enzymatic detergent — AUI. Suppression of CF peak
‘related to CF bonds is observed in sample submitted to the ultrasound
‘washing.





OPS/images/a10img05.png
Pristine

Counts a.u.

Ultrassonicated

280 285 290 295

Binding Energy (eV)

Fig. 5~ XPS spectra of samples from guide wire catheter type C:
pristine ~ C1, sterilized in ethylene oxide ~ CS1 and ultrasonically
cleaned with enzymatic detergent — CUL.
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 Abbreviations, acronyms & symbols.

PIFE  polytetrafiuoroethyiene

SEM  Scamning electron microscopy
XPS  Xray photoelectron spectroscopy
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Authors' roles & responsibilities

RVG  Study design. protocal execution, data analysis and
‘manuscript writing

ECVS  Material processing and manuscript writing

IP  Material analysis, processing samples in ulrasonic cleaning
‘and sterilization

CCHBO  Study design and data analysis

ALM  Study design. protocal execution, data analysis and
‘manuscript writing

WHS  Xeray photoelectron spectroscopy and data analysis

MBM  Material processing and manuscript writing

ARV Material processing

SAM  Material processing

DFC  Study design. protocal execufon, data analysis and
‘manuscript writing
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Table 2. Surgical data for patients undergoing CABG.

GrowA Growp B
Variables Mean=SD I3
‘Number of bypasses 25207 75207 099
‘Number of drainage fubes 18205 17206 19203 18205 o1s
Pump time (min) 8092342 £7220) 859228 8642303 087
Aortic clamp time (mix) 6332247 6062235 6162218 6182232 097
Surgery time (min) 24142581 0752475 23452432 2432409 042

Data displayed as mean = standard deviation. Kruskal-Tallis fest
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Abbreviations, acronysm & symbols

CABG  Coronary artery bypass grafting.
COPD  Chronic obsiructive pulmonary disease
CPB  Cardiopulmonary bypass

ICU  Intensive Care Unit

PEEP Positive end-expiratory pressure
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‘Table 3. PEEP level, respiratory mechanics and oxygenation indces association.

Grow A Growp ©
Varivel PEEP=5 PEEP=10 3
=41 =43
Compliance @lem,0) TA=05 9193 5552101 [
Airway resistance (c;,015-1) 51227 76242 70226 014
590, C%) 971+26 075+17 985+12 0002
P10, (umbig) 1080=36 1162283 13132339 0002
P30/FiO, (amHg) 26099898 27892706 3s2=8m18 0002
P10 /PAO, (mmkig) 0432014 045011 0532013 0002
P30, (uH) 13932343 13632280 1168=33 0004
P(4)0,P20, (mmH) 153078 1382065 1022055 0003

90, - oxygen saturation; PaO, ~ arterial oxygen partial pressure; FiO, - inspired oxygen fraction; PAO, —
alveolar oxygen partial pressure; P(4-a)O, ~ alveolar-arterial oxygen gradient; P(4-ajO /Pa0, ~ respiratory
index. Kruskal-Wallis test
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Fig.1- Hypovemia frequency, by group, inpatients undergoing CABG
‘and ventilated with different PEEP levels in immediate postoperative
period. PaO, -arterial oxygen partial pressuure, FiO, - inspired axygen
Jraction, PEEP- Positive end-expiratory pressure. Chi-square test.
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Table 1. How to use the plates.
Patient Plate X" shaped

‘narrow plate 4 X 4 Straight plate 2 X 2
"H" narrow plate 4 X 4/ Star plate 3 X 3
"H" narrow plate 4 X4/ Star plate 3 X 3
"H" narrow plate 4 X 4/ Star plate 3 X 3
"H" narrow plate 4 X4/ Star plate 3 X 3
"H" narrow plate 4 X 4/ Star plate 3 X 3
"H" narrow plate 4 X4/ Star plate 3 X 3
"H" narrow plate 4 X 4/ Star plate 3 X 3
"H" narrow plate 4 X4/ Star plate 3 X 3
"H" narrow plate 4 X4/ Star plate 3X 3

SO RNV AW
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Fig. 1 - Models of plates with central pin - From right o left.: Star,straight, “X", “H"
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“Invitro " straight plate undergone endurance test
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Abbreviations, acronyms & symbols

BMI Body massindex
CONEP  Comissio Nacional de Efica em Pesquisa/ National
‘Committee for Research Ethics.
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Tabela 3. Anilise multivariada dos fatores pré-operatorios € desfechos associados nos
‘pacientes com angina instével no pré-operatorio de CRM isolada.

VARIAVEL RC 1Co5% i3
Sexo feminio 141 T19-167 <0.001
Aas 162 135-195 <0.001
BB 119 099-143 0055
Diurético 057 047-070 <0.001
Heparina pleno 201 169-238 <0001
Nitrato 163 137-194 <0.001
Swan-Ganz 193 103-361 0039
BIA pré op 152 112-207 0007
Tempo de internagdo 101 101-102 0030
Obito 064 044-093 0018

RC: razdo de chance, IC: intervalo de confianca, P significdncia estatistica AAS: dcido
acetilsalicilico, BB: beta-blogueador, BIA pré op: baldo intra-asrtico no pré-operatirio
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Fig. I — Taxas de 6bito, uso de estatina, betablogueador
(BB), inibidor da enzima conversora da angiotensina (IEC4),
dcido aceilsalicilico (445), durético, heparinizaéio plena
(heparina) e nitrato nos pacientes com angina instavel (Al)
e sem Al no pré-operatério de cirurgia de revascularizagio
do miocardio. Andlise do periodo entre 1996 — 2003, total de
1799 pacientes
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‘Tabela 1. Caracteristicas pré-operatorias da populagio estudada e anlise univariada.

aiavel Torl AT WAl RC 1C95% 7
2754 (100%) 1007 36.0%) T787 (64.0%)

Idade

60 1482 (53%) 518 (514%) 964 (53.9%) 090 077-105 020

=60 1312@7%) 489 (48.6%) 823 (46.1%)

Sexo

Masculino 1012 (67.9%) 643 (633%) 1269(70.5%) 138 117-162 <001

Feminino 204 (32.1%) 37206.7%) 523 (20.5%)

FEVE

<40% 538 19,1%) 104(19.2%) 344(19,1%) 100 082-121 098

>40% 272(809%) 818 (808%) 1454 (80.9%)

DRC

Sim 253 0.0%) 101 09%) 152 (84%) 119 092-156 018

Néo 2565 (91.0%) 915 (90.1%) 1650 (91.6%)

DM

Sim 866 (30.7%) 308 303%) 558(30,1%) 097 082-147 on

Néo 1052 (69.7%) 708 (69.7%) 1244 (69.0%)

Has

Sim 2000 (74.2%) 754 (742%) 1336 (74.1%) 100 082-119 096

Néo 728 (25.8%) 262 (25.8%) 466 (25.9%)

IAM recente

Sim 150 (53%) 59.(5.8%) 91(5.0%) 116 083-162 039

Néo 2668 (94.7%) 057 (942%) 1711 95.0%

F

Te2 321(114%) 113 (11.1%) 208(11.5%) 095 075-122 om

3ed 2497(88.6%) 03(88.9%) 1504(88.5%)

LSde TCE

Sim 649 23.0%) 243 239%) 406 (22,5%) 108 090129 040

Néo 2169 (77.0%) 713 (761%) 1306 (77.5%)

BIA pré op

Sim 213 (7.6%) 970.5%) 116(64%) 153 116-203 0,003

Néo 2605 (92.4%) 919 (90.5%) 1686 (93.6%)

Aas

Sim 674 23.9%) 303 (29.8%) 371(20.6%) 163 137-195 <001

Néo 2144 (76,1%) 713 (02%) 1431 (79.4%)

Estatina

Sim 1555 (55.2%) 543 (53.4%) 1012 (56.2%) 089 077-105 016

Néo 1263 (44.8%) 473 (46.6%) 790 (43.8%)

IECA

Sim 1521 (54.0%) 523 (51.5%) 908 (55.4%) 085 073-099 0046

Néo 1207 (46.0%) 493 (485%) 804 (41.6%)

Nitato

Sim 1847 (65.5%) 747 (73.5%) 1100 (61.0%) 177 149-209 <001

Néo 971 (34.5%) 260 (26.5%) 702 (39.0%)

Diusético

Sim 655 (23.2%) 180 (17.7%) 475 26.4%) 082 049-073 <001

Néo 2163 (76.8%) 836 (823%) 1327 (73.6%)

Heparina

Sim 93 (33,1%) 449 (442%) 483 (26.8%) 216 184-254 <001

Néo 1886 (66.9%) 567 (55.8%) 1310 (73.2%)

BB

Sim 1972 (70.0%) 749 (73,7%) 1223 (67.9%) 133 112-158 0001

Néo 846 30.0%) 267(263%) 579 (32.1%)

AL angina instavel, RC: razdo de chance, IC: intervalo de confianca, P: significdncia estatistica, FEVE: fragfio de gjegdio do ventriculo
‘esquerdo, DRC: doenga renal cronica, DM: diabetes mellitus, HAS: hipertensdo arterial sistémica, CF: classe funcional, BIA pré op: baldo
intra-adrtico no pré-operatério, LS de TCE: lesdo severa do tronco da corondria esquerda, AAS: dcido acetilsalicilico, IECA: inibidor da
enzima conversora da angiotensina, BB: beta-bloqueador
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Tabela 2. Evolugdo pos-operatéria da populagio estudada’ andlise univariada

Variavel Total AT NAT RC 1C95% P
2794 (100%) 1007 (36.0%) 1787 (64.0%)

1AM

Sim 412 (14.6%) 158 (15.6%) 254 (14.1%) 12 090-130 029

Nio 2406 (85.4%) 858 (844%) 1548 (85.9%)

Ave

Sim 82 (29%) 20 2.9%) 53(29%) 097 061-153 089

Nio 2736 97.1%) 987 (97.1%) 1749 (97.1%)

FA

Sim 572(203%) 196 (19.3%) 376 (209%) 0% 075-1.00 031

Nio 2246 (19.7%) 820 (80.7%) 1426 (79.1%)

RA

Sim 203 (7.2%) 71(7.0%) 132(7.3%) 095 070-128 07

Nio 2615 (92.8%) 945 (93.0%) 1670 (92.7%)

Vasopressor

Sim 670 (23.8%) 245 (24.1%) 425 (23.6%) 103 086-123 075

Nio 2148 (762%) 77 (759%) 1377 (76.4%)

CEC

>00 min 1078 (39.7%) 373 (37.9%) 705 (40.7%) 089 075-104 098

<=90 min 1636 (60.3%) 610 (62.1%) 1026 (59.3%)

Sagramento

Sim 315 (11.2%) 122 (12%) 193 (10.7%) 113 089-144 029

Nio 2503(88.8%) 894 (88%) 1609 (89.3%)

Reinterven.

Sim 137 (44%) 42 (4.1%) 95 (5.3%) [ 053-112 017

Nio 2681(95.1%) 974 (959%) 1707 (94.7%)

Tranfusdes

Sim 698 (24,8%) 276 (27.2%) 422 (23.4%) 002 102-145 12

Nio 2120 (752%) 740 (728%) 1380 (76.6%)

Swan-Ganz

Sim 47(1.7%) 2424%) 23 (13%) 187 105-333 003

Nao 2771 (983%) 992 (97.6%) 1779 (98.7%)

Obito

Sim 152 (54%) 42 (41%) 110(6,1%) 066 046-095 0026

Nio 2666 (94.6%) 974 (959%) 1692(93.9%)

AL angina instavel, RC: razdo de chance, IC: intervalo de confianga, P: significancia estatistica, IAM: infarto agudo do miocdrdio, AVE:
acidente vascular encefilico, F:: fibrilagéio atrial, IRA: insuficiéncia renal aguda, CEC: circulado extra-corpdrea, min. mimutos, Sangramento
no pas-operatdrio, Reinterven. reintervengdo no ps-operatrio, Transfisdes: necessidade de politransfusdio no pds-operatorio





OPS/images/a18img07.png
Abreviaturas, actonimos e simbolos

AAs
A

AVE

BB

BIA

CEC

CRM

DM

DRC
EuroSCORE
A

FEVE
GRACE
HAS

IECA

RA
SCASST

spss
sTS

TCE
™

Acido acetilsalicilico

‘Angina instivel

‘Acidente vascular encefilico

Betabloqueador

Balio inra-asrtico

Cirealagio extracorpérea

Cirurgia de revascularizagdo do miocirdio
Disbetes mellits

Doenga renal crénica

European System for Cardiac Operative Risk Evaluation
Fibrilagio atrial

Fragio de ejegio do ventriculo esquerdo

Global Regisry of Acute Coronary Events
Hipertensio arterialsistémica

Inibidores da enzima conversora da angiotensina.
Insuficiéncia renal aguda

‘Sindrome coronarians aguda sem supradesnivelamento
do segmento ST

Statisical Package for the Social Sciences.
Society of Thoracic Surgeons

Tronco da artéria coronaria esquerda
‘Thrombolysis In Myocardial Infarction






OPS/images/a19img01.png
Fig. 1 - Radiografia de torax





OPS/images/a18img05.png
P sgnificinca esaisics

Fig. 2 Taxas de 6bito, uso de estatina, betabloqueador (BB), inibidor
da enzima conversora da angiotensina (IECA), eido acetilsalicilico
(445), diurético, heparinizacdo plena (heparina) e nitrato nos
pacientes com angina imstavel (A1) e sem AI no pré-operatério de
cirrgia de revascularizagdio do miocdrdio. Andlse do periodo entre
20042010, total de 1019 pacientes
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‘Table 6. Multivariate logistic regression of factors associated with P < 0.20 for prolonged length of stay in the ward (n = 104).

T# Block 2 Block 3 Block

Variables P OR (©5%CD P OR(©%CD P OR (95%CD
Preoperative  Age > 60 years

Renal faliure:

EF<50% 0022 309(118811) 0080 246(090-6.73)

Diabetes 0040 281(105753)
Intraoperative On-pump > 120 min 0062 259 (095-7.01) 0101 224(036-584)
Postoperative MV >241h

Tnfection 0010 454(145-1424)

PNMV

Renal faliure 0055 639(0964239)

14 Block ~ Analysis of the preoperative variables; 2+ Block ~ Analysis of the pre and inraoperative variables; 3+ Block ~ Analysis of the
pre-. intra- and postoperative variables; OR - Odds ratio; CI ~ Confidence Intervals; ICU ~ Intensive Care Unit; EF ~ Ejection Fraction;
MV - Mechanical ventilation; PNMV — pneumonia associated with MV
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Table2.  Univariate Analysis of the intra-operative variables (a=100).

Variables Hypoxemia
NO@=4) YES@=55 P

‘Nasber of grafts =08 26207 053

LITA grafts (%) 0354

Yes 67 109

No 933 801

Number of drains 18205 1805 093

‘Surgery time (min) 2712481 23162467 0120

‘Pump time (min) 8142208 412285 0640

Aortic clamptime (min)  567=232  61£222 0348

* Student's T Test* Fisher Exact Test; LITA~ Lot lnternal Thoracic
Artery
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Table3. Correlation between mechanical ventilation and
‘penmanence in the ICU. and hypoxemia time (N=100).
Variables “Hypoxenia
NO@=4) YES@=55) P

‘Mechanical veatilation

duration (min)

Median (Minimum: 596 (88: 3872) 565 (120;5425) 0,961
‘Maximum)

ICU lengh of stay (days)
Median (Mininmum; 2@ 227 0,503
Maxinm)

Mann Whitey; 1CU - Intensive Care Unit
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Fig 1 - Patients admitted to the Cardiovascular Intensive Care Unit
after coronary artery bypass graft
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Table 1. Univariate analysis of preoperative variables. (n= 100).

Variabies Hypoxemia
No(n=45) Yes (a=55) P
Age Gear) 626=73 SLI=115 0455
BMI(kgiw) 24934 272238 0002
Gender (%) 0742
Female 267 218
Male 33 782
Hypertension 0437
Absent 267 182
Present 33 818
DM 0903
Absent 556 564
Present 444 436
Dyslipidemia 0626
Absent 718 86
Present 22 164
Amt 0673
Absent 822 873
Present 178 27
ARF 0354
Absent 933 0.1
Present 67 109
Stoking 0024
Absent 733 40.1
Present 267 509
CcoPD 0388
Absent 978 045
Present 22 55
Angioplasty 0575
Absent 978 964
Present 22 36

“Student’s T Test *Chi-square; “Fisher Exact test ; BMI ~ Body
Mass Index; DM ~ Diabetes Mellitus; ARF ~ Acute Renal Failure;
AMI — Acute Myocardial Infuret; COPD ~ Chronicle Obstructive
Pulmonary Disease
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Fig 1 - dmial mader of operations 191 adlt patients operated.
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Abbreviations, acronyms & symbols
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Fig. 3 - Diagnosis and number of patients who underwent a
reaperation

ARR: aortic root replacement; VSD: ventricular septal defect;
'ReCodo: recoarctation of the aorta; MIT. P: mitral prosthesis; ROSS:
Ross operation; TRIC. P: tricuspid prosthesis; ASD + MITRAL
closure ofan arrial septal defect plus mitral prosthesis
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Table 2. Immediate postoperative complications in 191 adult patients operated on for
treatment of congenital heart disease

PRIMARY CORRECTION (2= 171) "REOPERATIONS (n=20)
MAJOR MAJOR

Arhythmias T Acute renal failure. 3
Atrial frutter 5 Stemotomy review 1
Atrial fbrilation 4 Pamplegia 1
Complete AV block 2 Pleunalefusion 1
Junctional rhythm 2 Pulmonary emboli 1
Ventricular taquicardia 1 Stroke 1
Reoperation for bleeding 3 Respiratory insuficiency 1
Pleural efusion 3 Complete AV block 1
Pericardium efusion 3

Pneumotorax 2

‘Hemotorax. 1

Chock 1

Stroke 1

Respiratory insuficiency 1

Arterial right leg thrombosis 1

MINOR MINOR

Systemic hypertension crisis 3 Infection

‘Subeutaneous enphysema 1 Diabetes 1
Recurrent laryngeal lesion 1

Broncoaspiration 1

Pneumonia 1

Hipoglicemia 1

Pericarditis 1

Liver disease 1

‘Subglotic stenosis 1

Malnutrition 1

V- atrioventricular
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Table 1. Preoperative data in 191 patients operated on for treatment
of congenital heart disease

‘umber (%)
Female sex: 117 (61%)
Sinus rhythm 166 (97%) 1=170
Left ventricular fanction

Good. 184 (96%)
Reasonable 7(4%)
Bad )
Pulmonary hypertension 12(6%)
Cyanosis 9(5%)
Systemic hypertension 63 (33%)
Smoking 44 (25%) 0175
Diabetes 60%)
Obesity 16(8%)
cap 6G%)
NYHA

1 80 (41%)

I 91 (48%)

m 19(105%)
v 105%)

CLD: chronic lung disease; NVHA: functional class according to the
New York Heart Association





OPS/images/a15img03.png
Fig. 2- Diagnosis and mumber of patients who underwent a primary
cormection

ASD: atrial septal defect; Codo: coarctation of the aorta; VSD:
ventricular septal defect; SVASD: sinus venosus arrial septal defect;
Fallot: Fallors tetralogy; AVSD: atrioventricular septal defect: PDA
persistent ductus arteriosus; AOS: aortic stenosis; PS: pulmonary
‘stenosis; Ebstein: Ebstein’s anomaly of the ricuspid valve; ALCAPA
anomalous origin of the lgft coronary artery from the pubmonary
artery: Fontan: Fontan’s operation; Rastell: Rastellis operation;
CORONA: anomalous origin of the coronary artery from the wrong
sinus of Valsabva
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FIVA  Research design. medical records review, data analysis and.
‘wriing

AR Satistical analysis and final writing

PHM  Medical records review and writing

as ‘Research design and final wriing.

MK Medical records review and data organization

CC Data organization, medical records review

BNS  Medical records review and data analysis

WVAV  Research design, data analysis and final writing
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Table3. Late postoperative complications and comorbidities diagnosed in 149 adult
patients operated on for treatment of congenital heart disease and followed in

the long term
PRIMARY CORRECTION (n = 129) "REOPERATIONS (n=20)
MAJOR MAJOR

Arhythnias 7 “Amhythmias T
Atrial fiutter 4 Atial fluter 1
Atral fibrilation 2 Aortic regurgitation 1
‘Supraventricular taquicardia 1

Pericardial efusion 1

Aortic recoarctation 1

Cardiac failure 1

Right ventricular disfunction 1

MINOR MINOR

Systemic hypertension 3 Systemic hypertension 2

Chronic lung disease
Keloide 1
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Fig. 1 - Grdfico com a evolugdio da RECCY, Acta Cirirgica Brasileira, Arquivos Brasileiros de Cardiologia e
Brazilian Jowrnal of Medical and Biological Research no Scimago





OPS/images/a15img10.png
Abbreviations, acronyms & symbols

ASD  Atrial septal defect
CLAMP Clamping

CPB  Cardiopulmonary bypass
ECHO  Echocardiogram.

NYHA  New York Heart Association
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Table 1. Demographic and clinical data for patients undergoing CABG

GrowB Grop C
Varibles PEEP-10emHO  Totl (%) 3
=45

Gender 23
Male » E 35 96 (106
Female 1 15 10 0088

Age group 090
= 60years ) 2 1 6119
- 60 years u 5 2% 75651

Origm 01
Capital 5 7 16 5612)
Countryside a 30 » 30(588)

BMI (kg/ems) 074
Nommal 18 16 1 48053
Overweight Y u b 6 63)
Obese o 7 o 25384)

Comorbidities 058
Hypertension E 3 3 106(779) 05>
Diabetes mellitus 2 19 3 6@ 040
Smoking Y n 15 ey 01
Dyslpidemia 6 5 2 3129 o5t
Myocardial infarction o H 1 29013 010
Chronic renal falure 4 2 s 14103 o050
Coronary angioplasty 1 1 2 409) 07
Stroke 2 1 1 409

“Chi-square test; *G test; BMI, body mass index
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Fig. 1 - Flowchart of studied patients
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Table 2. Lung function variables before and after the implementation of training programs

Cotrol Trammg 14 7
Growp  Time

ITest  2=Test I*Test  2=Test
vy 58230 63220 52=23  80=31° 0619 0007
MIP% pred 53 57 50 73 0616 0009
MEP 50+30  76=34"  50+33 83227+ 0828 0001
MEP%pred 50 65* 54 73 0684 0002

FVC(L)  184=087 203£131* 106:045 265=104* 0785 0002
FVCt%pred 45225  6726°  48=11 67220 0878 0003

MIP = maximum inspiratory pressure, MIP% pred = maximum inspiratory pressure in
percentage of predicted, MEP=maximun expiratory pressure and MEP?pred = maximum
‘expiratory pressure in percentage of predicted, FVC = forced vital capacity, FVC% pred
= forced vital capacity in percentage of predicted.

* P=0.05 when compared with the value obtained in I* intra-group test
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Table 3. Functional capacity variables before and after the implementation of the training

programs
Cotrol “Traiing 14 7
Growp  Time
ITest  2Test  1sTest  2=Test
aWT 2M=168 303= 1557 322=83 423=70° 0430 0001
OMWT%pred 41 60° 50 66 0323 0001

GMIT = six mimite walk test, GMWI% pred = six-minute walk fest in percentage of
predicted values.

* P<0.05 when compared with the value obtained i the Ist test, mtra-group test
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Phase 1:
(A) Breathing exercises (10 repetitions)-
sitting position.

1. Diaphragmatic breathing: with your
hands under the abdomen, breathe
through your nose and relcase the air
through your mouth, filling the air in
the abdomen inspiration  and
cmptying at expiration (repeat in 2
and 3 times).

2. Diaphragmatic breathing with elevation
of upper limbs: raise your arms in
inspiration and lower them at
expiration (repeat in 2 and 3 times).

3. Shoulder Abduction and adduction
inspiring and expiring up to 90°.

(B) 1. Active exercises (10 repetitions)-
sitting position.

2. Metabolic Exercises (plantar flexion
and dorsiflexion circular movements)

3. Knee flexion-extension

4. Elevation of lower limbs alterating
sides with knees flexion.

5. Elevation of lower limbs alternating
sides with knees extended.

Phase 2:
Exercises A and B 1 of phase |
(C) 1. Ortostatism:
2. Static gait (20 steps).

Aand B 1 of phase 1
Active exercises (10 repetitions)-

1. Raise the body on the balls of his fect and
back with your heels on the floor.
2. Hip abduction and adduction at 45° on
both sides.
3. Flex the knce back with heel trying to
pull over on the buttocks.
Exercises C1 from phase 2.
Phase 4:
Exercises A, BI from phase 1 and B2from phase 3.
(C) 2. Walking:
1. Static gait (40 steps).
2. 150 meters walk.
Phase 5:
Exercises A from phase 1 and B2 from fase3.
C. Walking:
1. Static gait (40 steps)
2. 300 meters walk.

Phase 6:
Exercises A from phase 1, B2 from phase 3 (2
x 10 repetitions).
C. Walking:
1. Static gait (40 steps)
2. Walk 600 meters.
(D). Stretching: (keep for 20"each positioning)
* Head (lateral, front and back)
* Stretch (upward and posterior)
* Triceps brachial (horizontal adduction of
shoulder with elbow flexion)
* Triceps surac and Ischia tibial
* Quadriceps
* Circular movements of the shoulders.
Stage 7.
Items A2 and 3 from phase 1.
(B) 3. Resistance exercises (load according to
the 1RM, 1 set of 10 repetitions).
Upper limbs:
~flexion of the elbows
-extension of elbows
- anterior flexion of the shoulder 90°
-abduction/adduction of upper limbs up to
shoulder height.
Lower limbs:
~knee extension seated
~bending on his knces at the height of the hip
~knees bending backwards with the heel trying
to pull over on the buttocks.
-abduction/adduction of lower limbs to 45°.
C. Walking:
1. lateral Gait (20 steps for each side)
2.600 metres walk.
D. Stretches from phase 6.
Stage 8.
Items A2 and 3 of phase 1.
Item B3 of phase 7
C. Walking
1. Lateral gait (20 steps)
2. 900 meter walk.
D. Stretches described in Phase 6.
E.
Stage 9.
Repeat Step 8
One floor down stairs and ride the clevator.

Phase 10.
Repeat Step 8.
One floor down stairs and rise again.

Fig. 2 - Intra-hospital exercise program for heart transplant patients.






OPS/images/a11img03.png
Table 1. Anthropometric data and left ventricular ejection fraction

“Cotrol “Training Prvalie
(@=11) (a=11)

Age (years) M0=1646  90=1754 0613

Weight Kg) ~ 600=10.72 5022003 075

Height (o) 163874 16663 0582

BMI(Kgiw) 21382274 21452326 0956

LVEF (%) 18 (16-20) 20 (2020) 0278

BM] = body mass index; LVEF (%) = left vennricular gjection
fraction. Kg = kilograms; m* = square meter
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Fig. 4 - Distance in the Sic Minute Walk Test before and after the
traiing programs
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Table 4. Test of IRM values before and after implementation of the training programs

“Traiming Comror 7P

Group  Time

et 0uTest  1%Test  2*Test

Efbow flexion 301 4457 336 445+ 038 0000
Shoulder flexion 218 28+ 17 200 022 004
‘Shoulder abduction 2,09 236 145 20 0257 0055
Elbowestension 191 254 182 182 03583 0132
Kanee extension 60 70 454 573 0361 0054
Hip abduction 364 486* 318 3011 0438 0015
Kanee flexion 327 486% 30 445 0749 0005

TRM= one repetition maximun test.

* P<0.05 when compared with the value obtained in the 14 inra-group test
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Fig. 3 - Values of maximal inspiratory pressure expressed as
percentage of predicted values
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 Abbreviations, acronyms & symbols.

6MWT  Six Minute Walk Test
BP  Bloodpressure

CG Conolgroup

CMV  Controled mandatory ventilation mode
FC  Functional capacity

FVC  Forced vital capacity

HF  Heartfalwe

HR  Heatrae

HT  Heart trnsplantation

L Liters

L Lowerlimbs

LVEF  Left ventricular jection fraction
MEP  Maximal expiratory pressure
MP Maximal inspiratory pressure
PP Postoperative period

PEEP Postive end-expiratory pressure
RIG  Resistance training group

SpO,  Peripheral oxygen safuation
TG Trinnggrowp

UL Upperlimbs






OPS/images/a25img01.png
Tabla 1. Caracteristicas del grupo quirirgico en el estudio SYNTAX

‘Revascularizacion completa con njertos areriales T890%
Al menos una mamaria interma 9730%
‘Doble mamari interna 2760%
Mamaria + safenas 78.10%
Uso artera radial 1410%
Solamente injertos venosos 260%
Injertos por paciente 284-07%
Anastomosis distales por paciente 32+-08%

15,0% operados se realizaron sin circulacién extracorpdrea
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‘Table 1. Characteristics of patients at baseline (n = 184)
ASK Nothing P Valie.
@59 @ 125)

Male —no. (%) 2440) 66(3) 013
Age mean y. 45216 2=15 01
Hypertension - no. (%) 1627) 27Q) 048
Diabetes - 0. (%) 2064 349 0B
‘Smoking - no. (%)* 21(36) 3@En 025
Low socioeconomiic status 57 (96) 12006 098
Living remote areast 405) 04(75) 090
Mitral pathology

Mitral stenosis 2746) 3800) 005
Mitral insufficiency 40 (68) 75(60) 031
Aortic pathology

Aortic stenosis 1B@®) 24019 065
Aortic insufficiency 2004 808 055
Mitral replacement 3@3) 86(69) 057
Tsolated aortic replacement 16 (27) 3006) 057
LVEF. mean. % Q=12 0=14 055
NYHA@MV)-no. (%) 56(95) 10E3) 002
Euroscore I, mean % 17205 1915 037
STSstrokerisk mean% 0362026 0332037 056
Leflatrium, mean mm 52210 s1=13 054
Values aremuber (%)=unless indicated otherwise; LVEF=indicates
left ventricular

jection fraction: NYHA=New York Heart Association
* Previous or actual.
# Rural areas and small villages.
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‘Table 2. Outcomes according study groups
ASK Noffig Fazad Raio P VAle.
(@=59) (0=125) (95%CT)
Noof  Rateper1000  Noof  Rateper 1000
Patients  personday  Patients  person-day

Primary endpoint: Stroke  3.5) 057 36) 057 313(05106) 033
Mitral replacement 30) 082 30) 082 227051500 011
Aortic replacement* 0 0 0 0 - 070
PVT: overall 147 019 117 019 096(01-104) 099
Mitral replacement 103) 027 123) 027 096(01-103) 098
Aortic replacement* 0 o 0 0 - -
Death at follow-up} 0 0 0 0 - -
NYHA (D at follow-up? 58 (98) - 58(98) - 09%9(01-103) 058
Major bleeding§ 0 o 0 0 - -

Valies are manber (%) =unless indicated otherwise; AF=atrial fibrillation; LVEF=indicates left ventricular gjection raction;
PVT=prosthesis valve thrombosis; NYHA=New York Heart Association

* Isolated aortic replacement.

+ New documented Atrial Fibrilation at follow-up.

1 Up o three months.

§ According GUSTO criteria.
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Abbreviations, acronyms & symbols

AsA Aspirin
a Confidence interval
ECG Eletrocardiogram

‘EuwoSCORE Il Ewopean System for Cardiac Operative Risk Evaluation)

HR Hazard atio

VT Prosthetc valve thrombosis

STs scare Society of Thoracic Surgeons 2008 cardise surgery
sk model (the STS model) fo iolated valve surgery

VKA vitamin K antagonista
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Table 1. Absolute frequencies (relative) and bivariate analysis of risk factors associated with ICU for more and less than 3 days (n = 104)

Variables TC0=3 days TCO=3 days 7 O
n=23 1 (€195%)
Preoperative Gender
Woman 10(31%) 22 (69%) 0135 2.06(0.79-5.38)
Man 13(18%) 59 (82%)
Age (vears)
=60 1326%) 37(74%) 0358 155(0.61-3.93)
<60 10(19%) 4E1%)
BMI (kg/ar’)
<1850u2249 19 24%) 61 (76%) 0463 156 047-5.12)
185249 4(17%) 20 83%)
Renal failure
Yes 2(40%) 3(60%) 0305 248 (039-15.80)
No 21Q1%) 78 (79%)
EF (%)
<50 3(33%) 16(67%) 0102 232(083-648)
250 14(18%) 65 (82%)
Diabetes
Yes 14(33%) 28 (67%) 0023 294 (1.13-7.65)
No 9(15%) 53 (85%)
Hypertension
Yes 205%) 65 (75%) ot 542(0.684323)
No 1(6%) 16 94%)
Smoke.
Yes 5(42%) 7(58%) 01341 290 (082-10.19)
No 18 20%) 73 (30%)
‘Former smoker
Yes 921%) 34 (79%) 0so7* 089 (035-2.29)
No 14(23%) 47(77%)
Tntraoperative On-pump time (min)
120" 1023%) 34(77%) 0598+ 189(0.70-4.10)
<10 132%) 47(78%)
Number of bypasses
=4 3Q1%) 30 (79%) 0843 091 (034-2.39)
<4 15(23%) 51(77%)
orsc
=300 2023%) 68 (77%) 0516 190 (0.40-9.20)
300 2(13%) 13 (87%)
Postoperative OLUTL
=300 19 22%) 66 (78%) 10001 108(032-3.64)
300 4Q1%) 15 (19%)
MY @)
=24 8(57%) 643%) 00021 658 (19921.73)
x4 1517%) 74(83%)
Infection
Yes 6(33%) 12(67%) 021t 203 (067-6.19)
No 1720%) 69 (30%)
PNMV
Yes 3(75%) 125%) 00331 1200 (1.18-121.57)
No 2020%) 30 (30%)
Renal failure
Yes 3(50%) 3(50%) 01201 390 (0.73-2080)
No 2020%) 78 (80%)

R~ Odds ratio; CI—Confidence Intervals; ICU~Intensive Care Unit; BMI~Body Mass Index; EF ~ Ejection Fraction; OI-SC~oxygenation
index leaving surgical center; OI-UCI~ oxygenation index ; MV - Mechanical ventilation; PNMV ~ pneumonia associated with MY: (*) Chi-
square; () Fisher's exact test.

Note: the situations in groups "cases" with 22 and "controls" with 80 individuals indicate lack of data on one of the individuals
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Fig. 1 - Stroke free survival
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Table 4. Absolute frequencies (relative) and bivariate analysis of risk factors associated with staying in the ward for more and less than 7

days (o= 104)
Variables Ward > 7 days Ward =7 days P OR
n=29 n=75 ©%CD
Preoperative ‘Gender
‘Woman 1134%) 21 (66%) 0325 157(0.64-3.88)
Man 1825%) 54.(75%)
Age (years)
>60 1734%) 33 (66%) [ 180 (0.764.30)
<60 1222%) 42(88%)
BMI (kg/ar’)
<1850u2249 5Q1%) 19 (79%) 0380 163 (054487
185249 24(30%) 56 (70%)
Renal failure
Yes 3 (60%) 2(40%) o131t 4210672663
No 26(26%) 73 (74%)
EF (%)
<50 1146%) 13 (54%) 0020 300 (117-8.11)
250 17(22%) 62 (38%)
Diabetes
Yes 16 (38%) 26 (62%) 0056+ 232(097-5.55)
No 13Q1%) 49 (79%)
Hypertension
Yes 2529%) 62(71%) 07741 131(039441)
No 404%) 13 (76%)
Smoke.
Yes 3025%) 9(75%) 10001 083 (021-332)
No 26(29%) 65 (71%)
Former smoker
Yes 1023%) 33(77%) 0377 0.67(028-1.63)
No 19(31%) 42(69%)
Tntraoperative On-pump time (min)
21200 16 36%) 28 (64%) 0099 2.07(087-492)
<10 13(22%) 47(78%)
Number of bypasses
24 13(34%) 25 (66%) 0275 163 (0.68-3.90)
16 24%) 50 (76%)
orsc
=300 24Q7%) 64(73%) 10001 094(027-327)
300 4 (29%) 10 (71%)
Postoperative oLuTL
=300 24(28%) 61(72%) 0866* 110(036-339)
=300 5(26%) 14 (74%)
MYV @)
=24 8(57%) 6(43%) o021t 432(135-1386)
=x 2124%) 68 (76%)
Infection
Yes 11(61%) 7(39%) o001+ 594(201-1749)
No 18(19%) 68 (81%)
PNMV
Yes 3(75%) 1(15%) 0065t 854(08585.75)
No 26(26%) 74.(74%)
Renal faiture
Yes 4(67%) 2(33%) 00507 584(1013385)
No 2526%) 73 (74%)

R~ Odds ratio; CI—Confidence Intervals; ICU~Intensive Care Unit; BMI~Body Mass Index; EF ~ Ejection Fraction; OI-SC~oxygenation
index leaving surgical center; OI-UCI~ oxygenation index ; MV - Mechanical ventilation; PNMV ~ pneumonia associated with MY: (*) Chi-
square; () Fisher's exact test.

Note: the situations in groups "cases” with 22 and "controls" with 80 indtviduals indicate lack of data in one of the individuals
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Table 5. Comparative analysis of the median values (extremes) of continuous predictor variables presented by the
‘patients according to the time spent on the ward (n = 104).

Tength of stay on the ward (days)

Variables =7 -7 P
Age (years) 620(370-820) 500 (370-79.0) 033
BMI (kg/nr’) 260(178-330) 278(180-41.0) 014
EF (%) 640(310-79.0) 565 (28.0-76.0) 005
On-pump (min) 1050 (45.0-200.0) 1200 (55.0-200.0) 021
‘Period of anoxia (min) 90.0(00-1520) 1000 (400-170.0) 017
orsc 2050 (86.8-406.0) 1805 (101.0- 574.0) 02
OHICU 2310 (868-4420) 1850 (101.0- 500.0) o1l
MV (hours) 100(3.0-47.0) 170 (40-598.0) 0004

BMI— Body Mass Index; EF — Ejection Fraction; OF-SC — oxygenation index leaving surgical center; OF-UCI ~
‘oxygenation index; MV - Mechanical ventilation. Statistical analysis: Mann-Whimey Test
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Table 2. Comparative analysis of the median values (extremes) of contimious predictor variables presented by

‘patients according to duration of prolonged ICU stay (n = 104).

TCU fength of stay (days)

Variables =3 -3 P
BMI (kg/n) 260(178-350) 278 (180-410) 053
EF (%) 640(310-79.0) 565 (260-76.0) 035
On-putmp (min) 1100 (45.0-200.0) 1100 (55.0-200.0) 081
‘Time of anoxia (min) 90.0(00-170.0) 1000 (40 - 150) 057
orsc 195.0 (868 - 574.0) 2005 (98.0-342.0) 066
oruct 2200 (1010 - 500.0) 196.0 (6.0 - 360.0) 045
MV (hours) 100(3.0-47.0) 180(40-598.0) 0,001

1CU~Tntensive Care Unit; BMI~ Body Mass Index; EF — Ejection Fraction; OI-SC — oxygenation index leaving
surgical center; OL-UCI- oxygenation index ; MV - Mechanical ventilation. Statistics analyses: Mann-Whitey Test
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‘Table 3. Multivariate logistic regression of factors associated with P < 0.20 for prolonged length of stay in the ICU (n = 104)
T Block 7% Block 3 Block

Variables P OR (95%C1) P OR (95%C1) P OR (95%CD)
Preoperative Female gender

EF <50%

Diabetes 0027 317(134885)

Hypertension 0104 593 (0.69-50.81)

Smoke 0042 407 (1.06-15.69)
Postoperative MV >24h 0006 610 (1.70-21.86)

PNMV

Renal Failure
T+ Block - Analysis of the preoperative variables; 2= Block — Analysis of the pre and intracperative variables; 37 Block — Analysis of the
pre-. intra- and postoperative variables; OR ~ Odds ratio; CI~ Confidence Intervals; ICU ~ Intensive Care Unit; EF ~ Ejection Fraction;
"MV - Mechanical ventilation; PNMV — pneumonia associated with MV






