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Origens do CEMBE

* Criado pelo Comité Cientifico da FMUL em 1999

Unidade estrutural da FMUL
A.

Vaz Carneiro nomeado como Director

* Objectivos prioritarios:

Promocao do conhecimento cientifico
Investigacao clinica e epidemiologica

Formacao a todos os niveis (pré, pds-graduada, CME e
avancada — Mestrados/Doutoramentos)

Consultoria cientifica externa

Networking com Centros Internacionais.
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Departamento de investigacao

* Educacao médica
 BEME review (“OSCE for pre-med students”)
 Medicina/saude
* Investigacdao secundaria (revisées sistematicas/meta-analises)
* Estudos observacionais (prevaléncia e incidéncia)
e Estudos de custo e carga da doenca
* Investigacao em resultados em saude (HOR) e em Servicos de Saude
(HSR)
* Artigos cientificos de metodologia MBE
* Metodologia de Normas de Orientacao Clinica (AGREE, ADAPTE, etc.)
* Gestao baseada na Evidéncia
* Politicas Baseadas na Evidéncia

* Registos de doentes.
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Caffeine Exposure and the Risk of
Parkinson's Disease: A Systematic Review
and Meta-Analysis of Observational Studies
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Types of papers in medical science

* Research papers e Editorials

* Clinical trials e Review articles
* Diagnostic studies . Abstracts/posters
* Prognostic studies :
ShOSH . * Letters to the editor
* Systematic reviews _
* Thesis (master, PhD)

* Case reports
e Case series * Book reviews
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20 steps in publishing a paper...
(E. Huth 1990)

Decide on the scientific question of the paper

Decide whether the paper is worth writing

Decide on the importance of the paper (so-what? question)
Decide on the audience for the paper (who cares? question)
Select the journal

Search the literature

Decide on authorship

Assemble the materials needed to write the paper

Look up manuscript requirements for the journal

10 Consider the general structure of the text.
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.

20 steps in publishing a paper...
(E. Huth 1990)

Develop a sketch or outline for the first draft

Write the first draft

Revise the first and subsequent drafts

Revise your prose for fluency, clarity, accuracy, economy...
Make sure that the details of the scientific style are correct
Prepare figures and tables

Revise the last completed draft of the final manuscript

Get into the journal website

Respond to the editors and reviewers questions

Get the PDF of the paper ...
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e Costa J, Borges M, David C, Vaz Carneiro A. Efficacy
of lipid lowering drug treatment for diabetic and
non-diabetic patients: meta-analysis of randomized
controlled trials. BMJ 2006;332:115-1124

* Caldeira D, Alarcao J, Vaz-Carneiro A, Costa J. Risk of
pneumonia associated with use of angiotensin
converting enzyme inhibitors and angiotensin

receptor blockers: systematic review and meta-
analysis. BMJ 2012;345:e4260

THE COCHRANE



Efficacy of lipid lowering drug treatment for diabetic and
non-diabetic patients: meta-analysis of randomised controlled trials
Joao Costa, Margarida Borges, Claudio David. Anténio Vaz Carneiro BMJ 2006;332:115-1124

Objective To evaluate the clinical benefit of lipid lowering drug
treatment in patients with and without diabetes mellitus, for
primary and secondary prevention.

Design Systematic review and meta-analysis.

Data sources Cochrane, Medline, Embase, and reference lists
up to April 2004.

Study selection Randomised, placebo controlled, double blind
trials with a follow-up of at least three years that evaluated lipid
lowering drug treatment in patients with and without diabetes
mellitus.

Data extraction Two independent reviewers extracted data. The
primary outcome was major coronary events defined as
coronary heart disease death, non-fatal myocardial infarction,
or myocardial revascularisation procedures.

Results Twelve studies were included. Lipid lowering drug
treatment was found to be at least as effective in diabetic
patients as in non-ciabetic patients. In primary prevention, the
risk reduction for major coronary events was 21% (95%
confidence interval 11% to 30%; P< 0.0001) in diabetic patients
and 23% (12% to 33%; P= 0.0003) in non-diabetic patients. In
secondary prevention, the corresponding risk reductions were
21% (10% to 31%; P=0.0005) and 23% (19% to 26%;

P < 0.00001). However, the absolute risk difference was three
times higher in secondary prevention. When results were
adjusted for baseline risk, diabetic patients benefited more in
both primary and secondary prevention. Blood lipids were
reduced to a similar degree in both groups.

Conclusions The evidence that lipid lowering drug treatment
(especially statins) significantly reduce cardiovascular risk m
diabetic and non-diabetic patients is strong and suggests that
diabetic patients benefit more, in both primary and secondary

P prevention. Future research should define the threshold for
st FMUL EMBE treatment of these patients and the desired target lipid
S concentrations, especially for primary prevention.



Editorial

Researchp 1115

Diabetes and lipid lowering: where are we?

John P D Reckless
BMJ 2006:332;1103-1104

remature morbidity and mortality is substan-
tially due to cardiovascular disease, with tobacco
use, hypertension, and abnormal lipids being
the main modifiable causal factors. Glycaemia is
directly related to cardiovascular risk,' and in people
risk of

approaches that in non-diabetic people with previous

with diabetes the cardiovascular disease
myocardial infarction.”*

Because most people with type 2 diabetes have an
absolute risk of cardiovascular disease of 20% or more
over 10 years, guidelines suggest active intervention to
reduce risk factors in patients with diabetes, including
statin therapy to reduce the serum concentration
of low density lipoprotein cholesterol (LDL-C) to
<2 mmol/1.* In this week’s BMJ Costa and colleagues
report a meta-analysis of trials of lipid lowering drug
therapy for primary and secondary coronary heart dis-
ease prevention in patients with and without diabetes."

Review by the National Institute for Health and

EMBE

doi:10.1136/bmj.332.7550.1103

led trials (six primary prevention, eight secondary pre-
vention) which fulfilled the criteria of having > 500
patients per group treated for three years in whom car-
diovascular outcome data diabetes and non-
diabetes subgroups could be identified separately.
What did the meta-analysis find? In both primary and

for

secondary prevention of major coronary events there
were highly significant and similar relative risk
reductions of 21% (diabetes) and 23% (non-diabetes),
in the presence of similar lipid changes. In the analyses
of secondary prevention the absolute risk was three
times higher than in those for primary prevention.
Are there any difficulties with this study? This
meta-analysis looked at lipid lowering drugs in general
and not just statins (the agents of first choice to achieve
target LDL. cholesterol concentrations). Two studies
used the fibrate gemfibrozil, which is less well tolerated
and has more potential side effects than other agents,’
but their omission would not materially affect the over-

THE COCHRANE
COLLABORATION®



EMBE

Iy Spaz avw O IS5/ BN RRiL-TOLIgER

SELRDGE0 MSS! VAV pu

1% May 2006

Lipid lowering drugs
in diabetes

They work, so wse them qoe g

Kidneys for transplant: clinicians ask but relatives refuse i yiu
Could cerebral emboli be a preventable cause of dementia? e
Where's the clinical benefit in cancer genetics? i«

Dame Janet's disappointment after Shipman i om

Celebrating Richard Bayliss i

bmj.com




Risk of pneumonia associated with use of angiotensin
converting enzyme inhibitors and angiotensin receptor
blockers: systematic review and meta-analysis
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consultant, assistant of clinical pharmacology®, Anténio Vaz-Carneiro clinical professor of medicine,
director of the Center for Evidence-Based Medicine®’, Jodo Costa professor of clinical pharmacology,
coordinator of the Portuguese Cochrane Centre'**
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Medicine, University of Lisbon
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Caldeira D, Alarcao J, Vaz-Carneiro A, Costa J. Risk of pneumonia associated
with use of angiotensin converting enzyme inhibitors and angiotensin
receptor blockers: systematic review and meta-analysis. BMJ 2012;345:e4260

Abstract

Objective To systematically review longitudinal studies evaluating use
of angiotensin converting enzyme (ACE) inhibitors or angiotensin receptor
blockers (ARBs) and risk of pneumonia.

Design Systematic review and meta-analysis.

Data sources Medline through PubMed, Web of Science with conference
proceedings (inception to June 2011), and US Food and Drug
Administration website (June 2011). Systematic reviews and references
of retrieved articles were also searched.

Study selection Two reviewers independently selected randomised
controlled trials and cohort and case-control studies evaluating the use
of ACE inhibitors or ARBs and risk of pneumonia and retrieved
characteristics of the studies and data estimates.

Data synthesis The primary outcome was incidence of pneumonia and
the secondary outcome was pneumonia related mortality. Subgroup
analyses were carried according to baseline morbidities (stroke, heart
failure, and chronic kidney disease) and patients’ characteristics (Asian
and non-Asian). Pooled estimates of odds ratios and 95% confidence
intervals were derived by random effects meta-analysis. Adjusted
frequentist indirect comparisons between ACE inhibitors and ARBs were
estimated and combined with direct evidence whenever available.
Heterogeneity was assessed using the I° test.

EMBE

Results 37 eligible studies were included. ACE inhibitors were associated
with a significantly reduced risk of pneumonia compared with control
treatment (19 studies: odds ratio 0.66, 95% confidence interval 0.55 to
0.80; I°’=79%) and ARBs (combined direct and indirect odds ratio estimate
0.69, 0.56 to 0.85). In patients with stroke, the risk of pneumonia was
also lower in those treated with ACE inhibitors compared with control
treatment (odds ratio 0.46, 0.34 to 0.62) and ARBs (0.42, 0.22 to 0.80).
ACE inhibitors were associated with a significantly reduced risk of
pneumonia among Asian patients (0.43, 0.34 to 0.54) compared with
non-Asian patients (0.82, 0.67 to 1.00; P<0.001). Compared with control
treatments, both ACE inhibitors (seven studies: odds ratio 0.73, 0.58 to
0.92; I°=51%) and ARBs (one randomised controlled trial: 0.63, 0.40 to
1.00) were associated with a decrease in pneumonia related mortality,
without differences between interventions.

Conclusions The best evidence available points towards a putative
protective role of ACE inhibitors but not ARBs in risk of pneumonia.
Patient populations that may benefit most are those with previous stroke
and Asian patients. ACE inhibitors were also associated with a decrease
in pneumonia related mortality, but the data lacked strength.
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Review: ACE inhibitors reduce risk for
pneumonia

Caildeira D, Alaroo ], Vaz-Carmeiro A, Coeta §. Risk of prewmonia
Mwblrajmﬁmmﬂm-d

black: ic review amd meta-analysis,
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Question

Do angiotensin-converting enzyme {ACE) inhibitors and
angiotensin-receptor blockers (ARBs) affect risk for pnewmonia®
Review scope

Included studies compared ACE inhibitors or ARBs with placcbo,
each other, oc any other active dnag in patienss with any baseline
disease or rigk factors, and had predefined outcomes. Outcomes
were pnewmonia (preamonia, lower respiratory tract infection,

or hospitalization due to lower respiratory tract mfection} nnd

Conclusion
Angiotensin-converting enzyme inhibitors reduce risk for preu-
monix; the effect for angiotensin-receptor blockers is not dear.

pocumoniz-related mortality (death directly related o
or in-hospital death or death within 30 d of pnclmmn anset).
Datz on upper respiratory tract infections were exchuded.

Review methods
MEDLINE, Web of Science with ceaference proceedings,
reference lists, reviews, and the US Food and Dneg Administrution
(FDA) Web site were searched to June 2011 for randomized con-
tralled trials (RCTs), coheet studies, and case-coatrol studies. 37
studies met selection criteria: 18 RCTs (n = 74 097, mean age
range 45 to 78 y, mean follow-up range 0.2 to 4.8 y), 11 coboet
dies, and 8 case— I studies. 7 RCTs i ACE

inhibitors with ls, 9 compared ARBs vmil'cmrmls and 2
cmnpnmd ACE mhlblmsvmhARBs. 17 RCTs had adequate
azation, 8 had led alk 14 had blinding of

s, and 16 described withdrawals; 2

pocumonia as 2 prespecified catcome. Only results from RCTs
ane presented in this abstrace.

Main results

ACE inhibitors had = lower risk for pneumonia than control
treatment and did not differ from ARBs (Table); ARBs dad not
differ froen control. ACE inhibitors and ARBs did not differ from
control treatment or each other for pneamonia-related moctality
{Table).

Anglotessin-converting enzyme (ACE) Inhibitors and
angiotensin-receptor biockers (AREs) and risk for pneumonis®
Outcomes Comparisans Mumbsr ot Ods ratio (35% CI)

trials (m)
Therrons KEmdbtecwcoetd 6017558 0E9QEEL0E
X385 vs curind S 0WMISie 10l
KEmtbstesvs AR 1 (17118 59075 te 105}
Pranonisdsted  ACE mbdbders v contmd 3 0501} 61020t L 80
ARB: vz corind 1058 Q52040 e 100y
KEnbbles v AREs 1 {141 729014 1o X7
S D ity e o e

f Saericomally igofare:

Source of fending: No extermal funding

For correspondence: Dr. |. Costa, University of Lisbon, Lisbom,
Poraugal. E-mail ncosta€ifm ulpe. @

Commentary

For several years, nluslzmsumomdd:nACEmhbnonmn
d the risk for The Perindopeil Protection Against

R:nmntSu'olenx!y;:nRCTda\:mAmh.hnLEmope,md
Asia, found that patients of Asian cthnicity who had a previous
stroke or transient ischemic attack and were treated with an ACE
inhibitor had 2 reduced risk for ia (1). A Japanese study
of patients with strolee had similar findings (2). Caldeira and col-
leagues did 2 meta-znalysis, inchuding RCTs and observational
stuclies, to cxamine the potential effect of both ACE inhibisors
and ARBs on development of pneumoaiz. The resules suggest
that patients receiving ACE inhibitors, bot not ARBs, had reduced
risk for iz that was pr ced in Asian patients. Caldeira
and colleagues suggest that ACE inhih might be inued
in patients at high risk for pneumoenia, even if ACE inhibitor-
mnduced cough develops.
Several concerns Emit the conclusions of the study, the most
impartant being that peeumonia was not a primary outcome in
most of the studics. Preumonia incidents were compiled from
reported adverse events in several studies, and others were obtained
from FDA regulatory documents. Anzlyses had significant het-
erogencity becanse multiple study types were ncluded, and
reporting bias was 1 possibility.
At this time, evidence &s insufficient to select an ACE inhibitor
over an ARR for patients with bypertension, disbetes, or left ven-
tricular systolic dysfunction. For patients of Asian descent with
stroke, one might be tempted to use 2n ACE inhibitor based on
this and previous studies. However, further research using poeu-
mania as 2 specified outcome is needed. It would be interesting
to see if the protective effect in patients of Asian descent persists
in Asian putients fiving in Earope or North America.
Randoiph |. Lipchik, MD
Medical College of Wisomsin
Mikeaqukee, Wisconsin, USA
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