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Revisoes sistematicas

Identificacao de estudos ja concluidos que
abordaram uma questao de pesquisa

e
avaliacao dos resultados para se chegar a

conclusdes sobre um corpo de conhecimentos.
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Revisoes sistematicas

Usam uma abordagem bem-definida e uniforme
para:

* Identificar todos os estudos relevantes.
* Mostrar os resultados dos estudos elegiveis.
* Quando apropriado, calcular estimativa-sumario.

Metanalise

Métodos estatisticos usados em RevisOes
sistematicas para:

e Calculo das estimativas-sumario de efeito e
variancia.

e Avaliar a heterogeneidade.

* Avaliar o viés de publicacao.




Elementos da Revisao Sistematica

1. Questado de pesquisa clara

2. ldentificacdo abrangente e nao-enviesada dos
estudos

3. Definigcao de critérios de inclusdo e exclusao

4. Extracao uniforme e sem viés das caracteristicas e
dos achados de cada estudo

5. Apresentacgao clara e uniforme dos dados de
estudos individuais.

Questao de pesquisa clara

Em individuos admitidos em uma UTI com angina instavel,
o tratamento com aspirina mais heparina endovenosa,
reduz o risco de infarto e morte durante hospitalizacao,

guando comparado ao tratamento apenas com aspirina?
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Questao de pesquisa clara

Em individuos admitidos em uma UTI com angina instavel,

o tratamento comaspirina mais heparina endovenosa,
reduz o risco de infarto e morte durante hospitalizagao,

guando comparado ao tratamento apemascom aspirina?

Identificagdao dos estudos

Termos de Busca:

unstable angina AND aspirin AND intravenous
heparin AND ((heart attack) or (death))

As buscas devem incluir varias bases eletronicas: MEDLINE, EMBASE, Crochrane, etc




Identificagao dos estudos

[/ 8s outiookccom -rediazg@ ) < unstable angina AND asp x (i Hacer na captura de pai. X

& > € [[) wwwancbinim.nih.gov/pubmed;2term=unstable +angina+AND+aspirin+AND+intravenous+ heparin-+ AND+ (heart+attack)+
e NCBI  Resources ¥ How To ) Sign in to NCBI
P"b%e%m' PublMed v | unstable angina AND aspirin AND intravenous heparin AND ((heart attack)| [SZEE)
Sty t i ! 4
e e CreateRSS Createalert Advanced Help
Article types Summary ~ 20 per page~ Sort by Most Recent ~ Sendto ~ Filters: Manage Filters
Ciiieal Tl
s Results: 1 to 20 of 128 Page [i Jor7 next> | Loz New feature 8
Try the new Display Settings option -
Text availability New and emerging anticoagulant therapy for atrial fibrillation and acute coronary syndrome. Sort by Relevance
Abstract 1 Davis EM, Packard KA, Knezevich JT, Campbell JA
Free ltext Pharmacotherapy. 2011 Oct31(10975-1015. doi: 10 1592/pho.31.10.975. Review
Full text PMID: 21950643 ~
s 2 free full-text articles in PubMed
miararictes
Publication dates entral
5years " Acute coronary syndrome (unstable angina and
Acute coronary syndrome (unstable angina and non-ST elevation Mi;
10 years 2 nen-ST elevation MI). [BMJ Clin Evid. 2009]
Custom range. Sarkees ML, Bavry AA

Early continuous ST segment monitoring in

BHJ Clin Evid. 2009 Jan 13:2009. pi: 0209 o
unstable angina: prognostic value [Heart. 1996]

Species PMID: 19445778 Free PMC Article

Humans Similar artcl seell (2
Other Animals
| Antiplatelet intervention in acute coronary syndrome

Clearall 3 AroraRR, RaiF. Find related data =
R T Am J Ther. 2009 Sep-Oct 16(5)229-40. doi: 10.1097/MJT.0b0 13e31804c7236. Review s Y
= PNID: 19092648 =

Similararicles

Current treatment and future prospects for the management of acute coronary syndromes

4 consensus of the 1997 ushuaia conference. tierra del fuego. Argentina 7
Search details =

Gurfinkel E; Ushuaia Gonference Group.

Clin Drug Investig. 1998;15(5)367-80. ("angina, unstable’[HeSH Terms] OR -

PMID: 18370492 (“angina" [ALL Ficlds] AND “unstable"
Similar aricles [ALL Fields]) OR "unstable angina”
E— [ALL Fields] OR ("unstable"[All g

Fields] AND "angina"[All Ficlds])) | |

Comparative efficacy of once daily parnaparin and unfractionated heparin in unstable angina

R=

Critérios de inclusao e exclusao dos estudos

Procuram garantir a validade da revisao. Se
possivel, estabelecidos a priori

Tipicamente, referem-se a:
* Populagao
* Doenca ou condi¢cao de interesse
Intervengao
* Grupos controle
* Carateristicas do desenho (cegamento,
perdas maximas, duracao do seguimento).
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Elementos da Revisao Sistematica

Questao de pesquisa clara

Identificacao abrangente e ndo-enviesada dos
estudos

Definicao de critérios de inclusao e exclusao

. Extracao uniforme e sem viés das caracteristicas
e dos achados de cada estudo

. Apresentacao clara e uniforme dos dados de
estudos individuais.

Elementos da Revisao Sistematica

Questao de pesquisa clara

Identificacao abrangente e ndao-enviesada dos
estudos

Definicao de critérios de inclusao e exclusao

Extracao uniforme e sem viés das caracteristicas e
dos achados de cada estudo

. Apresentacgao clara e uniforme dos dados de
estudos individuais.
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Citations identified through
database search (n=9451)

Duplicates
(n=3279)

¥

Citation screened
(n=6172)

Mot relevant
(n=6116)

¥

Full-text assessed for

eligibility (n=56)

Other source:
+ Unpublishedtrial

with experts (n=1)

identified through contact

47 excl
=« Did not

» (=)

+ Net a RCT wath parzlell groups (n=14)
= Exparimental group did not receive ARM

* Centrol group received ARM (n=T7)

uded:

invalve the population of interast (n=7)

Ex

¥

volume (n=1)
= Multiple publication (n=6)
= Did not report/provide clinical oulcomes (n=5)

group received tidal

10 trials included in the
Systematic Review

Suzumura EA, et al. Intensi

ive Care Med. 2014 Sep;40(9):1227.

First author/year Eligibility

Pa0,/Fi0,£200 mmHg

Lim/2003 [27] (1%

Pa0,/Fi0,<200 mmHg

Park/2003 (28] (72, =

Pa0,/Fi0,<200 mmHg

Long/2006 (291 ¢ 225,

Wang/2007 [30] PaO,/Fi0,<200 mmHg

Number of

Group patients Type of ARM
Stepwise increase
ARM 20 ofPEEP (from 10 to
30 cmH,0) with a ...
Control 8 NA
CPAP 30-35 cmH,0
(ARM 11 for 30 s, twice daily
Control 6 NA
ARM 16 Not stated
Control 14 NA
ARM 14 CPAP 35 cmH?O .for
35 s after suctioning
Control 14 NA

Method to adjustPEEP

PEEP set at 15 cmH,0 for all patients

Similar to experimental group

PEEP was set before ARM performing
stepwise increase from 8 to

15 cmH,0 (in increments of 2 cmH,0)
and set based ...

Similar to experimental group

PEEP was set daily based on P-V
curve variation

According to ARDSNet
high PEEPtable®

According to ARDSNet table®

According to ARDSNet table®

Suzumura EA, et al. Intensive Care Med. 2014 Sep;40(9):1227.
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Suzumura EA, et al. Intensive Care Med. 2014 Sep;40(9):1227.

Effect on in-hospital mortality

ARM Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C1_Year M-H, Random, 95% CI
Park 2003 4 11 4 6 16% 0.55(0.21,1.43] 2003 - ] T
Lim 2003 10 20 7 8 5.7% 0.57 [0.34,0.95) 2003
Long 2006 5 16 8 14 20% 0.55[0.23,1.29] 2006 TS TR T
Wang 2007 6 14 7 14 23% 0.86 [0.39,1.91] 2007 m————
Meade 2008 173 475 205 508 589% 0.90[0.77,1.06] 2008 =
Huh 2009 14 30 15 27 57% 0.84 [0.50,1.40] 2009 o
Xi 2010 23 55 31 55 9.8% 0.74[0.50,1.09] 2010 T
Hodgson 2011 3 10 2 10 06% 1.50[0.32,7.14) 2011 —
Liu 2011 14 50 17 50 4.3% 0.82[0.46, 1.48] 2011 ——r
Kacmarek 2014 29 99 3B/ 10 9.0% 0.85[0.56,1.27] 2014 —
Total (95% CIy 780 793 100.0% 0.84 [0.74, 0.95] *
Total events 281 331
Heterogeneity, Tau®= 0.00; ChF=571,df= 2 (P=0.77), F=0% ;11 orz 0?5 1 + 1&

Test for overall effect Z = 2.86 (P = 0.004) Favours ARM Favozuts Cl}smrol

Effect on barotrauma

ARM Control Risk Ratio Risk Ratio
Study or Subgroup __Events _Total Events Total Weight M.-H, Random,95% CI_Year M-H, Random, 95% CI
Long 2006 0 16 2 14 12% 0.18[0.01,3.39] 2006

Wang 2007 1 14 1 14 15% 1.00(0.07,14.45] 2007

Meade 2008 53 475 47 508 78.2% 1.21(0.83,1.75] 2008 —h—

Huh 2009 3 30 3 27 4% 0.30(0.20,4.09] 2009

Xi 2010 0 55 0 55 Not estimable 2010

Hodgson 2011 o010 0 10 Not estimable 2011

Liu 2011 2 50 4 50 40% 0.50(0.10,261] 2011 +————
Kacmarek 2014 6 99 8 101 104% 0.77(0.28,2.13] 2014 _—
Total {95% Cly 749 779 100.0% 1.07 [0.77, 1.48]

Total events 65 65

0102 05 1 2 5 10
Favours ARM Favours Control

Heterogeneity: Tau®= 0.00; Chi*= 312, df= 5 (P= 0.68), F=0%
Testfor overall effect Z= 038 (P=0.70)

Effect on severe hypoxemia reguiring rescue therapies

Elementos da Revisao Sistematica

(Metanalise)

6. Avaliacao da heterogeneidade dos achados dos
estudos individuais.

7. Quando apropriado, cdlculo de estimativa-
sumario do efeito e do Intervalo de confianca.

8. Avaliacao do potencial viés de publicacao.
9. Analise de subgrupo e de sensibilidade.
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Avaliacao do heterogeneidade dos estudos
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FIBURA 2. Presentacion grafica de ensayos clinicos randomizados (ECR) homogéneos (a izquierda) y heterogéneos (a de-
recha). RR = riesgo relativo.

Estimativa sumario e Intervalo de confiancga

Effect on in-hospital mortality

ARM Control Risk Ratio Risk Ratio

_Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Park 2003 4 1 4 6 16% 055(0.21,1.43] 2003 —1

Lim 2003 10 20 7 8 57% 057 (0.34,0.95] 2003 —

Long 2006 5 16 8 14 20% 055(0.23,1.29] 2006 =

Wang 2007 6 14 7 14 23% 0.86[0.39,1.91] 2007 ———
Meade 2008 173 475 205 508 589% 090[0.77,1.06] 2008 =

Huh 2009 14 30 15 27T 57% 0.84(0.50,1.40) 2009 ——

X 2010 23 55 N 55 98% 0.74(0.50,1.09] 2010 e
Hodgson 2011 3 10 2 10 06% 150(0.32,7.14] 2011 —

Liu 2011 14 50 17 50 43% 0.82[0.46, 1.48] 2011 T
Kacmarek 2014 29 99 3% 1 9.0% 0.85(0.56,1.27] 2014 —

Total (95% CI) 780 793 100.0% 0.84 [0.74,0.95] L]

Total events 281 331

Heterogeneity. Tau®= 0.00; Chf=5.71,d=9 (P=0.77), P= 0% i“ 0:2 015 '2 ‘5 10?

Testfor overall effect Z= 2.86 (P = 0.004) Favours ARM Favours Control

Suzumura EA, et al. Intensive Care Med. 2014 Sep;40(9):1227.
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Estimativa sumario e Intervalo de confiancga

Efeito Global (Fixo): &=

Effect on in-hospital mortality

Suzumura EA, et al. Intensive Care Med. 2014 Sep;40(9):1227.

65
Heterogeneity. Tau®= 0.00; Ch= 312, df= 5§ (P = 0.68), F=0%

Testfor overall effect Z= 0.38 (P=0.70)

Effect on severe hynoxemia re.

ARM Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, 95% Cl_Year M-H, Random, 95% CI
Park 2003 4 1 4 6 16% 0.55[0.21,1.43] 2003 ——
Lim 2003 10 20 T 8 57% 0.57 [0.24, 0.95] 2003
Long 2006 5 16 8 14 20% 0.55[0.23,1.29] 2006 I
Wang 2007 6 14 T 14 23% 0.86[0.39,1.91] 2007 oy o=
Meade 2008 173 475 205 508 58.9% 0.90[0.77,1.06] 2008 =
Huh 2008 14 30 15 a7 57% 0.84 [0.50, 1.40) 2009 —f
Xi 2010 23 55 31 55 9.8% 0.74[0.50,1.09] 2010 -t
Hodgson 2011 3 10 2 10 0.6% 1.50[0.32,7.14) 201
Liu 2011 14 50 17 50 43% 0.82[0.46,1.48] 2011 T
Kacmarek 2014 29 a9 3B/ 1 9.0% 0.85[0.56,1.27] 2014 N
Total (95% CIy 780 793 100.0% 0.84 [0.74, 0.95] *
Total events 28 3
l:eterogeneifr‘ Tau’f U?D; Chi# =75 71, di=9(P=0.77), F=0% :11 052 0?5 5 ‘," 1&

estfor overall effect Z= 2.86 (P = 0.004) Favours ARM Favours Control

Effect on barotrauma

ARM Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl_Year M-H, 95% Cl
Long 2006 0 16 2 14 12% 0.18[0.01,3.39] 2006
Wang 2007 1 14 1 14 1.5% 1.00 [0.07,14.45] 2007
Meade 2008 53 475 47 508 78.2% 1.21[0.83,1.75] 2008 -i—
Huh 2009 3 30 3 27 4T% 0.90[0.20, 4.09] 2009 —
Xi 2010 o 55 i) 55 Mot estimable 2010
Hodgson 2011 1] 10 o 10 Not estimable 2011
Liu 2011 2 50 4 50 40% 050[0.10,2.61] 2011 ¥——————1——
Kacmarek 2014 6 99 8 101 104% 0.77[0.28,2.13] 2014 —
Total (95% CI) 749 779 100.0% 1.07 [0.77, 1.48]
Total events 65

0102 05 1 2 5 10
Favours ARM Favours Control

rescue theranies
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Avaliacao do viés de publicacao
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Grande
°
Tamanho
de ®
amostra ®e
ou peso e °
o ® . .
™Y [ ]
e e o .
L] )
Pequeno » .
Baixo Alto

Log do risco relativo

Avaliacao do viés de publicacao
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Avaliacao do viés de publicagao

Effect size
0
L]

Elementos da Revisao Sistematica

(Metandlise)

6. Avaliacao da heterogeneidade dos achados dos

estudos individuais.

7. Quando apropriado, cdlculo de estimativa-
sumario do efeito e do Intervalo de confianca.

8. Avaliacao do potencial viés de publicacao.

9. Analise de subgrupos e de sensibilidade.
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Analise de subgrupos e de sensibilidade.

Study RD Risk Difference and 95% confidence interval
Lindgarde, 2000 0.13
Finer, 2000 0.14 L
XENDOS 0.15 e e
Rossner, 2000 0.19
Kelley, 2002 0.20 ——
Hauptman, 2000 0.20 —
Sjostrom, 1998 0.20 ———
Krempf, 2003 0.21
Davidson, 1999 0.22
Miles, 2002 0.23 L2
Bakris, 2002 0.24
Hollander, 1998 0.26 i
Broom, 2002 0.31 —_—
Berne, 2004 0.35
Orlistat 0.21 —
Hauner, 2004 0.21
McMahon, 2000 0.31
Apfebaum, 1999 0.31
McNully, 2003 0.33 =
McMahon, 2002 0.34
Smith, 2001 0.36
Sanches-Reyes 0.42 =
Sibutramine 0.32 L
Overall 0.24 — T
00 01 02 03 04 05 08 0O7F

Analise de sensibilidade.

Avaliacdo da influéncia de cada um dos estudos nos
resultados.

Replicar a meta-analise excluindo em cada passo um dos
estudos incluidos na revisao.

Resultados semelhantes em dire¢ao, magnitude do efeito e
em significancia estatistica, indicam um resultado robusto.

Este processo pode ser repetido eliminando vdrios estudos
(Ex, aqueles de pior qualidade, ndo publicado, etc.) para
determinar a sua possivel influéncia nos resultados.
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Revisao Sistematica

Importante:

As caracteristicas e os achados de estudos individuais
devem ser apresentados claramente, permitindo que o
leitor forme opinides que nao dependam das estatisticas
sumario.

A maior limitagao da Revisdo Sistematica é que a
confiabilidade dos resultados é limitada pela qualidade dos
estudios incluidos.

Leitura recomendada:

Grady D & Hearst N. Usando Bases de Dados Existentes. Em:
Hulley SB, Cummings SR, Browner WS, Grady DG & Newman
TB. Delineando a Pesquisa Clinica — Uma abordagem
epidemioldgica. 32 Ed. 2008. Cap. 13. p. 231-240.

Pabalan N, Jarjanazi H, Steiner T S. Meta-analysis in
microbiology. Indian J Med Microbiol 2014;32:229-35
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