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De la Wikipedia, enciclopedia libera

Medicina bazata pe dovezi (acr. MBD, in englezad Evidence-based medicine — EBM), este o conceptie despre medicind aparutd prin anii 70’ ai
secolului trecut, care sustine ca medicina trebuie sa se concentreze pe obiectivitate, pe dovezi stiintifice, pe meta-analiza, pe folosirea
metodica, algoritmica, a totalitatii ramurilor medicinei (epidemiologie, genetica, biostatistica, informaticd medicald, medicind explorativa si de
laborator prompta, precisa si de calitate, etc.) considerand raportul cost - eficientd, sub un control de calitate riguros si permanent, medicul
consultat fiind factorul frontal al unui larg grup de specialisti, cu care se gaseste in interreactie. Spre deosebire de MBD, medicina ,clasicd”,
deductiva (engleza Opinion-Based Medicine — OBM) este bazata pe bagajul de cunostinte acumulat din studiile si experienta personala, pe
traditionala ars medicae (arta medicala), pe intuitia personala a clinicianului.

[storic [ modificare | modificare sursa |

Prin 1975, Ministerul S&natétii Canadian a mobilizat o grupa de specialisti, (The Canadian Task Force) cu menirea sa compuna directive
stiintifice si unitare de examinare sanitara periodicd a populatiei. Pentru o apreciere obiectivd a produsului final, a nivelului de validitate si de
evidentd a activitatii preventive, doi dintre specialisti, Suzanne Fletcher si David Sackett au creat "nivele de evidenta" (levels of evidence)



Unde si cum cautam informatia medicala?



Strategia de cautare:

Operatori logici:
 AND

* OR

 NOT




Ex 1: ACG

* ClinicalKey - 903 rezultate

"giant cell arteritis" AND "blindness"

* Clarivate (WOS) -20

((((ALL=(giant cell arteritis)) or ALL=(GCA)) or ALL=(temporal arteritis)) or ALL=(Horton disease)) AND (((((ALL=(blindness)) OR
ALL=(amaurosis)) OR ALL=(visual loss)) OR ALL=(vision loss)) OR ALL=(loss of vision))

* Scopus—1032

( ( TITLE-ABS ( "giant cell arteritis" ) OR TITLE-ABS ( gca ) OR TITLE-ABS ( "temporal arteritis" ) OR TITLE-ABS ( "Horton
disese" OR "Horton's disease" ) ) AND ( TITLE-ABS ( blindness ) OR TITLE-ABS ( amaurosis ) OR TITLE-ABS ( "visual loss" ) OR TITLE-ABS
( "vision loss" ) OR TITLE-ABS ( "loss of visios" ) ) )

* PubMed- 1,914

("Giant Cell Arteritis"[Mesh]) OR ((((((giant cell arteritis[Title/Abstract]) OR (arteritis[Title/Abstract])) OR (GCA[Title/Abstract])) OR
(temporal arteritis[Title/Abstract])) OR (vasculitis[Title/Abstract])) OR (Horton disease[Title/Abstract])) AND (("Blindness"[Mesh]) OR
(((((blindness[Title/Abstract]) OR (visual loss[Title/Abstract])) OR (vision loss[Title/Abstract])) OR ("recovery of function" [Mesh]) OR
("vision disorders”[Mesh]) OR (loss of vision[Title/Abstract])) OR (Amaurosis[Title/Abstract])))



Ex 2: LES

* PubMed- 6 rezultate

('“corticosteroid”[TitIe/Abstract] OR "corticosteroids"[Title/Abstract]) AND ("lupus erythematosus, systemic"[MeSH Terms] AND
"systemic lupus erythematosus"[Title/Abstract]) AND ("Hydroxychloroquine"[MeSH Terms] AND
"Hydroxychloroquine"[TitIe/Abstract]) AND ("deprescription"[Title/Abstract] OR "deprescribing"HTitIe/Abstract] OR
"discontinuation"[Title/Abstract] OR interruption"HTitIe/Abstract] OR "withdraw"[Title/Abstract] OR "cease"[Title/Abstract] OR
"cessation"[Title/Abstract] OR "stop"[Title/Abstract

* Scopus-19

TITLE-ABS ( "systemic lupus erythematosus" ) AND TITLE-ABS ( "corticosteroid*" ) AND TITLE-ABS ( "Hydroxychloroquine" ) AND TITLE-

ABS
( "deprescription" OR "deprescribing" OR "discontinuation" OR "interruption"” OR "withdraw" OR "cease" OR "cessation" OR "stop*" )

e (Clarivate -23

(((ALL=( "systemic lupus erythematosus")) AND ALL=("corticosteroid*")) AND ALL=( "Hydroxychloroquine")) AND
ALL=("deprescription" OR "deprescribing" OR "discontinuation" OR "interruption" OR "withdraw" OR "cease" OR "cessation" OR

nstop*n)



Calitatea metodologica a
studiilor

- Risk of bias -



Eroarea sistematica (bias)

= deviere sistematica a rezultatelor sau deductiilor

Studiile clinice randomizate 55
Esantion
Alocare
[ l ‘ *l eror sistematice de seleclie
TratarIent J . Mlanor (randomizare)
Expus Neexpus erori sistematice de executie
tratamentului tratamentului (orbire)
l - , l . erori sistematice de uzura si migrare
urmarire urmarire (analiza in intentie de tratament)
erori sistematice de deteclie

efect ‘ . efect (orbire)

Figura VIII.1. Studiile randomizate — tipuri de erori sistematice si modalitati metodologice de
evitare a acestora.



Sintezele sistematice



Ghidul “"devoratorului” de sinteze sistematice...

e Ce sunt sintezele sistematice ?
* Tipuri de sinteze sistematice ...
* De ce ... sinteze sistematice ?

* Unde si cum le cautam ?

* Pe care le alegem ?

 Cum interpretam rezultatele?
* Ce este Meta-analiza ?



Ce sunt sintezele sistematice?

e colecteaza toate dovezile existente in literatura
e raspund la o anumita intrebare de cercetare

e criterii de eligibilitate prespecificate

* metode explicite, sistematice

 ofera rezultate ample si impartiale

 concluzii si decizii terapeutice

(Antman 1992, Oxman 1993)



Tipuri de sinteze sistematice ...

* Interventii

* Terapeutice

* Metode diagnostice
* Prognostice

* Metodologie



De ce ... sinteze sistematice?

Strongest

Highest level of evidence
(Gold Standard) It is shown that...

Randomised controlled
trials (RCTs)

Quasi-experimental studies

It is likely that...
Second level Cohort studies
of evidence
Case-controlled studies

Study with either post-test or pre-test/post-test There are signs that

Case studies

Other

evidence .
Expert opinion, editorials, anecdotal Experts believe...

Weakest

* cele maifiabile tipuri de studiu
e in varful ierarhiei dovezilor



Systematic review NOT
(literature review OR narative review OR review)

Identify the issue and determine the question
The Concept of a Systematic Review

Systematic Review Literature Review (or Namative Review)
= What autho’s Write a plan for the review
Question Research guestion is focusing on a single Research question is not necessarily focusing on a ” ,-’ﬁv‘.; "\'-}‘ 4 Do ‘ ’
P - | 5
question. single question, but may describe an overview. ] < <
Studies /l/ﬂ Search for studies
Protocol A peer review protocol or plan is included. No protocol is included. R ey
d <(Z B \"{}’ o° A
=4 + A

Background Both provide summaries of the available literature on a topic. . d—
‘ & : i and select studies (7

Objectives Clear objectives are identified. Objectives may or may not be identified. @ & ” seE IRt S
Inclusion and exclusion Criteria is stated before the review is Criteria is not specified. S 3
criteria conducted. . Extract data from
Systematic the studies g
Search strategy Comprehensive search is conducted in a Strategy is not explicitly stated. review process g
systematic way. Assess the quality E
of the studies _‘
Process of selecting articles  Usually clear and explicit. Not described in a literature review. 3
Combine the data 5
Process of evaluating Comprehensive evaluation of study quality. Evaluation of study quality may or may not be (svnﬂmkom:m-mlysls) g
articles included.
Discuss and conclude g
Results and data synthesis  Clear summaries of studies based on high Summary based on studies where the quality of overall findings 1 4
quality evidence. articles may not be specified. May also be g
influenced by the reviewer's theories, needs and -;
heliefs. ~
8
Discussion Written by an expert or group of experts with a detailed and well grounded knowledge of the |
issues. Systematic Review ~
Method of undertaking Explicit and repeatable. Not easily repeatable. ‘
review 3

Dissemination 5

. o

Reproduced from: Bettany-Saltikov, J, (2010). Learning how to undertake a systematic review: part 1. Nursing Standard. 24(50), 47-55
https://cccrg.cochrane.org/infographics.



Unde si cum le cautam ?

urse de sinteze sistematice:

eCochrane Library (domeniul medical)

eThe Campbell Collaboration (eductatie, justitie, etc)

*EPPI-Centre (metodologia sintezelor sistematice

PubMed

Publed

up

Advanced Create alert Create RSS

Save Email sendto

us) AND (nephiitis)

S0t | st recent s
by:

sults Page 1 of 1

I @  Filters applied: Systematic Review. Clear all

[
T

A Systematic Revie
Clinical Represent

of Pediatric Dialysis in Asia: Unveiling Demographic Trends,
ation, and Outcomes.

Cite  Britto TI, Hoque ME, Fattah S&,
15(1) Jan.
NS oD 38344624 Fres PMCarticle.  Review.
. Acute kidney injuries [AK) tended to impact more boys, but chronic kidney diseases [CKD),
s such as lupus nephritis, disproportionately afflicted girls, Many different ethnic groups were
LI Abstract represented, and there was evidence that some diseases having a hereditary compo
LI Free full text
[ Evaluating Sex Differences in the Characteristics and Outcomes of Lupus
LI Fulltext 2 Nephritis: A Systematic Review and Meta-Analysis
Cite  Mahmood SE, Aziz M, Malepati D, Lee-Smith W, Clark I, Brearley &, Nachman PH
Glomerular Dis, 2024 Jan 4,4{1):19-32. doi: 10 00535981, eCollection 202
A oo se2 Free PMCarticle.  Review,

INTRODUCTION: More frequent and severe lupus nephritis {LN) has been reported in men

compared to women, but data are limited and incansistent, ..
|| Books and Documents
| Clinical Tral [T Therapeutic drug monitoring of mycophenolic acid and clinical outcomes of

3 lupus nephritis: a systematic review and meta-analysis.
L1 Meta-Analysis cite Wauttiputhanun T, Naiyarakseree N, Udemkarnjananun 5, Kittanamengkelchai W, Asada L,
| Randomized Controllzd hare Cheryavlaskul P, Townamchai , vhingsanon .
Trial an 17,1101 i: 10.1136/upus

L Review Free PMC ar

INTRODUCTION: Mycophenalic acid (MPA] is a primary immunosuppressive agent used in the
Systematic Review treatment of lupus nephritis (LN). While therapeutic drug monitoring (TDM) of MPA is well

in oraan tr its role in LN treatment remains uncertain. ..,




Cochrane Systematic Reviews

(@) Cochrane

(@ Cochrane
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Our global communit
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Inclusion
Our products and services The Strategy for Change aims to prepare Cochrane to remain sustainable following the
Evidence in different unprecedented global events of 2020-2021.
languages.
tdited by Edited by
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Pe care le alegem ...
Ce face o sinteza sistematica sa fie buna?

* Unde este publicata?

 Numarul de autori?

* Obiective clare

* Criterii de includere si excludere

Population or patient
Intervention

Comparison or control

OO0 — ©

Outcome

 Stategia de cautare
minim 2 baze de date (PubMed/EMBASE/Scopus/WQOS/ Cochrane Library)
filtrele folosite

* Protocol inregistrat (PROSPERO sau altele)

e Diagrama PRISMA (Preferred Reporting Items of Systematic reviews and Meta-
Analyses)



Identification

Screening

PRISMA

Identification of studies via databases and registers

Records identified from™:
Databases (n )
Registers (n=)

Y

Records screened

(nz)

Y

Records removed before
screening:

Duplicate records remeyed._ .

(n

Records marked as ineligible
by automation tools (n =),
Records removed for other

reasons (n =)

Records excluded™

(nz)

Y

Reports sought for retrieval

Reports not retrieved
(nz]

(nz)
'

Reports assessed for eligibility
(nz}

Included

A

Reports excluded:
Reason 1 (nz.)
Reason 2 (n =)
Reason 3 (nz)
etc.

Studies included in review
(nz

Reports of included studies
(nz)

Screening ] [ Identification ]

Included

Previous studies

Identification of new studies via databases and registers

Identification of new studies via other methods

Studies included in
previous version of
review (n =)

Reports of studies
included in previous
version of review (n =}

Records identified from™:
Databases (n 2.)
Registers (n =),

Records removed before
screening:

h 4

reasons (n 3}

Duplicate records removed...

(n=
Records marked as ineligible
by automation tools (n )
Records removed for other

Records identified from:
Websites (n =)
Organisations (n =)
Citation searching (n =.)
etc.

l

Records screened

Records excluded™

(nz]

(nz)
)

Reports sought for retrieval

Reports not retrieved

h 4

Reports sought for retrieval

Reports not retrieved

(n3) (n3) (n=) (=)

Reports assessed for eligibility Reports excluded: Reports assessed for eligibility Reports excluded:

nz) Reason1(nz) (nz}) Reason 1(nz.)
Reason 2 (n =) Reason 2 (n =)
Reason 3 (n 2.) Reason 3 (nz.)
efc. efc.

New studies included in review
(nz} . ,
Reports of new included studies

(nz}
|

Total studies included in review
(n=) , )
Reports of total included studies

(nz)

-

*Consider, if feasible to do so, reporting the number of records identified from each database or
register searched (rather than the total number across all databasesfregisters).

**If automation tools were used, indicate how many records were excluded by a human and how

many were excluded by automation tocls.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The
PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ

202137204, dai: 10.1136/bmj.n71. For more information, visit: hitp:/www.prisma-statement.org/




PRISMA

(n=20)

Records identified from:
WW CMmaoardthg(n-(ﬂ)”
- e shamciies Gres
Duplicate records removed ‘
(n=190) Contacted authors
suggestion (n=1)
Records excluded
(n =1258)
v
Reports not retrieved Reports sought for retrieval
(n=0) (n=19)
Reports excluded:
Nod:taofmut(nua) Reports assessed for eligibility
Not specifically addressing (n =19)
VAP (n =8)
Review (n =7)
(n=3)
Case reports (n=2)

v Studies induded in review
gt (n =20)
Reports of indluded studies

v

Reports not retrieved
(n =0)

Reports excluded:
No data of interest (n =16)




Calitate metodologica

 Calitatea metodologica = calitatea studiilor incluse
* Risk of bias ... pentru fiecare studiu inclus

) Risk of bias domains _ ‘
Dt | b2 | b3 | b4 | D5 | D6 |oOvenl|
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;v @ @ © & © & O
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D4 Bl 8 sl pem o ® .

D6: Bias in slalislical analysis and reporling.



* prognostice

e cohorta

* RCT

Bias due to participation

Bias due to attrition

Bias due lo prognoslic factor measurement
Bias due to outcome measurement

Bias due 10 confounding

Bias in statistical analysis and reporting
Overall

Bias due to canfounding

Bias due to selection of participants

Bias in classification of interventions

Bias due to deviations from intended interventions
Bias due to missing dala

Bias in measuremeant of oulcomes

Bias in selection of the reported result

Owerall risk of bias

Bias arising from Ihe randomization process

Bias due to deviations from intended interventions
Bias due to missing oulcome data

Bias in measurement of the cutcome

Bias in selection of the reported result

Overall risk of bias

D Some concems . High risi

. Mo information




Cum interpretam rezultatele?

* OR (odds ratio)
 HR (hazard ratio) # 95%ClI (Intervale de incredere) == valoare p

* RR (risk ratio)

sa nu includa valoarea 1
<0.05




Meta-analiza ...
Mai mult decat o sinteza sistematica ....

Folosirea metodelor statistice pentru a rezuma rezultatele unor studii independente (Glass 1976).

= sinteza sistematica + analiza statistica
> 2 studii
aceeasi ipoteza
rezultate raportate similar

m) Estimare mai precisa a efectului
+ diferentele dintre studii



Meta-analiza

e Rezultatele - Forest plots
 Calitatea doveziilor - Risk of bias (ca un intreg)
* Publication bias - Funnel plots

SYMMETRIC FUNNEL PLOT ASYMMETRIC FUNNEL PLOT

®
° D
® @
= ® o L
5 5 P 0.30 .o .o [) :
Ui 7} [ 2 T D™
2 8 ®s e e° :' S ¢
® o
(=] ® @
¢ 9
L]
Effect size Effect size

Cressey, D. Tool for detecting publication bias goes under spotlight. Nature (2017). https://doi.org/10.1038/nature.2017.21728

Risk Ratio
M-H, Random, 95% CI

i

o 11111

0.5 0.7 | 1.5 2
Favors heparin Favors control

Bias due to participation _ |

Bias due to attrition

Bias due to prognostic factor measurement [ ]

Bias due to outcome measurement

Bias due to confounding

Bias in statistical analysis and reporting [

Overall




Cum interpretam un Forest plot?

Details about one single study are
included in this row

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
[Study1 5 20 7 20 28.2% 0.71[0.27,1.88] — - ]/
Study2 2 30 3 30 121% 067[012,3.71) — Width of line represents the ClI
e s Study3 115 2 18 73% 0.60[0.06, 599
Study4 0 20 0 30 Not estimahle
Study5 0 40 1 40 60% 0.33[0.01,7.95<7—7—
Study6 7 102 12 110 464%  0.63[0.26,1.54] —i—
Total (95% CI) 227 248 100.0%  0.64 [0.36, 1.15])
Total events 15 2
Heterogeneity: Chi*=0.22, df= 4 (P = 0,99); k t t { Point estimate that estimates
Test for overall effect Z = 1.51 0.0 01 \ 10 100 the true effect in the population
e Favours experimental \ Favours control in this study

Overall effect estimate from all studies
pooled together in this meta-analysis

P-value demonstfating the overall in mif:;?:_r::z Ziest\iv:;nr:!asstsgelse?he _Line of no effect that signifies
statistical significance between all studies r—— . no difference” between groups
variability between studies if the Cl crosses the line

included in the meta-analysis

Sursa: https://mindthegraph.com/blog/what-is-a-forest-plot/



Forest plots (1)

Favors heparin Control l Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Agnelli 2009 333 769 155 381 13.1% 1.06 [0.92, 1.23] —rr—
Agnelli 2012 698 1608 714 1604 26.6% 0.98 [0.90, 1.05) —-—
Altinbas 2004 22 42 30 42 3.0% 0.73 [0.52, 1.04)
Kakkar 2004 103 190 109 184 9.8% 0.92 (0.77, 1.09] —
Klerk 2005 88 148 107 154 10.5% 0.86 (0.72, 1.01) ——
Lebeau 1994 96 138 110 139 13.9% 0.88 [0.76, 1.01] gt
Massuti 2010 3 13 3 15 0.2% 1.15 [0.28, 4.76] ¢ >
Perry 2010 45 99 32 87 3.0% 1.24 [0.87, 1.75]
Sideras 2006 40 68 41 69 4.5% 0.99 [0.75, 1.31) B —
van Doormaal 2011 130 244 160 259 12.4% 0.86 (0.74, 1.00] —
Weber 2008 8 10 10 10 3.1% 0.81[0.57, 1.14)
Total (95% CI) 3329 2944 100.0% | 0.93 [0.88, 0.99]] L 2
Total events 1566 1471

- 2 . :2 NIt 1 1 1 1
Heterogeneity: Tau® = 0.00; Chi* = 12.77, df = 10 (P = 0.24). o's 07 l NG !

Test for overall effect: Z= 2.18 (P = 0.03) Favors heparin Favors control



eFigure 12 Subgroup analysis for dizziness and length of follow-up (<3 months vs. >3

months) among patients with chronic pain who received non-inhaled medical

cannabis/cannabinoids vs. placebo *

RR (95% CI)

3.39 (1.43, 8.05)
1.97 (0.96, 4.04)
1.44 (0.81, 2.58)
1.25 (0.43, 3.63)
1.77 (0.80, 3.91)
2.33 (1.40, 3.88)
1.99 (0.87, 4.54
1.95 (1.50, 2.55)

Events,
Cannabis

18/34
18/63
51/268
513
16/199
24/30
16/199

48/806

3.04 (2.25,4.11)
5.96 (2.77, 12.83)

226/417

42/149

8.50 (0.46, 156.10) 4/124

8.34 (4.53,15.34)
5.00 (2.28, 10.97)
3.99 (2.25,7.10)

468 (1.85,11.81)

4.65 (3.30, 6.55)

89/143
341167
52/128
251124

Events, %
Placebo Weight
5/32 9.55
9/62 13.82
12/91 21.10
413 6.28
9/198  11.38
1132 27.37
8/198 10.49
58/626 100.00
38/213 2845
71148 12.89
0117 1.33
10/134 16.92
M72 12.50
121118 17.96
5116 994

472/1252 79/1018 100.00

Author Year
Follow-up<3 months
Rog 2005 —_—
Nurmikko 2007 —_—
Portenoy 2012 ——
Toth 2012
Fallon 2017 ———
de Vrsies 2017 ——
Lichtman 2018 ——
Sumoup =005 <>
Follow-up>=3 months
Zajicek 2003 —_—
NCT00710424 2006 —_—
Novotna 2011 +
Zajicek 2012 B —
Langford 2013 —_—
Serpell 2014 —_——
Schimrigk 2017 —
Subt 0.009) <
NOTE: Weights are from random effecth analysis

1 I 1 I 1 1 1 1

2 5 1 2 5 10 20 50 100
Favors Cannabis Favors Placebo



Forest plots (2)

Maoan Difference
¥, Random, 85% C| Year

Conirol

o Maan 8D Total Mean S0 Total Walght
1.1.1 55V
Hambry 2008 L e 1K T &4 013 N 24  8.5%
Weatinka 2009 01 186 a 0.03 0037 B A81%
Lewalk 2008 007 D« 10 0.08 0LOFEA 8 8.3%
Busaing 2015 0aF 002 25 024 D05 25 10.3%
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Nedergard, H., Arumugam, A., Sandlund, M. et al. Effect of robotic-assisted gait training on objective biomechanical measures of gait in persons post-stroke: a systematic review and meta-analysis.J NeuroEngineering
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Concluzii ...

GRADE

Wording 1

Wording 2

Wording 3

Strong recommendation for We recommend...

Clinicians should...

We recommend...

Weak/Conditional recommendation  We suggest
for

Clinicians might...

We conditionally recommend...

Weak/Conditional recommendation  We suggest...not
against

Clinicians might not...

We conditionally recommend...not

Strong recommendation against We recommend ...not

Clinicians should not...

We recommend ...not

Schunemann HJ, Brennan S, Akl EA, Hultcrantz M, Alonso Coello P, Xia J, et al. The development methods of official GRADE articles and requirements for claiming the use of GRADE - a statement by the GRADE Guidance

Group. J Clin Epidemiol. 2023 May 19;159:79-84. doi: 10.1016/j.jclinepi.2023.05.010.
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