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Level 1a evidence

Level 1b evidence
Level 2a evidence

Level 2b evidence
Level 3a evidence
Level 3b evidence

Level 4 evidence

Level 5 evidence
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Rehabllltatlon and Health

Systematic review of all relevant randomized controlled trials (RCT).
Individual RCT

Lower quality systematic review incl. both randomised controlled
trials and non-randomised controlled trials and cohort studies

Individual cohort study (including low quality RCT)
Systematic review of case control studies
Individual case control study

Case series (and poor quality cohort and case-control studies)

Expert opinion without explicit critical appraisal, or based on
physiology, bench research, text book, or literature review
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A Systematic Review is a single convenient paper which review
systematically all the available evidence from primary studies.

Randomised Clinical Trial (RCT) is developed by trying to
answer questions related to patients or scientific subjects from
information gained through research projects or primary studies,
that build an Evidence Pyramid. Each layer of the pyramid is created
from evidence derived from the layers below and someone has
done the work involved to value-add.
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Systematic reviews and RCTs have been named the "gold
standard’ in the literature, i.e that is the level of evidence to
aim for. Unfortunately systematic reviews are still rare, so
clinicians need to be able to interpret all available evidence.

Expert Opinion is acknowledged as level 5 and this includes
unpublished work, conference notes, text book excerpts, etc.
Although changing, this is where much of allied health evidence is

available at present.
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Consolidated Standards of Reporting Trials

(CONSORT)

http://www.consort-statement.org/
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An example

Title: Electrocardiographic Changes and Exposure to
Organic Solvents

Methods : It was a historical cohort study and was done on
workers of industries. The study was done with flexible interview,
physical examination and checklist by getting history. Group | was
workers in production line of solvent and color works, group 2 was
administrative personnel and group 3 was workers from other
industries that had not solvent exposure. Data were analyzed with
SPSS 16, t-test, ANOVA and Chi-2 were calculated with considering
P<0.05 as significant level. Relative risks were calculated with
confidence interval 95%.
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Title: Relationship between parental bonding and
academic-burnout and addiction potential among lranian
students: a cross sectional study

Results:

From a total of 300 students participated, 245 of them (85%)
responded to the questionnaire (33.5% male and 66.5% female). The
mean age of the participants was 20.34 years. Only 40% of fathers
and 23.2% of mothers had an education degree above high school
diploma. male gender, higher Grade Point Average, more academic-
burnout, more care by both parents, and less control by father were
associated with increased susceptibility of students to addiction.
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Title: Relationship between parental bonding and
academic-burnout and addiction potential among lranian
students: a cross sectional study

Conclusion:

Due to factors related to susceptibility of students to addiction, the
Mental Health Care Unit of the Ministry of Health and Medical
Education can play an important role in implementing the necessary

measures to reduce the medical students’ tendency toward drug
abuse.
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Best keywords?

https://meshb.nlm.nih.gov/MeSHonDemand
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v Av0|d obvmus and non- relevant facts

v Avoid long sentences and also short one-sentence paragraphs
v" Avoid burbling
v" Focus on the main topic
v" Present the most recent relevant research on your main topic
v" Present scientific background and explanation of rationale

v" Present both Pros and Cons

v" Present the contradictions on your main topic
v" Present specific objectives or hypotheses including;

v main question that you are trying to answer

v" write the purpose of your study
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Title:The effect of whole body vibration on static balance in low arched feet

B S

INTRODUCTION

The feet are the most distal segments in the lower extremity chain and represent
a comparatively small base of support for the body to maintain balance specially
in single leg stance (1).

It 1s generally believed that the function of the feet depends on the shape of the
feet (2).

A low arched foot describes a structural position of the foot in weight-bearing
that 1s associated with reduced height of the medial longitudinal arch (3) .

Since the foot 1s the mterface with the ground during gait, any structural changes
may cause compensatory malalignment and consequently mechanical deviations
of the entire lower extremity (4).

Williams et al. reported that low-arched runners with decreased leg stiffness
experienced more soft tissue mjuries than high-arched runners with greater leg
stiffness (4-5). In contrast. however, the results of another study indicated that
having a lower or higher than normal MLA 1s not a definite risk factor for sports-
related mnjuries (6).
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Title:The effect of whole body vibration on static balance in low arched feet

Being the sole pomt of direct contact with the ground during weight-bearing
situations. the foot 1s a contributory factor in mamntamning stability in two major
ways: 1) by offering mechanical support for the body by way of the osteo-
ligamentous architecture of the arch and the synchronized function of lower limb
muscles 2) by making available sensory information regarding the position of the
body from plantar tactile mechanoreceptors (7). Postural control or balance can
be defined statistically as the ability to maintain a base of support with minimal
movement, which represents a complex interplay between the sensory systems
with the visual system as the primary sensory information to maintain postural
balance (8).

In a study conducted by Tsai et al. individuals with different foot postures such
as pronated or supinated feet have poorer postural control than individuals with
neutral feet (9). Indeed these changes result in possible neuromuscular and
biomechanical compensations for the changed structural stability.

The mability to adjust or control posture properly may lead to an increased risk
of mjury (10) . For this reason interventions to improve postural control are
frequently incorporated as part of rehabihitation and prophylactic programs (11).
Whole body vibration (WBV) 1s a novel modality that has recently been
developed and introduced as a rehabilitative protocol (12-13).
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Title:The effect of whole body vibration on static balance in low arched feet

Nevertheless. information on the impact of vibration traming on static balance
improvement 1s scarce. Younger adults use distinet patterns of response and
strategies to mamtain their balance., which are not the same as n other age groups
(16). The sole 1s considered as a “dynamometric map™ having numerous sensors
able to spatially code every pressure exerted against the sole. The processing of
the cutaneous messages from the sole along with other sensory messages must
allow the central nervous system(CNS) to constantly extract body position
information and trigger appropriate responses to reduce the gap between the body
position and the equilibrium position (17).

As a result. there 1s limited scientitic proof with regarding the effects of WBV as
a rehabilitation tool for those with low arched feet. Thus, the objective of this
paper 1s to examine the impact of six weeks WBYV on static balance in subjects
with low arched feet.

As day-to-day activities include standing, walking and also resting periods, there
1s therefore a need to establish whether uregular stumulation by the WBV may
have the same 1mpact of regular stimulation. This implies that we do not know
whether the benefits are lost immediately after removing the WBV or whether
these benefits continue. To answer this question we followed up the patients.
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A: General Informatlon about the study such as; Type of the study, Ethlcal commlttee
report, Clinical trial registration, consent form, type of blinding and how sample size
was calculated

B: Demographic characteristics of subjects such as; subject recruitment, numbers,
sex, groups of study, randomization method,

C: Intervention details such as; who applied interventions, types, dosage and timing
of interventions, complete information about the used device or drug,

D: Measurement Details such as; used instruments and devices including validity
and reliability data, measured parameters, timing of measurements,
who measured and recorded data

E: Statistical Analysis methods including; type of used software, used tests, the level
of significance
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An example
Manuscript Full Title: Investigating the relationship between work - family conflict and job
satisfaction of health and medical employees after health system reform implementation plan;

Research method

Population and stamping method

According to the methodology of the study, this study is correlational type of analytical
descriptive study. In this study, population of study included all employees of Damghan Velayat
Hospital (Semnan University of medical sciences) working in 2016.Sample of study was selected
based on the number of employees using proportional stratified method (according to the number
of employees in each area and ratio of employees in each group). Accordingly, hospital
departments were divided into 13 parts (administrative and medical) and a number of samples
were selected using simple random sampling method. Using the formula sample size of study
was determined 100. Considering 100% additional sample for higher accuracy (d=0.08), sample
size was determined to be 110.



>

Research tool

In this study, two questionnaires were used. One of them was a researcher-made questionnaire
measured the job satisfaction of employees after the implementation of health reform plan and
the second one was questionnaire assessing the work - family conflict that initially they has no
acceptable validity and reliability. For this purpose, pilot study of questionnaire was
implemented on a small group (n=10) of the target group who were interviewed by a researcher
with the aim of examining the ability to understand people, and their interpretation and
perceptions and investigation of alternative words. At this stage, information obtained about the
questionnaire was analyzed and the necessary reforms were applied in final version of the
questionnaire. Then, to ensure validity and reliability of tool, face validity to find difficulty in
understanding phrases and words, optimal consistently and relation of cases, the probability of
the uncertainty and ambiguity and inadequate understanding was examined by a group of
experts.The content validity of the tool in order to ensure that the content of the test representing
that the structure that claims measures it. It was measured both qualitatively and quantitatively,
and accordingly data were collected. Validity and reliability of the questionnaire for the work
and family conflict with Cronbach Alpha coefficient of 0.89 and for employee job satisfaction
questionnaire with Cronbach's alpha coefficient of 0.9 after the implementation of the health
system reform plan were approved.
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v Present the number of dropped subjects in each groups of study

v Compare demographic characteristics and base line data between
groups

v" Explain findings clearly including exact p value, percent of changes or
differences

v" Avoid presenting data repeatedly

v" Define used abbreviations in each table and graph separately

v Present the measurement unit for parameters in the tables and graphs
v" Avoid more than 2 decimals for presented data (except for p values)
v" Always use Error bar for presented data by Graph

v" Always use SD or SEM after mean values in Tables
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Table 2. Correlations between peak expiratory flow and

the thickness of individual and combined muscle groups

Muscle ¢ value
EO + 10 0.563%*
RA + EO + 10 0.555+* Table 5:Correlation among job satistaction dimensions and job dimensions
A+10 0,550%*
st Total
RA + EO + 10 4 TrA 0,526+ physica
EO + 10+ TrA 0.515°% Total I
Total : Total
10 0.5130% . promotion | Total conditi
os objectives = training
Fot ()ppﬂnu"l“e “’agcs ons Of
RA +104TrA D.508%+ and pohcles VIR .
S rork
[0+ TrA 1455* W¢ rkpl
ace
RA + EO (r.388*
RA + EO + TrA 0.383* Total | Correlat
RA 0.364* investig | ion , oo o 5917 694"
o ot | Goeiiis | 211 435 451 L |4
RA + TrA 0.341 ation of | Coetfici
; job | ent
EO 0,323 -
dimensi | Sig. (2-
EO + TrA 0,213 : 3 046 000 000 000 000
ons | tailed)
TrA 0.108

RA: rectes abdominis. EO: external oblique. 1O: internal

oblique, TrA: transverse abdominis. **; p < 0.01. *: p <

0.05.
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Table 3:relationship between job field and total score of work and family conflict

Total conflict

Less than 15 | More than 15 Total

n % n %o n T
Medical | 8 25 24 75 32 100.0%
Administrativ . »
217 Wil B 4 24 96 25 | 100.0%

p e and financial

Service | 8 15.7 43 84.3 51 100,0%
Total | 17 15.7 9] T7.1% 108 100.0%




dd(= 0 fgureil of

B Rehabilitation and Health )
BN 7 heothtial) ournalloS CINNAMUNiversitylotiMedical SCIERCEs!

..in A l:‘

Discussion b ¢exs o,



ddlamae fgurieilof

Rehabilitation and Health
shhelofhicialjournaloiey ENMIAT umm?@m

v Avoid presenting findings in the discussion section

v/ Discussion section should be critical and comprehensive
v/ Discuss your findings with opposing reports

v Avoid discuss your findings with congruent studies

v Use more recent literature to discuss your findings

v/ Present the limitations of study and discuss how these limitations
might have affected the results

v Conclusion should be based on the results and findings

v" Avoid conclusions that were over-stated and/or not supported by
data




!

"

iadieEasty ournai ol
Rehabilitation and Health 7|

| IhcoficialloutnalloSCIMMNAMUNiversity/otMedical SCiEnces
Sample for discussion
Radiation protection is both subjective and objective which is ideally
performed if the necessary equipment and accessory exist and the
personnel have enough knowledge and attitude to use them in daily
practice. It is noteworthy that those working in radiation departments
and exposed to x-ray should protect from harmful exposure [5].The
study that was done by Rassin et al, showed lack of knowledge about
the radiation hazards [14]. Dehghani et al failed to find significant
differences between different genders in radiation awareness[8]. In
exploring the knowledge of operating room personnel about radiation

protection, we found that the mean score of knowledge for men
(50.56) were higher than women (43.84).
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Discussion (Continuous)

Although gender did not affect knowledge level of personnel towards radiation
protection, but it could be concluded that the knowledge of male personnel was better
than female in radiation protection. Results of Mojiri et al, showed personnel's
knowledge wasn't proper and their awareness about workplace was acceptable [2].
Our findings concerning personnel's knowledge showed significant difference for
working region (p=0.0) and types of hospital (p=0.004).

Conclusion

Our finding showed that the level of KAP regarding radiation protection among
operating room personnel was inadequate. They need to pay attention to radiation
protection and it's principles in the operating room. In this regard, holding courses on
radiation protection and an elaborate educational program might be useful.
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A good example for the Study’s Limitation

132 The present study has some limitations. The sample size is small. Since vital capacity
133 and forced expiratory volume in one second were not measured, the subjects may not have
134normal pulmonary function. The procedure used to assess PEF is effort-dependent, and
135 requires full cooperation of the participant; therefore, screening with the Mini-Mental Status
136 Examination could have eliminated cognitively impaired participants. Only female subjects
137 participated, so the influence of gender was not observed. Finally, a cross-sectional design
138might not allow for cause-effect inferences. A longitudinal study would be needed to define

139 whether the production of PEF is associated with individual and combined abdominal muscle

140 thickness.
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References

Always use the most 3R references
most Relevant
most Reliable
most Recent
Always use ENDNOTE to enter references
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Editing Principles

Use same fonts with same size through the manuscript

Use 20 to 24 lines per page

Use a 2.5 cm margin from the edge

Avoid long sentences

Avoid too many short paragraphs

Use Punctuation to enhance phrasing

Ask a Native English speaker to edit the final version of your

manuscript



How to write a scientific paper

+
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m A scientific experiment is not
complete until the results have
been and understood.

m A scientific paper is a written and
published report describing



What is Scientific Writing
+

m The purpose of scientific writing is to
communicate new scientific findings

m Thus it has to be clear, simple and well
ordered communication to transmit
new scientific findings

m Scientific writing must use proper
English which gives the sense in the
fewest short words



Origins of Scientific Writing

m Cave paintings and inscriptions were the first attempts

to leave records

About 2000 BC, Papyrus paper was used as a medium
of communication

In 190 BC, parchment made from animal skin came
into use

In 105 AD, the Chinese invented paper

In 1100 AD, the Chinese invented movable type

= In 1455 AD, Gutenberg printed his 42-line Bible from

movable type on a printing press

By the year 1500 thousands of copies of hundreds of
books (called “incunabula™) were printed

In 1665, the first scientific journals were published



IMRAD Story

(Introduction, Methods, Results and Discussion)

Early journals published papers (still
used in case reports, geological surveys etc..)

By the second half of the 19t century,
became a fundamental principle of
the philosophy of science.

The became all important since
Louis Pasteur confirmed the germ theory of disease

IMRAD organization of a scientific paper started to
develop

IMRAD format slowly progressed in the latter half of
the 19t century



IMRAD Format

m | = Introduction, what question
(problem) was studied

m V| = Methods, how was the problem
studied

m . = Results, what are the findings

m / =and

m [ = Discussion, what do these findings

Mmean



Organization of a scientific
paper

m The most common is the IMRAD

m If a number of methods were used to
achieve directly related results:

M + R = Experimental section

m The results are so complex that they
need to be immediately discussed:

R + D = Results and Discussion section




IMRAD: Introduction, Methods, Results, and Discussion

Title

Author information
wiledgments
Abstract

References (what, how many, self-citation, journal self-citation; in-press, in-print;
forthcoming; theses, personal comm., )

Tables

Figures

Legends

Word count

Keywords

Author contribution (what qualifies, ghost authors, honorary authors)

Conflict of interest (sponsors, agency information)

Trials registration, statements such as the CONSORT

Uniform Requirements for Manuscripts Submitted to Biomedical Journals: Writing
and Editing for Biomedical Publication

http://www.icmje.org/
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What are Hot Papers?
+

Hot Papers are papers that receive citations soon
after publication,
Relative to other papers of the same field and age.
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Increasing Knowledge

+

Until 1900 human knowledge doubled
approximately every century. By the

end of World War II knowledge was s
doubling every 25 years. Today thlngs
are not as simple as different types of ”

Number of articles on Hypertension cited in
Medling by Year

knowledge have different rates of 00

B Articles

growth. . . . But on average human
knowledge is doubling every 13
months.” And that rate will increase 0
exponentially. IBM theorizes it could Lo mb
someday become every 12 hours.

2000

50



Data is Doubling Every Two Years

Unstructured data will account

for more than 80% of the data

collected by organizations

STRUCTURED DATA

1980 1990 2000 2010

2020

Pa10}S Eje( |Bj0L



Daily

+
m 46 RCTs

m 1000 Medline New articles
m 6,000 biomedical articles



Annually

+

=3 million articles
= 30,000 journals



Too much information, too little
time

+

m There is simply too much information
around for people to keep up to date.

m On top of this, high quality information
is often not easy to find.




+

m A 'review’ is the generic term for any
attempt to the results and
of two or more
publications on a given topic.

55



+

Most research published in medical
journals is

or

to be clinically useful

56



Review paper

m Narrative review
m Systematic review

m Meta analysis
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Table Il Vaccne Trials in Renal Cell Carcinoma

Imal  Number Study
Diagnosis  stage of pts design

Vacone

Number
of [mmunc
Adjuvant  immunizanons  response

(linical
outeome

Advanr  Phaselll 3™ (177  Mulncenrer,
vaccine: randomized
202

ﬁnnnnh

Advanced

.‘\uml('rqnu;

renal
mmor

cell

Autologous

ﬁfJ”ﬂaan
mmaor
cells-loaded
)1

None | Not
evaluated

40% cellular

response
o KLH
18% to
OFA’

Syr PES 77°%
vs 68
(p = 0.0204);
/{-mo PES
72% vs 39%
7% CR,
% PR,
26% SD

Tcell proliferation (only 11/27 pts evaluated),

Nwy ’ ) '
“T-cell proliferation (only /27 pts evaluated ),

KLH, keyhole lmpet hemocyanin; PFS, progresson-ree survival; OFA, oncotetal antigen; PR, pamial response; pts patients; SD, stable disease; mo, monthe yrg years.




Table |

Vaccine Trials in B-Cell Malignancies

I'nal Number Study Number of Immune
Diagnosis stage of pts design Vacane Adjuvant immunizations response Clinical outcome References
Indolent phase Phase I-1 18 3 vaccination Oxadized, None 120r4 7 cellular 5PR;6 SD Spaner
(Rai stage (0-1V) schedules autologous et al. (2005)
B-CLL leukemic
cells
Stage [l or IV Pilot 35 10 prs wich DC pulsed Syntex 4 DC-Id-KLH 17/35 (48%) Of first 10 pts: I'immerman
follicular followed measurable with adjuvant booster with cellular; 9/35 2 CR, 2 PR; etal. (2002)
B-cell NHL by phase | disease (pilot); Id-KLH formulation Id-KLH + SAl (25%) antrld of 25 adjuvant
25 ptsin humoral prs: 5 CR,
adjuvanr (mamly IgM) 11 Cru®, 7 PR
setting
Stage 1I-1V Phase | 20 Adjuvant FL-lg-KLH GM-CSF 4 19/20 cellular; 18/20 prs Bendand:
follicular vaccne therapy 1520 mameain etal. (1999)
lymphoma after clinical anri-FL-lg CR (28-53
remission post humoral mo, median
chemotherapy 42 mo); 8/11 pts
were t(14:18)
PCR posinve
before
vaccination and
turned negative
\ after vaccination
Stage 1I-1V Phase -1 136 Adjuvant vaccine  ID-KLH 86 chemical”;  Not shown 271136 (20%) PFS was greater in Weng
follicular Retrospective therapy after 32D 18 cellular; 48/136 pts with humoral etal. (2004)
lymphoma analysis clinical GM-CSF (35%) humoral; response (821 v
remission post 12/136 prs had 3.38 yrs; p = .018).
chemotherapy both PFS correlation to

cellular response
was not significant
(p=2312)
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A meta-analysis is research in which data from separate studies
that address a similar research question are combined
quantitatively and then analysed statistically.
A systematic review Is a review article based on data from origina
research studies that have been selected In an objective anc
rigorous manner following a defined method.
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Hierarchy of Studies

( Levels of evidence )

Syvstematic Reviews
and Meta-analyvses

Randomized

Controlled Double
Blind Studies @;, 3 . §~i d; ~

/ Case Control Studies

Case Series

/ CaseReports_ |
Ideas, Editorials, Opinions
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Systematic Review; Step by step

Study quality assessment

Extracting data from studies

Data synthesis & Interpreting the findings
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(@ The Cochrane Collaboration

Wiley publishes the Cochrane Library for the Cochrane Collaboration
THE COCHRANE
COLLABORATION®

¢ Structure - established as an international organisation in 1993, registered as a charity in
the UK.

* Aim - to help people make well-informed decisions about health care.

 Specially for clinical decision making.

* How - by preparing and maintaining, and promoting access to, systematic reviews of the
effects of healthcare interventions.

* Publishing Output —The Cochrane Library
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- COChrane Trusted evidence. & Login/Register @

Informed decisions.

Li b I'd ry Better health.

Search Search Manager Medical Terms (MaSH) Browse
@ Title, Abstract, Keywords | | physiotherapy Save
Search Limits SearchHelp  (Word variations have been searched) Add to Search Manager

Cochrane Database of Systematic Reviews : Issue 10 of 12, October 2017
AllResults (6630) J

@ Cochrane Reviews (150) |ssue updated daily throughaut month
@ Al There are 150 results from 9989 records for your search on ‘physiotherapy in Title, Abstract, Keywords in Cochrane
A Rai Reviews
) Review
O Protocol Pages 125 26-50 |51 -75 | 76 - 100 | 101 125 Wext oty Relevance:hightolow |+
() Other Reviews (83)
(O Trials (6361) Selectall | Exportal | Exoort selected
) Methods Studies (43)

N Chest physiotherapy compared to no chest physiotherapy for cystic firasis
- P | guise Warnock and Alison Gates
() Economic Evaluations (32) Online Publication Date: December 2015

H

() Technology Assessments (31) ]
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The Center for Reviews & Dissemination 1994
www.york.ac.uk/inst/crd/index.html

JBl:Joanna Brigges Institute 1996

http://www.joannabriggs.edu.au/

Campbell collaboration 2000

www.campbellcollaboration.org
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0”7 UNIVERSITY
o York

Centre for Reviews and Dissemination

University | A to Z | Departments

@ » Centre for Reviews and Dissemination

Home

Research Informing practice in health
i s and social care

pj:;m We find, gather and summarise the best

ol i available research evidence to help make

FRORPER informed decisions about health and social care.

Staff

intranet

Welcome to the Centre for Reviews and
Dissemination
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o+ THE UNIVERSITY THE JOANNA
ly fADELAIDE BRIGGS INSTITUTE

'BI ADELAI DE JBI Adelaide GRADE Center

The Joanna Briggs Institute, together with the GRADE
Working Group are proud fo announce the
establishment of the Joanna Briggs Institute Adelaide
GRADE Center, located within the Joanna Briggs
Institute’s central offices in Adelaide.

N
\/

Read more »

CENTER

Adelaide’s premier business lunch JBI Short Courses JBI Adelaide GRADE Center Our Impact

With The Hon Julie Bishop MP, Minister for View training offered by the Joanna briggs Announcing the establishment of the new Measuring What Matters: The Importance
Foreign Affairs Institute in Adelaide JBI Adelaide GRADE Center of Impact

R We provide you with the best available evidence to inform your




International Development

| Using giobal evidence for local
policy: the third wave of the
evidence revolution
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A new blog article by Howard White,
CEO, asks why policy makers don't base
more decisions on evidence. "Suppose
you, or you child, were recommended to
undergo an operation. Would your
response be to say, “sure, go head and
stick the knife in 2nd see what happens.”
cebook.com... likely you would seek
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| Mapping the evidence for child
welfare in low- and middie-
income countries

]

Consultation with preliminary
findings: In Bloomsbury, London. the
Campbell Collaboration and UNICEF are

hosting a free event about evidence

~ |

napping on Friday 10 November.
Speakers from the International Rescue
Committee (IRC) and UNICEF will tell
about how their organizations use

| Request for proposals from web
development companies

Developers wanted for web-based
evidence map and database platforms

Evidence and gaps maps are 2n evidence
synthesis product with a pictorial
representation of the evidence. The map
is populated by data from an underlying
database. Campbell plans to publish

maps in the Campbell Library. To achieve

Register Review With
Campbell

| Introduction to evidence
synthesis, systematic reviews
and meta-analysis

————————ar)

Free workshop 12-13 October 2017,
Newcastle University

This workshop presents the principles,
methods, analysis, and reporting
standards that guide the process of
conducting systematic reviews, evidence
and gap maps 2nd meta-analysis in social

sciences. Participants will also work in




dd(= 0 fgureil of

G Rehabilitation and Health i)
BN 3 TheloficialjoutnalloieS CINNAIIURiversityofiMedical SCIERces!

Jg‘é.w.l.?

Systematic Review w¥lic oole jLisLu



dd(= Bae fgureil of

Rehabllltatlon and Health

A Systematic Review is a review of a cIearIy
formulated question that uses systematic and explicit
methods to identify, select and critically appraise
relevant research, and to collect and analyze data from
the studies that are included in the review.

Statistical methods (/meta-analysis) may or may not be
used to analyze and summarize the results of the
included studies.
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The value of a Systematic Review is depend on
If the most relevant studies included
If the good and reliable studies were chosen

If the data were analyzed and synthesized correctly
If the results are transferable
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(@ 1 Introduction
(2 2 Preparing 2 Cochrane review
(2 3 Maintaining reviews: updates, an
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(> 7 Selecting studies and collecting &
(2 8 Asszssing risk of bizs in included
(2 9 Analysing data ard undentaking 1
(@ 10 Addressing reporting bizses
(2 11 Presenting resubts and ‘Summar
(12 Interpreting results and drawing
J Part 3; Special topics
@ 13 Inchuding non-randomized studie
(3 14 Adversa effects
( 15 Incorporating econamics eviden
Q 16 Specialtopics in statistics
(2 17 Patient-reported outcomes
(Q 18 Reviews of individual patient d:
(2 19 Prospective metz-analysis
(2 20 Qualative research and Cochrz
(2 21 Reviews in public hesith and he
(@ 22 Overviews of reviews
) Additionz| material
([ Appendd: A, Guide to the contents
(2} At Introduction
QAZTdeandrevawdunm
1‘A3Ahstract
7‘A4P|a|nlangsagesmma|y
7 A5 Main ter
Q@ A6 Tables
(2 A7 Studies and references
2 A8 Data and anelyses
A9 Figures
4,10 Sources of support to the t
'f'AllFeadbad(
7 A2 Appendices
7, A3 Appenderinformaton
?A14Re{e'ems

¢ m.| }

G

THE COCHRANE
COLLABORATION®

Version 5.1.0

[updated March 2011]

Editors: Julian PT Higgins and Sally Green

Handbook information
Part 2: General methods for Cochrane reviews

Part 3: Special topics
Addtional material

Home > Front pag

Cochrane Handbook for Systematic Reviews of Interventions
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Methodological
Expectations of
Cochrane Intervention
Reviews (MECIR)
Standards for the conduct and
reporting of new Cochrane
Intervention Reviews, r«:QCfting of
protocols and the planning,
conduct and reporting of updates

Julian PT Higgins, Toby Lasserson, _
Jackie Chandler, David Tovey and

Rachel Churchill

Trusted evidence.
Informed decisions.
Better health.
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Preferred Reporting Items for Systematic
Reviews and Meta-Analyses
(PRISMA)

http://www.prisma-
statement.org/documents/PRISMA-
P%202015%20checklist.docx
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# Checklist item

Section/topic

TITLE

Title

Identify the report as a systematic review, meta-analysis, or both.

ABSTRACT

Structured summary

2 | Provide a structured summary including, as applicable:

background; objectives; data sources; study eligibility critena,
participants, and interventions; study appraisal and synthesis
methods; results; imitations; conclusions and implications of key
findings; systematic review registration number.

INTRODUCTION

Rationale 3 | Describe the rationale for the review in the context of what is
already known.

Objectives 4 | Provide an explicit statement of questions being addressed with
reference to participants, interventions, comparisons, outcomes,
and study design (PICOS).

METHODS

FProtocol and
registration

5 | Indicate if a review protocol exists, if and where it can be accessed

(e.qg., Web address), and, if available, provide registration
information including registration number.

Eligibility criteria

E | Specify study characternstics (e.g., PICOS, length of follow-up) and

report characteristics (e.g., years considered, language, publication
status) used as criteria for eligibility, giving rationale.

Information sources

T | Describe all information sources {e.qg., databases with dates of

coverage, contact with study authors to identify additional studies)
in the search and date last searched.

Search

8 | Present full electronic search strategy for at least one database,

including any limits used, such that it could be repeated.
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Study selection State the process for sele::tlng studies (i.e., screening, ellglblllty
included in systematic review, and, if appllcable_ included in the
meta-analysis).

Data collection 10 | Describe method of data extraction from reports (e.g., piloted

process forms, independently, in duplicate) and any processes for
obtaining and confirming data from investigators.

Data items 11 | List and define all vanables for which data were sought (e. g,
PICOS, funding sources) and any assumptions and simplifications
made.

Risk of bias in 12 | Describe methods used for assessing rnsk of bias of individual

individual studies studies (including specification of whether this was done at the
study or outcome level), and how this information is to be used in
any data synthesis.

Summary measures 13 | State the principal summary measures (e.g., risk ratio, difference in
means).

Synthesis of results 14 | Describe the methods of handling data and combining results of
studies, if done, including measures of consistency (e.qg., I% for
each meta-analysis.

Section/topic

Checklist item

Risk of bias across
studies

15

Specify any assessment of risk of bias that may affect the
cumulative evidence (e_g., publication bias, selective reporting
within studies).

Additional analyses

16

Describe methods of additional analyses (e.g.,
subgroup analyses, meta-regression), if done,
were pre-specified.

sensitivity or
indicating which

RESULTS

Study selection

17

Give numbers of studies screened, assessed for eligibility, and
included in the review, with reasons for exclusions at each stage,
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ideally with a flow diagram.

Study characteristics 18 | For each study, present characteristics for which data were
extracted (e.g.. study size, PICO35, follow-up pernod) and provide
the citations.

Risk of bias within 19 | Present data on risk of bias of each study and, if available, any

studies outcome level assessment (see item 12).

Results of individual 20 | For all outcomes considered (benefits or harms), present, for each

studies study: {a) simple summary data for each intervention group (k)
effect estimates and confidence intervals, ideally with a forest plot.

Synthesis of results 21 | Present resulis of each meta-analysis done, including confidence
intervals and measures of consistency.

Risk of bias across 22 | Present results of any assessment of risk of bias across studies

studies (see ltem 13).

Additional analysis 23 | Give results of additional analyses, if done {e.qg., sensitivity or
subgroup analyses, meta-regression [see ltem 16]).

DISCUSSION

Summary of evidence 24 | Summarnze the main findings including the strength of evidence for
each main outcome; consider their relevance to key groups (e.q.,
healthcare providers, users, and policy makers).

Limitations 25 | Discuss limitations at study and outcome level {e.g., risk of bias),
and at review-level (e.qg., incomplete retrieval of identified research,
reporting bias).

Conclusions 26 [ Prowvide a general interpretation of the results in the context of
other evidence, and implications for future research.

FUNDING

Funding 27 | Describe sources of funding for the systematic review and other
support (e.qg., supply of data); role of funders for the systematic
review.
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The PRISMA for Abstracts Checklist

TITLE CHECKLIST ITEM EPORTED
M PAGE #
| 1. Tithe: | Identify the report as a systematic review, meta-analysis, or both.
| BACKGROUND |
| 2. Objectives: | The research guestion including components such as participants, interventions, comparators, and outcomes.
|II|EI1-H}DE |
| 3. Eligibility criteria: | Study and report characteristics used as criteria for inclusion.
| 4. Information sources: | Key databases searched and search dates.
| 5. Risk of bias: | Methods of assessing risk of bias.
| RESULTS |
| 6. Included studies: | Number and type of induded studies and particdpants and relevant characteristics of studies.
7. Synthesis of results: Results for main outcomes [benefits and harms), preferably indicating the number of studies and participants for

each. f meta-analysis was done, include summary measures and confidence imternvals.

8. Description of the effect: | Direction of the effect (iL.e. which group is favouwred) and size of the effect in terms meaningful to dinicians and

patients.
| piscussion |
9_ Strengths and Limitations | Brief summary of strengths and limitations of evidence (e g. inconsistency, impredision, indirectness, or risk of
of evidence: bias, other supporting or conflicting evidence)
|m_ Interpretation: |G-Eﬂ|=_-ml interpratation of the results and important implications
| oTHER |
| 11. Fundimg: | Primary source of funding for the review.

| 12 Registration: | Registration number and registry name.
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Systematic review
Effects of acute use of pursed-lips breathing during exercise
in patients with COPD: a systematic review and meta-analysis

Anamaria Fleig Mayer " *, Manuela Karloh*", Karoliny dos Santos*",

S 4t N H . . ah
Cintia Laura Pereira de Araujo 5 Aline Almeida Gulart ™!
* Niicleo de Asvisténcia, Ensing (lhquuu en R:\lhili...gaul’ulmumz Centro de Ciéncias ouz # do Esporte (CEFID),
U

" Proprama de Pos-Graduag

Abstract

Background Purscd-lips breathing (PLB) is a ventilatory strategy frequently adopted spoatancousty by patients with chronic obstructive
pulmonary disease (COPD) to relieve dyspnoca, and its practice is widely tunght as a respirat trategy to increase exercise lolernce,
Objective To investigate the cffects of acute use of PLB in exercise performance. dyspnoea. ventilatory parameters and oxygen saturation
during exercise in patients with COPD.

Data sources PEDro, EMB, MEDLINE via OVID, and EBSCO up to May 2016,

Study selection Crossover, randomized and quasi-randomized controlled trials that studied PLB as a ventilatory strategy for patients with
COPD during exercise

Data extraction and synthesis Data extraction included background chamcteristics of the research reports; participant characteristi
description of the analyzed variables and corresponding instruments; exercise protocol; exercise performance; cutcomes and corresponding
results; data for "responder” and “noa-responder™ oulcomes.

Results § were sclected. The meta-analysis demonstrated that the use of PLB during exercise reduces minute ventilation and
respiratory rute compared to exercise without PLB. No statistically significant differences were found in the 6-minute walk test distance.
Limitations The sample charactenistics. exercise protocols, and criteria for “responders™ and “non-responders” differed among studics.
Conclusion PLB is effective in reducing minute ventilation and respiratory rate during exercise in patients with COPD. 1t is still unclear who
responds to PLB and how these responders benefit from its use. Further studies with better methodological quality are necessary to understand
the implications of its acute use on the functional capacity and symptoms of paticats with COPD.

Systematic review registration number: PROSPERO CRD42015025903
£ 2017 Chanered Society of Physiotherapy. Published by Elsevier Lid. All nights reserved

Key Breathing exercises; Pulmonary disease; Chronsc obstructive; Exervise

Introduction

e ) N - Exercise intolerance in chronic obstructive pulmonary dis-

M)iz‘:;ﬂdﬂ,m:mufl :‘;:Ls ::‘:fm:m::“\::;ix ease (COPD) is related to airflow, gas exchange, and systemic
Santa Catarina (UDESC), Rus Pascoal Simone oriandpolis. llmnzmonc {1]. with excmoml dyspnoea being the most col

350, Beazil ! _lips breathing (PLB) is

ed spontaneously by

[2]. and its practice

dos  Santos), ; cal therapy and pul-

alioe gulast Ghotm
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Research

Inspiratory muscle training improves respiratory muscle strength, functional
capacity and quality of life in patients with chronic kidney disease:
a systematic review

Ana Irene Carlos de Medeiros, Helen Kerlen Bastos Fuzari, Catarina Rattes,
Daniella Cunha Branddo, Patricia Erika de Melo Marinho

Physiotherapy Department, Universidade Federal de Pernambuco, Reafe, Brazl

KEY WORDS ABSTRACT

Chronic renal insufficiency Questions: Does inspiratory muscle training improve respiratory muscle strength, functional capacity,
Haemodialysis lung function and quality of life of patients with chronic kidney disease? Does inspiratory muscle training
Breathing exercises improve these outcomes more than breathing exercises? Design: Systematic review and meta-analysis of
:“;‘::{:r’lﬁ:id‘ training randomised trials, Participants: People with chronic kidney disease undergoing dialysis treatment.
Intervention: Inspiratory muscle training versus sham or no inspiratory muscle training, and inspiratory

muscle training versus breathing exercises. Outcome measures: The primary outcomes were: maximal

@ CrossMark inspiratory pressure, maximal expiratory pressure, and distance covered on the 6-minute walk test. The
secondary outcomes were: forced vital capacity, forced expiratory volume in the first second (FEV, ), and

quality of life. Results: The search identified four eligible studies. The sample consisted of

110 participants. The inspiratory muscle training used a Threshold® or PowerBreathe™ device, with a

load ranging from 30 to 60% of the maximal inspiratory pressure and lasting from 6 weeks to 6 months.

The studies showed moderate to high nisk of bias, and the quality of the evidence was rated low or very

low, due to the studies’ methodological limitations. The meta-analysis showed that inspiratory muscle

training significantly improved maximal inspiratory pressure (MD 23 ¢cmH,0, 95% CI 16 to 29) and the 6-

minute walk testdistance (MD 80 m, 95% C141 to 119) when compared with controls. Significant benefits

in lung function and quality of life were also identified When compared to breathing exercises,

significant benefits were identified in maximal expiratory pressure (MD 6 cmH,0, 95% CI 2 to 10) and

FEV, (MD 0.24 litres 95% Cl 0.14 to 0.34), but not maximal inspiratory pressure or forced vital capacity.

Conclusion: In patients with chronic renal failure on dialysis, inspiratory muscle training with a fixed

load significantly improves respiratory muscle strength, functional capacity, lung function and quality of

life. The evidence for these benefits may be influenced by some sources of bias. Registration: PROSPERD

CRD42015029986. [de Medeiros AIC, Fuzari HKB, Rattes C, Brandio DC, de Melo Marinho PE (2017)

Inspiratory muscle training im proves respiratory muscle strength, functional capacity and quality of

life in patients with chronic kidney disease: a systematic review. Journal of Physiotherapy 63: 76-83)

© 2017 Australian Physiotherapy Association. Published by Elsevier BV. This is an open access article

under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd[4.0/).
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Introduction

When readers screen the tide of an artick, and parts of its
alntract, they try 1o determine whether or not to dewte their
scarce time o meading on, Some may be screening literature to
identify the aticdes that we systematic reviews., Thus, the main
function of an alstract of a systenatic review should be tosi
systermatic methodole For nxst readers, the findings desc
in the alstract will also be key, either i the sole pant of an antic
that will be read, or to determine whether reading the full text is
required. Abstracts of systeanatic reviews are wery important, as
some readers cannot acoes the full paper, such that dhstracts may
be the only option for gleaning research results. This can be
because of a pay wall, low Internet download capacity, or if the full
artick only available in a linguage not understood by the
reader, Readers in countries where English & not the primary

muay lave acces to an abstract tramshated to their own
v but not to a trarslated full text. Conversely, a large
proportion  of systematic reviews ae ed by health
technology agencies in non-Er
of which provide only the alstract in Englis

The predominance of the alstract in biomedical literature use is
clear. Within queries to PubMed, nwst maders ook only at titles;
only hall of searches result in any dicks on content [2]. The
average number of titkes dicked on to obtain the alstract or full
text, even after retrieving several searches in a row, is kess than five.
Ofthose dicks, alstracts will be represented abous
often than full texts of articles Even people ming straight o a
PDF or full text are lkely to start, and perthaps end, with reading
the abstract, The frequency of viewing full texts is somewhat
higher among people swarching the Cochrane Database of
Systematic Reviews [3], but the same pattern is dear. After the
tite, the alstract is the most read part of a biomedical article.

Abstracts ¢an be weful fr scree by stody type [4]
facilitating quick asessment of validity [4 ) nuhluw efficient
pensa of electronic search reslts [4, rifying to which

and settings the resul v readers and

give more complete information, and fciitate the finding of
information by the reader,

Despite: the adoption of structured abstracts, studies of the quality
of abstracts of clinical trials have demomstrated that improvement &
needed [89], and a study of systenuatic review abstracts demon-
strated that the direction of the effect or asociation could not be
dermined in one in four abstracts from the general and specialty
medical literature [10]. The PRISMA Statement [11] gives some
guidance for abstracts, dosely linked 10 commanly used headings in

ructured alstracts. After observing that the quality of alstracts of
systematic reviews & still poor [10], we decided 10 dewelop an
extension 1o the PRISMA Stakement to provide guidance on writing
alstracts Bor systematic reviews, We als wanted to provide a
checklist enabling the items suggested to fitinto any set of heading
nundated by 4 joumal or conference submision,

Methods for Development of the Checklist

We established a steering committee (EMB, PPG, SH, DGA}. In
collaboration with the steering group of the PRISMA Stagment [11],
we wed the Staement to infonm our selection of porential items for
the checlit of esential items that authors should consider when
meporting the primary resls of a systematic review in 4 jourmnal or
corference alstract, The committee generated a list of items from
PRISMA and other soumes of guidance and information on
stroctured  abstracts and  asimet composition and  reporting
7, 11,12], which were found wsing 1 thoraugh search of the Titerature.

In preparation for a consersus we nwed a modified

Delphi consensus survey method [l dlect and reduce the

Citation:  Sefler EM, Ghszou , Atman DG Hopewell S, Sxton M
ot al (2013) PRSMA for Abstacts Repartng Sysematic Aeviews in Journal and
Corferance Abstacts PLaS Med 10§4):01001419.dot 101371 journal pmed 1001419

Published Apri 9, 2013

This is an openraacess arscle, fme of 2 capyright and may be freely mpraduand,
distshuted, tansmitted modied, bult upon, or otheratse used by anyaone for
any bwful pupase. The wark ks made avadbble under the Creatve Commons (CO
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Abstract
Provide a structured summary including:
v Background;

v Objectives;

v Data sources;

v" Study eligibility criteria, participants, and interventions;
v" Study appraisal and synthesis methods;

v Results;

v" Conclusions and implications of key findings;

v Systematic review registration number.
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ABSTRACT
Background

Chest physiotherapy is widely used in people with cystic fibrosis in order to clear mucus from the airways. This is an updated version
of previously published reviews.

Objectives

To determine the effectiveness and acceprability of chest physiotherapy compared to no treatment or spontaneous cough alone to
improve mucus clearance in cystic fibrosis.

Search methods

We searched the Cochrane Cystic Fibrosis and Genetic Disorders Group Trials Register which comprises references identified from
comprehensive electronic database searches and handsearches of relevant journals and abstract books of conference proceedings.

Date of the most recent search of the Group’s Cystic Fibrosis Trials Register: 02 June 2015.
Selection criteria

Randomised or quasi-randomised clinical studies in which a form of chest physiotherapy (airway clearance technique) were taken for
consideration in people with cystic fibrosis compared with either no physiotherapy treatment or spontaneous cough alone.

Data collection and analysis

Both authors independently assessed study eligibility, extracted data and assessed the risk of bias in the included studies. There was
heterogeneity in the published outcomes, with variable reporting which meant pooling of the data for meta-analysis was not possible.

Main results

The searches identified 157 studies, of which eight cross-over studies (data from 96 participants) met the inclusion criteria. There
were differences berween studies in the way that interventions were delivered, with several of the intervention groups combining more
than one treatment modality. One included study looked at autogenic drainage, six considered conventional chest physiotherapy,
three considered oscillating positive expiratory pressure, seven considered positive expiratory pressure and one considered high pressure
positive expiratory pressure. Of the eightstudies, six were single-treatment studies and in two, the trearment intervention was performed

Chest physiotheﬂpy tompaned to no chest plvysiothenpy for cysﬁc ﬁbrosis (Rev:ew) |

071562
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An example
Title:  Antiphospholipid syndrome and recurrent
miscarriage: A systematic review and meta-analysis.

Abstract

The aim of this study was to identify and analyze publications in
recent years to better understand the diagnosis and its contribution
to monitoring APS among women with recurrent miscarriage (RM).
This systematic review and meta-analysis was conducted using the
PubMed and Web of Knowledge databases, with articles published
between 2010 and 2014, according to the PRISMA statement.
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An example
Title:  Antiphospholipid syndrome and recurrent
miscarriage: A systematic review and meta-analysis.

Results:

Of the 85 identified studies, nine were selected. Most of the studies
reported an association between recurrent miscarriage and specific
antiphospholipid antibodies, as anticardiolipin antibodies (aCL), lupus
anticoagulant (LA), anti-B2-glycoprotein | antibodies (ap2GPI) and
antiphosphatidylserine (aPS), which showed a relationship with RM.
The main result of the meta-analysis revealed association between
antiphospholipid antibodies (aPLs) and/or APS compared to the
patients with RM and APS cases compared to the patients with RM
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An example
Title:  Antiphospholipid syndrome and recurrent
miscarriage: A systematic review and meta-analysis.

Conclusion:

Systematic review and meta-analysis demonstrated a positive
association  between  antiphospholipid antibodies  and/or
antiphospholipid syndrome in patients with recurrent miscarriage.
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v" Rational of study
v" Describe the rationale for the review in the context of:
v" What is already known.
v What are the both Pros and Cons
v What are the contradictions on your main topic
v" Objectives of study

v" Provide an explicit statement of questions being addressed
with reference to PICOS
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What Is the review question (PICQOS)?

Population
Intervention(s)
Comparison(s)
Outcome(s)
Study design
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Bosu WK, Aheto JMK, Zucchelli E, Reilly S. Prevalence, awareness, and associated risk factors
of hypertension in older adults in Africa: a systematic review and meta-analysis protocol.

Syst Rev. 2017 Oct 4:6(1):192.

Review guestion

The review guestions are as follows:
1. What is the prevalence and trends in hypertension in adults aged 50

years and older living in Africa?
2. What are the factors associated with hypertension in older adults in

Africa?
3. What is the level of awareness of high blood pressure among older

adults in Africa?
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Lorscheitter J, Stein C, Plentz RDM. Methodological Quality of Randomized Clinical Trials of
Respiratory Physiotherapy in Coronary Artery Bypass Grafting Patients in the Intensive Care
Unit: a Systematic Review. Braz | Cardiovasc Surg.2017 Jul-Aug;32(4):318-337.

It should be noted that no evidence can be observed on the methodological quality of RCT of
physiotherapy intervention on CABG postoperative patients in the intensive care unit (ICU).
Therefore, this research is needed since the fulfillment or not of the criteria for a correct
development of this research design can influence the results. Also, complementarily, the
dissemination of these data will stimulate further research to be developed with a superior
methodological quality, showing the main points that should be better outlined and planned. It
will then be possible to obtain greater benefits, as well as improved outcomes for critical
patients in daily clinical practice. It should be noted that there is no evidence on the
methodological quality of RCT of physiotherapy intervention on CABG postoperative patients in

the Intensive Care Unit (ICU).
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Toth PP, Worthy G, Gandra SR, Sattar N, Bray S, Cheng LI, Bridges |, Worth GM, Dent R,
Forbes CA, Deshpande S, Ross J, Kleijnen |, Stroes ESG. Systematic Review and Network
Meta-Analysis on the Efficacy of Evolocumab and Other Therapies for the Management of
Lipid Levels in Hyperlipidemia.] Am Heart Assoc. 2017 Oct 2;6(10).

We therefore conducted a systematic review and network
meta-analysis to compare LDL-C reduction with
evolocumab to other lipid-lowering therapies (including
alirocumab) in patients receiving statin background therapy.
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A: Protocol and registration

v Indicate if a review protocol exists, (e.g., Web address)

v Provide registration information including registration number
B: Eligibility criteria

v Specify study characteristics (e.g., PICOS, length of follow-up)

v Report characteristics (e.g., years considered, language, publication status)
v Giving rationale.

C: Information sources
v" Describe all information sources (e.g., databases, contact with study authors)
v" Date last searched.
D: Search
v" Present electronic search strategy including limits used (e.g., repeated study).
E: Study selection
v" State the process for selecting studies (i.e., screening, eligibility, included in
systematic review, and, if applicable, included in the meta-analysis).
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F: Data collection process
v" Describe method of data extraction from reports (e.g., piloted forms, independently, in
duplicate) and any processes for obtaining and confirming data from investigators.
G: Data items
v List and define all variables for which data were sought
H: Summary measures
v" State the principal summary measures
|: Synthesis of results
v" Describe the methods of handling data and combining results of studies,
J: Risk of bias across studies
v" Specify any assessment of risk of bias that may affect the cumulative evidence (e.g.,
publication bias, selective reporting within studies).
K:Additional analyses
v" Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-
regression).
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Important
Provide flow chart of study

Records identified through

Additional records identified from other

EMBASE Medline database databases, unpublished studies and hand-
segrchin= ) search of bibliographies (n= )
bl L

Total records after duplicates removed

in=}

L4

Records screened
{n= )

Records excluded after
title and abstract review

(n=)

Full-text articles assessed for
eligibility
in=]

|

Unique study sets included in
narrative synthesls
{n=}

l

Studies included in
guantitative synthesis (meta-
analysis) [n= |

Full-text articles
excluded, with reasons
in=

len"‘ce"s*'




Important
Provide flow chart of study

IheothcialouEnalloSe

Identification

Screening

Eligibility

Included

MiddISERSty ouTaliol;
Rehabilitation and Health

INAIUniversity; otJMedl(!g__ ciences

807 records identified through

database searching:MEDLINE (543), 17 Additional records identified
COCHRANE “ 54). PEDro “ 10) through other sources

172 duplicates removed

652 titles and abstracts screened

565 excluded because of
irrelevance

A

87 potentially relevant records
identified and full texts
assessed for eligibility

39 reports included in review

v

48 full-text articles excluded:
1 was in German
1 was in Turkish

25 didn't have the term related to
physiotherapy

3 were not randomized clinical trial

7 patients did not undergo CABG or
another associated surgery

2 were not in ICU

9 were not available
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> Summary of Ewdence

v Summarize the main findings including the strength of
evidence for each main outcome; consider their relevance to
key groups (e.g., healthcare providers, users, and policy
makers).

> Limitations

v/ Discuss limitations at study and outcome level (e.g., risk of
bias), and at review-level (e.g., incomplete retrieval of
Identified research, reporting bias)

» Conclusions

v/ Provide a general interpretation of the results in the context of
other evidence, and implications for future research.
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REVIEW ARTICLE

Methodological Quality of Randomized Clinical
Trials of Respiratory Physiotherapy in Coronary
Artery Bypass Grafting Patients in the Intensive

Care Unit: a Systematic Review

Jaqueline Lorscheitter’, PT, MSc; Cinara Stein'#*, PT, MSc, PhD; Rodrigo Della Méa Plentz', PT, DSc

[ DO 10.21470/1678-9741-2017-0014 |

pmmmnayms.numut_

-aspupuf-gumcm- tool's Rtems and
the secondary was suftability to the requirements of the CONSORT
Statement and its extension.

Results: From 807 studies identifled, 29 were Induded. Most at

CONSORT Items showed a better adequacy after the statement's
publication. Studies with positive outcomes presented better
methodological qualty. o

mmmmmmmmmmmm

Physial
Cardiac Surgical Procedures. Methodology. Systematic Review.
Review Literature as Topic. intensive Care Unit.

Abbreviations, acronyms & symbols

(F;EA‘:; =Coronary artery bypass grafting
icu = Intensive care unit

Pa0; = Partial pressure of oxygen
PEDrO  =Physlotherapy evidence database
RCT =Randomized clinical triais
INTRODUCTION

The large amount of publications in health care makes
professionals have difficulty to stay up to date. Moreover, a great
part of the avadable information does not come from studies
with adequate methodological quality, what makes them of
little diinical relevance. Incomplete or inadequate publication

'Graduate Program in Haalth Sciances, Univanidade Foderal de Ciéncixs da
Satic de Portn Alogre (UFCSPA), Porto Alagre, RS, Brazd

Laboratory of Cirical Investigatian, irstitsn da Gadologis do Rio Grands da
Sed {IC). Porto Alegra, RS, Brasl

Fundagso Untvarsidada do Cardaioga (RUC) Porta Alsgre, 75, Braal

This study was carmied cut at Universidada Fedea! do Oanctas da Seude do Porto
Nogm, RS, Bard.

No firancial support

of information on the study planning and driving affects the
identification of possible ical errors, als

the use of its findings by the interested parties, since they cannot
aitically assess its clinical applicability™*.

Even though randomized diinical trials (RCT) are gold standard
for the assessment of health interventions, this type of study is
aso prone to bias whether due to researchers arbitrariness when
selecting the sample and gauging the analyzed variables, or due
1o the difficuity of controlling other factors that may influence
the dinical outcome. Bias or systematic emor can be defined as
any tendentiousness in the collection, analyss, interpretation,
publicaticn or revision of data, which induces condusions that
systematically tend to distance thernselves from the truthi.

In phase I of cardiac rehabﬁranom prvysothefapy has an
increasingly imipx oleinc i tothe
o their sodal and professional activities in the best possible

No confiict of Intasest.
Cormmpondence Addmas:
Rodrigo Dalls Mica Plontz
Physical Thaeapy Dupartment - U
Rux Seemarnio Loita, 245 - %Abgm‘lssua Dp code: 90050170
Ematt rodagopeuicspaoedisbr

Articia recotsad on anuary 16%, 2017.

Articia acraptod an May 112, 2017,
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Brazstan Journal of Cardiovascular Surgery
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Systematic Review and Network Meta-Analysis on the Efficacy of
Evolocumab and Other Therapies for the Management of Lipid Levels
in Hyperlipidemia

Peter P. Toth, MD, PhD; Gillian Worthy, MSc; Shravanthi R. Gandra, PhD, MBA; Naveed Sattar, MD, PhD; Sarah Bray, PhD;
Lung4. Cheng, PhD; lan Bridges, MSc; Gavin M. Worth, PhD; Ricardo Dent, MD; Carol A Forbes, PhD;
Schan Deshpande, MSc, M-Tech; Janine Ross, MSc; Jos Kleijnen, MD, PhD; Erik S. G. Stroes, MD, PhD

Background—The proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibi and ali b
reduce low-density lipoprotein cholesterol (LDL-C) when added to statin therapy in patients who need additional LDL-C reduction.

Methods snd Results—We conducted a systematic review and network meta-analysis of randomized trials of HpidJowering
therapies from database inception through August 2016 {45 058 records retrieved. We found 69 trials of lipid-lowering therapies

that enrolled patients requiring further LDL-C while on imalh medium- or high-intensity statin, of which 15
could be relevant for inclusion in LDL-C d with i and placebo as treatment
amsa. PCSK9 inhibitors significantly reduced LDL-C by 54% to 74% versus placebo and 26% to 46% versus ezetimibe. There were

iffe for 140 mg every 2 weeks at the mean of weeks 10 and 12 versus placebo (—-74.1%

95% credible interval —79.81% to —68.58%), dlirocumab 75 mg (—20.03% 95% credible interval —27.32% to —12.96%), and
alirocumab 150 mg (—13.63%; 95% credible interval —22.4 3% to —5.33%) at 212 weeks. Treatment differences were similar in
direction and magnitude for PCSK9 inhibitor monthly dosing. Adverse events were similar between PCSK9 inhibitors and control.
Rates of adverse events were similar between PCSK9 inhibitors versus placebo or ezetimibe.

Conclusions—PCSKY inhibitors added to medium- to hng\-ntensty statin therapy significantly reduce LDL-C in patients requlng

further LDL-C ion. The network meta-andysis showed a in LDLC jon for

versus dirocumab. (J Am Heart Assoc. 2017;6:e005367. D(l. 10.1161/JAHA.116.005367.)

Key Words aliocumab + evidence-based medicine * . « lipids * Jow-density lipoprotein cholesterd
. lysis « subtilisin/kexin type 9 inhibitor « statin therapy

owerning lowdensity lipoprotein cholesteral (LDL-C) Jowering with ezetimibe on top of a statin.* There remains,
levels with statins reduces the risk of atherosderotic however, a population of high+isk patients who have elevated
cardiovascular disease (CVD). ™ The IMPROVE-T trial’ sub- LDL-C despite statin therapy and who have residual risk of

L1075 2qea0 90 1308 4q B0 spumofvg v jdhiy wog papeo g

that LDLC ion with in therapy further dar events and ity.” As a result, there is an
reduces risk of CVD, although the absolute reduction in unmet need for new therapies to provide this high-risk
cardiovascular events was small because of modest LDL-C dation with i DL-C beyond that
Fromthe e Frevention , Johns Hopldns Bxbimore, MD (P.P.1.); CGH Medical Genter,

Stoding I (P.LT) Kibijnen Systomatic Reviews 12d, Yo Lhited Kingdom (G, CAF, D, IR, 1K); Depariment of Famiy Madiche, Mastrioht Universty,

Mmstrct, The Netheriands (K |; Amgen ke, Thousand Oaks, CA(GW, SR.G. S.8, L-IC., LB, GMW, RD.) Uniersity of Gasgow, United Kingdom (N.S.); Faculty of

Madiche, Lhtvarsty of Amsterdam, The Netherbods (ES.G.S).

Accompanying Data $1, 52, Tables $1, §2, and figues $1 though §7 am avallable & bt/ /b 6/ E1/

supplamentary matesdab 1.pdf
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Editing Principles

Use same fonts with same size through the manuscript

Use 20 to 24 lines per page

Use a 2.5 cm margin from the edge

Avoid long sentences

Avoid too many short paragraphs

Use Punctuation to enhance phrasing

Ask a Native English speaker to edit the final version of your

manuscript
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PRISMA 2009 Flow Diagram

Y
.§ Records identified through Additional records identified
_§ database searching through other sources
= n= n=
- ( ) ( )
b
| W 4
T— Records after duplicates removed
(n=)
o
£
c
] y
[+
@ Recerds screened Records exciuded
(n=) (n=)
—
v
Full-text articles assessed Full-text articies excluded,
=z for eligibility » with reasons
3 n=) (n=)
=
w
— Studies included in
qualitative synthesis
=)
(n=)
3 v
3 —— .
-E Studies included in
= quantitative synthesis
{meta-analysis)
(n=)

From: Moner D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2008). Preferred Reporting ltems for Systematic Reviews and Meta-
Analyses: The PRISMA Statement. PLoS Med 6(7): e1000087. doi:10.137 1/journal.pmed 1000027

For more information, visit www.prisma-statement.orz.



Statin use and mortality in cancer patients: Systematic review
and meta-analysis of observational studies

Records identified through

database searching
(n =2434)
A
Records after duplicates removed
(n =2004)
Records screened by
litte/abstract
1953 articles excluded (reviews or
o letters; meeting abstracts; unrelated
to the topic; not case-control or
. Y 1 |cohort design)
Full-text artic;ies assessed for
eligibility 10 records excluded:
2 no usable data reported
2 not associated with cancer-
related death
Y 4 not associated with statin use
Studies included in 2 duplicate studies
meta-analysis
(n=41)

Fig. 1. Flow chart of the selection of publications included in the meta-analysis.
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Table 1

Characteristic of the included studies.

First author Country Follow-up period Study Patient charactenistics Statin use Cancer-specific All cause Covariate adjustment

Year design mortality monality

Cardwell UK 1998-2013 Cohont 17,880 stage 1V breast Prediagnosis Year of diagnasis age at diagnosis, surgery within
efal Average 57 years patients Noty-user HR 1.00 HR 1.00 & months, radiotherapy within months,

(2015) 5] (Range 1-14) User 081 (0.71-093) 0.78(0.70-086) chematherapy within 6 months, hormone therapy
Postdlagnosis use, comorbidities, other medication usage stage
Non-uses HR 1.00 HR 1.00 and socieeconomic deprivation in women with
User 0.84 (068-1.04) 0.84(0.72-097) nonmissing values

Desai eral UsA 1992-2010 Cohon 7883 postmenopausal Prediagnosis Race, education, smoking BML waist
(2015) Average 115 years women with in sitw, local,  No HR 1.00 clreumference, mammogram in the past 2 years
112} (Standard regional and distant-st age Yes 0389 (032-1.06) Gail 5-year risk, female relative with breast cancer,

deviation~37) breast cancer age al menarche, number of live births, breast
biopsy, hysterectomy, hormone use, oral
contraceptive, aspinn use and study component

Hollmeister Germany 20032009 Cohon 2697 Stage 1-1V CRC Rostdiagnosis Age at diagnosss, sex, Union Intemnationale Contre le
e al Median 314 years (IQR patients older than 30 years Nostatin use  HR 1.00 HR 1.00 Cancer stage, location of CRC, surgery, neoadjuvant
(2015) 23-50) Any statin use 1,11 (082-150) 1.10(085-1.41) treatment, chemotherapy, radiotherapy, BML
132} lifetime pack-years of active smoking, average

lifetime physical activity, ever regular use of
NSAIDS ever use of hormone replacement therapy
(women), previous large bowel endoscopy,
diabetes hyperlipidemis, myocardial infarction,
stroke, heart failure, participation in general health
check-ups, and for a time-dependent eflect of
chemotherapy

Shao et al. China 2000-2008 Cohon 17,115stage LILor ICRC  Prediagnosis Age sex, tumor stage, adjuvant therapy, and the
(2015) Median 42 years patients who received Non-user HR 1.00 HR 1.00 propensity score were adjusted
(3t} curative surgery User 0.77 (0.68-088) 082(0.74-092)

Viers et al. usa 19952009 Cohont 2357 patients treated with  Postdiagnosis Age at surgery, sex, race, type of surgery, Charkson
(2015) Median 78 years (IQR radical or partial No HR 1.00 HR 100 comorbidity index primary tumaor classifi cation,
[25) 53-11.2) nephrectomy for pNx/G MO Yes L3 (0.74-139)  0.84{0.69-1.00) precperative estimated gomendar fltration rate,

RCC symptoms, and year of surgery

Song et al. Korea 2007-2013 Cohont 408 patients with de nove  Postdiagnosis Not state
(2015) Median 38 6 months DLBCL who received R- Non-user HR 100
|134) CHOP therapy User 123 (089-1.72)

Yoon et al. UsA 2007-2010 Cohon 2987 stage 1V endometrial  Fostdiagnosis Follow-up time, age, race, neighbarhood income,
(2015) cancer patients aged Non-user HR 1.00 cancer stage, tumor grade, hysterectomy type,
165} 65 years or older who User 092 (0.70-1.20) chemotherapy, radiation, impaired glucose

received a hysterectomy Non-user HR 1.00 1olerance, obesity, dydipidemia and dishetes
User 092 (0.65-1.29)

Caonet al Canada 2000-20017 Cohon 3851 prostate cancer Fostdiagnosis Age acetylalicylic acid, year of treatment, radiation
(2014) Median B4 years patients treated with No HR 1.00 dose, androgen deprivation therapy, initial
[17) external beam radiation Yes 0.769 (0.548- pretreatment FSA T-stage. Charfson index Glezson

therapy + androgen 1.08) score
deprivation therapy

Cardwell UK 19982012 Cohon 7657 stage | w1l CRC Prediagnosis Year of diagnasis age at diagnosis, sex, stage,

e al Mean 5 years (Range patients Non-user HR 1.00 surgery within 6 months, radiotherapy within

(2014) 1-14) User 0.85 (0.79-093) & months chemotherapy within 6 months, site,

|26} Postdiagnosts comaridities, other medication wse after diagnosis
Non-user HR 1.00 HR 1.00 as time-varying covariates, grade, deprivation, and
User 0.71 (0.61-084) 0.75 (0.66-0.84) smoking before diagnosis in individuals without

missing values
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Study,Year Hazard Ratio [95% CI]

Breast cancer

Chae,2011 [ . 0.98[0.56,1.71
Brewer(H-statin), 2013 f—e——| 0.80[043,149
Brewer(L-statin), 2013 ] 146[0.73,29
Murtola(Localized),2014 0.47(0.38,059
Murtola(Metastatic), 2014 0.58[0.38,0.89
Cardwell 2015 084[0.72,0.97
RE Model for Subgroup 0.75[0.55, 1.02
182=77.76%, tau”2=0.096,p<0.001

Colorectal cancer

Ng,2011 i 1,16[0.78,1.73
Lakha, 2012 —— 061[(0.26,142
Mace, 2013 —_— 081[049,134
Cardweill 2014 - 0.75[0.66,0.85
Krens, 2014 e 141[095, 210
Hoffmeister,2015 . 1.10[0.85, 1.42
RE Model for Subgroup & 0.98(0.76,1.22
1"2=65.92%,tau”2=0.048,p=0.004

Prostate cancer !

Katz(radical prostatectomy),2010 ——i| 035{0.21,058
Katz(radiotherapy),2010 0.59(0.37 . 0.94
Yu,2014 0.86[0.78,0.95
RE Model for Subgroup E = 0.59[0.35,0.99
172=84,10%,tau”2=0.172,p=0.001

Urothelial tract cancer

Crivell, 2013 (& 1.14[0.90, 1.45
Xylinas, 2013 0.83(0.72,0.95
Hamilton 2014 089[0.71,1.12
Kaffenberger,2014 i 0.62[0.43,0.90
Viers, 2015 0.84[0.70, 1.01
RE Model for Subgroup 0.87[0.75, 1.00
182=52.84%,tau"2=0.013,p=0.070

Diffuse large B~cell lymphoma

Nowakowski, 2010  ———— 089[042,61.89
Samaras, 2010 } | 0.58[0.07 ,468
Song,2015 1.23[(0.88,1.71
RE Model for Subgroup 1.15[(0.85,155
142=0.00%,1au"2<0.001,p=0.602

Ovarlan cancer

Elmore, 2008 045[0.23,088
Lavie,2013 p__.}'_:_i 024007 . 0.87
RE Model for Subgroup - 039{022,071
182=0.00%, tau"2<0.001 p=0.385

Endometrial cancer

Lavie,2013 — 0.35[0.12,0.99
Yoon(Type 1),2015 - 0.92[0.70,1.20
Yoon(Type 11),2015 0.92[065,1.30
RE Model for Subgroup 0.89[072,1.08
1"2=0.00%, tau"2<0.001,p=0.203

Hepatocellular carcinoma

Graf 2008 | 066[044 ,0098]
Melanoma

Livingstone, 2014 ——4 0.76[0.42,1.36]
Gastric cancer

Nam.2014 b 1.17[0.57.,240]
RE Model for All Studies N 0.81[0.72,0.91]

I182=76.16%,lau"2=0.060,0<0.001

F 1 T T T T T 1

006 025 100 400

Fig. 2. Pooled analyses and subgroup analyses by cancer type for the association between post-diagnostic statin use and all-cause mortality. The squares and horizontal lines
correspond to the study-specific hazard ratio and 95% Cls. The area of the square is proportional to the inverse of the sum of the between studies variance and the study-
specific variance. The diamond represents the pooled multivariate hazard ratio and 95% CL The dotted line of the diamond indicates the bounds of the 95% prediction interval.
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Study,Year Hazard Ratio [95% CI]
Breast cancer

Chae,2011 e 0.98[0.56 ,1.71]
Brewer(H-statin),2013 ——] 0.80[0.43,1.49]
Brewer(L-statin),2013 e 1.46 j0.73 , 2.91 ]
Murtola(Localized),2014 j 0.47[0.38,0.59 ]
Murtola(Metastatic),2014 f 0.58[0.38,0.89]
Cardwell,2015 0.84[0.72,0.97 ]
RE Model for Subgroup 0.75[0.55,1.02]
I"2=77.76%,tau2=0.096,p<0.001

Olvarian cancer : : ]
Elmore,2008 ] 0.45[0.23,0.88
Lavie,2013 } : 0.24[0.07,0.87 ]
RE Model for Subgroup < 0.39[0.22,0.71]
1"2=0.00%,tau’2<0.001,p=0.395

Hepatocellular carcinoma §

Graf,2008 Com 0.66[0.44 ,0.98 ]
Melanoma ;

Livingstone,2014 R 0.76[0.42,1.36 ]
Gastric cancer :

Nam,2014 T 1.17[0.57 ,2.40]
RE Model for All Studies = 0.81[0.72,0.91]

I"2=76.16%,tau"2=0.060,p<0.001

I | | | |

! |
0.06 0.25 1.00 4.00
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YY .

A Funnel Plot

“A funnel plot is used as a way to assess publication bias in meta-
analysis.”

Sample Size

Risk Ratic
Eavour Trezument Egypur Contmol
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Prediagnosis statin use and all-cause mortality Hazard Ratio [95% CI]
Breast cancer
Murtola (Localized), 2014 e 060045 ,.0.381)
Murtola (Metastatic), 2014 — 0.74[0.48 ,1.15]
Cardwell, 2015 I 0.78[0.70,0.86 ]
RE Model for Subgroup & 0.73[0.62,0.86]
1"2=33.32%,tau*2=0.009,p=0.269
Colorectal cancer
Siddiqui,2009 e 0.70[0.57 ,0.86 ]
Lakha 2012 ——— 059[028 1.24]
Shao, 2015 - 082[0.74 ,091]
RE Mode! for Subgroup ¥ 0.77[0.66 ,0.89]
I"2=31.38%,1au"2=0.006,p=0.300
Prostate cancer
Geybels 2013 - -— 045[0.10,2.02)
Melanoma
Livingstone, 2014 et 0.88[0.58,1.34]
Glioblastoma multiforme
Gaist,2014 e 0.79[0.83,1.00]
All cancer
Nielsen, 2012 = 0.85(0.83,0.87])
RE Model for All Studies ] 079[0.74.,085]
IN2=37.89%,tau”2=0.003,p=0.150
] 1 T 1 ] 1
Q.08 0.25 1.00

Prediagnosis statin use and cancer-specific mortality Hazard Ratio [95% CI]
Breast cancer

Murtola (Localized),2014 ! 0.60[0.35, 1.01
Murtola (Metastatic), 2014 —a—i 065[043,1.00
Cardwell, 2015 - 081[0.71,093
Desal 2015 [ 0.58[0.32,1.07
RE Model for Subgroup & 0.73[0.61,0.89
1M2=21.48%,1au"2=0.010,p=0.428 I

Colorectal cancer

Lakha,2012 ——y 0.60[0.30, 1.21
Cardwell,2014 [ ] 0.86[0.79,0.93
Shao.2015 - 0.77[0.68,088
RE Model for Subgroup ¢ 0.82[0.73,091
12=36.16%,1au"2=0.003,p=0.239

Prostate cancer

Marcella, 2012 i 0.37[0.23, 0.60
Geybels, 2013 - 0.19[0.06,0.58
Grytli, 2014 - 0.78 [ 0.67,0.20
RE Maodel for Subgroup 044[020,093
1"2=86.34%,1au*2=0.350,p=0.001

All cancer

Gardette, 2009 b 0.41[0.16 ,1.06
van Gestel, 2009 ey 0.82[0.57,1.19
Eindhoven 2012 o | 0.48[0.34,0.67
Haukka, 2012 - 0.53[0.43,0.65
Nielsen, 2012 L] 0.85[0.83,088
Lipworth,2014 - 090[0.72, 1.12
RE Madel for All Studies R 0.692[060,0.79]

1"2=88.12%,tau"2=0.044,p<0.001

T T

T T
0.08 0.25

f
1.00

Fig. 4. Pooled analyses and subgroup analyses by cancer type for the association between prediagnostic statin use and all-cause and cancer-specific mortality. The squares
and horizontal lines correspond to the study-specific hazard ratio and 95% Cis. The area of the square is proportional to the inverse of the sum of the between studies variance
and the study-specific variance. The diamond represents the pooled multivariate hazard ratio and 95% CI. The dotted line of the diamond indicates the bounds of the 95%

prediction interval.



Science 1s facts. Just as houses
are made of stones, so 1S sclence
made of facts.

But a pile of stones is not a
house and a collection of facts
is not necessarily science.

Jules Henri Poincare (1854—1912), French scientist, author. Value of Science, Dover (1958).
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id year t_event | t_nevent | c_event | c_nevent
Fletcher 1959 1 11 4 7
Dewar 1963 4 17 7 14
1st European 1969 20 63 15 69
Heikinheimo 1971 22 197 17 190
Italian 1971 19 145 18 139
2rd European 1971 69 304 94 263
2rd Frankfurt 1973 13 89 29 75
1st Australian 1973 26 238 32 221
NHLBI SMIT 1974 7 46 3 51
Valere 1975 11 38 9 33
Frank 1975 6 49 6 47
UK Collaborative 1976 48 254 52 241
Klein 1976 4 10 1 8
Austrian 1977 37 315 65 311
Lasierra 1977 1 12 3 8
N German 1977 63 186 51 183
Witchitz 1977 5 27 5 21
1st Australian 1977 25 87 31 87
3rd European 1977 25 131 50 109
ISAM 1986 54 805 63 819
GISSI-1 1986 628 5232 758 5094
ISIS-2 1988 791 7801 1029 7566
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RRIOR « ..

gen or=((a/b)/(c/d))
gen rr=((a/a+b)/(c/ctd))
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. metan a b ¢ d

Study | RR [95% ConT. Interval] % weight
_____________________ +_______________________________________________.
1 | 0.229 0.030 1.750 0.18
2 | 0.571 0.196 1.665 0.320
3 | 1.349 0.743 2.451 0.64
4 | 1.223 0.669 2.237 0.75
5 | 1.011 0.551 1.853 0.78
& | 0.703 0.534 0.925 4.10
7 | 0O.457 0.252 0.B28 1.22
B | 0.779 0.478 1.268 1.35
= | 2.377 0.649 8.709 0.13
10 | 1.048 O.481 2.282 0.41
11 | 0O.964 0.332 2,801 0.26
12 | 0.896 0.626 1.281 2.25
13 | 2.571 0.3239 19.481 0.05
14 | 0.608 0.417 0.B&6 2.68
15 | 0.282 0.034 2.340 0.14
16 | 1.161 O.840 1.604 2.24
17 | 0.813 0.263 2.5086 0.24
18 | 0.850 0.537 1.345 1.259
19 | 0.510 0.333 0.780 2.11
20 | 0.B880 0.619 1.250 2.65
21 | 0.827 0.749 0.9214 32.34
22 | 0.769 0.704 0.839 43 .86
_____________________ +_______________________________________________.
M-H pooled RR | 0.799 0.755 0.845 100 .00
_____________________ +_______________________________________________.

Heterogeneity chi-squared = 320.41 (d.f. = 21) p = 0.0E4
I-squared (variation in RR attributable to heterogeneity) = 30.9%

Test of RR=1 : z= 7.75 p = 0.000



Study

%

ID RR (95% Cl) Weight
1 . 0.23(0.03,1.75) 0.18
2 — 0.57 (0.20, 1.66)  0.30
3 —— 1.35(0.74, 2.45)  0.64
4 ——— 1.22 (0.67,2.24) 0.75
5 —_— 1.01 (0.55,1.85) 0.78
6 = 0.70 (0.53,0.92) 4.10
7 — 0.46 (0.25,0.83) 1.22
8 — 0.78 (0.48,1.27) 1.39
9 : 2.38(0.65,8.71) 0.13
10 — 1.05 (0.48, 2.28) 0.41
11 —_— 0.96 (0.33,2.80) 0.26
12 —— 0.90 (0.63, 1.28) 2.25
13 : 2.57 (0.34, 19.48) 0.05
14 —r 0.61 (0.42,0.89) 2.68
15 - ! 0.28 (0.03,2.34) 0.14
16 1—— 1.16 (0.84, 1.60) 2.24
17 —_—— 0.81(0.26,2.51) 0.24
18 —:o-— 0.85(0.54, 1.34) 1.29
19 —— 0.51(0.33,0.78) 2.11
20 — 0.88 (0.62, 1.25) 2.65
21 - 0.83(0.75,0.91) 32.34
22 - 0.77 (0.70,0.84)  43.86
Overall (I-squared = 30.9%, p = 0.084) O 0.80 (0.75, 0.85) 100.00
| .
.03 1 33.3
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. Study

ID
1
3 .:__._
s i
5 —_———
6 —_—
7 —
8 ——
9 I
10 —'Io—
1 —
12 —_—
13 : .
14 ——
15 - !
16 —
18 —
19 — |
20 —_——
21 >
22 *
Overall (I-squared = 33.3%, p = 0.066) 0
|
NOTE: Weights are from random effects analy$il

OR (95% Cl)

0.16 (0.01, 1.73)
0.47 (0.11, 1.94)
1.46 (0.69, 3.10)
1.25 (0.64, 2.42)
1.01 (0.51, 2.01)
0.64 (0.45, 0.90)
0.38 (0.18, 0.78)
0.75 (0.44, 1.31)
2.59 (0.63, 10.60)
1.06 (0.39, 2.88)
0.96 (0.29, 3.19)
0.88 (0.57, 1.35)
3.20 (0.30, 34.59)
0.56 (0.36, 0.87)
0.22 (0.02, 2.53)
1.22 (0.80, 1.85)
0.78 (0.20, 3.04)
0.81 (0.44, 1.48)
0.42 (0.24, 0.72)
0.87 (0.60, 1.27)
0.81 (0.72, 0.90)
0.75 (0.68, 0.82)
0.78 (0.69, 0.88)

%
Weight

0.26
0.72
2.36
2.94
2.78
7.89
2.53
4.06
0.72
141
0.99
5.96
0.26
5.90
0.25
6.13
0.77
3.45
4.13
7.21
19.23
20.03
100.00

I I
.0146 1

68.4
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Study

© 00N UL~ WNPE

[
o

12
13
14
15
16
17
18
19
20
21
22

L
TT 17

RN EEEREENR:

ES (95% ClI)

-1.47 (-3.71, 0.77)
-0.78 (-1.87, 0.31)
0.01 (-0.56, 0.58)

0.09 (-0.33, 0.52)

0.07 (-0.29, 0.42)

-0.17 (-0.40, 0.07)
-0.24 (-0.46, -0.02)
-0.24 (-0.44, -0.04)
-0.21 (-0.42, -0.01)
-0.20 (-0.40, -0.01)
-0.20 (-0.39, -0.00)
-0.18 (-0.35, -0.01)
-0.17 (-0.35, 0.00)
-0.22 (-0.38, -0.06)
-0.23 (-0.39, -0.07)
-0.17 (-0.31, -0.02)
-0.17 (-0.31, -0.02)
-0.17 (-0.31, -0.03)
-0.21 (-0.34, -0.07)
-0.20 (-0.32, -0.07)
-0.19 (-0.27, -0.11)
-0.22 (-0.28, -0.16)

-3.71

3.71
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15

Funnel plot with pseudo 95% confidence limits
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