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HE}E A 9| Level of Evidence

SIGN (Scottish Intercollegiate Guidelines Network) Levels of Evidence

Levels

1++
1+

1-
24+

2+

£ W

Description
High quality meta-analyses, systematic reviews of RCTs, or RCTs
with a very low risk of bias

Well conducted meta-analyses, systematic reviews, or RCTs with a
lowy risk of bias

Meta-analyses, systematic reviews, or RCTs with a high risk of bias

High quality systematic reviews of case control or cohort studies

High quality case control or cohort studies with a very low risk of
confounding or bias and a high probability that the relationship
is causal

Well conducted case control or cohort studies with a low risk of
confounding or bias and a moderate probability that the
relationship is causal

Case control or cohort studies with a high risk of confounding or
bias and a significant risk that the relationship is not causal

Mon-analytic studies, e.qg. case reports, case series
Expert opinion
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Types of Review Articles

1.
v

v

Narrative review (traditionally, non-systematic review)

Subjective assessment
Qualitative summary by an expert using a select group
of materials or studies to support their conclusion

Systematic review

Objective in interpretation

Quantitative summary, systematic approach in
identification and evaluation of materials
Reproducible in conclusions

No need to be conducted by an expert

Meta-analysis

Systematic review

Narrative review
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"PRISMA Guidelines

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases and registers only

[ Identification of studies via databases and registers ]
. . . . T
Preferred Reporting Items for Systematic Reviews and e
i Screening:
2 : Duplicate records removed
" Records identified from™: l:nufl:l
. 0 = . =
Meta-analyses guidelines e "|  Records maricd o= ineigiie
i by automation tools (n=)
Records remowved for other
reasocns (n=)
: https://ej ind hp?body=guideli .
. pS://ejgo.org/inaex.pnprooay=gulideline
v
Records scroen Records excluded™
Lead today Open Access E el EEE— ¥
o Peer Reviewed (n=}) (n=}
Create tomorrow
. JOURNAL OF GYNECOLOGIC ONCOLOGY pISSN 2005-0380 ISSN 2005-0399 +
e N T N " S . P :
retri i
Efndi soug Reports not retrieved
n=) n=)
Standards for Different Types of Articles Instructions for Authors
Following guidelines for five different types of articles have been adopted by the Journal Of Gynecologic Oncology: v
Investigators who are planning, conducting, or reporting randomized trials, meta-analyses of randomized trials, meta-analyses of observational studies,
observational studies, or studies of diagnostic accuracy should be familiar with these sets of standards and follow these guidelines in articles submitted Reports assessed for efigibility .
for publication. n=} *( Reports excluded:
Reason 1i{n=})
CONSORT Reason 2 (n=)
(Consolidated Standards of Reporting Trials) standards for reporting randomized trials Reason 2 [n = ]_
PRISMAT ete.
(Preferred Reporting Items for Systematic Reviews and Meta-analyses) guidelines for reporting systematic reviews and meta-analyses
MOOSE 5 P ¥
(Meta-analysis of Observational Studies in Epidemiology) guidelines for meta-analyses and systematic reviews of observational studies
Studies included in review
STROBE T n=)
{Strengthening the Repeorting of Observational Studies in Epidemiology) guidelines for the reporting of cbservational studies B Hm of induded studies
STARD T =)
S

(standards for Reporting of Diagnostic Accuracy) standards for reporting studies of diagnostic accuracy

REMARK T
REporting recommendations for tumor MARKer prognostic studies (REMARK)

SQUIRE TR
(Standards for Quality Improvement Reporting Excellence) guidelines for quality improvement in health care

CHEERS )
(Consolidated Health Economic Evaluation Reporting Standards) statement for economic evaluations of health interventions

COREQ T

(Consolidated criteria for Reporting Qualitative research) for qualitative research interviews and focus groups

"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 databasesiregisters).

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

automation tooks.
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l Database S)earch (COSI)

: Conference proceedings
Grey literature
Unpublished literature

Ongoing trials

COre

. Pubmed(MEDLINE
Embase
Cochrane CENTR
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I Database & Endnote

® Pubmed

. https://www.youtube.com/watch?v=AVI if6Xill&t=525s

® EmBase

. https://www.youtube.com/watch?v=WuSAac4RC8Q

® Cochrane library

. https://www.youtube.com/watch?v=WpY0ogAHNJY&list=PLgp17bk2nACMassfBMJRbfSSvpTfMgLxu

® Endnote

: https://www.youtube.com/watch?v=7zA8wpZKZxY



https://www.youtube.com/watch?v=AVI_if6XiII&t=525s
https://www.youtube.com/watch?v=WuSAac4RC8Q
https://www.youtube.com/watch?v=WpY0ogAHNJY&list=PLgp17bk2nACMassfBMJRbfSSvpTfMgLxu
https://www.youtube.com/watch?v=7zA8wpZKZxY
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‘ Heterogeneity Test

® Test for Heterogeneity

v’ Higgins 12
: Measures the proportion of inconsistency in individual studies that cannot be explained by chance

Q=effect size in each study; df=number of studies-1

® If 12 is 0%, no heterogeneity, whereas if 12 is 100%, full heterogeneity
® In general, no heterogeneity is considered if 12 is 50% or less



‘ Heterogeneity Test

® Fixed-effects model
- ZF 702 ASLO| X K| (intervention) 217t ZLH D 7HH =
sample error0i| 2|2t A2 = 7t

il Z) A ZhO| XHO[ 7t Bl Sh= A2

OF

® Random-effects model
. ZH 70 A ZF X K| (intervention) &0H7F CHECHD 78D 2 S0 HAZL

[0

\'ﬂ-' T J}(‘

| I
| | || | |II IIII ll'l III|I

II| IIII 5' !| / 'l\ II\.
LA

A0 80 40 40 20 0 20 40 €0 B0 10D

II-

Fixed-effects model Random-effects model
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Interpretation of Values in Forest Plots

Box area is proportional to weight of
study

Effect of antihistamines on cold severity

Standardised m
Study % Weight
1 3 057 (-0.22,1.35) 25
2 . = 0.21(-0.03,0.45)  26.0
3 — 0.20 (-0.15,0.55) 125 ! unbroken line is the null
4 . 001 (0.55,060) 44 Vertical unbroken line is the nu
5 m 0.24 (-0.47,0.94) 3.0
6 — -0.17 (-0.61, 0.27) o
1 Dashed vertical line is the summary
7 | = 0.93(0.30,1.57) 3.7 ]
3 estimate
8 — 0.59 (-0.31,1.49) 1.9
9 I 0.26 (0.06, 0.46)  38.1
Overall < 323036} 3. Diamond is confidence intervals for
‘ ‘ ‘ ‘ ‘ ‘ summary estimate

-15 -1 -5 0 5 1 15
Standardlsed mean difference
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Programs for Meta-analysis

RevMan 5.0
: https://training.cochrane.org/online-learning/core-software-cochrane-
reviews/revman/revman-5-download
B T2
& oro
|

- MM Z=E M1 random-effect model 2412 K| & SFA| &

STATA
: http://kastata.org/

OI=STATASE]  ojereae mes Bues SAYY M2
: Annual license & Z 2

B U YA 02 saset A

Comprehensive meta-analysis
' : https://www.meta-analysis.com/?gclid=Cj0KCQjwjN-

PREHEMNSIVE SBhCKARISACsrBz6rUSQyYr16UrRu5YgZjvmjblV61yjV6ISTOBMSCANugDoEIGOKOjcaAhCZEAL
METh“ﬁHALw w_wcB
EHI Ef—‘=r'—. EEJE.:'.*


https://training.cochrane.org/online-learning/core-software-cochrane-reviews/revman/revman-5-download
http://kastata.org/
http://kastata.org/
https://www.meta-analysis.com/?gclid=Cj0KCQjwjN-SBhCkARIsACsrBz6rUSQyYr16UrRu5YgZjvmjblV61yjV6ISfOBMSC4NugDoEIG0K0jcaAhCZEALw_wcB
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O| A0l M hazard ratio, confidence interval= X| &S OFX| &
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Methodology

Practical methods for incorporating summary time-to-event data

into meta-analysis
Jayne F Tierney*!, Lesley A Stewart?, Davina Ghersi?, Sarah Burdett! and
Matthew R Sydes*

Address: IMeta-analysis Group, MRC Clinical Trials Unit, London, UK, 2Centre for Reviews and Dissemination, University of York, UK, 3School
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Percentage survival

20% 7

1

Patients at risk

No CMV 485

CMV

0% 7

0%
0

491

12

355
372

24

36

Time from randomisation (months)

257
283

187
200

48

132
139

60

80
93

Trial ID:|0 \ Data read from curve where wished 14 Apr 2022 (20:31)
Clear data
Follow-up? Final survival proportions'
d:monﬂﬂs Research| 100 |5(t.) .
Min Max Control m Se(t;) FALITTIE
Key
A: Checks D: Survival prob at start of t (3) I: Survival prob at start of t (3&) M: Log hazard ratio for t
B: Time interval E: Effective number event-free at start of t J: Effective number alive atstartoft O Variance of log hazard ratio for t
C:Startof t F: Effective number at risk during t K: Effective number at risk during t P:In(HR) divided by its variance for t
G: Effective number of events during t L: Effective number of events duringt  Q: Redprocal of the variance of In (HR) for t
H: Effective number censored during t M: Effective number censored during t
HR[ na_]
Total 0.0 0.0 0.0 0.0 0.00 0.00
A B C D E F G H I ] K L M ] 0 P Q
Cheds t t S{t) | R{t) | R{t) | Dft) Gt} | Sdt) | Rft) | R(t) | Dt) C(t) |]in(HR,) v, O-E Ve
0to o 100 na na na 100 na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
na na na na na na na na na na na na
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® N E=9| AHL0j| Al CtEH == hazard ratio, confidence interval= XN| S SHA| &=

® Subgroup analysisE O| &%t bias M7 22

ol ds 4 A1} d3ls AT Zu}

T A | 8 | rvewe WO | ¢ | 0 | Puale
LtO| 56 (53, 65) 57 (54, 64) 0.083 LtO] 54 (51, 63) 56 (53, 62) 0.102
=P 60% 76% 0.032 = 67% 70% 0.832
I PN 2 3 0.102 S PN e 3 3 0.324
RO T= 70% 92% 0.015 RO == 80% 75% 0.765

PARP | AtE 359 259 0.096 PARP | AIE 36% 35% 0.246
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MEHSE 0|22k HEF 2M9| Tip
® A9 A0 A CtH 4= hazard ratio, confidence intervale M| & SHX| =

® Subgroup analysis& O| 2%t bias S N7 22

® Zt A0| M K|S Z|+= baseline characteristics & &+ T AFO|2| X}0|7t Qi = ==& 12{5} 0
subgroup analysis& Al at.

O|M= Qi3 Z{q dsls A+ Zat
L}O| 56 (53,65) 57 (54, 64) 0.083 L}O] 54 (51,63)  56(53, 62) 0.102
H7| 4 60% 76% 0.032 H7\4 67% 70% 0.832
SIgelpN B 2 3 0.102 SIgol N R 3 3 0.324
RO T&= 70% 92% 0.015 RO == 80% 75% 0.765

PARP | AHE 35% 25% 0.096 PARP | AF-& 36% 35% 0.246
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ZHH| E 2 (Publication Bias) &4

A. publication bias (-)

T

: symmetrical inverted funnel

B. publication bias (+)
: studies showing a negative result is not published

Standard error
»

N C. Studies with a small sample size which lack in methodological
1 rigour

2 o_ . : Those low-quality studies tend to report a exaggerated

R e positive result

Relative risk

Egger's test is commonly used to assess potential publication bias in a

ﬁ ﬁ meta-analysis via funnel plot asymmetry (Egger's test is a linear
positive  negative regression of the intervention effect estimates on their standard errors
weighted by their inverse variance).
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Kraus et al (2000)

Coimbra et al (2003)

NG et al (2006)

Ponsford et al (2008)

Ottichian et al (2009)

Salim et al (2009)

092 095

rr

Gt E

ol HEt =4 = Al

dot= 82 M HA10H0 0jX|= O] ALt= A= 2

= pvalues O| &5t 7t
Table 10. Sensitivity analysis of premenopausal women
95% Confidence Interval p value
Study omitted Pooled estimate
lower upper

Kraus et al (2000) 1.017 0.951 1.086 0.626
Coimbra et al (2003) 1.013 0.948 1.082 0.703
Davis et al (2006) 0.998 0.923 1.079 0.957
NG et al (2006) 1015 0.950 1.085 0.658
Ponsford et al (2008) 1.010 0.945 1.079 0.772
Ottochian et al (2009) 1.001 0.936 1.070 0.984
Salim et al (2009) 1.085 0.974 1.209 0.140
Combined (fixed effect) 1.014 0.949 1.083 0.681
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