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AR Fa 2017+ 2013+ 2010+
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E | LES Les
AABERE P: 20 Taiwanpatients | P:patients whohad P:30 Hong Kong
= B 5 £65AAY withendomemomas | chronic pelvic pain dueto | patients after
undergomg endomemosis a fter conservative surgery
laparoscopic conservativelaparoscopic | (within 3 years)
cystectomy followed | surgery+ endometnosis without
by 6 cyclesof [: ING-IUD {n=44 ) leston recurence (If
gonadotropin- C: estradiol valerate + E‘-'id-!ﬂﬂ-!;fh Dﬂe_ll::iﬂ or e
! 1 ETOSS5 0520 DELS QUTTE
IEIEE?HIE hormone dienogsst . study, thepiﬁem was
agomust treatmert + SE0SETPIOSEsn advisadto withdraw )+
[: LNG-IUS+ therapy (n=48 - ING-IUD +
C:wathout ING-IUS+ | T:atleast 24 months for | - 5
I DeapotMPA,
T: 30 months+ the last woman operated+ i
_ _ ; three-monthly+
O: endomeanoma O:painrelapse (VAS)and | T3 vaarse
recurrence 30 months | dissassrecurrencerataat 12 o- E{mptmncnrﬂ:ml
after surgery; end 24 months after recurrence, compliance
dysmenorthea (45, | treatment, patient - COITp
; - ! satisfaction with the therapv. ., al?d change mbum
CAlljlevels, mineral density (BMD
noncydic pelvic pam,
and side effectss
Yes, randonmzed Yes, retrospective case Yes, randonuzed control
i ] ] ]
# X RAR Bt control tnal+ senes, (defimbion of tnal. + !
e H AR | (defintionof recurrence: elevated (definition of
recluITence: CA125 and'or USG recurrence:
S endomemoma=2em | evidence of endometmoma=>=3cm
from USG) ' and’or from USGW
palpable rectovaginal
septumno dule )+
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2.3 biasi®3§ (Validity)

Critical Appraisal

Source Protection

Baseline imbalance

Randomization

Performance

Blinding of caregivers, careful monitoring
& analysis

Placebo-effect

Blinding of patients

Attrition Careful follow-up & ITT analysis
_ Valid measurement
Detection -
Blinding of outcome assessors
Analytical Careful analyses
Reporting Report all relevant planned

measurements

10



~ Sources of bias

Random sequence generation RELHI I:opulation
@ Allocation concealment ‘ylkcati{‘

@ Intervention group Control group

Outcome Outcome

pa assessment assessment

e Publication of study outcomes \,@
4

11



% — B : Randomization

A
B
W

Patient
Information

Patient information is
entered into a computer

The computer
randomly assigns

y patients to two
>

or more groups,
Prevents Bias helping to

prevent bias

Y
e 038

Control group receives Investigational group
standard therapy receives new treatment

Random Selection

http://www.cancer.gov/about-cancer/treatment/clinical-trials/what-
are-trials/randomization/clinical-trial-randomization-infographic
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Simple randomization
Random table

Block randomization
Stratified randomization

Minimization method

Unequal randomization

Allocation concealment




Allocation Concealment
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Allocation Concealment

Minimum criteria for adequate allocation
concealment schemes

e Sequentially numbered, opaque, sealed
envelopes (SNOSE)

* Sequentially numbered containers
 Pharmacy controlled
* Central randomisation

THE LANCET ¢ Vol 359 « Feb 16, 2002 « www.thelancet.com

15



Allocation Concealment (e

NMimirmmum description of Additional descriptive selements
adeguate allocation ithat provide greater assurance
concealment scheame of allocation concealmeant
Saeqguentially numMmib=sred, Envelopes are opaenaed sequentially
opague, sealed envelopeaes only aftter participant details are
(SHMNOSE) wiritten on the envelopses. Pressure-

sensitive or carbon paper iNnside
the envelops transfers that
imnforrmation to the assignmeant card
(creates an audit trail). Cardboard
or alurmiinum Foil insidses the
envelope renders the envelope
impermeable to intense light.

Sequentially numbsasred Al of the containers were tamper

conmtainers proof, egual in weight, and similar
inNn appearance.

Pharnmacoy controlled Indications that the ressearchers

developed, or at least

wvalidated, a proper randomisation
scherme for the pharmacy.
Indications that the researchers
iNnstructed the pharnmacy in proper
allocation concealrmemt.

Cemtral randomisation The mechanism for contact——agz,
telephone, fax, or e-mail—ithe
stringent procedures Lo ensure
emnmrcolmeaent etore randomisation.,
and the thoroush training for those
indwviduals statfing the central
ramndomisation office .

THE LANCET ¢ Vol 359 ¢ Feb 16, 2002 « www.thelancet.com

16



Lost Follow-up -- Attrition

(R CONTROL EXPERIMENTAL

https://www.youtube.com/watch?v=dMfC-SSBZi0

17



~ Lost Follow-up -- Intention to Treat

FICTIONAL STUDY

TRUTH NO DIFFERENCE
GOOD OUTCOME *75%

CONTROL EXPERIMENTAL 1 2 3

@ @ PER AS INTENTION

PROTOCOL TREATED TO TREAT
@@@ 3 C 75% 60% 75%

<2 o E 100% 100% 75%

https://www.youtube.com/watch?v=Kps3VzbykFQ



Blind
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A DSWnsate

Medical Center

F 7 3% 3+ Double-Blind

'Please take

these pills' [3% i
'These are[pe o°»

Pill A’ ';.: \ /_,_:é i

o0
"These are :.: /ﬁgiman 'Please take i
Pill B' i - these pills’

(5tudy Manager) i

Patients

http://library.downstate.edu/EBM?2/2300.htm



Bllndlng

A)Single blind trial : the trial is so planned that the participant is
not aware whether he belongs to the study group or control

group.

B)Double blind trail: The trial is so planned that neither the
investigator nor the participant is aware of the group allocation
and the treatment received.

c)Triple blind trial : The participant , the investigator and the
person analyzing the data are all blind.

' A dorbin 0ol gl omn contintod (hobonl wind bar (AN
Vo yre

21



Detection bias

e Valid measurement

@Validexistwhen

e “testing for the

NotVald lowhdibliy  NotValid  andVelid right thing”
A good measure should be e Avalid measure
e Valid actually

, measures what
* Reliable

itisintend to
e Sensitive measure




Criteria for Measurements

A good measure Valid exist when
should be « "testing for the

- Valid right thing”

 Reliable  Avalid measure

. Sensitive actually measures

what it is intend to
measure

23



Detection bias

 Valid measurement
 Blinding of outcome assessors

c)Triple blind trial : The participant , the investigator and the
person analyzing the data are all blind.

A A whad plo oo canbonted (haboul wid o CAM

24



Analytical bias

* Analyzing the data incorrectly

 Due to the way that the results are evaluated

25



Reporting bias/ Selective reporting

Type of reporting bias

Definition

Publication bias
Time lag bias
Multiple (duplicate)
publication bias
Location bias
Citation bias

Language bias

Outcome reporting
bias

The publication or non-publication of research findings,
depending on the nature and direction of the results

The rapid or delayed publication of research findings,
depending on the nature and direction of the results

The multiple or singular publication of research findings,
depending on the nature and direction of the results

The publication of research findings in journals with
different ease of access or levels of indexing in standard
databases, depending on the nature and direction of results.

The citation or non-citation of research findings, depending on
the nature and direction of the results

The publication of research findings in a particular language,
depending on the nature and direction of the results

The selective reporting of some outcomes but not others,
depending on the nature and direction of the results

https://www.youtube.com/watch?v=dMfC-SSBZi0
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BB & Kb

4.5F@ & & Vahdity /4% 3% Bias+
Appraisal+' | 8 X &0 Chenetal. 2017+ Morellietal. 2013# Wongetal 2010+
-] - - Yesp.2. Computer-generated | No,retrospectivechart | Yes,p.247 Achart was
FREAY RARLEMITEE random numbsrs in reviews prepared with 30 slots of
£ AT EEe sequentizlly sealed opagque randomly allocated treatrment
envelopes were used to regime of either LNG-IUS or
tandomly allocate the patients Depot MPAandeachpatient
mto f'lthf'f the control group waz assigned to each slot and
(n=4 ”3{3”;}?,\ miervention the corresponding therapy in
group (n=4l)).< chronclogical order+
c Yesp.2 Computet-generated | No, retrospectivechart | Yes,p.274 Achart was
FHRBRX TR random numbers i reviews’ prepared with 30 slots of
sequentially sealed opaque randomly allocatedtreatment
envelopes were used to regime of either LN G-IUS or
randomly allocate the patients Depot MPAandeachpatient
mto erther the control group was assigned to each slot and
or the mtervention group + the comresponding therapy in
chronelogical order.+
_ MNo,p4 Table 1+ Unclear, Table 1 didnot | Yes,p. 275table 1, #
hed e i Interventiongroup older (=3 | provide encughdata+ There wasno significant
B+ v/o), higherweight (=2kg). | p.987: Tablz1. As shown, | difference inthe
higher BMI {=1), higher no differences were found | demograplic data (including
ASEM score, smaller ﬁ*?th& f']-:’fl'DdEfDUPE in | meanage, meanhighest
diameter {<2nmm), higher md; DIEES, Body mazs TAFS score In previous
dysmenorhes VAS, & x (BMI), CALZS levels, | o orationand BMI) (Table
‘:ﬁﬂ: ;Iti%eliﬁivﬁs 1), nature of previous
operation{Table 1), starting
Symptom Scores (Fig. 27,
baseline DEXA T-score (Fig
3), BMD of herbar spine and
hip (Table 2)betweenthe
two groups of patientss”
No,p.3 The surgeons and
REARRTF PR participarnts were not blinded No« Mo
BANHE to study allocation «

27
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Raw Data ™ Group

type
*Binary

Continuo
us

eSurvival
[ Time to
event

Summary

‘Risk /
Proportio
n

‘Mean/M
edian

Rate

— Group

Comparison

(Rx effect)

Difference
Ratio
*RiIsk ratio

*Odds
ratio

Hazard
ratio

= Reportin
g
precision

*Confide
nce
Interval

*p-value

*Hypothe
SIS test
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Paperl Chenetal 2017+

ILNG-IUD vs control +

1 Endometnoma recinrence rate at 30 months+
25% ws37 5%, hazardratio =0 .60+

2 dysmenorrhea recurrence rate +
hazardratio=0.32+

3.wvisual analog scale score +
39 1x109vs30.1£14.7+

o

Paper? Morelh et al 2013+
EP vz LNG-IUD+
1. VAS score at 24 months +
19080 37ws 28 08+10.70 «
2. Becumrencerateat 24 months +
125 % vs20.5% +
+
Paper3 Wongetal 2010+
ILNG-IUS vs Depot MPA+
1. Pamn Score (total=6) only 36 months (0.1
vs 0.6) sigmficant differecne. All other visits
showed no signmificant differences
2. recurrence of endometniosis lesion™>3cm +

none ofboth groups had recurrence +
P

Paperl Chenetal 2017+

ING-IUD vs expectantmanagamernt +

1 Endometnoma recurrence at 30 months, HE.
05%CI,[027,133],P=209

2. dysmenomhea recurrencerate+!
05% CI,[0.12,0.83],P=019+

3. VAS03% CI[19.161],P=014+

+

o

Paper2 Morelhietal 2013+

EP v LNG-IUD+

1. VAS score at 24 months | P<0 .05+

2. Recumrencerateat 24 months, P=0 .30+

L T S

Paper3 Wongetal 2010+
ILNG-IUS vs Depot MPA+

1. Pamn Score only 36 months P<0.0025+
o+

o
a




a1 aE Ex e B IV B
=T 8 A o o~ AE 1 15 BURRIRE E

i 1% <F AN

(LEVEL OF EVIDENCE)




Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

?:

5

Question

Step 1
(Level 1%)

Step 2
(Level 2%)

Step 3
(Level 3*)

Step 4
(Level 4*)

Step 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

Systematic review of surveys
that allow matching to local
circumstances**

Local non-random sample®*

Case-series™™

n/a

Is this diagnostic or
monitoring test
accurate?
(Diagnasis)

Systematic review

of cross sectional studies with
consistently applied reference
standard and blinding

Individual cross sectional
studies with consistently
applied reference standard and
blinding

Non-consecutive studies, or studies without
consistently applied reference standards™*

Case-control studies, or
"poor or non-independent
reference standard**

Mechanism-based
reasoning

'What will happen if
we do not add a

Systematic review
of inception cohort studies

Inception cohort studies

Cohort study or control arm of randomized trial*

Case-series or case-
control studies, or poor

n/a

intervention help?
(Treatment Benefits)

of randomized trials or n-of-1 trials

or observational study with
dramatic effect

study ™ *

studies, or historically
controlled studies**

therapy? quality prognestic cohort
(Prognasis) study™**
Does this Systematic review Randomized trial Non-randomized controlled cohort/follow-up Case-series, case-control Mechanism-based

reasoning

What are the
ICOMMON harms?
(Treatment Harms)

Systematic review of randomized
trials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
effect

[ndividual randomized trial
or (exceptionally) observational
study with dramatic effect

Non-randomized controlled cohort/follow-up
study (post-marketing surveillance) provided
there are sufficient numbers to rule out a

cormnmon harm. (For long-term harms the
duration of follow-up must be sufficient.)**

'What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

Case-series, case-control,
or historically controlled
studies®*

Mechanism-based
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

Non -randomized contrelled cohort/follow-up
study ™ *

Case-series, case-control,
or historically controlled
studies®*

Mechanism-based
reasoning

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between
studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.

** As always, a systematic review is generally better than an individual study.




Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence
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5

Question

Step 1
(Level 1%)

Step 2
(Level 2%)

Step 3
(Level 3*)

Step 4
(Level 4*)

Step 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

Systematic review of surveys
that allow matching to local
circumstances**

Local non-random sample®*

Case-series™™

n/a

Is this diagnostic or
monitoring test
accurate?
(Diagnasis)

Systematic review

of cross sectional studies with
consistently applied reference
standard and blinding

Individual cross sectional
studies with consistently
applied reference standard and
blinding

Non-consecutive studies, or studies without
consistently applied reference standards™*

Case-control studies, or
"poor or non-independent
reference standard**

Mechanism-based
reasoning

'What will happen if
we do not add a

Systematic review
of inception cohort studies

Inception cohort studies

Cohort study or control arm of randomized trial*

Case-series or case-
control studies, or poor

n/a

intervention help?
(Treatment Benefits)

of randomized trials or n-of-1 trials

or observational study with
dramatic effect

study ™ *

studies, or historically
controlled studies**

therapy? quality prognestic cohort
(Prognasis) study™**
Does this Systematic review Randomized trial Non-randomized controlled cohort/follow-up Case-series, case-control Mechanism-based

reasoning

What are the
ICOMMON harms?
(Treatment Harms)

Systematic review of randomized
trials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
effect

[ndividual randomized trial
or (exceptionally) observational
study with dramatic effect

Non-randomized controlled cohort/follow-up
study (post-marketing surveillance) provided
there are sufficient numbers to rule out a

cormnmon harm. (For long-term harms the
duration of follow-up must be sufficient.)**

'What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

Case-series, case-control,
or historically controlled
studies®*

Mechanism-based
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

Non -randomized contrelled cohort/follow-up
study ™ *

Case-series, case-control,
or historically controlled
studies®*

Mechanism-based
reasoning

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between
studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.

** As always, a systematic review is generally better than an individual study.




