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Definition of Quality of
a Trial (or Study)

m “The confidence that the trial design, conduct, and analysis
has minimized or avoided biases in its treatment
comparison.” (Moher et al Controlled Clin Ttials

1995:16:62-73)

INA T A (bias:{gY) - - gd)ﬂ_?ﬁ\b?ﬁ"ffﬁﬂ’ll et LT=#5 R
ZHECHEDS. HhoDAEEETHOHR/ IAEX,
(Last J ed. A Dictionary of Epldemlology 4th )
s BEITBITHIKINAT A
m ER /N1 7 X selection bias

m H|TE/\1 7 A measurement bias
m 3 IKINA T AR #&AF) confounding bias

INAT AIZx DEE TN EBYLE N,
iR D CHEAIL CLED (RS[EHDTDEHEL
ENEDZEHD EEELTLED)

4




Assessing the quality of controlled

clinical trials (BMJ 2001;323:42-6)

m  Internal validity : extent to which systematic error (bias) is minimised in
clinical trials

Selection bias GEIR /N1 7 X): biased allocation to comparison
groups

Performance bias (B2IT/NA T X): unequal provision of care apart
from treatment under evaluation

s Detection bias (38 H /N1 7 X): biased assessment of outcome
= Attrition bias (EBIEA> 7N\ A 7 R ) biased occurrence and handling

of deviations from protocol and loss to follow up

m  FExternal validity: extent to which results of trials provide a correct basis for
generalisation to other circumstances

Patients: age, sex, severity of disease and risk factors, comorbidity

Treatment regimens: dosage, timing and route of administration, type
of treatment within a class of treatments, concomitant treatments

Settings: level of care (primary to tertiary) and experience and
specialisation of care provider

Modalities of outcomes: type or definition of outcomes and duration3
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Summary points (BMJ 2001;323:42-6)

Empirical studies show that inadequate quality of trials
may distort the results from systematic reviews and
meta-analyses

The influence of the quality of included studies should
routinely be examined in systematic reviews and meta-
analyses

The use of summary scores from quality scales is
problematic® * = it is preferable to examine the influence
of key components of methodological quality
1nd1v1duallv

Based on empirical evidence and theoretical
considerations, the generation and concealment of the
allocation sequence, blinding, and handling of patient
attrition in the analysis should always be assessed
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(Control Clin Trials. 1996;17:1-12. )
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TR EIZE|YIRS A EIETETIELLELY,
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m XA ZE (observational study) P - FBEIL

Al &%
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m fE T 2s (cross-sectional study)
n JEBIREE 2T (case-control study)
s JO7h—FEfZE (cohort study)

® ST ABHZE (intervention study) AN ?

7

~

NE. /&=

m B PREHER (clinical trial)
n BP5)EER (field trial)

m Population/Community-based intervention trial

A
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CASP
(Critical Appraisal Skills Programme, UK)

’3 CASP Japan — Microsoft Internet Explorer @@
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Intention-to-treat analysis (1)

Hollis S, et al. What is meant by intention to treat analysis?

Survey of published randomised controlled trials.
BMdJ. 1999:;319:670—4.

Fergusson D, et al. Post-randomisation exclusions: the
intention to treat principle and excluding patients from

analysis. BMJ 2002;325:652—-654

fit
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HE
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BrEEAT

A#E 0.075(7.5%) B#t 0.200(20.0%)
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Intention-to-treat analysis (2)

m ABED758 LI E20 A DEIFE]

B3EA

1D T=bAZEZHIE

s ABRDORRES(ZTaa— L EYREESE TLI=80 AT
[FTHS%ER , TDOIEFIEIL6N (RRIEEZET.5%) DH

s ARG EIELI=20 N P14 AN DSFSE

n INAYRIEENBIRPICEEEZEBE(CRITL:

s IEEZBE(Z100A2E 70— LBYEBRET

s FIEITI0A

n A S DB -BEE A20 \EBE# EL TRRTLI=1=
. RERIER T BEIZ120A . HIE24 A (AU F
JLBEEION+ZEHEBE14N) -~ RIEFE(T20% !
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Intention-to-treat analysis (3)

ITTAEHf TIL---
Agi 100 A ZFEEIL20A (F1)FILAE 6 N 1% L TA—B
H140)

s BE 100AH FEAEIZIOAN (FUTFJLBEEION)

= FEEEEER
s ITTAEHTDPrinciple:---

o (BHTAR)ITS—IKYIN(B) [FAPYTIS—1DTHAEL

fiisZZ EIWO DB LND D ?

s 1. TADSBIZFIT] BEICEH LTINS ESICRZ M., AZEITHERY
=k

s 2. TEICADEH MRS ] +oEE5LLVRALEIZEZ BH8, WPIEYA
FHF

s 3. [ZOFF(ZCLHDTUF LBEDFFE)] Io=YIFELAEL., LAL
AEADEFHHSILHEHZS
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ITTHEHT A5 Full Analysis Set
(FAS) f# T~

B Intention-to- treat@]ﬁﬁ'“-jﬁﬁﬁml’):ﬁgH’T"*&Eﬁ
HEMH
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CONSORTFHH

WITEE S F LELEEERBRDH ERDIREL
Standard of Repotting Trials (SORT)% JL—F 1993.3
Asilomar Wotking Group on Recommendations for

Reporting of Clinical Trials in the Biomedical Literature
1994.3

W IL—T DEREE 1995.9
CONSORT statement 1996 FIVIYRL. JA—FA TS
L 200112 IEfRFE TR

Lancet 2001;357:1191-1194, Annals of Internal Medicine
2001;134:657-662, JAMA 2001;285:1987-1991

http:/ /www.consort-statement.otrg/

AMEHSHE,

http:/ /www.sphere.ad.jp/cont/CONSORT _Statement/menu.html
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m Participants

m health care providers

m data collectors

m judicial assessors of outcomes

m data analysts
m personnel who write the article.
m Ftc.

( Devereaux PJ, et al. Physician interpretations and textbook
definitions of blinding terminology in randomized controlled

trials. JAMA. 2001;285(15):2000-3. )




Blind SN TULVELNCET
HLA/NAATR
NS N T R

m Detection bias (#& E

l/\I:l—&")J%
n h—Y U FE

HINA T R)

B Performance bias (BB1T7/NA 7 X)

m co-intervention (ZEFT A )

— confounding factor (AT HE[R

+)




BERIESN TS 1EENNTILNT
3. [EpEnT=1LIXRE S0

Fergusson D, et al. Turning a blind eye: the success of

blinding reported in a random sample of randomised, placebo
controlled trials. BMJ. 2004;328(7437):432.

% correct guesses (Active / Placebo)

O7HRERR7HRED A D, BERDIIEEEEZHRS. TDHOH5
AERIETEREIEAS 7 Thol=,

iR Bk C B DRNEEDFEAEHRESNTLVEL
SEERMRENTNSESZHIRMITZLLY,

BiZiE. mxald. EROMIEEICOVT, TLTTOZ
FISOVVTERX TRBSNDLIZNTILELNH D,




PROBEZED G R

Prospectively Randomized, Open, Blinded Endpoint

MTARYEE ., FREETEFRIETELUVRR

» ThARE DEEREER (EEEEEEER)

s JEEMEE (N EL UNEYT—3), EHREFEAE)

s RIEBLEONSFETHSH ., PROBELFAEESN TLVE

L\ &0
7 ILhLDEEMEEZTRIL
s (WS DARVNHEZEERIGE

AN DHEZET HDIEN AREE (EBE) THY, 5
SN TULVELVD T, Detection bias (BRI /AT X) 75"'_L

AIRETED 8B,
[ REDME]--- HEEFHTIEINT ALY EdetecteN AT <,
reportéh“bj—l'\ ( 7 )
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Composite outcomes D [ElzE R

Freemantle et al. Composite outcomes in randomized trials:

greater precision but with greater uncertainty?
JAMA. 2003;289(19):2554-9.

SILOBERAEBRTIL, E— D7 ) LEE TR
(EBHET M LEEERVSEEN S,

VIONET )R ALIERE - - FRIDVED FEAE
IN—RET IO NLIEE- - -RIRssEE TDIEL. #&
FETL75E

NERZ B 5E/N—R7EAEREIC (T E N EL,
ENDET, EADESHEEICEEEMNS

. ABR72 &

VD 5tE

EH%0),
Y IOREEREDHIFEIZERINATANELTINS ?

ECTLV5i5
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Blinding / Masking &Concealment

m Blinding (B B5fR)/ Masking (

i) - -

& H| GRITE ) 7 NA 7 A (observation /
measurement bias)Z [H<T=DICITHN D

m Concealment ([Eik.[EEK) = *

T ADIRHES

(ZLIFEBE)I<, IJﬁO)lILEE’EﬁIbé*L?‘OL

INEDIZST HED,

THND

:;{5‘ %l FBORRE DER/NAT A<=
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ConcealmentDRTI=NTLVEL &
= ROFENRBENFRHTETLES

n > WRENEDET N OTLNM=G

s ER/NATADEE

s RIKBEDOM S M>TWVT, A ANT=ET S
BRENRE=NLELTGS

DEID

FS%é/\/’EnT%ﬁb\bﬁAﬂ*Té;t%A Y35

s PREFHDITEHONTULVENE

=R, N ERIES . BRIEDE

B E7EY o971y

it E% D /M iR
Higima(C
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“(Clinical Relevance™

BEIUMET IOMLZEZZS

s FELAT7OMLLTIEE (BEIEIPEXDIER)

s BEERBIEEZ RS

s REABZFHTIEECHNIEL. BRNESEIX
[BESN=tDI"755,

s [REOIRRAVRIETEDIRRAY
bl BEIHEI TP ORALD?




IVRRAFDEES
- MNABEKRAERDIGS

1. Total mortality (or overall survival from a
defined point in time)

2. Cause-specific mortality (or cause-specific
mortality from a defined point in time)

3. Carefully assessed quality of life

4. Indirect surrogates...Disease-free survival,
Progression-free survival, Tumor response
rate

(http: [ /sww.cancet.gov/cancetinfo/pdq/ levels-evidence-adult-treatment)




FI5E D E28 (conflicts of interest) D EE

m Barnes DE, Bero LA. Why review articles on the health
effects of passive smoking reach different conclusions.

JAMA. 1998;279:1566-1570

s ZEREDZICEHT H106D X Z 73T o
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FIRIINATRAEFDRFLLE
(EICEREREERDIFE)

m |. Selection bias
m random allocation (assignment)

m 2. Obsetrvation (Measurement) bias

m blinding
m 3. Analysis bias
® intention-to-treat analysis / “full analysis set”
(FAS) analysis
m 4. Publication bias

m registry of clinical trials
(F% EBMOT=HOIFHEEL 200])




