ALEATORIZACION
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Aleatorizar no' es suficientel

L& aleatorizacion dERESE)
Segue
Impredecinie
REGISiEUE
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ALEATORIZACION

> Simple
> Blogues permutadoes

5 Estratiiicada
Blogues permutades;dentrerdelestrate
Minimizacion

Por centrey/Anstitticiion
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Para 2 tratamientos a->0-9
blogues 20 pacientes p-->10- 19

11 19 15 9 01 6/ 18 7 12 16; 1 12818
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BLOQUE 1

BLOQUE 2

‘-:" Centro Rosannode Estudios Perinatales




Probabilidad de desbalance en
una aleatoerizacion: simplercen
dos tratamientos

N°de Sujetos Diiierencia

O ==l00)5) 0>==0)10):
2:6 159
6: 14 42416
18:32 16:84
0)160) 3763
eyl 2018
2280202 220279
469581 45055741
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ASIGNACION A GRUPOS

Método para asignacion aleatora halanceadal

Para estar seguliie gue el nuimere; dersujeies
incluides) eni cada grupe; deestudieres
aproximadamente elfmismerduranie elfcurse
del estueiie

Se aseguira guemnerhialraNariaciones entlia
asignacion desujeiosalieriargerdelfesitieiio
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COMOP?

> Se determina el nimere de sujetes a
ser estudiades en cada hlegue

> | os tratamientos son: aleateramente

asignades dentier de cadahloaue

[

50% en Grupo Tratamiento 50% en Grupo Control

&
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ASIGNACION A GRUPGS
(Primer Pase)

3 |_iste todes les pesibles hlogues de
permutaciones de “A” y - B (pala X
numeroe de sujetes en cada legue)

3 Numerelos blegues listades

&
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ASIGNACION A GRUPGS
(Primer Pase)

5 Cada blegue tendra el mismo
numere de sujetos gue recilvan cadea
iipo de tratamiento

5 Cada bleguetendreleimisme
priehabilidad derseleceion
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EJENMPLO

> Hay una lista de blogues permutades: para
los tratamientos “A* y - B de fierma gue
cada blogue tiene elfmismoemumererde
SuUjetos gue reciben cadatratamiento;

> De esta formaila asignacion aleaienaes
balanceada cada 6 pacientes; (bleguesTde G))

5 Para este caso), hiay 20/ cuuesraiieEnieEsHy
5 NUMEres fueren asignades aicadatoeueE:

=5 Ejemplies numeres; 00 015 02 08N 02N UET 6N
asignades alpriiersoEueENAAAEIEIE)

:—?-'*: CentroiRosarinoide EstudiosiPerinatales




EJENMPLO

-4 Centro/Rosarino de Estuidios Refinatales

ASIGNACION A GRUPGS

(Segunder Pase)

> Seleccione al azar un numere de 2 digites entla
Tabla de Numeros Aleaterios (Con oS 0jes
cerrados, margue al azar unl puntercen URHERIZY,
seleccione el numere meas proxinme s esepuiio)

> Liste la serie de numeres de 2 diglites siguiende
la columna hacia debzierdeesepuiie

3 N° de numeros de 2 digites = Vuesiraioial
JiamanerdelfBlegue
Pzl 90 sijeios = §0 /¢ = 10
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TABLA DE NUMEROS
ALEATORIOS
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ASIGNACION A GRUPGS
(Trercer Paso)

5 Reemplace cada numere de des
digites; por la correspendiente
Secuencia de tratamientes AN
tratamientos :
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EJENMPLO

(33) (54)
ABABBA BAAABB AABBBA AABBAB BABBAA

ABABAB AABBBA AABABB BBABAA BAAABB

ASIGNACION A GRUPGS
(Cuarto Pase)

> Enumere consecutivamenie sehres
opaces sellades (Uner pei cada sujeierde
SU muestra)

35 [nserte el tratamieniior CorespeRdieie
en cada selrersiguiencelErsecuenciE
generada de A's s
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EJENMPLO

Centro Rosarine de Estudios Perinatales

Caracteristicas de las mujeres al ingreso al estudio
segun grupo de tratamiento

Centro Rosarine de Estudios Perinatales




‘Assessing the Quality of Randomization
' From Reports of Controlled Trials
Published in Obstetrics and

Gynecology Journals

Kenneth F. Schulz, MBA: lain Chalmers, MBBS, MSc. David A Grimes, MD: Douglas G Aitman

Objective.—To assess the melhodologit qualily of approaches used o alfocale
p;;lié:lpn;nll le comparison groups in randomized conlrolled Iriate irom one medicat
| 5 alty.

Deslgn.—Survey of published, paralle! group randoimized controlled Irials,

Dald Sources.—All 206 reports with allocalion descrbed 89 randomized from
the 1990 and 1981 “:olumes of fgur joumnals of obsletrics and gynecology.

) omo Measures.—Direcl and indirect measutes of the ad
raridomizition and baseline comparisons. cauacy of

Re$uls.—Only 32% ol the reporis described an adequate method for general-
Ing & #sgquence of randomn numbers, and only 23% conlained information showing
that steps had been laken 1o conceal assignment unlil the point of ireatmenl alto-
calion. A mare 8% described bolh sequence generation and allocation conceal-
ment. In reponts of trlals thal had apparently used unrestricled randomizalion, the
differénces In sample sizes between trealment and conlrol groups were much
smaller than would be expected dus lo chance. In reporls of trials in which hypoth-
esis lesls had been used o compare baseline characlerislics, only 2% of reporied
tesl rosulls were slalistically significant, lower than the expected rate of 5%.

Cencluslons.—Proper randomization is required lo generale unbiased com-
parison groups in controfled lrials, yel Lhe reports i Ihese journals usually provided
Inadequate or unacceplable information on treatment allocation. Additiona; analy-
ses suggest thal nonrandom manipulation of compartsen groups and selective re-
porting ol baseling comparisons may have occurred.

LAWY 111272:125-128)

BJOG wauld be of beller quality than
those pulilinhed {1 the other three jour-
naiz beenuze o eoncerled editorinl effort
had been matle Lo improve the qunlity of
reporting $n Lhe BJ0G " (2) Lthe mun.
ey of patiente [n Lhe compd¥ison groups
of trinls in which nnlestricted random-
izalion was used would be move simitar
than woull Le oxpected by chance, and
(3) the percentage of reported statisti-
cally signlficant dIifeyences in baseline
characterint/en wonld be loss than the
expecled H,

METHODS

We collectedd datn from all reports
(N=206) nf triuls published in the 1850
amd 19 valumes of the AJOG, Lhe
BJOG, the JOG, and 0G. To identily
eligible reports, we handscarched the
journals and then cross-checked that
seurch neing the Oxfoed Database of
Pevinatal 'I'rinls" (issue 8) and MED-
LINE. We {neluded articles in which
:mlhm's rlupurlcd that individuals e

. Luall 2 e

Objective.—To determine il inadequale approaches lo randomized conlrolled
trial deslgn and execution are associated with evidence of bias in eslimaling ireal-
ment effects,
Design.—An observational study in which we assessed the methodologica
guality of 250 controlied trials from 33 meta-analyses and then analyzed., using
multipie logistic regression models, the associations belween those assessmenls
and estimated treatment efects.
Data Sources.—Meta-analyses lrom the Cochrane Pregnancy and Childbirh
Database.
Maln Quteome Measures.—Ths associations belween eslimates of treatmen!
aifects and Inadequate allocalion concealment. exctusions afler randomization, and
lack of double-blinding.
Results —Compared with trials in which aulhors reporied adequalely concealed
treatment allocation, trials in which concealmenl was either inadequale or unclear
(did not report or incompletely reporled a concealmen! approach) yielded larger
eslimales of reatment effects (P<:.001}. Odds ralios were exaggeraled by 41% for
inadequalely concealed lrials and by 30% for unclearly concealed Irials (adjusted
for other aspects of guality). Trials in which participants had been excluded alter
randomization did not yield larger estimates of effects. bul thal lack of association
ray be due to incomplete reporting. Trials thal were not double-blind alse yielded
larger estimates of effects (P=.01), with odds ralios being exaggerated by 17%
' Conclusions.—This study provides empirical evidence Ihal inadequate meth-
odologlcal approaches in controlled trials, particularly those representing poor al-
location concealment, are assoctated with bias. Aeaders of rial reponts should be
praaty of these pittalls, and invesligators must improve their design, execution, ang

reporting of trials.
[ CEAMA, 19527240841 2)

Dimensions of Methodological Quality Associated
With Estimates of Treatment Effects in Controlled Trials

Kenngth F, Schulz, PhD, MBA,; iain Chalmers. MBBS, MSc: Richard & Hayes, MSc; Douglas G. Allman

ditienally, they suspected that methoc-
ologieally inferior trials might produce
bins in both divections, theveby cavsing]
greater variahility in estimales of treat
ment effects. In neither analvsis, how-|
ever, il they detect n relationshin,

Usinga ditimhase of systematigreviews
of controlled ialy in pregnamey and child
hirth,"” we conghl evidence of birs re
lated tanse of madequate methodologies)
approaches o (rial design and execution)
Rather than using quakity scores, we,in-
vestigated specific mepects that we be-
lieved might be influential” We hypoth-
esized that eslimates ol treatiment effecty)
woulk! be larger iy triads in which (1) ad-
equate menzures had not been taken tof
conceal trentment allocalion: (2) ndequate
measures hiel not been taken to generate
the alloeation schedule; (3) some allocated
participants hind boen exvluded from the
analysis: and (1) measures had not been
Laken toimpiement, donble-blinding. Fur-
Lthermore, we examined whelher treat-

menteffects varied more in tials in which|

allocation schedules had not bheen ad-
equalely comeealed.

MATERIALS AND METHODS
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