Bilaga 2 Granskningsmallar

QUADAS modifierad

Study identification Including author, title, reference, year of publication

Review question Checklist completed by:

no:

1 | Was the spectrum of participants representative of the Yes | No | Unclear | N/A
patients who will receive the test in practice?

2 | Were selection criteria clearly described? Yes | No | Unclear | N/A

3 | Was the reference standard likely to classify the target Yes | No | Unclear | N/A
condition correctly?

4 | Was the period between performance of the reference Yes | No | Unclear | N/A
standard and the index test short enough to be reasonably
sure that the target condition did not change between the
two tests?

5 | Did the whole sample or a random selection of the sample Yes | No | Unclear | N/A
receive verification using the reference standard?

6 | Did participants receive the same reference standard Yes | No | Unclear | N/A
regardless of the index test result?

7 | Was the reference standard independent of the index test? Yes | No | Unclear | N/A
(that is, the index test did not form part of the reference
standard)

8 | Was the execution of the index test described in sufficient Yes | No | Unclear | N/A
detail to permit its replication?

9 | Was the execution of the reference standard described in Yes | No | Unclear | N/A
sufficient detail to permit its replication?

10 | Were the index test results interpreted without knowledge of | Yes | No | Unclear | N/A
the results of the reference standard?

11 | Were the reference standard results interpreted without Yes | No | Unclear | N/A
knowledge of the results of the index test?

12 | Were the same clinical data available when the test results Yes | No | Unclear | N/A
were interpreted as would be available when the test is used
in practice?

13 | Were uninterpretable, indeterminate or intermediate test Yes | No | Unclear | N/A
results reported?

14 | Were withdrawals from the study explained? Yes | No | Unclear | N/A

15 | Were the number, training, and expertise of the persons Yes | No | Unclear | N/A
executing and reading the index tests and the reference
standard described?

16 | Were methods for calculating test reproducibility described? | Yes | No | Unclear | N/A

17 | Were estimates of diagnostic accuracy and measures of Yes | No | Unclear | N/A
statistical uncertainty (e.g., 95% confidence intervals)
reported?

18 | Was the conflict of interest stated? Yes | No | Unclear | N/A

1-14 ursprung QUADAS; 15-17 ursprung: STARD,; 18 ursprung: AMSTAR.




Notes on use of Methodology checklist: studies of diagnostic

test accuracy

This checklist is designed for the evaluation of studies assessing the accuracy of specific diagnostic
tests. It does not address questions of the usefulness of the test in practice, or how the test
compares with alternatives. Such questions should be assessed using the checklists for studies on
interventions (see appendices D, E and F).

The questions in this checklist are aimed at establishing the validity of the study under review — that is,
making sure that it has been carried out carefully, and that the conclusions represent an unbiased
assessment of the accuracy and reliability of the test being evaluated. Each question covers an aspect of
methodology that is thought to make a difference to the reliability of a study.

Checklist items are worded so that a ‘yes’ response always indicates that the study has been designed and
conducted in such a way as to minimise the risk of bias for that item. An ‘unclear’ response to a question
may arise when the answer to an item is not reported, or not reported clearly. ‘N /A’ should be used when

a study of diagnostic test accuracy cannot give an answer of ‘yes’ no matter how well it has been done.

1. Was the spectrum of participants representative of the patients who will receive the test in
practice?

What is meant by this item

Differences between populations in demographic and clinical features may produce measures of
diagnostic accuracy that vary considerably; this is known as spectrum bias. Reported estimates of
diagnostic test accuracy may have limited clinical applicability (generalisability) if the spectrum of
participants tested is not representative of the patients on whom the test will be used in practice. The
spectrum of participants takes into account not only the severity of the underlying target condition but
also demographic features and the presence of differential diagnoses and/or comorbidities.

How to score this item

Studies should score ‘yes’ for this item if you believe, based on the information reported, that the
spectrum of participants included in the study was representative of those in whom the test will be used in
practice. This judgement should be based on both the method for recruitment and the characteristics of
those recruited. Studies that recruited a group of healthy controls and a group known to have the target
disorder will be coded as ‘no’ on this item in nearly all circumstances. Reviewers should pre-specify what
spectrum of participants would be acceptable, taking into account factors such as disease prevalence and
severity, age and sex. Clinical input may be required from the Guideline Development Group (GDG). If
you think that the population studied does not fit into what you specified as acceptable, the study should
be scored as ‘no’. If there is insufficient information available to make a judgement, this item should be
scored as ‘unclear’.



2. Were selection criteria clearly described?

What is meant by this item

This refers to whether studies have reported criteria for entry into the study.
How to score this item

If you think that all relevant information regarding how participants were selected for inclusion in the
study has been provided, then this item should be scored as ‘yes’. If study selection criteria are not clearly
reported, then this item should be scored as ‘no’. In situations where selection criteria are partially
reported and you feel that you do not have enough information to score this item as ‘yes’, then it should
be scored as ‘unclear’.

3. Was the reference standard likely to classify the target condition correctly?
What is meant by this item

The reference standard is the method used to determine the presence or absence of the target condition.
Indicators of diagnostic test accuracy are calculated by comparing the results of the index test with the
results of the reference standard. Estimates of test performance are based on the assumption that the
index test is being compared with a reference standard that is 100% sensitive and specific. If there are any
disagreements between the reference standard and the index test, it is assumed that the index test is
incorrect. Thus the use of an inappropriate reference standard can bias estimation of the diagnostic

accuracy of the index test.

How to score this item

Making a judgement about the accuracy of the reference standard may not be straightforward. You may
need to consult a member of the GDG to determine whether a test is an appropriate reference standard.
If a combination of tests is used, you may have to consider carefully whether these were appropriate.

If you believe that the reference standard is likely to classify the target condition correctly, then this item
should be scored as ‘yes’. If you do not think that the reference standard is likely to have classified the
target condition correctly, then this item should be scored as ‘no’. If there is insufficient information to
make a judgement, then it should be scored as ‘uncleat’.

4. Was the period between performance of the reference standard and the index test short enough
to be reasonably sure that the target condition did not change between the two tests?

What is meant by this item

Ideally, the results of the index test and the reference standard are collected on the same participants at the
same time. If this is not possible and there is a delay, misclassification may occur because of either
spontaneous recovery or progression of the disease. This is known as disease progression bias. The length
of the period that may cause such bias will vary between conditions. For example, a delay of a few days is
unlikely to be a problem for chronic conditions. However, for infectious diseases a delay of only a few

days between performance of the index test and the reference standard may be important. This type of



bias may also occur in chronic conditions in which the reference standard involves clinical follow-up of

several years.

You will have to make judgements about what is considered ‘short enough’. You should think about this
before beginning your review, and define what you consider to be short enough for the specific topic area
that you are reviewing. You may need clinical input to decide this.

How to score this item

When to score this item as ‘yes’ is related to the target condition. For conditions that progress rapidly, a
delay of a even few days may be important. For such conditions this item should be scored as ‘yes’ if the
delay between the performance of the index test and the reference standard is very short — a matter of
hours or days. However, for chronic conditions, disease status is unlikely to change in a week, a month or
even longer. For such conditions, longer delays between performance of the index test and reference
standard may be scored as ‘yes’. If you think that the period between the performance of the index test
and the reference standard was sufficiently long that disease status may have changed between the
performance of the two tests, then this item should be scored as ‘no’. If insufficient information is
provided, it should be scored as ‘unclear’.

5. Did the whole sample or a random selection of the sample receive verification using the
reference standard?

What is meant by this item

Partial verification bias (also known as work-up bias, [primary] selection bias or sequential ordering bias)
occurs when not all of the study group receive confirmation of the diagnosis by a reference standard. If
the results of the index test influence the decision to perform the reference standard, then biased estimates
of test performance may arise. If participants are randomly selected to receive the reference standard, the
overall diagnostic performance of the test is, in theory, unchanged. However, in most cases this selection
is not random, possibly leading to biased estimates of the overall diagnostic accuracy. Partial verification
bias generally only occurs in diagnostic cohort studies in which participants are tested using the index test
before the reference standard.

How to score this item

If it is clear from the study that all participants (or a random selection) who received the index test went
on to receive verification of their disease status using a reference standard, even if this reference standard
was not the same for all participants, then this item should be scored as ‘yes’. If some of the participants
who received the index test did not receive verification of their true disease state (or the selection was not
random), then this item should be scored as ‘no’. If this information is not reported, this item should be
scored as ‘unclear’.



6. Did participants receive the same reference standard regardless of the index test result?
What is meant by this item

Differential verification bias occurs when some of the index test results are verified by a different
reference standard. This is a particular problem if these reference standards differ in their definition of the
target condition; for example, histopathology of the appendix and natural history for the detection of
appendicitis. This usually occurs when participants who test positive on the index test undergo a more
accurate, often invasive, reference standard test than those with negative results on the index test. The link
(correlation) between a particular (negative) test result and being verified by a less accurate reference
standard can lead to biased estimates of test accuracy. Differential verification bias generally only occurs in
diagnostic cohort studies in which all participants are tested using the index test before the reference
standard is performed.

How to score this item

If it is clear that participants received verification of their true disease status using the same reference
standard, then this item should be scored as ‘yes’. If some participants received verification using a
different reference standard, then this item should be scored as ‘no’. If this information is not reported,
this item should be scored as ‘unclear’.

7. Was the reference standard independent of the index test? (that is, the index test did not form
part of the reference standard)

What is meant by this item

When the result of the index test is used in establishing the final diagnosis, incorporation bias may occur.
This incorporation will probably increase the amount of agreement between index test results and the
outcome of the reference standard, and hence result in overestimation of the various measures of
diagnostic accuracy. For example, a study investigating magnetic resonance imaging (MRI) for the
diagnosis of multiple sclerosis could have a reference standard composed of clinical follow-up,
cerebrospinal fluid analysis and MRI. In this case, the index test forms part of the reference standard. It is
important to note that knowledge of the results of the index test does not automatically mean that these
results are incorporated in the reference standard. This item will only apply when a composite reference
standard is used to verify disease status. In such cases it is essential that a full definition of how disease
status is verified and which tests form part of the reference standard is provided.

How to score this item

For studies in which a single reference standard is used, this item will not be relevant and should be scored
as ‘N/A’. If it is clear that the index test did not form part of the reference standard, then this item should
be scored as ‘yes’. If it appears that the index test formed part of the reference standard, then this item

should be scored as ‘no’. If this information is not reported, this item should be scored as ‘unclear’.



8 & 9. Was the execution of the index test described in sufficient detail to permit its replication?
Was the execution of the reference standard described in sufficient detail to permit its
replication?

What is meant by these items

A sufficiently detailed description of the execution of the index test and the reference standard is
important for two reasons. Firstly, variation in measures of diagnostic accuracy can sometimes be traced
back to differences in the execution of index tests and reference standards. Secondly, a clear and detailed
description (or references) is needed to implement a certain test in another setting. If tests are executed in
different ways then this would be expected to have an impact on test performance. The extent to which
this would be expected to affect results depends on the type of test being investigated.

How to score these items

If the study reports sufficient details to permit replication of the index test and the reference standard,
then these items should be scored as ‘yes’. In other cases these items should be scored as ‘no’. In
situations where details of test performance are partially reported and you consider that you do not have

enough information to score these items as ‘yes’, then they should be scored as ‘unclear’.

10 & 11. Were the index test results interpreted without knowledge of the results of the reference
standard? Were the reference standard results interpreted without knowledge of the results of the
index test?

What is meant by these items

This issue is similar to the blinding of the people who assess outcomes in intervention studies.
Interpretation of the results of the index test may be influenced by knowledge of the results of the
reference standard, and vice versa. This is known as review bias, and may lead to inflated measures of
diagnostic test accuracy. The extent to which this can affect test results will be related to the degree of
subjectivity in the interpretation of the test result — the more subjective the interpretation, the more likely
that the interpreter can be influenced by the results of the index test in interpreting the results of the
reference standard, and vice versa. It is therefore important to consider the topic area that you are
reviewing and to determine whether interpretation of the results of the index test or the reference
standard could be influenced by knowledge of the results of the other test.

How to score these items

If the study cleatly states that the test results (index test or reference standard) were interpreted blind to
the results of the other test, then these items should be scored as ‘yes’. If this does not appear to be the
case, then they should be scored as ‘no’. If this information is not reported, these items should be scored
as ‘unclear’. If in the topic area that you are reviewing the index test is always performed first, then
interpretation of the results of the index test will usually be done without knowledge of the results of the
reference standard. Similarly, if the reference standard is always performed first, then the results will be
interpreted without knowledge of the results of the index test. In situations where one form of review bias
does not apply, the item should be scored as ‘N/A’. If interpretation of test results is entirely objective,
then test interpretation is not susceptible to review bias and the item should be scored as ‘N/A’. Another
situation in which this form of bias may not apply is when test results are interpreted in an independent
laboratory. In such situations it is unlikely that the person interpreting the test results will have knowledge
of the results of the other test (either index test or reference standard).



12. Were the same clinical data available when the test results were interpreted as would be
available when the test is used in practice?

What is meant by this item

The availability of information on clinical data during the interpretation of test results may affect estimates
of test performance. In this context, clinical data are defined broadly to include any information relating to
the participant that is obtained by direct observation, such as age, sex and symptoms. The knowledge of
such factors can influence the diagnostic test result if the test involves an interpretative component. If
clinical data will be available when the test is interpreted in practice, then these should also be available
when the test is evaluated. However, if the index test is intended to replace other clinical tests, then clinical
data should not be available. Thus, before assessing studies for this item it is important to determine what
information will be available when test results are interpreted in practice. You should consult the GDG to
identify this information.

How to score this item

If clinical data would normally be available when the test results are interpreted in practice and similar data
were available when interpreting the index test results in the study, then this item should be scored as ‘yes’.
Similarly, if clinical data would not be available in practice and these data were not available when the
index test results were interpreted, then this item should be scored as ‘yes’. If this is not the case, then this
item should be scored as ‘no’. If this information is not reported, this item should be scored as ‘unclear’. If
interpretation of the index test is fully automated, this item may not be relevant and can be scored ‘N/A’.

13. Were uninterpretable, indeterminate or intermediate test results reported?
What is meant by this item

A diagnostic test can produce an uninterpretable, indeterminate or intermediate result with varying
frequency, depending on the test. These problems are often not reported in studies on diagnostic test
accuracy, the uninterpretable results simply being removed from the analysis. This may lead to the biased
assessment of the test characteristics. Whether bias will arise depends on the possible correlation between
uninterpretable test results and the true disease status. If uninterpretable results occur randomly and are
not related to the true disease status of the individual then, in theory, these should not have any effect on
test performance. It is important that uninterpretable results are reported so that the impact on test
performance can be considered; however, poor quality of reporting means that this is not always the case.

How to score this item

If it is clear that all test results, including uninterpretable, indeterminate or intermediate results, are
reported, then this item should be scored as ‘yes’. If the authors do not report any uninterpretable,
indeterminate or intermediate results, and if the results are reported for all participants who were
described as having been entered into the study, then this item should also be scored as ‘yes’. If you think
that such results occurred but have not been reported, then this item should be scored as ‘no’. If it is not
clear whether all study results have been reported, then this item should be scored as ‘unclear’.



14. Were withdrawals from the study explained?
What is meant by this item

This occurs when participants withdraw from the study before the results of both the index test and the
reference standard are known. If participants lost to follow-up differ systematically from those who
remain, for whatever reason, then estimates of test performance may be biased. Poor quality of reporting

of withdrawals may make the impact on estimates of test performance difficult to determine.
How to score this item

If it is clear what happened to all participants who entered the study, for example if a flow diagram of
study participants is reported, then this item should be scored as ‘yes’. If the authors do not report any
withdrawals and if results are available for all participants who were reported to have been entered into the
study, then this item should also be scored as ‘yes’. If it appears that some of the participants who entered
the study did not complete the study (that is, did not receive both the index test and the reference
standard), and these participants were not accounted for, then this item should be scored as ‘no’. If it is
not clear whether all participants who entered the study were accounted for, then this item should be
scored as ‘unclear

15-17 ursprung: STARD; 18 ursprung: AMSTAR.

15. Variability in the manipulation, processing, or reading of the index test or reference standard will affect
measures of diagnostic accuracy (41, 42). Many studies have shown reader variability, especially in the field
of imaging (43, 44). The amount of the readers training can help readers to judge whether similar results
are attainable in their own settings, with possibly less experienced readers. Professional background,
expertise, and prior trainingto improve interpretation and to reduce inter-observer variation all affect the
quality of reading (45, 46). Readers are more likely to interpret results from (subjective) tests as abnormal
in settings with higher prevalences of the target condition, a tendency known as context bias (47). The
example describes the reference standard in a study of a model that uses results of commonly performed
laboratory tests to identify men who are heavy drinkers.

16. The index test and the reference standard are seldom perfect. Their reproducibility varies, and limited
reproducibility adversely affects diagnostic accuracy (52). Observer variability can arise with imaging tests
when the reader must summarize visual observations in a statement about the presence of disease. It also
arises during classification, when the reader must use the data to place patients into diagnostic categories
(41). Instrument variability concerns the amount of variation that arises during the operation of devices or
systems, such as automated laboratory measurements. Other terms for this form of variation include
imprecision, analytic methodological variation, or analytical noise (error). Poor reproducibility adversely
affects diagnostic accuracy. If possible, authors should evaluate the reproducibility of the test methods
used in their study and report their procedure to do so. For quantitative assays, it is useful to report
imprecision as the coefficient of variation at two or more specified mean values near clinical decision
points as obtained by repeating the test over a specified number of days. Withinrun coefficients of
variation are appropriate if all patient samples were analyzed in a single run. In the example, the authors
used the kappa statistic to express interobserver variability for conventional angiography and MRA in the
detection of renovascular disease



17. The final aim of a study of diagnostic accuracy is to produce an expression of how well the test results
corresponded with the presence or absence of the target condition, as established by the reference
standard. The values presented in the report should be taken as estimates. Due to chance variations in the
patients submitted to the tests and other factors, the results are likely to differ over replications of the
study in the same study population (51). The reporting of precision will show the reader the range of likely
values around an estimate of diagnostic accuracy. Many journals require or strongly encourage the use of
confidence intervals as measures of precision. A 95% confidence interval is conventional. Only 50% of
the reports of diagnostic evaluations published in 1996 or 1997 in the British Medical Journal reported
precision for the estimates of diagnostic accuracy (78).

18. Potential sources of support should be clearly acknowledged in both the systematic review and the
included studies.



Referenser

QUADAS: National Institute for Health and Clinical Excellence. The guidelines manual, Appendix G
Methodology checklist: the QUADAS tool. 2009

STARD: Bossuyt et al. The STARD Statement for Reporting Studies of Diagnostic Accuracy:
Explanation and Elaboration, Ann Intern Med. 2003;138:W1-W12.

AMSTAR: Shea BJ et al. Development of AMSTAR: a measurement tool to assess the methodological
quality of systematic reviews, BMC Medical Research Methodology 2007; 7:10.



Granskningsmall for systematiska dversikter enligt AMSTAR

1. Redovisas en forbestamd studiemetod?
Forskningsfragan och inklusionskriterierna ska vara faststallda innan
oversikten genomfors.

2. Gjordes studieurval och dataextraktion av tva oberoende
granskare?

Minst tva oberoende granskare ska ha utfort dataextraktionen, och ett
konsensusforfarande bor vara definierat for att 16sa oenigheter.

3. Var litteratursokningen av tillfredsstéallande omfattning?
Sokningen bor goras i minst tva elektroniska databaser. Oversikten ska
ange de artal och databaser som ingar (t ex Central, Embase och
Medline). Amnesord (keywords) och/eller MESH-termer ska anges och
i tillampliga fall sdkstrategin.

Alla s6kningar bér kompletteras med genomgang av 6versiktsartiklar,
larobdcker, aktuella innehallsforteckningar, amnesspecifika databaser
och register eller radfragning av experter, samt av referenslistorna i de
framtagna studierna.

4. Anvandes publikationsformen som ett inklusionskriterium?

Om inte alla rapporter som identifierades (vid den systematiska
sokningen) inkluderats ska detta anges liksom skélen (publikationsform,
sprak osv). Forfattarna bér ange om alla rapporter oavsett
publikationsform omfattas av sokningen, inklusive gra litteratur*.

* SBU:s kommentar: Med begreppet gra litteratur menas information som producerats pa alla
nivaer inom statsapparaten, den akademiska sfaren, foretag eller industri i elektroniskt eller
tryckt format som inte 4r kontrollerade av kommersiell publicering, alltsa dar publicering inte &r
det frdmsta syftet for producenten av texten.

5. Finns en forteckning dver studierna i éversikten (inkluderade och
exkluderade)?

En forteckning 6ver medtagna respektive uteslutna studier bor finnas i
rapporten.

6. Redovisas de ingdende studiernas karakteristika och resultat i
oversikten?

Ké&nda faktorer hos deltagarna i de utvarderade studierna (patient
characteristics), sasom alder, etnicitet, kon, relevanta socioekonomiska
data, sjukdomstillstand, varaktighet, svarighetsgrad och andra
sjukdomar, bor anges i rapporten. Uppgifter om deltagarna, atgérd/
behandling och utfall i studierna bor presenteras i sammanfattad form,
t ex i en tabell.

[1Ja

[] Nej

[ Kan inte svara
1 Ej tilldmpligt

[1Ja

[1Nej

[] Kan inte svara
[ Ej tilldimpligt

[1Ja

[] Nej

[] Kan inte svara
(1 Ej tilldimpligt

[1Ja

[] Nej

[] Kan inte svara
1 Ej tilldmpligt

[1Ja

[] Nej

[] Kan inte svara
1 Ej tilldmpligt

[1Ja

[1Nej

[] Kan inte svara
[ Ej tilldimpligt




7. Har den vetenskapliga kvaliteten hos de ingaende studierna
utvarderats och dokumenterats?

Forbestamda metoder for kvalitetsvarderingen ska anges.

For effektstudier bor exempelvis framga om forfattarna valt att bara ta
med randomiserade, dubbelblinda studier med kontrollgrupper som far
placebo eller studier med dold fordelning. FOr andra typer av studier
géller andra stallningstaganden.

8. Har vederborlig hansyn tagits till studiernas vetenskapliga
kvalitet vid formulering av slutsatserna?

Utvarderingen av metodologisk stringens och vetenskaplig kvalitet ska
framga i Oversiktens analys och dess slutsatser, och tydligt anges vid
utformning av rekommendationer.

9. Anvandes lampliga metoder fér sammanvagning av studiernas
resultat?

Det bor sakerstallas om det ar lampligt att lagga samman resultat fran
olika studier genom en bedémning av de ingaende studiernas
homogenitet (dvs Chi-2 test for berakning av homogenitet, 1%). Om
heterogenitet finns bér man anvénda en modell som tar hénsyn till
slumpeffekter (random effects model) och/eller 6vervédga om det ur
klinisk synpunkt ar lampligt att sla ihop resultaten.

10. Har man beddémt sannolikheten for publikations bias”*?
En bedémning av publikations bias bér omfatta en kombination av
grafiska hjalpmedel (t ex funnel plot eller andra tester) och/eller
statistiska metoder (t ex Eggers regressionsanalys).

*SBU:s kommentar: Publikations bias leder till snedvriden publikation, sdsom att positiva
resultat publiceras oftare &n negativa resultat.

11. Finns eventuella intressekonflikter angivna?
Eventuella sponsorer och bidragsgivare bor tillkannages bade i den
systematiska Oversikten och i de ingaende studierna.

[1Ja

[1Nej

[] Kan inte svara
[ Ej tillimpligt

[1Ja

[1Nej

[] Kan inte svara
[ Ej tilldimpligt

[1Ja

[1Nej

[] Kan inte svara
[ Ej tilldimpligt

[1Ja

[] Nej

[] Kan intesvara
1 Ej tilldimpligt

[1Ja

[1Nej

[] Kan inte svara
[ Ej tilldimpligt
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Granskningsmall for randomiserad kontrollerad prévning

Forfattare, ar alternativt SBU:s identifikationsnummet:

Anvisningar:

e Alternativet ”oklart” anvinds nir uppgiften inte gar att fa fram fran texten.

o Alternativet ”ej tillimpligt” viljs nir fragan inte ér relevant.

e Det finns fortydligande kommentarer till vissa delfragor. Dessa anges med en fotnot.

Studiekvalitet

Ja

Nej

Oklart

Ej tillampligt

1. Studiepopulation

a) Framgar det hur manga personer som exkluderades
fore randomiseringen?

b) Ar redovisningen av personer som inte
randomiserades, trots att de var valbara, adekvat?

2. Tilldelning av atgard/intervention/behandling

a) Anvindes en randomiseringsmetod som pa ett
acceptabelt sitt minimerar risken f6r manipulation?

b) Utférdes randomiseringen sa att férdelningen
blev oférutsigbar och slumpmissig? '

c) Paborjade samtliga deltagare, som randomiserades,
behandlingen? *

3. Gruppernas jamforbarhet

a) Var grupperna vid baseline rimligt lika avseende
egenskaper som kan paverka resultatet
(t ex dlder, kon, sjukdoms svarighetsgrad)?

4. Blindning (maskering) *

Blindades foljande pa tillfredsstillande sitt:

a) Patienter

b) Prévare/behandlare

[]
[]

[]
[]

[]
[]

[]
[]

¢) Utvirderare av resultat

L]

L]

L]

L]

5. Bortfall (antalet randomiserade deltagare som inte hal

r féljts upp enligt studieprotokollet) *

a) Gar det att folja deltagarnas vig genom studien
t ex 1 ett flodesschema?

L]

L]

L]

L]




Studiekvalitet

Ja

Nej

Oklart

Ej tillampligt

b) Ar storleken pa bortfallet efter randomisering
acceptabelt?

[]

L]

L]

c) Ar orsakerna till bortfallet acceptabla?

L]

L]

L]

6. Féljsamhet (compliance, adherence, concordance) °

a) Framgar det 1 vilken utstrickning deltagarna
tullféljde behandlingen?

b) Var andelen som fullféljde behandlingen acceptabel?

1 O

1 O

1 O

1 O

7. Rapportering av effektmatt och biverkningar

a) Var det primira effektmattet definierat i f6rvig och
adekvat rapporterat?

b) Var de sekundira effektmatten definierade 1 f6rvag
och adekvat rapporterade?

) Baserades slutsatserna pa enbart i f6rvig definierade
effektmatt och subgruppsanalyser? °

d) Har utfallen av samtliga viktiga effektmatt redovisats
pa ett adekvat sitt? |

¢) Rapporterades biverkningar/komplikationer pé ett
tillfredsstallande sitt?

O o O o O

O o O o O

O o O o O

O o O o O

8. Resultat och precision

a) Redovisas resultaten pa ett adekvat sitt? *

b) Har resultaten beriknats med limplig analysmetod? ’

¢) Var den minsta kliniskt relevanta effekten definierad
pa forhand?

d) Ar den valda minsta kliniskt relevanta effekten av
rimlig storlek?

e) Har man anvint acceptabla metoder for att mata
effekterna?

f) Mittes observatorséverensstimmelsen pa ett
acceptabelt sitt? "

@) Ar de 6verviganden och berikningar som ligger till
grund for antal deltagare acceptabla (poweranalys)? '

O O O o O o

O O O o O o

O O O o O o

O O O o O o

9. Bindningar och jav

a) Anges eventuella bindningar och jav (conflicts
of interest)?

L]

L]

L]

L]

b) Bedémer du att studiens resultat inte paverkats
av intressekonflikter?




Studiekvalitet Ja Nej Oklart  Ej tillampligt

Total bedémning av studiekvalitet:

Hog [] Medelhég [ ] Lag [ ]

Kommentarer till granskningsmallen for RCT

1.

Risk for att randomiseringen blir férutsidgbar f6r prévare eller deltagare kan t ex finnas vid
blockrandomisering. Blockrandomisering anvinds bl a i multicenterstudier fér att motverka

slumpmissiga snedfordelningar mellan olika centra eller linder.

Hir bedoms risken fOr att resultaten har paverkats av att deltagare selektivt exkluderats fran
studien efter randomiseringen, men innan behandlingen har pabérjats. Antalet deltagare som har
limnat studien bor sittas i relation till studiens storlek. Om antalet dr jimnt férdelade mellan
grupperna och skilen dr angivna och godtagbara, si bedoms risken att resultaten kan ha
paverkats som liten. Om mer dn 5 procent av de randomiserade patienterna fallit bort eller om

orsakerna inte dr angivna eller godtagbara sa bedéms risken som stor.

Det dr 6nskvirt att bade patienter och prévare ér blindade i en studie. Ibland kan det av praktiska
skl vara svért eller omoijligt att d6lja for provare och/eller patient vilken behandling som ges.

Diremot ér det oftast mojligt att den som utvirderar effekten dr blindad.
De alternativ som finns ér foljande:

Oppen prévning: ingen 4r blindad
Enkelblind: a) deltagarna dr blindade; b) prévare och/eller resultatutvirderare dr blindade
Dubbelblind: a) deltagarna och prévare och/eller resultatutvirderare dr blindade;
b) deltagarna och prévare och/eller resultatutvirderare dr blindade samt det framgar av
beskrivningen att all resultatbearbetning utférdes innan prévningskoden bréts.
Det finns flera exempel pa studier dir blindningen inte har lyckats pga karakteristiska effekter
eller biverkningar av aktiv behandling, exempelvis muntorrhet vid behandling med neuroleptika
och underlivsblédningar vid behandling med 6strogen. I vissa fall dr det maoijligt att ge biverk-
ningsmotverkande medel som tilldgg till aktiv behandling f6r att minska risken for att blind-
ningen dventyras. Andra faktorer som kan férsvara blindningen ér bristande likhet mellan
tabletter, inhalationspreparat etc avseende utseende eller smak. En stor ”’placeboeffekt” i
kontrollgruppen kan tala fér en lyckad blindning. I vissa studier liter man studiedeltagarna gissa
om de fitt aktiv behandling eller kontroll.

Det bortfall som bedéms hir avser bortfall efter randomisering. Det kan dock finnas tillfillen da
dven ett storre bortfall sannolikt dr slumpmaissigt. Nedanstaende exempel bor dirfor ses som

riktvarden.

Litet (<10%)
Mattligt (10—19%)




Stort (20—29%)

Mycket stort (=30%). Unders6kningen bedéms ofta sakna informationsvirde vilket kan innebira
att studien bor exkluderas.

Bortfallet varierar mellan olika tidpunkter i en studie och kan variera mellan olika effektmatt.

Bortfallet dr ofta stérre ju lingre tid som har gitt. Ddrmed kan behandlingsresultaten fran de sista

beséken vara av tveksam validitet, medan resultaten fran de forsta besoken kan vara giltiga.

Kontroll av féljsamheten dr sirskilt viktig d4 man inte ser en signifikant effektskillnad mellan
grupperna. En bristande foéljsamhet kan minska savil interventionens effekter som bieffekter.

Om interventionen har en signifikant effekt dr kontroll av foljsamheten ofta av mindre betydelse.



10.

11.

Undantag dr om det var simre foljsamhet i gruppen som fick referensbehandling. Det senare
ar tinkbart i en placebokontrollerad studie om blindningen varit otillricklig, alternativt om en

referensbehandling har mycket hogre frekvens av biverkningar.

Ett riktmirke for vad som anses vara acceptabel f6ljsamhet dr att mer dn 80 procent av del-

tagarna ska ha mottagit mer an 80 procent av behandlingen.

Det dr inte ovanligt att studier med negativa resultat inkluderar férklarande efteranalyser
(explanatory- eller post hoc-analyser) for att t ex finna vissa subgrupper inom den studerade
patientgruppen som kan ha nytta av behandlingen. Dessa analyser kan fylla en viktig hypotes-
genererande funktion, men dr naturligtvis behiftade med stor osikerhet. Slutsatserna i en studie

far darfor aldrig baseras pa sadana analyser.

Aven om redovisade effektmitt ir rimliga, definierade i férvig och adekvat rapporterade kan det
finnas andra viktiga effektmatt som utelimnats. Oftast giller det effektmatt for att bedéma risker

som ocksda bedoms under fotnot 8.

De vanligaste matt som anvinds f6r dikotoma variabler ér riskkvot (risk ratio, RR), oddskvot
(odds ratio, OR), absolut riskreduktion/riskskillnad (risk difference) och number needed to treat
(NNT). For kontinuerliga variabler anvinds vanligen absolut skillnad i medelvirde (difference in
means, mean difference). Alla métten ska redovisas med limpligt spridningsmatt, foretridesvis

95 procents konfidensintervall.

Resultaten kan analyseras enligt intention to treat (ITT) och/eller per protokoll (PP). En ITT-
analys innebir att alla personer som randomiserats f6ljs upp inom sin behandlingsarm oavsett om
de fatt tilldelad behandling eller inte och ir oftast den metod som bér anvindas. Om resultaten
ar beriknade pa annat sitt an med I'TT finns det risk for att behandlingseffekten blir 6verskattad.
ITT-analysen kan kompletteras med en kinslighetsanalys enligt “worst case scenario” dir simsta
tinkbara utfall tillskrivs saknade patienter 1 den grupp som uppvisar bist effekt och bista tink-
bara utfall tillskrivs saknade patienter i den grupp som uppvisar simst effekt. Ibland ir det 6nsk-
virt att dven en PP-analys redovisas, vilket innebir att bara de som foljt hela studieprotokollet
ingar i analysen. Vid bortfall i studier ddr man anvinder kontinuerliga variabler eller skalor
anvinder man ibland en berikningsmetod dir det senast uppmitta resultatet antas gilla dven

tor senare tidpunkter da data saknas (last observation carried forward, LOCF).

Vid utfallsregistrering i en behandlingsstudie kan observatérsvariationen vara en svaghet. Ett
exempel dr om flera observatorer ska utvirdera rontgenbilder eller cytologiska prov. Da ska
observatorsOverensstimmelse mellan alla, eller ett storre antal av observatorerna, vara
rapporterat. Detta kan ske 1 form av Kappa-6verensstimmelse eller Intra-class correlation

coefficient” (ICC), beroende pa vilken skala som anvints.

Powerberikningar anvinds for att berakna studiers statistiska styrka, dvs for att rikna ut hur stor
en studie bor vara for att med rimlig sannolikhet kunna pavisa en behandlingseffekt. Det ar
viktigt att forfattarna redovisar hur de kommit fram till vald studiestorlek och att berdkningen
skett fore studiestart. Annars kan det inte uteslutas att forfattarna successivt adderat deltagare till

studien tills statistisk signifikans har uppnatts.



Granskningsmall for kohortstudier med kontrollgrupper

Forfattare, ar alternativt SBU:s identifikationsnummer:

1. Jamforbarhet

Ja

Nej

Oklart

Ej tillampligt

1.1 De jamférda grupperna

a) Ar de jimforda grupperna adekvat valda? '

b) Ar kontrollgruppen relevant?

1]

1]

[]
[]

[]
[]

) Ar det sannolikt att interventions- och kontroll-
gruppen valdes ut och diagnostiserades pa ett
likartat sitt? °

1.2 Jamférbarhet och forvéaxlingsfaktorer (confounders)

a) Har forfattarna identifierat viktiga forvixlings-
faktorer? ’

b) Var skillnaderna mellan grupperna i baslinjedata sma
(se forvixlingsfaktorer nedan)? °

c) Har forfattarna tagit hinsyn till eventuella skillnader
i analyserna? ’

d) Ar risken for selektions- eller indikationsbias liten? *

1.3 Interventionen

a) Ar interventionens innehall tydligt definierad? °

b) Ar jimforelseinterventionen tydligt definierad? ’

c) Har forfattarna pa ett adekvat sitt mitt kvaliteten
p4 genomforandet av behandlingen? °

I O R I A N O O I O

I O R I A N O O I O

I O R I A N O O I O

I O R I A N O O I O

2. Foljsamhet, bortfall

Oklart

Ej tillampligt

2.1 Féljsamhet (compliance, adherence)

a) Framgar det 1 vilken utstrickning deltagarna som
tillfrigades om studien och tackade ja fullfoljde
behandlingen?

b) Var andelen som fullféljde behandlingen acceptabel?

[]
[]

[]
[]

[]
[]

2.2 Bortfall (antalet deltagare som inte har féljts upp enl

igt stud

ieprotokollet)

a) Redovisas hur stort bortfallet 4r? °

L]

L]

L]

b) Anges orsakerna till bortfallet? °

c) Ar bortfallet acceptabelt? °

[]
[]

[]
[]

[]
[]

OO




3. Blindning

Ja

Nej

Oklart  Ej tillampligt

Var de som bedomde utfallen omedvetna om de
undersokta tillhorde interventions- eller kontroll-

gruppen? |

[] []

4. Statistisk styrka

Ja

Nej

Oklart  Ej tillampligt

a) Ar de 6verviganden och berikningar som ligger
till grund for urvalsstorleken (sample size) tydligt
beskrivna? *

b) Ar den statistiska styrkan (power) tillfredsstillande
hog? ®

[] []

[] []

5. Effektmatt och statistisk analys

Ja

Nej

Oklart = Ej tillampligt

a) Har den statistiska analysen av osikerhet hanterats
pa ett adekvat sitt? ’

[] []

b) Har forfattarna pa ett adekvat sitt korrigerat for
obalanser mellan grupperna med avseende
pa forvixlingsfaktorer/confounders? '

[] []

¢) Har hinsyn tagits till avhoppare frin behandlingen
(treatment dropouts)?

[] []

6. Biverkningar

Ja

Nej

Oklart  Ej tillampligt

Mittes biverkningar/komplikationer pa ett tillfreds-
stillande satt?

[] []

7. Bindningar och jav

Ja

Nej

Oklart = Ej tillampligt

a) Finns en forteckning 6ver eventuella bindningar
och jiv (conflict of interests)?

[] []

b) Bedémer du att studiens resultat inte paverkats
av intressekonflikter?

[] []

Total bedémning av studiekvalitet:

Hog [] Medelhég [ ]

Lag []




Kommentarer till granskningsmallen
for kohortstudier med kontrollgrupper

Kohortstudier med kontrollgrupp innebir att man foljer minst tva grupper longitudinellt, dvs framat i

tiden for att studera hur det gar f6r dem. Det kan gilla savil icke-randomiserade kontrollerade studier

som andra observationsstudier dir man antingen studerar behandlingsinsatser eller riskfaktorer.

Synonyma begrepp ir:

Interventionsgrupp = exponerad grupp = riskfaktor = fall

Kontrollgrupp = oexponerad grupp = jaimforelsegrupp = referensgrupp

1.

Finns det en klar definition av jimférelsegruppen? Jamfors interventionen mot en annan inter-
vention eller mot ingen intervention alls? Har jaimférelsegruppen himtats frin den allmanna
befolkningen eller fran ett begransat urval? Om jimfdrelsegruppen ir historisk kontroll finns
det anledning att vara sirskilt f6rsiktig vid virderingen.

En viktig fraga 4r om samma metodik anvindes for att gruppera till interventions- respektive

kontrollgrupp?

Forvixlingsfaktorer (confounders) dr bakgrundsvariabler som paverkar utfallet. De kan vara
ojamnt férdelade mellan grupperna och stér da det ’sanna” resultatet. Nagra viktiga confounders
ar dlder, kon, bakomliggande sjukdomshistoria, samsjuklighet, riskfaktorer och inte minst socio-
ekonomisk status. Socioekonomi dr sannolikt den starkaste riskfaktorn till sjuklighet och for tidig

dod.

Uppgifter som kan visa visentliga skillnader mellan grupperna finns ofta i en inledande tabell

eller under bakgrundsdata (baseline characteristics).

Selektionsbias uppkommer nir det finns en eller flera inbyggda skillnader mellan grupperna som
i sig kan forklara resultaten. Risken dr sirskilt stor nir det giller preventiva eller symtomlindrande
atgirder som vilinformerade patientgrupper kan efterfraga. Risken for selektionsbias édr ocksa

hég om atgirden ar sirskilt limplig att sitta in pa hogrisk- eller lagriskpatienter.

Interventionernas innehéll kan definieras avseende t ex tydligt beskrivet uppligg, antal triffar,
tidsomfattning, manualiserat vs icke-manualiserat upplagg. Kvaliteten pa interventionerna kan
vara mitt avseende behandlingsintegritet, via t ex videoinspelningar, reliabilitetsmatt, checklistor

av genomforandet.

Stora bortfall 6kar generellt sett risken for att resultaten kan vara paverkade av systematiska fel.
Det kan dock finnas tillfillen da dven ett storre bortfall sannolikt dr slumpmissigt. Som ett rikt-
virde for likemedelsstudier ér risken liten om bortfallet 4r mindre 4n 10 procent, medelstor om
bortfallet ligger mellan 10 och 19 procent och stor om bortfallet dr mellan 20 och 29 procent.
Om bortfallet i likemedelsstudier dr 30 procent eller mer dr informationsvirdet tveksamt och
studien kan eventuellt sorteras bort. Bortfallet kan variera mellan olika tidpunkter och olika

effektmatt. Vid lingtisduppféljning kan man fa acceptera nagot hogre bortfall.

Om de som registrerar utfallen kinner till vilka som fatt en viss behandling kan det 6ka risken

for en systematisk felregistrering.



10.

Smi studier dir prévarna inte har berdknat hur méinga deltagare som krivs for att fa ett statistiskt
signifikant resultat pa det primara effektmattet har ofta stora kvalitetsbrister. Det dr viktigt att
bed6éma studiens statistiska styrka (power) for varje separat utfallsmatt. Ett exempel dr biverk-
ningsrapportering. Studierna ir oftast planerade for att belysa de positiva effekterna och har
kanske inte tagit hinsyn till hur manga deltagare som beh6vs for att fa statistiskt sdkerstéllda

negativa effekter.

Bedom om konfidensintervall eller andra relevanta mitt redovisas pa ett adekvat sitt eller om det
finns en motivering for att sidana uppgifter saknas. Det kan t ex gilla vid totalundersékningar av

stora datamaterial.

Metoder som kan anvindas i detta sammanhang dr matchning/restriktion, stratifierad analys,

multivariat modellanalys (t ex regressionsanalys) eller propensity score-metodik.
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