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Guideline development
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Grade
overall quality of evidence
across outcomes based on
lowest quality
of critical outcomes

Formulate recommendations :
= For or against {direction)
= Strong or conditionalfweak
(strength)

By considering:
< Quality of evidence
d Balance benefits/harms
d Values and preferences

* "We recommend using...”
* "We suggest using...”
+  "We recommend against using..."”

Revise if necessary by considering: "y ¢ irt usi "
. e suggest against using...

O Resource use (cost)
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http://www.gradeworkinggroup.org/

GRADE

Welcome to the GRADE working group

From evidence to recommendations — transparent and sensible

Many online learning
resources available
on web-site

What is GRADE?

The GRADE working group

The Grading of Recornmendations Assessment, Development and Evaluation (short GRADE) working group began in the year
2000 as an informal collabaoration of people with an interest in addressing the shortcomings of grading systems in health care.
The working group has developed a common, sensible and transparent approach to grading quality (or certainty) of evidence
and strength of recommendations. Many international organizations have provided input into the development of the GRADE
approach which is now considered the standard in guideline development.


http://www.gradeworkinggroup.org/

Increasing use of the GRADE approach
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Risk of bias assessment

Grading of the evidence
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Formulate recommendations :
* For or against (direction)
+ Strong ar conditionalf'weak
(strength)

By considering:
< Quality of evidence
- Balance benefits/harms
d Values and preferences

Revise if necessary by considering:
[ Resource use (cost)

/ Outcome  Critical T : ‘
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Risk of bias assessment

Review authors’ judgement:
» Was the allocation sequence adequately generated?
= Was allocation adequately concealed?

= Was knowledge of the allocated intervention
adequately prevented during the study?
— Participants
— Trial personnel
* Were incomplete outcome data adequately addressed?

= Are reports of the study free of suggestion of selective
outcome reporting?

= Was the study apparently free of other problems that

could put it at a high risk of bias?
17

Domains from the Cochrane Handbook: http://handbook.cochrane.org/
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http://handbook.cochrane.org/

Risk of bias summary for
a body of evidence

Random sequence generation (selection bias)

Allocation concealment (selection hias)

Blinding (performance hias and detection hias)

Incomplete outcome data (attrition bias) _

Selective reporting (reporting hias)

Other bias

0% 25% 50% 75%  100%

. Low risk of bias Unclear risk of bias . High risk of bias
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Population
Intervention
Comparison
Outcome
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Risk of bias assessment

Grading of the evidence
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Formulate recommendations : Grade

* For or against (direction)
+ Strong ar conditionalf'weak
(strength)

By considering:
< Quality of evidence
- Balance benefits/harms
d Values and preferences

Revise if necessary by considering:
[ Resource use (cost)

overall quality of evidence
acrass outcomes based on
lowest quality
of eritical outcomes

* “We recommend using...”

* "We suggest using..."

*  "We recommend against using...”
+ "We suggest against using...”




Development and Evaluation

http://www.gradeworkinggroup.org/

Grading of Recommendations Assessment,

3.
Final level of
confidence rating

in an estimate of effect
across those considerations

High
DD

Moderate
@2e0

Table: GRADE's approach to rating quality of evidence (aka confidence in effect estimates)
For each outcome based on a systematic review and across outcomes (lowest quality across the outcomes critical for decision making)
- 18 2.
Establish initial Consider lowering or raising
level of confidence level of confidence
Study design Initial \ Reasons for considering lowering A
confidence or raising confidence
in an estimate
of effect V¥ Lower if # Higher if*
kbl High k of Large effect
Dose response
All plausible >
confounding & bias
= would reduce a
demonstrated effect
or
= would suggesta
spurious effect if no
effect was observed
¥ o
*upgrading criteria are usually applicable to observational studies only.
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GRADE categories for
the quality of a body of evidence

Quality level Symbol Definition

High GOOD  We are very confident that the true effect lies close to that of
the estimate of the effect.

Moderate ®PPO  We are moderately confident in the effect estimate: The true
effect is likely to be close to the estimate of the effect, but
there is a possibility that it is substantially different.

Low ®®O0O  Our confidence in the effect estimate is limited: The true
effect may be substantially different from the estimate of the
effect.

Very low ®@OOO  We have very little confidence in the effect estimate: The true

effect is likely to be substantially different from the estimate
of effect.
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— Determinants of quality —

5 factors that can lower quality
1. limitations of detailed design and execution
(risk of bias criteria)
2. Inconsistency (or heterogeneity)
Indirectness (PICO and applicability)

w

4. Imprecision (number of events and confidence
intervals)

5. Publication bias




Heterogeneity

No overlap, Overlap,
same direction of effect different directions of effect

No overlap,
different directions of effect
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Imprecision

Threshold if side effects, toxicity
and cost minimal, NNT = 200.

N Y [YSYSUIRN Fepees Entire confidence interval to left

Ischemic stroke of threshold, do not rate down for

point estimate — imprecision

and confidence

interval

Threshold if side effects and
toxicity appreciable, NNT = 100.
Confidence interval crosses
threshold, rate down for

imprecision NNT: Number-Needed-to-Treat

ooooooooooooooooooooooooooo

I J |
2.0 05 0 05

Favors Intervention Favors Control
Risk difference (%)

Fig. 1. Rating down for imprecision in guidelines: thresholds are key.
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The Summary of Findings tabl

* Presents -
—the quality of the ewdence
—the magnitude: m‘ the effef:t |

—reasons behind demsmns
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Engrcise for ostecarthritls of the knee (Review)

Postnara M, SoCamael] X o AR, Vs dei Facb S, Sad S, Busasl] KL

SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Explmation]

Immediate post-treatment effects of exercize for ostecarthritis of the knee

Patient or population: patlents with knes 0A
Setfings: cEnic or community

Intervention: land-based exercise
Comparizan: no exercise

THE COCHRANE
COLLABORATION®

Outcomes Hlustrative comgarative risks* (85% C1) Reiative effect Number of participants  Quality of the evidence  Comments
(95% CI} {studies) |GRADE}
Aszumed rizk Corresponding risk
No exercise Land-bazed exercise
Pain Mean pain in the conirol Mean pain n Intervention 3637 EEEE S SMD -0.49 (<039 to -0.
Seif-report question-  groups was Qroups was {44 studles) High 58)
naires. Scale from 0-100 &4 points 0.48 standard deviations Abzolute reduction in pain
{0 regresents no patn) lower 12% (10%-15%); retative
(0.39-0.59 lower) change 27% (21%-32%)
This translates to an ab- .
solute mean reduction of NNTE 4 (3-5)*
12 (10-15) pointz com-
pared with control group
on a 0-100 scales
Physical function Mean physical function in Mean physical function in a1z o0 SMD -0.52 (-0.39 tp -0.
Seff-report questionnaie.  control groups was intprvention proups was (44 studies) Moderate: 64)
Scale from 0-100 (0 rep- 38 points 0.52 standard devialions Bbsolute  imgrovement
resents ng physical dis- lower 10% (B%-13%); relative
ahility) {0.35-0.64 lower) improvement 26% (20%-
This transtes to an 32%)°
abzolule mean Improve- MNTB 4 (3-5)*
ment of 10 (8-13) paints
on a 0-100 scale”
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Population
Intervention
Comparison
Outcome
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Fr.mulate recommendations :
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< Quality of evidence
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d Values and preferences

Revise if necessary by considering:
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Learning material - examples

Cochrane interactive learning
http://training.cochrane.org/interactivelearni

ng
GRADE https://cebgrade.mcmaster.ca/

Equatornetwork http://www.equator-
network.org/

Testing treatments
http://www.testingtreatments.org/



http://training.cochrane.org/interactivelearning
https://cebgrade.mcmaster.ca/
http://www.equator-network.org/
http://www.testingtreatments.org/

Protokoll presentasjon

5 minutes on research question and
background

5 minutes on challenges

3 minutes for one positive feedback and one
suggestion for improvement from each of the
reviewers

Comments from the class




Presenters and reviewers

Presenter «Oponents»

Unni Job, Ann

Adis Torunn F, Seman
Christine Lillian, Gugsa
Torunn T Elbariki, Josephine
Seid Anne, Ekaterina
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