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GRADE for practice guidelines

Grade of
recommendation®

Clarity of risk/benefit

Quality of supporting
evidence

Implications

1A
Strong recommendation
High guality evidence

Benefits clearly outweigh
risk and burdens, or vice
versa

Consistent evidence from
well performed
randomized, controlled
trials or overwhelming
evidence of some other
form. Further research is
unlikely to change our
confidence in the estimate
of benefit and risk.

Strong recommendation,
can apply to most patients
in most circumstances
without reservation

iB
Strong recommendation
Moderate gquality evidence

Benefits clearly outweigh
risk and burdens, or vice
versa

Evidence from randomized,
controlled trials with
important limitations
(inconsistent results,
methodologic flaws,
indirect or imprecise), or
very strong evidence of
some other form. Further
research (if performed) is
likely to hawve an impact on
our confidence in the
estimate of benefit and risk
and may change the
estimate.

Strong recommendation,
likely to apply to most
patients

1c
Strong recommendation
Low quality evidence

Benefits appear to
outweigh risk and burdens,
or vice versa

Evidence from
observational studies,
unsystematic clinical
experience, or from
randomized, controlled
trials with serious flaws.
Any estimate of effect is
uncertain.

Relatively strong
recommendation; might
change when higher
quality evidence becomes
awvailable

2A
Weak recommendation
High quality evidence

Benefits closely balanced
with risks and burdens

Consistent evidence from
well performed
randomized, controlled
trials or overwhelming
evidence of some other
form. Further research is
unlikely to change our
confidence in the estimate
of benefit and risk.

Weak recommendation,
best action may differ
depending on
circumstances or patients
or societal values

2B
wWeak recommendation
Moderate gquality evidence

Benefits closely balanced
with risks and burdens,
some uncertainty in the
estimates of benefits, risks
and burdens

Evidence from randomized,
controlled trials with
important limitations
(inconsistent results,
methodologic flaws,
indirect or imprecise), or
very strong evidence of
some other form. Further
research (if performed) is
likely to hawve an impact on
our confidence in the
estimate of benefit and risk
and may change the
estimate.

wWeak recommendation,
alternative approaches
likely to be better for some
patients under some
circumstances

2C
wWeak recommendation

Low guality evidence

Uncertainty in the
estimates of benefits,
risks, and burdens;
benefits may be closely
balanced with risks and
burdens

Evidence from
observational studies,
unsystematic clinical
experience, or from
randomized, controlled
trials with serious flaws.
Any estimate of effect is
uncertain.

Very weak
recommendation; other
alternatives may be equally
reasonable

= GRADE can be implemented with either three or four levels of quality of evidence. UpToDate implements three levels
and uses numbers and letters to represent strength of recommendation and quality of evidence respectively.

Level of evidence

1A

Evidence from meta-analysis of randomized controlled trials.

1B

Evidence from at least one randomized controlled trial.

ITA

Evidence from at least one controlled study without randomization

1B

Evidence from at least one other type of quasi-experimental study.

111

Evidence from non-experimental descriptive studies, such as comparative studies,

correlation studies, and case-control studies.

v

Evidence from expert committee reports or opinions or clinical experience of respected

authorities, or both.
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