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Key points

o GRADE includes three criteria for rating up qual-
ity of evidence particularly applicable to observa-
tional studies.

e Rating up one or even two levels is possible when
effects in observational studies are sufficiently
large, particularly if they occur over short periods
of time.

e A dose—response gradient, or a conclusion that
plausible residual confounding would further sup-
port inferences regarding treatment effect, may
also raise the quality of the evidence.

Table 1. Factors that may increase the quality of evidence

Large magnitude of effect (direct evidence, relative risk [RR] = 2—
5 or RR = 0.5—0.2 with no plausible confounders); very large with
RR > 5 or RR < 0.2 and no serious problems with risk of bias or
precision (sufficiently narrow confidence intervals); more likely to
rate up if effect rapid and out of keeping with prior trajectory;
usually supported by indirect evidence.

e Dose-response gradient.
e All plausible residual confounders or biases would reduce a dem-

onstrated effect, or suggest a spurious effect when results show no
effect.
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