
Supplemental Information

SUPPLEMENTAL APPENDIX 1
SUPPLEMENTAL METHODS

Exclusion criteria

We excluded meta-analyses that did not
include$1 RCT in adults and$1 RCT in
children for any of the study end points
and meta-analyses without quantitative
synthesis for any of those end points.
Furthermore, meta-analyses with no
events in the experimental and control
intervention arms in all adult or all pe-
diatric trials or all adult and all pediat-
ric trials were excluded only from the
quantitative data synthesis because
these meta-analyses could not contrib-
ute any information (12 such topics
were excluded: 3 from the analysis of
severe harms, 1 from the analysis for
any harm, 1 from the analysis for organ
system–level harms, 2 from specific
harms, and 5 from mortality).

Characterization of Adult and
Pediatric RCTs1

For trials in which the Cochrane review
did not specify whether the study in-
cluded adults or children, we used the
following rules to define the age groups.
The trial populationwas considered tobe
“adult” if all the included patients were
.12 years old (more specifically, if the
lower age range of the included patients,
as reported in the Cochrane review, was
.12 years and the upper age range was
.20 years); “pediatric” if all the included
patientswere,20 years old (if the lower
age range of the included patients was
,12 years and the upper age range was
,20 years); “mixed” if both patients,12
and .20 years old were included or if
patients 12 to 20 years were included;
and “unspecified” if the age of the in-
cluded patientswas not reported at all in

SUPPLEMENTAL FIGURE 2
sROR for severe harms.

SUPPLEMENTAL FIGURE 3
sROR for withdrawals due to harms.
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the Cochrane review. We excluded mixed
age group (n5 75) and unspecified age
group studies (n5 69).

Categorization of Interventions Into
Experimental and Control1

The identification of the experimental
and control intervention when 2 active

interventions were compared was
based on the interpretation of the
authors of the Cochrane review. If this
was not clear, we identified which in-
tervention had been first discovered
according to Merck Index 2006 and/or
Wikipedia, and this was considered
the control intervention.

Meta-Analyses With Zero Events

When there were zero events for both

the experimental and control arm for

all adult or all pediatric or all adult

and pediatric trials, RORs were not

calculated (11 of 176 meta-analyses;

6%).

SUPPLEMENTAL FIGURE 4
sROR for any harm.

SUPPLEMENTAL FIGURE 5
Individual RORs for organ system–level harms.
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SUPPLEMENTAL FIGURE 6
sROR for specific harms (shown only those with $4 meta-analyses per specific harm that were quantitatively synthesized).
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SUPPLEMENTAL FIGURE 7
sROR for withdrawals for any reason.

SUPPLEMENTAL FIGURE 8
sROR for mortality.
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SUPPLEMENTAL TABLE 3 Characteristics of Included Systematic Reviews

Topics n

Infectious diseases 17 reviews (52 meta-analyses)
Neurologic/psychiatric diseases 15 reviews (46 meta-analyses)
Allergic/respiratory diseases 13 reviews (58 meta-analyses)
Hematologic/oncologic/transplant 4 reviews (9 meta-analyses)
Intensive care 3 reviews (3 meta-analyses)
Other 8 reviews (8 meta-analyses)

Types of interventions
Drugs 47 reviews (162 meta-analyses)
Vaccines 1 review (7 meta-analyses)
Biologic agents/immunotherapy 3 reviews (5 meta-analyses)
Rehydration solutions 2 reviews (2 meta-analyses)

Types of controls
Placebo or no treatment 32 reviews (114 meta-analyses)
Another active control agent 22 reviews (62 meta-analyses)
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