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Review question

Approach Description Examples

Confirmatory 
(hypothesis testing) 

Authors pre-specify adverse 
effects that are anticipated or 
already recognized to be 
associated with the 
intervention 

• Surgical intervention: 
wound infection

• Anticoagulants: 
bleeding

Exploratory 
(hypothesis generation) 

Authors do not pre-specify any 
particular adverse outcomes 
of interest 

Any, or all, of the adverse 
event data found within the 
included studies 

Hybrid approach
Confirmatory + exploratory approaches: anticipated and 
previously unrecognized adverse effects



Beneficial 
outcomes

Adverse 
effects

Advantages Disadvantages

Condition A Condition A
• Easier to search and 

extract data
• Least time-consuming

Omission of relevant data if 
the adverse effects are also 
observed when the 
intervention is given for other 
conditions 

Intervention applied to 
any condition

Improve the detection of AEs

Increase complexity of the 
project: broader search 
strategies and more time-
consuming screening

Eligibility criteria



Study design

Beneficial 
outcomes

Adverse 
effects

Advantages Disadvantages

RCTs RCTs
• Easier to search and 

extract data
• Least time-consuming

• RCTs are limited to 
detect AEs

• Poor reporting of AEs in 
RCTs

RCTs
RCTs & 
Observational 
studies

Improve the detection of 
AEs

Increase complexity of the 
project: different search 
strategies, screening and 
RoB assessment



Analysis approach Advantages Disadvantages

Description of individual 
events

● Detailed information
● Relevant to decision-

making

● Add complexion
● Increase noise

Grouping events according 
to organ system categories

● Limit the number of 
comparisons

● Increase power to 
detect signals

● Lumping can bias the 
analysis

● Reduce information on 
potential relevant 
events

Data extraction and analysis
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