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What we will cover today

• Topic: Cochrane systematic review - Antiretroviral 
pre-exposure prophylaxis (PrEP) for preventing HIV 
in high-risk individuals

• Our EBM lessons will be: 
• How to read systematic reviews, 
• Cochrane reviews, 
• GRADE, and 
• much more.
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Our case scenario

A 28 year old man comes in to your family practice to 
talk about PrEP. He has sex with other men and 
occasionally uses intravenous drugs. 
Although he typically uses condoms during 
intercourse and does not share needles, sometimes 
he does not use STI protection and may share 
needles. 
He has heard that PrEP may reduce his risk of 
contracting HIV from his partners and wants to start 
on the drug.

Paper
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Literature Reviews

• Literature Syntheses
• Broad-based questions used to understand the nature of 

the clinical issue and who and how others have 
approached it before.

• Systematic Reviews
• Narrow review of a specific clinical topic with explicit a-

priori criteria for whether to include research in review.
• Meta Analyses
• Very narrow perspective seeking to examine a specific 

clinical question, usually by collating randomized 
controlled trials 
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“Meta analyses are predicated on the 
assumption (or it may be more a belief and 
hope) that objectivity regarding the criteria 
used for conducting literature searchers, 
selecting the articles in include or exclude, and 
abstracting and summarizing the findings 
would results in unbiased and unequivocal 
answers.”

David Streiner, PhD

Many steps..

1. Study question (PICOT)

2. Identification of studies (studies design, source, search 
strategy)

3. Eligibility criteria (study, patient, and disease 
characteristics, treatments, outcomes)

4. Data extraction (definition of outcomes, quality 
assessment)

5. Data summary and analysis (outcomes used, intention to 
treat, heterogeneity models)
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How certain are you of the 
evidence? 
• Do the results directly relate to my question/patient/practice?

• Directness

• Are the studies well done? 
• Risk of bias

• Are these all of the studies?
• Publication bias

• Are the results consistent across 
studies?
• Consistency

• Is the study well done? 
• Risk of bias

• Is the effect size precise?
• Precision

• Is the effect size large?
• Magnitude

• Does the effect depend on dose?
• Dose response

• Can something else plausibly 
explain the effect?
• Confounding 

GRADE

• GRADE (Grades of recommendation, assessment, 
development and evaluation)

• Two components:
1. Confidence in the evidence

2. Strength of Recommendation

High

Moderate

Low

Very Low

strong or weak
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Confidence in the evidence

• Bias 
• study design and implementation

• concealment, blinding, loss to follow-up
• publication bias

• Imprecision 
• wide confidence intervals
• variation in size of effect

• Indirectness
• patients, interventions
• outcomes
• indirect comparisons
• statistical significance of heterogeneity
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NNT?

Our case scenario

A 28 year old man comes in to your family practice to 
talk about PrEP. He has sex with other men and 
occasionally uses intravenous drugs. 
Although he typically uses condoms during 
intercourse and does not share needles, sometimes 
he does not use STI protection and may share 
needles. 
He has heard that PrEP may reduce his risk of 
contracting HIV from his partners and wants to start 
on the drug.
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How to evaluate the evidence … 
(this is a generalization)

YES
• Do the results directly relate to my 

question/patients/practice?
• Is the study quality good enough?

YES
• Are the effects statistically significant? 

(i.e., based on p-value, relative risk/benefit)

YES
• Are the results clinically significant? 

(i.e., based on change in absolute risk/NNT, precision)
• Are the harms small enough to justify?

CONSIDER IT**Consider the cost-benefit compared to all other options.

1

2

3

Let’s Grade

• Confidence in the evidence?
• Daily PrEP use can lower the risk of getting HIV from sex 

by about 50%

• Strength of recommendation?
• Must commit to taking the drug every day and seeing 

their health care provider for follow-up every 3 months.
• Absolute risk is ~ 4% (in ~ 2-3 years) .. Is it?

• Infection incidence in Canada?
• Cost of ART?


