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Reviews should help us to make decisions

Fundamental Questions

• What is the most appropriate treatment/strategy for this patient?

• What further studies should be commissioned?



An example review



Included an extensive network of trials and 
comparators



Analysed short term outcomes
All cause dropout rates at 8 weeks50% reduction  in Hamilton depression score at 8 weeks



Reaction

• Lancet: “A direct clinical implication 
is that the three net efficacious 
antidepressants might be considered 
first choice, whereas the three less 
efficacious antidepressants might be 
avoided initially.”

• BMJ: ”Antidepressants are more 
effective than placebo for short term 
treatment of acute depression in 
adults, a large meta-analysis has 
found”



However…
• “Authors noted novelty effect, whereby a medication 

looked significantly better when evaluated as the novel 
comparator in a trial than when as the older or control 
comparator”

• “patient population in this meta-analysis was limited to 
adults with moderate to severe depression”

• “didn’t report data on specific adverse effects such as 
sedation, dry mouth, sexual dysfunction, and weight 
gain—vital information for patients”

• “an odds ratio of about 1.6 [average across treatments] 
means about 10-12% more people in the treatment 
group would benefit compared with the placebo group 
[30 to 40%]”

Trial efficacy may not be the only, or indeed main, driver of treatment choice.  Safety, patient 
preference, treatment and disease history, cost, may be important



Study questions

Trial efficacy may not be the only, or indeed main, driver of treatment choice.  Safety, patient preference, 
treatment, disease history, and cost, may be important drivers. 

Consequently there are a wide range of  potential study questions:

• Is this drug efficacious? Can it is do something to somebody

• Is this drug effective?  What will it do something to a particular person

• What is its comparative effectiveness?  How does it effects compare to alternatives

• What is the optimal duration of treatment? What is the duration of therapeutic effect

• What are its adverse effects?

• What is the effect of missing doses?

• What is its comparative effectiveness and safety in diabetic patients?, in renally impaired patients, in 
pregnant patients, in frail patients, in patients who have primary failure to a drug from the same class, 
in patients who have secondary failure, 

• How does the drug interact with other drugs?

• …



There is not a trial [or network meta-analysis] for 
every decision problem, or a decision problem for 
every trial

• Decisions are informed by a synthesis of a wide range of different 
types of evidence 
• May be informal and qualitative or formal and quantitative. 

• Decision aids

• Risk benefit models

• Cost-effectiveness models

• What is the role of systematic review and meta-analysis in this 
process?



Trisha Greenhalgh’s criticisms of EBM and 
some suggestions
• “…stripping away all but the bare bones of a focused experimental 

question removes what practitioners and policymakers most need to 
engage with: the messy context in which people get ill, seek health 
care (or not), receive and take treatment (or not), and change their 
behaviour (or not)”

• “…refocusing on providing useable evidence that can be combined 
with context and professional expertise so that individual patients get 
optimal treatment”

• “Tools that contain quantitative estimates of risk and benefit are 
needed, but they must be designed to support conversations not 
climb probability trees.”



Practical suggestions

1. Be clear which remaining uncertainties our reviews are addressing

2. Recognise that trials may provide “parameter estimates” that are 
used in models (explicit or implicit) of the decision problem rather 
than directly addressing the decision problem

3. When considering network meta-analysis, we should be compare 
treatments that are likely to be comparable for identifiable set(s) of 
patients
• Subgroups may be key

4. Consider non-RCT studies and other methods of synthesis 
(prognostic reviews, realist synthesis, decision-analytic modelling)
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Where are the remaining uncertainties in OAC use?

1. Raschi E, Bianchin M, Ageno W, De Ponti R, De Ponti F. Risk–Benefit Profile of Direct-Acting Oral Anticoagulants in Established 
Therapeutic Indications: An Overview of Systematic Reviews and Observational Studies. Drug Saf.; 2016;39(12):1175–87. 



Benefits and harms associated with hormone 
replacement therapy: clinical decision analysis



Implications for individual decisions



Additional Slides



How does evidence influence policy?
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From Royal College of Nursing International Conference, Oxford, 5thApril 2017, Evidence-based policy? Really?, 

Professor Trish Greenhalgh


