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How do we reach a positive opinion?

• Benefit…. What’s good

• Risks…. What’s not so good
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Benefit Risk Balance

benefits risks
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Why is how we  document the B/R balance 

important?

• We need to provide a transparent and scientifically sound 

explanation as to why we find the B/R positive or negative

• We need to justify/explain the wording of the indication and all 

other important information in the SmPC (contraindications, 

warnings etc).

• For whom? Doctors, patients, companies, HTAs etc
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Benefit-Risk Assessment

• “The comparative evaluation or weighing of benefits (positive 

effects) and risks (potential harm) of various medical options for 

treatment, prophylaxis, prevention or diagnosis”

• Benefit-risk balance is the cornerstone of the regulatory approval 

process and is key to protecting public health and individual 

patients

• However, there is no standard methodology

• Each case is different and benefit risk evolves 
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Benefit risk is complex

The regulatory decision 
taken at population level is 
distinct from the treatment 
decision taken for the 
individual patient, and a 
positive regulatory decision 
based on objective findings 
does not exclude a negative 
benefit-risk balance for an 
individual. In addition, 
personal preferences of 
individual patients may mean 
that benefits and risks are 
perceived and weighed 
differently. 
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How do we decide?

The regulators’ decision-rule: 

• do the benefits outweigh the risks? 

• is the degree of uncertainty around B & R acceptably low? 

• B - H - U (benefits, harms, uncertainty) 
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Benefits, Harms, Uncertainty



9



10

Rimonabant
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EMA
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Initial Workshop to consider B/R
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• The Unknown

As we know,
There are known knowns.
There are things we know we know.

We also know
There are known unknowns.

That is to say
We know there are some things
We do not know.

But there are also unknown unknowns,
The ones we don't know
We don't know.
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Consider a new heart attack drug

• “There is a risk this drug won’t lower your risk and there are risks 

from taking the drug.”
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Consider a new heart attack drug

• “There is a risk this drug won’t lower your risk and there are risks 

from taking the drug.”

• Risk 1: possibility you are a non-responder
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Consider a new heart attack drug

• “There is a risk this drug won’t lower your risk and there are risks 

from taking the drug.”

• Risk 1: possibility you are a non-responder

• Risk 2: your probability of a heart attack
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Consider a new heart attack drug

• “There is a risk this drug won’t lower your risk and there are risks

from taking the drug.”

• Risk 1: possibility you are a non-responder

• Risk 2: your probability of a heart attack

• Risk 3: possible side effects
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Consider a new heart attack drug

• “There is a risk this drug won’t lower your risk and there are risks 

from taking the drug.”

• Risk 1: possibility you are a non-responder

• Risk 2: your probability of a heart attack

• Risk 3: possible side effects

• Which of these risks are ‘balanced’ in a regulator’s benefit-risk 

assessment?
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Opinion: Bridging the efficacy–effectiveness 

gap: a regulator's perspective on addressing 

variability of drug response

Drug regulatory agencies should ensure that the benefits of drugs 

outweigh their risks, but licensed medicines sometimes do not 

perform as expected in everyday clinical practice. Failure may 

relate to lower than anticipated efficacy or a higher than 

anticipated incidence or severity of adverse effects. Here we show 

that the problem of benefit–risk is to a considerable degree a 

problem of variability in drug response. We describe biological and 

behavioural sources of variability and how these contribute to the 

long-known efficacy–effectiveness gap. In this context, efficacy 

describes how a drug performs under conditions of clinical trials, 

whereas effectiveness describes how it performs under conditions 

of everyday clinical practice.



22

Clarifying the meaning of ‘benefit’ and ‘risk’
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Benefit-Risk Assessment Template

• Benefits
 Beneficial effects

 Uncertainty in the knowledge about the benefits

• Risks 
 Unfavourable effects

 Uncertainty in the knowledge about the risks

• Balance
 Importance of favourable and unfavourable effects 

 Benefit-risk balance

• Discussion on the benefit-risk assessment

• Conclusions
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Discussion on the benefit-risk assessment 

• Describe how the balance of favourable and unfavourable effects changes 
depending on the uncertainties. For example, a high uncertainty in terms of 
important favourable effects may generally reduce their value. In terms of 
unfavourable effects, however, a high uncertainty about the safety will generally 
increase concerns about certain safety aspects. 

• If information is available, describe how the value judgements could change 
depending on the perspectives of different stakeholders (physicians, patients, 
etc.). 

• Is the benefit-risk balance expected to be the same over the time of treatment? 

• Discuss different expert views if available 

• Discuss the need for restrictions to product availability or usage, or any other 
conditions or measures aiming to improve the benefit-risk balance 

• Discuss the need for further studies 

• Conclude on the overall “benefit-risk balance” for the whole indication, and 
for different subgroups of the indication if necessary 
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Any questions?


