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Value Tree*: Drug Added to Standard of Care

4*from PhRMA BRAT Framework; EMA has successfully field tested a similar “effects tree”

** relationship to treatment not proven; ***HCPs=healthcare providers

Identified Benefit
or Risk Category

Identified benefit/
risk Outcome

Potential Outcome
or B/R category**Clinical test resultClinical Endpoint

Improvement

QOL Improvement

Nausea
Adverse events

Headache

Anxiety

Benefits

Risks

Benefit Risk
Balance

Anaphylaxis

Loss of Appetite

Improved clinical
measure

Disease specific QOL
scale

Drowsiness

Liver signal (animal
models) Hy�’s Law cases

Symptom Relief

Observable functional
improvement

Named clinical trial 
endpoints believed 
to be of importance 
to HCPs*** and 
patients, based on 
KOL feedback and 
QOL scale – listed in 
order of importance 
and level of evidence

More worrisome to 
physicians, more 
disruptive to 
patients, and/or 
occurred in at least 
2% of patients

Wanted to ensure 
effects did not 
translate to humans

HCP observable Patient reported

Functional Improvement



Graph for Internal BR/Safety Review
Benefits

Comparator (Standard of Care) vs. Drug (point estimate and 95% CI)
Benefits are from 1 year and 2 year Populations: Phase 3 studies (n=400); 
Risks are from Primary Safety Population:  Phase 3 studies and Phase 2 study (n=600)
No Hy’s Law Cases If it�’s on the tree, it should be in the graph, or you should know why not.

Risks
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Key Benefit-Risk Questions to Answer

Priority Depends on 
Treatment Goals Benefits Risks

Intensity How good are they? How severe are they? 

Time

How soon do they 
happen?

How soon do they 
happen?

How long do they 
last?

How long do they 
last?

Probability
Do they only happen 
for some people?

Can they be avoided? 
If no, can they be 
managed?
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