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BRR=NNT/NNH

« NNT = average number of patients that would have to be treated
in order to receive one beneficial effect.

« NNH = average number of patients that would have to be
treated in order to receive one harmful effect.
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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Application of the BRAT Framework to Case Studies:
Observations and Insights

Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224
(February 2011)
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Step 4: Customize framework
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Application of the BRAT Framework to Case Studies: Observations and Insights
Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224 (February 2011) 15




STEP 2: IDENTIFY OUTCOMES
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Step 5. Assess importance of outcome
Numerous methods exist for assessing the relative importance
or weight of outcomes in the value tree. Although the BRAT

Framework does not advocate a particular method of impor-
tance weighting, it does facilitate the inclusion of outcome
weighting information to support decisions. Importance weights
are not included in this report,

Application of the BRAT Framework to Case Studies: Observations and Insights
Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224 (February 2011) 18
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Study drug Comparator
risk risk Odds ratio Odds ratio

QOutcome (/1,000 pts) (/1,000 pts) (95% CI) (Log scale)
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Application of the BRAT Framework to Case Studies: Observations and Insights
Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224 (February 2011) 20



Decision

Value judgements

|+|-|

Descriptive facts

21



Reduction in nausea or vomiting & Mean 88 &
Reduction in functional disability [ Efficacy 95% Cl| 61 &
B Safety 95% CI
Pain-free response [ 3¢ |
Reduced sensitivity to sound and light 25 ¢
Rapid onset 234
Headache relief 10| &
Sustained response —10@
Transient triptans sensation _150 _100 50 -§|® 50 100 150
CNS AEs Be
“Chest-related” AEs dee |
150 100 50 0 -50 -100 150
<€ >

Risk difference (per 1,000 patients)

Favors comparator

Favors study drug

Application of the BRAT Framework to Case Studies: Observations and Insights

Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224 (February 2011) 5o




* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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Importance

How important are the following outcomes?
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STEP 5: ASSES OUTCOME IMPORTANCE
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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PROACT
HYPOTHETICAL TRADEOFFS
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STOCHASTIC MULTICRITERIA ACCEPTABILITY
ANALYSIS (SMAA)

o Tlervonen et al (2011), 'A stochastic multicriteria model for evidence-
based decision making in drug benefit-risk analysis.” Stat Med, May
30;30(12):1419-28.

* The OpenSource software, JSMAA.
http://smaa.fi/jsmaa/

28



Criterion
Mameé: Criterion 1
Type: Cardinal
Scale: [0,00 -0,25)
Ascending: [
Meamurements

Alternative 1 |Euec1 ﬂ

|
Alternative 2 |.r'-c.'|-r'. j | 0.05
Value function
1.05

P00 = = = o o e — - - .

045
0.50
085
0.80
0.7s
0.70
055
0,50
055
0.50
045
0.40
035
0,30
02— — = = — = = = = - = — —
020 |
015 !
0AD '
0.05 |
0.00 1
000 00 002 003 004 005 008

¥(x)

007 008 o008 090 0011 pi2 013 014 035 096 017 D018 0% 020 021 022 023 024
X

025

D26

KNl



Severe adverse events
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Rank acceptability indices

Rank Acceptability
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File Edit Criteria Alternatives
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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