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1. animal efficacy evidence
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Validity Type Recommendaton Category
Cholce of sample sire
Randomized alkscation of animals to trestmant
Blinding of outcome assesment
Flow of animals through an expeniment
Sed ectbon of appropriate control groups
Study of dose—vesponse relationships

Characterization of animal propenies at baseline

Matching mode to human manifestation of
the diseass

Treatment response along madhanstic patheway

W atCiming o uoome measune 1o dinecal seting
Matc hing modd to age of patients in dinical setiing
Replication in different model of the same diseass

Independant replication




2. clinical evidence



reference class
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Table 1: Outcomes in randomized trials of anti-amyloid drug candidates for
Alzheimer's Disease
Drug Phase Outcome

AN1792 2a unacceptable toxicity

Atorvastatin no significance vs. placebo for two co-1° endpoints
AZD-103 no significance vs. placebo for two co-1° endpoints; toxicity
Bapineuzumab no significance vs. placebo for 1° endpoint

Phenserine no significance vs. placebo in efficacy analysis

Rosiglitiazone no significance vs. placebo for two co-1° endpoints

Tarenflurbil no significance vs. placebo for two co-1° endpoints

Tramiprostate no significance vs. placebo for 1° endpoints

s 4 confidence

Source: Kimmelman J, London AJ, PLoS Med 2010
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3. moral evaluation



- risk / benefit
- direct social value
- fecundity...
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1. safety, not efficacy



2. reference class



15t generation:

iIntegrating vectors into pluripotent cells?



3. Identity






4. long tall
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